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QUYET PINH

Vé viéc ban hanh b “Dwoc thw qudc gia Viét Nam, 1an xuit ban thir hai”

BO TRUONG BQ Y TE

Can ct Luat Duoc s6 34/2005/QH11 ngay 14/6/2005;

Can cir Nghi dinh s6 79/2006/ND-CP ngay 09/8/2006 ciia Chinh phii quy dinh chi tiét thi hanh
mot sO diéu cua Luat Duoc;

Can ctr Nghi dinh s6 63/2012/ND-CP ngay 31/8/2012 ciia Chinh phii quy dinh chirc nang, nhiém
vy, quyén han va co cau td chiic cua BO Y té;

Xét dé nghi cia Chu tich Hoi d@)ng Duoc thu quéc gia Viét Nam vé viéc ban hanh bd “Duoc thu
quoc gia Viét Nam, lan xuat ban tha hai”;

Xét dé nghi ctia Cyc truong Cuc Quan 1y Dugc,

QUYET PINH:

Piéu 1. Ban hanh kém theo Quyét dinh nay bo “Duoc thu quéc gia Vi¢t Nam, 1an xuét ban thir
hai”, bao gdbm 700 chuyén luin thudc va 24 chuyén luan huéng dan chung.

Piéu 2. Duoc thu qudc gia Viét Nam 1a tai liéu chinh thirc ciia B6 Y té nham cung cép cho cac
thay thudc va can bo y té nhitng hiéu biét dtng vé thudc va str dung thudc an toan, hop 1y, hiéu qua.

Piéu 3. Cac co sé kham bénh, chita bénh, co so cap phat thude, co s san xuét, kinh doanh thude
phong bénh, chira bénh cho nguoi, vién nghién ctru y dugc, trudong dai hoc, trung hoc y duge, céc thz‘iy
thudc can nghién ctru, ndm vitng ndi dung ctia Dugc thu qubc gia Viét Nam dé ap dung trong cong tac
cham séc, bao v€ va nang cao suc khde nhan dan.

Pidu 4. Quyét dinh nay c6 hiéu luc ké tir ngay ky ban hanh. Nhiing quy dinh trudc day trai voi
quy dinh tai Duogc thu quéc gia Viét Nam, 1an xuét ban tht hai déu bj bai bo.

Piéu 5. Cac Ong/Ba Chanh Vin phong Bo Y té, Cuc trudng Cuc Quan 1y Dugc, Cuc trudng Cuc
Quan 1y kham chira bénh, Vu truéong Vu K& hoach Tai chinh, Cuc truong Cuc Khoa hoc Cong nghé
& Pao tao, Giam ddc Bénh vién, Vién c6 giudng bénh truc thudéc Bo Y té, Giam doc S Y té cac
tinh, thanh phé truc thudc Trung wong, Hi¢u trudng cac truong Pai hoc Y, Dugce, Chu tich Hoi déng
Duoc thu quéc gia Vi¢t Nam, Vién trudng Vién Kiém nghiém thude Trung vwong, Giam dbe Trung
tam Duoc dién - Dugc thu Viét Nam, Thu truong don vi ¢o lién quan chiu trach nhiém thi hanh Quyét
dinh nay./.

BQ TRUONG
(Da ky)
Nguyén Thi Kim Tién






LOI NOI PAU

Duroc thue quéc gia Viét Nam ra doi lan dau tién nam 2002 do Bé Y té bién soan va ban hanh véi
sw hé tro ciia Co quan hop tac va phat trién quéc té Thuy Dién. B6 sach bao gom 500 chuyén ludn thuéc
goc va 20 chuyén lugn chung. Nam 2007, BJ Y té tiép tuc ban hanh Ban bé sung véi 100 chuyén ludn
thuéc. Sau hon muoi ndm ban hanh va dp dung, Duoc thw quoc gia Viét Nam da tré thanh cam nang
trong cong viéc hang ngay cua thay thudc va can bé y té, 1 tai liéu tham chiéu quan trong cho cac hoat
dong lién quan dén sir dung thuéc tai cdc bénh vién va cdc co so'y - dirge trong toan quoc.

Hoat dong bién soan Duoc thw quoc gia Viet Nam da tro thanh cong viéc thuwong xuyén cua Bo 'Y
té. Tir nam 2009, B Y té tié'p tuc cdp nhdt va bién soan moi cdac chuyén luan Duoc thu quéc gia Viet Nam.
Nam 2011, Bé Y té ban hanh cuén Duoc thie quéc gia Viét Nam 2, tap 1 voi 150 chuyén lugn thuée dwoc sira
doi, b6 sung cdp nhdt va 10 chuyén ludn thuoc méi.

Tir nam 2012 dén nay, hoat déng bién soan Duwoc thw quoc gia di dat dwoc nhitng thanh qua
dang ké, Hoi dong Duoc thw quéc gia da hoan thanh viée sira doi, bé sung cdp nhdt 450 chuyén ludn
thuéc, bién soan méi 90 chuyén ludn thuée goc va 24 chuyén ludn chung. Cdc chuyén ludn thudc diege
bién soan theo mét quy trinh chdt ché, khoa hoc bdi cac chuyén gia cé trinh dp chuyén mén, cé kién
thire y dwoe sdu rong va véi tinh than trach nhiém cao.

Trong lan xudt ban nay, cdac chuyén ludn thuéc ciia cuén Duoc thir quoc gia Viet Nam 2, tap 1
dLro'c tdp hop cung voi 340 chuyén lugn mdi bién soan tao thanh bo Duoc thu quoc gia Viet Nam lan
xudt ban thir hai bao gom 700 chuyén ludn thuoc va 24 chuyén ludn chung, givip can bd y té dé tra ciru
va su dung.

Hoi dong Duoc thi quéc gia Viét Nam xin trdn trong cam on cdc chuyén gia y, dieoe di dong
gop cong suee, thoi gian va kién thirc quy bau cua minh cho bo Duoc thw quoc gia Viét Nam lan xuat
ban thir hai.

Hoi déng Duweoc thw qu(fc gia Viét Nam xin chan thanh cam on Lanh dao Bo Y té luén quan tam
chi dao, tao diéu kién thudn loi trong suot qua trinh to chirc bién soan.

Hoi dong Duoc thur quéc gia Viét Nam ciing xin bay t6 101 cam on t&i cdc cdan bé ciia Trung tdm
Dueoc dién - Duoc thu Viét Nam, Vién Kiém nghiém thuoc Trung wong, Nha xuat ban Khoa hoc va Ky
thudt va cac to chire, ca nhan da nhiét tinh dong gop cho cong tac bién soan, hoan thanh ban thao, xuat
ban va in an tai liéu quy gia nay.

HOI DPONG DUGC THU QUOC GIA VIET NAM

CHU TICH

TS. Nguyén Quoc Triéu
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HOQI PONG DUQC THU QUOC GIA VIET NAM II
(Theo Quyét dinh s6: 3934/0P-BYT ngay 14/10/2009 va

Chu tich:

TS. Nguyén Qudc Triéu

Ph6 Chii tich:

TS. Cao Minh Quang
PGS.TS. Trinh Vin Lau
TS. Nguyén Vin Tyu

DS. Nguyén Vin Thanh
PGS.TS. Luong Ngoc Khué
PGS.TS. Tran Thi Oanh
ThS. Nguyén Quang An

Thuw ky:

ThS. Pang Thi Minh Hang
ThS. Cao Thi Mai Phuong

Quyét dinh sé: 1842/0P-HPDTOGVNII ngay 07/6/2011 ciia BY truéng B Y té)

BAN THUONG TRUC

Truwéng ban:

TS. Nguyén Qudc Triéu

Ph6 trwéng ban:

TS. Cao Minh Quang
PGS.TS. Trinh Vin Lau
TS. Nguyén Vin Tyu

DS. Nguyén Vin Thanh
TS. Nguyén Xuan Trudng

Uy vién:

GS.TS. Ng6 Quy Chau
GS.TS. Nguyén B4 Puc
GS.TS. Lé btc Hinh
GS.TS. Nguyén Puc Hinh
PGS.TS. Nguyén Ding Hoa
PGS.TS. Luong Ngoc Khué
PGS.TS. Nguyén Vin Kinh
GS.TS. Nguyén Thanh Liém
PGS.TS. Tran Thi Oanh

GS.TS. bang Van Phuoc
ThS. Cao Thi Mai Phuong
PGS.TS. Trinh Van Quy
PGS.TS. Nguyén Tién Quyét
PGS.TS. Dinh Ngoc Sy
GS.TS. Nguyén Viét Tién
GS.TS. Nguyén Anh Tri
PGS.TS. Lé Vian Truyén
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Ban Bién soan
Truong ban:

CAC BAN CHUYEN MON

PGS.TS. Trinh Van Lau

Phé truong Ban: TS. Nguyén Vin Tyu

Thu ky ban:

Uy vién:

PGS.TS.

PGS.TS. Luong Ngoc Khué
ThS. Cao Thi Mai Phuong
ThS. Nguyén Thi Huong

Nguyén Hoang Anh

TS. Pham Thi Van Anh

PGS.TS.

Nguyén Ngoc Chién

TS. Trinh Hung Cuong
TS. Nguyén Thiy Duong
ThS. L& Thi Thu Hién

PGS.TS. Nguyén Tran Thi Giang Huong
PGS.TS. Nguyén Thij Lién Huong
PGS.TS. Phung Thanh Huong

PGS.TS. Duong Thi Ly Huong

TS. Phan Quynh Lan

PGS.TS.

Lé Thi Luyén

Ban Thim dinh - Phén bi¢n

Truong ban:

Pho truong ban:

Thu ky ban:

Uy viéen:

PGS.TS.
PGS.TS.
PGS.TS.
PGS.TS.
PGS.TS.

PGS.TS

GS.TSKH. Hoang Tich Huyén
GS.TS. Ngb Quy Chau
GS.TS. bang Van Phudc

ThS. Cao Thi Mai Phuong
ThS. Nguyén Thi Huong

Vii Dién Bién
Tran Hitu Binh
Nguyén T4n Binh
Ta Van Binh

Pao Kim Chi

. Nguyén Tran Chinh
PGS.TS.
PGS.TS.

Lé Van Cuong
Dinh Thi Kim Dung

PGS.TSKH. B6 Trung Pam

PGS.TS.

V6 Cong Pong

ThS. Ng6 Thi Bich Ha

TS. Tran Minh Ngoc

TS. P Hong Quéng
PGS.TS. Nguyén Vin Ru
DSCKIL Tran Thi Lé Sung
TS. Nguyén Thi Thanh Thao
PGS.TS. Vii Thi Ngoc Thanh
PGS.TS. Nguyén Trong Thong
TS. Ha Van Thay

TS. Nguyén Thj Xuan Thuy
TS. Pham Thi Thay Van
PGS.TS. Dao Thi Vui

GS.TSKH. Lé Pang Ha
PGS.TS. Nguyén Thi Hong Hanh
PGS.TS. Nguyén Dtic Hién
ThS. Lé Hiéu

GS.TSKH. Ta Thi Anh Hoa
TS. Bui Hiru Hoang

GS.TS. Nguyén Pinh Hoi
GS.TS. P56 Nhu Hon

PGS.TS. Vii Manh Hung
GS.TS. Hoang Thi Kim Huyén
TS. Pham Minh Hung
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GS.TS. Tran Hau Khang
PGS. Chu Manh Khoa
PGS.TS. Luong Ngoc Khué
PGS.TS. Nguyén Thy Khué
PGS. TS. Nguyén Thi Ngoc Lan
PGS.TS. Nguyén Vin Liéu
GS.TS. Pao Van Long
GS.TS. Tran Thi Loi
PGS.TS. Nguyén Tuyét Mai
PGS.TS. Nguyén Ngoc Minh
GS.TS. V6 Thanh Nhan
PGS.TS. Tran Thi Oanh

Ban Bién tap - Hiéu dinh

Truong ban:

Pho truong ban:

Thu ky ban:

TS. Nguyén Vin Tyu
PGS.TSKH. D6 Trung Dam
ThS. Cao Thi Mai Phuong
ThS. Luc Thi Thu Héng
ThS. Nguyén Thi Huong

Uy vién:

PGS.TS. Pao Kim Chi
DS. Tran Pirc Chinh
GS.TSKH. Lé bang Ha

ThS. Lé Thi Thu Hién

GS.TS. Lé Ptc Hinh

GS.TS. Hoang Thi Kim Huyén
TS. Vi Ngoc Kim

ThS. Nguyén Thi Pai Phong
GS.TS. Lé Van Thanh
PGS.TS. Nguyén Tét Thing
GS. Nguyén Thu

PGS.TS. Tran Vin Thuén
PGS.TS. Lé Anh Thu
BSCKII. Nguyén Vin Tiép
TS. Vi Thi Tram

PGS.TS. Quan Van Tri
GS.TS. Nguyén Lan Viét
GS.TS. Pham Quang Vinh

PGS.TS. Trinh Vin Lau

ThS. Nguyén Thi Phuong Mai
GS. bang Hanh Phuc
PGS.TS. Trinh Van Quy
PGS.TS. Vii Thi Ngoc Thanh
BSCKII. Nguyén Vin Tiép
PGS.TS. Lé Vian Truyén

CONG TAC VIEN BIEN SOAN

TS. Nguyén Qudc Binh
ThS. Ha Thi Minh Chau
DS. D5 Quy Diém

PGS.TS. Pham Dué
PGS.TS. Phan Quang Poan
PGS.TS. Nguyén Vin Doan
ThS. Pham Thi Giang

TS. Nguyén Thanh Hai
PGS.TS. Tran Dtic Hau
DS. Nguyén Thi Thu Hién

TS. Nguyén Tién Manh
ThS. Lé Thi Quynh Nga
GS. boan Thi Nhu

TS. Nguyén Trudong Son
PGS.TS. Huynh Quang Thuan
TS. Nguyén Thi Thuin
GS.TSKH. Vi Thi Minh Thuc
DS. Binh Van Trung
GS.TSKH. Nguyén Thu Van
TS. Phung Thi Vinh
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HOQI PONG NGHIEM THU DUQC THU QUOC GIA VIET NAM II
(Theo quyét dinh s6 2688/QP-BYT ngay 22/07/2014 ciia Bé trieong Bo Y té)

Chi tich Hoi dong:

Uy vién:

Thu ky:

PGS.TS. Lé Vian Truyén

TS. Truong Qudc Cudng

TS. Nguyén Huy Quang
GS.TS. Hoang Thi Kim Huyén
GS.TS. Pham Thanh Ky
GS.TS. V6 Xuan Minh

GS.TS. Lé Quan Nghiém
PGS.TS. Tran Thi Oanh
PGS.TS. Trinh Van Quy

DS. Nguyén Quy Son
PGS.TS. Nguyén Trong Thong

ThS. Nguyén Vin Quén

TRUNG TAM DUQC PIEN - DUQC THU VIET NAM

ThS. Lyc Thi Thu Hang, Giam dbc

ThS. Nguyén Thi Phuong Mai, Phé giam déc

ThS. Nguyén Thi Huong, Truéng phong Duoc thu quc gia
ThS. Lé Thi Thu Hién

ThS. Nguyén Thanh Thao

DS. Nguyén Thi Trang

CN. Ha Thi Thay

DSTH. Pham Binh Minh
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DANH MUC CAC CHUYEN LUAN THUOC

Tén tiéng Viét Tén tiéng Anh
Abacavir Abacavir
Acarbose Acarbose
Acebutolol* Acebutolol*
Acenocoumarol Acenocoumarol
Acetazolamid Acetazolamide
Acetylcystein Acetylcysteine
Aciclovir Aciclovir
Acid acetylsalicylic Acetylsalicylic acid

Acid aminocaproic
Acid ascorbic (Vitamin C)
Acid boric

Acid chenodeoxycholic
Acid ethacrynic

Acid folic

Acid fusidic

Acid iopanoic

Acid ioxaglic

Acid nalidixic

Acid pantothenic

Acid para-aminobenzoic
Acid salicylic

Acid tranexamic

Acid valproic

Acid zoledronic*
Acitretin

Adenosin

Adipiodon

Albendazol

Albumin

Alcuronium clorid
Aldesleukin
Alendronat natri

Alfuzosin hydroclorid

Aminocaproic acid
Ascorbic acid (Vitamin C)
Boric acid
Chenodeoxycholic acid
Ethacrynic acid

Folic acid

Fusidic acid

Iopanoic acid

Ioxaglic acid

Nalidixic acid
Pantothenic acid
Para-aminobenzoic acid
Salicylic acid
Tranexamic acid
Valproic acid
Zoledronic acid*
Acitretin

Adenosine

Adipiodone
Albendazole

Albumin

Alcuronium chloride
Aldesleukin
Alendronate sodium

Alfuzosin hydrochloride
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Alimemazin
Alopurinol*
Alphatocoferol (Vitamin E)
Alprazolam
Alteplase

Alverin citrat
Amantadin
Ambroxol

Amikacin

Amilorid hydroclorid
Amiodaron
Amitriptylin
Amlodipin

Amoxicilin

Amoxicilin va kali clavulanat

Amphotericin B
Ampicilin
Ampicilin va sulbactam
Anastrozol*
Arginin*

Arsenic trioxyd*
Artemether
Artemisinin
Artesunat*®
Asparaginase
Atapulgit

Atenolol
Atorvastatin
Atracurium besylat™®
Atropin
Azathioprin
Azithromycin
Aztreonam
Bacitracin
Baclofen*

Bac sulfadiazin

Alimemazine
Allopurinol*
Alphatocoferol (Vitamin E)
Alprazolam

Alteplase

Alverine citrate
Amantadine

Ambroxol

Amikacin

Amiloride hydrochloride
Amiodarone
Amitriptyline
Amlodipine

Amoxicillin

Amoxicillin and potassium clavulanate

Amphotericin B
Ampicillin
Ampicillin and sulbactam
Anastrozole*
Arginine*

Arsenic trioxide*
Artemether
Artemisinin
Artesunate™
Asparaginase
Attapulgite

Atenolol
Atorvastatin
Atracurium besylate™
Atropine
Azathioprine
Azithromycin
Aztreonam
Bacitracin

Baclofen*

Silver sulfadiazine
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Bari sulfat
Beclometason
Benazepril

Benzathin penicilin G
Benzoyl peroxid
Benzyl benzoat
Benzylpenicilin
Benzylthiouracil
Betamethason
Betaxolol

Bexaroten*
Bezafibrat

Biotin

Biperiden

Bisacodyl

Bismuth subcitrat
Bisoprolol
Bleomycin
Bromhexin hydroclorid
Bromocriptin
Budesonid
Bupivacain hydroclorid
Buprenorphin
Busulfan
Butylscopolamin
Calci clorid

Calci gluconat

Calci lactat™
Calcifediol
Calcipotriol
Calcitonin
Candesartan cilexetil*
Capecitabin*
Capreomycin
Capsaicin

Captopril

Barium sulfate
Beclometasone
Benazepril
Benzathine benzylpenicillin
Benzoyl peroxide
Benzyl benzoate
Benzylpenicillin
Benzylthiouracil
Betamethasone
Betaxolol
Bexarotene*
Bezafibrate

Biotin

Biperiden

Bisacodyl

Bismuth subcitrate
Bisoprolol
Bleomycin
Bromhexine hydrochloride
Bromocriptine
Budesonide
Bupivacaine hydrochloride
Buprenorphine
Busulfan
Butylscopolamine
Calcium chloride
Calcium gluconate
Calcium lactate™
Calcifediol
Calcipotriol
Calcitonin
Candesartan cilexetil*
Capecitabine*
Capreomycin
Capsaicin

Captopril
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Carbamazepin

Carbidopa - levodopa
Carbimazol
Carboplatin
Carvedilol
Cefaclor
Cefadroxil
Cefalexin
Cefalotin
Cefamandol
Cefapirin natri
Cefazolin
Cefditoren pivoxil*
Cefepim

Cefixim
Cefoperazon natri

Cefotaxim

Cefotiam hydroclorid*
Cefpirom
Cefpodoxim proxetil
Cefradin

Ceftazidim
Ceftriaxon
Cefuroxim
Celecoxib

Cetirizin hydroclorid
Chorionic gonadotropin
Chymotrypsin
Ciclosporin
Cidofovir
Cilostazol*
Cimetidin

Cinarizin

Ciprofibrat
Ciprofloxacin
Cisaprid

Cisplatin

Carbamazepine

Carbidopa - levodopa
Carbimazole
Carboplatin
Carvedilol

Cefaclor

Cefadroxil

Cefalexin

Cefalotin
Cefamandole
Cefapirin sodium
Cefazolin

Cefditoren pivoxil*
Cefepime

Cefixime
Cefoperazone sodium

Cefotaxime

Cefotiam hydrochloride*
Cefpirome
Cefpodoxime proxetil
Cefradine

Ceftazidime
Ceftriaxone
Cefuroxime

Celecoxib

Cetirizine hydrochloride
Chorionic gonadotropin
Chymotrypsin
Ciclosporin

Cidofovir

Cilostazol*

Cimetidine

Cinnarizine
Ciprofibrate
Ciprofloxacin
Cisapride

Cisplatin
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Clarithromycin Clarithromycin
Clindamycin Clindamycin
Clioquinol Clioquinol
Clobetasol propionat Clobetasol propionate
Clofazimin Clofazimine
Clofibrat Clofibrate
Clomiphen/clomifen Clomiphene/clomifene

Clomipramin hydroclorid
Clonazepam

Clonidin

Clopidogrel*

Cloral hydrat
Clorambucil
Cloramphenicol
Clorazepat

Clorhexidin
Clormethin hydroclorid

Cloroquin

Clorothiazid
Clorpheniramin (Clorphenamin)
Clorpromazin hydroclorid
Clorpropamid

Clortalidon

Clotrimazol

Cloxacilin

Clozapin*

Codein phosphat
Colchicin

Colistin

Cotrimoxazol

Cromolyn

Crotamiton

Cyanocobalamin va hydroxocobalamin
Cyclopentolat hydroclorid*
Cyclophosphamid

Clomipramine hydrochloride
Clonazepam

Clonidine

Clopidogrel*

Chloral hydrate
Chlorambucil
Chloramphenicol
Clorazepate

Chlorhexidine
Chlormethine hydrochloride

Chloroquine

Chlorothiazide
Chlorpheniramine (Chlorphenamine)
Chlorpromazine hydrochloride
Chlorpropamide

Chlortalidone

Clotrimazole

Cloxacillin

Clozapine*

Codeine phosphate

Colchicine

Colistin

Co-trimoxazole

Cromolyn

Crotamiton

Cyanocobalamin and hydroxocobalamin
Cyclopentolate hydrochloride*
Cyclophosphamide
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Cycloserin
Cytarabin
Dacarbazin
Dactinomycin
Dalteparin
Danazol*
Dantrolen natri
Dapson
Daunorubicin
Deferoxamin
Dehydroemetin
Desloratadin*
Desmopressin acetat
Dexamethason
Dextran 1

Dextran 40
Dextran 70
Dextromethorphan
Dextropropoxyphen
Diatrizoat
Diazepam
Diclofenac
Didanosin
Diethylcarbamazin
Diflunisal
Digitoxin

Digoxin
Dihydroergotamin
Diloxanid
Diltiazem
Dimenhydrinat

Dimercaprol

Dinatri calci edetat (Calci EDTA)

Diosmectit
Diphenhydramin

Dipivefrin

Cycloserine
Cytarabine
Dacarbazine
Dactinomycin
Dalteparin
Danazol*
Dantrolene sodium
Dapsone
Daunorubicin
Deferoxamine
Dehydroemetine
Desloratadine*
Desmopressin acetate
Dexamethasone
Dextran 1

Dextran 40

Dextran 70
Dextromethorphan
Dextropropoxyphene
Diatrizoate
Diazepam
Diclofenac
Didanosine
Diethylcarbamazine
Diflunisal
Digitoxin

Digoxin
Dihydroergotamine
Diloxanide
Diltiazem
Dimenhydrinate
Dimercaprol
Calcium disodium edetate (Calcium EDTA)
Diosmectite
Diphenhydramine

Dipivefrine
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Dipyridamol Dipyridamole
Disopyramid Disopyramide
Disulfiram Disulfiram
Dithranol Dithranol
Dobutamin Dobutamine
Docetaxel* Docetaxel*
Docusat Docusate
Domperidon Domperidone

Donepezil hydroclorid*
Dopamin

Doripenem*
Doxazosin

Doxepin hydroclorid
Doxorubicin
Doxycyclin

Doxylamin succinat™®
Econazol

Efavirenz

Enalapril

Enoxaparin natri
Entecavir*

Eperison hydroclorid*
Ephedrin

Epinephrin (Adrenalin)
Epirubicin hydroclorid*
Ergometrin (Ergonovin)
Ergotamin tartrat
Erlotinib hydroclorid
Ertapenem natri*
Erythromycin
Erythropoietin
Escitalopram*

Esmolol hydroclorid*
Esomeprazol

Estradiol

Estramustin phosphat

Donepezil hydrochloride*
Dopamine

Doripenem*

Doxazosin

Doxepin hydrochloride
Doxorubicin
Doxycycline

Doxylamine succinate™
Econazole

Efavirenz

Enalapril

Enoxaparin sodium
Entecavir*

Eperisone hydrochloride*
Ephedrine

Epinephrine (Adrenaline)
Epirubicin hydrochloride*
Ergometrine (Ergonovine)
Ergotamine tartrate
Erlotinib hydrochloride
Ertapenem sodium*
Erythromycin
Erythropoietin
Escitalopram*

Esmolol hydrochloride*
Esomeprazole

Estradiol

Estramustine phosphate
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Estriol

Estrogen lién hop
Estron

Etamsylat
Ethambutol

Ether mé
Ethinylestradiol
Ethionamid
Ethosuximid
Etidronat dinatri
Etomidat*

Etoposid
Exemestan*
Famciclovir*
Famotidin
Felodipin

Fenofibrat

Fenoterol

Fentanyl
Fexofenadin hydroclorid
Filgrastim

Flavoxat hydroclorid*
Flecainid
Flucloxacilin
Fluconazol
Flucytosin
Fludarabin phosphat
Fludrocortison
Flumazenil
Flunarizin*
Fluocinolon acetonid
Fluorometholon*
Fluorouracil
Fluoxetin
Fluphenazin

Flurazepam

Estriol

Conjugated estrogens
Estrone

Etamsylate
Ethambutol
Anaesthetic ether
Ethinylestradiol
Ethionamide
Ethosuximide
Etidronate disodium
Etomidate*

Etoposide
Exemestane*
Famciclovir*
Famotidine

Felodipine

Fenofibrate

Fenoterol

Fentanyl

Fexofenadine hydrochloride
Filgrastim

Flavoxate hydrochloride*
Flecainide
Flucloxacillin
Fluconazole
Flucytosine
Fludarabine phosphate
Fludrocortisone
Flumazenil
Flunarizine*
Fluocinolone acetonide
Fluorometholone*
Fluorouracil
Fluoxetine
Fluphenazine

Flurazepam
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Flutamid

Fluticason propionat
Fluvastatin

Folinat calci
Follitropin alpha
Follitropin beta
Formoterol fumarat
Foscarnet natri
Fosfomycin
Furosemid
Gabapentin
Galamin
Galantamin

Gali nitrat
Ganciclovir
Gatifloxacin
Gemcitabin hydroclorid*
Gemfibrozil
Gemifloxacin*®
Gentamicin

Gidi doc t6 udn van hap phu (véc xin uén
van hap phu)
Glibenclamid

Gliclazid

Glimepirid

Glipizid

Globulin mién dich chong uén van va huyét
thanh chong uén van (Ngua)

Globulin mién dich khang dai va huyét
thanh khang dai

Globulin mién dich khang viém gan B
Globulin mién dich tiém bap

Globulin mién dich tiém tinh mach
Glucagon

Glucose (Dextrose)

Glutethimid

Glycerol (Glycerin)

Flutamide

Fluticasone propionate
Fluvastatin

Calcium folinate
Follitropin alpha
Follitropin beta
Formoterol fumarate
Foscarnet sodium
Fosfomycin
Furosemide
Gabapentin

Gallamine
Galantamine

Gallium nitrate
Ganciclovir
Gatifloxacin
Gemcitabine hydrochloride*
Gemfibrozil
Gemifloxacin*®
Gentamicin

Tetanus toxoid adsorbed

Glibenclamide
Gliclazide
Glimepiride
Glipizide

Tetanus immunoglobulin and tetanus
antitoxin

Rabies immunoglobulin and rabies serum

Hepatitis B immunoglobulin
Immune globulin IM
Immune globulin IV
Glucagon

Glucose (Dextrose)
Glutethimide

Glycerol (Glycerin)
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Glyceryl trinitrat

Glycin

Gonadorelin

Goserelin

Griseofulvin

Guaifenesin*

Guanethidin

Haloperidol

Halothan

Heparin

Histrelin

Homatropin hydrobromid
Human menopausal gonadotropin
Huyét thanh khang noc rin
Hyaluronidase

Hydralazin
Hydroclorothiazid
Hydrocortison

Hydrogen peroxyd
Hydroxycarbamid
Hydroxyzin (hydroclorid va pamoat)
Ibuprofen

Idarubicin hydroclorid
Idoxuridin

Ifosfamid

Imatinib*

Imidapril*

Imipenem va thudc e ché enzym
Imipramin

Indapamid

Indinavir sulfat
Indomethacin

Insulin

Interferon alfa

Interferon beta

Intralipid

Glyceryl trinitrate
Glycine
Gonadorelin
Goserelin
Griseofulvin
Guaifenesin*
Guanethidine
Haloperidol
Halothane
Heparin

Histrelin
Homatropine hydrobromide

Human menopausal gonadotropin

Snake venom antiserum
Hyaluronidase
Hydralazine
Hydrochlorothiazide
Hydrocortisone
Hydrogen peroxide
Hydroxycarbamide

Hydroxyzine (hydrochloride and pamoate)

Ibuprofen

Idarubicin hydrochloride
Idoxuridine

Ifosfamide

Imatinib*

Imidapril*

Imipenem and enzyme inhibitor
Imipramine

Indapamide

Indinavir sulfate
Indomethacin

Insulin

Interferon alfa

Interferon beta

Intralipid
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Iobitridol

Iodamid meglumin
Iohexol
Ipratropium bromid
Irbesartan
Irinotecan™®
Isofluran

Isoniazid
Isoprenalin
Isosorbid

Isosorbid dinitrat
Isradipin
Itraconazol
Ivermectin

Kali clorid

Kali iodid
Kanamycin

Kém oxyd
Ketamin
Ketoconazol
Ketoprofen
Ketorolac

Khang doc t6 bach hau
Labetalol hydroclorid
Lactobacillus acidophilus
Lactulose
Lamivudin
Lansoprazol
Leflunomid*
Lercanidipin*®
Letrozol*
Leuprorelin
Levetiracetam™
Levodopa
Levofloxacin

Levomepromazin

Iobitridol
Meglumine iodamide
Iohexol

Ipratropium bromide
Irbesartan
Irinotecan™
Isoflurane

Isoniazid
Isoprenaline
Isosorbide
Isosorbide dinitrate
Isradipine
Itraconazole
Ivermectin
Potassium chloride
Potassium iodide
Kanamycin

Zinc oxide

Ketamine
Ketoconazole

Ketoprofen

Ketorolac

Diphtheria antitoxin
Labetalol hydrochloride
Lactobacillus acidophilus
Lactulose

Lamivudine
Lansoprazole
Leflunomide*
Lercanidipine*
Letrozole*

Leuprorelin
Levetiracetam™
Levodopa

Levofloxacin

Levomepromazine
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Levonorgestrel (vién cay dudi da)

Levonorgestrel (dung cu tir cung chira
levonorgestrel)

Levonorgestrel (vién udng)
Levothyroxin

Lidocain

Lincomycin hydroclorid
Lindan*

Liothyronin

Lisinopril

Lithi carbonat
Lodoxamid tromethamin
Lomustin

Loperamid

Lopinavir va ritonavir*
Loratadin

Lorazepam

Losartan

Lovastatin

Magnesi carbonat
Magnesi hydroxyd
Magnesi oxyd

Magnesi sulfat™®
Magnesi silicat

Manitol

Mebendazol

Medroxyprogesteron acetat
Mefloquin

Megestrol acetat
Meloxicam

Melphalan

Mephenesin

Mepivacain

Mercaptopurin
Meropenem*

Mesalazin

Mesna

Levonorgestrel (subcutaneous implants)

Levonorgestrel (intra-uterine implants)

Levonorgestrel (oral tablets)
Levothyroxine

Lidocaine

Lincomycin hydrochloride
Lindane*

Liothyronine

Lisinopril

Lithium carbonate
Lodoxamide tromethamine
Lomustine

Loperamide

Lopinavir and ritonavir*
Loratadine

Lorazepam

Losartan

Lovastatin

Magnesium carbonate
Magnesium hydroxide
Magnesium oxide
Magnesium sulfate™
Magnesium silicate
Mannitol

Mebendazole

Medroxyprogesterone acetate
Mefloquine

Megestrol acetate
Meloxicam

Melphalan

Mephenesin

Mepivacaine
Mercaptopurine
Meropenem*
Mesalazine

Mesna
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Metformin Metformin
Methadon hydroclorid* Methadone hydrochloride*
Methionin Methionine
Methotrexat Methotrexate
Methoxsalen* Methoxsalen*
Methyldopa Methyldopa
Methylprednisolon Methylprednisolone
Methyltestosteron*® Methyltestosterone™
Metoclopramid Metoclopramide
Metoprolol Metoprolol
Metrifonat Metrifonate
Metronidazol Metronidazole
Mexiletin hydroclorid Mexiletine hydrochloride
Miconazol Miconazole
Midazolam Midazolam
Milrinon* Milrinone*
Minocyclin* Minocycline*
Mirtazapin* Mirtazapine*
Misoprostol Misoprostol
Mitomycin Mitomycin

Mitoxantron hydroclorid
Molgramostim
Mometason furoat*
Morphin sulfat
Moxifloxacin hydroclorid
Mupirocin

Nadolol

Nadroparin calci
Nafarelin

Naloxon

Naltrexon

Naphazolin

Naproxen

Natamycin

Natri bicarbonat

Natri clorid

Mitoxantrone hydrochloride
Molgramostim
Mometasone furoate*
Morphine sulfate
Moxifloxacin hydrochloride
Mupirocin

Nadolol

Nadroparin calcium
Nafarelin

Naloxone

Naltrexone

Naphazoline

Naproxen

Natamycin

Sodium bicarbonate

Sodium chloride
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Natri nitrit

Natri nitroprusiat

Natri picosulfat

Natri thiosulfat
Nelfinavir mesilat
Neomycin

Neostigmin

Netilmicin

Nevirapin

Nhom hydroxyd

Nhom phosphat

Nhuya podophylum
Nicardipin

Niclosamid

Nicorandil*

Nicotinamid (Vitamin PP)
Nifedipin

Nimesulid

Nimodipin

Nitrofurantoin

Nizatidin

Noradrenalin (Norepinephrin)
Norethisteron va norethisteron acetat
Norfloxacin

Nystatin

Octreotid acetat
Ofloxacin

Olanzapin*

Omeprazol

Ondansetron

Orciprenalin sulfat (Metaproterenol sulfat)

Ornidazol*
Oseltamivir
Oxacilin natri

Oxaliplatin*®

Oxamniquin

Sodium nitrite

Sodium nitroprusside
Sodium picosulfate
Sodium thiosulfate
Nelfinavir mesilate
Neomycin

Neostigmine

Netilmicin

Nevirapine

Aluminium hydroxide
Aluminium phosphate
Podophyllum resin
Nicardipine

Niclosamide

Nicorandil*

Nicotinamide (Vitamin PP)
Nifedipine

Nimesulide

Nimodipine

Nitrofurantoin

Nizatidine

Noradrenaline (Norepinephrine)
Norethisterone and norethisterone acetate
Norfloxacin

Nystatin

Octreotide acetate
Ofloxacin

Olanzapine*

Omeprazole

Ondansetron

Orciprenaline sulfate (Metaproterenol
sulfate)

Ornidazole*
Oseltamivir
Oxacillin sodium

Oxaliplatin™®

Oxamniquine
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Oxcarbazepin™® Oxcarbazepine™*
Oxybenzon Oxybenzone

Oxybutynin hydroclorid
Oxymetazolin hydroclorid
Oxytetracyclin
Oxytocin

Paclitaxel

Palivizumab
Pamidronat
Pancrelipase
Pancuronium
Pantoprazol

Papaverin hydroclorid
Paracetamol (Acetaminophen)
Parafin long

Paroxetin*

Pefloxacin mesylat*
Pemirolast *
Penicilamin
Pentoxifylin

Perindopril

Pethidin hydroclorid
Phenobarbital
Phenoxymethylpenicilin
Phentolamin
Phenylephrin hydroclorid
Phenytoin
Phytomenadion
Pilocarpin

Pioglitazon*
Pipecuronium bromid
Piperacilin

Piperazin

Piracetam

Piroxicam

Polygelin

Oxybutynin hydrochloride
Oxymetazoline hydrochloride
Oxytetracycline
Oxytocin

Paclitaxel

Palivizumab

Pamidronate
Pancrelipase
Pancuronium
Pantoprazole

Papaverine hydrochloride
Paracetamol

Liquid paraffin
Paroxetine*

Pefloxacin mesylate*
Pemirolast *
Penicillamine
Pentoxifylline
Perindopril

Pethidine hydrochloride
Phenobarbital
Phenoxymethylpenicillin
Phentolamine
Phenylephrine hydrochloride
Phenytoin
Phytomenadione
Pilocarpine

Pioglitazone*
Pipecuronium bromide
Piperacillin

Piperazine

Piracetam

Piroxicam

Polygeline
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Polymyxin B
Povidon iod
Pralidoxim
Pravastatin
Praziquantel

Prazosin

Prednisolon
Pregabalin*®
Primaquin
Pristinamycin*
Probenecid*

Procain hydroclorid
Procain penicilin G
Procainamid hydroclorid
Procarbazin
Progesteron
Proguanil
Promethazin hydroclorid
Propafenon

Propofol

Propranolol
Propyliodon
Propylthiouracil
Protamin sulfat
Pseudoephedrin®
Pyrantel

Pyrazinamid
Pyridostigmin bromid
Pyridoxin hydroclorid (Vitamin B,)
Pyrimethamin
Quinapril

Quinin

Rabeprazol*
Ramipril*

Ranitidin

Repaglinid

Polymyxin B

Povidone iodine
Pralidoxime

Pravastatin

Praziquantel

Prazosin

Prednisolone
Pregabaline*

Primaquine
Pristinamycin*
Probenecid*

Procaine hydrochloride
Procaine benzylpenicillin
Procainamide hydrochloride
Procarbazine
Progesterone

Proguanil

Promethazine hydrochloride
Propafenone

Propofol

Propranolol
Propyliodone
Propylthiouracil
Protamine sulfate
Pseudoephedrine*
Pyrantel

Pyrazinamide
Pyridostigmine bromide
Pyridoxine hydrochloride
Pyrimethamine

Quinapril

Quinine

Rabeprazole*

Ramipril*

Ranitidine

Repaglinide
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Reserpin

Retinol (Vitamin A)
Ribavirin
Riboflavin (Vitamin B,)
Rifampicin

Ringer lactat
Risperidon
Ritonavir*
Rituximab*
Rocuronium bromid
Rosiglitazon
Roxithromycin
Salbutamol (Dung trong ho hap)
Salbutamol (Dung trong san khoa)
Salmeterol*
Saquinavir

Sét dextran

Sét (II) sulfat
Saxagliptin*®
Secnidazol*
Selegilin

Selen sulfid
Sertralin

Serum gonadotropin
Sevofluran*
Sildenafil citrat*
Simeticon*®
Simvastatin
Sitagliptin™®

Sorbitol

Sotalol
Spectinomycin
Spiramycin
Spironolacton
Stavudin

Streptokinase

Reserpine

Retinol (Vitamin A)
Ribavirin

Riboflavin (Vitamin B,)
Rifampicin

Ringer lactate
Risperidone
Ritonavir*®
Rituximab*
Rocuronium bromide
Rosiglitazone
Roxithromycin
Salbutamol (used in pneumology)
Salbutamol (used in obstetrics)
Salmeterol*
Saquinavir

Ferrous dextran
Ferrous sulfate
Saxagliptin*®
Secnidazole*
Selegiline

Selenium sulfide
Sertraline

Serum gonadotropin
Sevoflurane*
Sildenafil citrate*
Simeticone*
Simvastatin
Sitagliptin*®

Sorbitol

Sotalol
Spectinomycine
Spiramycin
Spironolactone
Stavudine

Streptokinase
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Streptomycin

Sucralfat

Sulfacetamid natri
Sulfasalazin

Sulpirid

Sumatriptan*
Suxamethonium clorid
Tacrolimus*
Tamoxifen
Teicoplanin
Telmisartan
Temozolomid*
Teniposid

Tenofovir*

Tenoxicam

Terazosin hydroclorid*
Terbinafin hydroclorid*
Terbutalin sulfat
Testosteron

Tetracain
Tetracosactid
Tetracyclin
Tetrazepam
Thalidomid*

Than hoat

Theophylin

Thiamazol

Thiamin (Vitamin B))
Thioguanin*
Thiopental
Thioridazin*

Thudc phién - opiat - opioid
Thubc udng bu nude va dién giai
Ticarcilin

Ticlopidin

Tim gentian

Streptomycin

Sucralfate

Sulfacetamide sodium
Sulfasalazine

Sulpiride

Sumatriptan*®
Suxamethonium chloride
Tacrolimus*

Tamoxifen

Teicoplanin

Telmisartan
Temozolomide*
Teniposide

Tenofovir*

Tenoxicam

Terazosin hydrochloride*
Terbinafine hydrochloride*
Terbutaline sulfate
Testosterone

Tetracaine
Tetracosactide
Tetracycline

Tetrazepam
Thalidomide*

Activated charcoal
Theophylline
Thiamazole

Thiamine (Vitamin B))
Thioguanine*
Thiopental
Thioridazine*

Opium - opiate - opioid
Oral rehydration salts (ORS)
Ticarcillin

Ticlopidine

Gentian violet
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Timolol (thudc nho mét)
Tinidazol

Tioconazol

Tiotropium bromid*
Tixocortol pivalat
Tizanidin hydroclorid
Tobramycin

Tolazolin hydroclorid
Tolbutamid

Tramadol hydroclorid
Trastuzumab*

Tretinoin (thudc boi)
Tretinoin (u6ng)
Triamcinolon
Triamteren

Trifluridin
Trihexyphenidyl hydroclorid
Trimetazidin
Trimethoprim
Triprolidin hydroclorid
Triptorelin

Tropicamid

Uré

Urofollitropin
Urokinase

Vic xin bach hau hap phu

Vic xin bach hau - ho ga - udn van hap phy
(vac xin DPT)
Vic xin bai liét bét hoat

Vic xin bai liét uéng

Vic xin BCG

Vic xin dai

Vic xin Haemophilus influenzae typ b
cong hop.

Vic xin ndo md cau

Vic xin rubella

Vac xin so1

Timolol (eye drops)
Tinidazole

Tioconazole

Tiotropium bromide*
Tixocortol pivalate
Tizanidine hydrochloride
Tobramycin

Tolazoline hydrochloride
Tolbutamide

Tramadol hydrochloride
Trastuzumab*

Tretinoin (topical)
Tretinoin (oral)
Triamcinolone
Triamterene

Trifluridine
Trihexyphenidyl hydrochloride
Trimetazidine
Trimethoprim

Triprolidine hydrochloride
Triptorelin

Tropicamide

Urea

Urofollitropin

Urokinase

Diphtheria vaccine, adsorbed

Diphtheria and tetanus and pertussis vaccine,
adsorbed (DPT vaccine)

Poliomyelitis vaccine, inactivated
Poliomyelitis vaccine, live (oral)
BCG vaccine

Rabies vaccine

Haemophilus influenzae type b conjugate
vaccine

Meningococcal polysaccharide vaccine
Rubella virus vaccine, live

Measles virus vaccine, live
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Vic xin sOt vang

Vac xin ta

Vac xin s01, quai bi va rubella (vac xin

MMR)
Vic xin thuong han

Vic xin viém gan B tai to hop

Vic xin viém ndo Nhat Ban bét hoat

Valsartan*®

Vancomycin

Vasopressin (cac vasopressin)
Vecuronium

Venlafaxin*

Verapamil

Vinblastin

Vincristin

Vinorelbin tartrat*

Vitamin D va cac thudc tuong tu*
Voriconazol*

Warfarin

Xanh methylen
Xylometazolin

Zidovudin

Zolpidem

Yellow fever vaccine
Cholera vaccine

Measles, mumps and rubella vaccine, live
(MMR vaccine)

Typhoid vaccine
Recombinant hepatitis B vaccine

Japanese encephalitis vaccine, inactivated
Valsartan*®

Vancomycin

Vasopressins

Vecuronium

Venlafaxine*

Verapamil

Vinblastine

Vincristine

Vinorelbine tartrate*
Vitamin D and analogues*
Voriconazole*

Warfarin

Methylene blue
Xylometazoline
Zidovudine

Zolpidem

* Céac chuyén ludn méi, khong c6 trong Duoc thu quéc gia Viét Nam 1an xuat ban thir nhat.
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Chir viét tat Tiéng Anh Nghia/phién 4m tiéng Viét
ACTH Adrenocorticotropic hormone Adrenocorticotropic hormon
ACE Angiotensin-converting enzyme Enzym chuyén d6i angiotensin
Acetyl CoA Acetylcoenzym A Acetylcoenzym A
ADH Antidiuretic hormone Hormon chdng bai niéu
ADN (hodac DNA) Deoxyribonucleic acid Acid deoxyribonucleic
ADP Adenosin diphosphate Adenosin diphosphat
ADR Adverse drug reaction Tac dung khong mong mudn
ALL Acute lymphoblastic leukemia Bénh bach ciu cap dong lympho
ALT (GPT) Alanine transaminase or alanine Alanin aminotransferase
aminotransferase (glutamate-pyruvate
transaminase)
AML Acute myeloblastic leukemia Bénh bach cau cap dong tiy
AMP Adenosin monophosphate Adenosin monophosphat
ARN (hoac RNA) Ribonucleic acid Acid ribonucleic
ARN_(hodc RNA )  messenger RNA ARN thong tin
ARN (hodc RNA) transfer RNA ARN van chuyén
ARV Antiretrovirus Thudc khang retrovirus

AST (SGOT)
ASTS

APTT

ATP
AUC

AV(bldc)
BMI
BSA
BUN
°C
CoA
Cal
cAMP
CFU
cGMP
ChE

Aspartate aminotransferase

Antibiotics Sensitivity Testing Studies

Activated partial thromboplastin time

Adenosin triphosphate

Area under curve

Atrial-ventricular block

Body mass index

Body surface area

Blood urea nitrogen

Degree celsius

Coenzym A

Calorie

Cyclic adenosine monophosphate
Colony forming unit

Cyclic guanosine monophosphate

Cholinesterase

Aspartat aminotransferase

Chuong trinh giam sat qudc gia
“Nghién ctru thir tinh nhay cdm cua
khéng sinh”

Thoi gian thromboplastin mot phan
duoc hoat hoa

Adenosin triphosphat

Dién tich dudi dudng cong (bicu dién
nong dg thuodc trong huyét thanh theo
thoi gian)

(Bléc) nhi that

Chi s6 khéi luong than thé

Dién tich bé mit co thé

Nitrogen ctia uré - huyét

Do bach phan (d¢ Celsius)

Coenzym A

Calo

AMP vong

Pon vi tao khuan lac

GMP vong

Cholinesterase
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CPK

CRF

CSF

CYP

Cyt. P,

dd

2,3-DPG
DTQGVN 2

Dv
Dvqt, IU
bTb
DND
ELISA
FSH
GABA
GDP
GMP
GGT

GI

Gn
GnRH
G6PD
Gram (+)
Gram (-)
GTP

Hb
HBsAg

HBV

Creatine kinase

Chronic lymphocytic leukemia
Maximum plasma concentration
Minimum plasma concentration
Chronic myelogenous leukemia
Central nervous system
Creatinine clearance

Creatine phosphokinase

Chronic renal failure
Cerebrospinal fluid

Cytochrome

Cytochrome P,

Solution

2,3- diphosphoglyceric acid
Vietnamese National Drug Formulary
2" edition

Unit

International unit
Electrocardiogram
Electroencephalogram
Enzyme-linked immunosorbent assay
Follicle-stimulating hormone
Gamma aminobutyric acid
Guanosine diphosphate
Guanosine monophosphate
Gamma-glutamyltransferase
Gastrointestinal

Gonadotrophin

Gonadotrophin releasing hormone
Glucose-6-phosphate dehydrogenase
Gram (+)

Gram (-)

Guanosine triphosphate
Hemoglobin

Hepatitis B surface antigen

Hepatitis B virus

Creatinkinase

Bénh bach cdu man dong lympho
Nong d6 téi da trong huyét trong
Nong do tdi thiéu trong huyét tuong
Bénh bach ciu man dong tay

Hé than kinh trung wong

Do thanh thai creatinin
Creatinphosphokinase

Suy than man

Dich nao tuy

Cytochrom

Cytochrom P,

Dung dich

Acid 2,3- diphosphoglyceric

Dugc thu qudc gia Viét Nam 1an xudt
ban thu hai

Pon vi

Pon vi quéc té

Dién tim d6

Pién ndo dd

Xét nghiém hap thu mién dich gan men
Hormon kich nang noan

Acid gamma aminobutyric
Guanosin diphosphat

Guanosin monophosphat
Gamma-glutamyltransferase
Duong tiéu hoa

Gonadotrophin

Hormon giai phong gonadotrophin
Glucose-6-phosphat dehydrogenase
Gram duong (vi khuan)

Gram 4m (vi khuan)

Guanosin triphosphat

Hemoglobin

Khéang nguyén bé mat cia virus viém
gan B

Virus viém gan B
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HIV Human immunodeficiency virus Virus gdy suy giam mién dich & ngudi
HCG Human chorionic gonadotropin Gonadotropin mang dém nguoi
Hct (Ht) Hematocrit Hematocrit
HDL High density lipoprotein Lipoprotein ty trong cao
HLA Human leucocyte antigen Khang nguyén bach cau ngudi
HMG-CoA 3-hydroxy-3-methylglutaryl- 3-hydroxy-3-methylglutaryl-coenzym

coenzyme A A
5-HT 5-hydroxytryptamine 5-hydroxytryptamin
HSV Herpes simplex virus Virus Herpes simplex
IBW Ideal body weight Trong luong 1y tudng cia co thé
IFN-a, IFN- Interferon-alpha, interferon-beta Interferon-alpha, interferon-beta
Ig Immunoglobulin Immunoglobulin
IgAE, G, M Immunoglobulin A, E, G, M Immunoglobulin A, E, G, M
IL Interleukin Interleukin
IL-1, IL-2 Interleukin-1, Interleukin-2 Interleukin-1, Interleukin-2
IMAO Monoamine oxidase inhibitor Chit tic ché monoaminoxidase
IM., im., IM, im Intramuscular Tiém bép
INR International normalized ratio Ty s6 chuan hoa quéc té
ISI International sentivity index Chi s6 d6 nhay qudc té
LT Intrathecal Tiém vao dng tay séng
LV.,1v., IV, iv Intravenous Tiém tinh mach
HDL-C Hight density lipoprotein cholesterol Cholesterol lipoprotein ty trong cao
LDL-C Low density lipoprotein cholesterol Cholesterol lipoprotein ty trong thap
HACEK Acronym for Haemophilus, Nhoém vi khuan Gram 4m gay bénh viém
Actinobacillus, Cardiobacterium, mang trong tim
Eikenella, and Kingella,
microorganisms associated with
infective endocarditis
LH Luteinizing hormone Hormon tao hoang thé
MU Million units Triéu don vi
MAO Monoamine oxidase Monoamin oxidase
MIC Minimal inhibitory concentration Nong d6 trc ché tdi thiéu
mM Millimole Milimol
MRSA Methicilin-resistant Staphylococcus Tu cau khuan khang methicilin
aureus
ng Nanogram Nanogam (107 g)
nm Nanometer Nanomet (10 m)
NSAID Nonsteroidal anti-inflammatory drug ~ Thudc chdng viém khong steroid
NYHA New York Heart Association Hoi tim New York
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OTC
PABA
PAE
PAF
PAS
PBP
PCO

2

pg
PG

PG A, B, C,
PGI

PHA

PO

PT

PTH

PTT

QT

TEN
TG
TKTW
TSH
TT

TX
TXA,, TXB,
vd

vd
VLDL
vd

Over-the-counter
Para-aminobenzoic acid
Post antibiotic effect
Platelet activating factor
Para aminosalicylic acid
Penicillin-binding protein
Partial pressure of carbon dioxide
Picogram

Prostaglandin
Prostaglandin A, B, C
Prostacyclin
Phytohemagglutinin
Partial pressure of oxygen
prothrombin time
parathyroid hormone

Partial prothrombin time

Measure between Q wave and T wave
in the heart’s electrical cycle

Standard deviation

Standard error
Stevens-Johnson syndrome
Systemic lupus erythermatosus
Species

Somatropin hormone
Triiodothyronine

Thyroxine

Half-life

Toxic epidermal necrolysis
Triglyceride

Central nervous system
Thyroid stimulating hormone
Thrombin time

Thromboxane

Thromboxane A,, thromboxane B,
Example

Volume of distribution

Very low density lipoprotein

Thudc khong ké don
Acid para-aminobenzoic
Téc dung hau khang sinh
Yéu t6 hoat hoa tiéu cau
Acid para aminosalicylic
Protein gan penicilin
Phan 4p khi carbonic
Picogam (102 g)
Prostaglandin
Prostaglandin A, B, C
Prostacyclin
Phytohemagglutinin
Phan 4p oxygen

Thoti gian prothrombin
Hormon can gidp

Thoi gian prothrombin mot phan, thoi
gian cephalin

Khoang QT

Do 1éch chuin

Sai s6 chuin

Hoi chirng Stevens-Johnson
Lupus ban do hé thong

Céc chung

Hormon tang truong
Triiodothyronin

Thyroxin

Nura doi

Hoai tir nhiém doc biéu bi
Triglycerid

Than kinh trung wong
Hormon kich giap

Thoi gian thrombin
Thromboxan

Thromboxan A , thromboxan B,
Vidu

Thé tich phan b
Lipoprotein ty trong rat thip
Vura du
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HUONG DAN SU DUNG DUQC THU QUOC GIA VIET NAM

Nhiéu nudc trén thé giéi xuat ban Duoc thu qubc gia. Mot s6 nude
chi soan thao Duoc thu qudc gia ngan gon loai bo tui dé gitp thay
thudc tra ciru khi 1am viéc. Duoc thu qudc gia Viét Nam 1a sach
huéng dan st dung thudc an toan, hop 1y va hiéu qua do Bo Y té
ban hanh. Duoc thu quéc gia Viét Nam 14n xudt ban thtr nhét duoc
bién soan trong khuén khé chwong trinh hop tac y té Viét Nam -
Thuy Dién theo mot quy trinh chit ch& dé cung cép cho céc bac sy,
duoc sy va can bd y té cac thong tin vé thude, nhim hudng t6i sir
dung thudc hop 1y, an toan va hiéu qua.

Tl ndm 2011 - 2013, B§ Y té da t6 chire bién soan cuén Duoc thu
qudc gia Viét Nam lan xuét ban thir hai véi khoang 700 dugc chat
trong s6 hon 1 000 dwoc chit co trong hon 10 000 dugc pham luu
hanh trén thi truong Viét Nam, bao g6m cac thube co trong Danh
muc thude thiét yéu Viét Nam, Danh muc cac thude tan dugc thude
pham vi thanh toén ctia quy bao hiém y t& va mét sb thudc chuyén
khoa.

Duogc thu qudc gia Viét Nam 2 duoc chia thanh ba phan:

Phén mét: Cac chuyén luan chung trinh bay vé cac van d& tong
quét lién quan dén str dung thude nhu: Sir dung hop 1y thude khang
sinh, thuc chéng dong kinh, nguyén tic st dung thude & tré em...
Phén hai: Cac chuyén ludn cta 700 dugc chét duoc trinh bay
theo thir tu bang chit cai va theo tén gdc (tén chung quéc t&). Mdi
chuyén luan déu dugc trinh bay theo bd cuc thong nhit nhu sau:

1. Tén chuyén luan thudc: La tén viét theo tén thudc gbe da dugc
Viét hoa theo nguyén tic ciia Bo Y té.

2. Tén chung qudc té: Viét theo quy dinh cia danh phap INN
(International Nonproprietary Name).

3. Ma ATC (The Anatomical Therapeutic Chemical Code).

4. Loai thudc: Phan loai theo nhom tac dung.

5. Dang thudc va ham luong: Dang bao ché théng dung hién ¢
trén thi trudng va ham luong.

6. Dugc ly va co ché tac dung: Trinh bay tac dung duoc hoc, dugc
dong hoc va co ché tac dung.

7. Chi dinh: Cung cép thong tin dé lwa chon dung thubc va ding
chi dinh.

8. Chéng chi dinh: Néu cac truong hop can tranh dung thude.

9. Than trong: Céc truong hop can than trong khi dung thude, vi du
dbi voi nguoi cao tudi, nguoi ¢6 bénh vé gan, than v.v...

10. Thoi ky mang thai: Cac than trong khi chi dinh thuéc cho nguoi
mang thai.

11. Thoi ky cho con ba: Céc than trong khi chi dinh thude cho
nguoi cho con b sira me.

12. Tac dung khong mong mudn (Adverse drug reactions: ADR):
Bao gém nhiing phan tmg phu va cic phan tng ddi nghich c6 hai.
Trong phan nay cac ADR dugc chia lam ba loai theo phén loai ciia
T6 chire y té thé gidi: Loai thuong gap 1a ADR xay ra trén 1 phan
tram s6 ngudi dung thudc, loai it gip 1a ADR xay ra duéi 1 phan

tram va 16n hon 1 phan nghin s6 ngudi dung thude, loai hiém gip
1a ADR xay ra dudi 1 phan nghin s6 ngudi ding thude.

13. Hudng dan cach xtr tri ADR.

14. Liéu lwong va cach dung:

Liéu luong ghi trong Dugc thu nhim huéng dan chung vé lidu
lugng thong thuong, dung cho nguoi 16n va tré em theo duong
ubng, trir truong hop co ghi rd dudng dung khac. Thay thude c6 thé
can nhic dé cho lidu cao hon hodc thip hon lidu thong thuong dé
dat dwoc tac dung diéu tri tdi wu & timg nguoi bénh cu thé. O mot
s0 chuyén luan thude c6 ghi ca liéu gi6i han khi ké don (6 nguoi
16n hodc tré em) chu yéu dé huéng dan dugce sy yéu cau thiy thude
xéc nhan lidu da ké cao hon lidu binh thuong.

15. Twong tac thudc: Khi sir dung cting mot luc hai hodc nhiéu
thudc thuong dé xay ra twong tac thudc dan dén hién twong ddi
khang hodc hiép ddng. Tac dung ddi khang 14 hién twong mot thude
c6 thé lam giam (hodc mat) tic dung ctia thudc khac khi ding dong
thoi; ngugc lai 1a tdc dung hiép déng (c6 khi tac dung tang cuong
dén muc gay doc cho nguoi bénh). Vi vy can than trong va khi
that cn thiét méi dung chung cac thudc d6 v6i nhau.

16. D6 6n dinh va bao quan.

17. Tuong ky: Thudc khong dugc tron 1an voi thude khac vi xay ra
phan Gmg ngoai co thé.

18. Qua lidu va xtr tri.

19. Théng tin quy ché.

Trong mot sb chuyén luan thudc, néu mot muc chua cé déy du
thong tin cin thiét thi s& duoc bo qua.

Phén ba: Céac phu luc bao gém: Bang xac dinh dién tich bé mat
than thé nguoi tir chidu cao va can ning; Pha thém thudc vao dich
tmyén tinh mach; Phan loai thubc trong Dugc thu quéc gia theo ma
giai phau - diéu trj - hoa hoc (ATC).

Céc théng tin trong Duoc thu qudc gia Viét Nam dwoc tham khao
tir cac sach gido khoa vé dugc 1y, cac tai lidu huéng dan dung thude
va phac db didu tri chun ciia BO Y té va T6 chire y té thé gidi, cac
sach huéng dan st dung va diéu tri c6 uy tin trén thé giGi nhu:
Goodman & Gilman’s The Pharmacological Basis of Therapeutics;
Martindale, British National Formulary (BNF); Drug information -
American Hospital Formulary Service (AHFS)... nham dam bao
tinh khoa hoc, chinh x4c, cap nhat va thyc tién.

Pugc suquantimcuaBoY té, v6i sy tham giatam huyét ctia nhidu
chuyén gia y - dugc, Hoi déng Duoc thu quéc gia Viét Nam II, trong
sudt 3 ndm dd hoan thanh cong tac bién soan cudn Dugc thu quoc
gia Viét Nam 2. Mic du Ban bién soan da rat ¢ ging, nhung cudn
sach dugc bién soan béi nhiéu tac gia va co6 noi dung 16n, vi vay
kho tranh khoi thiéu sot. Hoi ddng Dugc thu qudc gia Viét Nam
rit mong nhan dugc y kién dong gop cua cac dong nghiép dé cac
lan xuét ban tiép theo, Duoc thu qudc gia Viét Nam c6 chét lwong
cao hon.
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KE DON THUOC

Nhiing quy dinh chung vé ké don thudc

Nhiing quy dinh vé trach nhiém nguoi dwoc ké don thuéc

Pon thudc 1a cin ctr phap 1y dé ban thude, cip phat thudc, pha ché
thubc theo don va st dung thude. Do vay, chi nhitng ngudi dang
hanh nghé tai co s& kham, chita bénh hgp phap c6 bang tot nghiép
béc sy hodc y sy (ving siu, ving xa) va dugc ngudi dimg dau co so
y té phan cong kham, chita bénh hodc cac bénh trong pham vi hanh
nghé ghi trong gidy chimg nhan du diéu kién hanh nghé do co quan
quan 1y nha nuéc c6 thim quyén cip méi duge phép ké don thude.
Ngudi ké don phai chiu trach nhiém vé don thubc do minh ké cho
ngudi bénh va chi duge ké don thube sau khi true tiép kham bénh.
Khong ké don thudc véi muc dich khong phai dé phong bénh, chita
bénh, theo yéu cau khong hop 1y clia ngudi bénh va ciing khong
dugc ké don céac loai thuc phdm chirc ning giéng nhu thude.

Yéu cu ciia mot don thuéc tot

Mot don thude ot phai thé hién duoc cac yéu cAu: Hiéu qua chira
bénh cao, an toan trong dung thudc, tiét kiém va dﬁy du, chinh xac
c4c ndi dung theo quy dinh. Mudn ké don thudc tét phai tuan theo
quy trinh sau déy:

Chdn dodn, xac dinh dung bénh:

Thy thudc cin tim hiéu hoan canh ciia ngudi bénh, phat hién cac
dau hiéu 1am sang va xét nghiém can 1am sang dé dua ra chan doan
hop 1y. Khi dd c6 chin doan bénh chinh xac, ngudi ké don thube
can phai ghi ddy du ndi dung vé hanh chinh ciing nhu chuyén mén
ciia mot don thude dung quy dinh, dam bao rd rang, chinh xac
khong tiy x6a (néu cé tiy xoa, sira chita phai ky, ghi 186 ho tén,
ngay, thang chita don ngay bén canh). Bon thuoc phéi viét bang
bt myc, khong duoc viét bang muc dé, but chi tit ca cac ndi dung
trong don.

Luea chon thuéc phit hop véi nguweoi bénh:

Cin ctr chan doan hop 1y dé lya chon thudc can ding nham thu
duoc hiéu qua cao nhit nhung it tic dung khong mong muén va
gia thanh diéu tri thép nhét. D& Iya chon thudc ¢6 hiéu qua nhét, an
toan nhat, phu hop voi hoan canh ciia ngudi bénh nhét, day da va
chinh x4c cac ndi dung nhat, ngudi thay thude can:

Lua chon thudc nao phtt hop nhét véi bénh sau khi da dugc chan
doan xac dinh, tinh trang bénh tat, chuc nang cac co quan (dac biét
1a gan - than), co dia (mang thai, tré em, ngudi cao tudi), véi duoc
dong hoc, voi dudng dung, thoi gian dung, v6i thude dang dung va
v6i didu kién kinh té hién c6 cta ngudi bénh, nhung it phan tmg
c6 hai nhét.

Thay thudc ludn ludn can nhéc giita yéu t6 nguy co va hiéu qua.
Trong nhiing truong hop bénh nang thi hiéu qua 1a lya chon uu
tién. Khi truong hop bénh man tinh va thé trang nguoi bénh yéu thi
tiéu chudn an toan phai dugc dat 1én hang diu.

Khi ké don, tén thudc phai viét theo tén chung quc té (INN, generic
name) hodc néu viét tén biét duoc phai ghi tén chung qudc té trong
ngodc don (trir trudng hop thude c6 nhidu hoat chat). Khong viét
tat tén thudc vi d& gay nham Ian. Hét sirc luu y nhitng thude c6 tén
gan giéng nhau nhung tic dung, doc tinh lai hoan toan khac nhau
nhu acetazolamid va acetohexamid.

Madi thude trong don thube phai ghi day du, rd rang ham lugng, s6
luong, liéu dung, cach ding. S6 lugng thude gay nghién phai viét
bang chit, chit dau viét hoa. S5 lugng thude hudng tim than va tién
chat dung 1am thudc phai viét thém s6 0 phia trudc néu s6 luong
chi c6 mot chit sb.

Han ché t6i da ké nhiéu thudc trong mét don thude dé tranh twong
tac thude. Khi lya chon thudc, can wu tién nhitng thudc chira mot
thanh phan va han ché ké nhirng thudc phéi hop nhiéu thanh phan.
Trudng hop phai ké nhiéu loai thude trong mot don thude thi can

phai ghi theo thur tu: Thudc didu tri chinh, thude hd tro, thude diéu
tri tridu chung va cudi cung 1a thudc gitip nang cao thé trang (néu
that sy can thiét).

Mbi mét thude can duge hudng din chi tiét vé liéu ding mot lan,
mot ngay, duong dung, thoi diém dung (dung vao budi sang hoic
t6i, luc no hay lic doi...), cach pha thube, cach st dung cac dung
cu do ludng s6 lwong thude v.v... Ngoai ra thay thudc ciing phai
huéng dan nguoi bénh duge ding thude véi dung dich gi, tranh
dung voi thube gi hoac thurc an hoac loai nudce uéng nao, déng thoi
hudng dan ngudi bénh phat hién, theo ddi, xir tri, bdo céo céc tac
dung khoéng mong mudn cua thude.

Pon thube cé gia tri mua thude trong thoi han 05 ngay ké tir ngay
ké don va duoc mua & tit ca cac co s ban thude hop phap trong ca
nu6e. Do vay, thiy thude phai ghi day dii ngay thang, chit ky, ghi
0 ho, tén va churc danh trong don thude.

Sau khi ké don thudc thiy thude cin phai tiép tuc theo doi hidu qua
diéu trj bang cach hen nguoi bénh dén kham lai khi tinh trang bénh
khong thuyén giam hodc ning thém hodc phat hién cac déu higu
bat thuong khi ding thudc. Truong hop ngudi bénh dén kham lai
do don thubc da ké khong hiéu qua, thdy thube cn tim hiéu cin
ke 1y do tai sao dé duara quyét dinh lira chon thudc phu hop, hiéu
qua hon.

Nhiing quy dinh ké don thudc cho mot s6 thude va bénh dic biét
Ngoai nhitng quy dinh chung ciia mot don thude, c6 mét sé quy
dinh cu thé cho mot sb thude va mot s6 dbi twong dac biét.

Daéi véi khang sinh

Can chi dinh ding thudc trong thoi gian 7 - 10 ngay hodc sau khi
hét cac ddu hiéu nhidm khuédn 3 ngay, khong ké don khang sinh khi
bi nhiém virus.

D6i voi thude hiedng tam than va tién chdt dimg lam thube

Pbi v6i bénh cap tinh ké don véi lidu di dung khong vuot qua
muoi (10) ngay.

D6i voi nguoi bénh tam than phan liét, dong kinh, ké don thude
vao sb diéu tri bénh man tinh, sb ngay ké don theo huéng dan diéu
tri cia chuyén nganh tam than.

Doi véi thude gy nghién

Viée ké don thude duoc quy dinh hét stre chit cha:

Hang nam, ngudi duge phép ké don thude giy nghién bit bude
phai ding ky chit ky v6i co sé ban thudce gay nghién.

Ké don thude gdy nghién vao s6 diéu tri bénh man tinh hodc sb
kham bénh dé theo dai didu tri va huéng dan nguoi bénh st dung
thudc nhu ké don thube khac, nhung dong thoi ké vao mau don
riéng c6 ky hiéu “N” dé co s& cdp, ban thude luu don.

Thoi gian ké don thude gay nghién diéu tri bénh cap tinh vai lidu
du dung khong vuot quéa bay (07) ngay. Ddi véi ngudi bénh bi ung
thu va ngudi bi bénh AIDS, ké don thubc giam dau, giy nghién
gidng nhu ké don thudc gdy nghién néi chung, nhung liéu thude
giam dau nhom opioid theo nhu cau giam dau cta ngudi bénh.
Thoi gian mbi lan chi dinh thude khong vugt qua mot (01) thang,
nhung cing lc phai ghi 3 don cho 3 dot diéu tri, mdi dot didu tri
ké don khong vuot qua mudi (10) ngay (ghi rd ngay bat dau va két
thiic ciia dot diéu tri). Ngudi ké don phai hudng dan cho nguoi nha
ngudi bénh: Pon thuéc diéu tri cho nguoi bénh dot 2, dot 3 va chi
duoc ban, cip khi kém theo gidy xac nhan ngudi bénh con séng
cua tram y té x4, phuong, thi trAn. Thoi diém mua, linh thudc trude
01 ngay cua dot didu tri d6 (néu vao ngay nghi thi mua vao trudc
ngay nghi).

D6i véi bénh man tinh:

Cén chi dinh dung thudc dic tri dai ngay thi phai ké don vao sb
diéu tri bénh man tinh, sé luong thubc du dung trong mét (01)
thang hoac theo hudng dan diéu tri ciia mdi bénh. Trong diéu tri
lao, ké don thude diéu tri lao vao s6 diéu tri lao hogc s6 khdm bénh,
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s0 ngay ké don theo hudng dan ciia Chuong trinh phong chéng lao
qudc gia.

Quy ché ké don thudc

Dé thong nhat trong toan nganh Y té, theo Quyét dinh s6 04/2008/
Qb-BYT ngay 01/02/2008 va Thong tu sé 1517/BYT-KCB ngay
06/3/2008 ctia BO truong BO Y té vé viéc Hudng dan thyuc hién Quy
ché ké don thudc trong diéu tri ngoai tra, Danh muc thudc phai ké
don va ban theo don quy dinh nhu sau:

1. Thubc gay nghién;

2. Thubc huéng tam thin va tién chét dung lam thudc;

3. Thubc gy mé;

4. Thudc giam dau, chéng viém khong steroid trir acid
acetylsalicylic (aspirin) va paracetamol;

5. Thudc diéu tri bénh gut;

6. Thubc cap ciru va chong doc;

7. Thude diéu tri giun chi, san 1a;

8. Thudc khang sinh;

9. Thudc diéu tri virus:

10. Thubc diéu tri nm;

11. Thudc diéu tri lao;

12. Thudc diéu tri sbt rét;

13. Thudc diéu trj dau nira diu (Migraine);

14. Thudc diéu tri ung thu va tac dong vao hé théng mién dich;

15. Thubc diéu tri Parkinson;

16. Thudc tac dong 1én qua trinh déng mau;

17. Méu, ché phém mau, dung dich cao phéan tir;

18. Nhom thude tim mach: Thubc didu tri bénh mach vanh,
thudc chdng loan nhip, thudc diéu tri ting huyét ap, thude
diéu tri ha huyét ap, thude diéu tri suy tim, thubce chéng
huyét khéi, thudc ha lipid mau;

19. Thube dung cho chin doén;

20. Thudc loi tiéu;

21. Thudc chéng loét da day: Thudc khang histamin H,, thude
{rc ché bom proton;

22. Hormon (corticoid, insulin va nhém ha dudng huyét,...)
va ndi tiet to (trir thudc tranh thai);

23. Huyét thanh va globulin mién dich;

24. Thube gian co va tang truong luc co;

25. Thude 1am co, gidn dong tir va giam nhin ap;

26. Thube thiic dé, cam méau sau dé va chong dé non;

27. Thubc diéu tri hen;

28. Sinh phdm dung chita bénh (trir men tiéu hoa)

29. Thudc diéu tri réi loan cuong;

30. Dung dich truyén tinh mach.

Dé st dung thudc an toan, hiéu qua, gia thanh diéu tri phu hop
can sir dung céc thong tin tir cac tai lidu tham khao chinh théng
nhu: Duoc thu quéc gia Viét Nam, Dugc thu Anh (British National
Formulary), Martindale va céc thudc da duoc Bo Y té cip phép
lru hanh dé ké don thude. Hét st tranh viée sit dung cac théng
tin vé thudc tir nhitng ngudn thong tin thwong mai hogc thong tin
“mach bao”.

SU DUNG THUOC O NGUOI CAO TUOI

Theo Lién hop qudc (United Nations - UN), ngudi cao tudi duge
tinh tir 60 tudi tré 1én. Trong y hoc, ngudi cao tudi duoc phan
thanh cac nhém: Tir 60 dén 75 tudi dugc goi 1a bit dau gia; trén 75
dén 90 tudi 1a nguoi gia va trén 90 tudi 1a ngudi gia sdng lau. Tuy
nhién thye sy rit kho x4c dinh tir bao nhiéu tudi thi co thé bat dau
“ldo hod”, gy ra nhitng thay dbi 16n vé sinh 1y. Thuc té trong sir
dung thudc, khi nghién ctru vé céc dic tinh duoc dong hoc va dugce
luc hoc cho nguoi cao tudi, dbi tegng duoc chon chi la nhom tubi
tir 60 dén 75 tudi. Nhu vay thuc chét viéc st dung thude cho cac
nhém tudi trén 75 1a ngoai suy va do d6 cau hoi vé tinh chinh xac
van duoc dit ra.

Ldo hoa & ngudi cao tudi lién quan cha yéu dén giam dong méau
tudn hoan dén cic co quan, din dén giam dan nudi dudng cac co
quan trong co thé va do chinh 1a khoi nguén ctia bénh tat do tudi tac.
Su thay dbi sinh 1y theo tudi tac bao gdm sy suy giam hoat dong
ctia nhidu tuyén ndi tiét quan trong nhu tuyén gip, tuyén tuy,
tuyén sinh duc dan dén mot sé bénh tudi gia nhu suy gip, dal
thdo dudng, xop xuwong... Chirc ning cta cic co quan trong yéu
lién quan dén doi sdng nhu ndo, tim, than, phoi déu giam hoat
dong, gay giam kha nang nhan thirc, giam tri nh¢, gidm kha nang
bai xuét thudc.

Su thay doi vé hap thu, phin bd va bai xuét thudc

Tubi tic anh hudng nhiéu dén hoat dong sinh 1y ctia co thé kéo theo
su thay d6i vé& hip thu, phan bd va bai xut thudc.

Qud trinh hép thu theo co ché khuéch tan thy dong qua niém mac
rudt - co ché chinh ctia hip thu cac thude - hau nhu khong thay doi
& nguoi cao tudi. Nhur vy, ndng do thude véi cling mot mire lidu &
ngudi truong thanh thuong cao hon khi ding diéu tri cho ngudi cao
tudi 1a do anh hudng cua giam bai xuat qua gan va than chi khong
lién quan dén hép thu.

Sw phin bo thay dbi tily ban chat cta thudce: Thé tich phan bd cua
cac thudc tan nhiéu trong nudc giam, nguoc lai: Thé tich phan bd
cta cac thudc tan nhiéu trong lipid lai ting do su thay ddi ty 18
nu6e/lipid trong co thé nguoi cao tudi. Nhitng thude lién két manh
v6i protein huyét trong ting ndng do & dang tw do lién quan dén su
giam protein huyét thanh.

Qud trinh bai xudt thubc qua gan va than déu giam:

Chirc nang gan suy giam cing la nguyén nhén lam giam chuyén
hoa thube qua gan & ngudi cao tudi. Khéi luong gan va luu lugng
méau qua gan & ngudi cao tudi _giam nén mot so thude bi chuyén
hoa qua gan s& cham thai trir, din dén tich lily va ting nguy co qua
lidu. Su giam chuyén hoa & gan con do giam hoat tinh cta enzym
phé hity thu6c ¢ gan, chi yéu la giam qua trinh pha huy thube &
pha L. Do do, nhung thube bi chuyén hoa chu yeu theo con duong
nay nhu cac thudc chéng dong kinh, thuc chbéng viém khong
steroid, thudc chdng dong mau dang udng, thudc diéu tri dai thao
dudng dang udng... kém theo thoi gian ton tai trong co thé bj kéo
dai v6i sy tang nira doi thai trir cua thude. Tuy nhién qua trinh lién
hop & pha II lai khong bi anh huong boi tudi gia, do d6 nhitng thude
bi chuyén hoa chii yéu ¢ pha nay nhu oxazepam, lorazepam (lién
hop glucuronic), paracetamol (lién hgp sulfuric)... khong bi tich
lity. Céc thude bi chuyén hoa manh & vong tuan hoan dau khi qua
gan c6 thé tang sinh kha dung do giam hoat tinh enzym gan, giam
kich thudce gan, giam luu luong mau qua gan o ngudi cao tudi. Cac
thuc da duge chimg minh ¢6 giam chuyén héa qua gan lan dau
la clormethiazol, labetalol, nifedipin, propranolol, verapamil... Tac
dung 1am sang cta mot s6 thude trong sb nay, vi du nhu tac dung
ha huyet ap cua nifedipin tang 1én déng ké & nguoi cao tudi. Trong
thuc té, thudc chuyén hoa nhiéu qua gan khi dung cho ngudi cao
tudi nén giam 1/2 dén 1/3 lidu va phai theo ddi chat ché dap tmg
trong qué trinh diéu tri.
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Chikc nang théan (loc, tai hap thu va thai trir) suy giam két hop véi
giam sat khéi luong than, giam dong mau qua than & nguoi cao
tudi 1a nguyén nhan lam giam do thanh thai ciia nhidu thube. Mirc
d6 loc ciia cau than giam trung binh khoang 35% so v&i tubi thanh
nién (20 - 30 tudi). Piéu nay dic biét quan trong dbi voi nhiing
thudc bai xuat trén 60% & dang nguyén ven qua than va co doc tinh
cao nhu cac khang sinh nhom aminoglycosid, cac cephalosporin,
digoxin, methotrexat... Su giam d¢ thanh thai cua than cling 1a mot
nguyén nhan gop phan vao su tich lily cia thudc trong co thé. Vi
vay nhiéu thudc phai hi¢u chinh lai liéu dung khi sir dung & ngudi
cao tudi. Tuy nhién néu chtrc nang than van con trén 50% thi hau
hét khong can hi¢u chinh lai liéu vi lac nay cac thong s6 duge dong
hoc thay dbi khong dang ké. Nguoc lai, néu ton thwong chirc ning
than & muc do nang thi lidu thude phai dugc hiéu chinh lai giéng
nhu truong hop nguoi bénh suy than.

Nhirng thay déi vé dworc lwe hoc ¢ ngudi cao tudi lién quan dén
cac yéu to sau day:

Sw bién doi ddp vrng ciia co quan dich

Su thay ddi s6 lwong va kha nang gin thubc & thu thé (receptor)
1a nhitng nguyén nhan quan trong thuong gip ¢ tudi gia. Nguyén
nhan ¢6 thé 1a do su can kiét chét trung gian hoa hoc ¢ cac sinap
than kinh do bénh tat hodc tudi tac. Mot sb nghién ctru da cho thay
dap tng véi mot s6 thude nhu benzodiazepin, warfarin, digoxin...
tang & ngudi cao tudi.

Sw bién doi co ché kiém sodt thé dich

Dap tng thé dich 1a mot hop phan rat quan trong ciia toan thé cac
dap tng ctia thube. O nguoi cao tudi, co ché didu hoa thé dich bi
suy thoai dan theo tudi tac va nhimg thay dbi nay dan toi thay doi
vé kiéu va cuong do dap Gmg cua thude. Tuy nhién, nhin chung
nhiing thay d6i vé duoc luc hoc & ngudi cao tudi khong co quy luat
15 rét voi moi thube: Co nhitng truong hop ngudi cao tudi rat nhay
cam véi thude nhung ciing c6 truong hop ngugc lai, rit “tro” hodc
that thuong (ltic ting luc giam). Vi du: Nguoi cao tudi nhay cam
hon véi tac dung trén than kinh trung wong cia cac benzodiazepin,
nguoc lai giam dap Gng vai cac chat déng van/d6i khang beta giao
cam. Phan xa tang nhip tim hay gap khi str dung céc chit gidn mach
thuong “tro” & ngudi cao tudi.

Tinh trang da bénh ly

Tinh trang da bénh 1y & ngudi cao tudi kéo theo hau qua phai sir
dung dong thoi nhiéu thude. Viée ding dong thoi nhiéu thude lai
dan dén nguy co d& gip twong tac thube va tac dung khong mong
mudn cua thudc (ADR): Ty 1é gip ADR ¢ ltra tudi 60 - 70 gép doi
s0 voi ltra tudi 30 - 40. Cac ADR gip ¢ ngudi cao tudi nhidu khi mo
hd, khong dic hiéu; vi du 1a 13n, trAm cam, ha huyét ap tu thé... co
thé gap véi rat nhiéu loai thudc.

Tac dung khéng mong mudn (ADR) c¢é thé gip khi sit dung
thudc & ngudi cao tudi

Dé bi ha huyét dp tw thé

Mot sé thude thude cac nhom thube chéng ting huyét ap, chen
giao cam, chong Parkinson, chong loan than... d& gay ha huyét ap
tu thé & ngudi cao tudi.

Dé bj ngi do mt thing bang tw thé

Co thé ¢6 thé thang bang duoc 1 nho kha niang diéu chinh thing
bing. Cung vdi tudi tac, kha nang giit thing bang cia co thé bi
giam. Chinh vi thé mot s6 nhém thude nhu thude ngii, thude an
than (dn chit benzodiazepin)... lam tang ti 16 ngd & nguoi cao tudi.

Gidm diéu hoa than nhiét

Kha ning diéu hoa than nhiét cia co thé bi giam & nguoi cao tudi.
Ha nhiét bat thuong c6 thé gip khi dung cac thudc an than gay ngi,
cac thude chéng trAim cam ba vong, cac ché pham thudc phién va
ruQu.

Gidm chirc nang nhdn thirc

Heé théng thin kinh trung wong c6 sy thay dbi 16n vé cdu tric va
chat trung gian hoa hoc & ngudi cao tudi. Sy suy giam tri nhd ma
hau qua cudi cling 14 su sa st tri tué 1a bénh ly thuong gip & tudi
gia. Bénh 1y nay dé trdm trong thém khi dung mét sé nhom thude
nhu thude khang cholin (atropin), thuéc ngii, thudc an than (dic
biét 1a dan chit benzodiazepin), thudc chen thy thé beta giao cam.
Gidm chirc ndng cdc co quan nji tang

Do su giam nhu dong da day - rudt, nguoi cao tudi dé bi tao bon.
Céc thude khang cholinergic, cac opiat, thudc chdng trim cam ba
vong va khang histamin d& gy tdo bon hoic tic rudt & ngudi cao
tudi. Thudc khang cholinergic co thé gy bi tiéu & nam gidi cao
tudi, dac biét 1a nhimg nguoi bi phi dai tuyén tién liét. RSi loan
chire ning dudng niéu hay gap & nit gidi cao tudi, con thude 1oi tiéu
quai c6 thé gdy ra tiéu tién khong kiém soat & nhiing do6i tugng nay.

Nguyén tic ké don ¢ ngudi cao tudi

Vi nhitng 1y do trén, dé bao dam an toan cho sir dung thude ¢ nguoi
cao tudi, can tudn thu cac nguyén tic ké don sau day:

Vé lwa chon thuéc

Nén chon phac d6 don gian v6i nhitng thude c6 chi dinh 16 rang va
chi can sir dung 1 - 2 1an mdi ngay. Nén tranh cac thudc co nguy
co gy tuong tac thudc cao (vi du cimetidin, erythromycin, cac
antacid...) khi phai sir dung nhiéu thudc hodc trén ngugi bénh co
bénh man tinh (hen, ting huyét 4p, dai thdo dudng...). Han ché sb
thube trong mdi dot diéu tri.

vé dang thuéc

Céc dang thude 16ng phii hop vi d& nudt va tranh dwoc hién twong
dong thudc tai thuc quan gay loét hodc nghen.

Vé liéu lwong:

Nén khéi dau bang nhing lidu thip va tang dan theo dap Gmg cua
ca thé. Liéu khoi dau thuong bang khoang 50% lidu nguoi truong
thanh rdi tang dan cho dén khi c6 dap mg mong mudn. N6i chung
lidu cho nguoi cao tudi thudng thip hon lidu théng thuong. Mot
s6 thude phai hidu chinh lidu theo chirc ning gan - than cua ngudi
bénh.

Theo doi diéu tri

Phai c6 ké hoach kham dinh ky dé diéu chinh lai thudc va lidu
luong. Phai luu y thoi han mét dot didu tri dé tranh kéo dai khong
can thiét. Mot sé thudc co thé ngimg néu da dap tmg du, vi du
thudc chdng loang xuong, thudc chong viém... Trai lai, cin phai
nhic nhé ngudi cao tudi khong duge ngimg thude dbi véi mot
s6 thude nhu thude chéng tang huyét ap, thude diéu tri dai théo
duong... mic du da co dap Gng tot.

Hudéng dén sir dung thuéc

Phai huéng dan dé ngudi bénh hiéu 16 tac dung ciia mdi thude
trong don dé ngudi bénh ty giac tuan tha diéu tri. Pon ké phai 15
rang, d& doc. Can viét ddy di cac chi dn vao mdi don thude (ké ca
don kham lai). Luén nhac nguoi bénh uéng nhiéu nuée khi ding
thudc va khong duoc udng nhidu vién dong thoi dé tranh nghen.
Can din ngudi bénh cach xir tri khi hét thude, viit bo cac thude
khéng dugce ké don tiép nita hodc nhitng thudc di hét han sir dung.



DTQGVN 2

Sir dung thudc & ngudi suy giam chire ning gan, thin 43

SU DUNG THUOC O NGUOI
SUY GIAM CHU'C NANG GAN, THAN

Thubc duge bai xuit ra khoi co thé bang nhidu con dudng khac
nhau, trong d6 gan va than 13 hai co quan quan trong nhét tham gia
vao chirc nang nay. Su suy giam chirc nang gan va than s€ gay nguy
co qua liéu va ngd doc thude néu khong hidu chinh lai lidu.

Suy giam chirc nang gan
Diic diém ciia suy gan
Suy gan, dic biét xo gan, lam giam chirc ning té bao gan dan t6i
giam kha nang chuyén hoa thudc, giam san xuét protein, giam luu
luong mau qua gan.
Chirc nang gan suy giam anh huong cha yéu dén kha nang chuyén
hoa thuéc qua hé enzym cytochrom P, - hé enzym chiu trach
nhiém bat hoat thuoc (pha I), trong khi hoat tinh ctia cac enzym
lién hop - hé enzym chiu trach nhiém chuyén thubc va cac chat da
chuyén héa & pha I thanh cac chit dé tan trong nudc dé tiép tuc bai
xuét qua mat hodc than (pha II) it bj anh huéng. Nguy co qua liéu
tang thém néu gap tuong tac thudc & giai doan chuyén hoa khi phbi
hop véi mot thude gay kim hetlm cytochrom P 50"
Su giam sut kha nang san xuat protein cta t€ bao gan (albumin va
globulin) ca vé chit va vé luong, 1am tang ty 1& thudc & dang tu do
va giam tinh bén viing tai diém lién két. Hau qua ciia giam tinh bén
virng trong lién két thudc - protein con din dén kha ning gip twrong
tac thudc - thudc & giai doan phan bd va tuong tac thude - bilirubin
noi sinh (thuong tang khi suy gan). D6 chinh 14 nhing yéu t6 lam
tang doc tinh ctia thudc.
Luu lwong méu qua gan giam & ngudi bénh xo gan lam giam toc
do chuyén héa thube, dic biét véi cac thude bi chuyén hoa manh
khi qua gan (> 70%).
Nhirng yéu td trén dan dén su tang néng d6 thudc & dang con hoat
tinh va kéo dai thoi gian ton tai cta thude trong co thé. Anh huong
ctia bénh gan ddi véi bai xuét thude tiry thude loai bénh gan. Trong
viém gan virus cAp, thay d6i chu yéu 1a chirc ning té bao gan nhung
kha ning chuyén hoa thubc ciia gan thuong it thay ddi, luu luong
méu qua gan c6 thé con ting 1én. Xo gan nhe va vira c6 khuynh
hudng gay giam dong méu qua gan va c6 mach tit cira - chu, con
trong xo gan ning thi thudng ca chirc ning té bao gan va dong méau
qua gan déu giam. Hau qua sé& trdm trong dbi v6i nhimng thude ma
qua trinh bat hoat phan 16n do gan dam nhan (> 50%).
Danh gia mirc dp suy giam chirc ndng gan
Phan loai Child-Pugh 1a phén loai phd bién nhit duoc sir dung dé
thiét ké ché d¢ liéu cho nguoi bénh suy giam chirc nang gan.
Bang 1. Phan logi Child-Pugh

Piém

Chi tiéu danh gia

1 2 3
Mtrc d6 bénh ndo - gan* bo o bo1-2 bo3-4
Mirc d6 ¢ truéng Khéng | Nhe - Vua Nang
Bilirubin (mg/dl) 1-2 2-3 >3
Albumin (g/dl) >3,5 2,8-3,5 <28
T}}(A)’l gian Prothrombm 1.4 4-10 =10
(gidy > ching)

(Nguon: ACP PIER, Journal Club & AHFS DI® Essentials™)

Ghi chu: * Phan d6 bénh nao - gan thuong can clt vao tri¢u ching
lam sang va do dién ndo d6 (EEG).

Theo phan loai Child-Pugh, diém tong dugc tinh thap nhat 1a 5,
cao nhét 1a 15. Panh gia 1am sang mirc d6 nang ctia bénh gan theo
Child-Pugh duogc chia lam 3 loai theo bang 2.

Bang 2. DBanh gia ldm sang murc dé nang cua
bénh gan theo Child-Pugh

Phan loai Diém g?:lslﬁgniz
A 5-6 Nhe
B 7-9 Vira
C 10-15 Nang

Nén luu y rang khi chtrc ning gan da bi suy giam trdm trong, viéc
st dung thudc dé bao dam an toan 1a rit kho thue hién vi lac nay
khong chi dugc dong hoc ma ca dac tinh dugc ly cua thude cling
bi thay doi.

Lwa chon thuéc khi diéu tri cho ngwoi bénh suy gan

C6 3 nguyén tic co ban khi sir dung thube & ngudi bénh suy gan:
e Nén chon nhirng thuéc it hodc khong bi chuyén hoa qua gan, dic
biét 1a thudc phai chuyén hoa & gan qua pha I.

e Than trong khi ké don nhiing thudc c6 ty 1¢ lién két protein cao,
dic biét 1a trong truong hop co phdi hop thude vi nguy co gip
tuong tac bt loi ting.

e Néu phai dung nhitng thudc chuyén hoa nhidu khi qua gan thi
phai hiéu chinh lai liéu. Viéc hiéu chinh lidu khé phirc tap vi khong
¢6 mot thong sb xét nghiém nao phan anh dang ty 18 suy giam chirc
nang gan nhu thong sé do thanh thai creatinin trong suy than. Cac
xét nghiém chirc nang gan thuong quy khong cé gia tri cho viée
hiéu chinh liéu. Khuyén céo vé liéu lugng thuong duge nha san
xuit dua ra theo phan loai Child-Pugh. Tuy nhién, tuong tng véi
Child-Pugh A, B, C thi s& giam liéu theo ty 1& nao déu tuy thude
vao cac nghién ciru 14m sang cua nha san xuét va ty 1& nay khong
phai lic nao cling twong tng véi ty 1€ suy giam do thanh thai cia
thudc qua gan.

Céc tai lidu d& cap dén hiéu chinh liéu cho ngudi bénh suy giam
chire nang gan khong nhiéu, vi vay xu huéng tranh sir dung céc
thuc chuyén hoa nhiéu qua gan van dugc chi trong, néu khong
tranh duoc thi phai theo ddi sat 1am sang va tot nhat van 1 do ndng
do thude trong mau.

Suy giam chirc nang than

Dic diém ciia suy thin

Suy giam chtrc nang than lam giam bai xuét thudc va chat chuyén
hoa con hoat tinh, d6 1a nguyén nhan dan dén ting kéo dai ndng do
thudc trong mau va nguy co tang doc tinh.

Suy than gay {r tré tudn hoan. Day 1a nguyén nhan dan dén ting thé
tich phan bd ciia cc thudc tan nhiéu trong nudc, lam kéo dai thoi
gian ban thai, ting nguy co tich liy thudc.

Suy thén ciing gdy giam lugng protein huyét twong, dan dén ting
ty 1& thudc & dang tu do, gy ting doc tinh. Nguyén nhan nay anh
huéng dén cac thude co ty 18 lién két cao véi protein huyét twong
va dic biét nguy hiém véi cac thude co6 pham vi diéu tri hep. Hau
qua s& nghiém trong hon néu gip twong tac thudc theo co ché phan bb.
Suy thdn con anh huéng dén dao thai thude qua gan: Sy @ tré thude
& dang con hoat tinh c6 thé kéo theo tinh trang suy gan do thude.
Kha ning gy doc cta thue & nguoi bénh phu thude ty 1é thude
duoc bai xuit qua than ¢ dang con hoat tinh va doc tinh cia thube
dbi véi than.

Ngoai anh huong cuia sw giam bai xuét dn dén ting doc tinh va tich
lity, nhitng réi loan do than gay ra ciing anh hudng dén tac dung
dugc ly cua mot s6 thubc. Vi du: Réi loan bai xuét kali va calci
lam tang ADR khi str dung digoxin hodc ting tinh trang @ tr¢ kali
mau khi str dung céc loai thude loi tiéu gil kali nhu spironolacton.
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Danh gia mirc dj suy giam chirc nang thdn

C6 thé danh gia mirc d6 suy than bang nhidu phuong phap nhu dwa
vao hang s6 thai trir ctia than, hé s6 suy than, mirc d giam thai trir
thudc khi suy than, d¢ thanh thai creatinin cta than hodc tde do loc
cta ciu than. Duéi day la cach danh gia mac do suy than dya vao
d0 thanh thai creatinin ctia than va tdc do loc cua ciu than.

Dura vao dé thanh thai creatinin ciua than

D¢ thanh thai (Cl: clearance) creatinin cua than (CI_) biéu thi kha
nang thai trir hoan toan creatinin ra khoi huyét twong khi mau tuan
hoan qua than.

Do thanh thai creatinin ctia than duge bidu thi b::ing ml/phut, 1a s6 ml
huyét twong duoc thai trir creatinin hoan toan trong thoi gian 1 phiit
khi qua than hodc c6 thé tinh theo ml/phat/kg.

Creatinin 1a thanh phan trong mau 6n dinh nhat, khong phu thudc
vao ché d6 an hodc nhimg thay ddi sinh 1y khac ma chi phu thudc
vao kha nang thai trir cua than, nén dugc st dung dé danh gia churc
nang than.

D9 thanh thai creatinin cia than (Cl ) dugc tinh theo phuong trinh
cua Cockeroft & Gault:

(140 - tudi) x thé trong

Cl, (nam) =
C,x72

Cl, (nit) = Cl_ (nam) x 0,85

Trong do:

Tubi nguoi bénh dugc tinh theo nam,

Thé trong tinh theo kg,

C, la nong do creatinin trong huyét thanh tinh theo mg/dl,
Cl c6 don vi la ml/phut.

Tuy nhién, mirc liéu hiu chinh c6 thé sai khac chit it tiy thudc
ngudn tai lidu.

Ngoai ra phai chi ¥ 1a véi mot sé ddi tugng dic biét nhu ngudi cao
tudi, nguoi bi teo co... miic creatinin khong ludn tuong dong véi
chire ning than. Vi vay lidu ding tinh theo cong thirc hiéu chinh
trén co 56 Cl chi c6 tac dyng tham do ban dau, tiép theo do phai
didu chinh lai lidu can ctr vao ndng do thudc trong mau.

Dua vao toc dé loc cia cau than

Tbc d6 loc cua ciu than, viét tit 1a GFR (Glomerular Filter Rate)
biéu thi kha ning thanh loc creatinin ra khoi huyét twong khi méau
tudn hoan qua thén.

GFR duoc biéu thi bing ml/phut & ngudi 16n (tinh cho dién tich
bé mit co thé 1a 1,73 m?) la sé ml huyét twong dugc thanh loc
creatinin hoan toan trong 1 phut khi di qua than.

Nhing trudng hop ngudi bénh c6 mirc ¢an ning va chiéu cao binh
thuong (BMI tir 18,5 - 24,9 theo tidu chuén cia WHO), ¢6 thé danh
gi4 chirc nang than qua tdc do loc cau than (GFR) theo cong thirc
cua MDRD (Modification Diet of Renal Diseases):

GFR (nam) = 186 x (C_)"'** x (tudi)

GFR (nir) = GFR (nam) x 0,742
Trong do:
C, la ndng do creatinin trong huyét thanh, dugc tinh theo mg/dl.
Tubi ngudi bénh duge tinh theo nam.
GFR c¢6 don vi 1a ml/phat/1,73 m?
Ghi chiz: Néu nong do creatinin huyét thanh (C,) tinh bang pmol/lit thi:
GFR(nam) = 186 x (C_, / 88,4)"'3 x (tubi)">"
Viéc phan loai mic d9 suy than theo GFR dugc trinh bay trong
bang 4.

Bdng 4: Phdn logi mitc dj suy thin theo toc do loc cau thdn (GFR)

Ghi chii: Néu ndng do creatinin huyét thanh (C,) tinh theo don vi GFR
1a pmol/lit thi cong thire tinh CI_ gidng nhu trén nhung thay 72 Mirc d§ suy than (mUphit/1,73 m?)
bang 0,81. , I Binh thuong: giai doan 1 >90
Bang 3. Phdn logi murc do suy thdn theo creatinin huyét thanh - —
va do thanh thai creatinin 1! Suy than nhe: giai doan 2 60 - 89
Mirc d§ C, cl, IIIA | Suy than vira: giai doan 3A 45-59
suy than (micromol/lit) (ml/phut) IIIB | Suy than vura: giai doan 3B 30-44
Nhe 150 - 300 20-50 IV | Suy than nang: giai doan 4 15-29
Vira 300 - 700 20-10 V | Suy than rit nang: giai doan 5 <15
Nang > 700 <10 Cong thirc danh gia chirc nang than qua téc do loc ciu than (GFR)

Cén luu ¥ rang néu danh gia chtrc nang than & ngudi bénh suy than
nang phai thim tach thi creatinin trong huyét thanh c6 thé thay déi
trong qua trinh tham tach hodc giita khoang thoi gian 2 1an thim
tach, trong khi néu tinh theo cong thirc trén thi ndng do creatinin
trong huyét thanh c6 duoc chi sau mét 1an 14y méu ma khéng phan
anh duoc ca thoi gian diéu tri. Vi vay vé6i nhiing ddi tuong phai
thim tach thi mic lidu khuyén céo cin cir vao bang huéng dan
riéng. Vi dy, hiéu chinh liéu ofloxacin theo “Drug Prescribing
in Renal Failure - Dosing Guilines for Adult and Children”
(American College of Physicians, 2007): Muc liéu cho ngudi
16n 14 200 - 400 mg cach 12 gid/lan cho ngudi bénh cd Cl, > 50
ml/phit, 200 - 400 mg, cach 24 gi¢ cho nguoi bgnh c6 C1_ tir 50 - 10
ml/phut, 200 mg cdch 24 gi¢ cho ngudi benh c6 Cl < 10 ml/phit.
V6i ngudi bénh phai thim tach thi mirc liéu khuyén céo nhu sau:
o [HD (Intermittent Hemodialysis): 100 - 200 mg sau tham tach.
e CAPD (Continuous Ambulatory Peritoneal Dialysis): 200 mg
cach 24 gio.
e CRRT (Continuous Renal Replacement Therapy): 300 mg cach
24 gio.

khéng chinh xé4c bing cong thirc cia Cockeroft & Gault, vi véy chi
nén str dung khi khong c6 can nang ctia nguoi bénh.

Sir dung thuoc ¢ ngwoi bénh suy thin

V6i ngudi bénh suy than néu budc phai sir dung thude bai xuét
qua than chii yéu ¢ dang con hoat tinh thi viéc hiéu chinh lidu 1a
can thiét. Viéc theo doi ngudi bénh trong truong hop nay phai chi
trong ca 2 khau: chuc nang than con lai (dugc danh gia qua do
thanh thai creatinin) va ndng do thudc trong méau.

Cach higu chinh lai liéu c6 thé 1a: Giam lidu thudc hodc ting
khoang cach giira cac 1an dung thude hodc phdi hop ca 2 cach nay.
Giam liéu cho phép giam dugc ndng do thude trong mau nén tranh
duoc nguy co tang doc tinh nhung lai c¢6 nguy co khong dat ndng
do didu tri mong muén. Vi vay, voi mot sb loai thudc, trude khi
giam liéu néu xét thay can thiét co hiéu qua ngay thi phai dwa “liéu
tai” con goi 1a lidu nap (loading dose). “Liéu tai” cta thudc thudng
béng lidu thudng ding cho ngudi bénh khéng suy than.

Giit nguyén liéu nhung kéo dai khoang cach dua thude gitp bao
dam dugc nong d6 diéu tri cao nhur mong mudn nhung lai c6 nguy
co kéo dai khoang thoi gian nong do thude dudi mirc diéu tri trong
khoang thoi gian chd liéu ké tiép; diéu nay lam ting kha ning
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khang thudc hodc bung phat con bénh. Do d6 néu hé s6 higu chinh
qué 16n thi phuong 4n phdi hop ca 2 cach 1am trén 1a hop 1y.
Trong céc tai liéu hudng dan sir dung thude, lidu cho ngudi bénh
suy than duogc tinh san theo do thanh thai creatinin (Cl,) ¢ tung
chuyén luén riéng biét hodc trong phu luc.

SU DUNG THUOC O TRE EM

Theo phén loai ctia T6 chire y té thé giéi (WHO), tré em dugc tinh
tir lac moi sinh (so sinh) dén 18 tudi, trong d6 ¢6 3 nhom tudi co
nhiing khac biét rd rét vé dugc dong hoc 1a: So sinh (0 - 28 ngay
tudi), nhii nhi (1 - 12 thang tudi) va tré em (1 - 12 tudi). Riéng véi
nhom tudi 1 - 12, nhiéu tai lidu chia thanh 2 nhém: Nhom trude
tudi di hoc tir 1 - 5 tudi va nhom tré 16n tir 6 - 12 tudi. Tir 12 tudi
trg 1én, chi dinh va liéu luong thube duogc tinh nhu voi ngudi 16n
truong thanh hodc dwoc chi dan trong ting trudng hop cu thé. Cach
phan loai nay phan anh su thay dbi v& mit sinh hoc qua ting giai
doan va lién quan nhiéu dén viéc lya chon va st dung thudc trong
nhi khoa.

Cic khac biét co ban & tré em dnh hwéng dén sir dung thude
Vé dwge dong hoc

Hap thu thudc:

Hap thu thudc theo dudng udng & tré em that thuong do tién trinh
hoan thién ctia hé tiéu hoa trong 3 nam dau doi. Trong giai doan
nay, pH da day ¢ tré em cao hon nguoi trudng thanh vi luong acid
hydrocloric chwa duogc tiét ddy du. Didu nay mot mat giap cho
nhiing thudc kém bén trong méi trudng acid nhu cc penicilin dugc
hap thu nhiéu hon do it bi pha hiy hon, nhung lai lam giam hap
thu cac thudce c6 ban chit acid yéu nhu phenobarbital, phenytoin,
rifampicin do cic chét nay bi ion héa manh hon. Hé enzym thiry
phéan & niém mac rudt ¢ tré dudi 6 thang tudi chwa hoan chinh ciing
12 m6t nguyén nhan lam can tré hap thu mot s6 thude & dang ester
hoa do khéng tach dugc gde ester dé giai phong thude & dang tu
do. Nhu dong rudt cua tré em, dac biét 1a tré so sinh va tré dudi 1
nam tudi manh hon & ngudi 16n, diéu nay dan dén giam thoi gian
lwu cua thude tai rudt nén kha niang hip thu triét dé cac thudc giai
phong kéo dai khong bao dam, d6 1a ly do tai sao khong st dung
thude tac dung kéo dai cho nhom tudi nay.

Puong truc trang c6 19i ¢ bénh nhi kho nudt, ndn nhiéu nhung
khong phai 1a duong uu tién vi kha nang hip thu thudc rét dao
dong. Diéu nay bét loi voi cac thude co pham vi diéu tri hep vi co
thé dan t6i khong du lidu hodc qua lidu.

Hép thu thudc qua da ciing can dic biét duoc luu v vi da tré em
mong nén kha niang thim thudc manh hon so véi nguoi 16n. Cac
loai thudc hip thu nhiéu qua da nhu corticosteroid phai than trong
khi béi vi tac dung c6 thé twong dwong nhu khi ding qua dudng
toan than.

Hé co bép tré em con nho, lai chua dugc tudi mau dﬁy du, do do
nén han ché tiém bap vi khé biét duoc chinh xac sinh kha dung dan
dén kho c6 dwoc mot lidu thude chinh xac. Vi vay, néu dua thude
theo dudng tiém thi duong dua thube duge khuyén khich cho It
tudi nay 1a tiém tinh mach.

Phdn bé thuéc:

Céc yéu t6 anh huéng dén thé tich phan bd (V) ¢ tré em bao gdm:
Ty 1¢ lipid/nudc cia co thé, ty 18 lién két ciia thude véi protein
huyét tuong va hang rao mau - ndo. )

Ty 1€ lipid/nudc thay doi rat nhiéu tur lic méi sinh dén trudng
thanh. Ty 1& nudc so véi téng trong lugng co thé chiém khoang
80% lic méi sinh, giam xudng chi con 65% khi tré duoc 12 thang

tudi va 60% & nguoi 16n trudng thanh. Ty 16 chit béo chi 3% & tré
so sinh thiéu thang, 12% ¢ tré so sinh du thang, 30% & tré 1 tudi,
trong khi d6 ty 1& nay & tudi trung nién 1a 18%. Do d6 néu tinh lidu
luong thudc theo mg/kg co thé thi co si khac biét 15 rét & cac 16p
tudi tiry theo ban chit ciia thude 1a than lipid hay than nuée: voi cac
thudc tan nhiéu trong nudc, lidu lwong cho tré so sinh va nhil nhi
cao hon & ngudi truéng thanh nhim dat dugc cing ndng do thude
trong huyét twong. Tuy nhién mot yéu té khac can phai tinh dén 1a
kha nang bai xuét thudc ctia gan va than & tré em va vi vay muc liéu
cudi cuing dura ra phai dua vao tong thé cua cac qua trinh duoc dong
hoc & tré em chir khong chi dua vao mét qua trinh.

Ty 18 lién két cua thude véi protein huyét twong co sy khac biét &
cac 16p tudi. O tré so sinh, luong protein huyét tuong, dic biét 1a
albumin thap hon so v&i & nguoi 16n; hau qua 1a ndng d6 thude &
dang ty do trong méu ting 1én dan dén ting tic dung dugc Iy va doc
tinh (vi du: Phenytoin c6 ty 1& lién két protein 1a 95% & ngudi 16n
trong khi ¢ tré so sinh chi la 70 - 85%). Mat khac, albumin ¢ tré so
sinh chua du chét lugng, do do lién két giira thudc - protein kém
bén ving. Diéu nay tao nén kha nang canh tranh cia cac chét noi
sinh nhu bilirubin v6i thudc trong lién két v6i albumin. Vi vay cin
lwu ¥ twong tac ndy khi sir dung nhitng thudc c6 ty 18 lién két cao
véi protein ¢ tré so sinh nhu phenytoin, cac sulfonamid, salicylat,
diazepam. .. dic biét & cac ddi tuong co tang bilirubin huyét. O tré
trén 1 tudi, mot sb trang thai bénh 1y c6 thé anh hudng dén ty 1&
lién két thudc vai protein huyét twong 1a suy gan, suy thdn man, hoi
chung than hu, suy tim, suy dinh dudng...

Ty 1é thudc qua hang rao mau - ndo phu thuge 2 yéu té: Su hoan
thién cuia hang rao mau - ndo va tinh tan trong lipid cua thudc. O
tré so sinh, chitc ndng cua hang rao mau - ndo chua dugc hoan
thién nén mot s thude co thé di qua d& dang hon so véi & tré 16n
va nguoi 16n. Cén dic biét luu ¥ vOi mot sb trang thai bénh 1y nhu
viém mang ndo vi su tén thuong hang rao méau - nio do viém lam
tang kha nang thdm vao dich ndo tiy v&i nhiéu thude, trong do
¢6 khang sinh, mic du ¢ diéu kién binh thudng cac chat nay rat
it thdm; vi du nhu céc penicilin, cephalosporin (ngoai trir mot s6
cephalosporin thé hé 3 nhu cefotaxim c6 thé tham tdt ca khi mang
ndo khong bi viém). Riéng vdi cac aminoglycosid, do kich thudc
phén tir 16n va tinh tan trong lipid thip nén ndng do trong dich nio
tuy van khong da dat mirc cin cho diéu tri ngay ca khi mang ndo
bi viém. Lién quan dén tinh tan trong lipid ciia thudc: Cac thude
¢6 kha nang tan trong lipid cao nhu cac barbiturat, morphin... kha
ning vuot qua hang rao mau - ndo ¢ tré nho dé dang hon so véi
tré 16n va ngudi 16m, do d6 can Iuu ¥ khi chi dinh cac nhom thube
nay cho tré em.

Chuyén héa thube:

Trong 15 ngay diu sau khi sinh (ca tré sinh du thang hodc sinh
non), cac enzym lam chuyén hoa thudc & pha I chua diy du ca vé
chire ning va s6 luong; tuy nhién hé enzym nay s& dwoc hoan thién
dan kha nhanh va dén ngay thir 5 sau khi sinh (véi tré dii thang),
dura tré dd c6 mot hé enzym diy du dé chuyén hoa cac chét ndi sinh
(vi du: Bilirubin). Déi voi cac chat la nhu thube, kha nang chuyén
héa ¢ nhitng giai doan so sinh rit han ché; vi dy: O tré nhé hoat
tinh ciia enzym mono-oxygenase chi bang 2% dén 40% so véi ciia
ngudi 16n. Vi cac enzym lam chuyén hoa thude & pha 11, vi du
enzym glucuronosyltransferase chiu trach nhiém lién hop voi mot
s6 thudc nhu morphin, cloramphenicol hoéc bilirubin..., sy hoan
thién dé dat dén mirc d6 nhu & ngudi 16n chi dat dugc khi tré tir 3
tudi tro 1én. Vi nhimng 1y do trén, toc do chuyén hoa thude & tré dudi
1 nam, dic biét Ia tré so sinh yéu hon han so véi tré 16n va ngudi
16n, dén toi nira doi thai trir thude (t,,) kéo dai hon. Tuy nhién, khi
tré dat tir 1 thang tuoi trd 1én, hé enzym chuyén hoa thuodc ¢ pha I
hoan thién kha nhanh va nhin chung, tdc d6 khur hoat thudc & tré
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em tir 1 dén 8 tu6i manh hon & nguoi I6n. Mat khéc ty 1¢ trong
luong gan & tré em so voi thé trong lai 16n hon ¢ nguoi 16n, do do
lidu tinh theo can ning (mg/kg) v6i nhidu thube & lira tudi nay cao
hon lidu cho ngudi 16n. Didu nay 1y giai vi sao trong cac hudng dan
sir dung thudc khi tinh liéu theo mg/kg cho tré em ludn ¢ khuyén
céo vé tong liéu gioi han khong dwoc vuot qua cho 24 gid; mirc
giéi han bang mirc liéu danh cho ngudi 16n.

Thai trir thudc:

Chtre nang than ¢ tre so sinh (ca thiéu thang va du thang) yéu horn
50 VGi tré em cac 16p tudi 16n hon va ngudi 16n. Toe do loc cua cau
than (GFR) ¢ tré so sinh du thang 1a 10 - 15 ml/phat/m? trong khi &
tré so sinh thiéu thang chi bang khoang mét nira (5 - 10 ml/phut/m?).
Tbc do loc ctia ciu than dat dén béng nguoi 16n sau 3 dén6 thang
tudi nhung chirc ning ciia dng than thi hoan thién mudn hon. Chirc
nang than lién quan dén kha nang thai trir thudc, dic biét véi cac
thudc tan nhiu trong nudc, vi du vdi cac khang sinh nhom beta-
lactam, aminoglycosid, vancomycin. Chirc ning than kém dong
nghia voi sy kéo dai ntra doi thai trir va su tich liy thube. Tuy
nhién, cd 3 qua trinh: Loc qua cAu than, tai hip thu va bai xuit qua
dng than, duoc hoan thién kha nhanh ngay tir nhiing tuan déu sau
sinh va dat mic nhu ¢ nguoi truong thanh sau 1 nam tudi.

Nhin chung, nhiing khac biét vé dugc dong hoc gap chu yéu voi
tré so sinh va tré dudi 1 tudi. Tur 1 tudi trd 1én, cac khac biét vé
duge dong hoc so véi ngudi 16n khong nhiéu nén anh huéng it co
y nghia lam sang.

Vé dwoc lwe hoc

Ddp img véi thudc:

Tré em, didc biét 1a tré so sinh va tré dudi 1 tudi rat nhay cam déi
v6i mot sb nhom thude. Pac diém nay lién quan dén sy phat trién
chwa hoan chinh mét s6 co quan. Hé than kinh trung wong hoan
thién chdm va phai dén 8 tudi méi dat mirc bang ngudi 16n. Bén
canh do, tinh thdm cua hang rao mau - ndo ciing cao hon & ngudi
16n. Vi vay tré em & ltra tudi nay nhay cam ddi véi mot sé thude trc
ché than kinh trung wong nhu morphin, meprobamat, cloralhydrat,
phenobarbital...

Hé tim mach & tré em hoan thién sém hon hé thin kinh; chi mot
thoi gian ngén sau khi ra doi, hoat dong cua tim dd ngang bing
nguoi 1on. Tuy nhién, hoat dong cua h¢ tim - mach chi bao dam
duoc nhu ciu binh thuong, con khi gap stress hodc khi bi trc ché
boi thubc mé thi d& gap hién twong “qua tai” va dan dén truy tim
mach. Hién twong ha huyét ap qua mirc dé gap khi ding thude loi
tiéu va thudc ha huyét ap ngay ¢ liéu diéu tri.

Kha ning diéu hoa than nhiét chua hoan chinh cho dén 1 nam tudi.
Do d6 nhiéu thudc ha sét ¢6 thé gay bién dbi than nhiét mot cach
dot ngot, gy tut nhiét do qua muc hodc nguoc lai gay sot.

Da tré em c6 bé mit rong va tinh thdm cao nén rat nhay cam vai
thubc. Thude co thé gy di img, gdy doc khi boi 1én da. Cac dang di
g da rat kho phan biét v6i cac dang di tmg khong phai do thude.
Céc thubc thuong gy di ung da 1a: Cac sulfonamid, penicilin,
cephalosporin, barbiturat, phenytoin, aspirin, indomethacin, iod,
griseofulvin, phenothiazin, cac khéng histamin boi tai chd...

Tdc dung khéng mong muon (ADR)

Do dic diém vé sinh 1y cua tré em, ADR & 16p tudi ndy ciing c6
nhitng khac biét so voi nguoi 16n. Vi du, mot $6 ADR chi gap khi
dung cho tré¢ em nhu: Cham 16n khi dung corticosteroid, tetracyclin;
day thi sém véi androgen; vang da voi sulfonamid, vitamin K.

Nhiing lwu y vé sir dung thude cho tré em

Luwa chon thuéc

Khé khin trong viée sir dung thude dé diéu tri cho tré em 1a 16p
tudi nay khong dugc phép dem vao thir nghiém 1am sang trude khi
cép phép luu hanh véi mét thuée moi. Do d6 moi thong tin vé dugce

Iy, hiéu qua va do an toan déu ngoai suy tir két qua thir trén dong
vat non hodc ngudi trudng thanh. Cac hudng dan sir dung thude
thuong ghi “D¢ an toan va hiéu qua trén tré em con chua dwoc xac
dinh”. Thong tin vé st dung thudc cho tré em thudng thu thap tir
céc bao cdo vé do an toan sau khi thude luu hanh va tinh chinh xéc
trong huéng din sir dung thude phu thude vao qué trinh thu thap
dir liéu dé c6 duoc cac thong tin hudng dan bo sung so voi thong
tin ban dau. D6 ciing 14 1y do vi sao nhidu thubc méi c6 chdng chi
dinh cho tré em. Ké don cho tré¢ em thuong dugc khuyén lya chon
céc thude da co thoi gian luu hanh du dai vi di co du thong tin
thu thap tir dbi twong nay. C6 thé gap truong hop mét sb thude co
chéng chi dinh cho tré em nhung sau mét thoi gian luu hanh lai cho
phép ding. Nguyén nhan 14 do thong tin huéng dan sir dung thude
ban dau can ¢t vao s6 liéu nghién ciru trén dong vét non nhung qua
thuc té sir dung, ty 18 gap tac dung khéng mong muén cua thude
rat it hodc anh hudng khong trdm trong trén lam sang. Nguoc lai,
mot sb than trong va chéng chi dinh hodc han ché st dung cho mét
s6 16p tudi lai duoc bd sung sau mot thoi gian thude lwu hanh. Do
d6 cac thong tin vé sir dung thude cho tré em cin dugc cap nhat
thuong xuyén tir cac huéng dan chinh thirc cho nhi khoa.

Liéu lwong thuéc

Liéu luong thude ¢ tré em cin phai dwoc didu chinh theo dic diém
duoc dong hoc cua riéng timg thude, theo tudi (yéu td quyét dinh
chinh), tinh trang bénh, gidi tinh (dédc biét thoi ky day thi) va theo
muc do trAm trong ctia bénh.

Céch thong thuong nhit 14 sir dung liéu tinh theo cin ning co thé
(mg/kg) hodc theo 16p tudi nhur phén loai da néu trén.

Khi tinh lidu theo can ning co thé (mg/kg), c6 nhiéu truong hop
liéu cho tré em tlnh dugc cao hon nguoi 16n; didu nay lién quan
dén sy khac biét vé phan b va tdc do chuyén hoa thude & tré em.
Vi tré em béo phi, khong dugc st dung sb can thuc ¢ ¢ tré ma
phai tinh theo cin ning 1y twdng lién quan dén chidu cao dé tranh
qué liéu.

Véi cac thude c6 pham vi diéu trj hep, dac biét 1a cac thudc chéng
ung thu, cach t5t nhat 1a sir dung viéc tinh lidu luong thudc & tré
em theo dién tich bé mit co thé (BSA = Body Surface Area) vi
giita kich thudc va trong lugng ctia ngudi bénh c6 mdi quan hé phu
thudc tot hon néu chi tinh theo can nang. Can luu ¥ sir dung toan
dd dé tinh BSA: C6 loai danh cho tré em va loai danh cho nguoi
16n. Pon vi ciia BSA 1a m? va don vi lidu 1a mg/m?.

Liéu luong thudc & tré em trong Dugc thu qudc gia Viét Nam & da
s6 truong hop di duge ghi trong chuyén luan cia riéng timg thudc,
trir khi thude duge khuyén cdo khong dung cho tré em.

Ké don thuéc va hwéng dén siv dung thuéc

Phai déc biét coi trong viéc ghi don thude: Cac thong tin phai ro
rang, dac biét can luu y dén can nang va ltra tudi dé lua chon lidu
lwong phit hop. Ham luong trong mét don vi phén lidu (vién, gbi
bot, hon dich...), lidu ding va cach dung phai duoc ghi diy du.
Khi phai dua thudc theo duong tiém, tiém tinh mach dugc uvu tién
hon tiém bip vi sinh kha dung bao dam va it gy dau. Néu dua
thudc theo duong ubng, cac dang thude 1ong duoce khuyén khich vi
d& phan lidu chinh x4c hon va d& uéng hon dang vién.

Khi str dung dang vién (nén hoac nang), phai luu y chon ham lugng
vién phu hop véi viée chia liéu cho timg ltra tudi; cb ging tranh
viéc phai chia nho vién vi s& kho c6 dugc liéu chinh x4c hodc gap
dang vién khong dugc phép nghién hogc lam vd.

Déi vai cac thube uong co dang 16ng (sird, bot hodc cdm pha dung
dich hodc hdn dich ubng), cdn hudng din sir dung dung cu chia
liéu; khi luong thudc dua nho hon 5 ml, nén huéng din st dung
bom tiém nhya loai 5 ml dé rut thude uéng theo thé tich. Thudc sau
khi pha thanh dang 16ng cin cha y han dung (thuong 1a trong ngay
hodc mét vai ngay); phan khong ding hét phai bo di cho du han
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diing ghi trén bao bi chwa hét. Can luu ¥ nguoi nha bénh nhi khong
dugc tu y thém sita, nudce trai cdy hodc thudc khac vao dang thudc
long da pha dé tranh tuong tac bat lgi gdy giam liéu ding. Ciing
can nhéc nhé dé khong cho bit ky loai thudc nao vao trong binh
stra hodc thtre dn vi thude co thé tuong tac voi stta va thire an; hon
nira, lam nhu vay c6 thé s luong thudc dua vao co thé s& bj thiéu
hut néu dra tré khong dung hét sita hodc thirc n chira trong binh.
Cén luu y khi chon gid cho tré udng thude: Nén tranh danh thirc
tré vé dém dé tré ngu dugc di gidc; v6i nhimng truong hop tré mic
bénh man tinh, nén tranh gio tré phai udng thude ¢ truong vi kha
nang tuan tha ding thudc khé bao dam do tré quén hodc mac cam
v6i ban bé khong dam ubng.

Trong bao quan thudc, cn luu ¥ khong dé thude ¢ tim véi cua tré
em. Trude khi dung thudc, can kiém tra lai han st dung, dac biét
v6i nhitng thude du trit tai nha.

SU DUNG THUOC TRONG THOI KY
MANG THAI VA CHO CON BU

Thoi ky mang thai

T6 chirc Y té thé gii dinh nghia thoi ky mang thai binh thuong 1a
thoi gian trong khoang 38 t&i 42 tudn ké tir khi trimg dwoc thy tinh.
Thai ky thuong duge chia lam ba giai doan theo mdi 3 thang va anh
huéng cia thude dén thai nhi khac nhau & mdi giai doan.

Giai doan dau (tir thang thit nhat dén thang thir 3): Day 1a giai
doan can luu y nhat khi sir dung thudc. Giai doan nay bao gom 2
thoi ky 1a tién phdi va phéi. Thoi ky tién phéi kéo dai 17 ngay sau
khi trimg dugc thy tinh. O giai doan nay thai thuong khong nhay
cam voi cac yéu t6 6 hai vi cac té bao chua bit dau biét hoa. Poc
tinh cua thudc dbi v6i thai nhi tuan theo quy luat
khéng cé gi”, tirc 1a hodc phdi bao bi chét, hodc tiép tuc phat trién
hoan toan binh thuong. Chinh vi vay, cac bat thuong vé hinh thai
ctia thai hiém khi xay ra, trir truong hop thoi gian ban thai cua
thude kéo dai va thude con tiép tuc anh huong téi thoi ky phoi.
Thoi ky phéi duge tinh tir ngay thtr 18 dén ngay thir 56. Day 1a giai
doan t6i quan trong vi hau hét cac co quan cua co thé thai nhi dugc
hinh thanh va la giai doan d nhay cam cua thai nhi v4i doc tinh
ctia thude 16n nhét. Dung thudc trong giai doan nay c6 thé gy ra
nhitng bat thuong ning né vé hinh thai cho dura tré.

Giai doan 2 (tiv thang thir 4 dén thang thir 6): Thudc c6 thé tac
dong dén phat trién tang truong va chirc ning cua thai va giy doc
cho mo thai.

Giai doan 3 (tir thang thir 7 dén thang thir 9): La giai doan cudi thai
ky. Ngoai tac dong 1én sy tang truong va chirc nang cua thai nhu
& giai doan 2, thubc dung trong thoi gian trudce sinh hoic trong luc
chuyén da dé c6 thé co tac dung xAu dén chuyén da hoac cho tré
sau sinh. Do kha nang thai trir thudc ciia tré so sinh rat kém, mot
s6 thude 6 thé bi tich lily dang ké va gay doc cho tré. Vi vay can
dic biét chu y t6i mot s6 thube khi ding cho phu nit ¢6 thai gan
ngay sinh.

Tac dung c6 hai ctia thudc ddi véi thai nhi khi ding cho ngudi me
phu thudc vao cac yéu té nhu: Ban chat va co ché gay tac dung co
hai ciia thude, liéu lugng va thoi gian dung thude ctia ngudi me,
kha nang van chuyén thudc tir me vao thai nhi va giai doan phat
trién cta thai khi ngudi me dung thude.

Thuc nghiém trén dong vat cung cap rat nhiéu thong tin lién quan
dén tac dung gy quai thai cta thubc nhung céc két qua thuc nghiém
tir dong vat khong thé suy sang ngudi dwoc. Mit khac phy nit mang
thai 1a d6i tugng khong dugc phép thir thude trén 1am sang. Do do
kinh nghiém dung thudc trong thoi ky mang thai rat han ché.

“tat ca hodc

Pé bao dam an toan trong su dung thudc cho phu nit c6 thai, hé
thong phan loai thudc ding & thoi ky mang thai di dugc st dung &
nhiéu nuéc nhu My, Dirc, Phap, Uc... Nguyén tic chung ctia cac
hé thong phan loai déu dya trén nguy co ciia thude ddi véi thai nhi
khi sir dung cho ngudi me. Tuy nhién, cac hé thong phén loai nay
chi dua ra dugc nhitng du doan chung vé d0 an toan cua thudce khi
ding & phu nit mang thai ma khong dwa ra 16i khuyén cu thé “Cé
hay khéng” dugc sir dung thude cho ddi tugng nay. Cac khuyén
céo déu ghi “Cdn nhdc sir dung dia trén loi ich/nguy co” nghia la
thudc chi dwoc ké don trong thoi ky mang thai khi loi ich dbi véi
ba me vuot troi nguy co dbi véi thai. Vi ba thang déu thai ky, do
nguy co gay di dang thai nhi cao, tranh dung tat ca cac thuoc néu
¢6 thé duge. Can luu ¥ ca viée str dung thube cho nam gidi néu co
¥ dinh c6 con lién quan dén anh huong cua thude 1én tinh tring.
Khong ¢6 mot thude nao dugce coi 1 an toan 100% cho thai nhi.
Khi ké don, nén chon céc thube da duoc dung réng rai cho phu nir
mang thai; c6 ging han ché sir dung cic thuéc méi duge dua ra
thi truong hodc thube chua duge thir thach nhiéu va du lau vi con
thiéu bang ching vé do an toan cho di trong nay. Liéu ding nén
chon mtrc lidu thap nhét c6 hiéu qua. Nguoi ké don nén tham khao
danh muc “Cdc thuéc tranh dung hodc nén han ché dung cho phu
nit mang thai” trong cac tai liéu chuyén khao vé thude, hodc muc
“Sur dung thuéc cho phu nir mang thai” trong cac to hudng dan sir
dung thudc va can nhéc trén mdi ngudi bénh cu thé trude khi dua
ra quyét dinh.
Khi sir dung thude & phu nit mang thai, cdn tuén tha nhitng nguyén
tic sau:
1. Han ché t6i da ding thuc, déic biét trong 3 thang dau thai ky.
2. Néu phai dung thi nén chon thuéc theo phan loai do an toan cua
thuéc véi thai nhi. Tranh ding nhitng thuée chuwa dwoc sir dung
rong rai cho phu nir mang thai.
3. Ding thudc véi liéu thdp nhdt cé hiéu qua véi thoi gian ngdn
nhat c6 thé.

Thoi ky cho con bu

Nuoi con bang sita me rat c6 loi, khong chi vi gia tri dinh dudng
cua stra me la phu hop nhét cho dtra tré ma con vi tré ba me s& duoc
hu’(mg céc chat mién dich truyén tir me sang con qua sira. Vi Véy
néu nguoi me dung thudc trong thoi ky cho con bu thi can can nhic
anh hudng cua thuoc dén ca me va con bao gom:

Gay suy giam sy tiét sita ¢ me.

Anh huéng Ién cac co quan con non nét, chwa dii chire nang khi
md&i sinh nhw hé than kinh trung wong, hé tim mach, gan, than...
cua dura tre.

Cac thubc lam giam kha ning tiét sita & phu nit cho con bu
thuong 1a cac chit c6 anh huong t6i su tiét prolactin nhu estrogen,
bromocriptin, thubc loi tiéu... Viéc ké don lac nay tuy thudc vao
viéc can nhic loi ich diéu tri cho me va nguy co thiéu sita cho bé.
Vé anh hudng cua thuoc t6i dura tré: Tuy khong c6 bang chung vé
tac hai cua thudc truyén tir me sang con qua sita nhung c6 thé suy
luén tir cac thong tin sau:

Lirgng thudce hodc chdt chuyén héa cé hoat tinh dwoc truyén qua
sita. Diéu nay phu thugc ddc tinh duoc dong hoc o nguoi me.

Ddc tinh duoc dong hoc o dira tré.

Ban chat gdy déc ciia thuée hodc chat chuyén héa da sir dung.
Thuong thi lugng thude truyén qua sita it khi du dé gay tac dung
dll‘O’C 1y hodc tac hai, dic biét 1a cac thube hap thu kém trir phan g
man cam v6i thubc. Anh hudng chi gap khi lwong thude chuyen
qua sira kha 16n. Didu ‘nay thuong xay ra khi ngum me dung lidu
cao hodc khi ty 1& thudc & sita cao hon & huyét trong. Viéc ding
thudc & phu nit cho con bu phai dugc can nhéc sao cho ¢o6 thé dat
duoc muc tiéu diéu tri bénh cho me nhung lai it hoac khong gay
tac hai cho con.
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Dé sir dung thudc an toan trong thoi ky cho con bu, can tham khao

thong tin tir cac tai liéu chuyén khao, trong d6 co cac “Bang chi

dan vé chi dinh, chéng chi dinh, than trong” ctia mdi thuéc hodc

thong tin cua nha san xuét ghi trong t& hudng dan sir dung thude,

muc “Si dung thuéc cho phu nit mang thai va cho con bii”. Tuy

nhién, phu nit cho con ba khong phai 14 ddi tugng dugc thir nghiém

lam sang, do d6 thong tin c¢6 dwoc déu la két qua tong két sau khi

thubc dd Iuu hanh. Chinh vi vay ciing gidng nhu da néu & phan

“Sir dung thudc trong thoi ky mang thai”: Khi ké don cho ngudi

me nén chon céc thudc da duge dung rong rii va c6 ging han ché

su dung cac thudc méi duoc dua ra thi truong hoac thudc chua

duoc thir thach nhiéu vi con thiéu bang chimg vé do an toan cho

dbi tuong nay.

Khi sir dung thubc & phu nit cho con bi, can tuan thi nhitng nguyén

tac sau:

1. Han ché t6i da ding thuée cho nguoi me.

2. Néu phdi diing thi nén chon thuéc an toan cho tré bit me, thuoc
co ti 1¢ nong do sita/huyét twong thap, thai tric nhanh.

3. Tranh ding thudc liéu cao, nén ding trong thoi gian ngdn nhat
va ngung ngay khi dat hiéu quad.

4. Thoi diém ding thuoc nén chon ngay sau khi cho tré bii xong.

Két luan

Str dung thude cho phu nit mang thai hoic phu nit trong thoi ky cho
con bu déu phai rit than trong vi hdu qua dé lai s& c6 thé anh hudng
tram trong dén ca cudc doi cua tré trong twong lai. Chinh vi vay,
mdi chuyén ludn vé thude déu c6 muc: “Sir dung thuéc véi phu niv
mang thai va dang cho con bu”. Tuy nhién, thong tin thuong khong
ghi 15 “c6 dwge ding hay khéng?” ma chi 1a “cdn nhdc loi ich/
nguy co”’; do d6 trach nhiém ctia ngudi thay thude 1a rat 16n. Quyét
dinh cudi cing phai cin cir trén tinh trang bénh 1y cy thé & nguoi
me dé tim phuong thirc diéu tri phi hop nhit.

SU DUNG AN TOAN THUOC GIAM PAU

Dai cuong

Pau 12 cam nhan ctia mot ca thé khi ban than co thé bi va cham
v6i mot tac nhan gdy dau; tac nhan d6 c6 thé 1a mot yéu t6 kich
thich gay ton thuong truc tiép hodc gian tiép, tir bén ngoai hodc bén
trong co thé, trong thoi gian ngan hodc dai.

O con ngudi, dau 1a triéu chimg sém nhit bao hiéu bénh tat nhung
cling con la triéu ching tén luu trong va sau qua trinh bénh tat.
Triéu chimg dau gdm hai yéu té cdu thanh chu yéu la co thé (than
kinh) va tam ly (cam xuc).

Hiép hoi quéc té nghién ctu dau (ISAP, 1979) da dinh nghia: “dau
12 mot trai nghiém cam giac va cam xuc kho chiu két hop véi mot
ton thuong ciia md hién tai hodc s€ xdy ra, hoac dugc mo ta bé'mg
céc ngdn tir vé ton thuong do”.

V& mat sinh ly than kinh, su dan truyén cam giac ¢ co thé tr ngoai
vi (da, co, ndi tang) vé trung wong (tily séng, ndo bd) lién quan mat
thiét dén vai tro cua cac soi dan truyén than kinh c6 hodc khong
¢6 myelin bao quanh. Tiy theo duong kinh ctia sgi than kinh véi
bao myelin nhé hoéc 16n, tbe do dan truyén 6 thé tir mic cham
(0,5 - 2 m/gidy) hodc trung binh (5 - 30 m/gidy) dén mic nhanh
(35 - 75 m/giay).

Theo sinh Iy bénh, c6 thé phan biét ba hinh thai 1dm sang:

Pau tiép nhan kich thich nguy hai (nociceptive pain): Pau xay ra
do chén thuong vao cac md & co thé (da, co xurong, ndi tang) vi du:
Viém, giy xwong & chi, viém xuong khép, sau phau thuat noi tang.
Pau xudt xir than kinh (neuropathic pain): Pau khoi phat hodc bi
gdy ra do ton thuong tién phat hodc do rdi loan chirc niang hé than

kinh ngoai vi hay trung wong. O ngoai vi, vi du dau sau nhidm virus
Herpes, dau day than kinh mit, do dai thao duong, sau chén thuong
than kinh, sau phéu thuat than kinh; & trung wong, vi du dau sau tai
bién mach nao.

Pau hon hop (mixed pain): Pau tap hop cac thanh t6 xuat xi than
kinh va kich thich nguy hai, vi du: Pau r& than kinh thit lung, dau
1& than kinh ¢d, ung thu, hoi ching 6ng ¢ tay.

Thim kham chén do4n dau

Khi tiép can nguoi bénh, ngudi thiy thude can hoi vé tién sir bénh
tat, su phoi nhiém néu ¢o véi doc t6, qua trinh str dung cac phuong
thirc chéng dau va ca nhimng réi loan tam 1y, khi séc néu c6. Can
khai thac vé vi tri, phan b6 va loai hinh cua dau, thoi gian xuét hién
va anh hudng cta dau tdi sinh hoat hang ngay cua nguoi bénh.
Viéc tham kham 1am sang bao gdm: Kham toan thé, kham than
kinh, kham tam tri, khdm chuyén khoa lién quan, tham do chirc
ndng va xét nghiém can 1am sang.

Trén lam sang, co thé phdn biét hai hinh thdi dién bién cdp tinh
va man tinh:

Dau cap tinh xay ra tir vai gio, vai ngay dén dudi mot thang, thuong
do co tén thwong & mé va khi dugce diéu tri khoi ngudi bénh s& hét
dau. Pay la loai “dau tri¢u chung”.

Pau man tinh 6 thé kéo dai tir ba dén sau thang hoac lau hon nira.
No6i chung ngudi bénh thudng cam thiy dau lau hon thoi gian dy
kién khoi bénh. C6 thé coi day 1a “bénh dau”.

Pé phat hién va xdc dinh dau & ngwoi bénh, can chii ¥ t6i cac biéu
hién sau:

Céc diu hiéu va tridu ching am tinh: Ngudi bénh c6 thé thiy té b
va giam cam giac; mit hodc kém chét luong cam giac ddi voi cac
kich thich (nhu so, dau, nong, lanh, rung, 4n ép, kim cham).

Céc déu hiéu va tridu chimg dwong tinh nhu:

Loan cam (dysesthesia) 1a cam giac bat thuong kho chiu (nhu bj
dam, bi bén, bong, rat...);

Di cam (paresthesia) 1a cam giac bat thuong nhung khong gy kho
chiu (nhu bi cham lan tin, nhu vudng mang nhén...);

Pau ty phat (spontaneous pain) nhu bi dién giat cach ky, nhéi budt
nhu bi dam hay bi choc manh vao nguoi, hoac bong rat kéo dai...
Pau khi khéu goi kich thich (stimulus-evoked pain) c6 ba dang
1a: Nghich cam dau (allodynia): dau do kich thich khong gay dau;
Ting cam dau (hyperalgesia): Pau qua mirc d6i voi kich thich gy dau;
Cuong cam dau (hyperpathia): Dap trng dau bung phat cham nhung
cao dd véi kich thich dau nhac lai nhiéu lan.

Hién nay dé luong gia dau, ngoai tham kham 1am sang con c6 thé
sir dung mot s6 cong cu giup chan doan nhu: Thang nhin so mirc
dau tuong g (Pain Visual Analog Scale/VAS), Phan tich ngén
tr md ta dau cia nguoi bénh, By cau hoi McGill (McGill Pain
Questionnaire), Thang luong gia dau hidu va tridu ching dau cua
Leeds (LANNS scale) va B 4 cau hoi vé dau xudt xir thin kinh
(DN 4 Pain Questionnaire).

Diéu tri bing thubc gizm dau

Lam cho ngudi bénh giam bét dau 1a mot nguyén tic rat quan trong
trong diéu tri vi mot mit cam giac dau anh huong 16n dén co thé,
tam 1y va khi sic ctia nguoi bénh; mat khac néu dau cép tinh khong
duoc xir tri dung va kip thoi ¢6 thé din t6i dau man tinh cang kho
chira tri.

Theo sinh ly bénh, dau va viém c6 quan h¢ mat thiét v6i nhau.
Viém 1a biéu hién phan tg ctia hé than kinh, 1 mot qua trinh sung
huyét, gian mach, phu né. Viém 1a mot hién tuong khach quan sé&
gdy dau 1a mdt hién tugng chu quan. Do d6 diéu trj viém s& lam
giam dau va nguoc lai, didu tri dau s& gop phan giai quyét viém.
V& mit duge 1y, tuy theo thanh phﬁn cAu tao, cac thube giam dau it
nhiéu c6 tinh cht ha nhiét, giam dau, chéng viém va an than. Noi
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chung, cac thudc giam dau va chdng viém 1a nhimg thudc giam dau
rit manh dong thoi c6 tic dung gay té, gdy mé, gay ngi. Tac dung
thtr phat 1a rc ché hoat dong than kinh thyuc vat lam cho nhip tim,
nhip thd, qua trinh ti€u hoa bi tri tré, hon nira néu dung lau d& sinh
nghién va c6 thé gy loan than.

Thubc giam dau khong thugc dang opi

Pay 1a nhitng thudc c6 tac dung giam dau don thudn hodc két hop
v6i tac dung ha nhiét hay chong viém, hodc c6 khi két hgp dong
thoi ca ba tac dung d6. Tuy nhing thudc giam dau - ha nhiét -
chéng viém 1a nhitng thudc théng thuong nhung déu co thé gy
16i loan vé mau (vi du gy chay mau da day), rdi loan vé than, trc
ché hé than kinh 1am cho co thé mét moéi. C6 mot sé ho khac nhau
nhung dang chi ¥ nhat 1a acid salicylic va cac dan xuét ciia para-
aminophenol (vi du paracetamol).

Aspirin (acid acetylsalicylic)

Aspirin dugc chi dinh ddi véi nhirc dau, dau co xuong nhét thoi,
dau khi hanh kinh va sét. Hién nay con duoc dung dé chdng két tap
tiéu cau (giam dong mau, chdng tic mach).

Aspirin thuong gay kich Gng da day nén dwoc khuyén cao dung
thudc sau khi an. Cé nhimng ché phdm dang bao tan trong rudt
nhung tac dong thuong cham hon.

Cn chu v 1a aspirin tuong tac véi nhiéu loai thudc khac, dic biét
la warfarin.

Paracetamol

Paracetamol 14 din xuét cta para - aminophenol, ¢6 tac dung trong
ty nhu aspirin nhung khéng ¢ tic dung chong viém, mat khac
it gay kich ing da day. Tuy nhién ding qua liéu c6 thé gy ton
thwong gan, doi khi chi biéu hién sau tir 4 dén 6 ngay.

Thubc giam dau dang opi

Day la cac din xudt tir opi hodc cac chét ban tong hop loai opi. Phan
16n cac chit nay duoc st dung lam thudc giam dau va morphin
dugc coi 1a chudn dé so sanh dbi chiéu véi cac thude giam dau
dang opi khac.

Céc thubc dang opi thuong duoc dung diéu tri cac ching dau tir
muc vira dén mirc nang, dac biét dau do nguén géc ndi tang hodc
do chén thuong.

Morphin 13 thudc giam dau manh nhit c6 thé dung trong dau cip
tinh va dau man tinh (ké ca dau do ung thu) ciing nhu hay dugc
ding tién mé va trong chén thuong.

Fentanyl va cac chat ddng dang chu yéu dugc dung gay té, gdy mé
trong qua trinh phiu thuat.

Methadon c6 tac dung yéu hon morphin nhung c6 thé ding timg
dot lau dai; mdt khac co thé thay thé morphin & ngudi bénh d& bi
kich thich ddi véi morphin.

Pentazocin khi tiém thuong manh hon dihydrocodein hodc codein
nhung c6 thé gay 4o giac va réi loan tu duy. Thude nay khong duogc
khuyén cdo va dic biét cin tranh ding cho ngudi bénh sau nhdi
mau co tim.

Pethidin c6 thé gay giam dau thoi gian ngén va it gy tdo bon hon
morphin. Thudc nay thuong duge sir dung dé giam dau khi chuyén
da, tién mé, chan thuong.

Tramadol cling co6 tac dung giam dau nhung it tdc dung thir phat
hon cac thube dang opi khac nén hay duoc dung trong dau do ung
thu hoac dau sau ph?lu thuat.

Codein thuong duge ding diéu trj khi dau khong nang 1am va hay
duogc két hop voi cac thube giam dau khong thudc dang opi nhu
aspirin, paracetamol hodc cac chét chdng viém khong steroid khac.
Mot sé dan xuat khac nhu dextromethorphan hodc pholcodin dugc
ding 1am thudc ho; con diphenoxylat va loperamid dwoc dung diéu
tri ti€u chay.

Diéu dang chil y trudc tién 1a “can canh giac dbi véi bién ching

suy ho hap” rat hay xay ra khi sir dung morphm va nhom thude
dang opi tiém tinh mach hoic tiém bép, c¢6 thé gy tir vong. Do d6
can can nhéc tién lwong dbi v6i thé trong ciing nhur tinh trang bénh
tat cia nguoi bénh. Mit khac str dung nhiéu 1an hodc dai ngay cac
thudc giam dau dang opi co thé gdy nghién. Noi chung can than
trong dbi véi cac trudng hop hen, suy chirc ning hé hip, choang,
ha huyét ap, nhuoc co, phi dai tuyén tién liét, bénh duong rudt va
duong mat, dong kinh. Can giam lidu thube & ngudi bénh cao tudi,
suy giap va suy thuong than.

Thudc chdng viém

Trong thyc hanh 1dm sang, cac thubc nay gdm hai loai:

Thuéc ché'ng viém loai steroid

Day 14 céc corticoid v6i rt nhiéu thude khac nhau nhu hydrocortison,
hydrocortancyl, triamcinolon, betamethason, prednison, methyl-
prednisolon, triamcinolon, depersolon, dexamethason.

Thuéc chéng viem khéng steroid (NSAID)

Piy 1a mot nhém céc acid hitu co co tich chat giam dau, chong
viém va ha nhiét. Cac thudc chdng viém khong steroid 14 nhiing
chit e ché enzym cyclo-oxygenase c6 kha ning trc ché truc tiép
qua trinh sinh tong hop cia cac prostaglandin va thromboxan tir
acid arachidonic. Enzym cyclo-oxygenase (COX) c6 hai dang:
COX-1 va COX-2. Néu trc ché COX-2 ¢6 thé lién quan dén cac
dic tinh giam dau, chong viém va ha nhiét cua cac thudc chdng
viém khong steroid; con néu tic ché COX-1 c6 thé gay doc, nhat la
d6i véi dng tiéu hoa. Phan I16n cac thude chong viém khong steroid
ding trong 1am sang déu wrc ché ca hai loai COX-1 va COX-2.
Céc thude chdng viém khong steroid thuong duge dung trong cac
bénh ¢ biéu hién viém, ddc biét 1a cdc bénh khop. Co ché bénh
sinh ciia qué trinh viém trong cac bénh khop rét phic tap voi su
tham gia ctia nhiéu yéu t6 nhu thé dich, t& bao, cac chit trung gian
hoa hoc, v.v... nhung c6 hai yéu t quan trong nhét 1a:

Céc enzym tiéu thé do céc tiéu thé cua thyc bao giai phong ra, 1a
nhitng yéu t6 gdy phan tmg viém rat manh;

Céc prostaglandin dwoc tao nén do sy chuyén hoa cua cac
phospholipid mang t& bao, 14 san phidm téng hop cua cac té bao
viém. Cac prostaglandin c6 kha nang gay viém cép tinh va man tinh.
Do d6 hau hét cac thudc chng viém déu co hai tac dung:

Lam bén vitng mang tiéu thé khong cho giai phong ra cac enzym
tiéu thé;

Ut ché qua trlnh tong hop prostaglandin tir cac phosphohpld mang
Ngoai ra mot sb thude con co kha ning trc ché sy di chuyén cua
bach ciu da nhan, ngan can qué trinh két hop khang nguyén va
khang thé.

Céc thude chdng viém khéng steroid dugce dung dé lam giam dau
muc nhe va mc vira, khi sét nhe, trong cac bénh ly viém cép tinh
va man tinh nhu viém xwong khép, viém khép dang thép, viém
khép thiéu nién tu phat, viém cot song dinh khép. Ngoai ra cac
tru’ong hop viém gan, viém bao hoat dich, viém khép do réi loan
chuyén hoa (bénh gat), bénh thép ngoal khop ciing duge dung co
hiéu qua. Céc thudc nay con c6 thé didu tri viém va dau sau chan
thuong hodc sau phau thuat, 1am giam dau bung khi hanh kinh,
viém phan phu, hd trg trong nhiém khuén tai - miii - hong va rang -
ham - mit cép tinh.

C6 thé xép loai cac thube chdng viém khong steroid theo cac gbc
hoéa hoc nhu:

Nhom pyrazol: Vi du Phenylbutazon, oxyphenyl butazon...

Vi ¢6 thé gy ra nhiéu tai bién nén hién nay cac thudc nay dugc chi
dinh rat han ché.

Nhom indol: Vi du: indomethacin.

Cac thudc nay dugc ding rong rii vi it gay tic dung khong mong
mudn nhung ¢6 tic dung chéng viém kha manh nén thudng duoc
chi dinh cho cac bénh khdp co viém va dau.
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Nhom anthranilic: Vi du: acid niflumic.

Nhom  phenylpropionic: Vi du: ibuprofen, ketoprofen, acid
tiaprofenic.

Cdc logi khac: Vi du: Diclofenac, piroxicam, tenoxicam...

O day co thé xép vao ca thube aspirin.

Hién nay celecoxib 1a mot thubc chéng viém khong steroid duoc
sir dung kha rong rai tai nhiéu nude trén thé gidi vi it gdy tac dung
khong mong muédn.

Nguyén tic chung khi sit dung thuéc chong viém

Duing thudc chdng viém nén than trong khi ngudi bénh c6 tién st
dau vung thuong vi, di g, viém than, suy gan & ngudi gia yéu va
phu nit mang thai.

Khi ding liéu cao (lidu tin c6ng) chi nén kéo dai tir 5 dén 7 ngay va
nén dung dang thudc tiém. Ngoai dudng tiém va ubng c6 thé ding
dang thudc dat hdu mon hodc thude bdi ngoai da it gay cac tai bién.
Nhitng tac dung khéng mong muon hay gdp la:

Da day: Dﬁy bung kho tiéu, con dau da day, chay mau tiéu hoa,
thing da day.

Than: Viém than, phu, dai ra mau, suy than.

Phan tng ngoai da va di tmg: Man ngtra, viém da nhiém doc, hen
phé quan.

Méu: Giam bach cdu, chay mau, suy tiy.

Gan: Mot vai loai thube c6 thé gay viém gan va suy gan.

Noi chung khéng nén phdi hop nhiéu loai thubc chéng viém ddng
thoi vi c6 thé ting thém nguy co xay ra tai bién.

Thubec gizm dau gitp dinh dudng

Nguoi ta da biét tir 1au tic dung chéng dau cua cac vitamin nhém B
dac bigt la:

Vitamin B (thiamin).

Vitamin B, (pyridoxin).

Vitamin B, (cyanocobalamin, hydroxocobalamin) va coenzym cua
vitamin B, la cobamamid, deoxyadenosincobalamin, methylco-
balamin.

Céc vitamin nhoém B c6 thé ding riéng hodc phdi hop véi nhau.

Mot s6 thudce khac ¢é tic dung hd tro giam dau

Ngoai cac thudc noi trén, trong mot ) truong hop dac biét mot )
thudc khéc ciing c6 kha ning giai quyét triéu chimg dau nhu:
Thudc an than kinh, thuéc chong tram cam: Chong dau trong ung thu.
Thuéc chong co cimg co: Chéng dau do co thét cac co van;

Thuéc dong kinh: Mot sb thude ¢6 thé dung didu tri cac chimg dau
day than kinh (neuralgia).

Amitriptylin

Day la mot thude chdng tram cam ba vong. Ngoai tac dung chu yéu
diéu tri trAm cam, thudc con c6 thé duogc sir dung trong bénh day
than kinh do d4i thdo dwong, dau sau nhidm virus Herpes, dau gay,
dau lung, dau trong chi ma, dau xo co, dau trong viém khdp va du
phong dau nira dau.

Tac dung thtr phat can ch y 1a ha huyét ap tu thé, nhip tim nhanh,
tang nhan ap, liét rudt va sbt cao.

Carbamazepin

Ngoai tac dung khang dong kinh, thudc con co tac dung trong diéu
tri dau ddy tam thoa, dau day thiét - hau, dau xuét x{r than kinh.
Céc tac dung thir phat dang chu y 1a: Giam bach cau, ting men gan,
hoi chimg Stevens-Johnson, giam chirc nang giap, ha natri - huyét.
Oxcarbazepin

Thubc duge dung chi yéu didu tri dong kinh nhung co thé st dung
lam giam dau ddi voi dau ddy tam thoa va dau xuat xtr than kinh.
Céc tac dung thir phat ciing giéng nhu ddi voi carbamazepin.

Phenytoin

Thubc ¢6 thé duoc sir dung diéu trj dau day than kinh tam thoa,
dau day than kinh thiét - hau, dau xuat xtr than kinh va dy phong
dau nira dau.

Cén canh giac dbi voi cac tac dung thir phat nhu: Ha huyét ap, rdi
loan dén truyén tim, r6i loan mau, viém gan nhidm doc va di tng.
Dung thude lau dai véi lidu cao co thé gay teo tiéu ndo.
Gabapentin

Thube duoc dung diéu tri dau than kinh sau nhiém virus Herpes,
dau than kinh mat, dau xuat x( than kinh, dau xo co va ca du phong
dau nira du.

Céc tac dung thtr phat bao gém: Budn ngu, chong mat, mét nhoc,
loang choang, lgm giong, kho miéng, tao bon, nhin mo, phu ngoai vi.
Pregabalin

Thude duge dung trong dau xuét xi than kinh két hop voi bénh day
than kinh do dai thao duong hodc sau nhiém virut Herpes, dau xo
co, dau than kinh mat va du phong dau nira dau.

Cén chu y tdi cac tac dung thtr phat nhu giam tiéu ciu, ting men
gan, r6i loan tiéu hoa.

Baclofen

Thubc 6 tac dung chi yéu lam gidn co xuwong nén thuong duoc chi
dinh trong cac truong hop co ctiing co gdy dau nhu trong bénh ly
tay song. Ngoai ra c6 thé dung trong dau day thin kinh tam thoa,
dau xuat x{r than kinh va ca dy phong dau nira dau.
Dihydroergotamin, methysergid, sumatriptan, zolmitriptan 1a nhitng
thude chi yéu thudng duoc ding phong va diéu tri dau nira diu.

Lua chon thudc gizm dau ¢ ngudi l6n

Paracetamol va cac thudc chdng viém khong steroid 1a cac thude
thuong dugc Iya chon dau tién dé diéu tri cac chimg dau tir mirc
nhe t6i mirc ning nham ting cuong tac dung cua cac chit dang opi.
Céc thube nay thich hgp cho nguoi bénh bi dau cAp tinh hodc man
tinh. Str dung cac thudc giam dau khong opi khong dang ngai vé
tinh trang bi 1¢ thudc tam 1y hodc nhon thuée, nhung khi tang lidu,
hiéu qua cua thudc ciing khong ting thém.

Aspirin va cac thudc chéng viém khong steroid khong chon loc
thudng trc ché chirc nang tiéu cau, anh huong toi duong tidu hoa va
¢6 thé gy cac phan ing man cam ké ca hen. Cac chat irc ché chon
loc COX-2 tuy it gdy nguy co ddi v6i dudng tiéu hoa nhung thuong
duogc dung han chévie ngai cac tac dung phu nang v& tim - mach.
Paracetamol khong c6 tac dung phu vé huyét hoc hodc ti€éu hoa
nhung liéu cao c6 thé gy nhiém doc gan nang dan t6i tir vong.
Paracetamol két hop voi mot thude chong viem khong steroid lam
tang cuong giam dau.

Codein thuong duogc lya chon dé didu tri cac ching dau tir muc
vira t6i muc nang; ciing ¢6 thé ding dihydrocodein va tramadol.
Trong dau cip tinh, ph6i hop codein véi paracetamol di liéu co thé
lam tang giam dau hon so v4i dung paracetamol don thuan; nhung
khi dung nhéc lai s& gy ting ty 1é tic dung phu. Néu phdi hop
dextropropoxyphen véi paracetamol hodc aspirin ciing khong dat
hiéu qua hon so véi aspisin hodc paracetamol don thuan.

Morphin chu yéu dugc dung diéu tri dau cap tinh khong do bénh 4c
tinh va dau do ung thu. Str dung morphin trong cac chirng dau man
tinh khong do ung thu con dang gay tranh luan vi s¢ gay nghién va
suy ho hdp. Cac thudc dang opi c¢6 tac dung & mot sb trueong hop
dau xuat x{r than kinh.

Doi khi ¢ thé sir dung cac thue dang opi khac nhu methadon
hodc oxycodon c6 tac dung dai hon morphin nhung can cha y la
khéng duoc cho ding qua hai 1an mdi ngay khi diéu trj dai ngay
vi ¢6 nguy co tic ché dan hé¢ TKTW va qua lidu. Alfentanyl va
fentanyl c6 tac dung nhanh nhung pethidin khéng dugc khuyén
céo. Diamorphin hodc hydromorphon c¢6 thé dugc ua dung hon
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morphin vi thudc hod tan hon va c6 thé cho véi mét lugng nho hon.
Tramadol c6 thé gay anh hudng it hon t6i chirc nang ho hip va tiéu
hoa so v6i ciing lidu cac thude dang opi khéc ciing c6 tac dung ddi
v6i dau xuat xt than kinh.

Céc tac dung khong mong mudn cua cac thude dang opi bao gdbm
an than, budn ndn, nén, tdo bon va nguy hiém nhét 12 trc ché ho
hép. Cac tac dung d6 n6i chung thudng dwoc ngudi bénh dung nap
con tao bon c6 thé ngira dugce bang thude nhuan trang.

Mot s6 thude khac c6 thé sir dung don thuan hodc hd trg trong xir
tri dau. Cac chat chdng trim cam ba vong nhu amitriptylin lidu
thip c6 thé dung trong cac chimg dau man tinh kho chita tri nhu
dau do bong, dau than kinh sau zona, bénh than kinh do déi thao
duong, dau day tam thoa.

Céc thubc chéng dong kinh (nhu carbamazepin, gabapentin va
pregabalin) ¢6 tac dung giam dau xuat xtr thin kinh.

Céc benzodiazepin va cac thudce gidn co khac nhu baclofen hodc
dantrolen c6 thé lam giam dau do co thit co.

Thubc diéu bién xwong nhu calcitonin va biphosphonat ¢ thé
ding trong dau ung thu do di cin xuwong. Biphosphonat lic dau co
khi gy tang dau xuong thoang qua.

Céc corticoid c6 thé cai thién dau xuat x{r thin kinh va ciing c6 thé
lam giam nhirc dau do ting 4p luc trong so va dau do di cin xuong.
Mot s6 thude gay mé hit duoce dung véi liéu thap hon lidu gdy mé
dé diéu tri dau cp tinh. Dic biét oxyd nito cho cing véi oxy dé
lam giam dau trong thu thuat san khoa, nha khoa va mét s6 thu
thuat khac va ca trong xr tri cip ctru.

Luwa chon thudc giam dau & tré em

Céc thudc giam dau khong opi dugce ding cho tré nho va tré em
don thuan dé didu tri chiing dau nhe hodc bd tro cho mot thude
giam dau dang opi trong truong hop dau nang. Paracetamol tuy
khéng c6 tac dung chdng viém nhung thuong duge sir dung. Cac
thudc chéng viém khong steroid nhu ibuprofen ding diéu tri chimg
dau nhe, dic biét khi ¢6 viém hodc chin thuong. Thuong han ché
dung aspirin vi e ngai hi chung Reye.

Céc thube dang opi van 1a thudc chu yéu dé diéu trj chung dau &
tré em tir muc trung binh téi mirc ning va morphin van 1a thude
chuén dé cac thudc khéc so sanh. Morphin dugc tiém tinh mach dé
giam dau nhanh (nhu sau bong, giy xuong hodc céc chan thuong
khac) va dugc chinh liéu dé dat dugc lidu giam dau thich hop. Néu
khéng tiém duoc tinh mach, c6 thé cho uéng morphin nhung tac
dung thuong cham hon va khong du doan dugc. Mot s trudng hop
dugc ding diamorphin cho vao mili dé thay cho tiém tinh mach
morphin. Tiém truyén tinh mach lién tuc morphin ¢ hodc khong
6 lidu nap ban dau duoc ap dung dé diéu tri dau sau phﬁu thuat
nhung can phai diéu chinh tdc do6 tiém truyén dé dat dwoc sy can
bang giita giam dau va suy ho hap (can chu y dic biét téi tré so
sinh). Morphin tiém du6i da ciing di duoc ding chu yéu dé giam
dau trong giai doan cudi ctia ung thu & tré em. Thude c6 thé tiém
bap nhung rat dau va do d6 c6 thé chi dé dung thoi gian ngan.
Fentanyl ciing duoc st dung dé giam dau thoi gian ngén trong cac
thu thudt ngoai khoa. Hon hop oxyd nito va oxy dé hit co thé sir
dung dé giam dau so bd va ngin trong cac thu thuat gay dau.
Thubc gay té dic biét pht hop dé xt tri dau cp tinh trong cham soc
ban ngay. Con ketamin dugc dung trong cac thu thuat gay dau thoi
gian ngan nhu khi nan xuong giy va chinh tri raich mat ¢ tré em.

Két luan

Dau khong chi 1a mét triéu ching ma con 1a mot bénh 1y rit phd
bién trong 14m sang & moi chuyén khoa y hoc. Trong thuc hanh,
ngudi thiy thube diéu tri cn phai van dung moi phuong phéap 1am
sang va can lam sang dé x4c dinh bénh canh thyuc t& va nguyén

nhan gay dau ¢ nguoi bénh.

Trong chién luge sur dung thube dé didu tri dau cho nguoi bénh, Tb
chirc Y té thé gisi da khuyén céo cach tmg dung mé hinh ba béc
thang tir thap 1én cao la:

Bac 1: Cac thudc giam dau thong thudng, vi du paracetamol;

Bac 2: Céc thude giam dau két hop voi din xudt tir opi, vi du
paracetamol két hop véi codein;

Béc 3: Cac thube giam dau manh.

Str dung thudc 1a mot bién phap chu yéu trong didu tri dau. Tuy
nhién trong thyc hanh 1am sang con ¢6 nhidu phuong phap quan
trong khac nhu liéu phap vt 1y (bao gdm ca xoa bop, st dung nhiét
va lanh), cac k¥ thuat kich thich than kinh (nhu cham ctru, kich
thich ty séng, kich thich dién qua da) va ca phau thudt than kinh.
Ngoai ra, d6i voi moi ngudi bénh dugc diéu tri dau, mot hd trg vo
cling quan trong khong thé thiéu dugc 1a liéu phap tam 1y.

SU DUNG HQP LY
CAC THUOC PIEU TRI BENH HEN PHE QUAN

Dic diém co bian ciia bénh hen phé quén

Hen phé quan (HPQ) 1a hoi chimg viém man tinh dudng ho hap,
¢6 sy tham gia ctia nhidu loai té bao gay viém cung véi cac kich
thich khac lam tang phan tmg phé quan, gdy nén tinh trang co thit,
phu né, ting xudt tiét phé quan, lam tic nghén phé quan. Biéu hién
lam sang cua HPQ 1a con kho thd kho khe, chu yéu 1a khé tho ra;
nhitng biéu hién nay c¢6 thé hdi phuc ty nhién hodc do ding thudc.
Co ché bénh sinh ciia hen phé qudn

Co ché bénh sinh cta HPQ rat phtrc tap do sy tac dong cia nhidu
yéu t6 khac nhau trong d6 c6 sy tham gia cua cac di nguyén, cac té
bao gay viém, co dia atopy, r6i loan hé thin kinh tu dong, nhiém
khuén hodc virus, 6 nhiém moi truong, thay ddi thoi tiét v.v...Cac
yéu t6 nay tac dong dan dén tinh trang viém, co thit phé quan va
gia tang phan g phé quan. Day 1a ba qua trinh trong co ché bénh
sinh HPQ, trong d6 viém dong vai tro co bén.

Co ché dap tmg mién dich trong HPQ thudc loai hinh di tng typ I
theo phan loai cta Gell - Coombs, con c6 tén goi la loai hinh phan
v&, reagin, ¢6 nhiéu thanh phan tham gia.

Trude hét, phai ké dén cac di nguyén (DN), thanh phan quan trong
tham gia co ché nay. Cac DN gdm nhiéu thé loai khac nhau nhu cac
loai bui, trong d6 bui nha 1a nguyén nhan chinh, 1oi dén pha‘in hoa,
long vii, thire an, hoa chét, céc vi khuén, virus, nAm méc.

Tiép theo 14 vai trd ciia khang thé IgE (KT IgE), cac té bao giy
viém. Sy két hop DN - KT IgE xay ra trén dudng bao (mastocyt),
bach cdu 4i kiém (basophil) v.v... s& xay ra phan tng di tmg, tom
tét nhu sau: Khi DN xam nhap vao co thé, DN bi céc t& bao trinh
dién khang nguyén tiép nhan, cac té bao nay truyén dic diém céu
triic cia DN dén té bao Th,. Th, duéi tac dong ciia interleukin 4
va 13 1am té bao lympho B biét hoa thanh plasmocyte. Té bao nay
téng hop KT IgE. Cac KT IgE gin trén mang dudng bao nhd cac
receptor dac hiéu. Khi DN 14n tht hai vao co thé, DN s& két hop
v6i KT IgE da gén sin trén mang dudng bao, sy két hop nay lam
dudng bao vo cac hat dy trir (degranulation) giai phong hang loat
céc cht trung gian hoa hoc nhu histamin, serotonin, bradykinin v.v...
gdy viém niém mac phé quan, ting xuét tiét, phii né va co thit phé
quan, lam xuét hién tridu chirng hen.

Qud trinh viém trong hen phé quin

Céc té bao gdy viém trong HPQ bao gém dai thuc bao, bach cau
da nhan trung tinh, bach clu ai kiém, bach ciu ai toan, dudng
bao, t& bao lympho T va B. Cac té bao nay tiét ra cac chat trung
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gian hoa hoc gdy viém nhu histamin, serotonin, brandykinin, cac
prostaglandin (PG) nhu PGD,, PGF PGE.,... cdc leucotrien (LT)
nhu LTC » LTD,, LTE,, kinin, yeu o hoat hoa tiéu cAu PAF (Platelet
Activating Factor).

Nhiéu cytokin giy viém dugc giai phong tir thromboxan A, dai
thuc bao, t& bao B nhu Interleukin (IL): IL,, IL,, IL, yéu t6 kich
thich dong dai thyc bao hat GMCSF (Granulocyte Macrophage
Colony Stimulating Factor) gdy viém dit doi 1am co thét, phu né,
sung huyét phé quan.

Céac bach ciu 4i toan tiét ra mot sd chit trung gian MBP, ECF lam
troc bidu mo phé quan, giai phong cac neuropeptid gdy viém nhu
chat P, VIP...

Vai tro ctia phan tir két kinh dwoc phat hién gin ddy bao gdm
ICAM-1 va VCAM-1 (Intercell Cell Adhension Molecule va
Vascular Cell Adhension Molecule) c6 mdi quan hé gan bo trong
qua trinh viém di Ung.

Céc té bao gdy viém néu trén c6 vai tro khac nhau, chang han bach
ciu 4i toan tang pht hop voi mirc do nang cua hen, bach cau nay
phong thich ra nhiéu chit trung gian hoa hoc. Céac dai thue bao xudt
hién nhiéu trong 16p niém mac va tham gia vao phan tng viém do
tiét ra cac cytokin, cac dudng bao co nhidu trong niém mac phé
quan va la té bao khéi phat phan g di tmg tirc thi khi tiép xuc véi
DN... Do tac dong cua cac té bao viém, cac chét trung gian hoa hoc
gdy viém, v6i sy tham gia ciia cac cytokin, dan dén qua trinh viém
phé quan, ngoai ra con dén dén tinh trang co thit phé quan, tang tiét
dich va phu né niém mac phé quan.

Qud trinh co thit phé qudn

Co thét phé quan 14 hau qua ciia qua trinh viém va sy tac dong cta
hé thén kinh, ngoai ra tinh trang ion calci xam nhép té bao, cac té
bao dudng bao v& hat du trir giai phong hang loat cac chat trung
gian héa hoc ciing gay viém va co that phé quan.

Ngoai tac dong cuia cac chit trung gian héa hoc giy viém, ngudi
ta con nhéan théy vai trd cia céc hé thin kinh tu dong (autonome),
do la:

Heé tiét cholin: Tiét acetylcholin 1am gian mach, tang tiét dich va
co that phé quan.

Heé giao cam (adrenergic): Gy co mach, co phé quén.

Trong cc chit trung gian hoa hoc gy viém, vai trd cia cic
leucotrien rat dugc chu y, day 1 san pham chuyén hoa cia acid
arachidonic thong qua su xuc tac ctia 5 - lypooxygenase hinh thanh
hai typ leucotrien: Studio Peptid va LTB, c6 tic dung co phé quan
rat manh. Prostagladin, ddc bi¢t PGD,, yéu td hoat hoa tiéu ciu
(PAF) do dudng bao tiét ra thiic ddy sy giai phong histamin tir bach
cdu 4i kiém lam co that phé quan, ban than PAF 1a chét trung gian
hoéa hoc thir phat ciing 1am co phé quan.

Gia tang tinh phdn wng phé qudn

Tang phan tmg phé quan véi cac yéu td kich thich 1a dac diém quan
trong trong co ché bénh sinh HPQ. Trong nhiéu cong trinh nghién
ctlru, c4c tac gid cho théy mutc d6 tang phan tmg phé quan phu hop
v6i mirc do viém phé quan. Ngoai ra, su gla tang tinh phan tng
phe quan con c6 sy tham gia clia cac yeu t6 moi trudng, co tron
phé quan, than kinh. Co tron phé quan ctia ngudi bénh hen ¢6 phan
tmg quéa murc khi cho ngudi bénh hit cac duoc chét co tic dung
co thit phé quan; phé quan dap tng co that mot cach bat thuong.
Pay ciing 1a phan g qua mirc ciia phé quan trudc cac tac nhan
kich thich tir bén ngoai nhu di nguyén, khoi bui cac loai, khong khi
lanh, géng stic, cac yéu t6 vat 1y, hoa hoc... Tinh trang nay c6 thé
do & ngudi HPQ ¢6 su mét cin bang hoat dong giira hé adrenergic
va cholinergic, su phan tng bit thuong cta co tron phé quéan, su
gia ting qua trinh viém phé quan, su ting nhay cam v&i di nguyén.
Tém lai, tir ba qua trinh viém, co thit phé quan, gia ting tinh phan

{mg phé quan dan dan lam thay ddi to chiic giai phiu bénh ciia phé
quéan do phu né niém mac phé quéan, phan hity biéu mé phé quan va
lam day thém mang co ban, phi dai co tron phé quan, tham nhiém
té bao viem.

Ngoai ra, hau qua ctia ba qua trinh trén con lam ting s6 lugng té
bao tiét nhay, phi dai cac tuyén dudi niém mac, gian mach va tao
nat nhay trong 1ong phé quan.

Cic thude diéu tri hen phé quin

pé giai quyét tinh trang viém duong thd, co that phé quan va tang
phén g phé quan, trong diéu tri nguoi ta phai dung thudc chdng
viém, gian phé quan va giam phan Gng phé quan.

Cic thuéc diéu tri cit con va kiém sodt triéu chirng

Thuéc kich thich beta, tac dung nhanh SABA (Short Acting f,
Agonist):

Céc thudc nhom nay tac dong trén thy thé beta, & mang té bao co
tron phe quéan thong qua hoat héa enzym adenylcyclase lam tang
chuyén hoa ATP thanh AMPc lam gidn co tron. Ngoai ra thudc
cuong beta, con c6 tic dyng gian mach, e ché phong thich cac
chat hoa hoc trung gian, tang hoat dong bo long chuyén din den tac
dung tang thai chit nhay, ngan ngira thoat mach, tranh phu né, trc
ché co that phé quan do hé thdn kinh NANC (non-adrenergic non
cholinergic) gay ra.

Thubc nhom SABA c6 tac dung cét con nhanh (3 - 5 phat) khi ding
theo duong khi dung, tiém. Thoi gian tdc dung kéo dai 3 - 6 gio
tuy loai thudc. Day 1a thude tét nhat ding trong cip ctru con hen.
Céc thude kich thich beta, nhanh: Salbutamol va terbutalin, gom
cac dang thuéc nhu: Salbutamol dang vién, 2 mg, 4 mg; salbutamol
0,5 mg tiém dudi da hodc nho giot tinh mach qua may truyén dich;
salbutamol 5 mg: Dang khi dung qua may; salbutamol dang xit.
Céc dang thudc khac: Terbutalin 5 mg (vién), terbutalin 0,5 mg
(tiém), terbutalin 5 mg khi dung, terbutalin dang xit.

Tac dung phu c6 thé gap: Nhip tim nhanh, dau nguc, run co, ha kali
méu, dau diu, may day.

Cdc thuéc kich thich beta, tac dung chdm (LABA: Long Acting
beta, Agonist) nhu formoterol, salmeterol dung dé kiém soat triéu
chung.

Céc thuéc nhom LABA c6 tac dung cham (6 - 12 gid) nén khong
ding trong diéu trj cat con hen, thuong ding diéu tri duy tri, kiém
soat hen vira va nang, ngan chan tri¢u chirng vé dém. Cac thudc
nay can phdi hop véi corticosteroid hit dé 1am ting hiéu qua kiém
soat hen. Cac thudc nhom LABA c6 tac dung gian phé quan va tang
kha nang chéng viém cia corticosteroid khi dung, chi c6 tac dung
du phong hen.

Thuéc nhém xanthin:

Puoc sir dung tir lau nhu theophylin, aminophylin. Cac thudc nay
¢6 tac dung gidn phé quan do e ché enzym phosphodiesterase lam
tang AMPc trong té bao. Theophylin con c6 tac dung chong viém,
didu hoa mién dich, bao vé phé quan.

Do gi6i han an toan giita lidu didu tri va liéu doc cta theophylin
kha hep, ndng d6 theophylin huyét twong can thiét dé c6 hidu qua
gidn phé quan t6t nhét 1a 10 - 20 mg/lit trong khi lidu doc chi trén
20 mg/lit. Do tac dung gidn phé quan cua theophylin khong bang
cac thudce kich thich B,, trong khi nguy co xuét hién tic dung khong
mong mudn cao nén thube nay it dwoc lya chon ddu tién trong didu
tri cit con hen. Cac ché pham hay ding 1a theophylin dang udng va
dung dich tiém aminophylin. Lidu luong nhu sau:

Theophylin 100 mg: 4 vién/ngay, chia 2 lan.

Hién nay c6 dang vién giai phong cham theophylin 100 mg,
200 mg, 300 mg, ngay udng 1 - 3 vién.

Aminophylin 4,8%, éng 5 ml va 2,4%, dng 5 ml. Cac thudc nay
pha lodng tiém tinh mach chdm hodc truyén nho giot tinh mach.
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ADR: Lam tim dap nhanh, trong nguc, kich thich than kinh gay
mét ngii, budn non.

Thuéc khdng cholinergic

Acetylcholin dugc giai phong tir than kinh pho giao cam gy co
thit phé quan do hoat hoa cic receptor muscarinic M, c6 trong
co tron phé quan. Cac thude khang cholinergic c6 tac dung khang
acetylcholin nén gay gian phé quan.

Céc thube nay thuong ding phdi hop véi cac thude kich thich B,
do tac dung gidn phé quan khéng manh - thudc duge sir dung 13
ipratropium bromid va oxitropium dung dudi dang hit va khi dung.
ADR hay gap 1a kho miéng, chan an.

Thuéc chéng viém corticosteroid

Corticosteroid 1a thudc diéu tri rit hiéu qua cho nguoi bénh hen boi
chiing 1am giam phan tmg viém bang cach lam giam prostaglandin,
lam tang ndng d6 mot sé phospholipid mang gay tc ché tdng hop
prostaglandin, corticosteroid lam giam tinh thAm mao mach do trc
ché hoat tinh cua kinin va ndi doc t§ vi khuin, lam giam luong
histamin do bach ciu ua bazo tiét ra. Ngoai ra corticosteroid con
¢6 tac dung lam ting dap umg cia phé quan vai cac thude kich
thich B, khoi phat tac dung chdm 4 - 6 gio. C6 nhiéu dang bao ché
corticosteroid khac nhau dugc sit dung: Dang thudc vién, thudc,
tiém, hit.

Thuéc tiém: Tiém tinh mach hodc truyén tinh mach cham:
Methylprednisolon 40 mg, depersolon 30 mg, dung dé diéu tri cip
ctru con hen ning, lidu ding 2 - 4 mg/kg can ning/ngay.

Thuéc vién: Prednisolon 5 mg, methylprednisolon 4 mg va 16 mg,
lidu dung 1 mg/kg can nang/ngay, uong budi sang sau khi n va
giam liéu tir tir.

Thuéc dang hit: Corticosteroid dang hit (inhaled corticosteroid-
ICS) 1a thudc hang dau trong didu tri dy phong hen lau dai.

Céc dang thudc, ham lugng:

Fluticason propionat: 125 mg x 60 va 120 liéu.

Fluticason propionat: 0,5 mg/2 ml x 5 ng/hdp.

Budesonid: 100 microgam/liéu (binh xit 200 lidu).

Khi dung budesonid don liéu 0,5 mg/ml: ng 1ml.

Bot hit qua miéng budesonid 100 microgam, 200 microgam, dng
200 lidu.

Phun mu c6 dinh lidu (metered dose inhale) budesonid 50
microgam, 200 microgam: Binh xit 200 liéu + d4u tra vao miéng.
Beclomethason dipropionat 50 microgam/lidu, binh xit 200 liéu.
Corticosteroid dang hit 1a thudc diéu tri viém trong HPQ, chiing
lam giam triéu chung con hen, giam déap Gng phé quan, giam nhu
cdu phai sir dung SABA.

ADR ctia cc thube nay c6 thé 1a nhiém ndm Candida & hong, khan
giong, phu mach, may day ...

Thuéc gidam phdn lingphé qudn

Thuong dung thube khang histamin tong hop. Cac thude nay c6 tac
dung khang viém, tic dung gian phe quan yéu, nén dugc sir dung
trong diéu tri du phong hen. Thuoc lam giam triéu ching, cai thién
chire nang phéi, giam sy xuét hién cac con hen cép. Mot sb thude
hay ding trong diéu tri:

Loratadin 10 mg x 1vién, ngay uéng 1 vién.

Cetirizin 10 mg x 1vién, ngay udng 1 vién.

Fexofenadin 180 mg x 1vién, ngay udng 1 vién.

Nhom thude khéang leucotrien: Montelukast; zafirlukast (lam mat
tac dung cua LTD,).

Cic thudc didu tri dw phong kién soat hen

Diéu tri dy phong kiém soét hen c6 vai trd cyc ky quan trong nhim
cai thién chit luwong séng do han ché dén murc thép nhét cac dot
hen cép.

Céc thude kich thich B, kéo dai LABA va corticosteroid déu c6 tac

dung diéu tri du phong kiém soat hen, tuy nhién khi dung riéng
ré, hi€u qua diéu tri khong cao. Khi phéi hop thude corticosteroid
hit (ICS) véi thude kich thich B, tac dung dai dang hit (LABA):
Salmeterol hodc formoterol thi dem lai su kiém soat hen tét hon
bang viéc giam céc triéu chimg, cai thién chirc nang phdi va giam
hén nhirng dgt kich phat & nguoi bénh hen nhe, trung binh, nang.
Hai thanh phin nay cing c6 trong mdt éng hit voi lidu ¢é dinh
salmeterol/fluticason propionat va formoterol/budesonid dang
dugc sir dung ngay cang nhiéu.

Str dung 6ng hit phdi hop hai loai thudc trén d& dang va nhanh
chong kiém soat triéu chimg va dé dang diéu chinh liéu. Ngoai ra
con lam giam lidu sir dung corticosteroid dudng toan than.

Céc dang thudc:

Salmeterol/fluticason propionat dang xit c6 cac ham lugng 25/50
microgam, 25/125 microgam, 25/250 microgam, mdi lan xit 2
nhat, ngay xit 2 14n sang - tbi.

Salmeterol/fluticason propionat dang hit c6 cac ham lugng 50/100
microgam, 50/250 microgam, 50/500 microgam, mdi lan 1 nhat
hit, ngay hit 2 lan.

Céc thudc trén tily mirc hen nhe, vira, ning ma ding lidu thich hop.
Tré em thuong ding thude co ham luong 25/50 microgam.
Formoterol/budesonid dang hit (turbuhaler) c6 ham lugng 160/4,5
microgam, mdi lan hit 1 nhat, ngay hai lan va thém mot nhat hit
khi can thiét dé cit con, vi formoterol trong thanh phan thudc c6
tac dung khoi phat gidn phé quan nhanh (3 - 5 phut), diéu nay cho
thdy thudc co thé vira dung dé ngira con vira dé cét con nén duoc
goi la phuong phap SMART (Single Inhaler for Maintenance And
Relief Therapy).

ADR cuia thube 1a khan giong, nim Candida miéng (sau khi dung
phai stic miéng bz"mg nudce sach), run tay, hdi hop, ¢ thé loan nhip
tim, ding kéo dai ¢6 thé lam cham phat trién chiéu cao & tré em.
Trong thuc té, khi dat dwoc sy kiém soat tridu chuing voi phac dd
2 lan/ngay, viéc diéu chinh liéu thap nhit co hiéu qua co thé giam
s6 lan hit 1 1an/ngay.

Ciéc budée didu tri dé dat dwoc kiém soat hen

Buéc I: Thude cit con khi can.

Budc nay thuong ap dung dbi véi ngudi bénh hen nhe, thinh thoang
c6 triéu chiing ho, kho khe, kho tho, xay ra ban ngay; ban dém tri¢u
chung nay xay ra ngén va nhe.

Cac thude hay dung la thubc kich thich B, tic dung nhanh dudng
hit nhu salbutamol, hodc cac thube khéang cholinergic hit, thube
kich thich B, tic dung nhanh dung udng hodc theophylin ciing c6
thé duoc sir dung.

bbi voi ngudi bénh hen van khé tho khi van dong mic du hen duoc
kiém soat t6t hodc dbi voi ngudi bénh hen ma triéu ching khé thé xuét
hién khi van dong thi ¢6 thé ding thudc kich thich B, tic dung nhanh
trude khi van dong hodc dé giam tri¢u chirng xudt hién sau van dong.
Bude 2: Thude cit con voi mot thude phong con.

Diéu tri tir bude 2 dén budc 5 1a sy két hop thude cit con khi can
cung voi thude phong con ding déu dan.

O bude 2, corticoid hit liéu thap 1a thubc phong con dé diéu tri hen
& moi ltra tudi.

Mot loai thudc phong con khac 1a thube khang leucotrien ciing
duogc st dung trong truong hop ngudi bénh khong thé hay khong
mudn ding corticoid hit do tac dung phu ciia thude nay. Ciing c6
thé dung theophylin giai phong cham, tuy nhién thudc nay it dugc
khuyén dung thuong xuyén.

Bude 3: Thude cit con véi 1 hay 2 thude phong con.
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Thudc nay nguoi ta thudng két hgp mot thude corticoid hit lidu thap
v6i thube kich thich B, tac dung kéo dai vao trong mot dung cu hit.
Céc thude hay sir dung 1a salmeterol + fluticason propionat hodc
formoterol + budesonid.

Céc thude nay 1am giam sb 1an kich phat con hen va cai thién kiém
soat hen & liéu diéu tri thép.

C6 thé phdi hop corticoid hit liéu thap véi thude khang leucotrien
hoic dung theophylin giai phong cham liu thép.

Buée 4: Thudc cét con véi 2 thude phong con.

Diéu tri dwoc khuyén céo str dung 1a két hop corticoid hit liéu trung
binh hay liéu cao véi thudc kich thich B, tac dung kéo dai. Tuy nhién,
tang lidu diéu tri corticoid hit tir trung binh sang lidu cao it c6 hiéu
qué va lidu cao chi dugc sir dung trén co s tir 3 - 6 thang ding liéu
corticoid hit trung binh két hop véi thude kich thich B, kéo dai. Dung
corticoid hit liéu cao kéo dai ciing ting nguy co tac dung phu.

C6 thé dung thubc khang leucotrien nhu 1a thudc diéu tri phdi hop
Vi corticoid hit lidu trung binh va cao hodc két hop theophylin giai
phong cham liéu thap vdi corticoid hit lidu trung binh hodc cao va
thudc kich thich B, tdc dung kéo dai cling co két qua tbt.

Buiéc 5: Thudce cat con va cac lya chon phong con két hop

Ngoai cdc thude cét con thudc nhém kich thich B, kéo dai, két hop
dung corticoid tiém hodc ubng. Cach dung nay thuong c6 nhiéu tac
dung phuy, do d6 chi nén dung phuong phép diéu tri nay néu bénh
hen ciia ngudi bénh van tiép tuc khong kiém soat dugc véi cac
thudc didu tri & budc 4.

Piéu tri gidm buéc khi hen dugc Kiém soat

Khi da dat dwoc kiém soét hen thi viéc tiép tuc theo doi nguoi bénh
hen 12 can thiét dé duy tri kiém soat hen va tim duoc bac diéu tri
thdp nhat. Mt khac, hen 1a bénh hay bién dbi, vi vay diéu tri hen
phai duoc didu chinh kip thoi khi mét kiém soat hen.

Vi thude du phong hen, tic dung cai thién tri¢u chimg bat dau co
hiéu qua trong vai ngay sau khi dung thudc va chi cai thién hoan
toan phai sau 3 - 4 thang. Déi voi nguoi bénh nang khong duoc
didu tri, thoi gian c6 thé kéo dai hon.

Khi hen duoc kiém soat, lidu luong thude co thé giam nhu sau:
Khi corticoid liéu trung binh, lidu cao dung riéng 1é c6 thé giam
lidu 50% sau 3 thang diéu tri.

Khi lidu thip corticoid hit ma kiém soat duoc hen c6 thé dung 1
lan/ngay.

Khi nguoi bénh hen duge kiém soat bang corticoid hit va thude
kich thich 3, kéo dai thi giam liéu corticoid hit 50% nhung van duy
tri kich thich B, kéo dai. N€u hen van dugc ki€ém sodt tot, ticp tuc
giam liéu corticoid hit xuong liéu thap va khong dung thude kich
thich B, kéo dai.

Dicu tri phong con hen c6 thé nglrng néu bénh hen van duoc kiém
soat & lidu corticoid thap nhit va khong co tridu ching hen trong
vong 1 nam.

Ting budc didu tri khi hen khong dwgc kiém soat

Diéu tri hen phai dugc diéu chinh thuong xuyén khi hen khong
duoc kiém soat 1 thang sau khi di ting liéu glucocorticoid gap doi
thi tang bac diéu trj. Céc budc lya chon diéu tri nhu sau:

Str dung thudc kich thich B, tac dung ngin lidu cao dé cét con hen.
Dung corticoid duong tiém tinh mach hodc uong, hodc st dung
corticoid hit va thudc kich thich B, tac dung nhanh, kéo dai dé vira
cit con, vira phong con.

Cép ctru con hen niing, nguy kich

Cic diu hig¢u biéu hién con hen ning, nguy kich

S6 lan tho > 30 lan/phut.

Mach nhanh > 120 lan/phut.

Mach nghich dédo > 25 mmHg.

Nghe phoi im lang.

Luu lugng dinh PEF (Peak expiratory flow): < 60% so véi ly
thuyét.

Tim tai.

Noi: Tung tur.

Tri giac: Bi kich thich, thuong xuyén co kéo co hd hip va hom trec.
PaO, > 60 mmHg.

PaCO, <45 mmHg.

Sa0, < 90%.

Chu y: Chi can mdt vai dau hi¢u (khong can thiét phai c6 tat ca) 1a
c6 thé xép loai hen ning, nguy co.

Xir tri con hen nguy kich (trong bénh vién)

Tho oxy bop bong 10 lit/phut.

Dat ndi khi quan hoac mé khi quan néu nguoi bénh ngat tho.
Adrenalin: Tiém duéi da hodc tiém bap trong hen cp hodc nguy
kich, mdi 1an 0,3 mg, cr 5 - 10 phit tiém nhic lai.

Thubc gidn phé quan kich thich B, tac dung nhanh. Tiém tinh mach
salbutamol 0,5 mg/dng pha trong dung dich glucose 5% tiém bang
bom tiém dién hodac may truyén dich véi téc dd truyén 0,3 mg/
gio, co thé tang licu tiy dién bién nang ctia bénh, terbutalin sulfat
0,5 mg/dng truyén tinh mach véi lidu gidng salbutamol hodc tiém
dudi da 0,5 mg/lan trong 4 - 6 gio.

Glucocorticosteroid: Tiém tinh mach methylprenisolon dng 40 mg
x 2 bng hodc hydrocortison éng 100 mg x 4 éng, ctr mdi 4 - 6 gio.
Thudc nhém xanthin: Aminophylin 4,8% truyén tinh mach
0,5 mg/kg/gio.

Magnesi sulfat: Duoc dung trong cip ctru hen. C6 tac dung lam
giam sb 1an phai nhap vién, tuy nhién day khong phai l1a thudc
duoc str dung thudng xuyén. Lidu lugng tiém tinh mach 2 g trong
20 phut hodc 1au hon.

Thuéc diéu tri

Tho oxy qua mét na (3 - 5 lit/phut).

Thubc gidn phé quan kich thich B, tic dung nhanh (SABA). DPbi
v6i dot cAp mirc do nhe dén vira phai xit hong 2 - 4 nhat ¢t mdi 20
phit trong gid dau tién. Sau gio diu tién, thude gidn phé quan kich
thich B, phu thudc vao mirc do nghiém trong ctia con hen cAp. Néu
la dot cép nhe xit 2 - 4 nhat trong 3 - 4 gio, néu hen mirc do vira
phai xit 10 nhat trong 1 - 2 gio.

Céc thudc thuong ding: Salbutamol, terbutalin hodc ipratropium +
salbutamol xit vao budng dém (spacer) dé ting hiéu qua cta thudc.
Néu tinh trang kho thé khong giam phai chuyén dén co sé cip ctru
bénh vién.

Glucocorticosteroid:

Ubng prednisolon 0,5 mg - 1 mg/kg cin nang.

Hodc tiém tinh mach 40 - 80 mg methylprednisolon.

Thuéc nhém xanthin:

Aminophylin 4,8% (5 ml) hodc 2,4% (5 ml) pha véi 10 ml dung
dich glucose 5% tiém tinh mach cham hodc truyén tinh mach
0,4 - 0,6 mg/kg/phut.

Didu tri hen tré em

Thubc diéu tri hen cho tré em bao gdm glucocorticoid dang hit,
khang leucotrien, theophylin, cromones va LABA dang uéng.
Glucocorticoid dang hit

Trong diéu tri hen cho tré em thi dang thudc hit duoc coi 1a nén
tang va do dé dugc khuyén céo ding cho tré em ¢ moi lira tudi.
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Bang I: Liéu hrong glucocorticoid dang hit & tré trén 5 tuéi

) 2 A Liéu trung 2
mhade | Loy P Lk
g (microgam) g

Beclomethason 100-200 | >200 - 400 > 400
dipropionat
Budesonid"™** 100 - 200 > 200 - 400 > 400
Budesonid
Neb Inhalation 250 - 500 >500-1000 >1000
suspension
Ciclesonid™ 80 - 160 > 160 - 320 >320
Flunisolid 500-750 | >750-1250 >1250
Fluticason 100 - 200 > 200 - 500 > 500
Mometason 100 - 200 > 200 - 400 > 400
furoat
Triamcinolon 400-800 | >800- 1200 > 1200
acetonid

Ghi chu:

*  So sanh dya trén s6 liéu hiéu qua.

** Khi diing liéu cao hang ngay (tru khi dung ngdn han) can tham
khao y kién thdy thuéc dé c6 quyét dinh sit dung phoi hop
thuéc ngira con hop ly Vi khi ding liéu cao kéo dai cé thé cé
tac dung phu cia thuoc.

*¥% C6 thé cho ding liéu duy nhdt trong ngay ¢ nhing nguoi

bénh nhe.

Khang leucotrien

Thubc khang leucotrien c6 tac dung cai thién tridu chimg 1am sang

& tAt ca cac mare do hen & tré trén 5 tudi.

Thudc thuong dung montelukast: Tré em 2 - 5 tui mdi ngay nhai

1 vién 4 mg hodc 1 géi 4 mg cébm hat dé udng. Tré 6 14 tubi mdi

ngay nhai 1 vién 5 mg. Téc dung khong mong mudn c6 thé phat

ban, ngira, rat hiém khi ¢6 4o giac, budn ngu.

Thudéc kich thich B, tac dung nhanh (SABA)

Thuong st dung dang xit, day 1a phuong phép diéu tri tt nhit dé

cit con hen cho moi ltra tudi & tré em. C6 thé xit salbutamol hodc

terbutalin sulfat, dang ubng chi ding cho tré khong thé ding thudc
dang xit.

Theophylin

Viéc sir dung theophylin da 1am cai thién mirc d6 kiém soat hen va

giam liu glucocorticoid.

Nong do theophylin dugc duy tri trong huyét twong tir 55 - 100

micromol/lit (5 - 10 microgam/ml), trong tmg véi liéu 10 mg/kg/ngay.

Diéu tri con hen kich phat & tré em

Dic diém lim sing

Con kho tho kho kheé ngay cang tang, tim tai.

Thé nhanh, ndng (trén 2 tudi: 30 - 50 lan/phut).

Co rit 16ng ngue.

Mach nhanh (trén 2 tudi: 110 - 130 lan/phut).

Kich thich, vat va, quéy khoc.

X tri cd'p cuu

Thé oxy qua mdt ng (mask) dé duy tri Sa0, > 95%.

Thudc kich thich B, tac dung nhanh

Xit salbutamol hoaic terbutalin sulfat tiy muc do kich phat: 2 - 4
nhat mdi 20 phit trong gid diu, sau d6 2 - 4 nhat sau 3 - 4 gid néu
nhe. Mtrc d6 trung binh 6 - 10 nhat trong 1 - 2 gio.

C6 thé tiém dudi da salbutamol 0,5 mg: Tré 5 tudi véi lidu 5
microgam/kg/lﬁn, trén 5 tudi 0,15 - 0,5 mg/lﬁn.

Néu khong c6 két qua truyén tinh mach: Salbutamol hoic terbutalin
sulfat lidu 1 - 1,5 microgam/kg can nang.

Thuéc khéang cholinergic

Xit ipratropium bromid 2 - 3 nhat/lan, hodc khi dung ipratropium
bromid cho tré dudi 5 tudi 1a 1/2 dng, tré trén 5 tudi 1a 1 éng (250
microgam/2 ml).

ADR: Kho miéng, kich thich hong, c6 thé gap nhip tim nhanh,
tréng nguc.

Thuéc nhom xanthin

Tiém tinh mach cham aminophylin 4,8% (5 ml) liéu 5 - 7 mg/kg/
lan pha vé6i 20 ml dung dich glucose 5%.

Glucocorticoid toan than

Trong cap ciru thuong ding tiém tinh mach 1 - 2 mg/kg can ning.
Bénh 6n dinh ding duong ubng.

Nhirng diéu cin cha y khi diéu tri hen

Nhitng thuéc khéng dwoc ding khi diéu tri con hen cip.

Céc thudc an than.

Thubc lam lodng dom, giam ho.

Khang sinh.

B dich s6 lugng 16n.

Déi voi phu nir mang thai

Phu nir bi hen khi mang thai trudc hét phai duoc kiém soat hen
triét ¢é nham giam thap nhat s6 lan c6 con kho tho anh huong dén
thai nhi.

Khi 1én con khé thé thude dang hit kich thich B, tdc dung nhanh
(SABA) dugc uu tién sur dung dau tién.

Khi ¢6 con hen ning van st dung cac thube cip ctru hen nhu nhitng
nguoi bénh khac.

SU DUNG HQP LY THUOC KHANG PONG KINH

Pai cuong
Dong kinh 1a mot hoi chimg bénh 1y cia ndo ¢6 thé do nhidu
nguyén nhan khac nhau gay ra c6 dic diém 1a sy téi dién cta cac
con kich thich té bao thin kinh & ndo gy hoat dong phong luc kich
phat duoc thé hién trén 14m sang va qua mot sé xét nghiém can 1am
sang dac hiéu.
Khoang 1% dan s6 thé gioi méc dong kinh. Hang nam udc ¢6 20 - 25
truong hop méi phat hién trén 100 000 nguoi va s ngudi bénh co it
nhét mét con dong kinh trong cudc doi 1a 5%. Tai lidu ciia TS chirc Y
€ thé gioi (WHO) va Lién hoi quoc té chong dong kinh (ILAE) cho
biét hién udc tinh c6 50 triéu nguoi bénh dong kinh trén thé g101 trong
d6 80% thudc cac nudc dang phat trién. O cic nude phat trién ty 18
méi phat hién hang nam 1a 24 - 53 d6i v6i 100 000 ngudi, con & cac
nude dang phat trién 13 49,3 - 190 déi véi 100 000 ngudi.
Lich sir tw nhién ctia dong kinh bét dau tir tudi 4u tho. Khoang 2%
tré dudi 2 tudi va 7% tré dudi 5 tudi mic dong kinh; mot nira tong
s6 nguoi bénh no6i chung cé con déu tién vao luc 15 tudi va hon
75% ngudi bénh thiy xuat hién dong kinh trude 18 tudi. O ngudi
trén 60 tudi, ty 1¢ bénh mai phat hi¢n hang nam khoang 100 dbi voi
100 000 ngudi.
Nam 1981, Lién hoi quéc té chong dong kinh da dwa ra bang Phan
loai cac con dong kinh hién van duogc st dung rong rai.
Phén loai

Bang 1: Phdn logi quoc té cic con déng kinh (1981)

1. Con toan bo
Con ving ¥ thirc:
a. Pién hinh (d6ng kinh con nho).
b. Khéng dién hinh.
Con rung giat co.
Con giat (clonic).
Con co cung/truong lyc (tonic).
Con co cting/co gidt (tonico - clonic).
Con mét trrong luc (atonic, astatic).
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2. Con cuc bd
2.1. Con cyc bd don thudn (khong bién dbi ¥ thirc):
a. V6i diu hiéu van dong.
b. V6i ddu higu cam giac co thé hodc gidc quan.
c. Vé6i dau hiéu thuc vat.
d. Véi dau higu tam than.
2.2. Con cuc bd phirc hop (kém bién dbi y thirc):
a. Khoi phat cuc bo don thudn tiép ndi co réi loan y thirc va/
hodc dong tac tu dong.
b. V&i r6i loan y thirc ngay lac khéi phat con, ¢6 hodc khong
keém theo dong tac tu dong.
2.3. Con cuc b toan bd hoa thir phat:
a. Con cuc bo don thudn toan bo héa thi phat.
b. Con cuc b phtrc hgp toan bd hoa thir phat.
¢. Con cuc b don thudn tién trién sang con cuc bd phtic hop
1i toan b hoa thir phat.

3. Con khong phan loai dugc

Niam 1989, Lién hoi quic t& chéng dong kinh, cin ctr vao Bang
Phan loai quéc té (1981 - 1985) vé cac con co giat, dong kinh va
cac hoi chung dong kinh, da dé xudt bon nhom 16n trinh bay dudi
day. Tuy sau d6 (1991) mot Phan loai méi da dugce dé nghi nhung

dén nay Phan loai 1989 van duoc sur dung phé bién.

Bdng 2: Phdn logi quéc té cac con déng kinh (1989).

1. Bong kinh cuc bo:
1.1. Nguyén phat:
a. Dong kinh lanh tinh tudi tho c¢6 kich phat ving dinh.
b. Pong kinh lanh tinh tudi tho ¢6 kich phat ving chim.
c. Bong kinh tién phat khi doc.
1.2. Triéu chung:
a. Hoi chung Kojenikov hodc dong kinh cuc bo tiép dién.
b. Bong kinh thuy nao.
Dong kinh thuy thai duong.
Dong kinh thuy tran.
Dong kinh thuy dinh.
Dong kinh thiy chim.
1.3. Cin nguyén an.

2. Bong kinh toan bd:

2.1. Nguyén phat:
Co giat so sinh lanh tinh.
Co giat so sinh lanh tinh gia dinh.
Dong kinh rung giat co lanh tinh tudi tho.
Dong kinh con véng tudi tho.
Dong kinh con véng tudi thiéu nién.
Dong kinh rung giat co thiéu nién.
Dong kinh c6 con 16n lac thire gidc.
Dong kinh c6 con xay ra theo cach kich thich déc higu.
Cac dong kinh toan b nguyén phat khac.

2.2. Cin nguyén 4n hodc triéu ching.
Co thit tré tho.
Hoi chirng West.
Hoi ching Lennox-Gastaut.
Dong kinh véi con rung git co - mét trwong lyc.
Dong kinh véi con véng - rung giét co.

2.3. Triéu ching:
Khong c6 nguyén nhan dac hicu.
Bénh nao rung giat co som.
Bénh nao dong kinh tré¢ em (h¢i chung Ohtahara).
Cac hoi chiing khac.
Hoi ching dac hiéu.

3. Bong kinh khong xac dinh dugc cuc bd hay toan bo.
3.1. Két hop con cuc bd va toan bd:
Con dong kinh so sinh.
Dong kinh rung giat co nang.
Dong kinh c6 nhon - song lién tuc khi ngu.
Dong kinh c6 thit ngon mic phai (hoi chimg
Landau-Kleftner).
3.2. Cac dong kinh khac khong rd cuc bd hay toan bg.
4. Hoi chirng déc biét
4.1. Con lién quan dén mot tinh trang gdy dong kinh thoang qua:
Co giat do sbt cao.
Con chi xay ra do mét yéu t6 chuyén hoa hogc nhiém doc.
4.2. Con don ddc, dong kinh lién tuc don doc.

Chin doan

Chan doan dong kinh chii yéu 1a chan doan 1am sang dua trén hoi
bénh, tham kham toan dién, hé thong dé co thé dat chan doan quyét
dinh, thé bénh va nguyén nhan.

Con dong kinh 1a mdt hién tugng cép tinh, xdy ra nhét thoi, thoang
qua con bénh dong kinh 1a tinh trang dién ra cac con dong kinh tai
phat, man tinh, trong nhiéu nim. Nhu vay mot con dong kinh duy
nhit khong tao nén bénh dong kinh va nhitng con dong kinh xay
ra bat chot thoang qua ciing khong phai la bénh dong kinh. Mat
khac khong c6 loai dong kinh nao khong co6 con 1am sang ciling
nhu khong chi c6 mot bénh dong kinh ma co nhiéu loai dong kinh
khac nhau.

V& 1am sang cin phén biét cac con dong kinh véi cac con ¢ biéu
hién than kinh nhung khong do ndo (vi du con ha calci huyét, ha
duong huyét...), cac con khong phai 1a dong kinh (vi du con dau
ntra dau, thidu oxy ndo, con ngét, con dot quy ndo...) va cac con do
can nguyén tam ly.

Dé gitip chin doan 1am sang con can t6i cac thim do chirc ning va
xét nghiém can lam sang nhu: Ghi dién ndo, ghi dién co, ghi dién
tim, siéu am mach ndo, chup hinh anh nao (chup ct 16p vi tinh,
chup cong hudng tir, chup mach mau...), chup X - quang qui udc
khoang nguc, sinh héa mau va nudc tiéu, vi sinh y hoc, v.v.

Tuy nhién co ban phai dua trén cac dac diém 1am sang - dién ndo
mo ta dudi day.

Con djng kinh toan by (Dong kinh con 16n)

Trén 1am sang, y thirc ctia ngudi bénh bi mét hoic rdi loan kém véi
nhing triéu ching thyc vat (ho hap, tuan hoan, bai tiét...) dong thoi
v6i nhitng hién tuong van dong can ddi hai bén co thé 1a co giat
(co cimg va/hodc co giat), mat dong tac chii dong, mat truong luc
co binh thuong.

Trén ban ghi dién ndo thiy xuét hién cac phong lyc kich phat toan
b hai bén ban ciu mot cach ddng thi va can xing. Su phong luc
clia cac té bao than kinh bi kich thich gy ra con dong kinh c6 thé
khoi phat ngay tir hai ban cu nio hodc ciing c6 thé khéi phat tir
mot vi tri ndo d6 ctia mot bén ban clu rdi sau lan ra toan b nio.
Do d6 c6 thé phan biét cac con dong kinh toan bo vai cac con dong
kinh cuc b toan bo hoa thir phat.

Con dpng kinh ving y thirc (Dong kinh con nho)

Dic diém chu yéu cia dong kinh con nho thudn tiy & tré em 1a
nhitng con vang y thirc. D6 14 nhitng con dong kinh toan bo khong
¢ biéu hién vé mit van dong, dién ra ngén trong vai chuc giay
(thwong khong qua ntra phut) va xuét hién nhiéu lan trong ngay
(c6 thé hang chuc 1an). Biéu hién cac con d6 c6 thé don thuin hodc
phirc hop. Trong con véng y thirc don thudn, bénh nhi dot ngdt
mét canh tinh va tiép xtic, khong bi nga, mi méat chép véi nhip do
3 lan/gidy, khong déu, mét hoi dao ngugc. Con dit ciing dot ngot
va bénh nhi tiép tuc hoat dong bo do lic méi xay ra con va khong
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hé biét ban than vira qua mot con vang y thirc. Trong con vang y
thirc phtrc hop, ngoai nhiing chi tiét néu trén, con c6 thém mot sb
biéu hién khac nhu: Rung giat co mat hodc & gbc cac chi trén, dau
6 thé bi nga ra sau hodc mét truong luc co cuc bd; co cac dong tac
tur dong nhu nhai, nudt, gai mili, xoa ban tay, coi khuy, cai khuy,
n6i liu riu; dong thoi co thé kém theo cac hién twong thuc vat khac.
Trén ban ghi dién nao xuét hién nhip 3 chu ky/gidy, toan b, hai
bén, ddi xtmg, déu dan va dong thi véi uu thé ving tran - trung tm.
Ngoai con, hinh anh dién ndo c6 thé binh thuong hodc co kich phat
ngin, khong déu & vung dinh - chim.

Bénh thuong xay ra & tré tir 3 - 9 tudi, c6 thé giam nhe sau 10 - 15
tudi hodc ciing c6 thé khoi hoan toan. Mot sé truong hop co thé
tiép didn sau nay va c6 khi xay ra cic con toan bd cua dong kinh
con lon.

Con dong kinh cuc bg

Trén 1am sang xuét hién cac triéu chirng van dong, cam giac, giac
quan va/hodc tm tri, khong c6 tinh chét hai bén hodc toan thé nhu
cac con dong kinh toan bd phan anh sy phong luc cac kich thich
gi6i han & mot dién vo ndo nhét dinh lién quan dén cac chie nang
than kinh riéng biét.

Trén ban ghi dién ndo xuét hién cac hinh anh bét thuong cuc bg, cod
thé khong thay rd khi ghi dién ndo & bé mit.

Ngoai ra mot con dong kinh cuc b co thé dugc tiép ndi sau mot
thoi gian ngén bﬁng mot con dong kinh toan bd (co gidt kém voi
mét y thirc) nhung khong thé vi con co giat thir phat d6 ma thay déi
chin doén ban dau 1a con dong kinh cuc bg.

Con dpng kinh lién tuc (trang thai dong kinh)

Pay la con dong kinh kéo dai hodc xay ra lién tiép trong nhing
khoang cach ngin dan dén tinh trang khong dit duge dong kinh.
Pong kinh lién tuc cod thé gap d6i véi loai con toan bd cling nhu cuc
bd; dac biét co khi xay ra sau ngung thudc diéu tri dong kinh mot
cach dot ngot. Nguy co dbi véi nguoi bénh bi dong kinh lién tuc
1a s& xay ra cac rdi loan thuc vat nhu ting than nhiét (s6t quéa cao),
tim nhip nhanh, kho thé, truy tim - mach va c6 thé dan tGi tir vong.

Piéu tri khang dong kinh

Nguyén tic thiét yéu

C6 hai diém co ban la phai kiém soat dugc con dong kinh va khong
dé xay ra cac tac dung khong mong mudn. Nhu véy, sau khi dat
chan doan:

Théy thudc diéu tri lva chon loai thudc can cir vao thé bénh, loai
con lam sang, thé trang nguoi bénh. Phan 16n chi dung mot loai
thudc nhét dinh véi diéu kién gilt duoc néng d6 thube diéu tri trong
mau sao cho dat hiéu qua 1a cit dugc con 1am sang ma khong giy
tac dung kho chiu cho nguoi bénh.

Thubc duge chi dinh ding hang ngay (c6 thé chia hai hodc ba 1an),
chu yéu 1a thudc ubng, ding theo lidu qui dinh. Ngudi bénh khong
dugc tu y ting, giam hodc ngimg thudc dot ngot.

Khong bao gid két hop hai thtr thude ciing nhém hoa hoc véi nhau,
vi du phenobarbital véi primidon hoac diazepam,...

C6 ké hoach kiém tra dinh ky céac chirc nang mau, gan, than cta
ngudi bénh sau dung thude.

Hudng dan nguoi bénh co ché @6 dinh dudng, sinh hoat, lao dong,
tap luyén, nghi ngoi thich hop vdéi tinh trang bénh tat.

Luwa chon thuéc khdng dgng kinh

Mot thude khang dong kinh c6 thé ¢ nhiéu tinh chat sinh hoc than
kinh. Mot s6 thudc tac dong theo mot phuwong thirc chi yéu, mot sb
khac c6 hoat tinh sinh hoc phrc tap hon lién quan dén kich ¢& cua
phé tac dong diéu tri. Mot cach khai quét ¢ thé néi ring phuong
thirc tac dong anh hudng tdi cac dac tinh cua mang ndi tai cac té
bao than kinh hoic céc yéu t6 khép than kinh (su truyén dan than

kinh). Hién nay, chua o co ché tac dong cua mot s6 phéan tir nhu
acid valproic, gabapentin. Ddi v6i cac phan tir khac, cic co ché
do bao gém: 6n dinh mang té bao chen cac kénh natri phu thude
dién thé (phenytoin, carbamazepin, oxcarbazepin, lamotrigin,
topiramat); chen cac kénh calci phu thugc dién thé (ethosuximid);
tang tac dong tic ché clia acid gammaaminobutyric (GABA) do
tac dong chu van thu thé GABA-A (benzodiazepin, phenobarbital,
topiramat), do trc ché hoa giang (vigabatrin) hodc trc ché tai nhap
khop than kinh (tiagabin) cia GABA; wrc ché giai phong cac acid
amin kich thich, glutamat va aspartat (lamotrigin); chen thu thé
NMDA (N-methyl-D-aspartat) nhu felbamat; chen cac thu thé
nhan glutamat loai kainat/ AMPA (a-amino-3-hydroxy-5-methyl-
4-isoxazolepropionic acid) nhu topiramat.

V& mat duoc 1y hoc, khi lya chon thube khéang dong kinh con phai
chu y t6i cac tinh chat duge dong hoc nhu: thoi gian dat ndng do
t6i da, ty 1& gan protein, thoi gian ban thai, nong do huyét twong
va tinh sinh kha dung. Nhiing thong s6 dugc dong hoc nay khac
nhau dang ké & ngudi truong thanh va tré em ddi véi mot s6 phan
tr khang dong kinh c6 thé giai thich duoc sy khac nhau vé mit lidu
lwong chi dinh hang ngay va ndng do huyét trong duge khuyén cao
trong bang dudi day (Bang 3).

V& mat didu tri, ngoai nhitg nguyén tic thiét yéu da néu trén, con
phai can nhéc phuong thirc xir tri dong kinh dung mot thude (don
tri liéu) hay phdi hop nhiéu thudc (da tri ligu).

Bao gio cling bét dau chi dinh mot loai thudc. Lua chon thudc ban
dau nay duya trén thé dong kinh, hoat tinh d4 biét ctia phan tir thudc,
kha nang dung nap (thudng nén chon loai thude khi sir dung 1au dai
it gy tac dung khong mong muén nhat, dic biét ddi voi chirc nang
nhén thirc) va hoan canh kinh té - x3 hoi cua ngudi bénh. Dé tranh
tac dung an thin luc méi dung thude, nén ting dan lidu mdi lan
cach nhau tir 7 dén 10 ngay (riéng phenytoin c6 thé cho ding ngay
lidu duy tri) va cho udng thudc vao cudi bira an. Khi diéu tri bang
mot loai thudc chua dat hiéu qua can xem xét 1y do vi chua cho du
lidu can thiét hodc vi phan tir thudc khong pht hop v6i bénh canh
lam sang. Truong hop khong phii hop s& phai thay ddi loai thude
khac va van chi nén chi dinh mét loai khang dong kinh.

Xu hudng hién nay 1a sau khi ding mét thudc khong dat hidu qua
s& chuyén sang cho ngudi bénh ding két hop hai loai thudc phu hop.
Két hop hai loai thudc véi viée sir dung cac phan tor khac nhau
thuong mang lai két qua tbt tuy nhién cin cha ¥ t6i trong téc thude.
Do d6 can than trong tham do khi bd sung, két hop hodc thay thé
mot loai thudc méi dic biét cha y téi tac dong 1am sang va liéu
lwong. Thyc té cho thdy khong can phai thir tit ca cac phdi hop
thudc khac nhau; theo kinh nghiém cua cac théy thudc diéu tri co
t6i 90% truong hop ngudi bénh méc dong kinh toan bo nguyén
phat dugc kiém soat tot cac con khi thuc hién ding ding mét thude
hodc két hop hai thudc. Thuét ngit “khang thudc” hodc “khang tri”
duoc dé cap toi néu sau 2 nam tién hanh “diéu tri ding” ma van con
¢6 con dai dang. Khi d6 nguoi bénh can dugc thim kham danh gia
lai tai mot trung tam chuyén khoa sau vé than kinh hoc.

Thong thudng két hop ba loai thude it c6 kha nang dat hidu qua
mong mudn. Tréi lai khi dung nhiéu thudc khac nhau dé& xay ra
tuong tac thude, lidu lwong qua tai va doc tinh gia tang.

Cic thudc khang dong kinh chii yéu (kinh dién)

Tir trude t6i nay, cac thude nay thuong duoc Iya chon wu tién hang
déu trong diéu tri cac thé dong kinh. T chirc Y té thé gidi ciing
khuyén céo st dung cac thude nay trong Danh muyc cac thude thiét
yéu. Huéng dan sir dung cu thé va cac thong tin quan trong lién
quan ciia nhiéu thuéc khing dong kinh da dwoc bién soan trong
tirng chuyén ludn thudc.
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Bdng 3: Mot s6 thong s6 diwoc dong hoc va nong dg huyét twong ciia thuée khdang dong kinh.

Thoigian | 4o s Dhingdn | Nira doi thai i | OPEAOhUYEt | o ha Lidu lwgng
< dat nong dé rotein (gio) twong dun mg/kg/nga
Tén thube t6i da P %) g mg/lit (;)/)g gkg/ngay
(gio) ? (mmol/lit) °
. 20 - 40 (NL) 15-30 2-3(NL)
Phenobarbital 4-18 45 - 60 40 - 70 (TE) (65 - 130) 90 3 -4 (TE)
Primidon 6-8 0-20 6-22 5-10 100 10-15
. 10-20 3-5(NL)
Phenytoin 4-8 90 13-95 (40 - 80) 90 5 -8 (TE)
. 60 (NL) 40 - 80 15-20 (NL)
Ethosuximid 37 10 30 (TE) (300 - 600) 100 20 - 25 (TE)
. 5-12 10 - 20 (NL)
Carbamazepin 4-8 80 5-16 (20 - 50) 30 20 - 25 (TE)
50 - 100 15-20 (NL)
Valproat 3-8 90 8-16 (350 - 700) 100 20 - 30 (TE)
. . 20-55(NL)
Vigabatrin 1-2 0 5-7 - 100 40 - 80 (TE)
15 -45 (NL)
Felbamat 2-6 25 13-20 - 90 15 - 45 (TE)
Gabapentin 2-3 0 5-7 - 35-65 15-35
. 3-7(NL)
Lamotrigin 3 55 30 - 100 5-15 (TE)
Tiagabin 2 95 7-9 - 100 0,5-1
Topiramat 3-4 13-17 20 - 90 3-15
. 10 - 30 (NL)
Oxcarbazepin 4-5 40 8-10 - 100 10 - 45 (TE)
Levetiracetam 1-3 10 6-8 - 100 15-45 (NL)
Diazepam 2-5 95 20 - 40 300 - 450 75 - 100 0,5
Clobazam 1-4 90 20 10-30 90 0,1
Clonazepam 1-4 85 20-40 10-30 90 0,05

Ghi chii: NL 1a nguoi 16n; TE 1a tré em.

Valproat

Valproat duoc tong hop tir nam 1882 1a mét thude khang dong kinh
manh vai phé rong cé tac dung dbi véi moi loai con, dong kinh
toan bg, dong kinh cuc bo hodc dong kinh phtrc hop, va khong gay
ngt. Thube duge dung nap kha tét va khi sir dung lau dai khong
anh hudng to1 cac chltc nang nhan thuc.

Valproat dugc chi dinh trong cac truong hop: Bong kinh toan bd
nguyén phat (con 16n, con nho, con rung giat co), ddng kinh cuc bo
(bao gém ca dong kinh Bravais-Jackson), dong kinh phuc hop, hoi
chimg West, hoi chimg Lennox-Gastaut. Ngoai ra, c6 thé sir dung
dé phong co giat do st cao & tré em, rdi loan tac phong do dong
kinh, thoi tat (tic) & tré em, nac khong kim duoc.

Carbamazepin

Carbamazepin dugc tong hop nim 1961 c6 phd rong khang dong
kinh tir cac con cuc bd dén cac con toan bd hoa thir phat. Thude
duwoc chi dinh didu tri cac loai dong kinh cuc bd vi hiéu qua 1am
sang, duoc dung nap t6t va khong gay rdi loan chirc ning nhan thirc
khi str dung 1au dai. Thude khong duoc khuyén cao déi véi dong
kinh toan by nguyén phat vi c6 thé lam nang hon cac con vang ¥
thirc dién hinh va cac con rung giat co.

Ngoai ra c6 thé didu tri dau than kinh mit (dau day V) nguyén phat.
Trong tam than hoc c6 thé két hop diéu tri hung cam va du phong
loan than chu ky tai phat.

Phenytoin

Phenytoin dugc ding trong didu tri dong kinh tir nim 1938, ¢6 tac
dung khang ddong kinh tir cac con cuc bd dén céc con toan bd hoa
thir phat. Thudc khong c6 hiéu qua déi voi cac con ving y thirc
dién hinh va lai c6 thé lam cho céc con d6 nang 1én. Vi thudc o tac
d6ng an than nén ché phim dang tiém dwoc sir dung trong diéu tri
dong kinh lién tuc. Phenytoin dugc chi dinh diéu tri moi thé dong
kinh trir dong kinh con nhé. Thude con c6 tac dung chdng dau ddi
v6i dau day than kinh V. Ngoai ra ¢6 thé dung chdng loan nhip tim
trong nhip nhanh cép, bénh Bouveret, nhiém doc digitalis.
Phenobarbital

Phenobarbital 1a mot thubc khang dong kinh ¢b dién dwoc st dung
tir nam 1912 dé diéu tri dong kinh. Thudc ¢6 tac dung ddi véi tat ca
céc thé 1am sang ctia dong kinh trir cac con ving ¥ thirc cua dong
kinh con nhé. Do d6 dwoc chi dinh chii yéu déi voi dong kinh con
16n va cac con dong kinh cuc bd.

Hién nay do céc tic dung khong mong mudn cua thudc nén
phenobarbital khong dugce khuyén cao dung déu tién trong diéu
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tri dong kinh. Khi sir dung lau ngay, thudc c¢6 thé lam giam mirc
nhanh nhay cua tri tu¢ va kha nang tap trung chu y, gay bénh canh
dau loan dudng v.v.

Cic thudc khang dong kinh méi

Pay la nhitng duoc chit phan tir duge tong hop trong nira sau cta
thé ky XX va dugc st dung trong 1am sang nhimg nam gan day.
Thuét ngit “thudc khang dong kinh méi” néu 1én sy trong phan véi
cac thude khang dong kinh ¢b dién hodc thuong duge ding phd
bién tir trude toi nay. Piéu dang chi ¥ 1a cac loai thuéc méi nay
thuong duoc chi dinh d6i véi cac truong hop dong kinh khé chita
tri sau khi d3 dwoc dung cac thude khang dong kinh chu yéu, thir
yéu, hd trg hodc két hop khong dat hiéu qua. Do d6 can than trong
khi cho chi dinh cac thubc mai, ddc biét ddi voi cac truong hop
bénh nhi dudi 12 tudi.

Céc thudc khang dong kinh méi it giy tuong tac thuc hon cac
thudc cd dién, duoc dung nap tot hon va it anh hudng t6i cac chirc
nang nhan thirc. Tuy nhién véi gia thanh cao va cac phan tich tong
hop tir cac nghién ctru ngiu nhién dwoc kiém soat trén cac nhom
ddi tugng khac nhau con dang dugc tiép tuc tién hanh dic biét dbi
v6i dong kinh khé chita tri 1a nhitng diém thdy thudc diéu tri can
can nhic khi muén thay thé hodc loai bé hoan toan cac thude duoc
coi 1a kinh dién.

Oxcarbazepin

Oxcarbazepin c6 cong thirc hoa hoc gan giéng carbamazepin va
bi epoxid héa nhu carbamazepin do d6 duge dung nap tét hon va
chuyén hoa cua thubc khong bi anh huéng khi chirc ning gan bi
suy giam. Chit chuyén hoa dugc loai theo dudng than nén khi suy
than nang can phai giam liéu oxcarbazepin.

Oxcarbazepin duoc chi dinh gidng nhu carbamazepin va cac thude
khang dong kinh chii yéu khac, mit khic c6 thé thay thé hodc bd
sung oxcarbazepin vao carbamazepin. Vi phd tac dong khang dong
kinh hep nén thudc nay bi chdng chi dinh trong cac dong kinh
nguyén phat.

Gabapentin

Gabapentin 1a mot thude khang dong kinh c¢6 ciu truc hoa hoc rat
gin voi acid gamma aminobutyric (GABA) nhung thuc té thuc
nghiém va 1am sang cho thiy thudc nay khong c6 tac dong dén
thu thé GABA. Trong mét chimg muc niao do, gabapentin gidng
nhu valproat nhung khac phenytoin va carbamazepin. Ngoai ra
gabapentin khong bi chuyén hoa va dugc thai trir nguyén dang.
Thudc duge chi dinh ding don thun hodc két hop trong diéu tri
dong kinh cuc bd ¢ nguoi 16n va tré em trén 12 tudi. Pbi voi bénh
nhi tir 2 dén 12 tudi phai didu tri két hop. Thude khong dugc chi
dinh trong dong kinh toan bd nguyén phat vi c6 thé lam cho loai
con ving y thirc trd nén ning hon.

Levetiracetam

Levetiracetam dugc nghién ciru tir nam 1980 va dugc ding két hop
didu tri dong kinh tir nam 1991. Day 1a mot dan xut cta pyrolidon,
dugc hap thu nhanh va it gan vdi protein huyét twong. Co ché tac
dong hién chua duge 16 nhung duong nhu khong gidng co ché tac
dong ciia cac thube khang dong kinh thong dung khac.
Levetiracetam c6 tac dung d6i v6i moi thé dong kinh cuc bd va céd
thé ¢6 hiéu qua déi véi mot sb hoi chimg dong kinh toan bg, dac
biét 1a cac thé c6 rung giat co. Thude thuong dugce chi dinh trong
cac truong hop dong kinh cuc bd khang tri & nguoi 1on. Khi dung
hd tro dbi véi dong kinh cuc bd c6 hoac khong co toan bd hoa
thir phét ciing nhu ding trong don tri li¢u, thuéc da cho thay co
hiéu qua va an toan. Levetiracetam c6 rat it tac dung thir phat, tuy
nhién & ngudi cao tudi cAn phai giam lidu vi do thanh thai thuong
thap hon binh thuong. Thube khong c6 biéu hién tuong tac véi cac

thudc khang dong kinh khac trir khi lwong phenytoin gan t&i mirc
bao hoa.

Vigabatrin

Vigabatrin 14 chit gamma-vinyl cua acid gamma aminobutyric,
mot chat trc ché khong hdi phuc cia GABA-tranaminase va do d6
lam tang ham lugng GABA trong ndo, chat trung gian than kinh tic
ché chinh cua hé than kinh trung wong.

Thudc duoc chi dinh wu tién diéu tri hoi chuing West khi str dung
mdt thude. Pbi voi dong kinh cuc bo, ¢ thé két hop véi vigabatrin
khi cac thube diéu tri khac khong mang lai hi¢u qua. Thudc bi
chéng chi dinh trong dong kinh nguyén phat c6 cac con ving y
thirc dién hinh va rung giat co. N6i chung vigabatrin duoc dung
nap t6t. Bat tién chu yéu 1a co thé gay hep thi truong dong tim &
30 - 50% ngudi bénh, do d6 chi nén cho dung “khi tuyét ddi can
thiét sau khi cac diéu tri két hop khac khong du hodc khong duoc
dung nap”.

Felbamat

Felbamat dugc téng hop tir ho carbamat 1a mot chét e ché men
manh, duoc hap thu nhanh va tinh sinh kha dung cao. Tuy c6 nhiéu
co ché tac dong va hiéu qua doéi khi kha cao nhung thube duoc
dung nap ¢ muc trung binh va c6 dnh hudng téi cac chiic nang
nhan thirc. Van dé 16n nhét 1a kha ning gdy viém gan manh va
gdy bt san tiy c6 thé dan dén tir vong. O nudc ngoai, chi dinh
hop phép hién nay danh cho ngudi bénh méc hoi chimg Lennox -
Gastaut khang tri.

Lamotrigin

Lamotrigin 1a mot phenyltriazin c6 phd tac dong khang dong kinh
rong bao g6m ¢4 céc con cuc bd va con toan bd. Do d6 thude duge
chi dinh d6i vei dong kinh toan thé hodc cuc bd & nguoi 16n va tré
em trén 12 tudi trong don tri liéu hodc Két hop. O bénh nhi duéi 12
tudi, c6 thé cho diéu tri két hop véi lamotrigin néu thudc ding ban
dau chua dat hiéu qua.

Tiagabin

Tiagabin 12 mot chét wc ché dac hiéu tai hip thu GABA & khép
than kinh, té bao than kinh va té bao than kinh dém. Thude dugc
hap thu nhanh, chuyén hoéa manh va 95% dugc gin véi protein
huyét trong.

Thude duoe ding két hop, bd sung trong dong kinh cuc bo & ngudi
16n.

Topiramat

Topiramat 12 mot thudc khang dong kinh phd rong dwoc chi dinh
trong diéu tri két hop, bd sung ddi v6i dong kinh cuc bd & nguoi
16n va tré em trén 4 tudi ciing nhu trong cac dong kinh ¢ con toan
bo co giat khang tri.

Thubc 6 tac ddng an than, gy rdi loan tap trung va ngdn ngi, bién
dbi tac phong; mat khac gdy chan in, giam thé trong va dic biét c6
nguy co cao gay soi than, glocdm goc hep thu phat.

Fosphenytoin

Fosphenytoin 1 mot este ciia phenytoin va chuyén thanh phenytoin
trong co thé. 750 mg fosphenytoin twong duong véi 500 mg
phenytoin. Thubc duoc dung dudi dang thudc tiém bép hodc tinh
mach do d6 c6 thé su dung trong diéu tri dong kinh lién tuc va du
phong cic con dong kinh lién tiép sau chdn thuong hodc sau phau
thuat than kinh.

Cic thude hd trg khing dong kinh

Day la cac thude thuong duoc dung b sung, két hop hoic thay thé
khi diéu tri bang cac thudc khang dong kinh chi yéu chua dat hiéu
qua mong mudn.
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Benzodiazepin

Pay la nhiing thudc tac dong tam tri nhung dac biét lai c6 tac dung
khang dong kinh manh va nhanh ddi v&i moi loai con. Mt bt tién
1a tuy c6 hiéu lyc tirc thoi nhung khi ngudi bénh da quen thube thi
con ddng kinh dé tai phat mot d6i 1an trong vong sau thang dau, co
khi ngay tir tudn thtr hai. Do d6 khi ting lidu thudc c6 thé d& dan
dén su xuét hién cac dau hidu ciia doc tinh, mat khac khi ngimg
thudc c6 thé xay ra hoi chung cai thudc v6i sy xudt hién ctia nhiéu
con dong kinh.

C6 nim din xuét thuong dung la diazepam, clonazepam,
nitrazepam, clobazam va clorazepam.

Diazepam va clonazepam dugc dung dudng tinh mach trong diéu
tri cfip ctru cac con dong kinh lién tiép hodc dong kinh lién tuc
(trang thai dong kinh). Riéng diazepam co thé ding duong hau
mon dé dy phong va diéu trj co giat do sét cao kéo dai.

Clobazam va nitrazepam co thé duogc st dung diéu tri hd tro dbi
v6i mot sé thé dong kinh khang tri hodc trong mét sb truong hop
nhu: didu tri timg dot ngén ngay mot vai thé dong kinh cudng phat
vao chu ky kinh, diéu trj mot vai thé dong kinh xay ra khi nga dém.

Mot s6 thude khac

Ethosuximid co6 tac dung dic hiéu d6i voi cac con ving y thirc dién
hinh va ciing c6 thé dung diéu tri cac con ving y thic khong dién
hinh va cac con rung giat co.

Primidon 13 loai thuéc chuyén hoa trong co thé thanh phenobar-
bital do d6 kho phan biét dic tinh riéng ciia thudc nay so voi
phenobarbital.

Pheneturid 13 loai thudc phbi hop phenobarbital véi phenytoin
theo nhing liéu nhat dinh do d6 ¢6 thé ké don bao ché theo y 1énh
cuia thiy thube diéu tri.

Mot sé thube méi nhu Ativan (lorazepam dang tiém), zonisamid,
losigamon, stiripentol, remacemid, ralitolin, pregabalin va nhiéu
phan tr m&i nira hién dang duoc tiép tuc nghién ctru trén thé giéi.

Twong tac thudc va tic dung khong mong mudn cia thude
khang dong kinh

C6 rat nhiéu twong tac giira cac thuc khang dong kinh 1 hau qua
cta sir dung nhiéu loai thudc (da tri lidu). Cac tuong tac d6 thudng
hay gap dbi voi cac thube khang dong kinh kinh dién hon la cac
phan tir m&i. Noi chung, cin chu ¥ t6i tac dong cam ng men cia
phenobarbital, phenytoin, primidon va carbamazepin cling nhu tac
dong e ché men cuia valproat va felbamat.

Cung v6i céc tac dung tich cuc chu yéu 1a cit duge con 1am sang,
cic thude khang dong kinh déu c6 mot sé tac dung khéng mong
mubn nhét dinh. Cac tic dung do6 co thé lién quan dén cac phan
tmg dic tng, lidu lugng thude, thoi gian dung thude va thé trang
nguoi bénh.

Céc phan ting ddc tng c6 thé xay ra cap tinh, bit ngd, khong
phu thudc vao lidu luong thude, anh hudng tdi tién lugng sinh
mang cta ngudi bénh nén can phai ngimg sir dung. Dbi voi cac
thubc kinh dién (nhu phenytoin, carbamazepin, phenobarbital) va
lamotrigin (khi dung kém valproat), thuong gap céac hoi cht'mg
qué man gay sot, phat ban ngoal da, dau khép, sung hach va néu
khong ngimg thude, co thé tién trién sang suy gan - than hodc hoi
chimg Stevens-Johnson hay hoi chung Lyell. Céc phan Urng nang
khac bao gdm viém gan mién dich - di tmg (d6i voi felbamat,
phenytoin, carbamazepin, valproat) va bat san tily khong hoi phuc
(v6i felbamat, carbamazepln) O mot sb ngu’m bénh di c6 tién sir
loan thin, vigabatrin ¢6 thé gdy loan than cdp tinh. R4t hiém gap
viém tuy do valproat ciing nhu giam tiéu cau thuong khong r trigu
chirng. Topiramat ciing c6 khi gay glocom goc hep thir phat.

Céc phan (g khong dic tng, tily thudc vao liéu luong thude va thoi
gian str dung, co thé xuét hién sém, mudn hoic lang 1&. Cac thude
da biét nhu phenobarbital, phenytoin, primidon, benzodiazepin
thuong anh huong téi chirc nang nhan thuc va kha nang rén tap.
Phenytoin c6 thé gay teo tiéu ndo. Vigabatrin dung lau dai c6 thé
gdy hep thi truong dong tam.

Ngoai ra mét sé tac dung khéng mong muébn khéc tiry thude vao
lidu lugng va thoi gian sir dung bao gdm: Hoi chimg tién dinh
- tiéu ndo khi qua liéu phenytoin hodc khi ting qué nhanh lidu
carbamazepin; ha natri huyét do oxcarbazepin; bénh nao 1a 1an
do tiagabin; thém &n nhidu do valproat va vigabatrin; chan an do
felbamat va topiramat; anh huéng t6i thim my khi diéu tri 1au dai
(phenytoin va phenobarbital); dau khdp mudn do phenobarbital.

Mot s6 van dé lién quan dén diéu tri

Thoi ky mang thai

Twong tic gitra thai nghén va dong kinh 1a mot van dé phrc tap va
duwoc ban luan nhiéu. O phu nit ¢6 thai, ngudi ta nhan théy 1/4 sb
truong hop, tin sb con dong kinh c¢6 xu huéng ting 1én lic dau, lac
cudi thai ky va ngay sau khi sinh con. Ngoai cac nguy co déi véi
thai phu, cac con dong kinh c¢6 thé gay thiéu oxy nhat thoi cho thai
nhi va gay dé non.

O ngudi phu nir dong kinh c6 thai khi dang diéu tri, c6 thé xem xét
sir dung liéu thudc t6i thiéu dé ngira con dong kinh bang cach néu
6 thé s& chuyén da tri liéu sang don tri liéu va nén cho dung loai
thude giai phong kéo dai, theo ddi ndng d huyét twong ciia thude.
Mit khéc c6 thé ting s6 1an uéng thudc trong ngay. Néu gia dinh co
tién sir gai doi cot sdng, nén tranh ding valproat va carbamazepin.
Ngudi bénh ciing nén dung b sung acid folic khoang hai thang
trude khi thu thai, mdi ngay 10 mg. Dé d& phong hoi chimg chay
méau & tré em so sinh bi phoi nhidm véi cac thube gdy cam tng
men (phenobarbital, phenytoin, carbamazepin, primidon) c6 thé
cho thém mdi ngdy 10 mg vitamin K bit diu tir tuan thu thai thir
36. Pong thoi phai cho dung déu din thudc khang dong kinh cho
td1 ngay sinh con.

Thoi ky cho con bu

Céc thube khang dong kinh noéi chung déu duge phan b vao sita
me, tuy nhién ndng d6 thudc thuong thip hon so véi nong do thude
trong huyét trong nguoi me. Nhu vy tré nho bu sita me dugc cho
1a an toan dbi voi cac thude khang dong kinh khi nguoi me ding
lidu thong thuong. Céac thudc nhu carbamazepin, ethosuximid,
phenytoin, valproat thuong c¢6 thé ding khi phu nit cho con bi.
Cén than trong dbi voi phenobarbital va primidon vi cac tic dung
khong mong mudn. Hién chua c6 nhidu tai lidu vé cac thude khang
dong kinh moi lién quan dén véan dé tré b sira me.

Gidm liéu thuéc va ngirng diéu tri

Diéu tri dong kinh thoi gian lau dai can dugc lugng gia dinh ky.
Khi nguoi bénh dugce 6n dinh da lau, c6 thé xem xét giam bét so
lugng cac thude phdi hop trong da tri liéu. Thong thudng trudc tién
¢6 thé giam hodc bod bot loai thube ¢ hiéu lyc thap nhit, nhét 1a
khi dang két hop trén hai loai khang df)ng kinh. Pidu quan trong 1a
viéc thay dbi liéu luorng thudc phai hét strc than trong, timg budc
va kéo dai trong nhiéu tuan.

Déi véi truong hop nguoi bénh da khong c6 con dong kinh tr 2 - 5
nam, c6 thé can nhic viéc giam dan rdi ngimg didu tri. Viéc giam
dan lidu co thé kéo dai tir 6 dén 18 thang, dong thoi vai viée tiép
tuc theo doi 1am sang va hinh anh dién nao.

Két luin

Tiéu chuén chu yéu cua hi¢u qua diu tri 12 kiém soat duoc t6i vu
céc con dong kinh. Trén nguyén tic, thay thudc diéu tri phai theo
ddi dién bién 1am sang trong qua trinh ngudi bénh duge ding thude
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khang dong kinh. Ngoai viéc kiém tra 1am sang va dién ndo dd, can
theo doi thuong quy cac xét nghiém sinh hoc, dac biét chu y tdi cac
thong s gan, than va céc chi sb huyét hoc. O mét s6 trung tam y té
chuyén khoa c6 trang thiét bi pht hop, c6 thé tién hanh dinh lwong
thudc khang dong kinh trong huyét twong vai tudn sau khi bt dau
ding thubc va sau d6 mdi nam tir 1 - 2 lan.

SU DUNG HQP LY THUOC KHANG HIV
CHO NGUOI BENH HIV/AIDS

Tir khi dua cac thube chdng retrovirus (ARV) vao diéu tri ngudi
bénh nhiém HIV ty 1é séng s6t d3 duoc cai thién nhidu, ty 1€ méc
céc nhiém khuén co hi giam & ngudi bi bénh AIDS. Nguoi dugce
diéu tri ARV va duoc cham soc duy tri diéu tri c6 thé séng nhiéu
nam nhu mot bénh man tinh, nhung khong khoi bénh. Muc dich
diéu tri 12 1am e ché sy nhan 1én cua virus trong mau, tao phuc hoi
hé théng mién dich, cai thién chat lugng séng.

C6 nhiéu loai thudc ARV tin cong virus bang nhiéu duong khac
nhau. Vi ly do do, diéu tri ngay nay bao gio cling phdi hop nhiéu
thudc. Cac thudc duge dung phd bién nhat gdbm 3 loai: Cac thude
nucleosid trc ché enzym sao chép nguoc (NRTI), cac thube khong
phéi nucleosid e ché enzym sao chép ngugc (NNRTI) va cac
thudc e ché protease. Mot loai thudc méi - thude e ché duong
vao (entry inhibitors) - ngan can HIV vao té bao T la diéu toi quan
trong dé duy tri dap ung mién dich ctia nguoi bénh. Tat ca cac
thudc chdng retrovirus déu cé tac dung khong mong mudn khac
nhau va anh huong dén cach dung thubc thé nao va nguoi bénh
uong thudc nhu the nao.

Van @& khang thudc rat quan trong. Khi sé lugng virus rit cao
trong mau, nhu luc bét dau diéu tri doi hoi phai tuén thu ding thude
déu. Néu quén uéng mét vai lidu o giai doan nay, nguy co phit trién
virus khang thudc cao hon rat nhiéu so véi sau 6 thang diéu trj déu.
Dé ngan phat trién virus khang thudc, doi hoi phai tuan thu dung
thude it nhat & mirc 95% trong thoi gian diéu tri va dac biét trong
6 thang dau. Piéu nay rat khé thyuc hién. Khi bi khang thube, phac
dd diéu tri bac 1 khong con tac dung, ngudi bénh bit dau bi nhiém
khuan co héi va truyén virus khang thudc sang nguoi khac. Liic d6
phai thay sang phac d6 bac 2 (hang 2) dét tién hon nhiéu va c6 cac
tac dung khong mong mudn khéac phac dd trude.

Khi nao bit dau liéu phap ARV & ngudi 16n va thiéu nién: Sau khi
dugce x4c dinh chin doén (theo Viét Nam): Mau huyét thanh duong
tinh ca 3 14n v6i 3 loai sinh pham khéac nhau. Té chirc Y té thé giéi
(WHO) nhin manh tdm quan trong ding cac théng sb 1am sang dé
quyét dinh khi nao thi bit du cho diéu tri. Tuy vay, phan loai 1am
sang dé quyét dinh bit ddu diéu trj va giam sat liéu phap ART duoc
t6t hon néu co thém thong tin vé s6 lugng té bao CD , lac bat dau
va sau nay diéu tri.

Chan doén va diéu tri HIV/AIDS duoc thuc hién theo Hudng dan
chan dodn va diéu tri HIV/AIDS (Ban hanh kém theo Quyét dinh
56 3003/0D-BYT ngay 19/8/2009 ciia Bé trirdng B Y té) va Quyét
dinh s6 4139/QD-BYT ngay 02/11/2011 cua Bo truong Bo Y té vé
viée stra d6i, bd sung mot s6 ndi dung trong “Hudng dan chian doan
va diéu trj HIV/AIDS” ban hanh kém theo Quyét dinh s§ 3003/
QD-BYT ngay 19/8/2009 ciia B trudng Bo Y té.

Chuyén dé Sir dung hop 1y thuc khang HIV cho ngudi bénh HIV/
AIDS trong Dugc thu qudc gia Viét Nam duoc bién soan ngin gon
dua trén cac huéng dan chuyén mén ciia B6 Y té, voi mong mubn
gitip thay thudc va can bo y té co tai liéu tham khao trong cong tac
sir dung céc thude khang HIV cho ngudi bénh HIV/AIDS.

A. PIEU TRI CHO NGUOI LON NHIEM HIV

L. PIEU TRI BANG THUOC KHANG HIV (Diéu tri ARV)

1. Cac nhom thuéc ARYV duwgec sir dung tai Viét Nam

Nhém uc ché enzym sao chép nguoc nucleosid va nucleotid
(NRTI). )

Nhoém e ché enzym sao chép nguoc khong phai la nucleosid
(NNRTI).

Nhom tic ché enzym protease (PI).

1.1. Nhom e ché enzym sao chép ngwoc nucleosid va nucleotid
(NRTT)

Abacavir (ABC) Zidovudin (AZT)
Didanosin (ddI) Stavudin (d4T)
Lamivudin (3TC)  Tenofovir (TDF)

1.2. Thudc tre ché enzym sao chép ngugc non-nucleosid (NNRTT)

Efavirenz (EFV)

Nevirapin (NVP)
1.3. Thudc trc ché protease (PI)

Atazanavir + Ritonavir (ATV/r)

Lopinavir/Ritonavir (LPV/r)

Ritonavir (RTV)
Cic loai thudc ARV khéong nén két hop v6i nhau
Khong nén két hop d4T véi AZT (vi ¢6 hién tugng déi khang),
hodc d4T két hop vai ddI (dinanosin), hodc ddI voi dde (zalcitabin)
hodc d4T vai ddc hoac dde véi 3TC (lamivudin) vi s€ 1am tang doc
tinh cua thudc va gy nhidu phan Gng phu.
Khi ding 3 loai thuéc ARV:
Khong nén két hop cac thudc tenofovir voi lamivudin va véi
abacavir, hoac tenofovir vdi lamivudin va véi didanosin vi lam
xuét hién ching d6t bién khang thubc K65R va lam diéu tri that bai
vi trc ché virus rat sém va ty 1& that bai rat cao.
Khéng két hop tenofovir véi didanosin va bét ky loai thube we ché
enzym sao chép nguoc khong thudc nhom nucleosid (NNRTI) vi
¢6 ty 18 cao thit bai e ché HIV.
Thude ddI nén dung cho phac do diéu tri thu 2.
Khong két hop nelfinavir véi ritonavir.
Xem huwéng dan chi tiét vé sik dung cdc thuée ARV trong cdc chuyén
lugn riéng.
2. Tiéu chuin bit diu diéu tri ARV
Nguoi nhim HIV ¢6 sb luong t& bao TCD4 < 350 té bao/mm’
khong phu thudc giai doan 1am sang hoac
Ngudi nhidm HIV & giai doan 1am sang 3, 4, khong phu thudc sb
lwong té bao TCDA.
3. Céac phac dd diéu tri ARV bac mjt
3.1. Phéc dd chinh
TDF + 3TC + EFV hodc TDF + 3TC + NVP
Chi dinh: Str dung mét trong hai phac dd nay cho tit ca cac ngudi
bénh bit dau diéu tri ARV.
3.1.1. Phic dé TDF + 3TC + EFV
Liéu luong va cach st dung:
TDF: Liéu lugng 300 mg udng 1 lan/ngay.
3TC: Liéu lugng 300 mg udng 1 lan/ngay.
EFV: Liéu lugng 600 mg ubng 1 1dn/ngay vao budi tdi.
Xét nghiém creatinin/dg thanh thai creatinin trudc khi didu trj va
dinh ky 6 thang/lan. Diéu chinh liéu khi ngudi bénh ¢ suy than,
cu thé nhu sau:

Bdng 1. Bé thanh thdi creatinin va liéu TDF

D¢ thanh thai creatinin va liéu TDF
> 50 30-49 10-29 <10
ml/phut ml/phut ml/phut ml/phut
s A Coa g 3-4nga N .
N%ay uong Hxal ngay uong 1 uéng 1 léngl}:/ién Kh9ng co
1lan 1 vién | lan 1 vién TDF TDF 300 m chi dinh
TDF 300 mg 300 mg (tvAn 2 Vi&ﬁ didu tri
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3.1.2. Phic dé TDF + 3TC + NVP

Liéu lwong va cach sir dung:

TDF: Lidu luong 300 mg uéng 1 lan/ngay.

3TC: Liéu luong 300 mg 1 1dn/ngay.

NVP: Lidu luong 200 mg x 1 1in/ngay trong 2 tudn, sau do ting
1én 2 lan/ngay.

Ubdng thube cach nhau 12 gidy, ¢6 thé udng thude lac d6i hodc luc no.
Xét nghiém ALT trude diéu tri, sau 1 thang va sau d6 6 thang/lan.
Théan trong khi str dung NVP trén nguoi bénh c6 ATL > 2,5 lan tri
s6 binh thudng, ngudi bénh diéu tri lao phac d6 ¢6 rifampicin, phu
nit c6 CD4 > 250 té bao/mm’.

Xét nghiém creatinin/dg thanh thai creatinin trudc khi diéu trj va
dinh ky 6 thang/1 1an va diéu chinh liéu khi nguoi bénh c6 suy than
(nhur trén).

3.2. Phac do thay thé

AZT + 3TC + EFV hoac AZT + 3TC + NVP

Chi dinh: Str dung mot trong hai phac d6 nay khi ngudi bénh c6
chéng chi dinh véi TDF.

3.2.1. Phdc 46 AZT + 3TC + EFV

Liéu luong va cach sir dung:

AZT: Lidu luong 300 mg, 2 lan/ngay.

3TC: Liéu luong 150 mg, 2 1in/ngay.

EFV: Liéu lugng 600 mg, 1 1an/ngay vao bubi tbi.

Ubng AZT + 3TC cach nhau 12 gid, EFV vao bubi tdi. Khong ding
EFV cing thirc dn c6 nhidu chét béo.

Xét nghiém Hgb trude diéu tri, sau 1 thang va sau d6 6 thang/lan
hoic khi nghi ngd ¢6 thiéu mau.

Khong bét dau didu trj phac dd nay cho ngudi bénh khi Hgb < 80
g/lit va/hodc phu nit ¢6 thai trong 3 thang dau. Khong dung EFV
cho ngudi bénh tdm than (hién tai hodc tién su).

3.2.2. Phdc d6 AZT + 3TC + NVP

Liéu lwong va cach sir dung:

AZT: Liéu lugng 300 mg 2 lan/ngay.

3TC: Liéu lwvong 150 mg 2 1an/ngay.

NVP: Lidu lugng 200 mg 1 1an/ngay, trong 2 tudn, sau do tang 1én
2 1an/ngay.

Ubng AZT + 3TC cach nhau 12 gid, c6 thé ubng lac doi hodc lic
no.

Xét nghiém ALT trude diéu tri, sau 1 thang va sau d6 6 thang/lan.
Théan trong khi str dung NVP trén nguoi bénh c6 ATL > 2,5 1an tri
s6 binh thuong, ngudi bénh diéu trj lao phac dd c6 rifampicin, phu
nit c6 CD4 > 250 té bao/mm’.

Xét nghiém creatinin/d) thanh thai creatinin trudc khi diéu trj va
dinh ky 6 thang/1 1an va diéu chinh liéu khi nguoi bénh co suy than
(nhu trén).

4. Tac dung khong mong mudn (ADR) cua cac thudc ARV va
Xt tri
Phan loai murc d6 tac dung khéng mong mubn ciia cac thudec ARV
va xu tri (xem trong cac chuyén luan riéng).
4.1. Tic dung khéng mong mudn nhe ciia thuéc ARV:
Xuét hién sém va c6 thé tu khoi.

Bang 2. Nhiing tac dung khong mong muon nhe

cuia cac thuoc ARV va xu tri

Cac triéu chirng Xir tri
Budn non Nén udng thudc cing vai thire in.
Tiéu chay Bu nuégce va dién giai. Co thé s dung
loperamid.
Pau diu Dxung Raracqtamol. Néu lién tuc trong 2 tuan
can kham lai.
Mt méi Thuong chi kéo dai 4 - 6 tun, néu lau hon
€t mo1 A = . .
; can tham kham lai.

Khoé chiu & bung | Néu xut hién lién tuc cdn kham lai.

Didu tri bang thudc khang histamin. Néu

NOi man nhe nang, xem xét kha nang c¢6 phan tmg qua man

voi thude.
Budn ngi Ubng thude trude khi di ngi.
C6 thé dung thudc hd tro. Né_u nguoi bénh
L mat ngu nhiéu do EFV, co thé chuyén EFV
Mat ngu f 2. . o Ao
sang uong budi sang nhung khéng nén sur
dung may moéc hodc 14i xe.
Ac mong, Thuong xdy ra khi ubng EFV va kéo dai
chong mat khéng qué 3 tuan.

4.2. Xir tri mot s6 tac dung khong mong muén chii yéu trong

diéu tri ARV bic 1

4.2.1. Thiéu mau do AZT

Thiéu méu thudng xay ra trong 4 - 6 tuan dﬁu, su dung AZT.

Can loai trir cac nguyén nhan khac gay ra thiéu mau hoac suy tuy.
Bang 3. Xac dinh mirc do thiéu méu va xir tri

Mic dd | Hgb (g/lit) Xi tri
Murc do 1 30 - 94 Tiép tuc dung AZT. )
(Nhe) BO sung vi chﬁt: Yitamin B,,, vién sit,
acid folic, tw van vé ché do an.
Muc do 2 Xét nghiém cong thirc mau lai sau 1, 3
(Truné 70 - 79 thang. Néu tinh trang nguoi bénh 6n dinh
binh) hodc cai thién thi tiép tuc ding AZT va tu
van vé khau phan an thich hop.
Mirc d6 3 65.6o | Thay AZT bing d4T hogc TDF sau khi
(Néng) loai trir cac nguyén nhan khéc c6 the gay
L thiéu mau hoic suy tuy.
ML{C do 4 Truyén khéi hdng cdu hoic mau toan
(Nangde | pop 65 |phan. L
doa tinh B0 sung vi chét, vitamin B, ,, vién sit, acid
mang) folic.

4.2.2. Phat ban do NVP

Thuong xay ra trong 2 - 8 tuan dau diéu tri.

Theo ddi ngudi bénh chit ché va danh gia mirc do phat ban. Tu van

cho ngudi bénh dén tai kham ngay khi phat ban nang 1én, hoic phat

ban kém theo tri¢u chiing toan than nhu s6t, mét moi,...

Diéu tri triéu chimg, sir dung khang histamin hoc steroid tiy mirc

d6 va theo ddi chit ché dién bién 1am sang va xét nghiém ALT.
Bang 4: Xur tri vé diéu tri ARV theo mirc do phat ban

Mikc d Biéu hién Xir tri
o Ban d6, khong Tiép tuc N\{P, ¢6 thé tri hodn
M d6 1 keém theo cac viée tang lieu NVP thém vai
(Nhe) triéu chimg khac ngay dén khi tinh trang phat
. ban duoc cai thién (chu y khong
Mirc d6 2 Bafl san lan t’(")a nén sir dung NVP 200 mg/ngay
(Trung b.inh) lliﬁ?)ckz(l)lnt%u’t réc da | qud 3 tuan).
Ngimg dung ngay NVP. Tiép
tuc udng 2 thude con lai trong
7 ngay sau d6 thay NVP bang
Ban do todn than | ¥V néu phat ban da cai thién
hodc bong nudc ho,z_ic
Murc do 3 h; . hodic Néu sau 7 ngay phat ban
(Nang) | P TP O chua cai thign hoan toan, nén
troe da ot ngimg tiép 2 thudc con lai.
Khi ngudi bénh hdi phuc,
thay NVP bang EFV va tiép
tuc ding hai thudc con lai.
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Tén thuong ca | Ngung toan bo cac thudc, Nhiém doc ning dai
@ 3 c4c | nhap vién hodc chuyén tuyén dang h¢ than kinh 5
niém mac va cac | Mhap vien hog yen tuyen. trung wong. Thay EFV biang NVP hodc TDF
Mirc 6 4 | hdc tw nhién, hi | Chi diéu tri ARV lai khi C6 the giio chi | hodc LPV/r.
(Nang de doa | chimg ~ Steven- nguoi bénh hoan Foan hoi toofrtnz n%’ap chung vu
tinh mang) | Johnson. ban d6 | phuc. Thay NVP bang EFV PR
’ hodic TDF hodc LPV/r EFV Tuong tr nhu doi véi NVP.
da dang : : ’ Phat ban, ngd doc gan | Muc d6 3, 4: thay EFV bang
_ TDF hoac LPV/r.
4.2.3. Nhiém doc gan do N VP‘ Khong st dung EFV trong 3
Xét nghiém ALT truée khi diéu tri. Xét nghiém HBsAg va anti Gay di dang thai & | thangdau.

HCV néu c6 diéu kién.

Céc biéu hién: ALT tang cao, co thé kém hodc khong kém theo cac
triéu chirng 1am sang nhu phat ban, s6t, kho chiu, non, budn nén,
hoang dan, dau bung. Hay gip nhét sau khi diéu tri ARV duogc vai
tuan dén vai thang,

Nguy co nhiém doc gan cao & (1) phu nit mang thai c6 CD4 > 250
té bao/mm3, (2) ngudi bénh co ALT trude diéu tri cao, (3) nguoi
bénh ddng nhidm HIV va viém gan B hodc C va (4) ngudi bénh lao
dang diéu tri bang phéac dd c6 rifampicin.

Theo di chit ch& chirc nang gan dbi voi ngudi bénh sir dung NVP,
dic biét 1a d6i v6i nguoi bénh co yéu td nguy co noi trén.

Bang 5. Xur tri diéu tri ARV theo mirc @6 ALT

Miic do ALT X tri

Tang 1,25 - 2,50 1an

Mirc @6 1
(Nhe)

so véi binh thuong

Muc do 2
(Trung binh)

Ting 2,5 - 5 l4n so
binh thuong

Tiép tuc sir dung NVP.
Theo doi chat ché ALT
2 tuan/lan.

Mic d6 3
(Néng)

Tang 5 - 10 lan so
binh thuong

NGUNG ngay NVP. Tiép
tuc uéng 2 thudc con lai
trong 7 ngay sau do thay
NVP bang EFV néu ALT
da cai thién hoac

Néu nhu ALT vén chua
cai thién thi ngumg tiép
2 thude con lai. Chi diu
tri lai ARV va thay NVP
bang EFV khi ALT d4 cai
thién.

Muc do 4
(Nang de doa
tinh mang)

Tang > 10 lan so
binh thuong

Két hop chat ché giita
ALT va lam sang dé co
quyét dinh phi hop.

C6 thé nglmg toan bo cac
thube, nhdp vién hodc
chuyén tuyén. Tuy timg
trueong hop 6 thé bit dau
diéu tri lai ARV va thay
NVP bing EFV, hoic
TDF hoac LPV/r.

4.2.4. Cac tac dung khong mong muén khdc va xi tri

Bdng 6. Cdc tdc dung khéng mong muon khac va xir tri

Thubc Poc tinh, Xik tri
ARV ADR hay gap
A o Giam lidu khi c6 suy than. Thay
TDF ?ﬁﬁ “Eﬁgf‘ ﬁigﬁ o, | TDF bing AZT hoic ABC.
1 hrong | Tranh st dung cho PNMT va
phat trién xuong tré em

(xem phén st dung ARV cho

phu nit mang thai
phu nit mang thai).

5. That bai diu tri ARV va cdc phac db bac hai
5.1. Theo déi két qua trong 6 thang diu didu tri
Céc thang dau cua liéu phap ARV c6 tinh quyét dinh. Cai thién 1am
sang va sinh hoc khong phai bao gio ciing rd va co thé xuét hién
nhiém doc. Uc ché virus nhan 1én va phuc hoi mién dich phai c¢6
thoi gian. Tang can ciing khong phai c6 ngay, nhat 1a nhimg nguoi
gly nhiéu do nhidm khuédn co hoi. Khi chua thiy c6 cai thién rd lac
dau diéu tri AVR khong c6 nghia 1a c6 dap tng x4u dbi voi didu
tri. Khi chtic ning mién dich phuc hoi, tinh trang bénh co thé nang
1én (thi du bénh lao lai phét trién), khong phai do diéu trj that bai
ma 1 hé¢ mién dich dugc phuc hoi. Hoi chimg viém do phuc hoi
mién dich (Hoi ching IRIS: Immune reconstitution inflammatory
syndrome).
5.2. Nhiém ddc sé'm cia liéu phap ARV
Nhiém déc do ding phac dd bac 1 ¢6 thé xép thanh 2 loai: Nhidm
doc sau vai tudn hodc thang va nhiém doc mudn hon. Nhiém doc
som hay gap va c6 tiém ning ning gom c6 man cam véi cac thude
NNRTI (EFV va NVP) théng thuong xuit hién trong vai tudn dau
diéu tri. Néu khong duoc phat hién sém, co thé gay tir vong (xem
thém trong chuyén luén riéng).
5.3. Danh gia thét bai diéu tri
Phai hét strc than trong khi danh gia that bai diéu tri: Qua sém hodc
qua mudn déu anh hudéng dén tién luong bénh.
Chi xem xét thit bai didu tri khi ngudi bénh da udng ARV dang
phac d6 3 thudc trong it nhat 6 thang, nguoi bénh tudn thu tét. Cac
biéu hién xuat hién trong vong 6 thang sau khi bat dau diéu tri ARV
thuong 1 nhidm tring co hoi, hoi ching viém phuc hdi mién dich
hoic céc tac dung khéng mong mudn cua thude.
Tiéu chuén danh gia thit bai diéu tri:

Bdng 7. Tiéu chudn danh gid that bai diéu tri ARV

Xuét hién mai hodc tai phat cac bénh 1y giai
doan 1am sang 4 sau diéu tri it nhat 6 thang®®.

Thit bai vé lam
sang

CD4 giam xudng bang hodc duéi mirc CD4
ban dau trude diéu tri, hodc

Thit bai vé mién | CD4 giam dudi mot nira so véi mirc CD4 cao

dich hoc® nhét dat duoc (néu biét gia tri nay), hodc
CD4 duéi 100 té bao/mm® mau lién tuc trong
1 nam lién khong tang.
Thét bai vé virus | . . . N
hoct Tai lugng virus do dugc trén 5 000 phién ban/ml.
Ghi chu:

® Mot s6 bénh Iy giai doan 1am sang 4 nhu lao hach, lao mang
phéi, nAm candida thyc quan, viém phdi tai phat khong duge coi 1a
chi diém thét bai diéu trj. Didu tri cac bénh 1y nay, néu nguodi bénh
dap ung tt, tiép tuc phac dd bac 1.

® Mot s6 bénh 1y giai doan 14m sang 3 (nhu lao phdi, nhidm vi
khuén nang) c6 thé 1a chi diém cua thit bai didu trj. Lao xuét hién
sau 6 thang didu tri ARV duoc coi la thit bai diéu tri khi di kém véi
that bai v& mién dich hoc hoic that bai vé virus hoc. Néu khong
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thuc hién dugc cac xét nghiém nay, xem xét that bai diéu tri néu
nguoi bénh co cac bénh 1y khac thude giai doan 1am sang 3, 4 hoac
nguoi bénh bi lao lan toa.

© Cac bénh 1y kém theo thudong lam giam tam thoi sé CD4; diéu
tri cac bénh ly nay trude, lam xét nghiém CD4 khi tinh trang nguoi
bénh da 6n dinh.

@ Po tai lwong virus 1a xét nghiém chinh xac nhit dé khing dinh
hoic loai trir tht bai didu tri. Thay déi phac db khi tai luong virus
> 5 000 phién ban/ml trong hai 1an xét nghiém cach nhau it nhét
1 thang.

5.4. Lwa chon phic do béc hai

Bang 8. Lwa chon phac dé bac 2

Pang dung phac X L aA A
as bac 1 Chuyén sang phac do bac 2
TDF + 3TC +
+
NvpEpy | AZTHIIC
+ | LPV/rhoac ATV/r

AZT +3TC +

NVP/EFV TDF + 3TC

5.4.1 Liéu ding va cich ding ciia cic thuéc phéc @6 bic 2
Tenofovir: 300 mg udng 1 1an /ngay.
Abacavir: 300 mg udng 2 1an/ngay, cach nhau 12 gi¢ hodc 600 mg
ubng 1 1an/ngay.
Didanosin: can nang < 60 kg: 250 mg/ngay; can nang > 60 kg:
400 mg/ngay.
Lopinavir/ritonavir: 400 mg/100 mg udng 2 lan/ngay, cach nhau 12
gid. LPV/r vién nang nén udng khi no; LPV/r vién nén c6 thé ubng
luc d6i hodc lac no.
Atazanavir/ritonavir: 300 mg/100 mg udng 1 1an/ngay.
Lamivudin va zidovudin: Liéu lugng va cach ding nhu trong phac
dd bac mot.
5.4.2. Djc tinh ciia mét so thuéc ARV trong phdc do bic hai va
cdach xur tri

Bang 9. Boc tl’qh ciia mét s6 thuée ARV

trong phac do bac hai va cach xur tri

Thube Doc tinh, Xir tri
ARV ADR hay gap
Doc tinh véi than. | Giam ]iéu khi c6 suy than. Thay
TDF Anh huéng 1én sy TDF bang ABC.
phat trién xuong. | Tranh str dung cho PNMT va tré em.
banh gid muc d) ting men gan.
Tang muc d6 1, 2: tiép tuc phac do
va theo doi; tang muc d¢ 3: Thay
LPV/r | Viém gan. NVP bang EFV (néu c6); tang mirc

dd 4: Ngung ARV va theo ddi; khi
hoi phuc c6 thé bat dau lai ARV,
thay LPV/r bang m¢t thudc PI khac.

ROi loan chuyén
héa mo: Tich tu
m& (ndi tang, vu,

Tang cholesterol va triglycerid
muc do 1 hodac 2 - ap dung che
do an kiéng, tap luyén, theo doi;

¢0); tang lipid méau;
r6i loan chuyén
hoéa glucose (dai
thao duong khang
insulin, tang nguy
co mic bénh tim
mach, viém tuy).

tang muic d9 3 hoac 4 - cho dung
cac  thudc fibrate (fenofibrat
600 mg, ding 1 - 2 lan/ngay); diéu
tri ting cholesterol bang cac thudc
statin (tranh dung simvastatin va
lovastatin do c6 tuong tac thudc).

Thuong khong co triéu chiing, hodc
gdy vang mat nhe ma khong tang
ALT. Thay ATV bang mét PI khac.

Tang bilirubin gian
tiép trong méu.

ROi loan chuyén
héa mo: Tich tu
md (ndi tang, v,
¢0); tang lipid méau;
i loan chuyén
hoa glucose (dai
thao duong khang
insulin, tang nguy
co méic bénh tim
mach, viém tuy).

Xu tri tuong tu nhu dbi voi 16i loan

ATV/r P
chuyén héa m& do LPV/r

Str dung than trong ¢ nguoi bénh
¢6 rbi loan dan truyén tim tiém tang
hodc ngudi bénh sir dung dong thoi
céc thude gay PR kéo dai.

Bldc nhi that do 1
(PR kéo dai trén
dién tim).

5.4.3. Theo déi ngwoi bénh diéu tri phdc do bic 2

Dam béo tuan thi diéu tri.

Theo ddi cac tuong tac thudc khi dung LPV/r.

Panh gia dap ung vé 1am sang va mién dich (CD4) twong tu nhu
d6i v6i phac do bac 1.

6. Diéu tri ARV & cac dbi twong dic biét

6.1. Diéu tri ARV cho ngudi bénh lao/HIV

Nguoi bénh lao/HIV Iudn c6 nguy co ti vong cao hon nhitng nguoi
nhiém HIV khong bj lao, do vay cAn duoc chi dinh diéu tri ARV
kip thoi.

Cén tu van vé viéc udng nhiéu loai thude, luu ¥ van dé tuong tac
giita cac thubc ARV véi cac thude chdng lao nhu rifampicin va
nguy co ngd doc gan.

6.1.1. Bit dau diéu tri ARV trén nguwoi bénh mdc lao dong nhiém
HIV

Bang 10. Cdc phac do bdc 1 cho nguoi bénh lao/HIV
bat dau dieu tri ARV

a. Nguoi bénh dang diéu tri lao phac db c6 rifampicin va bét dau
diéu tri ARV:

Phac do chinh: AZT hodc d4T + 3TC + EFV

Phdc dé thay thé:

Khi khong ¢6 EFV, hodc phu nif ¢6 thai trong 3 thang déu va CD4 <
250 té bao/mm®: AZT hogc d4T + 3TC + NVP

Phu nif ¢ thai 3 thang diu va CD4 > 250 té bao/mm’: AZT + 3TC
+ NVP va theo dai chit ch& tac dung khong mong mudn NVP hoic
AZT +3TC + ABC hoac AZT + 3TC + LVP 400 mg/ RTV 400 mg.
Nguoi bénh khong str dung dugec NVP va EFV: AZT + 3TC + TDF
Lueu y: Trdnh sir dung phdc @6 ndy cho phu nit ¢é thai, néu cé thé
Liéu luong va cach ding gidng nhu ngudi nhiém HIV khéng mic
lao, trir RTV tang 1én tir 100 mg 1én 400 mg.

b. Nguoi bénh dang diéu tri lao giai doan khong c6 rifampicin: Lya
chon phac d6 béc 1 giéng nhu nguoi nhiém HIV khong méc lao.

6.1.2. Ngwoi bénh dang diéu tri ARV mic lao

Ngudi bénh dang didu tri ARV mic lao ¢6 thé do hoi ching viém
phuc hdi mién dich (trong 6 thang dau diéu tri) hodc do méc lao
méi, hogc thit bai diéu tri.

6.1.2.1. Nguoi bénh dang diéu tri ARV mdc lao

Diéu tri lao theo hudéng dan didu tri lao qubc gia. Piéu chinh cac
thudc trong phac dd diéu tri ARV néu can.
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Bang 11. Piéu tri ARV cho ngueoi bénh
dang diéu tri lao co rifampicin

Phiac dd diéu tri
ARY hién tai

Phac dd diéu tri ARV khi ngudi bénh
mac lao diéu tri phac do c6 rifampicin

Phdc dé diéu tri ARV béc 1

d4T hoac AZT . % P S
+3TC + EFV Tiép tuc phac d6 co EFV

- Thay NVP bing EFV

- Néu khong c6 EFV, hoac nguoi bénh co
ot v b i
+3TC + NVP VoD g huong

nhung kham 1am sang va theo ddi men gan
chat ché dinh ky 2 tuan/1 lan, hoac
- Thay sang phac do: AZT + 3TC + TDF

Phdc dé diéu tri ARV bic 2

Chuyén sang hodc tiép tuc (néu dang sir
dung) phac do bac 2 c¢6 LVP 400 mg/RTV
400 mg

2 NRTI + LPV/r

Néu tinh trang ciia ngudi bénh nang va khong thé tiép tuc cac thude
ARV, ngimg tam thoi diéu tri ARV dé diéu tri lao. Khi nguoi bénh
6n dinh, bat dau diéu trj lai ARV bang phac d6 dang dung trugc do,
lwu ¥ twong tac thude (Phu luc 5).

Sau khi két thuc diéu tri rifampicin, c6 thé can nhéc st dung lai
NVP va ding ngay liéu NVP 200 mg x 2 lan/ngay.

6.1.2.2. Chi dinh phdc d@6 bdc 2 cho nguoi bénh lao dang diéu tri
ARV phac dé béc 1 ¢6 thét bai diéu tri

Phéc db bac 2 khi diéu tri phac dd lao c6 rifampicin tuong ty nhu
phac d6 cho ngudi bénh khong méc lao va tiang lidu ritonavir: LVP
400 mg/RTV 400 mg.

Theo di chit ch& 1dm sang va xét nghiém dé phat hién nhiém doc gan.

6.2. Pidu tri ARV cho nguwoi bénh ddng nhiém HIV va viém
gan B, C

Tiéu chuén didu tri ARV trén nguoi bénh viém gan B va C ciing
gidng nhu ddi voi cac ngudi bénh khac.

Luu y céac vén dé tuong tac thudc va ng doc gan dé lya chon phac
dd ARV cho phil hop.

6.2.1. Diéu tri ARV cho ngwoi bénh dong nhiém HIV véi viém
gan B

6.2.1.1. Lwa chon phac dé diéu tri ARV cho nguoi bénh déng nhiém
HIV voi viem gan B

Phéc d diéu tri: TDF + 3TC + EFV

M6t 56 luu y:

EFV 1a lya chon tdt nhat dé diéu tri cho nguoi bénh déng nhiém
HIV/viém gan B hodc khi ¢ biéu hién 1am sang viém gan hoic
men gan tang.

Khi khong ¢6 EFV, str dung NVP khi nguoi bénh ¢6 men gan cao
nhung phai theo ddi chat ché.

6.2.1.2. Xur tri dot bing phdt viém gan B khi dang diéu tri ARV
Dot bung phat viém gan B (VGB) dé xdy ra trén ngudi bénh d(‘Sng
nhiém HIV/VGB trong vai thang dau tién diéu tri ARV, c6 thé 1a
biéu hién cta hoi chimg viém phuc hdi mién dich, hodc do ngimg
ARV c6 tac dung diéu tri viém gan B (3TC, TDF).

Biéu hién: Men gan ting cao va nhanh, kém theo cac triéu ching
cua viém gan ca‘ip (mét moi, dau bung, vang da). Poi khi kho chan
doén phan biét vai ngd doc gan do ARV.

Néu men gan tang mirc do 3 va tinh trang ngudi bénh 6n dinh, tiép
tuc diéu trj ARV, st dung cac thudc it doc hon véi gan nhu EFV;
theo ddi chat chd men gan (2 tudn/lan) va cac dau hiéu 1am sang.
Cén theo ddi chit chd nguoi bénh ddng nhidm HIV/VGB khi phai

ngimg céc thube ARV trong d6 c¢6 3TC, TDF.

6.2.2. Diéu tri ARV cho ngwoi bénh dong nhiém HIV véi viém
gan C

Diéu trj gidng nhu ngudi nhiém HIV khong mic viém gan C, tot
nhét sir dung phac d6 c6 EFV.

Luu ¥ khi st dung ARV trén nguoi bénh dong nhiém viém gan C:
Cac thude diéu tri ARV khong co tac dung diéu tri viém gan C.
Diéu tri viém gan C néu co diéu kién bémg interferon, ribavirin
(RBV). Nong do AZT ting khi sir dung dong thoi AZT va RBV;
theo ddi chat ch& doc tinh AZT. Ngudi bénh dap tng tét v6i diéu
tri viém gan C khi s6 CD4 trén 200 té bao/mm?®.

6.2.3. Piéu tri ARV trén ngwoi bénh c6 ALT ban dau cao hodc
khéng biét tinh trang nhiém viém gan B, C

Xét nghiém men gan theo quy dinh cho tit ca cac ngudi bénh trude
khi bét dau diéu trj ARV.

Xét nghiém HBsAg, anti-HCV trude diéu tri hodc khi men gan
tang, néu c6 diéu kién.

Khi men gan ting, biét hodc khong biét tinh trang nhidm viém gan
B, C, nén sir dung phac d6 c6 EFV.

6.3. Pidu tri ARV cho ngudi nghién chich ma tiy

Phdc db diéu tri ARV cho ngwéi nhiém HIV nghién chich ma tity
Luya chon phac d6 bac 1 twong tir nhur cac ngudi bénh khac.

Phéc d6 chinh: AZT hodc d4T + 3TC + NVP

Phéc db thay thé: AZT hodc d4T + 3TC + EFV

Luu y:

Xét nghiém HBsAg va anti-HCV néu c6 diéu kién trude khi didu
tri ARV. Néu nguoi bénh ¢6 men gan ting va hodc c6 HBsAg va
hodc anti-HCV (+): xem phan diéu tri ARV cho ngudi bénh dong
nhiém HIV, viém gan B, C.

EFV/NVP lam giam nong d6 methadon trén ngudi bénh dang diéu
tri methadon dé& gay hgi chiing cai. Xem xét ting liéu methadon.
Lua chon phac dd bac 2 twong tu nhu cac nguoi bénh khac, luu
¥ LPV, RTV lam giam ndng d6 methadon gy ra hoi chimg cai &
nhitng nguoi bénh dang diéu tri methadon.

II. PIEU TR] ARV O PHU NU MANG THAI VA DU PHONG
LAY TRUYEN HIV TU ME SANG CON

Nguyén tic

Can phét hién som tinh trang nhiém HIV & phu nir mang thai
(PNMT) dé ap dung cac bién phép can thiép du phong lay truyén
HIV tir me sang con (DPLTMC), bao gdm dy phong bang ARV,
ding sira thay thé cho con va gi¢i thidu cac dich vy chiam séc va
diéu tri sau sinh.

PNMT nhiém HIV cin duoc hdi chdn vdi co s¢ cham soc va diéu
tri HIV/AIDS dé xem xét diéu tri bing ARV hay diéu tri DPLTMC.
PNMT duoc wu tién diéu tri ARV khi du tiéu chuan; qua trinh
chuén bi sin sang didu tri co thé rat ngan dé viéc du phong bang
ARV kip thoi va hiéu qua.

Cén st dung phac d6 DPLTMC hiéu qua nhat. Ngudi phu nit sau
khi sinh cAn dugc danh gia lai vé1am sang va mién dich d8 xem xét
chi dinh diéu trj ARV. Néu khong co chi dinh, diéu tri ARV duoc
dirng lai hoan toan; néu c¢6 chi dinh, str dung phac dd ARV phu hop
nhu nguoi 16n khac.

1. Pidu tri ARV cho phu nit mang thai nhiém HIV

Diéu tri ARV: Sir dung lau dai cac thuéc ARV dé diéu tri cho
PNMT nhiém HIV ciing nhu du phong lay truyén HIV tir me sang
con.

1.1. Bit dau diéu tri ARV cho PNMT

1.1.1. Chi dinh diéu tri ARV cho PNMT

Tiéu chuan chi dinh diéu trji ARV cho PNMT nhiém HIV nhu tiéu
chuén chi dinh diéu tri ARV cho nguoi 16n nhiém HIV.
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1.1.2. Phdc dé diéu tri ARV cho PNMT nhiém HIV
Phéc d6 wu tién: AZT +3TC + NVP
Str dung trong sudt thoi gian mang thai, trong khi sinh va sau khi
sinh. Liéu ding ctia cac thudc ARV cho PNMT gidng nhur & ngudi
nhiém HIV nguoi 16n khac.
Theo ddi chit ché chirc ning gan, nhit 1a & PNMT c¢6 CD4 tir 250
dén 350 té bao/mm>. Xét nghiém ALT luc bat dau diéu tri, 2 tuan
mdt lan trong thang dau tién, 1 thang 1 1an tir thang thir 2 dén thang
thir 4, va sau d6 tir 1 d&én 3 thang 1 1an. Thay sang phéac dd phu hop
khi c6 dc tinh voi gan.
Phac dd thay thé:
Khi khong str dung dugc AZT: Thay AZT bang d4T hoic ABC.
Khi khong str dung dugc NVP do phét ban va ngd doc: Ap dung
mot trong cac lya chon sau theo thur tu uvu tién:

AZT + 3TC + EFV (néu thai > 12 tudn); hoic

AZT + 3TC + LPV/r hoiac

AZT + 3TC + ABC.
Luu y:
PNMT nhiém HIV méc lao tién trién dwoc didu tri lao bang phac dd
¢6 rifampicin can luu ¥ dén twong tac thude véi NVP hodc/va doc
tinh cta EFV trong 3 thang dau khi lya chon phac d6 diéu tri ARV
(xem phén diéu tri ARV cho nguoi bénh lao/HIV).
Sau khi sinh me c6 thé tiép tuc phac db dang sir dung hoic chuyén
vé phac dd bac 1 chinh.
1.2. Phu nir dang diéu tri ARV thi c6 thai
Phu nit dang diéu tri ARV thi ¢6 thai: Tiép tuc diéu tri ARV va luu
y:
Nhitng ngudi phu nir dang sir dung phac db c6 EFV va thai < 12
tuan: Thay EFV bang NVP (cho ngay lidu 200 mg x 2 lin/ngay)
hoic cac phac d thay thé phii hop. Tu van vé nguy co anh hudng
dén thai va thao luan v& ké hoach gitr thai hoac khong giir thai véi
PNMT...
C6 thé tiép tuc str dung phac dd c6 EFV trong 3 thang giita va 3
thang cudi cta thai ky, néu c6 chi dinh.

1.3. Phac db diéu tri dy phong cho tré sinh ra tir cac ba me diéu
tri ARV

Néu me diéu tri ARV truéde sinh trén 4 tuan:

Sird AZT 4 mg/kg hai 1dn mot ngay x 7 ngay.

Néu me diéu tri ARV trude sinh chua dii 4 tudn:

Siro AZT 4 mg/kg hai 1an mot ngay x 4 tuan.

1.4. Phac do diéu tri ARV cho phu nit sau sinh con c6 tién sir
dwogc du phong Iy truyén me con bing liéu don NVP

Néu c6 chi dinh diéu tri ARV trong vong 6 - 12 thang sau sinh:

C6 thé chi dinh phac do bac 1 nhu ddi véi cac nguoi bénh HIV
khac (xem phan diéu tri ARV cho ngudi 16n).

Str dung phac dd: AZT + 3TC + TDF, hodc thay NVP hoac EFV
bang LPV/r, néu c6 diéu kién dé tranh khang thudc

Néu ¢6 chi dinh diéu tri ARV sau 6 - 12 thang sau sinh: Chi dinh
phac d6 bac 1 nhu ddi véi cac ngudi bénh HIV khac.

2. Piéu tri dy phong lay truyén HIV tir me sang con bing ARV
2.1. Cac dbi twgng cin didu tri DPLTMC bing ARV

Phu nir mang thai nhidm HIV chua d tiéu chuan diéu tri ARV (giai
doan 1am sang 1 - 2 va CD4 > 350 té bao/mm?®).

PNMT nhiém HIV du tiéu chudn didu tri ARV nhung khong c6
diéu kién diéu tri ARV, hodc

PNMT nhiém HIV khéong duge quan 1y trong thoi ky mang thai
hodc phét hién nhiém HIV muon khi chuyén da va khi dé.

Tré em sinh ra tir nhitng ngudi me nhiém HIV.

2.2. Céc phac dd ARV cho me va con trong DPLTMC
2.2.1. Phdc d@6 wu tién AZT + liéu don NVP

Bang 12. Phdc do di phong ldy truyén me - con

bang AZT + liéu don NVP
AZT 300 mg x 2 lan/ngay, ubng hang ngay
Khi mang tir tuan thai thir 14 hodc ngay khi phat hi¢n
thai nhiém HIV sau tuén thai thtr 14 cho dén khi
chuyén da.
. NVP 200 mg + AZT 600 mg
Me | Khichuyén | +3TC 150 mg. ‘
da Sau d6 12 gio mot lan AZT 300 mg
+ 3TC 150 mg cho dén khi d¢.
Sau dé AZT 300 mg + 3TC 150 mg ngay 2 lan
trong 7 ngay.
Ngay sau NVP liéu don 6 mg, ubng mot lin ngay sau
khi sinh khi sinh + AZT 4 mg/kg uong ngay 2 lan.
Con
Sau sinh Tle‘p tuc AZT fl mg/kg uong 2 lan mot
ngay, trong 4 tuan

B6 sung phac do: AZT + 3TC + LPV/r:
Me: Ubng hang ngay tir tudn thai thtr 14 hodc ngay khi phat hién
nhidm HIV sau tuan thai thir 14 cho dén khi sinh con. Néu nguoi
me khong cho con b sita me thi dimg udng, néu ngudi me cho
con bu sita me tiép tuc udng hang ngay cho dén khi sau cai sita
mot tudn.
Liéu lugng: AZT 300 mg/lan x 2 lan/ngay.
3TC 150 mg/lan x 2 lan/ngay.
LPV/r 400/100 mg/lan x 2 1an/ngay.
Con: AZT 4 mg/kg ubng 2 lan mot ngay trong 4 tudn.
Luu y: AZT c6 thé gy thiéu mau & phu nit mang thai, tuy khong
phé bién. Theo doi tinh trang thiéu mau 1am sang, xét nghiém
hemoglobin thuong xuyén, diéu tri thiéu mau néu co.
2.2.2. Phic do dw phong LTMC khi PNMT dwgc phdt hi¢n nhiém
HIV trong liic chuyén da
Chi dinh khi nguoi PNMT nhiém HIV khéng duoc quan 1y trong
thoi ky mang thai, hodac dugc phat hién nhiém HIV muédn khi
chuyén da va khi dé.
Bang 13. Phdc do duw phong lay truyén me - con
khi PNMT duege phat hién nhiém HIV trong lic chuyén da

Khi bét dau chuyén da:
Khi NVP 200 mg + AZT 600 mg + 3TC 150 mg.
chuyén da | Sau d6 12 gio mot lan AZT 300 mg + 3TC
Me 150 mg cho dén lic dé.
Sau dé (AZT ‘300 mg + 3TC 150 mg) 12 gio mot lan

x 7 ngay.
NVP lidu don 6 mg, ubng mot 1dn ngay sau khi

Con sinh + AZT 4 mg/kg ubng 2 1an mot ngay x 4
tuan.

Luu y:

a. Doi voi PNMT c6 xét nghiém sang loc HIV duong tinh khi
chuyén da: Tu van va cho didu tri du phong ngay, 1am chén doan
khing dinh sau. Néu xét nghiém khang dinh am tinh, ngimg cac
can thi¢p du phong.

b. Khong st dung ARV du phong cho me khi tién luong me s€ sinh
trong vong 1 gio; Trong truong hgp me khong dugce sit dung ARV
van thyc hién phac db du phong ARV cho con nhur trén.

¢. Khi khong sin c6 AZT, van sir dung NVP liéu don cho me khi
chuyén da va NVP liéu don cho con ngay sau sinh.
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III. DU PHONG SAU PHOI NHIEM HIV

1. Dy phong sau phoi nhiém HIV do nghé nghiép

Phoi nhiém vé&i HIV do tai nan nghé nghiép 1a tiép xuc truc tiép
v6i mau va cac dich co thé co nhim HIV dan dén nguy co lay
nhiém HIV.

1.1. Cac dang phoi nhiém

Do kim dam khi 1am cac thu thudt tiém truyén, ldy mau lam xét
nghiém, choc do...

Vét thuong do dao md va céac dung cu séc nhon khac ¢6 dinh mau
hodc dich co thé ciia ngudi bénh.

Tén thuong qua da do cac éng dung méau hodc dich ciia nguoi bénh
v& dam vao.

Mau, chét dich co thé cua nguoi bénh bén vao cac vung da bi tdn
thuong (cham, bong, viém loét tir trude) hoac ni€ém mac (mét, mili, hong).
Khac: Phoi nhiém v&i mau c6 HIV do bi ngudi khac ding kim tiém
chira mau dam vao hodc trong khi lam nhiém vu dudi bt toi pham...
1.2. Diéu tri dw phong sau phoi nhiém HIV bing thuéc ARV
Tién hanh diéu trj cang sém cang tbt tir 2 - 6 gid va trude 72 gid
sau khi bi phoi nhidm cho tit ca cac truong hop c6 nguy co cao,
ddng thoi danh gia tinh trang HIV cta ngudn giy phoi nhidm va
ngudi bi phoi nhiém.

Bdng 14. Piéu tri dw phong sau phoi nhiém HIV bang thuéc ARV

Cic thube

! Chi dinh
stt dung :
Phac do ditu tri | )5, 37 Tt ca céc truong hop
2 thude (Phdc |3 2 44T £ 3TC | phoi nhidm c6 nguy co
do6 co ban) ’ p guy 0.
phicas | AZT+3TC e T
hodc 44T+ 31C | &Y P M

dang diéu tri ARV va nghi
c6 khang thuoc.

diéu tri 3 thudc cong véi: LPVIr

Thoi gian didu tri | 4 tudn.

2. Dy phong phoi nhiém HIV ngoai mai truong nghé nghi¢p
Phoi nhiém khong do nghé nghiép 1a nhitng trudng hop phoi nhiém
v6i méu, dich co thé ¢6 kha nang 1am lay nhiém HIV khéng lién
quan dén nghé nghiép.

Diéu tri dw phong sau phoi nhiém bang thuéc ARV:

Diéu tri du phong sau phoi nhiém ngoai méi truong nghé nghiép
bang ARV tuong ty nhu du phong sau phoi nhiém nghé nghiép;
bét du ARV cang som cang tbt, trong vong 72 gid sau khi bi phoi
nhiém va tiép tuc trong 28 ngay. Chi dinh phac d6 2 thudc.

Khi nguén lay hién tai hodc trong tién sir da st dung ARV, hoidc
dugc biét 1a that bai v6i phac db béac 1, khuyén céo sir dung phac
d5 3 thudc.

Tu vén vé tac dung khong mong mudn va tudn tha didu tri trudc
khi dung thude.

B. PIEU TRI VA CHAM SOC TRE EM NHIEM HIV/AIDS
L. PIEU TRI KHANG RETROVIRUS (diéu tri ARV)

1. Tiéu chuén bit du diéu tri ARV

Tiéu chudn bat diu diéu tri béng ARV ¢ tré em dya vao tinh trang
chin doan nhidm HIV, lta tudi, giai doan lam sang va giai doan
mién dich cla tré.

1.1. Tré c6 chén do4n x4c dinh nhiém HIV

Tré dudi 24 thang tudi: Piéu tri ARV ngay, khong phu thude vao
giai doan 1am sang va s luong té bao TCDA.

Tré tir 24 thang tubi dén dudi 60 thang tudi: Piéu tri ARV khi:
Tré ¢6 % té bao TCD4 < 25% hodc s6 lugng t& bao TCD4 < 750 té
bao/mm? khong phu thudc giai doan 1am sang; hodc tré ¢ giai doan
lam sang 3, 4, khong phu thudc sb luong té bao TCD4.

Tré tir 60 thang tudi trg 1én: Chi dinh diéu tri ARV tuong ty nhu
nguoi 16n nhiém HIV.

1.2. Tré duwéi 18 thang tudi c6 két qua chin doan PCR lan 1
duwong tinh

Tién hanh diéu tri ARV cho tré dffmg thoi tiép tuc thuc hién xét
nghiém PCR 14n 2. Dimg diéu tri ARV néu tré c6 két qua chan doan
khing dinh nhidm HIV 4m tinh.

1.3. Tré dwéi 18 thang tudi chwa c6 chdn doan xac dinh nhiém
HIV

Thuc hién diéu tri ARV khi tré duoc chin doan 1am sang bénh HIV/
AIDS néng.

2. Céc phac dd diéu tri bac 1
a. Dbi voi tré dudi 24 thang tudi da timg tiép xuc v6i NVP hodc
EFV do me diéu tri ARV hoic str dung ARV dé du phong 1ay truyén
HIV tr me sang con:

AZT +3TC + LPV/r
b. D4 v6i tré dudi 24 thang tudi khong co hodc khong rd tién sir
tiép xtc voi NVP hodc EFV do me diéu tri ARV hoic sit dung ARV
dé dy phong lay truyén HIV tir me sang con:

AZT +3TC + NVP
c. D6i véi tré tir 24 thang tudi dén 36 thang tudi:

AZT/d4T + 3TC + NVP
d. Dbi v6i tré trén 36 thang tudi:

AZT + 3TC + NVP/EFV
Trong truong hop khong st dung duge AZT thay bang ABC. Néu
¢6 chéng chi dinh véi ABC dung d4T.
e. Truong hop tré > 12 tudi va bi viém gan B:

TDF + 3TC + EFV/NVP
3. Tac dung khéng mong mudn ciia cac thude ARV va cach xir
tri
3.1. Tac dung khong mong muén ciia thuéec ARV
Tac dung khong mong mudn cia thudc ARV & tré em chia lam 4
muc dd nhe, vira, nang, va nang de doa tinh mang, twong tu nhu &
nguoi 16n.
Mirc do 1 (nhe): Diéu tri triéu chimg, khong doi phéac db.
Mirc d6 2 (vira): Réi loan phan bé m& hoic bénh ly than kinh ngoai
bién (d4T): Thay thudc. Tac dung khong mong muén khac: tiép
tuc phac d0 ARV va diéu tri triéu chimg, néu khong céi thién thay
thude gay doc.
Mirc d6 3 (ning): Khong dung ARV, thay thudc giy tic dung
khong mong mudn.
Mirc d6 4 (nang de doa tinh mang): Nging ngay thudc ARV, xir Iy
cac triéu chung. Khi tridu chung giam, thay thubc ARV giy doc
tinh.
Lueu y khi xir tri cc tac dung khong mong muon ciia thuée ARV:
a. Xac dinh mirc d9 nang cua doc tinh trén co s¢ 1am sang va xét
nghiém can thiét.
b. Xem xét cac thudc tré dang dung, x4c dinh doc tinh do ARV hay
thudc khac.
c. Loai trir cac bénh 1y c6 thé 1a nguyén nhén giy tinh trang tré
xéu di.
d. Xt tri theo mirc d6 tac dung khéng mong muén.
¢. Nhan manh tdm quan trong cua tuan thu diéu trj.
3.2. Mot s6 tac dung khong mong mudn hay gip ciia cac thudc
ARY va cach xir tri
Cén xac dinh murc d6 nang tac dung khong mong mudn cua thude
ARV dya vao biéu hién 1am sang va xét nghiém dé quyét dinh xir
tri phu hop.
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4. Thét bai diéu tri phac dd bac 1 va
4.1. Danh gia thét bai diéu tri
4.1.1. Nguyén tic

dbi phac dd bac 2

Chi xem xét tht bai diéu tri khi tré da diéu tri ARV dtng phac d6 3 thudc trong it nhat 6 thang va dam bao tuan thu tot.
Can loai trir hoi ching viém phuc hoi mién dich, hoic tic dung khong mong muén ciia thude, hodc cac nguyén nhan giy hap thu thuc kém.

Bdng 15. Cach xir tri mét s6 tac dung khéng mong muén hay gap
va tac dung khong mong muon nang cua thuoc ARV o tré em

Biéu hién 1am sang

Xét nghiém

Xir tri

Phat ban /Hgi chirng Stevens-Johnson (

Nhém NNRTI, dic biét 1a NVP, it gip hon 1a EFV)

Thudng xay ra trong vong 6 - 8 tun
dau diéu tri.

- Phat ban mirc do 1, 2.

- Phat ban mitc do 3.

- Phat ban mirc do 4 de doa tinh mang
(Hoi chung Stevens-Johnson hoac hoai
tlr thugng bi nhidm doc).

Tang men gan cac muc do
khac nhau (xem Phu luc 7
cia Hudng dan chén doan
va diéu tri HIV/AIDS cua
Bo Y té).

- Phat ban murc do 1 hodc 2, ¢6 thé tiép tuc diu tri ARV, diéu tri triéu
chung, nhung phai theo doi sat.

- Phat ban muc d6 3: Thay thube gay doc, diéu tri triéu chung.

- Phat ban ning de doa tinh mang phai ngimg tat ca thudc ARV va diéu
tri triéu chiing.

Khi cac tridu ching 6n dinh, bit ddu lai ARV nhung thay NVP bang PI
hodc thay bang phac d6 3 NRTI.

KHONG nén ding lai NVP cho tré trong twong lai.

Thiéu mau, giam bach cau trung tinh (AZT)

Panh gia tinh trang:

- Da, niém mac

- Nhip tim

- Kha ning hoat dong (mét moi nhiéu).

Hgb va bach cdu trung tinh
giam (xem Phu luc 7 cua
Hudng dan chan doan va
diéu trj HIV/AIDS cia Bo
Y té).

Truyén méu khi c6 chi dinh.
Ngirng AZT khi Hgb < 70 g/lit va thay thé bang d4T hodc ABC.

Ngé déc hé thong than kinh trung wong

nang va kéo dai: Do EFV

Réi loan gidc ngu, trdim cam, thay ddi
hanh vi.

Kéo dai 2 - 4 tudn

Thay sang NVP.

Viém gan cdp do nhém NNRTI, ddc biét I NVP, hiém hon la EFV; cae NRTI hodc nhém PI

Thuong xay ra trong vong
6 - 8 tuan.

- Vang da

- Gan to

- C6 triéu ching tiéu hoa
- Mét moi.

Tang men gan va bilirubin
& cac miuc do.

- Tuy theo murc d6 cu thé:
- Theo d&i va didu tri triéu chimg néu muc do 1 hodc 2.
- Thay thudc gy doc néu & mirc do 3.

C6 thé co cac biéu hién qua méan (phat
ban, sét, cac triéu chung hé théng).

- Néu mirc d¢ 4 de doa tinh mang: Ngimg tit ci ARV va theo ddi; khi
céc triéu chimg 6n dinh:

- Bit d4u lai ART nhung thay thudc gy doc, vi du thay NVP bang EFV,
hoac

- C6 thé bit dau lai phac dd ARV hién ding nhung theo ddi sat; néu cac
triéu ching xudt hién lai, thay thude gay doc.

Viém tuy cdp (Nhém NRTI, ddc biét la d4T, ddlI; hiém hon la 3TC)

Dénh gia tinh trang:

- Budn nén va nén

- Dau bung

- C6 thé két hop véi nhidm toan lactic.

Men amylase va lipase cua
tuy tang theo cac muc dg.

Néu muc do 4 de doa tinh mang:

- Ngumg tét ca cac thude ARV cho t6i khi cac triéu chimg 6n dinh.

- Theo d&i amylase, lipase huyét thanh, néu co6 thé.

- Khi céc triéu chimg 6n dinh, tiép tuc diéu tri nhung thay bang thudc
NRTI khac khong c6 ddc tinh vai tuy.

Phan tng qud méan (ABC hodc NVP)

ABC: Céc tridu ching tién trién x4u di
ngay sau khi dung ABC, thuong xay ra
trong vong 6 - 8 tudn. Tré co sbt, budn
noén, non, ia chay, dau bung, viém hong,
ho, kho thd; phat ban di ing (d0, ngtra);
NVP: Triéu chung toan than gdm sdt,
dau co, dau khép, viém gan, phat ban
hodc khong nhung c6 ngua.

Ting cic men gan, sd
luong t& bao ai toan cac
murc do khac nhau.

Mic d6 3: Thay thube gay doc va diéu tri triéu ching.

Murc d6 4 de doa tinh mang:

- Ngimg ngay tat ca cac thudc ARV va diéu tri triéu ching.

- Khi cac triéu ching 6n dinh, tiép tuc didu tri nhung thay thubc gy
tac dung khong mong mudn (ABC hodc NVP) bing thudc ARV khac.
KHONG nén ding lai NVP hoic ABC cho ngudi bénh trong tuong lai.
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Loan duéng mé (d4T; cac Pl)

Thay déi & cac muc
d06 khac nhau cua:

Mét m& va/hodc tich tu m& & cac vung
riéng bi¢t trén than minh:

- Tang m& quanh bung, y md sau lung, | - Triglycerid mau;

Theo doi 1am sang chat ché dac bi¢t sau 6 - 12 thang diu tri.
Néu c6 biéu hién loan dudng m&: Thay d4T bing ABC hodc AZT. Thay
thé PI bang NVP hoic EFV.

chan, khong di duoc.

- Mét cam giac & phin xa ciia chi.

- Yéu co nhe va mit phan xa gan xuong
¢6 thé xay ra.

phi dai tuyén vi. - Cholesterol méu;

- Mt m& & céc chi, mong, mat, xay ra | - Mic HDL thép;

0 cac muc do khac nhau. - BPuong mau.

Bénh than kinh ngoai vi ning (d4T, ddI; hiém hon 3TC)

- Pau, ngtra, t€ cong ban tay hodc ban | Khong Theo doi 1am sang chat ché dac biét sau 6 - 12 thang diu tri.

Néu c6 biéu hién réi loan than kinh ngoai vi: Thay d4T bang AZT hoic
ABC.

Nhiém toan lactic (Nhém NRTI, déc biét la d4T)

- Mét moi - Ting khoang tréng anion

- C6 biéu hién: Budn nén, ndn, ia chdy, | - Nhiém toan lactic
gan to, chan an, cham 1én can hoac sut | - Tang cac men gan
can dot ngot khong giai thich dugc. - CPK, LDH
- C6 thé co biéu hién viém gan hodc viém
ty.

- Céc tridu chumg than kinh (bao gdm yéu co).

Mirc d6 ning: Thay thude gdy doc diéu tri triéu chimng.

Mtic d6 nang de doa tinh mang:

- Ngimg tét ca cac thubc ARV va didu tri tridu chimg.

- Khi céc triéu chimg 6n dinh, bét du lai didu tri ARV nhung thay d4T
bing ABC hoic AZT).

4.1.2. Tiéu chudén thit bai diéu tri
Bang 16. Tiéu chuan that bai diéu tri

Tré nglmg ting truong vé chiéu cao va cin ning mic
du trude day da c6 dap ung vai diéu tri.

MAét cac mbe phat trién vé thin kinh hodc xuét hién
bénh ly ndo.

Xuét hién cac nhiém trung co hoi hodc bénh ly ac
tinh, hodc tai phat cac bénh nhiém tring, nim va
khong dap tmg véi diéu tri.

Lam sang

CD4 giam xubng dudi muc suy giam mién dich
ning theo lira tudi sau khi c6 dap ung phuc hdi ban
diu. Hoac:

CD4 bt dau giam nhanh xudng dudi muc suy giam
mién dich ning theo lira tudi, duge khéng dinh b?mg
it nhat hai lan xét nghiém CD4 lién tiép. Hoic:

CD4 gidam xudng bang hodc dudi mirc CD4 trudc
khi diéu tri. Hogc:

CD4 giam trén 50% so véi miic CD4 dat dugc cao
nhét ké tir khi didu tri bing ARV.

Mién dich

Luu y: Mot 6 bénh ly giai doan 3 nhu lao hach, lao phéi, viém
phéi do vi khuan co6 thé khong phai 14 chi diém that bai diéu tri va
khong doi hoi phai thay dbi phac do.
4.2 Lwa chon phac db bac 2

Bdng 17. Cach thay phdc do ARV bdc 1 sang phéc dé béc 2

Cach thay phac dd
Phéc db bac 1 dang diéu tri Phéc dd bac 2 thay thé
AZT/d4T + 3TC + NVP/EFV ABC + 3TC/ddI + LPV/r
ABC + 3TC + NVP/EFV AZT + 3TC/ddI + LPV/r
AZT/d4T + 3TC + ABC ddI + EFV/NVP + LPV/r

Cdch dimg cdc thuée phéc dé béc 2:

Didanosin (ddI): Uéng 1 1dn/ngady hodc 2 ldn/ngdy. Udng thudc
lac doi, trude khi an it nhat 1 gi0, hodc sau khi an sém nhét 2 gio.
Lopinavir/ritonavir (LPV/r): Uéng 2 1an/ngay, cach nhau 12 gio.

LPV/r vién nang nén ung khi no; LPV/r vién nén c6 thé udng ltic
doi hodc lic no.
Atazanavir/ritonavir (ATV/r): Udng 1 lan/ngay.

5. Diéu tri ARV & tré mic lao

5.1. Tré dwoc phdt hién lao trudc khi diéu tri ARV

Tré mic lao can phai duoc didu tri lao 2 - 8 tuan trudc khi diéu tri ARV.
Diéu tri ARV 6 tré dang diéu tri lao c6 rifampicin:

Tré < 3 tudi va can niang < 10 kg: AZT hodc d4T + 3TC + ABC
hodc xem xét dung AZT+3TC+NVP (néu khong sin c6 ABC);
Tré > 3 tudi va can nang > 10 kg: AZT hogc d4T + 3TC + EFV.
Luu y: Co thé sir dung lai phiac d6 c6 NVP khi diéu tri lao biang
phéc d6 co rifampicin két thuc.

5.2. Tré dugc phat hi¢n lao trong khi diéu tri ARV
Cén x4c dinh lao ¢6 phai 1 hoi chimg phuc hdi mién dich khong.
Néu c6 can danh gia va diéu trj nhu hoi chimg phuc hdi mién dich.
Tiép tuc diéu tri ARV dong thoi véi diéu tri lao.
Lua chon phac dd:
Néu tré dang ding phac dd bac 1 khong c6 NVP, tiép tuc phac dd
da dung.
Néu tré dang ding phac dd bac 1 ¢6 NVP:
Thay NVP béng ABC néu tré < 3 tudi hodc can nang dudi 10 kg;
Thay NVP bang EFV néu tré > 3 tudi va can nang trén 10 kg va
quay vé phéac db chun d4T + 3TC + NVP khi két thuc diéu tri lao.
Néu khong c6 ABC hoic EFV tiép tuc ding NVP.
Néu tré dang diéu tri phac do c¢6 LPV/r: Tang liéu ritonavir bang
liéu lopinavir.
5.3. Sir dung cic phac db sau:
5.3.1. Doi vdi tré < 36 thdang tudi mdc lao:

AZT +3TC + NVP hodac AZT + 3TC + ABC
5.3.2. Poi vdi tré trén 36 thing tuéi mic lao:

AZT +3TC + EFV hoac AZT + 3TC + ABC
Chi dinh du phong lao bang INH cho tré nhidém HIV khi:
Tré > 12 thang tudi: Khong c6 bang chimg cua lao tién trién dya
vao sang loc 1am sang va khong tiép xuc voi nguoi bénh lao.
Tré < 12 thang tudi: Tré co tiép xtc voi ngudi bi bénh lao va duoc




70 Sir dung hop 1y thudc khang sinh

DTQGVN 2

loai trir lao tién trién. Néu tré < 12 thang tudi khong co lao tién
trién va khong tiép xtic voi ngudi bénh lao thi khong nén diéu tri
du phong lao.

Liéu luong: 10 mg/kg/ngay (t6i da 300 mg/ngay).

Thoi gian dy phong: 6 thang.

B6 sung vitamin B,: 25 mg/ngay khi diéu tri dy phong bang INH.

6. bidu tri ARV & tré dong nhiém viém gan

Néu c6 didu kién nén lam xét nghiém xéac dinh déng nhiém viém
gan virus B va C.

Tiéu chuin diéu trj ARV cho tré c6 dong nhiém viém gan B va C
cling nhu moi tré khac.

Trude khi diéu tri ARV, kiém tra men gan theo quy dinh:

Néu men gan ting > 2,5 lan binh thudng:

Dbi vai tré trén 3 tudi: TSt nhét, sir dung phac dd AZT (hodc d4T)
+3TC + EFV

Dbi voi tré dudi 3 tudi hodc khong c6 EFV: Sir dung phac dd AZT
(hodc d4T) + 3TC + NVP; theo doi sat xét nghiém ALT.

Khong diéu trji biang phac d6 c6 NVP khi ALT > 5 lan tri s binh
thuong.

Can theo di chit ché men gan trong giai doan viém gan dang tién trién:
Néu ALT < 5 14n chi sb binh thuong, van tiép tuc diéu tri.

Néu ALT tang tir 5 - 10 14n chi s6 binh thuong, tiép tuc phac dbd
didu trj nhung phai theo ddi chat ché, lam xét nghiém men gan
1 - 2 tuan/lén;

Néu ALT tang > 10 lan, hodc ting gép 5 lan kém theo vang da can
thay NVP bing EFV hoic bang PI.

Phac d6 3TC c6 tac dung diéu tri viém gan B. Trong truong hop
can thay déi phac dd didu tri nén tiép tuc 3TC trong phac dd méi
dé tranh bung phat viém gan B.

Cac thude didu tri ARV khong c6 tac dung didu tri viém gan C.
Luu y:

Dot bung phat viém gan B d& xay ra khi c6 dong nhiém HIV/VGB
trong vai thang dau tién diéu tri ARV, c6 thé 1a biéu hién cia hoi
ching viém phuc hdi mién dich, hodc do ngung ARV co6 tac dung
didu tri viém gan B (3TC, TDF).

Biéu hién: Men gan ting cao va nhanh, kém theo cac triéu chimg
ctia viém gan cp (mét moi, dau bung, vang da). D6i khi khé phan
biét vdi ngd doc gan do ARV.

Can theo dbi 1am sang va xét nghiém men gan chit ch& khi phai
ngimg cac thubc ARV trong d6 c¢6 3TC, TDF.

SU DUNG HQP LY THUOC KHANG SINH

Tir khang sinh trong chuyén ludn nay dugc dung dé chi nhung
chat c6 tac dung trén vi khuén (Antlbacterlal drugs). Ve nguon
gbc, nhom nay bao gom khong chi nhimg chat c6 ngudn gde tir
vi khuin, ndm, xa khudn (vi du: cac penicilin, cac cephalosporln
céc aminoglycosid...) nhu dinh nghia truée kia ma ca nhiing chét
¢6 ngudn gbe hoan toan do téng hop hoa duge (cotrimoxazol,
fluoroquinolon...). Thubc khang sinh 14 nhém thube co vai tro rat
quan trong trong cham soc strc khoé, dac biét 1a & nhitng nude co
ty 18 bénh nhiém khuan cao nhu Viét Nam. Tuy nhién day lai 1a
mdt nhém thude bi lam dung nhiéu nhét. Hau qua lam gia tang ty
1é khang khang sinh va mét di nhiing thudc c6 chi s Hiéu qua/An
toan cao trong diéu tri nhiém khuén trong khi s6 khang sinh mai
dugc dua thém vao thi truong rat it. Cach t6t nhat dé giam ty 18
khang khang sinh 14 tudn tha cdc nguyén tic st dung khang sinh
hop 1y.

Cic nguyén tic sir dung khang sinh hop ly
Chi sir dung khdng sinh khi co nhiém khuan
Céc tac nhan gy bénh cho nguoi ¢ thé 1a virus, vi khuan, nam,

sinh vat don bao (protozoa) hoac ky sinh trung (glun san...). Cac
khang sinh thong dung chi co tac dung véi vi khuén, rat it khang
sinh ¢6 tac dung véi virus, ndm gdy bénh, sinh vat don bao. Do
d6 viéc chan doan dung true khi ké don 1a bude quan trong dau
tién. Tuy nhién trong thuc té kho c6 thé xac dinh chinh xac ngay vi
khuén gay bénh dé thiét 1ap phac dd diéu tri bang khang sinh vi xét
nghiém bénh phim tim vi khuan cin thoi gian it nhét vai ngay, diéu
nay 1am cham tién trinh diéu tri; hon nita két qua xét nghiém lai
phu thugc nhiéu vao nang luc cua timg phong xét nghiém va khong
phai lic ndo ciing cho két qua nhu mong doi. Tir kinh nghiém diéu
tri, cac nha 1am sang hoc da nhan théy da phﬁn cac bénh nhiém
khuén déu c6 thé phat hién théng qua déu hiéu 1am sang dic trung
va xét nghiém cén 1am sang. Cac phac do huéng dan diéu trj (cua
B0 Y té hodc cua don vi didu tri) dugc st dung nhu nhirng hudng
dan ban déu trong khi cho doi két qua phén lap vi khuin va lam
khang sinh db. Tim vi khudn gy bénh 14 bét budc trong trudng
hop nhiém khuén rat ning nhu nhiém khuan mau, viém mang nio,
thwong han... khi ma thim kham 1am sang khong tim thdy déu
hiéu déc trung hodc khi diéu tri khong hiéu qua do vi khun khang
khang sinh. Do d6 nang cao trinh d6 chuyén mon cuia bac si sé gop
phén vao viéc chan doan diing, d6 1a budc dau tién bao dam ké don
hop ly khéng sinh.

Lwa chon khang sinh hop ly

Lua chon khang sinh hop 1y phai dat dugc cac tiéu chi sau:

C6 phé tac dung phu hop véi vi khuin gay bénh.

C6 dugc dong hoc phu hop dé bao dam n6ng do6 tac dung tai vi tri
nhiém khuin ma khong gay hai cho nguoi bénh.

Phu hop v&i co dia, sinh 1y va bénh Iy méc kém & ngudi bénh.
Lira chon khang sinh ¢é phé tac dung phit hop véi vi khudn gdy
bénh:

Phé tac dung ciia khang sinh liét ké cac vi khudn ma khang sinh
d6 c6 tac dung. Can luu ¥ phd luc khang sinh méi ra doi va sau
mdt thoi gian luu hanh do c6 thé phat sinh hién tuong khang cua vi
khuan véi khang sinh khi sir dung. Cac huéng dan diéu tri dua ra
céc phac dd lwa chon khéng sinh phti hgp véi nhiing loai vi khuin
¢6 ty 1& gap cao nhét trong timg bénh cin cr vao thong ké dich &
vé vi khuan hoc. Do d6 kién thirc vé vi khuan phd bién va tinh nhay
cam v&i khang sinh tai dia phuong s& gitip ich nhiéu trong lya chon
khang sinh trudc khi co két qua xét nghiém vé vi khuan. Nhiing
truong hop nay thuong ding khang sinh phd hep trir khi 6 trigu
ching va déu hiéu nang de doa tinh mang.

Luya chon khéang sinh t6t nhat 1a dua vao do nhay cam cua vi khuén
qua phan 1ap vi khuan va lam khang sinh d6. Tuy nhién, thuc té
phai mét it nhat 3 ngay dé lam viéc nay nén khong thé thyc hién véi
moi truong hop. Véi nhitng trudng hop nhiém khuan ning hoic
khi diéu tri > 3 ngay ma khong thiy két qua, lac nay phan lap vi
khuan va lam khang sinh d6 sé& giup diéu chinh lai phac do6 diéu tri
theo kinh nghiém ban d4u. Véi nhiing truong hop c6 thé lay dugc
bénh pham (mau, dom, mu tai, phét hong...), nhitng phuong phép
phat hién nhanh vi khudn tir bénh phim dugc khuyén khich nhu
céc phuong phap nhuém Gram, phat hién khang nguyén bang phan
trmg mién dich (ELISA).

C6 nhiéu nguyén nhan dan dén st dung khang sinh khéng c6 hiéu
qua trong d6 c6 nguyén nhan lya chon khang sinh khong phu hop
v6i loai vi khudn hodc d nhay cam cua vi khuén gay bénh. Khi
diéu trj khong co két qua, can phan biét khang that va khang gia
dé xir tri. Khang that 1a do vi khuan tao diéu kién thich nghi trong
moi trueong khang sinh nhu tiét ra enzym pha hity khang sinh, thay
d6i dich gin ctia khang sinh hodc lam giam tinh tham ciia khang
sinh vao trong t& bao. Nhitng truong hop nay doi hoi phai ting lidu
khang sinh hodc phdi hop khang sinh. Khang gia la chon khang
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sinh ¢6 dwoc dong hoc khong phu hop, kha ning phan bd vao 6
nhiém khudn kém nén khong dat nong do didu tri (thuong gap khi
nhiém khuén & cac t6 chire kho thAm thude nhu mang nio, thiy
dich & mit...) hodc diéu kién tai 6 nhidm khudn khéng thuan lgi
cho tac dung cta khang sinh nhu pH thp, ndng do protein cao (co
mi). Khang gia ciing gip khi diéu tri cho ngudi bénh suy giam
mién dich. Nhing truong hop nay test in vitro ¢ thé vin nhay cam
nhung diéu tri khong co hiéu qua. Can luu y truong hop nguoc
lai: Test in vitro c6 thé khang nhung diéu tri lai c6 hiéu qua; do
13 tredng hop nhidm khuén tiét niéu, noi ndng do khang sinh co
thé dat rat cao vi day la duong thai trir cia khang sinh. Trong cac
huéng dan diéu tri nhiém khuan, cac phac dd khuyén céo lwa chon
khang sinh diéu trj khoi du s& 1a co sé tin cay dé thiét 1ap phéc do.
Tuy nhién, ciing can thuong xuyén cap nhat tinh hinh khang khang
sinh tai noi diéu tri dé didu chinh cho phi hop.

Lua chon khang sinh c6 dwoc dong hoc phu hop dé bao dam di
nong do tac dung tai vi tri nhiém khudn ma khéng gdy hai cho
nguoi bénh:

Mudn diéu tri thanh cong thi néng d6 khang sinh tai vi tri nhiém
khuan phai du dé trc ché hodc tiéu diét vi khuin ma khong gay hai
cho nguoi bénh. Piéu nay phu thudc vio kha nang hép thu va phdn
b6 ciia khdang sinh.

Mitic d¢ hap thu ctia khang sinh theo duong udng rat khic nhau.
Céc khang sinh nhom penicilin hip thu kém trong khi cac khang
sinh nhom fluoroquinolon lai hép thu rét tét (sinh kha dung duong
ubng thuong dat trén 80%). Ciing can luu y dén tuong tac thude
véi thire an dé tranh lam giam sinh kha dung; vi du: Cac khang sinh
nhom penicilin, cac khang sinh nhom macrolid nén dung xa bita
an, cac khang sinh nhom quinolon khong duge dung cung céac thuc
phim giau calci, ubng ciing vdi sita hodc cac khang acid (antacid).
Tuy nhién, khi diéu tri nhim khuén, dac biét 1a nhiém khuin ning,
khong c6 khang sinh nao ding theo dudng udng bao dam dwoc du
ndng do diéu tri, do d6 nhing truong hop nay wu tién chon dudng tiém.
Kha nang phan b thube vao cac té chirc bi bénh rit khac nhau trong
d6 c6 nhimg 6 chirc rat kho thdm thudc nhw hang rdo mau - ndo. Vi
du cac tetracyclin, fluoroquinolon, cloramphenicol, metronidazol,
rifampicin... khuéch tan dwoc qua hang rao méau - nio ké ca khi
mang nao khong bi viém nhung c¢6 nhitng khang sinh, vi du cac
cephalosporin thé hé 1, 2, cic aminoglycosid van khong dat du
nong d6 diéu tri ngay ca khi mang nio bj viém. Kha nang thdm s&
duoc cai thién hon khi bi viém, vi du: Khang sinh cephalosporin
thé hé 3 (trir cefoperazon) dat du ndng d6 diéu trj trong dich nio
tay khi bi viém.

Vé6i cac trudng hop tac nhan gdy bénh la vi khudn ndi bao
(intracellular) nhu Salmonella, Brucella, Toxoplasma, Listeria, M.
tuberculosis. .. can lya chon khéng sinh c6 kha nang tham nhap t6t
vao trong té bao nhu cac khang sinh nhom fluoroquinolon, nhém
macrolid, isoniazid, trimethoprim - sulfamethoxazol, rifampicin.
Vi cac khang sinh da dugc lya chon thi muc lidu va nhip dua
thudc dé bao dam dugc chi sd Hiéu qua/An toan cao lai phu
thugc vao cac ddac tinh “Dugc dong hoc/Dugc luc hoc” - PK/
PD (Pharmacokinetics/Pharmacodynamics) ciia thudc. Vi du cac
khéang sinh beta-lactam thugc nhom “khang sinh phu thudc thoi
gian” va c6 tac dung hdu khang sinh (PAE) ngén nén nhip dua
thudc thuong duge chia nhidu 1dn dé bao dam thoi gian thude c6
ndng d6 trén MIC (ndng do e ché tdi thiéu) khoang 40 - 50%
khoang cach lidu; trai lai cac khang sinh nhom aminoglycosid
thugc nhom “khang sinh phu thudc néng dd” va c6 tac dung hau
khang sinh (PAE) dai nén nhip dua thudc thuong chi mot 1an mdi
ngay dé bao dam duoc ty 18 ndng do dinh trén ndng do tc ché tdi
thiéu (C,,,/MIC) cao (khoéng 8 - 10).

Pac tinh dugc dong hoc con cho biét duong thai tru chinh cua
thuéc. biéu nay dugc ap dung trong diéu tri; vi du: Ceftriaxon,
cefoperazon, ampicilin thai trir & dang con hoat tinh qua mat nén
dugc wu tién dung trong diéu tri nhiém khuan duong mat. Mat
khac, duong thai trir s& 1a diém can luu ¥ khi ty 16 thube con hoat
tinh cao dan dén kha ning gy doc cho co quan bai xuat. Truong
hop nay cén than trong hodc phai giam liu trén nhitng ngudi bénh
¢6 chire nang gan than con yéu (tré nho) hodc bi suy giam do tudi
tac (nguoi cao tudi) hodc do bénh 1y (suy gan thin).

Luwa chon khang sinh phu hop véi co dia, sinh Iy va bénh mdc kém
0 nguoi bénh:

C6 nhiéu yéu td thudc vé ngudi bénh cin xem xét trude khi ké don
khéng sinh dé bao dam diéu tri thanh cong.

Co dia nguoi bénh:

Khang sinh 12 mdt trong nhitng nhém thube c6 nguy co gay di img
rét cao, do d6 trudc khi ké don can tim hiéu tién st cia nguoi bénh
vi di ing véi khang sinh la chéng chi dinh bit budc. Tuy nhién, di
g thuc sy v6i khang sinh rat it. Pa phan dj Gng lién quan dén
do tinh khiét cua khang sinh, vi vy cac khang sinh c¢6 ngudn gbc
téng hop va ban tong hop it gip di Gmg hon cac san phim chiét
xuét tir moi truong nuéi cdy vi sinh vat. Co nhiéu kha nang gap di
g chéo giita cac nhom khang sinh ¢6 c4u trac hoa hoc twong tur.
Vi du ty 1 di tng chéo giita penicilin va cephalosporin tir 5 dén
15%; do d6 néu da giap di tmg v6i mot khang sinh nao d6 thi tét
nhit nén thay bang mét khang sinh khac nhom, con néu van phai
ding thi phai ¢ bién phéap giam sat chat ché dé xir 1y tai bién kip
thoi néu xay ra.

Dbi tuong c6 khac biét vé sinh 1y hodc bénh 1y voi ngudi truong
thanh khoé manh:

Dbi trong ngudi bénh nay bao gdm tré em (dic biét 14 tré so sinh)
va ngudi cao tudi, ngudi bénh suy giam chirc ning gan va/hoic
than. Anh huong cta khang sinh chi yéu do chirc ning gan than
chua hoan chinh hogc bi suy giam, dan dén ting nong d¢ khang
sinh v6i nguy co gay doc cho nguoi bénh. Phu nit mang thai hoac
dang cho con b cling thuc nhom ngudi bénh dac biét do nguy
co cua thudc trén dura tré. Nhom khang sinh can luu ¥ khi st dung
cho tré dé non va tré so sinh la aminosid (gentamicin, amikacin...),
glycopeptid (vancomycin), polypeptid (colistin) vi day la nhling
khéng sinh c6 kha nang phan bd nhiéu trong pha nudc nén khuéch
tan rat rong o cac lra tudi nay.

Mot sb ddi tuong dac biét khac:

Cac trang thai bénh 1y khac nhu nguoi bénh bi bénh nhugce co,
thiéu enzym G6PD... déu c6 thé 1am nang thém céc tai bién va tac
dung phu cua thudc.

Phdi hgp khang sinh hop Iy

Viéc sir dung khang sinh don doc duoc khuyén khich trong da s6
treong hop. Phéi hop khang sinh chi cin v6i mot sb tinh trang bénh
Iy nhu gap vi khuén khang khang sinh, t& chirc nhiém khuén kho
thim thudc, didu tri kéo dai (lao), nhim ddng thoi nhiéu loai vi
khuan (ky khi - hiéu khi - ndi bao). Tuy nhién, viéc ding dong thoi
nhiéu khéng sinh phai dugc tinh toan nhim tao duoc tac dung hiép
déng ¢6 101, tranh nhiing phéi hop lam giam hiéu qua diéu tri hoic
tang tac dung bét loi va ddc tinh trén nguoi bénh.

Muc dich chi dinh phéi hop khing sinh bao gém

Hiép dong tic dung lén cdc ching dé khang manh:

Truong hop nay duoc sir dung cho diéu tri nhidm khuan méc phai
& bénh vién hodc nhimg truong hop vi khuén khang thube. Vi du:
Khi diéu tri nhidm tu cdu (S. aureus), vi khudn Gram 4m da khang
thudc nhu tryc khuin mu xanh (P aeruginosa). Vi du: Phéi hop
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amikacin véi ciprofloxacin trong diéu tri P aeruginosa da khang
véi gentamicin.

Phéi hop ciing can khi sir dung cho nhitng ngudi bénh suy giam
mién dich, giam bach clu trung tinh, khi kha nang dé khang cua
co thé suy giam.

Néi réng phé tac dung:

Viéc ndi rong phd chi can thiét trong nhitng truong hop nguy co
nhiém ky khi Gram am, dic biét 1a B. fragilis vi phan 16n cac
khéng sinh thong dung khong c6 tac dung 1én vi khuan nay. Ngoai
ra noi rong phé cling can thiét khi nghi ngd nhiém vi khuén noi
bao (Legionella, Brucella...), truong hgp nay thuong gap trong
céc truong hop nhiém khuén hé hp. Lam dung viéc néi rong phd
thuong khong can thiét vi dd c6 nhidu loai khang sinh phd rong
va cac dang ché pham phdi hop sin. Néu tu y phéi hop co thé
gap nhiing tuong tac bat loi; vi du: Phéi hop erythromycin véi
lincomycin, erythromycin véi cloramphenicol hodc streptomycin
v6i tetracyclin déu dan téi giam tac dung khang khudn. Hon nita,
khi phdi hop cac khang sinh tiém, xu hudng chung hay tron 1an
thubc trong cting mot bom tiém, dé dan t6i twong ky; vi du: Tron
1an penicilin G hodc ampicilin véi gentamicin, tron 1an lincomycin
v6i gentamicin déu gay tuong ky.

Gidm kha ndng khang thuéc hodc tranh tao nhitng ching vi khudn
dé khang:

Phéi hop khang sinh v6i muc dich nay thuong dugc ap dung khi
didu tri cac nhiém khuén kéo dai. Vi du: Phéi hop khang sinh trong
didu trj lao, viém mang trong tim, viém xuong...

Nhitng phéi hop khdng sinh cén trinh

Khéng dugc phdi hop khang sinh trong cting mot nhém duge 1y
vi ¢6 thé tao tuong tac ddi khang lam giam tac dung hodc hiép
ddng tac dung phu lam ting doc tinh. Vi du: Phdi hop cac khang
sinh nhom macrolid v&i nhém phenicol hodc lincosamid; phbi hop
tetracyclin voi streptomyein. .. s& gay déi khang tac dung.

Phéi hop cac khang sinh cung nhém aminoglycosid véi nhau hodc
véi vancomycin gy tang doc tinh trén than.

Liéu lwong va thoi gian ciia dot diéu tri hop Iy

Liéu luong khang sinh phu thudc vao céc yéu 6 nhu: Tudi, can
nang, chtrc nang gan, than va muc dd nang cia bénh. Dung lidu
“chudn” cho bénh nang c6 thé that bai thAm chi tir vong. Do do,
can ké don mét lidu thich hop véi tinh trang bénh. Liéu khong thoa
dang con lam ting tinh khang thudc cua vi khuan..

Thoi gian dot diéu tri tly thudc loai nhiém khuén, nhung néu lva
chon dugc khang sinh thich hgp thi tinh trang bénh 1y s& dugc cai
thién sau 48 - 72 gio. Thoi gian diéu tri ciia khang sinh dai hay ngin
phu thudc vao cac yéu t6 nhu do nhay cam cta vi khuén gdy bénh,
vi tri nhidm khudn, stirc d& khang cua ngudi bénh. Vi du: Viém
mang trong tim do nhim khuan phai dung khang sinh kéo dai trén
40 ngay cho dén khi siéu am hét cac nét loét sui. Viém mang nio
mu phai dung khang sinh dén khi mau choc do dich néo tay tro vé
binh thudng méi duge ngimg khang sinh. Nhu vay thuong khong
c¢6 mot quy dinh cung nhéc vé d6 dai diéu tri cho moi loai nhidm
khuan ma phu thudc vao ban chit ctia nhiém khuan va dap tmg véi
diéu tri. Qua trinh diéu tri khong nén qua dai vi c6 thé 1am vi khuan
tang khang thudc, tang tac dung khong mong mudn va ting chi phi.
Tréi lai, mot liéu duy nhét khang sinh van c6 thé diéu tri hiéu qua
nhiém khuén dudng tiét niéu khong bién chimg.

Pam bao chi phi thip nhét 6 higu qua

Chi phi diéu tri & day bao gdm tién thudc khang sinh va cac chi phi
phu trg cho sir dung khéng sinh d6. Pudng ubng la duong ding

duoc uu tién vi gia thanh ré va khong can dung cu hd tro dua thube.
Puong tiém duoc ding trong nhing trudng hop kha nang hép thu
bi anh huong (viém rudt, non nhiéu) hodc nhiém khuén nang.
Tuy nhién cin xem xét chuyén ngay sang duong udng khi co thé.
Truong hop nay nén chon cac khang sinh c6 sinh kha dyng duong
ubng cao nhu cac khang sinh nhém fluoroquinolon, metronidazol...
Viéc ké don thube generic ciing 14 bién phap dé giam chi phi diéu
tri nhung ¢an Iya chon duoc céc thude co tuong duong sinh hoc dé
bao dam dugc chi s6 Hiéu qua/Chi phi tot nhat.

Két luan

Piéu tri nhiém khudn thanh cong phu thude nhiéu vao tinh chinh
xéc trong chan doan ban dau. Tuy nhién khi 4p dung can phai cin
clr vao tinh khang thudc tai timg dia phuong, timg bénh vién dé
lwa chon khang sinh phu hop. Nguyén tic sir dung khang sinh co
nhiéu thay ddi so véi trude kia dua trén két qua cua cac cong trinh
nghién ctru sau khi thudc dwoc dua vao thi truong, do do mubn béo
dam sir dung thudc khang sinh mét cach hop 1y, an toan va hi¢u
quéa can thuong xuyén cép nhat kién thirc va bam sat cac hudng
din diéu tri moi.

SU DUNG HQP LY THUOC
KHANG SINH CEPHALOSPORIN

Céc khang sinh cephalosporin thugc nhém khang sinh phé rong
nén dugc su dung rong rai ca voi muc dich diéu tri va du phong.
Pay la nhitng khang sinh c6 nhiéu wu diém nhu c6 tac dung diét
khuin manh, it tac dung phu nghiém trong, dung dugc cho moi
d6i tuong, ké ca phu nit mang thai va tré so sinh; do d6 viéc dinh
huéng st dung nhoém thude nay 13 can thiét nhim tranh khang
thudc va nho do sé gitt dugc “mot vii khi quan trong” cho diéu tri.
Dé dinh huéng sir dung cephalosporin tt, cAn ndm virng nhiing
dac tinh duogc ly hoc va c6 cach st dung ding.

Phén loai

Mic du cac cephalosporin dd duoc phén loai dua vao céu trac hoa
hoc, déc tinh duoc ly 1am sang, kha nang khang beta-lactamase
hoac phé khang khuén, nhung phan loai theo thé hé duoc coi 1a rat
hiru ich va dugc sir dung rong rii. Phéan loai cephalosporin theo thé
hé dya vao dac tinh khang khuén ctia thudc.

Bdng 1. Phan logi cdc cephalosporin theo thé hé

Théng | 1on khing Phé tic dung
sinh

Ciu khudn Gram dwong: Sinh hay
khong sinh penicilinase: S. aureus,
S. epidermidis (trt cac chung khang
meticilin), S. pyogenes (nhom A beta tan
huyét), Streptococcus agalactiae (nhoém

Cefazolin B), Streptococcus viridans. Khang thude:

Cefalotin S. pneumoniae khang penicilin.

Théhé 1 | Cephalexin® | Vi khuidn Gram am hiéu khi: E.
Cefadroxil* coli, Proteus mirabilis va Klebsiella
Cephradin® | pneumoniae, nhung d6 nhay cam thay

doi.

V6i vi khudn ky khi: Cac ciu khudn
Gram duong thuong nhay cam nhung B.
fragilis d& khang véi cephalosporin thé
hé 1.
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Thé h¢

Tén khang
sinh

Phé tic dung

Thé hé 2

Cefuroxim
Cefuroxim
acetil"
Cefaclor®
Cefoxitin
Cefotetan
Cefprozil*
Ceforanid
Loracarbef"

Céu khuén Gram dwong hiéu khi: Cac
cau khuén nhay cam gidng cephalosporin
thé he 1.

Vi khudn Gram 4am hiéu khi: H.
influenzae (bao gdm ca cac ching khang
ampicilin),  Moraxella  catarrhalis,
Neisseria meningitidis va mot sb
Enterobacteriacae. Cephalosporin thé hé
2 thudng co hoat tinh manh hon in vitro
d6i v6i vi khudn Gram 4m so v6i thé hé
1, tuy phd tac dung dic hiéu c6 thay doi
gita cac thude trong nhom. Cefaclor it
tac dung dbi v6i vi khuan Gram dm hon
s0 v6i cac cephalosporin thé hé 2 khac.
Vi khuén ky khi: Pa sb vi khuén & miéng
va dai trang nhay cam (vi du Bacteroides
sp. bao gdbm ca B. fragilis)

Thé hé 3

Cefotaxim
Ceftriaxon
Cefdinir
Ceftizoxim
Cefpodoxim
proxetil"
Cefoperazon
Ceftazidim
Cefixim"
Cefpodoxim®

Ph tic dung mo rong dbi véi cac vi
khudn Gram am so v&i cac thé hé 1, 2.
Cau khuin Gram duong hibu Kkhi:
Thuong it tac dung in vitro hon so voi
cephalosporin thé hé 1 va 2. Cefotaxim
va ceftriaxon c6 hoat tinh manh hon
ceftizoxim ddi véi Str: pneumoniae.

Céu khuén Gram 4m hiéu khi: C6 phé tac
dung mé rong dbi vai cac vi khudn Gram
4m so v6i thé hé 1 va 2. Tac dung tét voi
H. influenzae, Moraxella catarrhalis, N.
meningitidis va Enterobacteriaceae (nhu
E. coli, Klebsiella sp., Proteus mirabilis,
Providencia) trong nhiém khuin tai
bénh vién va cong d@)ng. Mot sb chung
Enterobacter c6 khuynh hudng khang
véi cephalosporin nén nhom nay thuong
khong dugc chon dé didu tri nhidm
Enterobacter:

Mot nhém phu thé hé 3 gdm ceftazidim,
cefoperazon c6 tic dung chbéng P
aeruginosa, nhung it c6 tac dung chéng
cdu khuin Gram duong hon céc thubc
thé hé 3 khac.

Céc cephalosporin thé hé 3 duong ubng
khong c6 tac dung trén P. aeruginosa va
Enterobacter.

Céc cephalosporin thé hé 3 noi chung
khong co tac dung trén Enterococcus va
Listeria monocytogenes.

Vi khuén ky khi: Cefotaxim, ceftriaxon
va ceftizoxim c6 tic dung déi voi vi
khuan ky khi nhu B. fiagilis.

Thé hé 4

Cefepim

Phé khang khuén rong hon so vai thude
thé hé 3 va c6 do bén viing cao ddi vei
su thiy phan bdi cac beta-lactamase qua
trung gian nhiém sic thé va plasmid.
Vi du: Ciu khuin Gram duong sinh
hay khong sinh penicilinase: S. aureus,
S. epidermidis (trt cac ching khang
meticilin), S. pyogenes (nhém A beta tan
huyét), Streptococcus agalactiae (nhém
B), Streptococcus viridans

Khang thubc: S. pneumoniae khang
penicilin,  Enterococcus, Listeria
monocytogenes.

Vi khudn Gram am hiéu khi: P
aeruginosa, E. coli, Proteus mirabilis va
Klebsiella pneumoniae, nhung d6 nhay
cam thay doi. Cau khuan Gram duong ky
khi thuong nhay cam nhung B. fragilis
dé& khang véi cefepim.

Ghi chii: Ky hidu (*) c6 & dang bao ché ding duong ubng.

Cac dac tinh duge ly

Co ché tic dung

Céc cephalosporin ciing ¢6 co ché tac dung e ché su tong hop
peptidoglycan ciia thanh té bao vi khuin tuong tu cac penicilin.
Thudc ¢6 tac dung diét khuén nén ap dung dugc cho nguoi bénh
suy giam mién dich.

Co ché khang cephalosporin ciia vi khuén

Vi khudn khang cephalosporin c6 thé tu nhién hodc mac phai do
mot hodc nhiéu yéu té phdi hop. Kha ning khang cephalosporin cua
vi khuén c6 thé do khang sinh khong t6i dugc céc vi tri tac dung, do
bién dbi cac protein gin penicilin (PBP)-dich cia cephalosporin,
hodc do cic enzym beta-lactamase cua vi khuan phd hiy vong
beta-lactam 1am mat tac dung ctia cephalosporin. Co ché cubi cung
nay 1a co ché khéng cephalosporin phd bién nhét.

Céc cephalosporin nhay cam vdi beta-lactamase & mirc do khac
nhau. Vi dy, trong cac cephalosporin thé hé 1, cefazolin nhay cam
v6i sy thity phan boi beta-lactamase do S. aureus tiét ra nhiéu hon
so véi cefalothin. Cefoxitin, cefuroxim va cephalosporin thé hé 3
khang lai sy thiy phan boi beta-lactamase ctia vi khuan Gram am
hon cephalosporin thé hé 1. Cephalosporin thé hé 3 nhay cam véi
su thity phan boi beta-lactamase (typ I) cam tGng dugc thé nhidm
sic ma hoa. Sy cam mg cac beta-lactamase typ I nay xay ra khi
sit dung cac cephalosporin thé hé 3 hodc 2 va/hodc imipenem
dé diéu trj tryc khuan Gram 4m wa khi (ddc biét 1a Enterobacter
spp., Citrobacter freundii, Morganella, Serratia, Providencia va
Pseudomonas aeruginosa) c6 thé dan dén viéc khang tat ca cac
cephalosporin thé hé 3. Tuy nhién, cephalosporin thé hé 4 nhu
cefepim 14 nhitng chit cam tng yéu cua beta-lactamase typ I
va it bi thily phan bdi beta lactamase typ I hon so véi thude thé
hé 3.

Mot diém quan trong cin nh¢ 1a khéng mét cephalosporin niao
¢6 tac dung dang tin cdy ddi voi cac vi khuan sau: Streptococcus
pneumoniae khang penicilin, Staphylococcus aureus khang
methicilin, Staphylococcus epidermidis khang methicilin va
Staphylococcus coagulase - am tinh khac, Enterococcus, Listeria
monocytogenes, Legionella pneumophila, Legionella micdadei,
C. difficile, Pseudomonas maltophilia, P. putida, Campylobacter
Jejuni, cac loai Acinetobacter, va tit nhién khong co tac dung
chéng ndm nhu Candida albicans.

Duoc dong hoc

Céc cephalosporin c6 thé ding & dang udng hodc tiém, thuong
dang tiém pho bién hon (Bang 1). Tuy nhién khang sinh dang uéng
hién c6 déu khong thé thay thé cho dang tiém trong didu tri cac
truong hop nhiém khuan nang.

Ty 18 lién két ctia cephalosporin véi protein huyét twong thuong
& mic trung binh (50 - 80%) va yéu (< 50%). Nhiitng chat co ty
1¢ lién két trén 90% bao gém cefotetan, cefpiramid, cefonicid,
ceftriaxon. Dy 1a nhing chét c6 nira doi sinh hoc (t,,) dai hon
nhitng chét c6 ty 1& lién két voi protein huyét twong dudi 90%; vi
du t,, cua ceftriaxon t6i 8 gio trong khi t,, ciia cdc cephalosporin
khac thong thuong chi tr 0,4 dén 2,6 gio.



74 Sir dung hop 1y thudc khang sinh cephalosporin

DTQGVN 2

Céc khang sinh thé hé 1 khong qua hang rao mau nio, ngay cé khi
bi viém, trong khi cac khang sinh thé hé 3 (trir cefoperazon) qua
duogc va dat néng d6 diéu tri khi viém mang nao. Cephalosporin
cling qua dugc nhau thai; dat néng dod cao trong hoat dich va dich
mang ngoai tim. Kha ning thim cua cac cephalosporin thé hé 3
vao trong thuy dich mit kha t6t néu ding duong toan than, nhung
thudc thim kém vao dich thiy tinh thé. Thube dat nong do di dé
diédu tri nhiém khuin mét do vi khuén Gram duong va Gram dm
khi dung dudng toan than. Hau hét cac cephalosporin khong bi
chuyen hoa qua gan ma bai xuét nguyen dang qua nude tiéu; vi vay
can phai hiéu chinh lai liéu cac thudce nay dbi véi ngum bénh suy
than. Probenecid 1am cham sy tiét qua ong than ciia phan 16n cac
cephalosporin. Cefoperazon va cefpiramid bi chuyén héa qua gan
qua phan tmg lién hop va bai xudt qua mat rdi db vao rudt, do do
day 1a 2 thudc c6 ndng do trong mat cao nhat.

Dac tinh dwoc dong hoc/dwoc lwc hoc (Pharmacokinetics/
Pharmacodynamics hay PK/PD)

Chi s6 PK/PD biéu thi mdi lién hé giira nong d¢ thudc trong mau
va tac dung diét khudn in vivo ciia khang sinh. Dac tinh PK/PD cua
beta-lactam 1a tic dung diét khuin phu thudc thoi gian va co tac
dung hau khang sinh (PAE) ngén; do d6 ché d6 liéu khuyén khich
1a chia nhiéu l4n trong ngay hodc truyén tinh mach kéo dai (trir cac
thube co t,, dai). Thoi gian truyén khang sinh cn dugc can nhéc
dua trén d6 6n dinh cua khang sinh khi di pha lodng trong dung
mdi twong hop. T>MIC 1a chi sé ¢6 tuong quan véi hiéu qua diéu
tri cia nhiéu khang sinh beta-lactam. Céc nghién ciru trén mé hinh
dong vat cho thay hidu qua diét khuan t6t khi ndng d6 thude trong
méu cao hon ndng d6 trc ché ti thiéu (MIC) tir 1 - 4 1an; khoang
thoi gian T>MIC dao dong tiy theo vi khudn: Véi Streptococei va
Enterobacteriaceae, T>MIC (khi tht trén dong vat) phai bao dam
60 - 70% nhung v6i S. aureus chi can 40 - 50% khoang liéu.

Téac dung khong mong muon

Do céu triic twong tu giira penicilin va cephalosporin nén ngudi
bénh da bi di ung voi penicilin ¢6 thé bi di ung chéo khi dung
cephalosporin. Cac nghién ciru vé mién dich cho thdy phan tmg
chéo vao khoang 20% sb bénh nhan bi di tmg véi penicilin, nhung
nghién ctru 1am sang cho thiy ty 1¢ thip hon nhiéu (khoang 1%).
Khoéng co test da nao co thé du doan mot cach tin cay nguoi bénh
s€ co di tng vdi cephalosporin hay khong.

Phan tmg qua man ddi v6i cac cephalosporin 1a phan tng khong
mong mudn thuong gap nhit va khong c6 chimg cir nao cho
thdy cephalosporin nay gdy man cam it hodc nhjéu hon so véi
cephalosporin khac. Cac phan Gng tirc thoi bao gom phan vé¢, co
thit phé quan, may day. Phan g da hay gap la ban dat san (thuong
xdy ra sau vai ngay diéu tri). Di ing ¢6 thé kém hogc khong kem
sOt, tang bach cég ai toan.

Nguoi bénh cé tién st di ing nhe hodc da c6 phan ung tur 1au trudce
day vai penicilin thi it c6 nguy co phat ban hodc phan ing di trng
khéc d6i véi cephalosporin. Tuy nhién, ngudi bénh c6 phan ting
gin day nang va tic thoi véi penicilin thi khi dung cephalosporin
phai hét strc than trong hoac t6t nhat nén tranh sir dung.

Phéan tng Coombs dwong tinh thuong gip ¢ ngudi ding liu cao
cephalosporin. Cephalosporin c6 thé gy trc ché tuy xuong, dic
trung 1a giam bach cau hat nhung hiém gap.

Cephalosporin duogc coi la co6 tiém nang doc véi than, mac du muc
d6 doc it hon aminoglycosid hodc polymyxin. Hoai tir ng than d
xay ra khi ding cephaloridin véi lidu trén 4 g mdi ngay (hién tai
khang sinh nay da bi rat khdi thi truong). Nhiing cephalosporin
khac it doc hon nhiéu, hiém khi thiy déu hiéu doc véi than khi
dung don doc va 6 liéu diéu tri. Dung liéu cao cefalothin co thé gy

hoai tir éng than cip trong mot s truong hop, liéu thuong dung
(8 - 12 g/ngay) da gay doc véi than & ngudi da méc bénh than tir
trude. Co bang chimg cho thay, khi str dung dong thoi cefalothin va
gentamicin hodc tobramycin, xuét hién tac dung hi¢p déng gay doc
v6i than, dic biét rd ¢ ngudi trén 60 tudi. Tiéu chay co thé xay ra
khi dung cephalosporin va thuong gap hon khi dung cefoperazon,
¢6 thé do cefoperazon thai trir cht yéu qua mat. Tiéu chay va viém
rudt két gia mac do Clostridium difficile d3 dugc ghi nhan khi
st dung khang sinh, trong d6 c¢6 cac khang sinh cephalosporin.
Cén phai chu y phan tng khong dung nap ruou (phan ung giéng
disulfiram) khi dung cefamandol, cefotetan, moxalactam va
cefoperazon.

Chay mau niang do giam prothrombin huyét, giam tiéu cau va/
hoic rbi loan chire nang tiéu cau da duoc thong bao & nhiéu khang
sinh cephalosporin, trong d6 thudng gap hon véi cac chit c6 chudi
N-methylthiotetrazol nhu cefamandol, cefoperazon trén cac nguoi
bénh thiéu hut vitamin K, suy than, phﬁu thuat cét éng tiéu hoa.

Chéng chi dinh

Nguoi bénh co tién sir man cam véi cephalosporin.

Riéng véi ceftriaxon: Do nguy co ceftriaxon ddy bilirubin ra khoi
lién két v6i protein huyét twong, gy tang bilirubin huyét dan dén
hoi chirng ndo - gan, do d6 khong dugc dung cho tré so sinh, dic
biét 1a tré so sinh thiéu thang va tré so sinh c6 vang da do tan mau,
giam albumin huyét. Khong duoc tron 1an ceftriaxon véi cac dung
dich tiém tinh mach c6 calci (bao gdm cé dich truyén nuéi dudng
nhan tao qua duong tinh mach cé chua calci) do nguy co gép tia
mubi calci gay téc mach, dic biét dé xdy ra ¢ tré so sinh va so sinh
dé non thang.

Twong tac thude cin luu

Can theo di chitc nang than khi phbi hop céc cephalosporin voi
khang sinh nhém aminoglycosid, nhém polypeptid, nhom loi tiéu
quai.

Lua chon cephalosporin

Cephalosporin thé hé 1: Nhu cefalotin va cefazolin, ¢6 tac dung tot
chéng vi khuén Gram dwong nhung it ¢6 tac dung chéng vi khuan
Gram 4m. Phéan 16n cau khuén Gram duong nhay cam véi thude
(tree Enterococcus, S. aureus khang methicilin va S. epidermidis).
Pa s6 vi khuan ky khi & miéng thuong nhay cam, nhung nhém vi
khuén Bacteroides fragilis thuong khang thudc. Tac dung chong
Moraxella catarrhalis, E. coli, K. pneumoniae va P. mirabilis
thuong 1a tét. Tuy vay, & Viét Nam cac chung vi khuin thudng c6
mirc khang khang sinh cao nén can cén nhéc trude khi lwa chon.
Céc cephalosporin thé hé 1 dung duong ubng duge ding dé diéu trj
nhidm khuén dudng tiét nidu khong bién chimg, nhidm khuén da va
cdc md mém thé nhe & cong dong. Do ty 1¢ nhidém S. aureus khang
meticilin tdng nén chi dinh nay bi han ché. Thudc thé hé 1 dung
duong tiém 1a thude thuong duoc chon dé du phong trong da s6
phiu thuat sach, tuy nhién néu ty 18 nhidm tu cau khang meticilin
cao sau phau thuat thi phai dung thudc khac nhu vancomycin.
Cephalosporin thé hé 2: C6 tic dung chéng vi khuin Gram
am t6t hon doi chut so véi thé hé 1 nhung kém hon nhiéu so
v6i cephalosporin thé hé 3. Mot nhom phu thé hé 2 (cefoxitin,
cefotetan, cefmetazol) co tac dung chong vi khuan ky khi, trong
d6 ¢6 Bacteroides fragilis va dugc ding diéu tri nhiém khuan viing
bung, viém rudt thira, nhiém khuén trong san khoa do vi khuan ky
khi, dong thoi ding trong du phong phau thudt véi cac phiu thuat
dai - tryc trang hodc cit bo tir cung.

Cephalosporin thé hé 3: N6i chung it ¢6 tac dung chdng cau khuin
Gram duong hon thé hé 1, nhung c6 tac dung tét hon nhiéu déi
v6i ho Enterobacteriaceae, ké ca céc chung tiét beta-lactamase.
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Mot nhom phu thé hé 3 gém ceftazidim, cefoperazon co tac dung
chéng Pseudomonas aeruginosa, nhung it c6 tac dung chéng cau
khuan Gram duong hon céc thudc thé hé 3 khac. Tac dung chong
Pseudomonas aeruginosa phai dwgc can nhéc rit than trong vi c¢6
su khac nhau 16n vé ty 1¢ khang thudc, tay thudc vao viéc str dung
khéng sinh & cac bénh vién va trong cong dong. Cephalosporin
thé hé 2 nhin chung duoc chi dinh cho nhiém khuén do céc vi
khuén da khang (Proteus, Klebsiella, Enterobacter, Haemophylus).
Céc cephalosporin thé hé 3 dudng udng duoc chi dinh trong nhidm
khuén hé hép va tiét niéu.

Ceftriaxon duoc chi dinh dé diéu tri bénh l4u, ha cam va bénh
Lyme ning. Do thudc vao dugc dich ndo tiy nén cephalosporin thé
hé thi 3 dugc dung dé didu tri viém mang nio do S. pneumoniae,
meningococcus, H. influenza. O ngudi gia bi viém mang nio co
kha ning gip Listeria monocytogenes nén phdi hgp cephalosporin
thé hé 3 voi ampicilin hodc trimethoprim-sulfamethoxazol cho t6i
khi L. monocytogenes bi loai. Ceftazidim duoc dung dé diéu tri
viém mang nio do Pseudomonas. Liéu lugng ding dé diéu tri viém
mang ndo phai & cao hon liéu khuyén cdo vi ndng do thude trong
dich ndo tuy chi bang 10 - 20% ndng do thudc trong huyét thanh.
Cefdinir va cefpodoxim 1a cac thudc ubng tac dung tbt véi cac
trwong hop nhidm S. preumoniae va S. aureus.

Cephalosporin thé hé 4: Nhu cefepim c6 phd khang khuin rong
hon thé hé 3 va c6 do bén viing cao dbi voi sy thiy phan boi cac
beta-lactamase qua trung gian nhidm sic thé va plasmid nén c6
tac dung trén mot 6 vi khuan ho Enterobacteriaceae di khéang
cac cephalosporin khac; tac dung manh hon ceftazidim va ngang
cefotaxim ddi voi Streptococcus va cac chung S. aureus nhay cam
meticilin. Khéng sinh thé hé 4 duoc dung dé diéu tri nhiém truc
khuén Gram am wa khi da khang v&i cephalosporin thé hé 3. Thube
cling thuong duge dung theo kinh nghiém dé diéu tri ngudi bénh
sOt giam bach cau trung tinh.

Liéu lwgng va cach diung

Day 1a nhém thude c6 pham vi didu tri rong va mic lidu dao dong
16n. Liéu lugng tuy thudc vao mirc dd nang cia bénh.

Do dai diéu trj phai bao dam cho dén khi hét triéu chimg hodc c6
bang chimg hét vi khuan va tiép tuc it nhat 48 - 72 gio sau do.
Nhidm khuin do Streptococci beta tan huyét nén didu tri it nhét
10 ngay. Trong trudng hop nhiém khudn nang nhu nhiém khuan
huyét, viém ndi tdm mac hodc viém tuy xuong, thoi gian diéu trj
phai kéo dai it nhat 4 dén 6 tuan.

Liéu cho nguoi bénh suy than cin duoc hiéu chinh theo chirc
nang than qua d¢ thanh thai creatinin (Cl_), trir cefoperazon va
ceftriazon.

Céc cephalosporin & nhitng dang bao ché phii hop c6 thé sir dung
bang duong udng hodc dudng tiém. Tiém bép co thé gdy dau nén
phai tiém sau. C nhimng dang bao ché tiém bip c6 pha thém chat
gdy té (lidocain) vao dung moi dé giam dau nhung can luu y khong
dugc dwa vao tinh mach dang nay vi nguy co tut huyét ap, loan
nhip tim va c6 thé dan dén tir vong. Tiém tinh mach phai dwa cham
(3 - 7 phiit). Truyén tinh mach c6 thé truyén ngét quing hodc truyén
lién tuc kéo dai. Tuy nhién khi dwa theo dudng tinh mach can luu y
6 thé gdy viém tdc tinh mach, dic biét khi dung lidu cao kéo dai.
Cén stir dung kim nho, dua vao cac tinh mach 16n va luén thay déi
vi tri tiém.

Cephalosporin ¢ dang dung dich chi én dinh dugc mot thoi
gian ngan trr trudng hop dong lanh. Thudc nay cling twong ky
voi hau hét cac thudc tiém khac, dac biét 1a khang sinh nhém
aminoglycosid. Do d6 khong duoc trén 1an trong ciing bom tiém
v6i thude tiém khac; dic biét khong dwoc tiém ¢ cung mét chd,

cling thoi diém véi aminoglycosid.

Két luan

Trong tit ca loai thudc khang sinh, cephalosporin dugc ding
nhiéu nhit, nhung cling bi lam dung nhiéu nhat, dic biét 1a cac
cephalosporin thé hé 3 va thé hé 4. Hau qua khong tranh khoi cua
sir dung tran lan da lam xuat hién ngay cang nhiéu cac vi khuan
khang thudc, doi hoi ngay cang ting nhu ciu tim thuéc méi. Tranh
lam dung khang sinh 1a cach t6t nhéat dé kiém soat vi khuan khang
thudc. Do d6, cdn dinh hudng st dung cephalosporin dé han ché
vi khuén khang thudc. Cac huéng dan va thong tin chinh thirc vé
cach sir dung hop 1y, an toan va hiéu qua cic thudc khang sinh
nhom cephalosporin da dugc bién soan trong chuyén luan riéng.
Tuan thi hudng dan diéu tri, quy dinh hoi chan khi ké don véi cac
cephalosporin thé hé 3 va thé hé 4, ting cudng cap nhat kién thirc
trong sir dung khang sinh 1a nhiing bién phap gop phan giam ty 1&
khang thudc va bao vé dugce nhiing nhém khang sinh quy, hiéu qua
cao va doc tinh thap nhu cac cephalosporin.

THUOC CHONG LOAN THAN,
XU TRi CAC TAC DUNG KHONG MONG MUON

Pai cuwong

Loan than hay r6i loan tam than 1a thuat ngi chi tinh trang cac chirc
nang tdm 1y - tri tué ciia mot ca nhan bi suy giam va/hoic bién ddi
gdy anh huong tdi cac hanh vi va cach ung xur ciia nguoi do trong
mdi truong gia dinh va xa hoi. R6i loan tam than xay ra do nhiéu
yéu td nguyén nhan khac nhau, tir bén ngoai hodc bén trong, tic
dong tryc tiép hodc gian tiép t6i co thé va hé than kinh. Hau qua
la cac qua trinh chirc nang nhu cam giac, tri giac, y thuc, tri nhd,
tu duy, ngdn ngit va ca tinh tinh tac phong ciia ngudi bénh c6 thé
bi sai 1éch, khong phu hop véi thuc tai khach quan lam cho nguoi
bénh kho hoa nhap vi moi treong xa hoi.

C6 nhiéu biéu hién va bénh canh 1am sang khac nhau cta céc i
loan tim than da duoc néu trong Phan loai bénh quéc té 1an the X
(ICD-X); c4c Tiéu chuin chan doan trinh bay trong sach Chén doan
va Théng ké cac Réi loan Tam than lan thir IV cta Hiép hoi TAm than
hoc My (DSM-1V) ciing dang dwoc 4p dung rong rii trén thé gioi.
Viée str dung cac chét tac dong tam tri dé didu tri cac rdi loan tam
than da duoc biét dén tir xa xua. Vi su phat trién manh mé cua
khoa hoc k¥ thuat va sy ra doi cla nhiéu thudc méi, Duoc ly Tam
than hoc ngay cang dong vai tro quan trong trong xir tri cac biéu
hién bénh ly tdm than. Hién nay bén loai thudc chu yéu thuong
duogc str dung trong 1am sang la: Thubc chdng trAm cam, thubc giai
lo 4u, thudc diéu hoa khi sac va thude chong loan than. No6i chung,
ngoai hidu lyc giai quyét duoc cac biéu hlen phirc tap cua cac rdi
loan tim than, cac thudc trén déu c6 mot sé tac dung khong mong
muén. Pham vi noi dung cta chuyén luan nay dé cap dén viéc xur
tri cac tac dung khong mong mudn cua céc thude chéng loan than.

Phin loai thudc chong loan than

C0 hai loai thude chéng loan than:

Thuéce chong loan than dién hinh (thubc chéng loan thin thé hé
thir nhat).

Thuéc chong loan than khéng dién hinh (thudc chdng loan than
thé hé thi hai).

Cac thudc chéng loan than thé h¢ thir nhat c6 tac dung chii yéu la
chen céc thy thé dopamm D, va c6 tac dung khong chon loc dbi voi
bat ctr bbn thu the D, D , D, vado dé co thé gay cac tic dung
khong mong muén, dac blet la cac triéu chirng ngoai thap va lam
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tang prolactin mau.

Thuéc chong logn than thé hg thir nhit

Céc thube chéng loan than, dién hinh 1a clorpromazin, dan xuét cua
phenothiazin con dugc goila “cac thudc an thin kinh” (neuroleptics)
hodc “cac thudc binh than chu yéu” (major tranquillisers). Néi
chung céc thudc nay thuong 1am cho ngudi bénh tré nén binh tinh
nhung khong lam suy giam y thuc va khong gay kich thich nghich
ddo. Trong lam sang cac thube chéng loan than dugc st dung dé
tran tinh nguoi bénh kich dong do bat ky bénh 1y tim than nao nhu
tam than phan liét, hung cam, ton thuong ndo, sang nhiém doc
hodc kich dong trAm cam.

C6 thé chia ra ba nhém chinh:

Nhom I: Clorpromazin, levomepromazin va promazin c6 tac dung
an than manh, con cac tac dung thir phat khang muscarin va ngoai
thap vira phai.

Nhém 2: Pericyazin va pipotiazin c6 tac dung an than vira phai,
tac dung khang muscarin 18, con tac dung ngoai thap it hon nhém
1vas.

Nhom 3: Fluphenazin, perphenazin, proclorperazin va trifluoperazin
¢6 dic tinh chung 1a it tic dung an than va khidng muscarin hon
nhung tac dung phu ngoai thap manh hon nhom 1 va 2.

Bén canh ba nhom trén con c6 cac thude thudc nhém hoa hoc khac
thuong gidng cac phenothiazin nhom 3 vé tinh chét tac dong 1am
sang bao gdm: Cac butyrophenon (benperidol va haloperidol),
diphenylbutylpiperidin (pimozid), thioxanthen (flupentixol va
zuclopenthixol) va benzamid (sulpirid).

Thuéc chéng loan than thé h thiv hai

Céc thube chéng loan than thé hé thir hai tac dong dén nhidu thy thé
hon so voi thé hé thi nhat va tac dong 1am sang c6 nét khac hon,
dic biét 1a cac tac dung khong mong mudn.

Amisulpirid c6 tac dung ddi khang chon loc d6i véi thu thé D, va D..
Aripiprazol 1a mot chtii van mét phan D,, mot phan yéu t6 5S-HT1a
va doi khang thy thé 5-HT, . Thudc nay c6 the giy noén va lam giam
prolactin mau.

Clozapin 1a mot thudc dbi khang thu thé D,D,, 5-HT
muscarin.

Olanzapin dbi khang thu thé D, D,, D,, 5-HT,, histamin H, va
muscarin.

Paliperidon 12 mot chit chuyén hoa cia risperidon.

Quetiapin 1a mot thube dbi khang thy thé D, D,, 5-HT, , alpha, va
histamin H,.

Risperidon d6i khang thy th¢ D, 5-HT, , alpha, va histamin H,.

alpha va

2a>

Cic tac dung khong mong mudn

Céc tac dung khong mong mudn 14 nhitng phan g xay ra & ngudi
bénh trong qué trinh dugc diéu tri. Pay la nhitng van dé thuong gip
trong 14m sang dac biét & nhitng ngudi bénh duoc st dung dong
thoi nhiéu loai thude. C6 nhiéu yéu td nguyén nhan khac nhau ciing
nhu c6 thé lién quan dén nhiéu co ché bénh sinh can duge xem xét:
T cAu triic hoa hoc cua duoc chat, tac dung va liéu luong thudc
dén twong tac cuia cac thudc; tir co dia, phan ing ddc ung dén vai
tro cua di truyén di ing & ting ngudi bénh.

Dbi vdi cac thude chdng loan thin, cac tac dung khong mong mudn
¢6 nhiéu biéu hién 1am sang khac nhau bao gom:

Todn than: St qua cao.

Néi tiét: Tang tiét sira, mét kinh, v to nam gidi, rdi loan chirc nang
tuyén giap, rdi loan tinh duc, ting prolactin huyét.

Chuyén héa: An nhiéu.

Ngodi da: Trimg c4, hong ban da dang hodc hdi chimg Stevens-
Johnson, sin lichen, viém da anh sang, néi may day.

Huyét hoc: Mt bach ciu da nhan, thiéu méu tan huyét, tang bach
cAu, sung hach.

Tim mach: Réi loan nhip tim, bénh co tim, ha huyét ap, thuyén téc
tinh mach.

Tiéu héa: Vang da, tao bon, tn thuong té bao gan.

Than - tiét niéu: Ri loan chirc nang bang quang.

Than kinh: R4i loan ngoai thap, nhtrc dau, co giat, loang choang.
Mdit: Nhin mé, viém than kinh thi giac, bénh vong mac.

Trén cac nguoi bénh dang duogc diéu tri ¢6 thé gap mot hoac nhiéu
biéu hién khac nhau néi trén nhung c¢6 hai nhom bénh canh can
duogc dac biét quan tam 1a cac biéu hién ngoai thap va hoi chirng ac
tinh thudc an than kinh.

Du phong céc tic dung khéng mong mudn

Ciing nhu ddi v6i nhidu loai thude khac dugc st dung trong lam
sang, thuong kho doan trudc sy xudt hién cac tac dung khong
mong mudn & mot ngudi bénh duoc ding thube chéng loan than.
Do do, dé gop phﬁn vao viéc du phong c6 mot s6 diém can duoc
cht y nhu sau:

Trong qué trinh hoi bénh va thim kham, cin khai thac k¥ tién sir
bénh tat, chu trong téi cac yéu t6 gy di ing, cac thude da va dang
dung, thé trang va co dia ciia nguoi bénh.

Xét nghiém can 1am sang bao gio cling chu trong tdi cac chirc nang
mau, gan, than cling nhu khong bo qua cac tham do chuyén khoa
nhu ghi dién ndo, ghi dién tim va cac két qua hinh anh hoc than
kinh.

Sau khi d3 c6 chan doan 1am sang va dugc chi dinh diéu tri, thﬁy
thu6c chuyén khoa can lya chon thudc chéng loan than phit hop véi
bénh canh 1am sang, cho lidu luong thudc can thiét véi bénh trang
cling nhu can nhéc duong dua thude vao co thé ngudi bénh. Ludn
than trong khi phai két hop nhiéu loai thude chéng loan than khac
nhau va khi cho sir dung lidu cao.

Ngoai viéc theo ddi ngudi bénh hang ngay trén 1am sang, can co ké
hoach dinh ky xét nghiém kiém tra cac chuc nang mau, gan, than
cua nguoi bénh.

Dic biét ciing cin quan tim ti cac nhéan vién y té, y ta, diéu dudng
thuong hay bi phoi nhidm véi cac thube chdng loan than vi thuc té
cho thay doi khi co thé xay ra dj tmg ngoai da.

Xir tri tic dung khong mong mudn

Khi nghi ngd xéy ra tac dung khéng mong mudn, ngudi bénh can
duwoc tham kham kiém tra toan trang va xem xét hd so bénh 4n
phéan nh qua trinh diéu tri. Cac xét nghiém can 1am sang va thim
do chirc niang can thiét dwoc tién hanh nhanh chong, chu y téi cac
chirc nang tim - mach, tiéu hoa, than - tiét niéu, méu,... Can can
nhic viéc giam liéu hodc ngimg thudc ngay, dong thoi hoi chan véi
céc chuyén khoa lién quan.

Ngudi bénh can duge ting cudng nghi ngoi, tranh ra ning, bu du
nudce va thire an dinh dudng, duogc theo doi than nhiét, mach, huyét
4p déu hang ngay. Ludn dé phong ngudi bénh bi vap nga do rdi
loan van dong, r6i loan thi giac, ha huyét ap tu thé.

Ngoai ra khi ¢6 chi dinh diéu trj béng mot loai thudc méi, can than
trong tham do lidu lugng va theo doi ngudi bénh trong sudt qua
trinh ding thudc.

Xir tri cac biéu hién ngoai thap

Céc biéu hién ngoai thap 1a nhimng tri¢u chimg kha phd bién dbi
voi cac thubc nhom phenothiazin - piperazin (nhu fluphenazin,
perphenazin, proclorperazin, trifluoperazin) va butyrophenon (nhu
benperidol, haloperidol). Céc tri¢u chimg 1am sang thuong phu
thudc vao lidu luong thudc, loai thube va do nhay cam cua tung
ngudi bénh.
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H¢i chirng Parkinson do thuéc an than kinh

Ngudi bénh ¢é céc triéu ching gidng nhu trong bénh Parkinson
1a run khi nghi, tang truong luc co, van dong cham chap, ting tiét
nhiéu dai, v.v... Cac ddu hiéu va tridu chimg thuong xuat hién
mot thoi gian sau khi ngudi bénh dwoc ding cac thube an than
kinh 1a cac chat chen thy thé dopamin ciing nhu cac chat lam giam
dopamin. Ty 1¢ méc co thé tir 15 dén 61% cac truong hop véi dic
diém & ngudi cao tudi va phy nit thuong mic cao hon nam giGi.
N6i chung biéu hién bénh hay xay ra v6i liéu didu tri, ngoai trir
clozapin. Khi giam hodc ngimg thudc, hoi chimg nay c6 thé tién
trién t6t nhung ciing c6 khi kéo dai téi 18 thang.

C6 thé sir dung cac chit khang cholin va amantadin trong xir tri hoi
chung Parkinson; con levodopa chi c6 tac dung khi luong dopamin
bi suy gidm nang.

Loan trwong lwc co cip tinh

Day la mot bién chimg cép xay ra khi diéu tri bang cac thude c6 tac
dung dbi van thu thé dopamin, thuong gap khi can xt trf nhanh mot
nguoi bénh tim than kich dong. Nguoi ta nhan thiy phan tmg dién
ra trong vong 48 gid & phan 16n cac truong hop. Biéu hién 1am sang
1a trang thai cac co ludn bi co gy ra cac dong tic co van tai dién va
cac tu thé bat thuong, cé thé théy 8 & cac co mat, mat, ham, ludi,
gdy, than minh nhung it khi & cac chi. Hai yéu t6 nguy co dang chi
¥ 1a tudi nguoi bénh thudng tré va cac thude e ché thu thé D, nhu
risperidon, bupropion, ziprasidon va clozapin.

Khi xir tri con loan truong lyc co c¢6 thé sir dung cac chét khang
cholin va khéng histamin nhu diphenhydramin, benztropin mesylat
hoic biperiden. Doi khi c¢6 thé dung diazepam dudng tinh mach.
Ngoai ra ciing c6 thé ding chit khang cholin dé du phong khi sir
dung cac thudc co tac dung d6i van thy thé dopamin.

Dirng ngoi khéng yén (akathisia)

Pung ngdi khong yén 1a tinh trang ngudi bénh luén van dong qua
mirc két hop voi nhu cau cap thiét phai di dong co thé, co thé gap
& ngudi méc bénh Parkinson di lau, nhung hién nay thuong do tac
dung khong mong mudn cua thudc an thin kinh, ngudi bénh co
thé luon luon di tai chd, quan quai, ludn xoay tré' minh trén giwong
hodc c6 cac dong tac dinh hinh lic lu hay dung dua co thé. Ban
than nguoi bénh cam théy bi cang théng, kho chiu khong ro rét,
burt rirt nén thuong xuyén co cac biéu hién van dong khong kiém
ché dugc. Pung ngdi khong yén xay ra khoang tir 5 - 60 ngay sau
khi ding thudc an than kinh, phin 16n do tac dung e ché dopamin
ctia thudc. Tuy nhién céc loai thudc méi thé hé thir hai duong nhu
it gy ra triéu chiing nay.

Khi ngirng thudc hodc thay thudc thudng thiy tinh trang dimg ngdi
khong yén giam nhung c6 thé van can sir dung cac chit khang
cholin dé diéu tri. Amantadin, propanolol hogc clonidin ¢6 tac dung
tbt. Mot sb nghién ciru dé cap t6i vai tro ciia miéng dan nicotin,
cyproheptadin, mianserin va trazodon.

Loan dong muén (tardive dyskinesia)

bic diém cua loan dong mudn do thudc an than kinh 13 tinh trang
cac co bép ludén bi co hodc van gay cho toan co thé c6 mot tu
thé bat thuong khong 6n dinh. Loan dong mudn thuong xay ra
khi nguoi bénh loan than duoc dung thudc diéu trj véi lidu cao va
trong thoi gian dai. Céc triéu chimg phd bién 1a nhimg dong tac bat
thuong, khong hitu y, xuét hién mot cach tu dong va thanh nhip ¢
mat, ham, ludi, du, ¢d, gay. Bénh canh nay dac biét hay xuét hién
& ngudi cao tudi nhung ciing ¢ khi xay ra véi lidu thude an than
kinh thép va khi ngimg thudc.

X tri loan dong mudn c6 thé ding chat khang cholin nhu
trihexyphenidyl, ethopropazin hodc cac chét wc ché dopamin nhu
benzodiazepin, baclofen, valproat.

Xir tri hoi chirng Ac tinh thudc an thin kinh

Hoi ching 4c tinh thude an than kinh 1a mot phan Gng dic img doi
khi c6 thé anh huéng t6i sinh mang cia ngudi bénh. C6 ba triéu
chimg chu yéu la:

Sét qua cao, thuong kém theo cac r6i loan thuc vat nhu nhip tim
nhanh, toat nhiéu md hoi va huyét ap khong on dinh.

Dau higu ngoai thap, thuong thdy tang truong luc co hodc loan
truong luc di kém véi tdng cac men co.

Bién d6i trang thai tdm tri nhu lu 13n, kich dong.

Bénh canh nay dién ra dot ngot trong khi ngudi bénh dang dugc
ding thudc chdng loan than khong phai véi liéu doc. Tinh trang sdt
qué cao kéo dai va co thét co toan thé c6 thé dan dén tidu co van
va suy than.

Hoi chimg bénh 1y nay c6 thé xuét hién sém sau khi ngudi bénh
duogc ding lidu thudc diu tién hodc bt ky thoi diém nao trong qua
trinh diéu tri nhung phan 16n xay ra khi nguoi bénh dung thube
kéo dai. Moi triéu ching déu biéu hién 15 trong vong 24 gio, tbi da
trong vong 72 gio. Khi dugc xur tri dang, nguoi bénh co thé phuc
hdi strc khoe din trong vai tudn; tuy nhién ddy 14 tinh trang rat nguy
hiém va ty 1¢ tir vong c6 thé 1én téi 20% cac truong hop.

T4t ca cac chit e ché thy thé D, d&u c6 thé kich hoat hoi chung ac
tinh thuoc an than kinh, ké ca clozapin va tetrabenazin, haloperidol.
Hién nay van chua r& co ché sinh bénh 1y ctia hoi chimg ac tinh
thudc an than kinh nhung da c6 truong hop xay ra bénh canh trong
tu khi ngimg dot ngot thude levodopa cho thdy c¢6 thé do co ché
thiéu hut cap tinh dopamin.

Hoi chung 4c tinh thudc an than kinh yéu cau phai dwoc xr tri cap
ctru, trude hét 1a ngimg ngay moi thude chdng loan thin ddng thoi
trién khai cac ky thuat va bién phap diéu trj tich cuc. Nguoi bénh
can duoc bao dam thong khi, chéng kiét nudce, 6n dinh chirc nang
tim - mach, ho hép, tiét niéu, tiéu hoa, dé phong loét do ty dé, dam
bao dinh dudng, binh on tam ly,... Cén can nhic viéc st dung cac
thudc diéu tri triéu ching nhu dantrolen, bromocriptin, levodopa
hodc carbamazepin. Sau diéu tri c6 khi con thdy trang thai cing
trrong luc tim than (catatonia) kéo dai tir vai tudn dén vai thang.

Két luan

Su ra doi cua cac thude didu tri bénh tim than da lam thay d6i bo
mat ciia TAm thin hoc ndi chung, gitip giai quyét tét cac truong
hop rdi loan tdm than trong cic co s& chuyén khoa. Véi nhidu
phuong thirc khac nhau, dic biét 1a sir dung cac thude chéng loan
than trong diéu tri d& mang lai két qua kha quan trong thuc hanh
lam sang. Tuy nhién viéc chi dinh hop ly va str dung an toan cac
thudc chong loan than, ludn canh giac dé phong va kip thoi phat
hién xtr tri cac tac dung khong mong mudn 1a diéu kién tién quyét
dé bao dam muc dich toi cao cta diéu tri 12 bao dam chat luong
cudc séng cho moi nguoi bénh.

TINH HINH BENH LAO, LAO KHANG THUOC
VA SU DUNG HQP LY THUOC CHONG LAO

Bénh lao 12 mot bénh lay truyén tir ngudi sang ngudi (hodc dong
vét ¢6 via) bang dudng hé hép. Mic du nguyén nhan gy bénh lao
da biét tir ngm 1882, song mdi tGi nhitng nam cudi ciia thé ki 20,
mét sb thube chéng lao méi duge tim ra. Sau nhiéu nam st dung,
vi khuan lao da dan khang lai céc thudc chéng lao hién nay, hinh
thanh mot tinh trang lao khang thubc dang de doa loai nguoi.

Té chirc Y té thé gioi (WHO) thong béo hién nay c6 khoang mot
phan ba dan s6 thé giGi da nhiém lao. Bénh lao 1a nguyén nhan giy
tir vong dtng hang thir hai trong cac bénh nhiém tring véi khoang
1,2 - 1,5 triéu nguoi tir vong mdi nam. Tinh hinh lao khang thubc



78 Tinh hinh bénh lao, lao khang thudc va sir dung hop 1y thudc chéng lao

DTQGVN 2

dang xay ra & hau hét cac qudc gia. Riéng nam 2010 trén toan cau
co 12 triéu ngudi méc lao, trong d6 mic lao mai 1a 8,8 triéu nguoi
va gin nua triéu ngu(n bénh lao da khang thudc.

O nuée ta, theo s liéu diéu tra dich t& lao toan quéc nim 2007, ty
1& hién méc lao ph01 cua Viét nam 1a 145/100 000 dan. Ty 1€ lao
khéng da thudc trong s6 ngudi bénh lao méi phat hién 1a 2,3% va
trong ) nguoi bénh lao didu tri lai 14 19,7%. Do vay, WHO da xép
Viét Nam dimg thir 12 trong 22 nude ¢6 sé ngudi bénh lao cao
nhét thé giéi va 14 trong 27 nude o ty 18 lao da khang thube cao
trén toan cau.

Chén doan lao phéi

Bénh lao ¢ 2 thoi ki:

a. Thoi ky nhiém tring lao tiém tang (latent infection): Khi co
thé bi nhim vi khuan lao, nhung khong cé triéu chimg 1am sang.
Nhitng ngudi 6 bang ching 1a nhidm lao tiém tang cin dugc didu
trj mot liéu trinh thube don gian (vi du isoniazid) dé dé phong phat
trién thanh lao bénh.

b. Thoi ky lao bénh, 1a co thé 6 cac triéu chung 1am sang, can lam
sang cua bénh lao hoat dong. Nhitng ngudi bénh nay phai dugc
didu tri bang cac phac dd nhiéu thudc két hop, ma khong dugce diéu
tri bing mot thude don 1é.

Vi khuén lao c6 thé gay bénh tai tit ca cac co quan clia co thé. Hay
gip nhat va nguy hiém nhét 1a bénh lao phdi, chiém t&i 85% trong
téng sb cac thé bénh lao. Nhirng ngudi bi lao phdi thuong biéu hién
béng: Ho khac dom trén 2 tudn hodic ¢6 ho ra méu; kém theo 13 cac
biéu hién toan than nhu: Sét nhe vé chiéu, ra md hoi trom, gﬁy sut
can, mét moi, kém an. Pac biét cac biéu hién nay xay ra ¢ nhiing
nguodi ¢6 nguy co cao nhu c6 kém thém bénh dai thdo duong, cac
bénh man tinh khac hodc tiép xuc véi ngudn lay (Iam viéc trong
mdi trudng c6 vi khudn lao nhu chim soéc ngudi bénh lao phdi,
phong xét nghiém vi khuén lao...).

Tiéu chuin dé xdc dinh bénh lao phoi

Tim thdy vi khudn khdng con - khang toan trong dom (AFB) bang
soi kinh hién vi (phuong phap nhudém Ziehl - Neelsen), nudi cdy vi
khuan lao (MTB) trén cac méi trudng dic biét theo phwong phap
kinh dién (méi trudng Loeweinstein - Jensen) hodc moi truong
long MGIT (mycobacteria growth indicator tube), hodc tng dung
cac phuong phép sinh hoc phan tit (PCR - polymerase chain
reaction)... tai cac phong xét nghiém.

Hinh anh tén thuwong trén chup X-quang phoi, phan ung manh véi
tuberculin s& goi y cho chan doan bénh.

Bénh lao khang thubc

Bénh lao khang thudc 1a do dot bién khang thudc tai gen cua vi
khuan lao va c6 mot phan tac dong ciia con ngudi gay nén. Trén
phuong dién vi sinh, khéng thudc 1a do sy dot bién gen trong nhan
té bao vi khuan lam cho mét loai thudc nao d6 bi mat higu luc diéu
tri d6i v6i vi khuan do. Ty 1¢ dot bién khang ciia vi khudn véi timg
loai thudc c6 khac nhau. Vi du véi rifampicin, ty 1& dot bién khang
14 1/10%. C6 nghia 1a trong 10% vi khuén s& ¢6 1 con vi khudn c6 kha
nang khang rifampicin. Nhu vy, néu trong ton thuong lao phdi c6
cang nhiéu vi khuén lao (cac thé lao c6 hang, lao phat hién mudn...)
thi cang c6 kha ning ty 1& dot bién khang cao.

Mot trong cac yéu té tac dong cta con ngudi lam ting kha ning
gdy khang thudc 1a cach diéu tri lao khong ding. Quan ly diéu tri
t6t ngudi bénh méc lao khi vi khudn con nhay cam thude 1a cach
t6t nhat dé ngan chan sw xuat hién khang da thudc.

Xac dinh sém bénh lao khang da thudc va diéu tri kip thoi, day du
ngay giai doan dau ctia bénh 1a rat can thiét dé ngan chan viéc lay
truyén vi khuén khang da thudc.

Theo phén loai cta T chirc Y té thé gidi, hién nay co thé dya vao
nudi cay vi khuan lao trong méi truong c6 thude chong lao (phuong
phép xac dinh ty 1¢) hodc phuong phap nhan gen (polymerase chain

reaction - PCR) hodc giai trinh tur gen (spoligotyping) dé xac dinh
¢6 khang thudc hay khong.

Cic logi khdng thuéc:

Khdng thudc tién phat: La khang thue & ngudi bénh chua timg
didu trj thudc chéng lao, nay mic bénh lao khang thudc do lay
nhiém vi tring lao khang thudc tir ngudi bénh bi lao khang thude.
Khdng thuée mdc phai (Accquired Drug Resistance): La khang
thudc xuit hién & nguoi bénh da duogc diéu trj lao it nhat trén 1
thang. Nhung do diéu tri khong diing gdy ra cac ching lao khang
thude.

Khdng thudc ban dau (Prlmary Drug Resistance): La nhirng chung
true khuén lao khang thudc & nhu'ng nguoi bénh khong c6 tién str
diéu trj lao trude do, hodc dung thudc lao dudi 4 tuln.

Khdng da thu6c (MDR-TB: Multi Drug Resistant TB ): Truc khuén
lao khéng ddng thoi vai ca rifampicin va isoniazid.

Siéu khang thuéc (XDR-TB: Extensively Drug Resistant TB): La
bénh lao ngoai khang da thudc con khéng thém véi bat ctr thude
nao trong nhom fluoroquinolon va khang véi it nhat mot loai
thubc chéng lao hang 2 dang tiém la capreomycin, kanamycin va
amikacin.

Siéu siéu khang thuéc (XXDR-TB: Extremely Drug Resistant):
Khang toan bd cac thudc chéng lao (TDR-TB: Total Drug
Resistant).

Nguyén tic siv dung thude ch("')ng lao

Thubc chdng lao hién nay dugc phén loai thanh 2 nhom:

Cdc thuéc chong lao hang 1: Bao gdm isoniazid, rifampicin,
ethambutol va pyrazinamid.

Cac thuéc chong lao hang 2: Bao gém acid aminosalicylic,
capreomycin, cycloserin, ethionamid, mot sé aminoglycosid
(streptomycin, amikacin, kanamycin) va mot sé loai thugc dong
fluoroquinolon (nhu gatifloxacin, levofloxacin, moxifloxacin).
Thude chdng lao hang 2 thuong doc hon va kém hiéu qua hon
thu6c hang 1, chi dung khi chdng chi dinh hodc vi khuan khéng
v6i thude hang 1.

Nguyén tic diéu tri

Phéi hop cdc thude chdng lao: Mbi loai thude chdng lao ¢6 co ché
tac dung khac nhau trén vi khudn lao (diét khudn, kim khuén) va
vi khudn c6 ty 1& dot bién khang véi mdi thude khac nhau, do vay
phai phdi hop it nhat 3 loai thudc chdng lao trong giai doan ban dau
va it nhit 2 loai trong giai doan duy tri dé tang tac dung diét khuén
va giam ty 1& dot bién khang ddng thoi véi cac thude s dung. Vi
du dung ddng thoi 2 loai thude rifampicin va isoniazid thi ty 1& dot
bién khang véi 2 loai thudc s& 1a 1/10¢ x 1/108 = 1/10"* (thap hon rat
nhiéu so v6i dung don 1¢ 1 thude).

Phai ding thuée ding liéu: Cac thudc chéng lao tac dung hop
dong, mdi thude c6 mot ndng do tre ché tdi thiéu (MIC) khac nhau.
Néu dung liéu thap hon liéu wrc ché tdi thiéu s& khong higu qua va
d@ tao ra cac chung vi khuan khang thude, néu ding lidu cao d&
gdy tai bién.

Phai ding thuée déu dan: Cac thude chéng lao phai duoc udng
cung mot 1an vao thoi gian nhat dinh trong ngay va xa bita dn dé dat
hap thu thudc t6i da (dat duge ndng do cao trong mau).

Phdi ding thuée dii thoi gian, theo 2 giai doan tan cong (ban dau)
va duy tri: Giai doan tan cong kéo dai 2, 3 thang nham tiéu diét
nhanh sé lwong 16n vi khudn c6 trong cac ving ton thuong dé ngin
chan cac dot bién khang thudc. Giai doan duy tri kéo dai 4 dén
6 thang nham tiéu diét triét dé cac vi khuan lao trong ving ton
thuong dé tranh tai phat.

Thoi gian diéu tri: Viéc didu tri dua trén cu thé ting nguoi bénh, nhét
1a khi str dung nhiéu thude chéng lao trong mot phac do diéu tri can
phai dat ra mot cach nghiém tac. Boi 18 sé lién quan dén viée c6 kha
nang kéo dai thoi gian diéu tri hodc ¢6 nhitng ngudi bénh kém theo
nhitng bénh 1i nhu HIV, dai thao duong, bénh mau hodc bénh cta
hé vong - ndi md ac tinh, diéu tri cac thudc trc ché mién dich, suy



DTQGVN 2

Tinh hinh bénh lao, lao khing thudc va sir dung hop 1y thudc chdng lao 79

than man, suy dinh dudng... hoac nguoi do bi cac thé bénh lao nang
nhur lao mang ndo, bién chimg ciia lao phdi (mii mang phdi...). Nhin
chung thoi gian diéu tri cho hau hét cac ca lao phdi (trir lao toan thé,
lao mang ndo va céac thé lao ngoai phdi khac) 1a tir 6 - 9 thang. Tuy
nhién Hoi 16ng nguc Hoa Ky (ATS) va Trung tam kiém soat bénh
Hoa Ky (CDC) khuyén céo ring quan trong hon 1a phai dua vao tong
lidu thubc dung chir khong chi don thudn can et vao thoi gian.
Nguyen tic qudn ly
Diéu tri som ngay sau khi dwoc chan doan.
bidu tri phai dugc theo doi va kiém soat truc tiép: Kiém soat viéc
tuan thu diéu tri cua nguoi bénh, theo doi Kkét qua xét nghi¢m dom,
theo dai dién bién 1am sang, xtr tri kip thoi cac bién ching cua
bénh va tic dung khong mong mudn cia thude. Sy tuan thi cta
ngudi bénh 13 yéu t6 quyét dinh sy thanh cong cia didu tri. Nguoi
bénh can phai dugc biét loi ich cua viéc tuan thi sudt ca qua trinh
diéu tri. Viéc thyc hién ché do didu tri co giam sat truc tiép (DOT-
Directly Observed Therapy) bt ki khi nao c6 thé s& dam béao viéc
tun thu diéu tri ctia nguoi bénh duoc tt hon. Khuyén cao str dung
cac vién thude két hop 2 hoac 3 loai thuéc, dam béo cho viéc tuan
thi diéu tri duoc thun loi, ddc biét trong didu kién khong c6 thé
trién khai dugc ché do DOT.
Thay thudc can tu van day di cho ngudi bénh trude, trong va sau
khi didu tri d& ngudi bénh thuc hién tdt liéu trinh theo quy dinh.
Chi dinh va phdc dé diéu tri
Cdc thube chong lao thiét yéu:
B Y té Viét Nam quy dinh 5 thudc chdng lao thiét yéu 1a: Isoniazid
(H), Rifampicin (R), Pyrazinamid (Z), Streptomycin (S) va
Ethambutol (E).
Liéu luong cac thudc chéng lao theo can ning, khuyén cao theo
Béang 1 dudi day.

Bdng 1: Liéu lwong cdc thuéc chong lao theo cdn ning

A Lieu luwgn
Loai thuoc (mg /kg) g
Isoniazid (H) 54-6)
Rifampicin (R) 10 (8-12)
Pyrazinamid (Z) 25 (20 - 30)
)| e
Streptomycin (S) 15(12-18)
Chi dinh va phac do diéu tri:
Vi lao ‘phéi:
Phac do I:

Phéc d6 TA: 2S(E)HRZ/4RHE hoic phac db IB: 2S(E)RHZ/4RH
hogc 2S(E)RHZ/6HE.

Chi dinh: Cho céc truong hop ngudi bénh lao méi (chwa diéu trj lao
bao gid hodc da ting diéu tri lao nhung dudi 1 thang).

Hudng dan:

Giai doan tan cong kéo dai 2 thang, gom 4 loai thudc dung hang
ngay, E c6 thé thay thé cho S.

Giai doan duy tri kéo dai 4 thang gom 2 loai thudc 1a H va R ding
hang ngay hoic 4 thang gdm 3 loai thudc R, H, E dung hang ngay.
Phdc @6 II: 2HRZE/4HR hodc 2HRZ/4HR

Chi dinh: Cho tat ca cac thé lao & tré em. Trong trudong hop lao &
tré em thé ning c6 thé can nhic ding phéi hop véi S.

Huéng dan:

Giai doan tén cong kéo dai 2 thang, gém 4 oai thubc (HRZE) hodc
3 loai thuc (HRZ) dung hang ngay.

Giai doan duy tri kéo dai 4 thang gdm 2 loai thudc 1a H va R ding
hang ngay.

V6i lao ngoai phbi:

Céc phac db nhu lao phdi, nhung can kéo dai giai doan cung ¢ cho

da 9 thang, hodc can cur vao tinh trang nguoi bénh dé bac st chuyén
khoa quyét dinh thém thubc hay ngimg thudc.

Diéu tri lao cho nhitng trwong hop dic bigt

Cac truong hop lao nang: Déi véi lao ’mang ndo, lao ké, lao mang
tim, mang bung, mang phdi 2 bén, cot séng, lao rudt va lao sinh duc -
tiét niéu can hoi chdn voi thay thudc chuyén khoa lao dé quyet dinh
diéu tri ngay bang phac db 1. Thoi gian dung thube co6 thé kéo dai,
tuy thudc vao tién trién va mirc d6 bénh.

Piéu tri lao & phy nit ¢6 thai hodc cho con bii: St dung phac dd
diéu tri 2RHZE/4RHE, khong dung streptomycin vi thude nay co
thé gy diéc cho tré, pyrazinamid (PZA) vi ¢ thé giy quai thai,
mic di chua ¢6 bang ching.

Pang ding thudc tranh thai: Rifampicin twong tac véi thudc tranh
thai, 1am giam tic dung cta thudc tranh thai. Vi vay nén khuyén
phu nir khi dang str dung rifampicin hay chon phuong phép tranh
thai khac.

Nguwoi bénh cé réi loan chire nang gan:

Néu nguoi bénh c6 ton thuong gan ning tir trude:

Phai duoc diéu tri tai bénh vién va theo ddi chirc nang gan trudc va
trong qué trinh diéu trj.

Phac d0 diéu tri s& do bac si chuyén khoa quyét dinh tiy kha nang
dung nap cia nguoi bénh.

Sau khi ngudi bénh dung nap tt, men gan khong ting va ¢ dap
g tot v& 1am sang, co thé chuyén diéu trj ngoai tra va theo ddi sat.
Nhiing truong hop ton thuong gan do thude chdng lao:

Ngimg st dung thudc lao, diéu tri hd tro chirc ning gan cho dén
khi enzym gan vé binh thuong, hét vang da. Can theo ddi 1am sang
va enzym gan.

Néu khong dép tmg hodc c6 biéu hién viém gan do thudc, chuyén
dén co so chuyén khoa dé diéu tri.

Truong hop ngudi bénh lao nang: C6 ton thwong gan, co thé tir
vong néu khong diéu tri thudc lao thi ding 2 loai thudc it doc véi
gan 1a S, E hodc Két hop véi ofloxacin. Khi hét cac biéu hién cua
t6n thuong gan thi tré lai diéu tri bang cac thudc da dung.

Nguoi bénh co suy than:

Phéc dd 2RHZ/4RH 1a t6t nhit dé diéu tri lao cho ngudi bénh suy
than. Thudc H, R, Z c6 thé dung liéu binh thuong ¢ nguoi bénh
suy than.

Nguoi bénh lao nhiém HIV/AIDS:

Céc thudc chdng lao ¢6 tac dung tot véi bénh lao & ngudi bénh lao/
HIV. Biéu trj lao cho ngudi bénh HIV/AIDS néi chung khong khac
biét so voi ngudi bénh khong nhiém HIV/AIDS. Khi diéu tri can
lwu y mot s6 diém sau:

Tién hanh diéu tri lao sém & ngudi HIV ¢ chan doan lao va diéu
tri thudc khang virus (ARV) sém nhit c¢6 thé cho ngudi bénh lao
c6 nhiém HIV.

Phéi hop diéu tri thudc chéng lao véi didu tri du phong nhidm
tring co hoi khac bang cotrimoxazol.

Qudn Iy diéu tri

Sau khi ¢6 chin doéan xéac dinh, nguoi bénh can duge dang ky diéu
trj ngay, cang sém cang tbt.

Thuc hién theo ding chién luoc DOT (Directly Observed
Treatment): Giam sat truc tiép viéc dung timg liéu thudc cua ngudi
bénh, dam bao nguoi bénh dung dung loai thube, ding lidu, déu
dan va du thoi gian.

Thay thudc chi dinh diéu tri, ngudi theo doi can huéng dan, tu van
cho ngudi bénh va ngudi nha kién thie vé bénh lao.

Nguoi giam sat tryc tiép co thé 1a can bo y té, nguoi tinh nguyén
vién cong dong, ngudi nha ngudi bénh da duge tu vin dy du vé
giam sat truc tlep trong diéu tri lao.

Khi chuyén nguoi bénh di noi khac diéu tri phai kém theo phiéu
chuyén va cc hd so ngudi bénh theo quy dinh. Noi nhan nguoi
bénh phai co phiéu phan hdi cho co s& chuyén sau khi nhan va
dang ky diéu tri tiép va phiéu phan hdi két qua didu tri khi két thic
diéu tri.
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Danh gta két qud diéu tri

R4t can thiét phai tim vi khuan lao trong dom bang soi va nudi cay
trong giai doan diéu tri d4u tién. Trong qua trinh diéu trj lao phoi
soi va cay dom phai dugc thuc hién it nhit 1 1an /thang cho dén khi
¢6 lién tiép 2 lan am tinh. Hau hét (85%) cac trudng hop vi khuin
lao s& am tinh trong dom sau 2 thang diéu trj du tién. Nhitng nguoi
¢6 vi khuén lao va tén thuong hang trén X-quang thuong phai sit
dung liéu trinh it nhat 1 9 thang.

Khoi: Nguoi bénh diéu tri du thoi gian va c6 két qua xét nghiém
dom am tinh it nhit 02 14n lién tiép trude khi két thic lidu trinh.
Hoan thanh diéu tri: Ngudi bénh diéu tri du thoi gian nhung khong
xét nghiém dom hodc chi c¢6 xét nghiém dom 01 l4n c6 két qua 4m
tinh.

That bai diéu tri: Nguoi bénh xét nghiém dom con AFB(+) hodc
AFB(+) tro lai tir thang thir S tré di.

B6 diéu tri: Ngudi bénh bo thude chdng lao lién tyc trén 02 thang
trong qua trinh diéu tri.

Chuyén di: Ngudi bénh duoc chuyén di noi khac diéu tri va co
phiéu phan héi. Néu khong c6 phiéu phan hdi coi nhw ngudi bénh
bo diéu tri.

Chét: Nguoi bénh chét vi bat ctr can nguyén gi trong qua trinh diéu
tri lao.

Khéng danh gia: Nhimg nguoi bénh di ding ky diéu tri lao nhung
vi Iy do nao d6 khéng tiép tuc diéu tri cho dén khi két thic phac dbd
diéu tri (vi du: Thay ddi chan doan khac).

Phong bénh lao

Bién phap du phong quan trong nhat 1 “cit dut ngudn lay”, co
nghia 1a phat hién sém nhitng ngudi ¢6 lao phdi ¢6 vi khuan lao
trong dom va diéu trj khoi cho ho. Tuy nhién bénh lao 1a bénh xa
hoi, nén cac bién phap dy phong mang tinh cong dong 1a rat quan
trong.

Lam tét cong tac truyén thong gido duc stc khoe cho moi ngudi dé
ai ciing biét bénh lao 1a bénh lay qua dudng ho hap, c6 thé phong
va chita dugc hoan toan. Qua d6 c6 ¥ thitc phong bénh bang cach
tang cudng stic khoe, 1am sach va thong thoang moi truong séng.
Tiém véc xin BCG cho tit ca tré so sinh.

Kiém soat phong chéng 1ay nhidm & tai cic co s6 y té hodc noi co
ngudn bénh (bénh vién, trai giam...) béng cach:

Ngudi bénh phai deo khau trang khi tiép xtic véi nguoi khac. Khi
ho, hét hoi phai che miéng, khac dom vao chd qui dinh va dugc
huy theo dang phuong phép (d6t).

Tan dung anh sang mat troi cang nhiéu cang tt cho noi & va cac
vat dung cua nguoi bénh.

Tao diéu kién thong thoang tét cac phong &, noi sinh hoat dé giam
tap trung mat do cac hat bui chira vi khuén lao.

Bénh lao 1a mot bénh ¢ tinh xa hoi, cho nén can phai dwoc phong
bénh, quan 1y rong rai tir xa hoi.

PHONG BENH VIEM GAN B VA SU DUNG HQP LY
THUOC PIEU TRI VIEM GAN B MAN TiNH

Phong bénh nhiém virus viém gan B (HBV)
Phong chong nhiém virus viém gan B la vin dé mang tinh toan cau.

Ngudi 1a 6 chtra duy nhét virus viém gan B. Nhidm virus viém gan
B gay tac hai quan trong la viém gan B man tinh, xo gan va ung
thu t& bao gan.

Trén thé gidi c6 khoang 2 ty ngudi nhidm virus viém gan B, trong
d6 ¢6 350 triéu ngudi nhiém HBV man tinh va khoang 25% ngudi
nhiém HBV man tinh tién trién thanh viém gan man, X0 gan va ung
thu té bao gan. Ty 1 nhiém HBV thay ddi theo timg khu vuc, timg
ving va timg nude c6 lién quan dén cac bién phap phong bénh va

tiém phong vac xin viém gan B.

Tinh hinh nhiém HBV ¢ Viét Nam rat cao. Ty 1¢ ngudi mang khang
nguyén bé mat cia HBV (HBsAg) & nguoi khoe manh tir 11% dén
25%, tly theo timg ving dia ly. Theo udc tinh ciia TS chic Y té
thé gioi (WHO) thi Viét Nam c6 khoang 8 triéu ngudi nhiém HBV
va ung thu gan nguyén phat 1a nguyén nhan thtr hai gay tir vong &
nam gidi.

Theo théng bao ciia BO Y té Viét Nam, tinh tir 1978 dén 1990, s6
ngudi méc viém gan trong 1 nam c6 khoang 20 000 ngudi, ty 16 tir
vong tir 0,7 - 0,8%. Ty 1¢ HBsAg duong tinh trong s6 ngudi bénh
viém gan tir 45 - 50%. Nhu vay Viét Nam 13 nuée ¢6 dich t& nhiém
virus viém gan B luu hanh cao (tir 11 - 25%).

Nhitng nguy co ldy nhiém virus viém gan B

Virus viém gan B chi yéu lay theo duong méau. Nhitng nguy co lay
nhiém HBV cao, bao gdbm:

Nguoi bénh duoc truyén mdau nhiéu lan hodc cic san phim ciia méau
¢6 nhiém HBV (cac san phém cua mau nhu fibrinogen, thrombin,
huyét twong dong lanh, cac yéu té VIII, IX..). Thoi gian nung bénh
viém gan B sau truyén mau khoang 50 - 150 ngay.

Lay theo dwong tiém ma dung cu bom kim tiém c6 HBV (vi du
tiém chich ma tuy do dung chung véi kim tiém...)

Lay trong gia dinh. Trong gia dinh c¢6 nguoi mang HBsAg man
tinh rdi ding chung dao cao rau, ban chai danh ring, dung chung
bom kim tiém khong sat trung k.

Ldy theo dwong tinh dyuc. Ban tinh c6 HBsAg duong tinh co thé
lam lay truyén viém gan B, lay theo dong tinh luyén i hodc tinh
duc khac gi6i (nhu gai mai dam nhiém HBV lam lay cho ban tinh).
Tinh dich ctia nam gidi hoac dich tiét Am dao cua nhitng nguoi
viém gan B ¢6 chtra virus viém gan B rat cao. Ap dung giao hop co
ding bao cao su s& lam giam nguy co lay truyén virus viém gan B.
Déi vai gia dinh ¢6 ngudi nhiém virus viém gan B thi tat ca nhiing
nguoi trong gia dinh phai dugc tiém phong vic xin viém gan B s&
giam nguy co lay truyén trong gia dinh.

Ldy truyén HBYV tir me mang thai nhiém HBV cho tré so sinh. Ba
me c6 thai ma trong mau c6 HBsAg duong tinh, khang nguyén e
cua virus (HBeAg) dwong tinh thi ty 1& truyén HBV cho thai nhi
t61 85 - 90%. Ba me c6 thai nhiém virus viém gan B ma trong mau
c6 HBsAg duong tinh va HBeAg am tinh thi ty 1& truyén HBV cho
thai nhi khoang 15 - 20%. Do d6 can c6 bién phap phong lay nhiém
HBV tir ba me truyén sang cho con tir liic so sinh.

Lay lruyén trong bénh vign. Lay truyén HBYV trong bénh vién 1a do
cac dung cuy té dé tiem, dung cu dé 1am thu thuat, dung cu chira
rang, than nhan tao v..v khong dugc vo khuén tuyét ddi, van con
HBV lam lay truyén HBYV trong bénh vién. Mat khac, mot s6 can
bd y té phuc vu trong khoa viém gan vo tinh dé kim tiém lay méau
ngudi bénh dam vao tay, cac nhan vién phong xét nghiém cac bénh
pham ciia ngudi bénh viém gan c6 thé bj lay truyén HBV.

Dong nhiém HBV véi cdc logi virus khdc, nhu 1a HIV, HCV thudng
hay gap nhit & nhitng ngudi tiém chich ma tiy hodc gai mai dam.
Nhiém HBYV ton tai kéo dai. Nhilng ngudi mang khang nguyén bé
mit cia HBV (HBsAg) kéo dai trén 6 thang 1a nhitng nguoi nhiém
HBV man tinh va nhiing nguoi nhiém HBV tir luc so sinh do ba
me nhiém HBV truyén sang s& mang virus viém gan B kéo dai va
1a ngudn lay HBV trong cong dong.

Cac bién phap phong bénh viéem gan B

Kiém sodt nguon ldy bénh va ngan chdn ldy nhiém virus viém gan
B (HBYV)

Bom kim tiém chi sir dung 1 14n, dung xong phai huy, khéng ding
chung 1 bom kim tiém cho nhiéu ngudi.

Nhirng dung cu da dung cho nguoi bénh (vi du dung cu nhé rang,
dao kéo, kim cham ctru, kim xam da nguoi, v.v...) néu dung lai thi
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can rua sach, sat trung va dun soi hoac hép & nhiét do cao: Pun so61
100 °C it nhat trong vong 20 phit; hodc hip kho & nhiét do 160 °C
trong 2 gi®; hodc hip udt & nhiét do 121 °C trong 20 phut.

Tranh dung chung nhitng dung cu c6 thé lam ton thuong da va
niém mac, c6 thé lam lay nhiém HBV nhu la dao cao rau, ban chai
danh rang, kim cham ciru, kim xam da v.v...

Khi tiép xtc v6i mau, dich tiét, cac bénh phim dé xét nghiém cua
nguoi bénh viém gan, phai deo gang tay. Sau khi tham kham nguoi
bénh viém gan cin phai rira tay bang xa phong va sau d6 ngdm tay
vao dung dich cloramin 1%.

Tat ca nhan vién y té phuc vu nguoi bénh viém gan hodc tiép xuc
xét nghiém mau cua ngudi bénh, can phai duoc tiém phong viém
gan B.

Trong gia dinh c6 ngudi mang HBsAg man tinh thi tit ca moi
ngudi trong gia dinh phai dugc tiém phong vic xin viém gan B.
Tt ca nhiing ngudi cho mau phai duge xét nghiém trude khang
nguyén HBsAg va khang thé anti-HBs trong mau. Néu xét nghiém
dwong tinh thi khong dugc 1dy mau truyén cho ngudi khac.

Nhiing dung cu di ding cho nguoi bénh viém gan B ma khong thé
dun s6i hodc khong thé hap duoc thi can sat tring bing cach ngdm vao
hoa chat dé sat trang nhur 1a: Dung dich formalin 40%, ngam trong 12
2i0, hodc dung dich natri hypoclorid 0,5 - 1%, ngam trong 30 phut.
Tao mién dich thu dong bdng tiem globulin mién dich viém gan B
(HBIG)

HBIG dugc bao ché tir huyét tuong ngudi c6 nong do khang thé
anti-HBs cao, c6 tac dung mién dich tam thoi trong vong 4 - 5 tuan.
Sau khi bi phoi nhiém HBV thi tiém ngay HBIG trong vong 12 gio
dén 24 gio méi co tac dung. Liéu lugng tir 200 - 500 IU. Dung cho
nhiing ngudi phoi nhiém HBV do bom kim tiém c6 HBV, dung cu
nhé riang, gai mai dam v.v...

Ba me mang thai ma c6 HBsAg duong tinh trong mau, can phong
lay HBV tir me sang cho con bang cach tiém HBIG cho con trong
12 - 24 gid sau khi sinh va sau d6 tiém véc xin viém gan B. Liéu
thuong ding HBIG 1a 0,06 ml/kg, tiém bap.

Tao mién dich chii djng bdng tiém phong vdc xin viém gan B
Nho ¢6 véc xin phong viém gan B ma ty 16 nhiém HBV trong cong
dong giam xudng rd rét, dong thoi giam ty 16 viém gan B man tinh,
giam xo gan va ung thu gan nguyén phat.

Trong vong 10 nam qua, Viét Nam da ap dung tiém phong viém
gan B cho tré so sinh trong chuong trinh tiém chiing mé rong. Vac
xin viém gan B c6 hiéu luc sau khi tiém phai tao ra nhanh chong
khang thé anti-HBs trong huyét thanh. Khang thé it nhat phai dat
trén 10 mUI/ml (> 10 UI/I) trong huyet thanh mdi ¢6 higu lyc bao vé.
Néu ndng do khang thé giam xudng can phai tiém nhic lai 1 mii
sau 2 ndm dén 5 nam.

Cic logi viic xin phong viém gan B

Vic xin huyét twong, vdc xin thé hé 1: Vic xin nay duoc bao ché
tir huyét trong ngum mang khang nguyen bé mat HBsAg man tinh
ma khong 6 ton thu’ong gan. Vic xin gdm c6 cac khang nguyén
S, tién S, va tién S, Vic xin c6 thé hdn hop nhiéu loai phan typ
HBsAg khac nhau dang Iuu hanh. Vic xin c6 tinh sinh mién dich
cao, c0 toi trén 95% sb nguoi tieém véc xin, tao dugc khang thé anti-
HBs ¢6 hiéu luc bao vé phong lay nhiém HBV.

Véc xin tdi t6 hop, véc xin thé hé 2:

Loai vic xin tai to hop san Xuit tir ndm men (Saccharomyces,
Cerevisiae, Pastoris), c6 chita khang nguyén tién S va khang
nguyén S. Vic xin nay c6 dap tng sinh mién dich cao, ké ca dap
trmg cho nhimg ngudi trude day it co dap ung mién dich sau khi
tiém, hiéu gia mién dich twong dbi cao, c6 tdi 95% khang thé tién
S sau tiém lidu thir 3.

Vic xin tai t6 hop san xuat trén té bao trimg chudt dat vang Trung

Qudc, Vic xin Genhevac B chita 20% protein tién S,. Ty I¢ dap
g mién dich rat cao, 100% c6 anti-HBs va khang thé tién S, sau
miii tiém tha 3.

Mot sb vic xin viém gan B luu hanh ¢ Viét Nam: Engerix - B (cua
Bi), HBV viéc xin (Viét Nam), recomB vax (Viét Nam), rHBvax
(Viét Nam), HBvax II (My), HBvax Pro (M¥), Sci-B-vac (Israel),
Hepa-B-vac (Trung Quéc), Tritanrix - HB (Bi), Hepavax-Gene
(Han Quéc), H-B-vaxIl (M¥).

Vic xin tdi to hop thé hé 3: Vic xin nay chira 3 khéng nguyén la
khéng nguyén S, tién S, tién S Vic xin nay tao mién dich cao.
Ngoai tac dung phong benh véc xin ndy con c6 thé ap dung didu
tri viém gan B min tinh, nhat 14 ching HBV khang thudc s& sinh
khéng thé anti-HBs ndng d6 cao, dap tmg khang thé truc tiép tién
S, kich thich dap ung lympho T déc hiéu.

Lzeu lwgng m@t sé vic xin viém gan B

Liéu lugng ding dé tiém tiy thudc vao timg loai véc xin duoc sir
dung va Itra tudi.

Bang 1. Liéu luong doi voi mot so vdc xin viém gan

Vic xin Viexin Ve xin huyét
A N A LA
Doi twgng dung EngerixB Recombivax-B tu’f}’ ne tP €he 1
cia Viét nam
Tiém cho tré
so sinh 10 microgam/ | 2,5 microgam/ | 2,5 microgam/
(me c6 HBsAg 1 liéu 1 lieu 1 lieu
am tinh)
Tre so sinh 10 microgam/ | 5 microgam/ | 2,5 microgam/
(me c6 HBsAg X & .;g ’ A &
, 1 lieu 1 licu 1 liéu
duong tinh
Tré em 10 microgam/ | 2,5 microgam/ | 10 microgam/
<11 tudi 1 lidu 1 lidu 1 lidu
Tre‘ em V% 1 20 microgam/ | 5 microgam/ 20 microgam/
thanh nién 1 lidu 1 lidu 1 lidu
(11 - 19 tudi)
Negusi 16n 20 mlc.rg)gam/ 10 mlc.r?gam/ 20 mlc.rkogam/
1 lieu 1 lieu 1 liéu
Nguoi bi suy | 40 microgam/ | 40 microgam/
giam mién dich 1 licu 1 lieu

Cic doi tuwong can tiém phong vic xin viém gan B

Tiém véc xin viém gan B cho tt c4 tré so sinh va tré em dudi 1
tudi. O Viét Nam, trong vong 10 nim nay, di tiém vic xin viém
gan B cho tit ca tré so sinh theo chuong trinh tiém ching mé rong.
Tiém vac xin viém gan B cho tit ca nhitng nguoi c6 nguy co lay
nhiém cao trong nghé nghiép (vi du: Nhan vién y té 1am xét nghiém
va phuc vu nguoi bénh viém gan B, nha si, nguoi dugc truyén mau
nhiéu lan, chay than nhan tao, ghép gan v..v..)

Tiém véc xin viém gan B cho tit ca moi ngudi trong gia dinh ma co
nguoi mang HBsAg trong mau.

Tiém vic xin viém gan B cho nhimng ngu(‘yi tiém chich ma tly,
nhitng nguorl ¢6 quan hé tinh dyc bira bi, ddng tinh luyén 4i..

Tiém véc xin viém gan B cho tit ca tan binh, nhimg sinh vién hoc
nganh y.

Tiém véc xin viém gan B cho tt ca nhitng nhan vién phuc vu tai
trung tAm sin séc, nhirng ngudi khuyét tat vé tam than.

Phong lay truyén HBYV tir me cé thai nhiém HBYV sang cho tré
so sinh

Phu nit mang thai ¢c6 HBsAg duong tinh va ndong d6 AND-HBV
cao trong mau can udng thudc chdng HBV 1a lamivudin (ung 100
mg/ngay) hodc thude tenofovir (300 mg/ngay), udng 3 thang cudi
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cua thai ky.

Khéng udng thudc khang HBV vao 3 thang diu va 3 thang giita
cua thai ky dé tranh tai bién thudc c6 thé gay céc di tat bAm sinh
cho thai nhi.

Tré so sinh sinh ra trong 12 gio' dén 24 gio dau dugc tiém ngay
globulin mién dich viém gan B (HBIG) véi liéu lugng 200 don vi
qudc té, tiém bip dui & mot vi tri, ddng thoi tiém bip véc xin viém
gan B ¢ mot vi tri khac (vic xin miii 1), dui bén canh.

Sau 1 thang (30 ngay sau tiém vic xin miii 1) thi tiém véc xin viém
gan B 14n 2 (miii 2), dong thoi tiém HBIG liéu lugng 200 UI & mot
vi tri khac.

1 thang sau nira tiém bip vac xin viém gan B 1an 3 (mii 3).

12 thang sau khi sinh, tiém nhéc lai 1 lidu vic xin viém gan B (miii
thur 4).

Ddng thoi xét nghiém HBsAg va anti-HBs dé danh gia két qua.

Vi tri tiém vic xin

Vi tri dé tiém thich hop nhat ddi véi tré em 1a tiém bap, mat ngoai
co dii va d6i véi ngudi 16n thi tiém vao co delta & canh tay. Khong
duogc tiém vao co mong vi ¢6 nhiéu mdé md. Khi tiém vic xin @
dong & md md nén khong tham vao mau do d6 lam giam sinh
khang thé khang virus viém gan B.

Lich tiém chiing

Lich tiém véc xin viém gan B phd bién 1a tiém 3 mili vao cac thang
0 - 1 - 6 thang s& sinh khang thé 1am bao vé co thé kéo dai chéng
virus.

Co loai lich tiém vao thang 0 - 1 - 2 thang s€ sinh mién dich nhanh,
nhung dap tng mién dich kém hon loai lich tiém 0 - 1 - 6 thang.
Cé loai lich tiém vao thang 0 - 1 - 2 - 12 thang. Pé c6 midn dich bén
viing lau dai, co6 thé tiém nhéc lai 1 miii sau 2 ndm hodc sau 5 nam.
Cac tac dung khong mong muén khi tiém vic xin

Noi chung, khi tiém véc xin viém gan B it c6 tac dung doc hai quan
trong.

Sung téy noi tiém, dau, ngudi khé chiu, nhirc dau, doi khi sdt nhe
38 °C. Nhing tac dung phu thuong xudt hién sau khi tiém 1 ngay
va khoi sau 1 - 2 ngay.

Tac dung phu ning hon nhu phat ban, ndi mé day, phan tmg qua
man, sdc (ty 16 khoang 1 phan trong 600 000 trudng hop), doi khi
liét mém ngoai bién. Tac dung phu nang rat hiém gap. Khong nén
tiém véc xin cho tré dang sbt, viem hong hodc phat ban.

Cich bdo qudn vic xin

Béo quan véc xin & nhiét d¢ tir 2 - 8 °C.

Khong duoc dé vic xin & nhiing nhiét dé quéa cao va khong duoc
dé vic xin dong lanh.

Phwong hwéng diéu tri va sir dung hop 1y thudce diéu tri viem
gan B

Bénh viéem gan B man tinh

Nhiém HBV thudng gy 2 bénh canh l1am sang chu yéu la viém
gan B cap va viém gan B man tinh. Khoang 90 - 95% s nguoi
bénh viém gan B cip tinh déu khoi bénh trong vong 1 - 4 thang,
mét HBsAg, xuét hién khang thé anti-HBs va c6 mién dich tranh
tai nhi®m ma khéng can diéu tri thuéc khang HBV. Chi ¢6 khoang
5 - 10% sb nguoi bénh viém gan B cap chuyén thanh viém gan
B man tinh, HBsAg ton tai kéo dai trén 6 thang, chirc ning gan
alanin-aminotransferase (ALT) ton tai kéo dai trén 6 thang. Viém
gan B man tinh cin phai duoc diéu tri bing cac thubc khang HBV
dé wc ché phat trién HBV, tranh bién chimg xo gan va ung thu té
bao gan nguyén phat.

Cic xét nghiém lam trude khi diéu tri thudc va sau khi diéu tri
Trude khi diéu trj can lam cac xét nghiém trong huyét thanh nhu la:
Chtre nang gan ALT, AST, cac ddu 4n cia HBV bao gdm: HBsAg,
anti-HBs, HBeAg, khang thé anti-HBe, do néng d6 ADN-HBV

huyét thanh. Trudng hop can thiét c6 thé sinh thiét gan dé theo doi
bién ddi vé mé hoc & gan.

Sau diéu trj thudc, cir 3 thang dén 6 thang lam lai cac xét nghiém
trén dé danh gia két qua diéu tri va phat hién tinh trang khéng
thude.

Cic thuéc khang virus diéu tri viém gan B man tinh hién nay
Muc tiéu diéu tri cac thuée khang HBV

Uc ché sy phat trién HBV, ngin ngira sy tién trién ciia viém gan B
man tinh chuyén thanh xo gan va ung thu té bao gan.

Lam chirc nang gan, ALT trg vé binh thudng.

Lam giam ndéng do ADN-HBV huyét thanh tr& vé 4m tinh (duéi
ngudng phat hién), e ché 1au dai su sao chép cua HBV.

Cai thién ton thuong mé hoc ¢ gan.

Ly tudng nhat 1a 1am mat khang nguyén bé mat cia HBV (HBsAg)
tuong duong véi mat ADN-HBYV trong té bao gan (mat CCCDNA)
dé tranh tai phat.

Tiéu chuan va chi dinh diéu tri viém gan B man tinh bcfng cac thuéce
khang HBV

Viém gan B man tinh c6 HBeAg duong tinh va HBeAg am tinh,
khi ndng do ADN-HBV huyét thanh > 1 x 10° sao chép/ml va ndng
d6 ALT > 2 14n so véi tri s6 binh thuong. Néu 1am duge sinh thiét
gan, c6 ton thuong vé md hoc & trong gan.

Viém gan B man tinh bi xo gan c6 bu trr.

Phong viém gan ti nhiém sau khi ghép gan do bién chimg ciia
virus viém gan B.

Cdc thuéc khang HBV hién nay dé diéu tri viém gan B man tinh
Hién nay c6 2 nhom thudc chu yéu dé diéu tri viém gan B man
tinh, bao gdm:

Nhém thie 113 Interferon alpha va thue méi 1a pegylated interferon
alpha (peg-interferon alpha).

Nhém thir 2 14 cie thude tuong ty nucleos(t)id, bao gdm: Lamivudin,
adefovir, dipivoxil, entecavir, tenofovir va telbivudin.

Noi dung chi tiét vé thudc diéu tri viém gam B man tinh xin xem
hieéng dan tai cae chuyén ludn riéng. Dudi day xin gidi thiéu tém
tit vé mét sé thuéce dung dé diéu tri viém gan B man tinh.
Interferon alpha

Co 2 loai interferon alpha la interferon alpha - 2a va interferon
alpha - 2b. Liéu dung tir 3 triéu don vi dén 10 triéu don vi, 1 tudn
tiém 3 miii, tiém dudi da hodc tiém bap, tiém trong vong 24 tuan
hodc 48 tudn. Interferon ¢ tac dung diéu hoa mién dich, chéng
tang sinh va khang virus. Trong diéu tri viém gan man tinh,
50 - 80% sb ngudi bénh dap ung diéu tri 1am chuyén dao huyét
thanh HBeAg (mit HBeAg va xuit hién khang thé anti-HBe).
Giam nong d6 ADN-HBV huyét thanh va ALT trg vé binh thuong
cdi thi¢én mo hoc ¢ gan.

Peg-interferon alpha

Khi gin interferon alpha v&i phan tir polyethylen glycol tao thanh
thudc méi 1 pegylated interferon alpha (peg-interferon alpha). C6
2 loai peg-interferon alpha dé diéu tri viém gan B man, bao gdm:
peg-interferon alpha - 2a 1a gan polyethylen glycol véi Interferon
alpha - 2a lidu luong ding didu tri 1a 180 microgram/1 1an. Tuan
tiém 1 1an, trong thoi gian 24 tudn hodc 48 tudn. Sau khi tiém dudi
da 180 microgram, nng d¢ dinh cta thudc trong huyét trong vao
khoang 45 - 60 gio. Nira doi khoang 65 gio. Phan bd cua thude cao
nhat 1a & gan. Thai trir qua gan, than.

Peg-interferon alpha - 2b 14 gén polyethylen glycol véi interferon
alpha - 2b. Sau khi tiém 0,5 microgram/kg duéi da, ndng do dinh
trong huyét trong vao khoang 45 gio. Nira doi khoang 40 - 58 gid.
30% sb thude duoc thai trir qua than con 70% thude di hoa & gan.
Thé tich phéan bd cua thude vao thé dich cua co thé phu thudc vao
trong lugng co thé. Do d6 khi dung lidu lugng thude dé diéu tri can
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phai dua vao can nang cta co thé (kg).

Liéu lwong thudc:

Peg-interferon alpha - 2a tiém 180 microgram/1 lan, 1 tun tiém
1 1an trong 24 tudn hodc 48 tuan, tiém dudi da.

Peg-interferon alpha - 2b tiém 0,5 microgram/kg/1 lan, 1 tudn
tiém 1 14n hoic 1 microgram/kg/1 14n, tiém duéi da 24 tudn hodc
48 tuan.

Chéng chi dinh:

Man cam voi interferon.

C6 tién sir hodc dang bi bénh tim than, tram cam.

Phu nlt mang thai hodc dang cho con bu.

Nguoi bénh dang bi suy tim, nhdi mau co tim, suy than nang, xo
gan bi suy gan ning, dong kinh, dai thao duong, bénh tuyén giap
do réi loan mién dich suy giap.

Bach cau duéi 2 000/mm?.

Tiéu cau dudi 80 000/mm’.

Hematocrit <30%

Tac dung khong mong muén (ADR):

ADR > 30 % (rat thuong gap): Triéu chung glong cim, sot cao,
dau co, nhirc dau, rét run, mét moi, ha bach cau, ha tiéu ciu, xuat
hién tu khang thé.

ADR: 1 - 30% (thuong gip): Chén an, mét ngu, tiéu chay, phat ban,
di tmg, rung toc, héi dau, budn rau, lo au, thidu tap trung tu tuong,
trdm cam, thay (101 vi gidc, thay ddi mui vi, viém két mac, da kho,
ngra, tang tiét mo hoi.

ADR < 1% (it gip): Hoang tudng, c6 ¥ mudn tu sat, viém da ré
than kinh, viém than kinh thi giac, viém vong mac, nghénh ngang,
nghe kém, giam thinh luc, co giat, r6i loan nhip tim, gidm tinh duc,
dai thao duong.

Tac dung va két qua diéu tri:

Diéu tri viém gan B man tinh bang peg-interferon alpha tao nén
su dap g mién dich manh thong qua té bao T giup d& dic hiéu
@8 diét virus. Mt khéc, peg-interferon alpha c6 tac dung kich hoat
2°-5” oligoadenylat synthetase (OAS) tham gia vao tic ché hoat
dong cua virus qua trung gian interferon.

Dung peg-interferon alpha didu tri viém gan B man tinh trong
6 thang, nhan thiy két qua lam nong ¢ ADN-HBV trong huyét
thanh tr¢ nén am tinh (du6i ngudng phat hién) vao khodng
44 - 60% sb nguoi bénh, chuyén dao huyét thanh HBsAg khoang
39 - 50%. ALT trg vé binh thuong 1a 52 - 55% va cai thién vé mo
hoc & gan. Dic biét ding peg-interferon alpha dé diéu tri, ty 16 mét
HBsAg trong mau khoang 15 - 20%. Néu diéu trj trong 6 thang ma
khong lam giam nong do ADN-HBV trong mau thi cAn phai nging
diéu tri. Néu diéu tri peg-interferon kéo dai 12 thang thi dap umg
diéu tri cao hon ¢6 t6i 29% sb nguoi bénh mat HBsAgva xudt hién
khang thé anti-HBs.

Tdi phdt sau khi diéu tri bang interferon hodc peg-interferon alpha
Khi diéu tri bang interferon alpha hodc peg-interferon alpha thi
khong c6 hién tugng virus khang thudc. Sy tai phat hoic bung
phat viém gan B man tinh sau diéu tri 1a do ¢6 su tai hoat dong cua
virus viém gan B, méc di peg-interferon alpha da lam giam ndng
d6 ADN-HBV huyét thanh dudi ngudng phat hién, ALT d3 trg vé
binh thudng, nhung mot sé ngudi bénh van con ADN-HBV & trong
té bao gan (CCCADN) gay nén tai hoat dong HBV va lam bénh tai
phat sau diéu tri. Sy tai hoat dong HBV thuong xuét hién 12 thang
sau két thiic diéu tri chiém vao khoang 15 - 20% s6 ngudi bénh,
lam tang ndng d6 ADN-HBYV, ting ALT trong huyét thanh.

Cdc thuéce twong tir nucleos(t) id

Trong hon 20 ndm nay, diéu tri viém gan B man tinh co nhiéu tién
bd, phat hién cac chét twong tu nucleos(t)id 1am e ché manh sao
chép HBV, lam giam nhanh ndng d6 ADN-HBV huyét thanh, lam

mét HBeAg. Tuy nhién, thudc co bt loi 1a khong xac dinh rd duoc
thoi gian diéu tri (c6 thé 1 niam, 2 nim hodc 3 nim) va lam xuét
hién cac ching dot bién HBV khang thudc 1am bénh tai phat sau
khi ngimg diéu tri.

PHONG NGUA VA XU TRi
PHAN UNG CO HAI CUA THUOC

Bit ky thudc nao ciing c6 thé tao ra cic phan tmg khéng mong
muon, c6 hai khi str dung. Hién nay cum tir nay thuong duoc viet
tat 1a ADR (Adverse Drug Reactions).

Pinh nghia

Theo t6 chirc Y té thé giéi (WHO), ADR la cac phan tmg khong
dinh trude, gy tac hai cho co thé khi sir dung thudc & lidu binh
thuong dé diéu tri, dy phong hodc chin doan.

Phin loai

C6 thé phan loai ADR theo nhiéu cach nhung 2 cach sau day hay
dugc st dung nhét:

Theo tan suit gap

Theo céch phan loai ndy, mot phan tng co hai ¢6 thé xép vao mot
trong cac muc sau:

Rat thuong gap: ADR >1/10

Thwong gap: ADR > 1/100

It gap: 1/1 000 < ADR < 1/100

Hiém gdp: ADR < 1/1 000

Rt hiém gap: ADR <1/10 000

Theo typ

C6 2 typ chinh 12 A va B (c6 thé c6 cac typ phu khac nhung it duoc
dé cap).

Typ A: Typ A c6 dic tinh phu thudc liéu dung, thuong gap déi véi
cac thude co pham vi diéu trj hep va cac biéu hién ctia ADR ¢ lién
quan dén tac dung duoc 1y cua thudc nhung cudng do vuot qua
mirc can thiét, vi du ha duong huyét qua muc khi st dung thude
diéu trj di thdo dudng.

Typ B: Typ B ¢ dic tinh khong phu thuc liéu, khong lién quan
dén cac dac tinh duoc 1y da biét cia thude ma lién quan t6i cac yéu
t6 di truyén hodc mién dich, c6 tinh chit dic img va thudong khong
tién doan dugc. Vi du vé& phan tng typ B gdm thiéu mau bat san
do cloramphenicol hodc phat ban do khang sinh nhom beta-lactam.

B4o cio ADR

Viéc bao cao ADR la bt budc trong cac thir nghiém 1am sang; tuy
nhién do s6 lugng ngudi tham gia thir nghiém it nén kha niang phat
hién céac phan tng nghiém trong bi han ché. Vi vay viéc bao cao tu
nguyén vé ADR la rét quan trong sau khi thudc dugc ban rong rai
trén thj truong, diéu nay da trd thanh nguyén tic bét bude dbi véi
cac thudc méi. Phai bo cdo tit ca nhitng tridu chimg va phéan ng
khong mong mudn khi phat hién duoc va nghi ngo la ADR. Cén
nhén thirc dugc 1a nhimg ADR nay d6i khi rat nghiém trong, c6 khi
c6 nguy co gay cho nguoi bénh nhiing bénh mai, gay tan tat, tham
chi tir vong. Do d6 diéu quan trong 1a phai tim cach han ché t6i da
viéc xuét hién ADR.

Khi thay dbi cach sir dung mot thude cii, khi phdi hop véi mot
thudc khac theo cach méi, hodc khi sur dung cho muc dich méi,
déu co thé gay nhitng phan ting khong mong mudn méi hodc tang
tan suat gip phan tng. Vi vay, bao cao ADR phai néu nhung moi
lién quan nghi ngd gitra thudc va triéu ching khong mong mubn vi
chi bang cach nay méi c6 thé phat hién dugc nhitng van dé méi va
nhu viy méi ¢6 huéng xtr tri dang. Vai trd ciia ngudi thy thude rat
quan trong trong qua trinh nay; dwa ra chin doan dung va ké don
phi hop cin cir vao nhitng huéng dan diéu tri hop ly va an toan.
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Cach bao cio ADR

Phai dya trén co so nhitng tac dung co6 hai va tac dung phu nghi
van. Khong can thiét phai xac nhan nhiing triéu chimg nhan xét
thdy c6 that sy 1a ADR hay khong. Y twéng tong quét cta viéc bao
c4o 1a thu thap diu hiéu, dya trén nhimg quan sat nghé nghiép tir
nhitng tinh hudng ma ngudi bénh ding thudc, thdy c6 phan ing va
triéu chimg khong mong mudn.

Khi nhiing phan g nay xay ra, diéu quan trong 1a phai mé ta k¥
céc tridu chimg, thoi gian tridu chimg xuét hién, két thic va ghi
chép tit ca nhimng thudc ma ngudi bénh di dung. Ciing can hoi
ngudi bénh vé tu ding thudce, ké ca thude ¢b truyén. Can thong tin
vé dién bién bénh ciia ngudi bénh va thong tin vé thoi gian cia tat
ca cac thube ma nguoi bénh dugce cho dung hoac da tu dung. Cin
tuan thii nguyén tic: Moi phan tmg nghiém trong va dic biét 1a tat
ca nhitng phan tmg c6 hai gy chét ngudi hodc de doa tinh mang
déu phai dugc bao cao. Khi diéu trj voi thuée méi, theo quy dinh
Qudc té ma tit ca cac Qudc gia déu phai tuan theo 1a phai bao cao
ngay moi phan tmg va tridu chimg khéng mong mudn phat hién duoc.

Trach nhiém theo doi ADR

MJi bac si, can bd y té hodc duge si c6 trach nhiém nghé nghiép
v6i nguoi bénh ctia minh, hudéng din cach theo doi va cho 1oi
khuyén nhdm muc dich han ché nguy co. Moi can by y té sau dé co
trach nhiém phai bao cao vé nghi van tac dung khong mong mudn
néu triéu chimg xay ra c6 biéu hién 1a mot tic dung khong mong
mudn c6 hai. Nguoi bénh hodc ngudi chim séc nguoi bénh ciing
¢6 thé bao céo cho thdy thudc bit cir phan tmg bat thudng nao gap
trong qua trinh diéu tri.

Phong ngira ADR

Nhiéu phan tmg c6 hai cua thude c6 thé phong ngira, néu tuan thu
nhitng nguyén tic sau day:

1. Khong bao gid ké don bét ky thudc ndo ma khong ¢ ching cir
pht hgp voéi tinh trang bénh 1y cua ngudi bénh.

2. Néu ngudi bénh mang thai, cin rit han ché dung thudc.

3. Hoi nguoi bénh vé tién str di ing va céc phan tmg c6 hai khac.
Dj g mic trude d6 1a mot yéu td du doan tin cdy vé nguy co di
tmg véi thude.

4. Hoi nguoi bénh xem trude do da dung thude nao chua, ké ca
nhitng thude ty dung. Cac thude st dung trude dé ciing c6 thé giy
twong tac thuc nghiém trong va bat ngd.

5. Tranh phéi hop thudc khong can thiét. Hiy ding cang it thudc
néu c6 thé.

6. Tudi tac, cac bénh gan hoac than co thé anh hudng dén chuyén
hoa va kha ning dao thai thudc. O nhiing nguoi bénh nay, can phai
dung liéu thap hon binh thudng.

7. Cung cép nhing chi dan that rd rang ca vé bénh va vé cach sir
dung dung thudc da ké don cho nguoi bénh, nhat 1a ddi véi ngudi
cao tudi.

8. Khi c6 nguy co 1a cac thube duge ké don co thé gay phan tmg co
hai, phai chi din cho ngudi bénh vé cach nhan biét cac triéu chimg
som, nhu vay van d& phan tng c6 hai c6 thé dwoc diéu tri sém &
mtc ¢6 thé.

Nhin biét va xir tri mt s6 ADR

Nhan biét va xir tri mot s ADR ngoai da va niém mac quan trong:
Céc phan (g ngoai da va niém mac do thudc gay ra rat quan trong
do kha nang canh bao som ciing nhu do tinh chit nghiém trong cua
chung. Sau day la nhirng phan tng thuong gap:

Ban dé ddt san: Gy ngia va troc vay, c6 thé tu hét néu ngimg
thudc, chiém mot ty 18 16n trong tat ca nhiing phan tng ngoai da
do thudc.

May day/phi mach: May day la mot canh bao quan trong vi c6
mdi lién quan rat chat chd voi phan tng phan vé diy du va hen
ning. May day xuét hién dot ngdt, cing véi ban dé ngira rai rac
& nhiéu noi, thuong diu di trong vong 24 gid. Ban da bong nudc
dugc tao thanh 1a do hau qua giai phong histamin, c6 thé do nhiéu
qué trinh gay ra. Didu quan trong cin nhé: Phan Gmg phan vé 1a do
su hoat hoa cua cac chit trung gian rat gibng nhau. Phi mach khéac
vé co ché hoa sinh, tuy nhién ciing c6 thé rat nang khi lién quan
dén niém mac duong hd hép trén, ¢ thé de doa tinh mang bang
cach tryc tiép gay tic nghén dudng tho. Phu mach c6 thé do cac
thubc (rc ché enzym chuyén angiotensin. Cac penicilin va aspirin
cling ¢6 thé gdy ra phi mach thong qua su hoat hoa bd thé qua
trung gian IgE hodc IgG. May day ciing ¢6 thé xudt hién do két
qua ciia bénh huyét thanh. Trong truong hop nay, may day ton tai
lau hon binh thudng va xudt hién cing cac triéu chimg toan than.
Diéu tri bang adrenalin, glucocorticoid va khang histamin. Ngirng
céc thude nghi vin va cén than tranh dung lai nhitng thuc d6. Hen
dugc diéu tri theo nhitng huéng din chuin Qudc té.

Ban cé dinh do thudc: Ban dang niy c6 nhimg ranh gidi o rét;
t6n thuong ban do gay dau ¢ ban tay, mat, cing tay va bd phan sinh
duc. Tang sdc td cuc bd thuong tdn tai sau khi hdi phuc. Tiép xuc
lai v&i thude nghi véan lai gay cac ban méi & cung noi. Cac thude
gy phan tng nay bao gdm cotrimoxazol, tetracyclin, barbiturat,
salicylat, dapson...

Phdn irng nhay cdm dnh sang: Phan Gng nay gidi han ¢ nhitng
vi tri tiép xtic voi anh sang mit troi va co thé do mot phan tmg
di ung 4nh sang qua trung gian mién dich, vi du sau khi dung
clorpromazin, cotrimoxazol, amiodaron. Phan tng ciing ¢ thé
truc tiép doc do 4nh sang va khong lién quan dén mién dich, vi
du sau khi dung tetracyclin, cotrimoxazol, griseofulvin, naproxen,
furosemid lidu cao. Viém da do anh sang ciing c6 thé hinh thanh
sau liu phap tia X, co thé tang 1én nhiéu do mot sb thude. Bién
phap han ché 1a tranh tiép xuc v6i anh sang mat troi néu van phai
tiép tuc diéu tri voi thude.

Héng ban da dang va hji chitng Stevens-Johnsons: Hong ban da
dang va hoi chirng Stevens-Johnsons con goi 1a hoi chung da va
niém mac cép tinh do thude; mot sb tac gia xép vao thé hong ban
da dang. Cac triéu chimg gém: Ban d6 khip nguoi va mun nudc
va bong nudc xuat hién sau khi dung thude vai gio dén mot tuan.
Nhitng bong nudc to v& ra nhung sau d6 khong dé lai seo. Co thé
gap loét cac héc tu nhién nhu mit, miéng, cac 16 sinh dyc. Phan
(g nay thuong phdi hop véi sét, kho chiu. Cac thude duoc biét co
thé gay phan tng nay bao gdm thudc khang sinh (dc biét nhom
betalactam), thube khang retrovirus (ARV), cac sulfonamid, cac
thube chéng co giat, cac salicylat, cac barbiturat.

Piéu tri: Ngimg cac thudc nghi van, didu tri glucocorticoid va
adrenalin va dé kiém ché pha hity mo néu can thi c6 thé dung cac
thubc tre ché mién dich khéc.

Hoai tiv thuwong bi nhiém déc (TEN): Hoai tir thuong bi nhiém
ddc con goi 1a hoi chimg Lyell. Céc triéu chimg gdm: Trén da xudt
hién nhiéu mang d6 véi mun nudc hoai tir rong khip, bong da tirng
mang 16n. Cung v6i ton thuong da rong 1a tinh trang hoai tir niém
mac céac hdc ty nhién (miéng, mét, 18 sinh duc, hau mon..). Nhiéu
co quan nhu phdi, gan, than ciing bi ton thuong. Tri¢u chiing kém
theo 1a s6t cao, rét run, ngira khip ngudi, ht hoang, mat ngu. .. Cac
thubc c6 thé gay ra hoi ching nay 1a cac penicilin, streptomycin,
carbamazepin, alopurinol, paracetamol, cotrimoxazol.

Diéu tri: HS tro can bang dich va dién giai. Dung khang sinh chéng
nguy co nhiém khuan. Diéu tri hd trg chdng tac dung cia chay
méu, bao gdm ca chay mau duong tiéu hoa. Quan sat nguy co phu
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phdi va hoi chimg suy ho hap cap ¢ ngudi 1on. Didu tri chéng dong
du phong véi heparin tiém dudi da 5000 dvqt, 3 1an/24 gid. Giam
dau va thudc an than. Diéu tri st cao.

Hoi ching Stevens-Johnson va hoi ching Lyell c¢6 nhidu triéu
chimg twong ddng. Ca hai hoi chimg déu 1a thé 1am sang di Gng
thudc rat nang, didn bién phirc tap va c6 ty 1& tir vong cao.

Cdc phdn irng penicilin thong thuwong: Cac phan ing véi penicilin
gip 6 1 - 10% s6 nguoi bénh diéu tri nhung chi ¢6 0,04% cua s6
nay, tirc 1a khoang 1/50 000 ngudi diéu tri v6i penicilin bi phan tmg
di tmg ning. 10% sé ngudi bénh di tng véi penicilin ciing di tng
chéo véi cephalosporin. Cac phan tng di ung de doa tinh mang
(typ 1) théng qua trung gian IgE, hodc trong mot s truong hop
hiém gip qua trung gian IgG c6 lién quan dén bénh huyét thanh.
Nhiing phan tng nay din t&i cdc phan ung phan vé, may day va
nguy co soc; hay gip nhét 1a phan vé véi penicilin tiém tinh mach.
Yéu té di truyén di tng bam sinh, di tng khac, atopi 1a nhitng yéu
t6 nguy co dé dy doan phan tng.

Piéu tri: Ngoai ban kém hodc khong kém theo ngtra nhe: Tiép tuc
ding thudc nhung phai theo ddi ngudi bénh. Néu ngudi bénh di
¢6 phan ting ngoai ban khong kém ngia trong lan diéu tri trudc
Vi penicilin: Diéu tri lidu dau tién phai tién hanh noi tra tai bénh
vién, gilr ngudi bénh dé theo ddi va chudn bj tbt dé xtr tri néu co
phan ung di ung. May day viura phai hodc ngoai ban kém ngra:
Ngimg diéu tri, tiém adrenalin, ding thudc khang histamin va
glucocorticoid. Khong bao gio dugc diéu tri lai voi penicilin, trir
khi duoc giai man cam dic hiéu. May day ning hoidc may day
kém v6i sung khép va mat: Ngimg thude gdy phan tng. Xt tri véi
adrenalin, glucocorticoid va khang histamin. Khong bao gi¢ diéu
trj lai bang penicilin. Phan g da va niém mac hodc cac phan ing
da nang khac: Nging va khong bao gior didu tri lai bang penicilin.
Loét niém mac miéng: Niém mac miéng c6 thé b ton thuong do
tac dung truc tiép hodc toan than cua thudc. Cac thudc gy ton
thuong c6 thé 1a cac chit gay doc té bao nhu methotrexat, thude
chéng viém khong steroid (NSAID), pancreatin, penicilamin,
proguanil, thudc diéu tri HIV (ARV) nhom trc ché protease. Trong
hoi chimg Stevens-Johnsons do thudc (nhu dé néu trén) c6 thé gap
loét cac hdc tu nhién trong d6 c6 niém mac miéng. Nhiém nim
Candida miéng khi ding cac thudc khang khuén hogc thudc tre ché
mién dich, cac corticoid ciing hay gap.

Xur tri: Ngimg thudc gy phan tng. Diéu tri tai chd bang thude phi
hop (chdng nadm, lam diu). Xir tri theo nguyén tic gidng nhu khi
gap cac ADR khac.

DI UNG THUOC

Di tmg thudc (drug allergy) 1a phan tmg qua mirc, bat thuong, co
hai cho ngudi bénh khi ding hoic tiép xtic véi thude, do da co giai
doan man cam va giy ra nhiing phan tng tai chd hodc toan than.
Di tng thudc 6 tinh man cam chéo, biéu hién béng mot sb tridu
chimg, hoi chimg 1am sang dic trung va thudng cé biéu hién trén
da. Néu ding hodc tiép xtic lai voi thudc di gay di ing thi phan Gng
di g s& ning hon va co thé gy tir vong.

Nhing phan tmg di tmg thudc chiém khoang 1/6 cic phan tmg c6
hai do thudc. Céac phan tng di tmg thuéc gdm nhimg phan tng di
g va phan tmg gia di tmg. Phan ng gia di Gmg bao gdm nhing
yéu t6 kich thich truc tiép téi dap Gmg mién dich té bao, vi vay nd
gidng nhu phan tGng di tng, nhung khong xac dinh dugc mbi lién
hé voi hé mién dich.

Diting thudc c6 thé biéu hién 1am sang o nhiéu mtrc d6 khac nhau.
Mot s6 truong hop kha nghiém trong va tham chi c6 thé dan dén

tir vong. Phan 16n nhitng phan ting di ing thong thudng xuat hign
& trén da va duoc quan sat thiy trén khoang 2 - 3% sb ngudi bénh
duogc nam vién. Moi loai thude déu co thé gy ra nhimng phan img
di Gmg, tuy nhién di @ng thudc khang sinh va thubc chéng dong
kinh gap nhiéu hon. Yéu t6 nguy co ciia phan tng di tmg va mirc
d0 nghiém trong cua tri¢u chirng 1am sang phu thudc vao tinh trang
dap tmg mién dich ctia mdi ngudi bénh, lidu lugng thude, thoi gian
diéu tri va yéu t6 mién dich di truyén bam sinh (dic biét 1a hé HLA-
B-alen), trong khi nguyén nhén do yéu té dugc di truyén hoc hiém
khi duoc xac dinh.

Nhimng loai thudc dung trén da c6 nguy co nhay cam cao hon so véi
nhiing thudc ding dudng udng hoic tiém. Atopy - duge dinh nghia
nhu co dia di truyén 1am tang dap ung IgE véi di nguyén.

H¢ thong mién dich nhan di¢n céu tric cia thude

Khdi ni¢m vé hapten va prohapten

Su nhan dién cac phén tir ¢ kich thudc nho nhu thude boi té bao
lympho B va lympho T thuong dugc giai thich bang khai niém
hapten. Hapten (ban khang nguyén) la nhling phan tir c6 kich thudc
nho (thuong nhé hon 1kDa), ¢6 kha nang phan tmg hoa hoc, c6 thé
tdn tai dudi dang bén viing hoic lién két v6i protein, peptid c6 kich
thude 16n hon. Cac hapten chi ton tai du6i dang lién két voi protein
hodc peptid méi c6 dac tinh ciia mét khang nguyén. Cac hapten cé
thé kich thich hé mién dich bam sinh bing cach lién két voi cau
trac bé mit cua t& bao, nhiing lién két méi nay c6 thé gay boc 16
ddu 4n mang CDA40 trén té bao tua.

Nhiéu loai thudc khong xay ra phan ng hoa hoc nhung ciing ¢
thé gay nhitng tac dung phu gian tiép cua hé mién dich. Gia thuyét
pro-hapten giai thich hién tugng nay thong qua viéc cac thube co
tinh chat hoa hoc tro ¢6 thé gay dap tmg mién dich sau khi chuyén
hoa. Sulfamethoxazol 1a mot prohapten dién hinh. Véi céu trac
hoa hoc ban dau chét nay khong giy ra phan tmg hoa hoc nhung
¢6 thé tré thanh chét gay phan mg mién dich théng qua co ché
chuyén hoa ndi bao. Sulfamethoxazol chuyén hoa qua hé théng
Cytochrom P, tao thanh sulfamethoxazol-hydroxylamin; sau do6
sulfamethoxazol-hydroxylamin phan Gtng hoéa hoc manh va lién
két cong hoa trj voi nhimg protein hodc peptid, hinh thanh nhiing
khang nguyén moi.

Khai niém P-I (Pharmacological interaction with immune
receptors - tac dong dwoc ly hoc lén receptor mién dich)

Gén day cac nha khoa hoc da dua ra khai niém tuong tac duoc ly
cta thudc voi cac thy thé mién dich (khai niém P-I). Theo khai
niém nay, nhitng thudc co tinh chat héa hoc tro, khong c6 kha
nang lién két cong hoa trj v6i nhitng peptid hodc protein. Tuy nhién
nhiing thudc nay lai c6 thé tryc tiép lam hoat dong nhimng té bao
T, néu chiing c¢6 thé twrong thich v6i mot trong rat nhiéu cac thu
thé khac nhau cua té bao lympho T (TCRs). Khai niém P-I nhanh
chong 1am thay ddi hiéu biét vé phan ung di ing thube, mot sé
truong hop khong dién hinh ctia phan tng qua man thudc co thé
giai thich dugc bang khai niém nay ma khong giai thich dugc bang
khai niém hapten. Theo khai niém P-I, cac biéu hién trén 1am sang
1a két qua cua dap ing mién dich do twong tac giita thudce véi cac
té bao mién dich c6 thim quyén va khong phai 1a dap tng mién
dich dac hi¢u.

Phan loai phan img qua min thudc

Nhing phan ting qua man thudc c6 thé 1a nguyén nhéan ciia nhiéu
bénh khac nhau. Pé dé dang danh gia sy khong ddng nhit nay
va giai thich cac hinh anh lam sang khac nhau, Gell va Coombs
d3 phan loai phan tmg qua man thubc ciing nhu nhitng phan @ng
mién dich khéc tir loai I dén loai IV. Su phéan loai nay da dugc stra
ddi dwa trén sy phat hién ra cac vai tro khac nhau cua té bao T va
su tac dong qua lai gitra cac phan g nay, vi du: Su truong thanh
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cua nhiing té bao B tiét ra IgE hoac IgG phu thudc vao té bao T trg
gitip. Do d6, phan tng di Gmg loai I va loai IVb, thuong xut hién
d@)ng thoi, cling nhu phan ing di ung loai I1, loai I1I véi loai [Va va
hinh anh 1am sang chac chén s& b chi phdi boi mot phan tng mién
dich chiém wu thé.

Phdn irng di irng thuéc nhanh qua trung gian khdang thé

Phan tmg dj vmg thuéc logi I (Phan (mg qua trung gian IgE)

Céc khang thé IgE dugc tao ra do phan tng ctia hé mién dich véi
moét luong rit nhé khang nguyén, sy phan tng manh mé& nay la
do thong qua céc thy thé Fce co 4i luc cao (Fee-RI) gin trén cac
dudng bao (mastocyt), noi ma di nguyén hodc thudc-khang thé IgE
dac hiéu duoc gén vao. Mot lugng nho thubc duong nhu du dé
tuong tac va kich thich nhing thy thé gin trén phan tir IgE, do d6
doi khi ngay ca nhirng xét nghiém véi thudc & trén da cling c6 thé
gdy ra nhimg phan tng toan than. Nho vao lién két chéo cua Fee-
RI, nhitng chit trung gian hoa hoc histamin, tryptase, leukotrien,
prostaglandin, yéu té hoai tir u o (TNF-0) dwoc giai phéng 1a
nguyén nhan cua cac tri¢u ching di ing trén 1am sang.

Giai doan man cam khong xut hién triéu chiing va no cé thé da
xay ra trong 1an dung thudc trude do. Sy tiép xuc lai véi thude 1an
tiép theo, phtic hop gan hapten dugc hinh thanh lai, sau d6 phirc
hop nay lién két chéo véi khang thé IgE dic hiéu vdi thube trén
nhitng dudng bao. Thudc thuong c6 trong luong phan tir qua nho
dé qua lién két hai phan tir ké can IgE do d6 can phiic hgp mang
hapten, vi vy mot lvong nho thudc ciing gay nén nhitng phan Gmg
nghiém trong. Tuy nhién trong qua trinh giam man cam véi thude
da chirng minh tinh man cam con phuy thudc lidu mot cach rd rang.
Phéan g di ung loai I trén nguoi bénh c6 co dia nhay cam co
thé xuat hién mot vai gidy sau khi tiém thudc va mot vai phit sau
khi udng thubc. Séc phan vé c6 thé xuét hién trong vong 15 phut,
nguoi bénh co thé ngat tho do phi né thanh quan trong khoang 15
dén 60 phiit. Cac tri¢u chimg ban dau c6 thé 1a nglra & gan ban tay,
chan, by phén sinh duc, hoac nach, cac tri¢u chirng nay nén duoc
xem xét nhu déu hidu béo trudc cua séc. Ban do da thuong 1a dau
hiéu dau tién xuét hién & than, sau do lan ra toan bo co thé trong
khoang tir 30 dén 60 phut, may day c6 thé xuét hién, kém theo phu
ving quanh hdc mét, xung quanh miéng, do6i khi & bo phan sinh
duc. Séc phan vé co thé gay tir vong chiém khoang 1% cac truong
hop. Nhitng yéu t6 1am cho cac phan tmg thudc nang hon nhu hen
phé quan, tudi gia, nhdi méu co tim hodc tén thuong té bao nio...
Phan g di vmg loai I (Ddc té bao - phan tmg qua trung gian IgG)
Trong nhitng phan tmg loai II, hodc 1a khang thé duoc gan truc tiép
trén mang té bao (hiém gip) hodc hoat hoa phtrc hop mién dich
phén mg xay ra trén bé mat t& bao. Ca hai hién tugng nay déu c6
thé din toi pha hity hodc ¢6 1ap té bao. Céac té bao dich bi tac dong
bao gém hSng cAu, bach cAu, tiéu cdu va céc té bao non sinh mau
trong tlly xuong.

Nhimng trudng hop 1am sang rd nhét duoc béo céo 1a do quinin,
quinidin, hoac sulfonamid. Nhiing té bao dugc gin khang thé s& bi
gitt lai tai hé théng ludi ndi mo tai gan va lach do gén véi thy thé
Fc hodc thu thé b thé. Sy pha hily ndi mach c6 thé xudt hién do ly
giai qua trung gian bo thé nhung hiém gap hon.

Thiéu mau huyét tan da dugc cho 1a do penicilin va cac dan xuét
ctia chung, cephalosporin, levodopa, methyldopa, quinidin, mot s6
thudc chng viém.

Giam tiéu cau 1a mot tai bién di tmg twong ddi phd bién do thude.
Do6i khi giam tiéu cau cép tinh c6 thé de doa t6i tinh mang ngudi
bénh da duoc thira nhan do diéu tri bf'ing quinin, cac khang sinh
nhom sulfonamid va mot vai loai thubc khéc. Giam tiéu cau mién
dich do thudc thuong tién trién sau 5 dén 8 ngay sau khi tiép xtic

v6i nhitng thudc nhay cam hodc sau khi tiép xtc voi cing mot
loai thudc 1an thir hai. Ngudi bénh c6 tridu chimg xudt huyét lan
rong dudi da va niém mac miéng, d6i khi kém theo xuit huyét
duong tiét niéu va duong tidu hoa, xuét huyét ndo hiém gip. Sau
khi ngimg thubc, tiéu cdu thuong tré vé binh thudng trong vong 3
tdi 5 ngay.

Dac bi¢t c6 mot hinh thirc trung gian gitta phan ung di tmg loai II
va loai I11 14 giam tiéu cdu do heparin: Nhimng tiéu cdu c6 ai luc yéu
v6i cac thy thé Fe (Fey-RITa) c6 thé gén voi phirc hop mién dich va
kich hoat cac tiéu cAu.

Phan iing dj iing logi IT (Iing dong phirc hgp mién dich - Phan tmg
qua trung gian IgG)

Phirc hop mién dich ciing c6 thé dugc hinh thanh trong qué trinh
ding thudc hogc thude hinh thanh mét phirc hop mang hapten, do
d6 1am tang mot dap ung mién dich hodc néu thudc 1a mot protein
la thi chinh n6 c6 thé gay ra dap ing mién dich. Khang thé thuong
duoc tao ra trong vong 4 ngay dén 10 ngay, sau khi tiép xtc voi di
nguyén, tao thanh phirc hgp mién dich hoa tan luu hanh. Cac mach
mau nhé bi phirc hop mién dich chtra bd thé (Clq) ling dong va
thu hut cac bach ciu bing cach tuong tac voi thu thé Fey-RIIL, sau
do giai phong cac enzym phan hity protein gay ton thuong thanh
mach. Phan ung di tng loai Il dugc thé hién qua tdn thuong viém
cac mach nho hogc bénh huyét thanh di loai hodc huyét thanh dong
loai. Gan day bénh huyét thanh chu yéu do cac thube gay ra. Viém
mach di ung thuong do cefaclor, trimethoprim-sulfamethoxazol,
cephalexin, amoxicilin, thudc chéng viém khong steroid (NSAID)
va thube loi tiéu.

Céc triéu chung chinh ciia bénh phiic hop mién dich 1 dau khop,
dau co, sot va viém mach. Cac biéu hién cha yéu trén da dudi dang
ban xuit huyét, cac ndt tim, do thuong xuét hién & chan. O tré
em thuong dugc chin doan la ban xut huyét Henoch-Schonlein,
thuong kém theo viém khép. Nhitng ton thuong c6 thé lién két lai
dé tao thanh mang va déi khi bi loét. Cac co quan ndi tang thuong
anh huong nhiéu nhét 1a dudng tiéu héa, than va khop. Tién luong
t6t néu khong kém theo ton thwong cac co quan ndi tang. Mé bénh
hoc c6 thé théy phtrc hop mién dich chira IgA va cac ton thuong
mé bénh hoc cua tén thuong than trong thuc té giéng vOi bénh
than IgA.

Phan g di iing logi IV (trung gian té bao T)

Phan loai ban dau cua Gell va Coombs vé cac phan tmg di (mg
thube da duge cong bo trude khi thé gidi cé ban phan tich chi tiét
vé céc chirc niang cua cac loai té bao lympho T khac nhau sau nay.
Gan day nhiéu tac gia da dua ra ba loai phan ung di Ging phu thudc
khang thé doi hoi sy tham gia cua cac té bao T tro gitp, nhiing té
bao T ¢6 vai tro didu khién cac hinh thtrc khac nhau cua qué trinh
viém. Do d6 nhing phan Gng di tmg loai IV qua trung gian té bao
T da duogc phan loai nho hon nira, tir [Va dén 1vd.

Phan tmg di tmg loai I'Va:

Phan tmg di timg loai IVa twong tng vé&i nhitg dap ung mién dich
loai Th1: Nhirng té bao Th1 kich thich cac dai thuc bao bing cach
tiét ra s6 lugng 16n interferon-y (IFN-y), diéu tiét viéc san xudt cac
nhom khang thé cé dinh b thé trong nhirng phan tmg di tng loai II
va III (IgG 1, 1gG 3), 1a ddng yéu té cho nhirng dép tng tién viém
(TNF, IL-12) va nhimng dap tmg ctia té bao T CDS. Cac té bao T
thiic day nhimg phan tmg nay bang cach tiét IFN-y va c6 thé 1a cac
cytokin khac (TNF-a, IL-18).

Phan trng di g loai IVb:

Phan tmg di Gmg loai IVb twong tmg v&i nhitng dép ing mién dich
loai Th2. Nhiing té bao Th2 tiét ra cac cytokin IL-4, IL13 va IL-5,
céc cytokin nay thic ddy té bao B san xuit IgE va IgG4, didu hoa
hoat dong cua dai thuc bao, dudng bao va bach cAu 4i toan. Viée
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tang tiét cac cytokin IL-5 cia té bao Th2 din dén ting phan umg
viém do bach ciu &i toan, day loai té bao viém dic trung trong
nhiéu phan tmg qua man thube. Ngoai ra, c6 mot méi lién két véi
phén tmg di tng loai I, do nhiing té bao Th2 hd tro san xuat IgE
thong qua tiét IL-4 hodc IL-13.

Phan ung di ung loai IVc:

Nhirng phan v ung nay xay ra & hau hét cac phan (mg qua méan thudc
cham, chu yéu két hop cung véi cac phan tng di tng loai IV khac
(bach cAu mono, 4i toan, hodc thu hat va kich hoat cac bach ciu
hat da nhan). Cac té bao lympho T doc do d6 déng vai tro trong
céc bénh ban sin hodc nhitng bénh da bong nudc nhu viém da do
bach ciu trung tinh, AGEP, viém da tiép xuc. Phan tng di tng loai
IVc dong vai trd chu yéu trong co ché bénh sinh ctia cac bénh da
bong nudc nhu hdi chimg SIS va TEN, né ciing c6 thé chiém wu
thé trong viém gan hodc viém than do thude.

Phén g di tmg loai IVd:

Khac voi phan ng di (ng loai IVc, trong phan tng di ing nay
cac té bao T co thé ph01 hop v6i bach cau trung tinh gay viém vo
khuan Mot vi du dién hinh 12 AGEP. Trong bénh nay CXCL8 va
yéu t6 kich thich don dong dai thyc bao - bach cau hat (GM - CSF)
duogc san xuét tir cac té bao lympho T, dd thu hit cac bach ciu
trung tinh thong qua viéc giai phong CXCL 8 va ngén ngira qua
trinh chét theo chuong trinh cta ching thong qua viéc giai phong
GM - CSF. Ngoai bénh AGEP, nhitng phan tmg di ing do té bao T
cling duoc phat hién & ngudi bénh bi bénh vay nén va bénh Behget.
Co ché dung nap

Hau hét nguoi bénh ding thudc ma khong gy ra cac dap ung
mién dich. Piéu nay c6 thé do nhitng nguoi nay thiéu cac té bao
tién than co thé tuong tic véi thudc. Nhimg dap tmg mién dich
rat khac nhau véi thube, mot nguoi bénh co nhiéu cac té bao non
nhay cam véi thudc chiém khoang 2 - 4% trong quan thé nguoi
binh thudng, nhung gip ty 1é cao & nhitng ngudi nhiém HIV (30%
dén trén 50%); phan g di tmg véi sulfamethoxazol c6 thé goi y
rang no6 khong chi thiéu cac té bao tién than ma con phu thude cac
yéu t6 khac nhu tinh trang hé mién dich co ban (nhiing tién té bao
Lympho nhé) va co ché didu hoa ciia céc té bao T c6 thé dong vai
tro quan trong. Do do, vai tro diéu hoa c6 thé & cac mtrc do khac
nhau va c6 thé phu thudc cac thudc khéc nhau s& kich thich hé mién
dich khac nhau, theo co ché hapten, prohapten hozc khai ni¢m P-1.
Ngoai ban dang sin (MPE)

MPE 14 loai phan g qua man thudc thudng gip nhat, anh huong
t6i 2 - 8% ngudi bénh nim vién, ddc biét 1 sau khi diéu tri bing
cac beta-lactam, sulfamethoxazol, quinolon, thube loi tiéu va nhiéu
thudc khac. Hau hét truomg hop bénh xuét hién tir 8 - 11 ngay sau
khi bat dau dung thude, doi khi xuét hién tir 1 - 2 ngay sau khi
ngimg ding thude. O nhitng ngudi bénh da co giai doan nhay cam
trude voi thude, MPE c6 thé xuat hién vao ngay dau tién ding
thubc. MPE 1 rang phu thudc vao liéu thudc. Hau hét cac MPE
(ddc biét nguyén nhan gay ra do beta-lactam hodc gemifloxacin)
¢6 biéu hién 1am sang kha nhe va co thé chi can diéu tri bz"mg kem
¢6 chét 1am mém da, c6 thé dung corticoid boi tai chd, hodc khang
histamin. Ngoai ban c6 thé lui bénh véi déu higu bong vay trong
vong 2 téi 10 ngay sau khi ngimg thudc. Céc trudng hop MPE it
khi tién trién thanh SJS hogc TEN.

Ban dang mun mui cd'p tinh (AGEP)

AGEP 1a mot bénh hiém gap (xap xi 1:100 000 ngudi bénh dung
thudc) né duoc danh gia twong dwong véi hoi chimg SIS va TEN.
Nguyén nhén do thudc gip & 90% ngudi bénh. Dau hiéu 1am sang
quan trong cua bénh la xuét hién nhanh rat nhiéu cdc mun mu vo
khuén réi rac trén da, thuong 3 dén 5 ngay sau ding thude, nguoi
bénh co biéu hién sdt, tang bach cau trong mau, doi khi co tang

bach cu ai toan, nhung khong ton thuong cac niém mac. Ty 16
tir vong khoang 2 - 4%, dic biét & nguoi cao tudi. Cac ton thuong
binh phuc trong khoang 5 ngay sau nging thudc. AGEP va nhiing
phan tng cua t& bao T duong nhu 1a mé hinh cho co ché viém vo
khuén do bach cu trung tinh (phan tmg di tng loai IVd) giéng nhu
bénh Véiy nén va bénh Behget.

Ban bong nuwdc, hoi chirng Stevens-Johnson (SJS) va hoai tir
thwong bi nhiém djc (TEN, Lyell)

Pa s6 cac phan tng di Gmg thudc c¢6 ton thuong trén da nghiém
trong déu hinh thanh nhimg bong nudc nhu SJS va TEN. Ty 1é
bénh TEN va SJS 1a hiém gap (xdp xi 1 : 1 000 000 d6i voi TEN,
1 : 100 000 d6i véi SIS). Ngay nay, hai bénh nay dugce xem nhu
1a hinh thirc cuia mot bénh véi hai mirc do nang va nhe cta cung
mot bénh (SJS ¢ dién tich trot da < 10%, TEN c6 dién tich trgt da
>30%). Chiing dugc phan loai theo bang diém, tudi, tinh trang ctia
bénh va dién tich trot da, day la nhimg yéu t6 tién lugng bénh quan
trong. Theo cac nghién ctru & chau Au, SJS c6 ti 1& chét khoang
13% va bénh TEN khoang 39%, cac hinh thirc trung gian gitta SJS
va TEN c6 ti 1& chét khoang 21%.

SJS va TEN khac han véi biéu hién hong ban da dang trén da (hong
ban da dang c6 nguyén nhan chinh 1a do nhiém virus, hay tai phat
va thuong xay ra & nguoi tré tudi. Khoang gan 6% nhiing ngudi
bénh SJS va TEN khéng ding thube trong vong 1 tudn trude khi
biéu hién bénh va dugc nghi ngo 1a nhidm khuan. N6 ciing ¢6 thé
do bénh thai ghép chéng chu. Da s nhiing phan tng nay bat dau
trong khoang 8 tuan ddu tién dung thudc (khoi phat triéu chimg
trung binh khodng 17 ngay), v6i nhitng nguyén nhan khac nhau (c6
thé mudn hon nhu khang sinh nhém sulfonamid). Tién trién SJS va
TEN kha nhanh. Dau tién 13 cic ban do, sau d6 ¢6 thé 13 chdm tim
d6 trén nén ban, dau nhirc. Trong vong tir 12 - 24 gid, bong nudc
¢6 thé xuét hién va dau hiéu Nikolsky duong tinh. Viéc dimg thude
gdy di (mg tai thoi diém nay co6 thé khong ngan chian dugc sy tién
trién ctia hoi chimg SJS, nhung c6 thé ngan chin SJS thanh TEN.
Niém mac miéng, bo phén sinh duc, mit...co thé bi loét, mit co thé
bi ton thwong vinh vién.

Nguyén nhan chinh ciia SIS va TEN la do thudc, tan suat gip co
thé khac nhau ¢ nhitng ving khac nhau do yéu t6 di truyén va dan
toc. Cac yéu té nguy co quan trong la nhidm HIV (giam CD4, ting
CDS), bénh thén, bénh tu mién nhu lupus ban do hé théng, hoi
chimg Still, bénh Sjogren va viém khop dang thap.

C6 ba yéu t6 dong vai trd trong bénh nay 1a: (1) loai thudc; (2) loai
phén tmg di tng va (3) c6 thé vai trd ctia chung toc, nhu mot sd
phén tmg duge mo ta & ngudi Han Trung Qubc. Cac allen HLA-B,
ma phan 16n 13 c4c da allen HLA déng vai trd lién quan. Hoi chimg
SJS va TEN do carbamazepin la HLA-B*1502, v4i phenytoin 1a
HLA-B*5601; abacavir 1a HLA-B*5701 cung véi hsp70.

Cac phdn trng thuéc toan thén - Hpi chirng di irng thuéc ndang
Mot s thude 14 nguyén nhan cia nhitng phan émg di ing ning,
v6i biéu hién sét, hach to, viém gan, nhiéu biéu hién ban do trén
da khac nhau, c6 thé bi viém rudt, viém tuy va bénh phdi ké...
Trén 70% nguoi bénh c6 ting bach cau ua acid va lympho kich
thich trong mau. Hoi chimg qud min thudc (DHS hodc DiHS)
hodc ban do trén kém theo tang bach cAu wa acid va nhirng triéu
chimg toan than (DRESS). Nhing triéu chimg di tng c6 thé bt
d4u gan 12 tuin sau khi dung thudc, hay sau khi ting lidu thudc,
cling c6 khi sau khi nging ding thube. Do c6 nhiing tridu chimng
lam sang ban dau giéng nhau, nén can phan biét v&i nhidm virus
va nhiém Epstein-Barr cip hay cac nguyén nhan cta ting bach
cAu wa acid. Thudc chdng dong kinh thuong giy cac hoi ching
di tng thubc ning (khoang 1:3 000 & ngudi bénh dung thude do
va ty 1¢ tir vong khoang 10%). Mot diém can quan tim & cac hoi
chimg nay cac tridu ching kéo dai mac dii da ngimg thude. Nguoi
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bénh c6 thé ting nhay cam kéo dai vé6i cac thubc khac, dan t6i
céc phan tng qua man cap tinh v6i nhitng thude thuong it gay di
mg (acetaminophen). Bénh thuong duoc didu tri bang liéu cao
corticosteroid, ddc biét la nhirng nguoi bénh bi viém gan nang.
Nhiéu loai thudc c6 thé gay ra viém gan va mét sé thube (penicilin,
thudc e ché bom proton, quinolon disulfiram) c6 thé géy viém
than. {t gap hon la gay benh phéi k& (furadantin), viém tuy, s6t don
thuan hodc tang bach cau 4i toan 1a tridu chung duy nhat cua mot
loai thubc gdy di tng. Viém than k& xam 14n bach cau ai toan do
thude doi khi duoc xac dinh qua nuéc tiéu (ngay ca khi khong thay
bach céu 4i toan trong mau).

Hpi chieng di trng nhiéu logi thuéc

Thuat ngit “qua man véi nhiéu loai thudc” duge st dung dé mo ta
nhidu dang tac dung phu khac nhau do nhiéu loai thudc. Mot sb
thay thudc dung thuat ngit niy cho nguoi bénh khong dung nap
v6i nhiéu loai thude (phan tmg gia di itmg do NSAID). Theo céc tai
lidu khoa hoc da cong bd, c6 khoang 10% ngudi bénh qua man voi
thubc ciing di tng v&i nhidu loai thude khac. Vi du nhitng nguoi
bénh di g véi lidocain, nhidu nam sau d6 c6 thé bi di tmg khi tiép
xUc vai corticosteroid. Ngoai ra, nguoi bénh di ing vdi amoxicilin,
phenytoin va sulfamethoxazol trong mét vai thang vdi nhitng triéu
chimg 1am sang khac nhau. Phan 16n nhimg nguoi bénh nay di c6
phén ting kha nghiém trong it nhat mot loai thue.

Co ché giam man cam véi thude co thé dugc giai thich do kich
thudc qua nho cua cac phan tir thube. Mot dap img mién dich véi
thudc co thé theo co ché hapten hodc co ché P-I, c6 thé 1a do sai
sot cua su dung nap, cung nguoi benh c6 thé di ung khong chi véi
céc thude khac nhau ma con c¢6 yéu té ty midn. Can phén biét véi
ngudi bénh c6 phan tmg di img toan than, cac té bao lympho T cta
hé mién dich duoc kich thich qua mirc, gibng nhu mot nhiém virus
cép. Do d6 ma cac ngudi bénh nay thuong c6 xu hudng ting phan
g v6i nhitng thubc mai va c6 thé biéu hién nhirng ban do cp tinh
v6i nhirng khang sinh méi, nhung xét nghiém da véi loai thudc 1an
sau thi 4m tinh va sau d6 n6 s& dung nap tét néu nhiing yéu té dong
kich thich khong con.

Chén doan di ing thudc

Dé chéan doan di tng thude can phai tra 1i ba cau hoi sau: (1) D6
¢6 phai 1a mdt phan Gng qua man khong? (2) Phan tng qua man
theo co ché nao? va (3) Thudc nao giy nén phan g qué man?
Chin dodn dj trng thuéc

Phén tng di ung thudc duge nghi d&én néu thdy xuit hién nhing
ban d6 trén da & ngudi bénh dang ding thude hodc c6 tién sir dung
thudc. Triéu chimng ngira, ting bach cau wa acid trong mau va khi
ding thém loai thudc mai thuong 1a nhiing biéu hién cta phan tng
di tmg. Triéu ching dau & trén da va ddu hiéu Nikolsky dwong tinh
1a nhitng d4u hi¢u nguy hiém va rat quan trong ciia hgi chiing SJS,
TEN va DRESS. Mot s6 ngudi bénh khong c6 biéu hién trén da ma
chi ¢6 viém gan hodc viém than k& ciing can nghi dén di ing thude.
Viéc phdi hop triéu ching 1am sang va thoi gian xudt hién bénh
gitip dinh huéng loai phan tmg di tmg. Phan img qua man nhanh
thuong xuét hién cac triéu chimg sau 1 gio dung thudc. Phan tmg
qué man thudéc mudn thudng xuét hién khoang sau 12 gio dung
thudc thuong 1a phan tng qua man qua trung gian té bao T hodc 1a
phéan (mg qua man mién dich trung gian IgG, s6 lugng té bao tién
lympho dic hidu voi thuc cang nhiéu thi triéu chimg xuat hién
cang nhanh.

Xét nghiém ndng dd tryptase can duge thuc hién trong khoang 2
dén 4 gio & nhung phan ung d1 g thudc nghiém trong. N6 dic
biét quan trong néu nghi ngd sdc phan vé trong qua trinh gy mé,
khi nguoi bénh bi ngung tim va khong c6 cac triéu chirg ¢ da.

o] nhing phan tng qua man thudc mudn, can tién hanh xét nghiém:

Cong thirc mau c6 thé thiy bach cau lympho kich thich, ting bach
cAu wa acid hodc giam bach cAu hat. Can c6 xét nghiém enzym cua
gan (ALT, AST, ALP va GGT). Mot s6 xét nghiém co ban c6 thé
duoc chi dinh: Creatinin, phan tich nude tiéu, PCR...

Xadc dinh nguyén nhan thuéc gay di wng

Nhimg cau hoi quan trong nhu: Ngudi bénh da duoc dung thude
nao, dung tir khi nao? C6 tang liéu khong? S loai thude da dung?
Diéu gi c6 thé 1am can tré chuyén hoa cia thuée? Nhimg thude da
st dung trude day gay ra triéu ching tuong tu? Nguoi bénh dang
bi bénh gi? Da c6 nhiing phan ung tuwong tu khi khong hodc co st
dung thudc trude do?

Trén in vivo (test da) va cac xét nghi€ém in vitro dé chén doan di
tmg thudc kho chuin hoa. Test kich thich véi thude nghi ngd 1a
nguyén nhan dang duoc tién hanh ¢ nhiéu trung tim lam sang
nhung khong thuong xuyén. Céc xét nghiém dugc 1am theo nhom,
voi hai nguyén tic quan trong la: (1) xét nghiém chi co thé bod
sung cho tién sir va (2) d6 nhay cua xét nghiém thuong thip, do
do xét nghiém duong tinh c6 gia tri chén doan, con xét nghiém am
tinh khong c6 gi4 tri chin doan loai trir. D6i véi nhitng phan tng
di ing nhanh, ca test lay da va test trong da déu c6 thé thuc hién.
Test penicilin da dugc st dung rong rai. Cac chét tinh khiét (vidy,
amoxicilin) ciing c6 thé dugc danh gia tét, vi test trén da ludn cho
két qua duong tinh. Tai chau Au nguoi ta thuong dung test ap da
cho cac phan ting qua man thuc mudn (viém da tiép xuc) véi do
nhay tong thé 14 gin 50% nhung no rat hitu ich cho MPE, DiHS/
DRESS, AGEP. Pay ciing 14 test dang tin cay dé chan doan di ing
abacavir, tham chi néu chi xay ra viém gan.

Nhitng xét nghiém in vitro d6i véi phan ung thude loai qua man
nhanh nhu dinh lugng khang thé IgE dac hiéu nhung d6 nhay kha
thip, mot sb truong hop co gié tri trong chin doan va phén biét véi
nhitng phan ung gia di ung. Nhiéu xét nghiém danh gia qua trinh
giai phong hat hoac danh gia su hoat dong cia bach cAu wa base da
dugc dé cap dé chin doan di tng thudc. Xét nghiém chuyén dang
té bao lympho (LTT) 1a mot xét nghiém phirc tap, nhung c6 gia tr
chan doan cao v&i do nhay dén 90% dbi véi DiHS hodc DRESS,
nhung lai thip hon déi véi SIS hoic TEN.

Chéc test kich thich véi thude gy di img dwoc xem nhu tiéu chun
vang cho chin doan. Chiing hiru ich cho nhirng phan ng qua man
thu6c nhanh, nhung kém higu qua véi phan tng qua man thudc
cham. Su véng mat cia cac dong yéu t6 trong test kich thich va
lidu thudc khong gy ra tridu ching 14m sang. Xét nghiém nay co
thé loai trir dugc nhitng phan tmg qua man thude nhanh déi véi liéu
duoc sir dung cho test kich thich, nhung dung véi liéu cao hon co
thé van gdy nén céc tridu chimg lam sang.

Piéu tri di ing thudc

Phwong phdp diéu tri giam méin cim

Mot sb truomg hop, thube 14 nguyén nhan gay di tng, nhung khong
con lya chon khac van phai dung dé diéu trj bénh, vi du penicilin
dé diéu trj giang mai khi mang thai hoic thudc cytostatic trong diéu
trj ung thu. Hau hét cac huéng dan giam mén cam thude duoc ding
cho nhimng phan tmg qua min lién quan dén sy mét hat cta dudng
bao va 1a phuong phap tt nhit cho penicilin va thubc chdng viém
khong steroid (NSAID).

Liu khoi ddu dé giam min cam dugc xac dinh bang lidu ngudi
bénh dung nap tét & test lay da, thuong bang 1:10 000 lidu diéu
tri. Tang liéu gép doi sau mdi 15 phut cho toi khi dat t6i lidu diéu
tri. Sau qué trinh giam man cam hoan tét, nguoi bénh co thé nhan
duoc du lidu penicilin theo thiét ké ciia hudéng dan ban ddu. Néu
viée diéu tri bi gian doan trén 48 gio, nguoi bénh s€ taing nguy co bi
sdc phan vé va hudng dan giam man cam day du can dugc nhic lai.
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Diéu tri mét sé hji chieng dj ting thuéc
DPiéu tri séc phadn vé
Theo NIAID/FAAN (National institute of allergy and infectious
disease/Food allergy and anaphylaxis network 2006) va tai li¢u
clia “Vién qubc gia Hoa Ky vé Di tmg va Bénh nhiém tring nam
2006, diéu trj sbc phan vé gém cac budc co ban sau:
1. Ngimg tiép xtic voi thude ngay lap tirc.
2. Khén treong dénh gia ban du vé tinh trang hé hap va tim mach.
Dit noi khi quan ngay néu c6 tho kho khé va ngimg tho. Trong
truong hop phu né niang dudng hd hip trén (kho thd thanh quan),
néu dat ndi khi quan khé khin thi cin mé khi quan ngay.
3. Thiét 1ap ngay dudng truyén tinh mach dé cho dich truyén va
thude.
4. Cho ngudi bénh ndm ngira va thé oxy.
5. Piéu tri thubc: Tuy theo mirc d§ nang hay nhe dé st dung cac
thudc hop 1y (adrenalin, dich truyén, khang histamin, gidn phé
quan, cac corticoid...)
Epinephrin (adrenalin): Adrenalin 1a thudc duoc chon déu tién va
khong c6 chdng chi dinh tuyét ddi & ngudi bénh sdc phan vé.
Tiém bap ngay & trude bén dui 0,3 - 0,5 ml dung dich adrenalin
1/1 000 (tré em: 0,01 mg/kg can nang), lap lai mdi 5 - 15 phiit, co
thé ngén hon 3 - 5 phut.
Néu khong dap tmg véi liéu tiém bap thir nhat hodc liéu tiém bap
adrenalin thir hai, thi truyén dich ngay adrenalin duong tinh mach.
Khi tut huyét ap ning (huyét ap t6i da < 70 mmHg), liéu adrenalin
tinh mach: 0,1 - 0,5 mg (1 - 5 ml adrenalin 1:10 000).
Trén nguoi bénh dung thude te ché P thi str dung glucagon: 1 - 5 mg
tinh mach trong 5 phat (20 - 30 microgam/kg & tré em), sau d6 lidu
cao tinh mach glucagon: 5 - 15 microgam/phut.
Truyén dich: Dung dich tiém natri clorid 0,9% la dich truyén thich
hop. Néu tut huyét ap, ha huyét ap tu thé: 1 - 2 lit dung dich tiém
natri clorid 0,9%, véi tc d6 5 - 10 ml/kg cin ning trong vong
5-10 phat. Tré em, liéu cao (bolus): 20 ml/kg mdi 5 - 10 phiit.
Khang histamin: Khang histamin dwoc st dung cho tit ca nguoi
bénh sbc phan vé.
Phéi hop ca hai khang histamin H, va khang histamin H, t6t hon
su dung don ddc.
Diphenhydramin (khang histamin H ): 25 - 50 mg tiém bép hodc
tinh mach mdi 4 gid; khong vuot qua 400 mg/ngay (toc do tiém
tinh mach khéng vuot qua 25 mg/phit). Lidu udng: 25 - 50 mg,
mbi 6 - 8 gio.
Ranitidin (khang histamin H,): 1 mg/kg tiém bép hodc tinh mach
mdi 6 - 8 gio. Liéu udng: 150 mg x 2 lan/ngay.
Diéu tri co thit phé quan:
Albuterol phun khi dung hodc ding binh xit dinh lidu:

+ Phun khi dung: 2,5 - 5 mg/4 - 6 gio.

+ Xit dinh liéu: 1 - 2 nhat bop/4 - 6 gid dén khi triéu ching cai
thién hoan toan.
Methylprednisolon (Corticoid):
Liéu tinh mach ban dau: 125 - 250 mg. Liéu tinh mach duy tri: 0,25
- 1 mg/kg mdi 6 gio, trong 4 - 5 ngay.
Hydrocortison hodc dexamethason ciing co thé sir dung.
Theo dbi soc phdn vé:
1. Theo NIAID/ FAAN khuyén cdo: Thoi gian theo ddi tuy theo
tirng ngudi bénh, dua vao do ning ctia phan tng, kha ning dé dang
tiép can v6i cham soc y té.
2. T4t ca ngudi bénh can biét nhitng tridu ching tai phat c6 thé xay
ra 72 gio sau biéu hién ban du va duoc cung cép dung cu tu tiém
c6 adrenalin (epinephrin autoinjectors).
Piéu tri mét s6 thé lam sang di vmg thuée (may day, phit Quincke,
bénh huyét thanh, d6 da toan than, cac loai hong ban...).

Ngimg ngay viéc tiép xuc véi thude (tiém, ubng, bdi, nhd mit va
nho, xit miii...). Hai loai thudc chinh diéu tri cac hoi chimg nay 1a
glucocorticoid va khang histamin H,.

Glucocorticoid: Liéu ding phu thugc vao thé 1am sang va loai
thude glucocorticoid: Liéu ban dau 1 - 2 mg/kg/24 gio.

Khang histamin H: Pa s6 khang histamin H, duong ubng, dung
mot lan vao budi t01

Piéu tri hi chimg Stevens-Johnson va Lyell

Ngung ngay viéce tiép xuc véi thude (tiém, uéng, boi, nho mat va
nho, xit mii...)

biéu tri hoi chung Stevens-Johnson va Lyell nhu diéu tri 2 hoi
chimg: Bong va di tng thudc.

Piéu tri bong: B6i phu nudc, dién giai, dinh dudng va chéng
nhiém khuén.

B&i phu nude: Can cung cp dung dich glucose 5%, dung dich
Ringer lactate hoic dung dich tiém truyén natri clorid 0,9% tir
500 - 2 000 ml/ngay.

B6i phu céc chét dién giai: Dya vao dién giai dd.

Dinh dudng: An sup du sé lugng va chat lwong (giau protein) qua
miéng hodc qua 6ng thong miii - thue quan - da day. Néu c6 loét
trot duong tiéu hoa: Cung cép nang lugng qua dich truyén, c6 thé
truyen plasma tuoi, albumin, lipovenos (dam, md).

Chong nhiém khuan:

Chong nhiém khuén tai chd: Tranh lam tudt da nguoi bénh, cac
thudc sat khuén tai chd (bac nitrat 0,5% hoac clorhexidin 0,05%)
hodc bang bo cho nguoi bénh bang gac voi md, bac citrat,
Polyvidon iod, hodc cac hydrogel. Chim séc mit ngudi bénh c6
nghia 1 phong di chimg, bién chiing, tra nuéc mét nhan tao hodc
dung dich natri clorid 0,9%. V& sinh cac héc tu nhién hang ngay
bang dung dich natri clorid 0,9%. Glycerin borat béi mdi chdng
cang gay chay mau.

Chdng nhiém khuan toan than: C6 thé dung thudc khang sinh khac
nhém hodc ho xa véi thude da gay di ung.

Piéu tri di ung thuéc:

Glucocorticoid: Viée sit dung céc corticoid con c¢6 ¥ kién khéc
nhau. Tuy nhién da s tac gia trong va ngoai nu6e van coi corticoid
1a thude co ban trong diéu tri hai hoi chimg SIS va Lyell.

Céach dung: Glucocorticoid liéu ban dau: 1 - 2 mg/kg/24 gio.
Néu c6 ton thuong ndo, tim mach, suy da phu tang... ¢6 thé dung
glucocorticoid theo phuong phap “pulse therapy” hay “bolus™:
Tiém tinh mach liéu cao methylprednisolon 500 - 1 000 mg/ngay,
3 ngay lién, sau d6 giam vé liéu binh thuong.

Khang histamin H : Dung duong tiém khi tén thuong niém mac
miéng va duong tidu hoa, sau d6 chuyén sang thudc udng.

M6t s6 quan diém khéc trong diéu tri hai héi ching Stevens-
Johnson va Lyell

Truyén hoac tiém vitamin C tinh mach.

Globulin mién dich tiém truyén tinh mach (IVIG).

Diéu chinh mién dich: Loc méau trong diéu tri hoi chimg Stevens-
Johnson hodc Lyell.

Cyclophosphamid ciing da dugc dé nghi st dung & ngudi bénh
Lyell.

N- acetylcysteln (NAC) lam ting d thanh thai cia mot vai thude
va chit chuyen hoa va e ché i in vitro sy san xuit TNF-OC va IL- IP.
Céac thudc khac: Sir dung yeu td kich thich tao cum bach cau
hat, heparin, cac khang thé don dong chéng lai cac cytokines va
pentoxifylin...

Tién lrong di Gmg thude

Tién luong chung cac dang di tmg thudc: Dj tng thude 1an sau lai
nang hon lan truée néu tiép xuc lai voi thude da gay di Gng. Tuy
nhién, 90% khang thé IgE con hién dién ¢ nguoi bénh sau mdt nam
xay ra phan tmg di img thudc va sau 10 nam khang thé IgE chi con
lai 20 - 30% trong huyét thanh nguoi bénh da bi di ing thude.
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S6c phan vé 1a mot phan tmg thuc sy nghiém trong, dudng nhu
khéng thé dugc giit lai 1au hon trong huyét thanh nguoi bénh,
nhung khi ngudi bénh da séng sot thuong khong bi suy giam nhan
thirc hodc tri tué.

Hoi chimg Stevens-Johnson: Thuong tién trién nang. Ngudi bénh
¢6 thé co cac bién ching nhu mét nudc, protein, dién giai qua da
va dé c6 nguy co nhiém khuin. Ngoai ra, c6 thé dé lai seo & mét
gdy dinh méng mét, dudng tiéu hoa, khi quan va co quan sinh duc.
Hoi chimg Lyell: Tién luong ning né do ton thuong da va ndi tang
rat nang. Khoang 20% ngudi bénh bi hgi chimg Lyell c6 hoai tir
té bao biéu mo phé quan, c6 thé tién trién nhanh thanh suy ho héap,
tién lugng rat xau. Nhiéu nguoi bénh c6 bién chimg ¢ mat nhu loét
gidc mac, dinh mi, xo cling cung dd, dinh két mac, 16n mi va mu loa.

Mot s6 bién phap phong va han ché di ing thudc

Voi nguwoi bénh

Khong tu didu tri, chi dung thudc theo don cua thiy thudc.

Khong dung thube theo su méach bao cua nguoi khac, khong ding
don thudc cua ngudi khac hodc dua don thude cia minh cho nguoi
khac st dung.

Khoéng dung thubc mét nhan, chuyén mau, co vat la, két tua, qua
thoi han st dung...

Tranh mua thudc & nhimg noi khong dang tin cy.

Phai doc k¥ to hudng dan sir dung trudce khi dung thube, phai giir
cén than t hudng dan sir dung vi c6 khi phai doc lai nhiéu 1an.
Dé thuéc xa tim tay, tam nhin ciia tré em

Than trong khi dang mang thai, thoi ky cho con bu va trang théi
bénh 1y khac va thong bao nhiing van d& nay cho thay thudc trudc
khi ké don.

Khi ¢6 nhimg dau higu bat thuong sau khi dung thude: Sot, met
m01 khac thuong, choang vang, chong mat, budn noén, ngira ndi
man trén da... cdn dén ngay thay thudc, bénh vién hoidc co so'y té
gén nhét dé duoc kham, diéu tri.

Cén mang theo thé theo dbi di tmg thudc hodc néu c6 thé deo vong
canh béo di umg thude.

Vi bac si va duoc sy

Chi dung thude cho ngudi bénh khi can thiét.

Dung thudc dung ngudi, ding bénh.

Can nhéc trude khi cho mét loai thude o nguy co cao gy ra nhimng
tac dung khong mong muén.

Khéng diéu trj bao vay.

C6 kién thiic vé an toan thubc va co hiéu biét vé nhiing tai bién
do thude.

Phai khai thac tién st dj ing trude khi ké don.

Hud6ng dan chu déo ngudi bénh nhan biét tai bién do thudc, cach
dung thubc va bao quan thudc mdi khi ké don hoic cip phat thude.
Voi ngwoi qudn ly

Gi4o duc cho nguoi dan st dung thudc an toan, hop 1y.

Quan ly tdt cac ngudn xudt, nhap khau thudc.

Quan ly chat ché cac co s& san xuét thude.

Gitip cac thay thude va dugce sy cap nhat nhanh chong thong tin vé
nhiing tai bién do thudc.

NGO POC VA THUOC GIAI BPQOC

Ng6 doc thuc pham hoa chét noi ‘chung va ng¢ doc thude va kim
loai noi riéng c6 thé do thay thuoc hodc nguoi bénh vo tinh gay
nhim 14n nhung ciing ¢ thé do ¢b ¥ tur tir hodc bi ddu doc. Trong
truong hop ngd doc do vo tinh nhidm 1in bénh canh 1am sang
thuong khong ning va co thé chin doan dung nguyén nhan gay
ngd doc va co bién phap xir tri nhanh, dung nén thuong it dé lai
hau qua nghiém trong. Nhitng ngudi bénh ngd doc do tu tir hoac do
bi dAu doc thudong & trong tinh trang rat ning vi cac chét gay doc
dugc dung véi lidu rat cao, ngudi bénh thuong cd ¥ che déu, it khi

phat hién duge ngd doc som va thuong kho phat hién cac dau hiéu
dac hiéu nén viéc chan doan va xir tri gip nhiéu khé khan. Can ctr
trén thoi gian tlep XUc Vi chat gay ngd doc va tién trién cua cac
dAu hiéu 1am sang, ngd doc duoc phan loai thanh ngd doc cap tinh
va ngd doc man tinh. Trén thuc té ¢o rat it chét ddc gay triéu ching
ngd doc dac hiéu ma thuong la cac triéu chung co tinh goi y va
cling khong co nhiéu thudc ddi khang dac hiéu nén viéc diéu tri ddc
hiéu s& gap nhiéu kho khan. Mot s6 triéu ching goi y dé giup chan
doan ngd doc cac chét duoc tom tit trong Bang 1. Do vay, viéc xtir
tri ngd doc noi chung va thude noi riéng can phai thyc hién theo 3
nhém nguyén tic chung nhu sau:

1. Hoi stre tich cwe va diéu tri triéu chirng

Hoi sirc tich cuc va diéu tri triéu chimg nham phyc hdi hai chirc
ning séng quan trong 1a ho hap va tuan hoan, diéu tri cac tricu
chung xut hién nhu co giat, ha than nhiét, tang than nhiét v.v. va
chim séc toan dién ca tinh than, thé chat cho nguoi bénh.

H0b hip

Suy ho hép thuong xuét hién khi ngo doc. Dé phyc hdi chirc nang
hé hép trong ngd doc, trude tién can dé ngudi bénh noi thoang khi,
lam cac bién phap dé thong khi duong thé nhu nang cam hodc diy
ham ra phia trudc, thao ham gia néu co, sau d6 tiy mirc d¢ suy ho
hap va diéu kién cu thé noi cAp ctru ma thyc hién: Thé oxy, ha hoi
thoi ngat, bop bong, ding thude kich thich hé hap hodc cho ngudi
bénh th¢ may.

Huyét dap

Ciing nhu hé thong hé hap, hé tim mach rat dé bi thay déi khi bi
ngd doc cac chat. Tyt huyét 4p 1a ddu hiéu rat hay gip khi ngd
doc, dac biét 1a khi ngd doc cac thude te ché TKTW. Khi huyét
4p tam thu duéi 70 mmHg c6 thé dan dén ton thuong ndo khong
hoi phuc va hoai tir 6ng than. Do vay, can phai dé nguoi bénh ndm
dAu thap, truyén dich va ding cac thude kich thich co bop tim, gay
co mach dé 1am ting huyét 4p. R4i loan dan truyén than kinh tim
va loan nhip ciing rat hay gap khi ngd doc cac glycosid tim, chong
trAm cam loai 3 vong, mot s6 thude chéng tam than, mot sb khéang
histamin H,. Ty mirc d6 16i loan ma c6 bién phép xir Iy khac nhau.
Thén nhiét

Ha than nhiét c6 thé xay ra khi ng¢ doc cac thudc nhom barbiturat
hodc dan xuat phenothiazin. Khi gap hién tugng ha than nhiét cin
phai xu tri han ché sy mét nhiét thém bang céch dé ngudi bénh
trong phong 6 on dinh nhiét d¢ va a 4m cho ngudi bénh.

St cao cting ¢6 thé gap khi ngd doc mot s thudce kich thich TKTW
hodc thudc khang cholinergic. Khi gap triéu chimg sbt cao can phai
n6i rong hodc bo bot quﬁn 40 hodc chuom khan w6t 4m hodc dung
céc thude ha sét thich hop.

Co giat

Khi ngd doc cac thudc dic biét 1a cac thude kich thich TKTW, ¢6
thé xudt hién co giat. Tly theo loai thuc giy ngd déc ma con co
giat xuét hién ¢ tinh chét khac nhau vi du khi ngo doc strychnin
hodc ma tién sé gdy nén co giat co tinh chit phan xa, ngd doc do
nikethamid, cardiazol s& xuét hién co gidt qua 3 giai doan: Giat
cung, giat rung va giat hdn hop. Trong tru(mg hop xuét hién co giat
can dé nguoi bénh n(n yén tinh, han ché tdi da cac klch thich va c6
bién phap han ché cin phai ludi. Néu con co giat ngan, khong lip
lai thi khong cn phai diéu tri. Khi con co giat kéo dai, 1ap lai nhiéu
lan c6 nguy co anh huong dén chirc nang hd hép thi can phai ding
céc thube chdng co giat phu hop nhu phenobarbital, diazepam,
midazolam.

2. Loai trir cac chét giy doc ra khoi co thé

Tuy theo dudng vao va duong thai trir ctia chit gay doc ma chon
c4c bién phap loai cac chit gdy doc ra khai co thé khac nhau.
Logi chit gy djc qua dwong tiéu héa

Dé han ché sy hap thu, ting thai trir cht giy doc qua duong tiéu
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hoa co thé sir dung cac bién phap khac nhau. Néu ngd doc cac chét
qua duc‘mg tiéu hoa hodc bai tiét qua tiéu hoa (morphin), chua hon
mé can phai gdy nén bang bién phap ngody hong, hodc ding s1r0
ipeca. Ngoal bién phap gay non c6 thé rira da day bang nude mudi
sinh 1y 4m, hodc dung dich thudc tim 0,1%. Khong gy non va ria
da day khi ngd doc cac chét c6 tinh dn mon va gdy hoai tir manh
nhur acid, kiém va cac chit bay hoi. Gay non va rira da day chi co
hidu qua trong vong 6 gid dau (tt nhat trong vong 1 gid) bi ngd
doc ddi voi nhitng hoa chat hodc thube hdp thu nhanh nhu aspirin,
cloroquin, din xuét barbituric, thudc chdng loan nhip tim. Nhiing
thudc lam cham sy thao rong da day, hép thu cham, hoac duoc bai
tiét qua da day hodc ngd doc nhidu chat cing mét luc, hodc khong
13 céc chét gdy doc thi co thé rra da day trong vong 24 gid. Nhing
o 56y té ¢6 kha ning dat noi khi quan c6 thé dung bién phép rira
da day ¢ nhitng nguoi bénh hon mé.

Bén canh gay nén va rira da day co thé dung than hoat tinh, than
hoat tinh két hop véi sorbitol va cac thudc tdy mudi dé lam tang
thai cac chit gay ngd doc qua phéan. Than hoat tinh c6 dién tich bé
mat 16n nén hép phu manh céac chét 1én bé mat, 1am han ché sy tiép
xuc gitra chit gay doc voi niém mac duong tiéu hoa, giam hap thu.
Liéu udng than hoat: Liéu khoi déu 50 g, sau d6 cach 4 gid udng
50 g. Tré em udng 1 g/kg, cach 4 gid uéng mot 1an. Thude co thé
ding riéng r& hodc két hop vdi sorbitol gitip thai chat gay doc ra
khoi tiéu hoa nhanh hon.

Khi ngd ddc cac chét ¢6 cAu tric alcaloid nhu morphin, benladon,
quinin, quinidin... ¢6 thé cho ngudi bénh udng dung dich tanin
hodc cac dung dich chuira nhidu tanin (nude che, cafe, nude bap
sim...) dé gay két tia cac chat, han ché hap thu va tang thai trir
qua phan.

Dé tranh ting do tan 1am ting hap thu cac chit gay doc khong nén
ding céc thube tay dau.

Logi chit gy dpc qua dwong tiét nigu

Vi hau hét cac thude va cac chit gay doc déu duogc thai trir qua than
véi ty 1¢ khac nhau. Tuy tinh trang nguoi bénh, dac biét 1a mirc
d6 suy than va tinh chat 1y hoa ctia cac chat gay doc ma sir dung
thudc loi tiéu nhu furosemid, manitol hodc glucose vu truong hodc
toan hoa hodc kiém hoa nuéce tiéu dé gy tang thai trir chit gay doc
qua than. D4i véi cac chat gay doc co tinh acid nhu phenobarbital,
salicylat... can phai kiém héa mau va nudc tiéu bang natri carbonat
hodc trlhydroxymethylammmetan (T.H.AM). Nhung chat gay doc
¢6 tinh kiém can phai toan hda méau va nudc tiéu. Tuy nhién, viéc
gdy toan hda mau va nudc tiéu kho thuc hién trong thuc té vi su
chiu duyng ctia nguoi bénh kém hon nhiém kiém va toan hoa s&
lam ning thém tén thwong than do tiéu co van rat hay gap trong
ngd doc.

Logi chit giy djc qua lpc mdu

Khi nguoi bénh bi ngd doc ¢ trong tinh trang ndng hoac cac chét
gdy doc co thé tich phan b thap (ndng d6 trong mau cao) st dung
phuong phap thim phan mang bung hodc chay than nhan tao s&
mang lai hi¢u qua. Mot sb chét khi ngd doc duoc chi dinh loc mau
¢6 hiéu qua la acid valproic, carbamazepin, ethylen glycol, lithi,
methanol, metformin, phenobarbital, salicylat, theophylin. Tuy
nhién, khi ng¢ doc mot s6 cht khong dugc chi dinh loc mau hoac
loc mau khong hiéu qua nhu amphetamin, cac thudc chbng trim
cam, cac thude didu tri rdi loan tim than, dan xuit benzodiazepin,
nhom thude chen kénh calci, digoxin, metoprolol, propranolol, cac
chat nhom thude phién.

Loai chit gady doc qua cdc dwong khadc

Khi ngo doc cac chat qua da can loai bo nhanh quan 4o va rira ving
da bj nhiém doc bang xa phong va nude. Nhitng chit c6 tinh bay
hoi thai trir qua duong ho hap, khi ngd doc trudc tién can dé nguoi
bénh noi c6 su thong khi tét, kich thich ho hip gitp tang thai trir
nhanh chit gay doc.

3. Trung hoa chit giy doc
Dua vao tinh chét 1y hoa, tinh déc hi¢u trén cac receptor gilra cac
chit gay doc va chat dbi khang c6 thé ding bién phap tuong ky hoa
hoc hodc cac chat dbi khang ddc hiéu hodc dbi khang sinh 1y dé
trung hoa mot phan chit gay doc.
Giy twong ky héa hoc toan thin hodc déi khdng dic hi¢u
Vi ¢6 tinh canh tranh dic hiéu gitra chit gay doc va chit dbi khang
trén cing mot receptor nén s& khong c6 chat d6i khang chung cho
moi chit ngd doc. Ngoai viéc dung cac chét ddi khéang dac hi¢u
hodc dbi khang sinh 1y dé trung hoa chat doc, con co thé dung cac
chat khac vi du nhu chét cang cua (hop chit chelat) tao ra hién
tugng tuong ky hoa hoc toan than dé diéu tri ngo doc cac kim loai
nang. Mot sé chat dbi khang va chét gy tuong ky thuong dung
trong diéu tri ngd doc trinh bay trong Bang 2.
Bdng 1: Mot s6 triéu chimg lam sang thuong gap
khi ngo doc mot so chat

Triéu chirng

1Am sang goi ¥ Chat nghi ngo gay ngd doc

Dan xudt barbiturat, benzodiazepin, opiat,
Hoén mé methanol, cac thuoc chong tram cam loai 3
vong, tricloroethanol.
Co wit Amphetamin, metamphetamin, theophylin,
gl chong tram cam loai 3 vong, ma tién (strychnin).
Tang huyét ap va

8 . Amphetamin, cocain, khang cholinergic.
tang nhip tim P ’ ’ & &

Céc thude chen kénh calci, chen beta-adrenergic,
clonidin, thuoc an than gy ngu.

Tyt huyét ap va
cham nhip tim

Céc thube chéng trAm cam loai 3 vong, trazodon,
quetiaquin, cac thuoc gian mach.

Tut huyét ap va
tang nhip tim

Tho nhanh

Salicylat, carbon monoxid.

Cac thudc gidng giao cam, salicylat, thudc
khang cholinergic, metamphetamin, cac chat trc
ché MAO.

Céc opioid, clonidin, din xuét phenothiazin, cac
chat uc ché cholinesterase bao gdm cé cac chat
phospho hitu co, carbamat, pilocarpin.

Amphetamin, cocain, LSD (acid lysergic
diethylamid), atropin va cac thudc khang
cholinergic khac, cac chit e ché MAO, din
xuét phenothiazin, quinin, khéang histamin thé
hé I, cac thube gidng giao cam, cac thudce chéng
trdm cam loai 3 vong.

Sbt cao

Co dong tir

Giéan dong tir

Aspirin, ethylenglycol, chéng trim cam loai 3

Phu phdi cap vong, paraquat, cac opiat, cac phospho hitu co.

Cyanid, Co, ibuprofen, isoniazid, metformin,

Toan lactic huyet salicylat, acid valproic, thudc gdy co giét.

Bari, cafein, theophylin, lgi ni¢u thiazid va lgi

Ha kali huyét A .
ni¢u quai.

Bdng 2: M¢t s6 chdt doi khang
thuwong dung trong diéu tri ngé doc

Chat déi
khang

M@t s6 khuyén cdo
khi dung

Str dung som, hi¢u qua giai doc
cao trong vong 8 - 10 gl(y Kiém
tra chirc nang gan va nong do
paracetamol trong mau dé quyét
dinh liéu dung truyén tinh mach
va duong ubng.

Chit giy doc

Acetylcystein | Paracetamol
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Céc chét Khéi ddu tiém tinh mach 1 - 2 mg Thudc gidn
khang (0,05 mg/kg dbi véi tré em). Néu co: galamin, Tiém tinh mach mdi 1dn 0,5 mg,
cholinesterase, | khong c¢6 dap ung dung liéu gip pancuronium, | t&i da khong vuot qua 3 mg. Cin
Atropin phospho doi, cach 15 phit 1 1an. Két thic Neostigmin rocuronium, két hop tiém atropin 1 - 1,2 mg dé
hitu co, cac diéu tri khi giam tho kho khe va tubocurarin, tang tac dung.
carbamat giam tiét dich ho hap. vecuronium
Fluorid, thuéc K\h(’)i’déultiéfn tinh mach 15 mg/ke o Chi, thity Uéng lac doi liéu 05 - 15
A va co thé tang liéu khi can, dic Penicilamin A aX g/ngay trong 1 - 2 thang, tré em
. chen kénh iet khi ngo doc cic thud ngan. dong | 30 40 mg/kg can nin
Calci calci bi¢t khi ngo doc cac thuoc chen g/kg ca g
kénh calci. Tiém chim tinh mach ¢ nguoi 16n
100 mg deferoxamin ¢ thé gin 0,5 - 1 mg va c6 thé tiém nhdc lai
Deferoxamin | Ion sit duogc 8,5 mg ion sat. Khi ngd doc Cac thude 11eu thap khi ddu higu ngd doc
ndng tiém tinh mach 15 mg/ke. Physostigmin | khang xuét hién tr lai. Khong dung khi
- cholinergic quéa lidu cac thudc chdng tram
Esmolol Z;Z?ﬁhylm’ Truyén tinh mach 25 - 50 cam loai 3 vong. i i
i microgam/kg/phut. . . Belladon, Tiém dudi da 10 mg/lan cho dén
metaproterenol , Pilocarpin | 1 opin khi ¢6 nude bot.
Tiém tinh mach 0,2 mg doi véi
ngudi 16n va ¢ thé tiém nhic Tiém tinh mach 1 gdéi vOi nguoi
Din xuét lai khi cin nhung khéng vuot 16n, tré em 250 mg va cach 3 - 4
Flumazenil benzodiazepin qua 3 mg. Khong dung 1;hi Cé, co gio co thé tiém nhac lai khi cdn
P 1 oiat hode ngd doc thube chéng o Cac phospho | thiét. CO thé truyén tinh mach
trdm cdm loai 3 vong va 1& thudc Pralidoxim hitu co, cac 2~50 - 400 mgA/glo 130ac truye,n
benzodiazepin. (2-PAM) chat trc che m‘}h mach cham trf:n 20; p1.1Aut
— - cholinesterase | li€u 30 mg/kg, sau do truyen liu
. Methanol, Tn}yer.lktlnh mach charp trong 30 8 mg/kg, toi da khong qua 12
Fomepizol cthylenglycol ph}lt lleu 15 mg/kg, cach 12 gio g/ngay.
mot lan.
Cac thuoe Tiém tinh mach chm hogc truyén
Glucagon Ch? n thy Tiém tinh mach ca lidu 5 - 10 mg. nho giot tinh mach li€u 5 mg/
thé beta- phit, t5i da khong qua 50 mg/10
adrenergic Protamin , phut. Can chinh liéu theo két qua
Hydroxoco- Cvanid Tiém tinh mach cham trong 15 sulfat Heparin TCA, aPTT Yé‘ liCu heparin (mei
balamin yant phut, lidu 5 g déi véi ngudi 1on. 1 mg protamin sulfat trung hoa
: — : PR dugc 100 don vi heparin).
Khang thé Digoxin va cac | 1 1g khang thé c6 the gan ket duoc
khang digoxin | glycosid tim 0,5 mg digoxin. Ngo doc . . .
Tré em trén 6 tudi va ngudi 1on chc chat qua Uong lieu khoi dau 50 g, sau o
khoi ddu udng 2,5 g, sau do ubng duong ti€u hoa céch 4 git' ubng 50 g. Tré em
3 lan, mdi lan c’éch’ nhau 4 gio. Than hoat hogc bai tiét ila(;ng I kg, cich 4 gi6rubng mot
Methionin Paracetamol Tré em dudi 6 tudi udng lidu 1 g/ qua tiéu hoa
1an. Ctr 4 gio uong 1 lan, udng di Liéu dung bang liéu INH da
4 lan. Isoniazid dung, thuong kh(yi,dé’u tiém ﬁn'h
Tiém bip, dusi da hoge nh | | V™™ B | (NH) gléiflhbépﬁ % cho g cach 0 phi
mach, licu khaoi dau 5 - 10 mg, ctir
. Céc din xudt | 15 phit tiém mot Ian, c6 thé ting x s Truyén tinh mach chdm 10 - 20
Nalorphin opiat lidu khi can thiét va téi da khong Vitamin K lc)()?ni(alfilrtl mg, ngay khong qua 40 mg, sau
qua 40 mg. d6 udng 5 - 10 mg.
Tiém b?:lp, dugi da hogc tinh Tiém bép siu va c?ip phai thay déi
mach, lieu khoi dau 0,4 - 2 mg, vi tri tiém. Khoi dau 50 mg. Doi
Céc din xuat | c& 2 - 4 phut tiém mot lan, c6 thé v6ingd doc cap cach 4 gid tiém 4
Naloxon opiat tang lidu khi can thiét va t6i da mg/kg, trong 2 ngay, sau do gidm
khong qua 4 mg. ] xuong 3 mg/kg x 2 lan/ngay, lién
— Dimercaprol | Arsen, thuy tuc trong 8 ngay.
Natri Chongtram | Tiém finh mach 1-2mEq/kgkhi | | gap) nmgf; chlll D4i voi ngd doe man tinh: Khoi
bicarbonat cam 3 vong, | c6 tut huyét ap va phirc hop QRS & ddu cach 4 gio tiém 2,5 mg/kg,
quinidin gian rong. trong 2 ngay, sau do tiém 2,5
. . . mg/kg mdi ngay, lién tuc trong
Dung két hop voi natri thiosulfat, 10 - 15 ngay.
tiém cham tinh mach 5 - 20 phut
Natri nitrit Cyanid Vf’yi liéu 300 mg. Tré em 10 mg/kg, Truyén tinh mach 30 - 50 mg/kg/
toi da khong vugt qua 300 mg. Dinatri EDTA | Chi ngay. Dot diéu tri khong nén qua
5 ngay.
Natri . Tiém tinh mach cham 12,5 g
thiosulfat Cyanid trong 10 phut. Tré em 400 mg/kg
(toi da khong vuot qua 12,5 g).
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Nguoi lon: Udbng mdi ldn 3 g,
. Mubi thali, ngay 3 lan. _

Prussian blue Cs"7 Tré em 2 - 12 tudi: Udng mbi lan

1 g, ngay 3 lan.
Succimer Khi néng d9 chi trong mau tré em
- v trén 45 microgam/dl, uéng moi
(acid Chi, thuy X R x R
di ; N lan 10 mg/kg, ngay 3 lan. Co the
1mercapto- ngan. dung diéu tri ngd doc chi & nguoi

sucinic) 16n.

DUQC PONG HQC VA CAC THONG SO CHINH

Duogc dong hoc (Pharmacokinetics) nghién clru cac qua trinh tir
khi thudc hép thu vao co thé cho dén khi dugc thai trir khoi co thé.
Céc qua trinh chinh gdm hép thu, phan bd, chuyén héa va thai tri.

Hz‘ip thu thudc
Hdp thu (Absorption) la qud trinh vin chuyén thudc tir noi ding
dén khi thuéc vao vong tudan hoan chung. Thube duge ding qua
nhiéu dudng khac nhau: Udng, dit dudi ludi, dat truc trang, boi
hodc déan tai chd, hit, tiém bép, tiém tinh mach, tiém dudi da...
Thubc hip thu theo cic dudng ding khac nhau chiu anh huéng
nhiéu hoic it béi cac yéu t sinh hoc cua ngudi dung, yéu t6 1y
hoa ciia hoat chét va do cach bao ché dang thudc. Puong tiém tinh
mach it hao hut hon so véi duong dung khac.
Chuyén héa lin diu qua gan
Thubc sau khi hap thu qua éng tiéu hoa duge d6 vao tinh mach cira
clia gan, qua gan rdi vao tuan hoan chung. Khi qua gan lan dau nay,
thudc bi chuyén héa mot phan goi 1a chuyén héa lan dau qua gan
(hepatic first pass metabolism) lam lwong thudc bi hao hut trudc
khi vao duoc vong tudn hoan chung.
Mot 6 thong 0 quan trong doi véi sw hép thu thuéc

C, .o T, vaAUC
Khi tiém thudc vao tinh mach (IV), ndng d6 thudc trong mau dat mirc
t6i da ngay; sau do, giam dan do thudc bi thai trir cho dén khi khong
con trong mau (thude & trong méau, nhung khi dinh luong, thudng dinh
luong trong huyét thanh hozc huyét twong).
Khi udng (PO: per oral), tiém dudi da (SC) hodc méot duong dung
nao khac khong phai tiém IV, thi khi bat dau ding, thube chura vao
dén mau, nén ndng do thudc trong mau bang khong. Sau dé, thude
duogc hip thu vao tudn hoan chung. Tir khi thudc ¢6 & tudn hoan
chung, da dién ra sy thai trir thude: nhung luc dau, hép thu 16n hon
thai trir, nén nong do thude trong méau tang dan. Dén mot lic nao
do, lugng thude hap thu bang lugng thudc thai trlr, thi nong do
thubc trong mau dat muirc cao nhét. Sau do, hép thu it hon thai tru,
nén ndng do thudc trong mau giam dan cho dén khi khong con.
Nong d6 thude dat mirc cao nhét d6 goi 1a nong dé dinh va dugce ky
hiéula C, . Thoi gian tir khi bit diu dung thudc dén khi dat dugce
ndng d6 dinh goi 14 thoi gian dink va duge ky hiéu 1a T .
Néu biéu dién ndng d6 thudc (mg/lit hodc microgam/ml) trong
huyét twong trén truc tung theo thdi gian (k2 hodc min) trén truc
hoanh, s& dugc duong biéu dién ndng do - thoi gian va dién tich
phia dudi duong cong nay dén truc hoanh goi 1a dién tich duwdi
duong cong (AUC: Area Under the Curve). AUC 1a dién tich ké
tir thoi gian bang 0 (bit dau ding thudc) dén khi khong con thude
trong co thé nén c6 tai liéu ghi AUC%O )
AUC duoc tinh theo mg.L".h hodc pg.ml.A biéu thi lugng thudc
dugc hap thu vao vong tuan hoan va quyét dinh tac dung cuia thude.

Ciing 1a ung, nhung AUC khéac nhau do:

Liéu thudc ding;

Tinh chét ciia hoat chit nhu kich thudc tiéu phan, dang két tinh hay
v0 dinh hinh, ngdm nudc hay khong ngam nudc;

Dang bao ché, loai va ty 1¢ ta duogc, k¥ thuét bao ché;

Co thé nhu uéng Iuc no hay doi, tinh trang nhu dong rudt, do pH &
da day, rudt va ban chét cua thanh ruot.

Sinh kha dung

Sinh kha dung (Bioavailability: BA) biéu thi mirc do hdp thu hoat
chdt tir mot dang thuée d@é cé tai noi hoat chat tdc dong.

D6 1a dinh nghia 1y thuyét cua sinh kha dung. Trong thuc hanh, rat
hiém khi c6 thé dinh Iugng dugc hoat chét & noi hoat chit tac dong
1a thy thé (receptor). Do 1a chua ké dén c6 rat nhiéu truong hop
khong biét noi hoat chat tac dong & dau.

Tuy nhién, c6 mdi lién quan giita ndng do hoat chit trong tudn hoan
chung véi n6ng d6 hoat chit & noi tac dong va dua vao khai niém
dugc dong hoc va 1am sang, ta chép nhén la ¢ cung mot ddi tugng
ngudi bénh, dién bién nong do hoat chit theo thoi gian ¢ huyét
tuong ciing giéng hét dién bién ndng do theo thoi gian & noi hoat
chit tic dong (dién bién nong do gidng hét nhau, con tri sé nong do
thi co thé khac nhau), trong khi d6, ndng d6 hoat chit trong huyét
tuong co thé dinh lugng dugc. Do d6, dinh nghia thuc hanh cua
sinh kha dung la:

Sinh kha dung (Bioavailability) biéu thi mitc d¢ hdp thu hoat chat
tor mot dang thuédc vao duwoc tuan hoan chung.

Dinh nghia nay chi dung khi thudc vao tudn hoan chung roi mai
tham nhdp vao noi tac dong (vi du uéng, hodc tiém khong phai truc
tiép vao noi tac dong). Truong hop dua thude truc tiép vao noi tac
dong nhu: Dat thudc tai chd, hodc tiém thude truc tiép vao chd hoat
cht tac dong (vi du tiém truc tiép vao khép) thi phai hiéu sinh kha
dung theo dinh nghia 1y thuyét.

Theo dinh nghia trén, sinh kha dung biéu thi muc do hip
thu hoat chit vao duwoc tudn hoan chung, do do, néu tiém
IV, thi toan bo thudc déu vao vong tuan hoan chung nén
BA = 1. Truong hop thube duoc ding theo duong khac (duong
ubng, tiém dudi da...) thi luén c6 mot lugng thude bi hao hut trong
qué trinh hip thu vao tudn hoan chung, nén B4 < 1.

Sinh khd dung tuyét doi

Sinh kha dung tuyét doi (F) la ty 1é AUC cia thuoc dwge ding
khéng phdi theo dieong tiém tinh mach (nhw dieong uong, tiém duwdi
da...) so véi AUC khi tiém tinh mach véi cing mét liéu:

AUC,

udng, tiem dudi da

AUC

tinh mach

F luén ludn < 1 va phan anh ty 1¢ thu6c bi hao hut trong qua trinh
hép thu.

Néu ding liéu khéc nhau, vi dy liéu tiém tinh mach 1a D,
duoc AUC,, . va licu pél}g D e duqc AUCW&, ta phai quy ra
AUC cua cung mot don vi licu dung, khi do6 F sé [a:

AUC,.. ! D, AUC, D,
x

udng udng uéng tinh mach
A UCﬁnh mach / Dy A Ucﬁnh mach D,

tinh mach

uong

Sinh khd dung twong déi

Sinh kha dung twong doi (F’) la ty 1é gitta 2 gid tri AUC ciia ciing
mét thuéc, cing dwong ding véi cing mét liéu, nhung do cach bao
ché khac nhau nhu vién nén va vién sui hodc c6 thé cing bao ché
ra vién nén, nhung do 2 nha san xuat khac nhau bao ché theo 2 k¥
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thuat khac nhau nén AUC khac nhau. Vi dy, vién nén ctia nha san
xuét A cho AUC, va nha san xuat B cho AUC,, thi sinh kha dung
tuong ddi F~ cua thude do 2 nha san xudt 1a:

AUC,

AUC,

Trong trudng hop nay néu AUC > AUC, thi F’> 1 hodc > 100%;
néu AUC,< AUC, thi F’ < 1 hogc < 100%.

Twong dwong sinh hoc

Hai thuéc la twong dwong sinh hoc néu ching la cac thuéc tiwong
duong dwoc hoc hodc la cac thé phcim dirge hoc c6 mike dd va toc
d¢ hap thu hoat chdt ciia ching (AUC, C

max

vaT, ) twong duong
nhau ¢ vi tri tac dong, nén hiéu qua diéu tri cua chung dwoc coi
la nhw nhau.
Trén day la dinh nghia Iy thuyét ciia twong duong sinh hoc va ciing
nhu truong hop “Sinh kha dung”, trong thue hanh, rit hiém khi co
thé dinh lwong duoc hoat chit & vi tri tic dong, nén trong nhirng
truong hop hoat chat hép thu vao tuan hoan rdi méi vao vi tri tac
dong, ta c6 dinh nghia thuc hanh cua “Tuong duong sinh hoc”
nhu sau:
Hai thuéc goi la twong dwong sinh hoc néu ching la cac thuoc
twong dwong duwoc hoc hodc la cac thé phcim duoc hoc co mirc
dé va toc do hdp thu hoat chdt cia ching (AUC, c.vatT )
twong dwong nhau trong tudn hodn chung, nén hiéu qua diéu tri
cuia chung dwoc coi la nhw nhau.
Ghi chu:
Thé phim dugc hoc: Nhitng thudc dugc coi 1a thé pham duoc hoc
néu ching chira cting loai dugc chat nhung khéc nhau vé dang hoa
hoc cua duoc chét (base, mudi hay ester...) hay khac nhau v& ham
luong hoac dang bao ché.
Nhu vay, mubn danh gia hai thudc cé twong dwong sinh hoc
khong thi trude hét chiing phai 1a cac thude tuong dwong dugc hoc
(pharmacetical equivalents). Hai thudc 1a twong dwong duoc hoc
khi ¢6 4 tiéu chi sau:

Cung chira mot loai hoat chét;

Cung c6 mot ham lugng hoac néng do;

Cung 1a mot dang thudc (vién nén, dung dich ...);

Cung mot duong dung (udng, tiém dudi da...).
Sau d6, phai chimg minh mic d6 va toc do hap thu ciia ching
«uc, ¢, vaT, )cotueong duong nhau khong. Néu AUC, C
vaT tuorng duong nhau thi 2 thudc dugc coi la twong duong
sinh hoc.

Phén bb thude

Sau khi hép thu vao tudn hoan, mot phan thudc lién két vai protein
huyét twong (cac protein trong té bao ciing lién két voi thude). Ty
1& thudc lién két voi protein huyét tuong tiy theo ai luc cia timg
thudc. Co thube khong lién két nhur carboplatin, nhung clorambucil
lai lién két dén 99%. Thudc tu do (T) di lién két véi protein (P)
ludn c6 can bang dong. Mot mat T + P thanh TP, nhung khi T tu do
trong huyét tuong gidm thi TP lai gidi phong ra T.

Phan thudc ty do cia T khong lién két voi protein di qua duoc
thanh mach dé chuyén vao cac mo, gén véi cac protein dac hiéu 1a
céc thu thé dé gay ra tac dung duoc ly, hoac vao cac mo dy trir nhu
mod md, da, co, gan, xuong.

Su phan bd vao cac md phuy thude vao 2 yéu té 1a thude va co thé.
Yéu tb thude nhu khéi lwong phan tu, ty 18 tan trong nude va lipid,
do pH, do ion hoa va ai lyc cua thude vé6i thy thé. Yéu td co thé

nhu tinh chét cua mang té bao, mang mao mach, ) luong thu thé,
pH méi truong. Nhitng mé dugc twdi mau nhiéu thi thude ciing dén
nhiéu nhu gan, than, phéi; nhitng mo dugce tudi mau it thi thubc
cling dén it nhu gan, xuong, da. Sy tham nhap thuéc con phu thude
vao cac hang rao sinh hoc nhu hang rao mau - ndo, mau - dich nao
tuy, mau - thuy dich & mit.

Thé tich phén bé

Thé tich phén b6 (Volume of distribution, viét tat la V,) biéu thi
mot thé tich biéu kién (khong co thuc) chira toan bo lwong thudc
dé duoc dua vao co thé dé dat dwoc n(ing do bLing n&ng dé thuéc

trong huyét twong.
Thé tich phan b V, (lit) dugc tinh theo cong thirc sau:
A
V d = F

P

Trong d6: A 1a luong thude dua vao co thé (mg);
C, 12 ndng d6 thudc trong huyét twong (mg/lit).
Néu nguoi d6 nang W(kg), thi thé tich phan bd cho 1 kg cin ning
v, la:
v,=V,/W

v, dugc tinh theo lit/kg. Biét v, cia mot thudc, 6 thé tinh thé tich
phan b cho nguoi co can nang bét ky.
Néu thuéc chi ¢ huyét twong (3 lit cho nguoi 70 kg) thi
v, = 3/70 = 0,043 lit’/kg. Nhung thyc ra thi khong c6 thudc nao chi
phén bo ¢ huyét twong. Heparin la thudc phan bo vao cac mo rat
it co v, = 0,058 lit/kg. Néu thudc phan b nhiéu vao céc mo thi v,
rat 16n nhu propranolol c6 v, 1a 4 lit/kg, clorpromazin la 15 lit/kg.
Khi biét thé tich phan bd ciia mot thude, ¢6 thé tinh duge lidu can
dung (D) d& c6 ndng d6 mong mudn trong huyét twong C, theo
cong thuc sau:
D=V, .C=v,.C.W

Do 1a truong hop khi tiém tinh mach, thudc vao mau hoan toan va
F=1.Néu udng hodc dua vao theo duong ding khéac thi F < 1, nén
liéu can dung phai 16n hon.

D=V, .C/ =v,.C.WF

Chuyén héa thude

Thubc 1a chit la d6i voi co thé, vi véy, co thé luén mudn loai bo
thu6e ra khoi co thé. Nhung thudc thuong la nhitng phén tir tan
duoc trong lipid khong hoic it ion hoa, d& gan vao protein huyét
tuong, d& thdm qua mang té bao va giir lai trong co thé.

Mudn thai trir, ngoal bai xuét thudc ra khoi co thé dudi dang khong
thay d6i, co thé phai chuyén héa thudc thanh cac phirc hop co cuc,
d& ion hoa, it tan trong lipid, kho thim véo té bao, tan nhiéu hon
trong nudc de thai trir qua than. Vi du, pentothal 1a thudc dé tan
trong lipid, néu khéng bi chuyén hoa, c6 thé bi gt lai trong co thé
hang tram nam.

Pa sb cac chit chuyén hoa khong con hoat tinh hodc hoat tinh kém
s0 v6i thude me, nhung ciing c¢6 chit chuyén hoa van con tac dung
va c6 thé gy doc; tham chi c6 thudc ban than khong c6 tac dung
dugc 1y (goi 1a tién chat) ma chi sau khi chuyén hoa thanh mot
dang khac mdi co tac dung.

Rét nhiéu co quan tham gia vao qua trinh chuyén hoa thudc, nhung
gan 13 co quan chinh chtra hiu hét cac enzym tham gia cac phan
tmg chuyén hoa thudc thong qua 2 pha:

Pha I Dién ra phan ung oxy hoa thudc, chu yéu nho hé enzym
(quan trong nhat), rdi dén phan mg khir nho cac

cytochrom P,

enzym reductase, dehydrogenase va phan tUng thily phan nho



DTQGVN 2

Tuwong tac thude 95

enzym esterase, amidase. Mot thudc co thé bi chuyén hoéa qua
nhiéu phan @ng xay ra cing mot lic hodc ndi tiép nhau thanh cac
chat trung gian c6 cac nhom chire dic trung cin thiét cho phan mg
o pha Il

Pha II: Dién ra phan tng lién hop giira cic chét trung gian da
bi chuyén hoa c6 cac nhom chirc dic trung véi phéan tir co sin
trong co thé nhu acid glucuronic, glutathion, glycin, céc goc sulfat,
acetyl dé thanh céc phirc hop tan trong nudc, nén d& dang bi thai ra
ngoai theo nudc tiéu hodc qua mat roi ra ngoai theo phan.

Thai trir thude
Thdi tri (elimination) biéu thi sw hao hut khéng phuc hoi ciia thuée
trong co thé. Sir thai triv xay ra la do thuéc bi bai xudt (excretion)
khéi co thé dudi dang khong thay doi (chdt me) va dudi dang
chuyén héa.
Su bai xudt thubc dang thudc me c6 thé theo nhiu duong khac
nhau nhu than, mat (r6i db ra ngoai theo phan), phéi, stra, md hoi,
tuyén nudc bot, tuyén 18, nhung quan trong nhit 1a qua than va
qua mat.
D¢ thanh thdi
Do thanh thai (Clearance, viét tat 1a Cl) 1 mot thé tich gia thuyét
(khong c6 thuc) cia mau (huyét tuong hodc huyét thanh) duoc mot
co quan (than, gan) loai bé hoan toan thudc trong mdt don vi thoi
gian.
Goi la gia thuyét vi khi mau qua mot co quan (than, gan), khong co
thé tich mau nao lai khéng con thude. Nhung do thanh thai c6 thé
duoc xac dinh theo nhiéu céch:
Xdc dinh Cl theo ty s6 chiét xudt E
Goi thé tich méau di qua co quan (than, gan) trong a gio 1a Vo lit (L)
thi lugng thudc m (mg) bi thai trir sau khi qua co quan 1a:
m=V.x(C-C)

Trong do:
C la ndng do thudc trong mau dong mach khi vao co quan (mg/lit).
C la ndng d6 mau tinh mach khi ra khéi co quan (mg/lit).
m (mg) thubc bi thai trir nay cin mot thé tich ¥ (thé tich bang khdi
lwong chia ndng do) 1a:

V=m/C, =V *x(C,-C)C,
Goi Q la toc d6 Iuu luong mau (tire 1a thé tich mau qua co quan
trong 1 gio (h)) thiQ =T, CQ/a, nén:

V. Cc -C
V=-—"Lx—t = =0OxE
a C,
E goi 1a ty sb chiét xudt (extraction ratio). TAt ca cac gia tri V.

R \ o
a, C va C deéu co thé do dugc, nén ta tinh duge V. V chinh 1a thé

tich dugc loai bo hoan toan thude trong mot don vi thoi gian va
theo dinh nghia d¢ thanh thai ¢ trén, thi d6 chinh 1a d¢ thanh thai
ClI. Ta co:

c,-C,
Cl=Q xE=0x C

a

O duogc tinh theo L/h; C, va C, tinh theo mg/lit thi C/ tinh theo L/h
hodc L.h"". Bé ¢6 thé ap dung cho mot ngudi bét ky ¢6 can nang 1a
W kg, ngudi ta tinh CI theo L.h".kg!. Nhung tinh theo L.h"' kg™! thi
da sb tri s6 cua CI <1 (vi du 0,156) nén dé cho gon, nguoi ta dung
mot don vi khac la ml.min.kg! va 1 L.h.kg! = 16,7 ml.min".kg™".
Trén déy la d¢ thanh thai ctiia mgt co quan. D9 thanh thai toan phan
(CL,) bang tong do thanh thai cia than (CL,), ctia gan (CI)) va cic
co quan khéc (Cl,, . ). Ta c6:

Cl,, = ClL+Cl +Cl

khic
Tuy nhién, do thanh thai ctia cdc co quan khéc rat nho, nén trong
thue té, c6 thé coi nhu:

Cl,= ‘CIT+CIG
Xac dinh do thanh thai theo lieu dung va AUC
Khi tiém tinh mach thuéc véi lidu D, rdi xéc dinh AUC thi CI,
duogc tinh theo cong thic sau:

D

cl,=——
™ 4qUC

D tinh bang mg, AUC tinh bang mg.L""h thi Cl,, tinh bang L.h!.
Néu lidu D tinh cho 1 kg can ning thi Cl,, tinh theo L.h"" kg™ hodc
ml.min"'.kg! (xem trén).

Truong hop khong tiém tinh mach ma dung theo duong khac, vi du
udng, thi phai xét dén ca sinh kha dung tuyét ddi F, ta c6 cong thirc:
_ FxD

Clyy = AUC

Nira doi thdi triv

Nita doi thai trir (elimination half-life) la khoang thoi gian (tinh

bang gio (h) hodc phiit (min)) can thiét dé heong thudc trong co thé

gidm di con mét mira; con goi 1a nira doi trong huyét tuong (plasma

half-life hodc plasmatic half-life).

Trong thyc té, do ta dinh lugng ndng d6 thude trong huyét tuong,

nén co thé dinh nghia:

Nira doi thai triv la khodng thoi gian (h, min) can thiét dé nong

a4 thuébe trong huyét twong giam di con mét nira. Nira doi thai trir

dugc ky higulaz, .

Nghién ctru dong hoc da ching minh ring, néu ban dau, ndng do

cua thudc 1a € ,» sau mot thoi gian ¢ thudce bi thai trir con lai 1a C, thi:
C=C,e"

trong d6 K 14 hang s6 thai trir.

Theo dinh nghia & trén, sau mot thoi gian bang nira doi thai trir (¢

thi néng d6 C=1/2C, nén:

1/2)

172C, = C,.e*”
12=10,5=e*”
Lay logarit tw nhién ca 2 vé, ta c6:
In0,5 = -Kt, .Ine = -Kz¢,,
ViIn0,5 =-0,693, nén: -0,693 = -Kt, ,
va hing s6 téc do thai trir K = CI/V, nén:

0,693 0,693xV,
Ly = % = Cl

TUONG TAC THUOC

Tuong tac thudc 1a hién tuong mot thudc bi thay ddi tac dung hodc
tro' thanh ddc trén nguoi bénh khi dugc st dung déng thoi véi
thuc khac. Tuong tac gitra thubc voi thirc an va dd ubng ciing
duogc coi la mdt loai twong tac thude. Tuong tac thudc c6 thé duoc
loi dung dé xay dung cac phac dd didu tri nhdm muc dich ting hiéu
qua diéu tri hodc dé giai doc. Tuy nhién trong thyc hanh 1am sang,
mit trai cla twong tac thude 1a giam hidu qua diéu tri, ting ty 16
gip tac dung khong mong mudn hoic doc tinh duoc luu y nhiéu
hon béi day 1a nhitng hau qua khong dinh trudc co thé dan dén théat
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bai diéu tri va lam ting ty 16 tai bién do thudc gy ra. Chinh vi vay
nhitng hiéu biét vé co ché twong tac thube 1a co s& dé bao dam sir
dung thudc hiéu qua, an toan.

Céc tuong tac thube dugc chia 1am 2 loai theo co ché xay ra twong
tac:

Twong tac duwge lue hoc

Day la loai twong tac thé hién tai receptor hoic trén ciing huéng tac
dung ciia mot hé thong sinh 1y. Két qua ciia phdi hop thudc co thé
din dén tang hi€u qua hodc ddc tinh (hi¢p déng) hodc nguoc lai,
giam tac dung (d6i khang).

Tuwong tac hiép dong gip khi phdi hop cac thude co tac dung trén
cung mot hé théng sinh 1y. Vi du: Phdi hop cac thude giam dau -
chéng viém khong steroid (NSAID) véi thude giam dau opiod dé
tang hiéu qua giam dau; phdi hop cac khang sinh véi chit chen
bom proton dé ting higu qua diét trir Helicobacter pylori trong
didu tri viém loét da day - t4 trang. .. Cac phdi hop kiéu nay thudng
duoc loi dung dé xay dung cac phac dd diéu tri. Can luu ¥ tranh tac
dung hiép ddng xay ra gy tang tac dung khong mong mudn hoic
doc tinh khi phéi hop cac chét trong cing mot nhom duge 1y. Vi
du: Viéc phdi hop cac thude ciing nhém NSAID vé6i nhau gay ting
ty 18 va mirc d¢ tram trong cua loét da day ta trang, xuat huyét va
suy than; phdi hop cac khang sinh aminoglycosid gay ting doc tinh
trén than va thinh giac.

Twong tac doi khang 13 loai tuong tac xay ra khi ding dong thoi hai
thubc gén trén cing mot thu thé (receptor) hodc cac thube b tac
dung sinh 1y d6i 1ap nhau. Hau qua dan dén giam hodc mét tac dung
cua thubc. Ung dung cia loai twong tac nay 1a dé giai doc khi ngd
ddc thude. Vi du: dung naloxon dé giai doc morphin. Viéc su dung
cac thude ¢ cung diém gén trén receptor nhu khang sinh nhom
macrolid, lincosamid, phenicol cting gin 1én 50S-ribosom cua vi
khuén s& dan dén déi khang, 1am giam tac dung khang khuan. Phdi
hop cac thube c6 tac dung sinh 1y dbi 1ap nhau gdy mét tic dung
diéu tri thuong do vo tinh gay ra khi ké don diéu tri cac bénh khac
nhau; vi du: cac thube chen thu thé beta-adrenergic dé diéu tri tang
huyét ap, loan nhip tim (propranolol) c6 thé lam mat tac dung gidn
phé quan cua cic thude didu tri hen nhom kich thich thu thé beta
2-adrenergic (salbutamol).

Twong tac dwgc dong hoc

Pay la tuong tac xay ra trong qua trinh hip thu, phan bd, chuyén
hoa va thai trir cia thude; hau qua lam ting hodc giam ndng do
thudc trong mau dan dén qua liéu hodc nguoc lai giam hiéu qua
didu tri. Nguy hiém thuong xay ra khi phbi hop nhitng thude co
ddc tinh cao hodc c6 chi sd diéu tri hep, vi néng d6 thudc chi thay
dbi it co thé da din dén nhitng hau qua c6 hai 15 rét trén 1am sang.
Tuong tac loai nay kho doan truge vi khong lién quan dén tac dung
dugc 1y. Tuong tac theo co ché duge dong hoc c6 thé xay ra & ca 4
giai doan trong vong tuan hoan ctia thudc.

Tiwong tdc & giai doan hdp thu: Day 1a twong tac 1am thay déi toc
do va/hoac téng luong thudc vao duoc vong tudn hoan; trong do6 su
thay déi tong luong thudc dan dén thay déi ndng do gay hau qua
1am sang nghiém trong hon viéc thay doi toc d¢ hap thu. Tuong tac
loai nay thuong gap voi cac thube dung theo duong udng. Diéu luu
v 1a twong tac khong chi xay ra giita thudc - thuéc ma ca thude -
thirc &n va thudc - d6 udng. Do vi tri xay ra trong tac tai da day, noi
thudc hau nhu chua kip hip thu nén dé tranh hau qua, c6 thé giai
quyét biang cach udng cac thudc cach nhau tbi thiéu 2 gio.

Twong téc & giai doan phdn bé: Day la tuong tac ddy nhau ra khoi
vi tri lién két tai protein huyét twong, ddn dén tang ndng do thude
¢ dang tu do, kéo theo tang tac dung dugc ly va/hodc doc tinh cua
thude. Twong téc chi c6 y nghia lam sang khi phdi hop cac thude
¢6 ty 1& lién két protein huyét twong cao (> 90%) va c6 pham vi
diéu tri hep; vi du twong tac giita céc salicylat voi methotrexat, gay
tang ty 1€ methotrexat ¢ dang tu do, tang ddc tinh trén hé tao mau.
Twong tdc & giai doan chuyén héa: Véi cac thude chuyén hoa khi
qua gan, su ting hodc giam chuyén hoa ciia mot thube do thude
phéi hop géy ra dn dén sy thay d6i ndng do chit hoat tinh c6 trong
mau, hau qua lam thay ddi tac dung duogc ly hoac dgc tinh. Enzym
chiu trach nhiém chinh cho chuyén hoéa thudc 1a hé cytochrom P is0°
chu yéu ¢ microsom gan va tham gia vao chuyén hoa ¢ pha L.

C6 2 co ché tuong tic thudc & giai doan chuyén hoa 1a cam tng
va tc ché.

Theo co ché cam tng thi mot thude c6 thé gay cam Gng ddi véi hé
< dan dén tang téc do chuyén hoa cua thude
phéi hop va lam giam ndng do thudc trong mau. Véi twong tac
thudc theo co ché nay, can luu ¥ khong chi gdy giam hidu qua cua
thudc phbi hop ma con gy giam hiéu qua ciia chinh thude d6 (hién

enzym cytocrom P

tugng tu cam tng, thuong gdp khi st dung barbiturat), dac biét la
hién tuong ting ndng do tré lai khi ngimg thudc gay cam tmg dan
dén tang doc tinh. Céc barbiturat, griseofulvin, mot sb thube chéng
dong kinh, rifampicin 1a nhimg chat gdy cam (mg quan trong nhét.
Thudc bi anh huéng bao gdm warfarin, cac thude tranh thai dang
ubng. ..

Theo co ché e ché (kim hdm) thi mot thude c6 thé e ché hoat
tinh ciia mot enzym microsom gan nao d6 dan dén giam chuyén
hoa cia thudc bi pha huy béi enzym nay, giy ting ndng do va
ddc tinh & lidu thuong dung. Tuong tac loai nay co tinh dac hiéu,
chi xay ra khi 2 thudc cing bi chuyén hoa trén mot enzym. Vi
du erythromycin va terfenadin ciing chuyén hoa qua CYP3A4, tac
dong gay trc ché cua erythromycin 1én CYP3A4 di lam ting nong
d6 terfenadin va ting nguy co loan nhip that, chi yéu gy xodn
dinh. Chinh do nguy co nay ma hi¢n tai terfenadin da bi rut khoi
thi truong. Mot thudc ¢6 thé 1a co chat, chit cam ung hoac chét trc
ché cuia cac isoenzym khéc nhau.

Twong tac & giai doan thai triv: Thai trir qua than 13 giai doan cubi
cung trong vong doi cia thude trong co thé. Tai day thude duoc loc
qua cAu than rdi tai hép thu tro lai mot phén va tiép tuc duoc thai
trir ra ngoai. Tuong tac thudc xay ra tai than 1a do anh huéng dén
qué trinh tai hip thu va thai trir. Khuéch tan thu dong 1a co ché
clia qua trinh tai hap thu thudc tré lai mau con van chuyén tich cuc
1a co thé thai trir. Nhitng chat lam thay d6i pH nudc tiéu (amoni
clorid, acid ascorbic, cac antacid, cac chit chen bom proton...)
c6 thé lam thay dbi ty 18 thude duogc tai hp thu dbi voi cac thude
¢6 ban chat acid yéu hodc base yéu (cac barbiturat, quinin...) dan
dén tang ndng do, kéo dai thoi gian tdn tai cia thube trong co thé,
gdy nguy co ngd doc. Vi tuong tac qua hé théng thai trir nho
chat mang (carrier), sy canh tranh chit mang ciing dan dén két qua
tuong tu. Hau qua cta tuong tac sé nguy hiém néu chét bi & dong
¢6 doc tinh cao, vi du twong tac gitta probenecid va methotrexat
gdy ting kéo dai ndng do methotrexat, lam tang doc tinh trén hé
tao mau. Vi bai tiét qua dng than 1 con duong thai trir chinh véi
nhiéu thudc, do d6 tuong tac loai nay c6 thé giy tang nguy co tai
bién do thudc gy ra.
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Mot sé diém cén hru y

Mot cap phdi hop thude co thé gay tuong tac khong chi & mot giai
doan ma c6 thé & cac giai doan khac nhau trong vong doi dugc
dong hoc, hon nira cd thé déng thoi gdp ca tuong tac dugc luc hoc
va dugc dong hoc.

Twong tac giira thudc voi thirc dn va dd udng phan 16n 1a twong tac
xay ra & giai doan hip thu. Cac thong tin vé twong tac loai nay 1a
co s¢ dé hudng dan thoi gian udng thude so voi bira dn va cac chi
dan vé cac d6 ubng can tranh khi sir dung thube.

Céc tai lidu hudng dan st dung thube chi dé cap dén tuong tac
bat loi. Cac sach tra ctru hodc phan mém duyét tuong tac thude
dugc chia theo cac mirc dd nghiém trong trén 1am sang: nguy hiém
(chéng chi dinh) — nghiém trong (can nhic nguy co/lgi ich khi
phdi hgp) — than trong hodc chua rd hiu qua; trong d6 2 mic ¢6 y
nghia lam sang 12 muc nguy hiém (chéng chi dinh) va mirc nghiém
trong. Viéc phan do chi co tinh twong d6i vi hau qua xay ra khac
nhau rat nhidu giita cic ngudi bénh do anh huéng cia lira tudi, co
dia, bénh méic kém, dic biét 1a chuc nang cua co quan bai xuét
thudc 1a gan va than.

Cén luu ¥ rang tuong tac thude cong bd trén cac tai liéu chi danh
gia timg cdp 2 thudc, két qua co thé s& khac di nhidu khi sir dung
ddng thoi nhiéu thude. Do do6 cac thong tin vé tuong tac thude chi
¢6 gia tri tham khao; quyét dinh cudi cung phai can cir vao dién
bién 1am sang va két qua xét nghiém khi diéu trj & nguoi bénh cu
thé. Cac canh bao vé tuong tic thudc dic biét quan trong véi cac
thude co pham vi diéu tri hep va cac thudc can theo ddi chat ché
khi str dung (vi du thuc chéng dong méu, thube chdng tang huyét
ap, diéu tri dai thao duong...). Nhitng nguoi bénh ¢ nguy co cao
khi gdp twong tac thude 13 cac ngudi bénh cao tudi, ngudi bénh co
su suy giam chirc nang gan va/hoac than.

Twong tac thudc - thude chi 1a mot trong nhiéu yéu té c6 thé anh
huong dén dap tmg ciia ngudi bénh véi didu tri. Nhiém vu chi yéu
ctia nguoi thay thude 1a xac dinh tuong tac c6 xay ra hay khong
va mic do anh huong ciia n. Khi thay c6 nhimg tac dung khong
mong mudn, phai nghi dén kha nang gip twong tic bat lgi. Panh
gi4 can than toan bo tién sir dung thube cia ngudi bénh 1a quan
trong vi kha ning twong tac khong chi xay ra véi cac thude co trong
don ma con c6 thé xay ra do ngudi bénh ding cac thude khong ké
don, dung thudc do nhiéu thay thudc chi dinh.
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ABACAVIR

Tén chung qudc té: Abacavir.

Mai ATC: JOSAF06.

Loai thudc: Thudc khang virus.

Dang thudc va ham lwong

Thubc nuée udng abacavir 20 mg/ml, lo 240 ml.

Vién nén abacavir 300 mg.

Vién nén két hop 2 thude: Abacavir 600 mg, lamivudin 300 mg.
Vién nén két hop 3 thude: Abacavir 300 mg, lamivudin 150 mg
va zidovudin 300 mg.

Abacavir thuong ding dudi dang mudi sulfat va succinat, ham
luong thude tinh theo abacavir base.

Dugc Iy va co ché tic dung

Abacavir 1a mét thudc thudc nhém nucleosid co tac dung nhu
mot chat (e ché enzym phién ma nguoc (NRTI), c¢6 tac dung
khang chon loc retrovirus HIV-1 va HIV-2, ké ca cac chung
HIV-1 kém nhay cam vdi zidovudin, lamivudin, zalcitabin,
didanosin hodc nevirapin. Khi vao co thé, abacavir dugc phosphoryl
hoa boi adenosin phosphotransferase va chuyén ddi thanh carbovir
triphosphat, mot chat chuyén hoa c6 hoat tinh nho cac enzym co
trong té bao. Do vay, su chuyén hoa cua abacavir xay ra trong ca
cac té bao bi nhidm virus va té bao lanh. Chéit chuyén héa carbovir
triphosphat c6 céu tric tuong tu dGTP (deoxyguanosin-5’-
triphosphat) nén da canh tranh voi dGTP - mét co chat clia enzym
phién ma ngugc ctia virus, va duoc gin vao DNA ciia virus. Do ciu
trac cua chit chuyén hoa thidu nhém 3°-OH nén khong thé tao lién
két 3°,5°-phosphodiester, 1am mét kha nang kéo dai chudi DNA
nén gdy gian doan su tang trudng cua virus.

Abacavir ¢6 phd tic dung chdéng virus han ché. In vitro, chét
chuyén hoa c6 hoat tinh 5’-triphosphat c¢6 tac dung trén céc
retrovirus cia nguoi va dong vat, bao gém HIV-1, HIV-2 va FIV
(feline immunodeficiency virus). Thudc cling c6 tac dung véi virus
viém gan B (HBV) va cytomegalovirus (CMV), nhung khong c6
tac dung véi cac virus Herpes simplex loai 1 va 2 (gay bénh mun
r0p), virus Varicella zoster (bénh Zona) va virus cim A.

In vitro thubc ¢6 tac dung hiép ddng vé6i nevirapin va zidovudin,
tac dung cong khi Két hop vai didanosin, zalcitabin, lamivudin va
stavudin.

Nghién ciru in vitro cho thay abacavir néi chung khong gy doc
trén mot s6 té bao nudi cdy (bach cau, té bao gan), va khong anh
hudng toi su sao chép, sinh san cua té bao.

D3 co thong bao xuét h1en cac chung virus HIV-1 giam nhay cam
véi abacavir khi tang nong do thudc trong méi trudng nudi cy in
vitro. Bén canh d6, mot sb ching HIV-1 khéng in vitro ciing da tim
thdy khi diéu tri v6i abacavir. Cho dén nay, co ché khang thudc
chua dugc xac dinh rd, nhung dot bién gen cua enzym phién ma
nguoc cua HIV duoc cho 1a nguyén nhan chinh gay khang thude.
Dot bién don co thé gdy giam nhay cam v6i abacavir, da dot bién
gdy khang thubc & miic do cao hon. Mot s6 ching dot bién cia
HIV khang thudc abacavir bao g(‘Sm K65R, L74V, Y115F, M184
V/I. Tuy nhién, sy khang thudc khong ting nhanh. Da c6 thong
bao co6 hién tuong khang chéo giira abacavir véi cac NRTI khac.
Céc ching HIV phan lap dugc (c6 dot bién Q151M) khang cao
v6i nhiéu nucleosid ciing giam nhay cam voi abacavir. Khang
thu6c ting nhanh khi dung riéng abacavir, do vay phac do phdi
hop abacavir véi cac thude khang retrovirus luén duoc st dung
trong diéu tri.

Abacavir chi c6 tac dung trc ché ma khong diét virus HIV nén trong
thoi gian diéu tri, ngudi bénh van can phai triét dé ap dung cac bién

phap an toan (tinh duc an toan, khong dung bom, kim tiém chung
v.v...) dé tranh lay nhidm.

Duoc dong hoc:

Thubc hp thu nhanh va tbt sau khi uéng. Sinh kha dung & ngudi
16n sau khi udng dat khoang 80%. Thoi gian dat ndng d6 thube tdi
da trung binh khoang 1,5 i (véi thude vién) va khoang 1 gid (voi
thudc nudce). Thire an 1am chdm nhung khéng anh huéng téi mirc
d6 hap thu. Trén bénh nhan nhiém HIV véi lidu 300 mg hai lan
mdi ngay, ndng do thudce téi da trong mau & trang thai can bang dat
khoang 3 microgam/ml. Nghién ciru trong khoang liéu 300 - 1 200 mg
cho thiy dugc dong hoc cua thude khong ting ty 16 theo lidu dung.
Khi ding thudc theo dwdng tinh mach, thé tich phan bd vao khoang
0,8 lit/kg, cho tha‘iy thudc co thé vao cac mo. Abacavir qua duoc
nhau thai va qua dugc hang rao méau ndo cta bénh nhan nhiém
HIV dat ndng do khoang 0,13 microgam/ml, bang khoang 30%
ndng do thudc trong huyét twong. Vao co thé, thubc dugc chuyén
hoa ¢ gan boi cac enzym alcohol-dehydrogenase va glucuronosyl-
transferase thanh cac chit chuyén héa khong c6 tic dung trén virus.
Céc enzym cytochrom P, gy chuyén hoa thube khong dang ké.
Thubc lién ket Vi protein huyét tuong khoang 50% va khong phu
thudc vao nong d. Khoang 82% liéu dugc thai trir qua nude tiéu
dudi dang chat chuyén hoa, phan con lai dugc thai trir theo phan.
Nitra doi thai trir huyét twong khoang 1,5 gid, trong dich ndo tiry
khoang 2,5 gio.

Abacavir ¢6 dudi hai dang mubi sulfat va succinat, mubi sulfat
dugc dung nhiéu hon cho céc thude ding dudng udng.

Chi dinh

biéu tri nhiém HIV & nguoi 16n, tré vi thanh nién va tré em trén 3
théang tudi. Phac db diéu tri thuong phai két hop véi it nhét 2 thude
khang virus khac.

Phong bénh do phoi nhiém: Truéc day, abacavir dd dugc dung phéi
hop v6i céc thube khang retrovirus khac dé phong nhiém HIV cho
nhiing can bo y té lam viéc trong moi trudng dé 1y nhiém, nhung
nay it dung. Hién nay phac dd két hop abacav1r v6i cac thube
khang retrovirus khac van con dugc mot sé noi sir dung dé phong
cho nhitng ngudi ¢6 nguy co phoi nhiém véi mau, mo, cic dich co
thé ciia nguoi da biét co nhiém HIV, c6 nhidu nguy co lay truyén
virus ma khong phai do nghé nghiép (Viét Nam chua ap dung).
Céc thude retrovirus phdi hop co thé 1a efavirenz, lamivudin/
emtricitabin.

Chéng chi dinh

Dj tmg v6i abacavir hodc voi mot trong cac thanh phin cia thude.
Suy gan vira va nang.

Phu nir mang thai.

Than trong

Phai rt than trong khi dung abacavir, nhét 1a trong 6 tudn dau, vi
nguy co phan tng qua man (4%), doi khi gy tir vong. Phat hién
phan tmg qua mén thuong rat kho vi d& 1dn véi mot bénh toan
than. Phai ngirg ngay abacavir néu co céc tridu ching qua man va
khong bao gid dwoc ding lai. Ngudi bénh phai duge theo ddi can
than trong 2 thang dau didu tri, vi phan tmg qua min co thé xay ra
bat cir lic nao. Ngudi bénh bit dau diu tri lai sau khi ngimg thude
cling c6 nguy co, ké ca trude do khong c6 triéu ching qua man.
Do d6, cin khuyén ngudi bénh phai udng thudc déu, khong duoc
ngét quang.

Khéng dugc ding abacavir cho ngudi bi bénh gan ning va phai rat
than trong dbi voi nguoi co nhidu nguy co méc bénh gan (phu nit
béo phi, gan to, viém gan man tinh B, C va diéu tri két hop thude
khang virus). Phai ngimg thudc ngay néu chirc ning gan thay déi
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theo hudng xau di nhanh hodc néu gan to hoc nhiém toan chuyén
héa ma khong rd nguyén nhan.

Than trong ding abacavir & ngudi bi suy than giai doan cudi.

An toan va hi€u qua cta abacavir dang vién nén va dung dich chua
dugc xac dinh trén tré so sinh va tré dudi 3 thang. Khong nén dung
cac dang phdi hop 2 thude (abacavir va lamivudin) cho tré du6i
18 tudi, hodc phdi hop 3 thude (abacavir, lamivudin va zidovudin)
cho tré can ning dudi 40 kg vi khong thé didu chinh duoc lidu cho
tung truong hop.

Thoi ky mang thai
Khéng ding cho phu nit mang thai. Trén chudt thi nghiém, thude
qua nhau thai va gay doc cho phoi va thai.

Thoi ky cho con bu

Khéng ding cho phu nir dang cho con bi. Thubc va cac chét
chuyén héa cuia thude co bai tiét qua sita dong vat thi nghiém va
rét ¢ thé ciing c6 trong sita me. Nguoi bénh ding abacavir khong
duoc cho con bu. Néi chung, phu nit nhiém HIV khong nén cho
con b vi ¢ thé truyén HIV sang con qua sita.

TAac dung khong mong muon (ADR)

ADR thuong gip nhat 1a man cam (t6i 9%), nang va c6 thé gay
tir vong. Phan mg qua min hay xay ra nhit trong 6 tuan dau
didu trj hodc khi diéu tri gian doan va c6 thé biéu hién & nhiéu
co quan. Cac triéu chimg qua man bao gom trigu ching & da (ndi
san, phong, may day), tiéu hoa (budn non, non, ia chay, dau bung,
loét miéng); ho hip (kho tho, ho, dau hong, tham nhidm phdi trén
X quang) toan than (sbt, nga lim, khé chiu, phu, sung hach, ha
huyét ap, viém két mac, phan Ve) than kinh (nhuc dau, giam cam
giac); huyét hoc (giam bach ciu); gan - tuy (r6i loan chirc ning
gan, viém gan, suy gan); co - xuong (dau co, tiéu co, dau khdp,
tang creatin phosphokinase); tiét nidu (ting creatinin, suy than).
Céc trigu chimg hay gdp & tré em 1a ndi man da, réi loan tiéu héa.
Céc triéu chung man cam rat d& bi chin doan nhim véi cac bénh
khac nhu cum, bénh duong ho hép hodc tiéu hoa, triéu chung sé
mét di néu ngimg abacavir nhung nang 1én nhiéu néu tiép tuc ding
thuc. Chan doan dua vao c6 ndéi man hodc c6 hai trong sd cic
triéu chiing sau: sbt, rdi loan tiéu hoa (buén ndn, non, dau bung, ia
chay), mét moi, kho chiu, chén an, tri¢u chirng hd hép (viém hong,
ho, thd nong, kho tho).

Thuong gap, ADR > 1/100

Tiéu hoa: Non, budn non.

Toan than: Nhire diu, chén an, mét moéi, réi loan giéo ngu hodc
ngu it.

Ngoai da: Phat ban, mé day.

It gap, 1/1 000 < ADR < 1/100

Toan than: Sot, dau khop, phu.

Méu: Sung hach, giam bach cau lympho, ting triglycerid trong mau.
Khéc: Viém két mac, rdi loan phan bd m& (giam m& & tay, chan,
mat; tang mo & ¢, nguc, than).

Ti€u hoa: Chan an, loét miéng, dau bung, viém tuy.

Ho hép: Kho tho, dau hong, ho.

Tuén hoan: Ha huyét ap.

Than kinh: Di cam.

Hiém gdp, ADR < 1/1 000

Viém tuy.

Nhiém acid lactic huyét c6 thé nguy hiém dén tinh mang, thuong
Xdy ra & nguoi bi gan rat to, gan xo hoa md d thay thong bao vai
bénh nhan dung céc thude nucleosid irc ché enzym phién ma nguoc.
Céc déu hidu sém bao gdm rdi loan tiéu hoa théng thudng (budn
non, ndn, dau bung), cdm gidc mét xiu, an khong ngon, sut can, cac
déu hiéu hé hip (thd nhanh va/hodc thé sdu), hodc dau hidu than
kinh, ké ca ligt.

Hwéng dén cach xir tri ADR

Quéa min vé6i thude: Do phan tmg qué man c6 thé xay ra bit ky
lac ndo, can theo ddi va thim kham 2 tuan mot lan trong 2 thang
dau. Nging thube ngay néu c6 triéu chirg qua man hodc nghi ngd
¢6 qua man va khéng dwoc ding lai néu da phai nging thude do
qua man (vi lan sau phan (mg qua man s& ning hon). Can chua ¥
dén triéu ching hay gap 1a da ndi man. Néu bét budc phai dung lai
abacavir sau khi ngirmg thuéc ma chic chén khéng phai do qua man
thi nguoi bénh phai dugc diéu tri va theo doi tai bénh vién cé dua
phuong tién cap ctru hdi strc. Phai than trong khi dung dong thoi
cac thudc doc véi da. Hudng dan bénh nhan uéng thuéc déu, nhan
biét cac triéu chimg qua man va thong bao cho thay thudc ngay khi
bat dau dung lai thudc hodc khi ¢ tri¢u chimg.

Bi nhiém acid lactic huyét: Tam ngimg hodc ngimg hin ding
abacavir néu thiy men gan tang nhanh, gan to, toan huyét khong r&
nguyén nhan. Chi y dén céc triéu ching tiéu hoa twong nhu khong
quan trong (ndn, budn nén, dau bung, cac tridu chimg hd hip va
than kinh) chirc ning gan bi giam, gan bi nhiém mé, gan to dan
hodc bi nhiém acid lactic.

Liéu lugng va cich ding

Cdch dung:

Thubc duoc ding dudi dang ubng. Ubng thude véi nhiéu nude va
khéng phu thudc vao bira an.

Néu udng dang thudc nuéc, phai dung dung cu dong ban theo
thube dé bao dam lidu chinh x4c, khong dl‘mg thia an thong thu(‘mg
Can udng thude dung gio. Neu quen thi phal uong ngay khi nhé. Néu
nho ra vao lac sap dén gio uong liéu thudc tiép theo thi bo qua 11eu
thudc bi quén va ubng lidu tiép vao gio da dinh. Khéng tu y udng gip
d6i liéu néu khong c6 chi dinh cua béc si.

Ngudi 16n thuong ding dang thudc vién, tré em nén dung dang
thudc nude ubng.

Khong ding cac dang hdn hop 2 hodc 3 thude cho tré em, nguoi
¢6 thé trong < 40 kg, nguoi suy giam chirc ning than (Cl,< 50 ml/
phit), suy giam chtc ning gan hodc nhiing truong hop phai didu
chinh liéu. Khi da ding dang hdn hop, khong dugc ding thém cac
thudc khéac cing duge chat co chita trong ché phdm hdn hop.

Liéu diing:

Liéu lugng duoc tinh theo abacavir base.

Nguwoi I6n: Didu tri nhiém HIV: Lidu thudong ding 1 600 mg, dung
mot lan mdi ngay, hodc 300 mg/lan, hai lan mdi ngay.

Dang két hop 2 thubc: 1 vién mdi ngay (abacavir 600 mg va
lamivudin 300 mg).

Dang két hop 3 thudc: 1 vién/lan (abacavir 300 mg, lamivudin
150 mg va zidovudin 300mg), 2 1dn mdi ngay.

Du phong sau khi phoi nhidm (khong phai do nghé nghiép): 600 mg
abacavir mot lan mdi ngay, hodc 300 mg abacavir/lan, hai lan mdi
ngay, két hop vai it nhét 2 thude khang retrovirus khac.

Tré em (didu tri nhiém HIV): Tré trén 3 thang tudi dén 12 tudi 1a
8 mg/kg/lan, 2 1an mdi ngay cach nhau 12 gio, toi da 1a 600 mg/
ngay.

V6i tré can ning > 14 kg - 21 kg: C6 thé dung dang vién nén, mdi
1an ubng 150 mg (nira vién 300 mg), 2 1in mdi ngay.

Vi tré can nang > 21 kg - dudi 30 kg: Ubng 150 mg (nira vién 300 mg)
vao bubi sang va 300 mg (1 Vlen) vao budi tbi.

Véi tré can ning > 30 kg: Ubng 300 mg/lan, 2 1an mdi ngay.

Tré > 16 tudi c6 thé dung lidu nhu nguoi 16n.

Bénh nhén suy thdn: Khong can phai didu chinh lidu cho trudong
hop suy than nhe. Khong nén dung cho céc truong hop suy than
giai doan cudi, Cl_< 50 ml/pht.
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Twong tic thude

Véi cdc thude bi chuyén héa boi hé men gan: Do cac enzym
cytochrom P, gdy chuyén hoa abacavir khong dang ké, nén it co
twong tac vai cac thudc chuyén hoa boi hé men nay.

Voi alcohol (ruwou): Khong co tuong tac 1am sang gilra rugu va
abacavir, nhung ruou lam cham thai trir abacavir va do d6 lam tang
nong do thude trong mau. Khong thdy co phan tmg kiéu disulfiram.
V6i cdc thuoc khang virus: Tac dung khang virus HIV-1
in vitro, abacavir c¢6 tac dung cong hodc hiép dong véi cac thude
{rc ché integrase va protease ctia HIV (nhu raltegravir, amprenavir,
nelfinavir, tipranavir); Tac dung cong hodc hiép dong véi cac
thudc e ché phién mi ngugc khong thudc nhom nucleosid
(efavirenz, nevirapin) ciing nhu véi cac thudc e ché phién ma
nguoc nucleosid va nucleotid (didanosin, emtricitabin, lamivudin,
stavudin, tenofovir va zidovudin)

Véi methadon: Khi dung ddng thoi, abacavir lam ting téc do
thanh thai cia methadon nhung duge dong hoc cua abacavir khong
bi anh huéng. Theo doi bénh nhén, c6 thé didu chinh lidu methadon
& mot sb bénh nhan néu can.

Po 6n dinh va bao quin

Bao quan & nhiét 6 phong, khong qué 30 °C, tranh am.

Lo dd mo khong duoc dé qua 2 thang.

C6 thé bao quan thudc nudc trong ti lanh nhung khong duge lam
dong bang.

Qua lidu va xir tri

Chua c6 thong bao vé triéu chimg ngd doc do qua liéu. Khong co
thubc giai doc dac hiéu, nén diéu trj chu yéu theo tri¢u chung, néu
¢6. Chua biét thudc c6 thé thai loai bing tham tach mang bung hay
loc mau khong.

Théng tin quy ché

Abacavir c6 trong Danh muc thudc thiét yéu tan dugc ban hanh lan
thtt VI, ndm 2013 va Danh muc thudc chu yéu st dung tai cac co
s& kham bénh, chita bénh dugc quy bao hiém y té thanh toan, ban
hanh nam 2015.

Tén thwong mai
Ziagen.

ACARBOSE

Tén chung qudc té: Acarbose.
Ma ATC: A10BFO1.

Loai thudc: Thudc ha glucose méau - chdng dai thao duong (irc ché
alpha-glucosidase).

Dang thudc va ham lugng
Vién 25 mg, 50 mg, 100 mg.

Duoc Iy va co ché tic dung

Acarbose 1a mot tetrasaccharid c6 tac dung lam ha glucose mau.
Acarbose ¢ ché co tinh chit canh tranh va hdi phuc véi céac
enzym alpha-amylase & tuy va enzym alpha-glucosidase & té bao
ban chai cua rudt dac biét la sucrase, lam cham tiéu hoa va hz‘ip thu
carbohydrat. Két qua 1a glucose méau ting cham hon sau khi an,
giam nguy co ting glucose mau sau in, va ndng do glucose mau
ban ngay dao dong it hon. Khi ding acarbose duy nhét dé didu trj dai
thao duong typ 2 cing ché do an, acarbose lam giam ndng do trung
binh ciia hemoglobin glycosylat (vao khoang 0,6 dén 1%). Giam
hemoglobin glycosylat tuong quan v&i giam nguy co bién ching

vi mach ¢ ngudi dai thao dudng. Acarbose khong trc ché lactase va
khong gay mét dung nap lactose.

Trai v6i cac thudc ha glucose mau nhom sulfonyluré, acarbose
khong lam tang tiét insulin. Acarbose ciing khong gay giam glucose
mau luc doi khi dung don tri lidu & ngudi. Vi co ché tac dung cua
acarbose va cua thubc ha glucose mau thudc nhom sulfonyluré,
nhom biguanid khac nhau, chiing c¢6 tic dung cong hop khi dung
phdi hop. Tuy nhién, vi acarbose cht yéu lam chdm hon 13 ngan can
hép thu glucose, thudc khong 1am mét nhiéu calo trong lam sang va
khong gay sut can ¢ ca nguoi binh thuong va nguoi dai thao duong.
Acarbose c6 thé thém vao dé gitp cai thién kiém soét glucose méau
& ngudi bénh diéu tri it két qua bang cac liéu phap thong thudng.
Duoc dong hoc

Hap thu: Sau khi udng, phan 16n acarbose luru lai trong dng tiéu hoa
dé duoc cac enzym tiéu hoa va chu yéu vi khuén chi ¢ rudt chuyén
hoa dé acarbose phat huy tac dung duogc ly. Dudi 2% liéu ubng
duoc hép thu dudi dang thudc ¢6 hoat tinh; trong khi do, khoang
35% lidu udng dugc hap thu cham dudi dang chat chuyén hoa duge
tao thanh trong dudng tiéu hoa. Nong do dinh cia acarbose trong
huyét trong: Khoang 1 gid. Nong do dinh cac chit chuyén hoa
trong huyét twong: Tir 14 - 24 gid sau khi ung.

Chuyén hoa: Acarbose dugc chuyén hoa hoan toan & duong tiéu
hoa, chu yéu do vi khuan chi duong rudt va mét lugng it hon do
enzym tiéu hoa. it nhat 13 chat chuyén héa di dugc xac dinh.

Dao thai: Nira doi thai trir acarbose hoat tinh trong huyét tuong
khoang 2 gio, nhu vay, khong c6 hién tuong tich lity thudc khi udng
3 lan mdi ngay. Khoang 51% lidu ubng dao thai qua phan dudi
dang acarbose khong hép thu, trong vong 96 gio. Khoang 34% liéu
ubng dao thai qua than dudi dang cac chit chuyén héa hip thu.
Du6i 2% liéu udng dao thai qua nudc tiéu dudi dang acarbose va
chat chuyén hoa hoat dong.

Chi dinh

Pon tri liéu: Nhu mot thude phu tro ché @6 an va tap luyén dé diéu
tri dai thao duong typ 2 (khdng phu thudc insulin) & nguoi ting
glucose mau (dic biét ting glucose mau sau khi an) khong kiém
soat duogc chi bz"ing ché @6 an va tap luyén.

Thubc co6 thé phdi hop véi cac nhom thude khac (sulfonyluré hodc
biguanid hodc insulin) véi ché d6 an va tap luyén dé dat duoc muc
tiéu didu tri dai thdo duong typ 2.

Chéng chi dinh

Qu4 man véi acarbose.

Viém nhidém duong rudt, dic biét két hop véi loét. Do thude c6 kha
ning tao hoi trong rudt, khong nén dung cho nhimng ngudi dé bi
bénh 1y do tang ap luc 6 bung (thoat vi).

Nhirng truong hgp suy gan, ting enzym gan. Nguoi mang thai hodc
dang cho con bu; nguoi déi thao dudng typ 2 dudi 18 tudi.

Ha duong huyét.

Dai thao duong nhiém toan thé ceton.

Than trong

Vi ¢6 nhitng truong hop ting enzym gan nén cin theo ddi
transaminase gan trong qua trinh diéu tri bing acarbose.

C6 thé xay ra ha glucose méau khi ding acarbose ddng thai voi mot
thudc chéng dai thao duong sulfonyluré va/hodc insulin. Khi didu
tri ha glucose mau, phai ding glucose uéng (dextrose) ma khong
dung sucrose (dwdng tring) vi hép thu glucose khong bi trc ché
bdi acarbose.

Acarbose khong co tac dung khi dung don doc ¢ nhitng nguoi bénh
dai thdo duong c6 bién chiing nhiém toan, tang ceton hodac hon mé;
hozc khi bi mot stress (nhu st cao, chin thuong, phau thuat...), &
nhiing truong hop nay, phai dung insulin.
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Thoi ky mang thai

Chua xac dinh dugc d an toan & nguoi mang thai. Nén dung insulin
trong thoi ky mang thai dé duy tri glucose mau cang gan binh
thuong cang tot.

Thoi ky cho con bu
Acarbose nén tranh dung trong thoi ky cho con bu.

Tac dung khéng mong mudn (ADR)

Pa sb cac tac dung khong mong mudn 13 vé tiéu hoa nhu ia chay,
dau bung, day hoi, ting enzym gan, viém gan. D c6 bao céo vé tac
dung phu gay phu, ban do, vang da, nglra, may day.

Thuong gap, ADR > 1/100

Tiéu hoa: Day bung, phan nat, ia chay, budn nén, bung truéng va
dau.

It gap, 1/1 000 < ADR < 1/100

Gan: Test chirc ning gan bit thudng. Da: Ngira, ngoai ban.

Hiém gap, ADR < 1/1 000

Gan: Vang da, viém gan

Huéng din cach xir tri ADR

Tac dung khong mong mudn vé tiéu hoa co thé giam khi van tiép
tuc diéu tri va chi cin giam lwong duong in (dwong mia). Dé giam
thiéu cac tic dung phu vé tiéu hoa, nén bat dau diéu trj bang lidu
thép nhat va ting dan cho t&i khi dat dugc két qua mong mudn.
Khong dung cac thudc khang acid dé diéu tri cac tac dung phu vé
tidu hoa, do thude c6 thé it c6 hiéu qua diéu tri.

Tén thuong gan, kém vang da, ting aminotransferase huyét thanh
thuong hét sau khi ngimg thude.

Liéu lwong va cach ding

Ubng acarbose vao dau bira dn dé giam ndng do glucose mau sau
an. Liéu phai do thdy thudc diéu chinh cho phi hop timg trudng
hop, vi hidu quéa va dung nap thay d6i tiiy tirng ngudi bénh. Vién
thudc phai nhai ciing véi miéng an dau tién hodc nudt ca vién cliing
v6i it nude ngay trude khi dn. Muyc tiéu diéu tri 1a giam glucose
méu sau khi dn va hemoglobin glycosylat v& mirc binh thudng
hoic gin binh thudng. Trong qué trinh diéu tri ban d4u va didu chinh
lidu phai dinh luvong glucose mot gid sau khi an dé xac dinh su déap
tmg diéu trj va lidu t6i thiéu c6 tic dung cta acarbose. Sau do,
theo ddi hemoglobin glycosylat khoang 3 thang mét lan (thoi gian
song ciia hdng ciu) dé danh gia kiém soat glucose méau dai han.
Liéu heong:

Liéu ban dau thuong ding cho ngudi 16n: 25 mg/lan, 3 1an/ngay
cung véi miéng an dau tién ctia mdi bita chinh. Nhung dé giam bét
céc triéu chimg vé tiéu héa, c6 thé bat dau 25 mg uéng mot 1an mdi
ngay, rdi tang dan liéu cho t6i 25 mg/lan, udng 3 1an/ngay, néu dung
nap duoc.

Liéu duy tri: Khi da dat duoc liéu 25 mg/lan, ngay udng 3 lan, thi
¢t cach 4 - 8 tuan lai diéu chinh liéu, dua theo nf‘)ng do glucose
huyét 1 gio sau bita an va kha ning dung nap thudc. Liéu lugng co
thé tang tir 25 mg/l1an, ngay udng 3 1an cho téi 50 mg/lan, ngay
ubng 3 1an. Liéu duy tri thuong dao dong tir 50 -100 mg/lan, ngay
ubng 3 1an.

Liéu tdi da: Néu can nang nguoi bénh 1a 60 kg hoac nhe hon:
50 mg/lan, ngay udng 3 lan. Néu nguoi bénh ¢ can ning trén
60 kg: 100 mg/lan, ngay udng 3 lan. C6 nguoi di dung t6i licdu
200 mg/lan, ngay udng 3 lan.

Vi ngudi ¢6 can nang thip co nguy co bj ting transaminase huyét
thanh, nén chi nhitng ngudi bénh trén 60 kg m&i nén dung lidu cao
trén 50 mg/lan, ngéy ubng 3 lan.

Khi glucose huyét sau an hoic hemoglobln glycosylat khong giam
thém nita, khi da dung liéu 200 mg/lan, ngay udng 3 lan, nén tinh

dén giam lidu. Phai duy tri liéu c6 hiéu qua va dung nap duoc. Diéu
chinh liéu trong suy than:

Cl, < 25 ml/phut: Nong do dinh trong huyét trong cao hon gép
5 1an, va AUC rong gép 6 1an so v&i ngudi co chire nang than binh
thuong.

Creatinin huyét thanh > 2 mg/dl: Khong nén ding acarbose.

Twong tac thude

Trong khi diéu trj bang acarbose, thirc an chira duong saccharose
(duong tring) thuong giy kho chiu & bung hodc ¢6 khi ia chay, vi
hydrat carbon tang 1én men ¢ dai trang.

Acarbose c6 thé can tré hap thu hodc chuyén hoa sit.

Vi co ché tac dung clia acarbose va ciia cac thudc chong dai thao
duong nhém sulfonyluré hoac biguanid khac nhau, nén tic dung
clia chung d6i véi kiém soat glucose mau c6 tinh chat cong khi
dung phdi hop.

Cén tranh ding dong thoi véi cac thude khang acid, cholestyramin,
céc cht hap phu & rudt va cac enzym tiéu héa, vi co thé lam giam
tac dung cua acarbose.

Neomycin lam ting tac dung giam glucose huyét ctia acarbose.
Acarbose lam giam tac dung ctia digoxin do trc ché hap thu digoxin.
Qud liéu va xir tri

Khong giong nhu sulfonyluré hodc insulin, qua liéu acarbose
khong gy ha glucose huyét. Qua liéu acarbose c6 thé gay ting
truéng bung, ia chdy, dau bung, nhung cac tri¢u chung thuong
hét nhanh chéng. Trong truong hop qua lidu, khong nén cho
ngudi bénh ding d6 udng hodc thirc an chira nhiéu hydrat carbon
(polysaccharid, oligosaccharid, va disaccharid) trong 4 - 6 gio.

Do 6n dinh va bio quin
Béo quan thude dudi 25 °C, tranh am moc.

Théng tin qui ché

Acarbose ¢6 trong Danh muc thudc thiét yéu tan dugc ban hanh
lan thtr VI, ndm 2013 va Danh muc thudc tan duoc thude pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Abrose; Arcalab;  Aucabos; Diabeat; Dorobay;
Eusystine; Glucarbose; Glucobay; Glumeca; Hi-Glucose 50;
Medbose,; Robsel; SaVi Acarbose 25.

Acarfar;

ACEBUTOLOL

Tén chung qudc té: Acebutolol.
Mai ATC: C07AB04.
Loai thudc: Chen beta giao cam (chen beta-adrenergic).

Dang thudc va ham lugng
Vién nén, vién nang: 100 mg, 200 mg, 400 mg.

Duge ly va cor ché tac dung

Acebutolol 14 thudc chen chon loc’thu thé beta, adrenergic va cg')
tac dung dugc 1y tuong tu cac thuoc chen beta giao cam khac. O
liéu thép, acebutolol c6 tac dung uc ché chon loc do co ché canh
tranh v6i cac chit dép truyén than kinh giao (fém trén thu’thé beta,
O tim, trong khi c6 rat it taic dung trén thu the beta, ¢ phé quén va
co tron mach mau. O liéu cao (trén 800 mg/ngay), thuc mat tac
dung chon loc va trc ché canh tranh ca trén thy thé beta, va beta,.
Bén canh do, acebutolol con thé hién hoat tinh giao cam ndi tai yeu
(hoat tinh cht van mot phin trén thy thé beta). Thube cling ¢6 tac
dung 4n dinh mang té bao trén tim, tuong tu nhu quinidin, nhung
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chi xuat hién khi ding lidu cao va thuong khéng rd rang & liéu
thuong dung trong 1am sang.

Tac dung duoc 1y cta thube 1a do tac dung cua ca acebutolol chua
chuyén héa va chat chuyén héa chinh (diacetolol). Diacetolol co
hoat tinh manh twong duong acebutolol, va cé hoat tinh chon loc
beta, cao hon so v6i acebutolol trén dong vat thi nghiém. Diacetolol
cling ¢o6 hoat tinh giao cam ndi tai yéu, nhung khong c6 tac dung
6n dinh mang té bao.

Do co ché tac dung trén, acebutolol va chit chuyén hoa diacetolol
lam giam tan s tim, dic biét tim dap nhanh do géng suc, va lam
giam co bop co tim; ca hai tic dung nay bi ddo 16n mét phan do
thudc c¢6 hoat tinh giao ciam ndi tai (Intrinsic Sympathomimetic
Activity, viét tit 1a ISA), nén tan s6 tim lic nghi giam do thudc
thuong it hon (khoang 3 nhat dap/phiit) so véi cac thudc chen beta
khac khong ¢6 ISA. Cung lugng tim lic nghi ciing nhu khi ging
sirc bi giam hodc khong thay dbi trong khi diéu tri acebutolol.
Giam co bop co tim va tan s6 tim do acebutolol dan dén giam tidu
thu oxy cua co tim, diéu nay giai thich tinh hiéu qua cua acebutolol
trong con dau thét nguc én dinh man tinh. Acebutolol 1am giam
huyét ap tam thu va tdm trurong lic nghi va khi géng stre. Chura xac
dinh chinh x4c dugc co ché tac dung giam huyét ap cia acebutolol.
Thubc 1am giam huyét 4p & ngudi ting huyét 4p c6 renin thép va ca
& nguoi tang huyét ap co renin binh thuong hoic cao.

Acebutolol con c6 tac dung chéng loan nhip tim, thudc loai thubc
chéng loan nhip nhom II. Tac dung chéng loan nhip va dién sinh
cua acebutolol qua trung gian chu yéu do hoat tinh chen beta cua
thudc. Acebutolol 1am cham dén truyén trong nit nhi that va lam
tang tinh tro ctia nat nhi that, ma khong tic dong nhidu dén thoi
gian hdi phuc nut xoang, thoi ky tro hitu hiéu ctia nhi hodc thét,
hoic thoi gian din truyén HV (din truyén that).

Duoc dong hoc

Acebutolol dugc hap thu tot & dudng tiéu hda, nhung phan 16n bi
chuyén hoa lan diu & gan. Mic du vay sinh kha dung duong udng
ctia acebutolol dugc ghi nhan khoang 40%. Chéit chuyén héa chinh
qua gan cua acebutolol 1a diacetolol.

Sau khi ubng, ndng d6 dinh cuia acebutolol va diacetolol tuong tng
dat dugc sau 2 va 4 gid. Thirc an khong anh huéng dang ké dén hép
thu thudc. O ngudi binh thuong hodc ting huyét ap, acebutolol bét
déu tac dung trong vong 1 - 1,5 gid ddi véi tan sb tim lac nghi, do
phan xa hodc do ging stic va huyét ap tim thu, tac dung t6i da sau
2 - 8 i va co thé kéo dai téi 24 gid hodc lau hon. Sau khi udng
mot lidu don 300 mg & ngudi bi ngoai tim thu that, acebutolol lam
hét ngoai tam thu that trong khoang 1 gid, t&i da luc 4 - 6 gid va c6
thé kéo dai téi 10 gio.

Acebutolol va diacetolol phan bd rong trong co thé, nhung ca hai
chit it tan trong lipid va it vao dugc than kinh trung wong. Ca hai
chat qua dugc nhau thai va phan bd trong sita me voi nong do
con cao hon ca ndng do trong huyét trong me. Acebutolol lién
két protein huyét trong véi ty 18 26%, va khoang 50% lién két vai
hdng céu.

Nira doi thai trir huyét tuong ciia acebutolol 1a 3 dén 4 gid va cua
diacetolol 1a 8 dén 13 gio. Nira doi thai trir cla ca hai chat s& dai
hon khi sir dung thudc cho ngudi cao tudi. Trén bénh nhan suy than
ning, nira doi cua diacetolol c6 thé kéo dai dén 32 gio. Acebutolol
va diacetolol thai trir qua nude tiéu va qua mat, va co thé trai qua
chu trinh rudt gan. Acebutolol c6 thé bi thai trir truc tiép tr thanh
rudt non va trén 50% lidu udng c6 thé tim lai trong phan.
Acebutolol va diacetolol c6 thé loai bo khéi co thé bang thdm tach mau.

Chi dinh
Tang huyét 4p: Ding don doc hodc phbi hop vai cac thube chong
tang huyét 4p nhom khac. Acebutolol 1a mot trong mot s6 cac thude

chéng tang huyét ap duoc wa dung dé diéu tri ban diu ting huyét
ap & nguoi suy tim, sau nhdi mau co tim, bénh mach vanh c6 nguy
co cao va’hoac dai thao duong, suy than man.

Loan nhip that: Didu tri va du phong tai phat cac ngoai tdm thu
thét bao gém cac loai ngoai tam thu don dang va da dang, va/hoac
ngoai tam thu ghép va cac phirc hop R-trén-T. O ngudi bi loan nhip
tim tién phat hoac thr phat sau cac bénh tim nhu bénh dong mach
vanh, nhdi mau co tim, bénh van tim.

Loan nhip trén that: Ciing da duogc chi dinh, nhung chua dugc danh
gia day du.

Pau thit nguc man tinh én dinh: Ciing da duoc chi dinh va co thé
lam giam tan sudt con dau thit nguc, giam lidu dung nitroglycerin
va tang dung nap ging strc. Chi dinh nay chwa dugc chip nhan &
mot s6 nude (MJ).

Chéng chi dinh

Sbc tim, suy tim chua kiém soat duoc, nhip tim cham (dudi 45 - 50
nhip/phut), huyét ap thap, hoi chimg suy nut xoang, bldc nhi that
d6 2 - 3, toan chuyén hoa, ri loan tuan hoan ngoai vi ning, u tiy
thuong than chua diéu tri.

Man cam véi acebutolol hodc véi cac thude chen beta.

Thén trong

Pau that ngwe kiéu Prinzmetal: Dung rat than trong

Suy than: Khong c6 chong chi dinh ding acebutolol trén bénh nhan
suy than do thudc vira thai trir qua than vira thai trir qua dudng tiéu
héa. Can than trong khi str dung lidu cao trén bénh nhan suy than
nang dé tranh tich lily thudc (xem thém phan liéu lugng cho bénh
nhan suy than).

Suy gan: Acebutolol ciing can dugc dung than trong trén bénh
nhan suy gan.

Bénh Iy co that phé quan: Noi chung khong nén st dung céc thude
chen beta giao cam cho ngudi c6 bénh 1y co thit phé quan. Tuy
nhién do acebutolol 14 thudc chen chon loc beta, nén co thé sir dung
lidu thip trong truong hop bénh nhan khong dap ing hoic khong
dung nap véi céc tri licu thay thé. Luu y do tac dung chen chon loc
beta, khong hoan toan va phu thudc liéu, néu bit bude phai stt dung
acebutolol trén bénh nhan cé bénh 1y co that ph¢ quan, can bat dau
v6i liéu thap, chia nho liéu va chuan bi sdn cac thude gidn phé quan
dé xtr tri khi can thiét.

Suy tim: Céac thube chen beta giao cam c6 thé 1am ning thém suy
tim, vi vay khong ding acebutolol néu suy tim chwa kiém soat
dugc (xem chdong chi dinh), nhung c6 thé ding cho céc truong hop
suy tim d kiém soat dugc bang cac thude digitalis va/hoic loi tiéu.
Luu ¥ 1a ca digitalis va chen beta déu lam giam dén truyén nhi that.
Néu suy tim khong cai thién, can ding acebutolol.

Ngimg thuéc: Khi ngiing thudc, phai giam liéu tir tir trong vong
2 tudn. Dimg thudc dot ngdt co thé lam ting ning bénh, diéu nay
dac biét quan trong ddi véi bénh nhan c6 bénh dong mach vanh
hodc suy tim.

Bénh mach ngoai vi: Cac thudc chen beta 1am giam cung lugng
tim, thac dfiy hodc lam nang thém triéu chung cua bénh dong mach
ngoai vi. Khong dung trong bénh dong mach ngoai vi nang (xem
chéng chi dinh), cn phai cht y v6i cac bénh nhan nay va theo dai
chit ch& cac diu hiéu tién trién tic nghén dong mach trén bénh
nhan.

Vay nén: Can can nhéc k¥ ludng trude khi quyét dinh dung thube
chen beta cho bénh nhéan vay nén.

Dimng cdc thuéc gdy mé va phdu thudt I6n: Phai ding than trong
acebutolol cho ngudi phai phau thuat 16n cin phai gdy mé. Can
thiét phai ngimg liéu phéap chen beta trude khi dai phau thuat con
tranh cai. Khi da quyét dinh ngimg chen beta trudc khi phau thuat,
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phai ngimg thudc it nhat 24 gio. Néu tiép tuc dung thudc chen
beta, giam nguy co loan nhip nhung ting nguy co tut huyét ap
va khé duy tri hodc khoi dong lai tim dap trong khi phiu thuat ¢
ngudi da dung thude chen beta. Tac dung ciia acebutolol ¢6 thé dao
nguoc bang cach cho dung cac thude chii van beta (nhur dobutamin,
isoproterenol). Néu ngudi bénh tiép tuc dung acebutolol trudce khi
phiu thuat, phai dic biét chi ¥ khi dung cac thubc gay mé wrc ché
co tim (nhu cyclopropan, ether, triclorethylen) va phai giam liéu
thdp nhét c6 thé acebutolol. C6 thé bao vé ngudi bénh chéng lai cac
phan g dbi giao cam bang cach tiém tinh mach atropin.

Bdi thio dwong: Cac thude chen beta c6 kha ning lam tang insulin
gy ha duong huyét va che lap cac dau hiéu ciia ha duong huyét
nhu nhip tim nhanh, tuy nhién thudng khong anh huong dén cac
dau hiéu khac nhu chong mit hay d6 md hoi. Bénh nhan dai thao
dudng can duoc canh bao vé kha ning che ldp cac déu hidu ctia ha
duong huyét.

Nhiém doc gidp: Cac thube chen beta c6 thé che 1ap cac ddu hiéu
1am sang ctia nhiém doc giap (déu hi¢u nhip tim nhanh). Ngung dot
ngdt cac thude chen beta co thé thiic diy con bio giap trang, vi vay
v6i nhitng benh nhan nghi ngd ¢6 nhiém doc giap néu can dimg
acebutolol can phai dugc theo doi chat ché.

Cén dung than trong thubc chen beta cho nhitng ngudi 6 tién sir
phan img phan vé véi cac loai di Gmg nguyén vi thude chen beta
6 thé 1am tang tinh man cam véi di tng nguyén va lam phan tng
phan vé ning thém, c6 thé khong dap tmg vdi liéu thong thuong
epinephrin dung dé diéu tri phan g phan vé.

Thoi ky mang thai

Khoéng nén dung acebutolol trong 3 thang dau thai ky trir khi that
can thiét va phai sir dung voi lidu thdp nhét c6 thé.

Str dung acebutolol trong giai doan cudi cua thai ky ¢ thé dan
dén hién tugng tré sinh ra nhe can, ha duong huyét, nhip cham, ha
huyét ap va cac bién chimg tim hodc phdi.

Do chua c6 cac nghién ctru ¢ kiém soat day du vé viée sir dung
acebutolol trén phu nit mang thai, chi ding thudc khi di can nhéc
k¥ gitra loi ich chita bénh va nguy co dbi véi thai.

Thoi ky cho con bu

Acebutolol va diacetolol bai tiét ra sita vdi ty 16 ndng do trong
sita/ndng do trong huyét trong tuong tng 1a 7,1 va 12,2. Khong
khuyén c4o st dung acebutolol cho phu nit dang cho con bu.

TAac dung khong mong muon (ADR)

Cac ADR thuong gdp va cac ADR nghiém trong ctia acebutolol
chi yéu lién quan dén hoat tinh chen beta giao cam. ADR thuong
dugc bao cao trong cac thir nghiém 1am sang 1a mét moéi va rdi loan
tiéu hoa, ADR nghiém trong bao gdm suy tim, bléc nhi that va co
thit phé quan.

Duéi day liét ké cac ADR duoc ghi nhan trong céc thir nghiém 1am
sang, sip xép theo hé co quan va theo tin suat gip, ADR c6 danh
déu * 1a khong dugc bao cdo tan sudt chinh xéc.

Ddng thoi dudi ddy ciing liét ké cac ADR dugce tong hop tir cac bao
c4o ty nguyén trong giai doan sau khi thudc ra thi trudng - trong
nhitng truong hop nay, tan suit gip khong udc doan duge va sé
dugc ghi 1a “khong rd tan suat”.

Rat thirong gép, ADR > 1/10

Hé mién dich: Khang thé khang nhén.

Haé than kinh: Mét méi.

Tiéu hoa: Réi loan tiéu hoa.

Thuong gap, 1/100 < ADR < 1/10

Tam than: TrAm cam, ac mong.

Hé than kinh: Pau dau, chong mat.

Tiéu hoa: Budn nén, tiéu chay.

Thi giac: Giam thi lyec.

H6 hép: Kho tho.

Da: Ban da

It gap, 1/1 000 < ADR < 1/100

Hé mién dich: Hoi ching gidng Lupus.

Khéng ré tan sudt

Tam than: R6i loan tam than, 4o giac, la 13n, mat ham mudn tinh
duc*, r6i loan giéc ngu.

Thén kinh: Dj cam*, cac rdi loan hé than kinh trung wong.

Thi gidc: Kho mét*.

Tim: Suy tim*, nghén nhi thit d¢ 1, ting nang ngh&n nhi that, cham
nhip*.

Mach: Chig khap khiéng cach hdi, hoi ching Raynaud, tim tai
ngoai vi va lanh ngoai vi, tut huyét ap*.

H6 hép: Viém phoi, tham nhidm phdi, co thit phé quan.

Tiéu hoa: Non*.

R&i loan chung: Hoi chimg dung thude.

Liéu lwong va cach ding

Téing huyét dp: Liéu udng khoi dau thong thudng 1a 400 mg mot lan
trong ngay hodc 200 mg/lan, 2 lan/ngay. Néu chua kiém soét dwoc
huyét ap sau 2 tudn diéu tri, ting lidu thanh 400 mg/lan, 2 1in/ngay
¢6 thé dat tac dung t6i wu. Trong trudng hop tang huyét 4p nang, co
thé tang liéu dén t6i da 1,2 g/ngay, chia thanh nhiéu lidu nho.

Pau that nguc: Liéu uéng khoi dau thong thuong 1a 400 mg mot
lan trong ngay (hodc 200 mg/ln, 2 lan/ngay). Trong trudng hop
ning, c6 thé ding liéu 300 mg/lan, 3 lan/ngay. Tong liéu co thé
tang dén 1,2 g/ngay néu can thiét. Khi giam liéu phai giam dan nhu
khi tang liéu.

Loan nhip: Liéu udng khoi dau 1a 200 mg/lan, 2 lan/ngay. Lidu co
thé dwoc hiéu chinh ting dan theo dap tmg, 1én dén 1,2 g/ngay.
Chia liéu nho s& kiém soat bénh t6t hon dung don lidu trong ngay.
Nguoi cao tuéi: Ngudi cao tudi co sinh kha dung dudng udng cao
gap 2 1an so véi ngudi binh thuong, vi vay thuong can lidu duy tri
thip hon. Khong ding lidu cao qua 800 mg/ngay & ngudi cao tudi.
Luu y danh gia chirc nang than, giam lidu néu co suy than tir trung
binh dén ning.

Suy than: Lidu acebutolol can giam 50% khi mirc loc ciu than tir
25 - 50 ml/phut va giam 75% khi muc loc cau than dudi 25 ml/
phat. S6 1an chia lidu khong dugc vuot qua 1 1an/ngay.

Tré em: DJ an toan va hiéu qua cta thudc trén tré em chua duge
thiét 1ap.

Twong tic thude

Acebutolol ¢6 thé ¢6 tac dung cong hudng khi dung phdi hop véi
cac thudc huy catecholamin nhu reserpin gy ra nhip cham déng
ké hodc tut huyét ap.

Khong nén st dung acebutolol dong thoi voi verapamil hodc trong
vong vai ngay diéu tri verapamil (va nguoc lai). Than trong dic
biét khi dung cung véi bét ky thudc nao trong nhém chen kénh
calci, dac biét l1a diltiazem.

Thude chdng loan nhip tim nhom I (nhu disopyramid) va amiodaron
¢6 thé 1am ting thoi gian din truyén nhi va gay ra tic dung trc ché
co co khi ding ddng thoi voi thude chen beta.

O nhiing bénh nhan dai thao dudng khong on dinh va phu thuge
insulin, c6 thé can phai giam liéu cac thudc diéu tri dai thdo duong.
Tuy nhién thudc chen beta ciing c6 thé lam giam hiéu qua cia
glibenclamid. Céc thudc chen beta lam md dau hiéu cua tut duong
huyét (xem thém phan than trong)

it c6 kha nang gap twong tac thue do day nhau khoi vi tri gin két
v6i protein huyét tuong vi ca acebutolol va diacetolol déu it lién
két v&i protein huyét tuong.
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Néu thudc chen beta duoc st dung df‘)ng thoi voi clonidin, khong
nén dimg clonidin trong vong mdt vai ngay sau khi dimg thudc
chen beta.

Acebutolol c6 thé d6i khang tac dung véi cac thudc gidng giao cam
va céc thude gidn phé quan nhom xanthin.

Phdi hop thude chen beta véi digoxin co thé gdy ra cham nhip
nghiém trong.

Tac dung ha huyét ap cua cac thudc chen beta c6 thé bi giam khi sir
dung dong thoi voi cac thude chdng viém khong steroid.

Phdi hop véi thude chdng tram cam 3 vong, thuée nhom barbiturat
va phenothiazin cling nhu phéi hop véi cac thube diéu tri ting
huyét 4p khac c6 thé lam tang tic dung ha huyét ap ciia thudc chen
beta.

Thén trong khi sir dung cling cac thuc gy mé (xem thém phan
Thén trong).

Do 6n dinh va biao quin

Bao quan ¢ noi kho, mat.

Qus liéu va xir tri

Triéu chimg: Nhip qua chdm, nghén nhi that, bloc dan truyén trong
tht, tut huyét ap, suy tim ting nang, dong kinh va c6 thé co that
phé quan, ha duong huyét.

Xur tri: Rura da day.

Nhip chdm: Atropin 1 - 3 mg tiém tinh mach, chia 3 lan. Néu chua
c6 dap ung cho thém isoproterenol tinh mach (5 microgam/phut),
theo ddi lién tuc cho t6i khi c6 dap ing. Pit may tao nhip khi rbi
loan nhip nang.

Tut huyét ap dai dang: Can cho cac thude kich thich giao cam nhur
epinephrin, dopamin hodc dobutamin.

Co that phé quan: Can cho cac thuéc nhém theophylin nhu
aminophylin hodc kich thich beta, giao cdm nhu terbutalin.

Tham tach mau c6 thé loai duoc acebutolol.

Théng tin qui ché
Acebutolol c6 trong Danh muc thudc tan dugc thudc pham vi
thanh toan ctia quy bao hiém y t&, nam 2015.

Tén thwong mai
Sectral.

ACENOCOUMAROL

Tén chung quéc té: Acenocoumarol.

Ma ATC: BO1AAO7.

Loai thudc: Thube ubng chéng dong mau. Thude khang vitamin K.
Dang thudc va ham lugng ) ‘
Vién nén 1 mg va 4 mg (vién nén 4 mg c6 thé bé thanh 4 phan).

Duge ly va cor ché tac dung

Acenocoumarol 14 mét din chdt coumarin khang vitamin K.
Nhimng thudc nay e ché enzym vitamin K epoxid reductase, dan
t6i ngdn can qué trinh chuyén acid glutamic thanh acid gamma-
carboxyglutamic ciia cac protein tién than ciia cac yéu tb dong mau
11, VII, IX, X.

Nhu vy 1a cac din chat coumarin khang vitamin K c6 tic dung
chdng dong mau gian tiép bang cach ngan can sy tong hop cac
dang hoat dong cua cac yéu t6 déng mau trén (11, VII, IX, X).

Sau khi ubng acenocoumarol, tac dung dbi voi thoi gian
prothrombin kéo dai thuong dat tbi da trong vong tir 24 dén 48
gio, tiy thudc lidu ding. Sau khi ngimg thudc 48 gid, thoi gian
prothrombin tr& vé mirc trude khi ding thude.

Sau khi ubng, n6i chung, cac dan cht coumarin khang vitamin K
gdy ha prothrombin mau trong vong 36 dén 72 gio. Can bang diéu
tri bang thudc khang vitamin K doi hoi nhiéu ngay. Sau khi ngimg
thudc, tac dung chdng déng méau con co thé kéo dai thém 2 - 3
ngay. Thubc ¢6 thé han ché duge su phat trién cua céac cuc huyét
khéi di co trude va ngan ngira duge cac triéu ching huyét khéi tic
mach thtr phat, tuy khong c6 tac dung tiéu huyét khéi truc tiép vi
khong dao nguoc dugc thuong tdn cia mé bi thiéu mau cuc bo.
So v&i warfarin va phenprocoumon, acenocoumarol co6 1gi thé 1a
thoi gian tac dung ngan hon.

Duoc dong hoc

Acenocoumarol duoc hép thu nhanh qua dudng tiéu hoa. Sinh kha
dung dudng udng dat 60%. Mot phan dang ké dong phan S(-)-
acenocoumarol qua chuyén héa budc dau tai gan, trong khi sinh
kha dung cta dong phan R(+)-acenocoumarol 1a 100%. Thudc
gian manh véi protein huyét trong (99%). Nong d6 dinh cta thude
trong huyét twong dat trong vong 1 - 3 gio. Thé tich phan b
0,16 - 0,34 lit/kg. Acenocoumarol qua nhau thai va mét phan nho
duogc phat hién trong sita me.

Acenocoumarol bi chuyén hoa ¢ gan boi hé enzym cytochrom
P, (isqenzym CYP2C9 'chuyén hoa dong phan S, déng phan ’R
bi chuyén hoa bdi mét so isoenzym khac) thanh cac chat chuyén
hoa amin va acetamid khong c6 hoat tinh. Mot vai chét chuyén hoa
khac nhu diastereoisometric alcohol va chit chuyén hoa hydroxyl
¢6 thé c¢6 hoat tinh. Cac nha 1am sang can biét kha ning mot s6
nguoi bénh nhay cdm cao vdi acenocoumarol do tinh da hinh cua
ty lap thé & gan, va c6 thé phai giam liéu ¢ nguoi bénh do.

Ntra doi thai trir cua acenocoumarol khoang 8 - 11 gio.

Thudc dao thai chi yéu qua nude tiéu (60% trong khoang 1 tuan) & dudi
dang chuyén hoa va mot phan qua phan (29% trong khoang 1 tuan).

Chi dinh

Bénh tim gay tic mach: Du phong bién chig huyét khdi tic mach
do rung nhi, bénh van hai 14, van nhan tao.

Nhéi mau co tim: Dy phong bién chimg huyét khdi taic mach
trong nhdi mau co tim bién chimg nhu huyét khi trén thanh tim,
10i loan chtrc ning that trai nang, loan dong thit trai gay tic mach
khi diéu trj tiép thay cho heparin. Dy phong tai phat nhéi mau co
tim khi khong dung dugc aspirin.

Diéu tri huyét khdi tinh mach séu va nghén mach phéi va du phong
tai phat khi thay thé tiép cho heparin.

Du phong huyét khdi tinh mach, nghén mach phéi trong phiu
thuat khép hang.

Du phong huyét khdi trong dng thong.

Chéng chi dinh

Mién cam da biét voi cac dan chéat coumarin hay thanh phan c6
trong thude.

Thiéu hut vitamin C, viém mang trong tim do vi khuan, loan san
mau hodc bat ky réi loan mau nao co ting nguy co xuit huyét.
Tang huyét ap (ning).

Suy gan nang, dac biét khi thoi gian prothrombin da bi kéo dai.
Nguy co chay mau, méi can thiép ngoai khoa vé than kinh va mét
hay kha nang phai mo lai.

Tai bién mach méu ndo (trir trudng hop nghén mach & noi khac).
Suy than nang (CI_< 20 ml/phit).

Gian tinh mach thyc quan.

Loét da day - ta trang dang tién trién.

Khéng duge phdi hop véi aspirin lidu cao, thubc chéng viém
khong steroid nhan pyrazol, miconazol dung duong toan than, am
dao; phenylbutazon, cloramphenicol, diflunisal.

Khoéng dung acenocoumarol trong vong 48 gio sau khi sinh.
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Than trong

Phai luu ¥ dén kha ning nhén thirc ciia ngudi bénh trong qua trinh
didu tri (nguy co ubng thudc nhim). Huéng dan can than dé ho
tudn thu chi dinh chinh x4c, hiéu 1 nguy co va thai d¢ xu 1y, nhét
1a véi ngudi cao tudi.

Phai nhén manh viéc udng thudc déu hang ngay vao cting mot thoi
diém.

Phai xét nghiém kiém tra ty s6 chuan hoa qudc té (INR) dinh ky va tai
cung mot noi.

Truong hgp can thiép ngoai khoa, phai xem xét tirng truong hop
dé diéu chinh hodc tam nging dung thudc chéng déng mau, can cir
vao nguy co huyét khéi ciia nguoi bénh va nguy co chay mau lién
quan dén ting loai phiu thuat.

Theo dbi can than va diéu chinh liéu cho phil hgp & ngudi suy than
vira va nhe hodc ha protein mau.

Tai bién xuat huyét dé xay ra trong nhitng thang du diéu tri, nén
can theo ddi chit ch&, dic biét khi ngudi bénh ra vién trd vé nha.
Khéng nén dimg thude dot ngot.

Thoi ky mang thai

Di c6 thong ké khoang 4% di dang thai nhi khi nguoi me ding
thubc nay trong quy dau thai ky. Vao cic quy sau, van thiy co
nguy co (ca say thai). Vi vay tranh dung cho phuy nit c6 thai, dac
biét 1a trong 3 thang dau va 3 thang cudi thai ky. Chi dung thude
khi khong thé cho heparin.

Thoi ky cho con bu
Tranh cho con bi. Néu phai cho b thi nén bu vitamin K cho dtra tré.

Tac dung khong mong mudn (ADR)

Céc biéu hién chay mau 1a bién chung hay gap nhat, c6 thé xay ra
trén khép co thé: Hé TKTU, cac chi, cac phu tang, trong 6 bung,
trong nhan cau, ...

D6i khi xay ra ia chay (c6 thé kém theo phan nhiém m&), dau khop
riéng 1¢.

Hiém khi xay ra: Rung toc; hoai tir da khu tra, ¢6 thé do di truyén
thiéu protein C hay dong yéu t6 1a protein S; méan da di tmg.

Rét hiém thay bi viém mach mau, ton thuong gan.

Huwéng din cach xir tri ADR
Xem muc Qua liéu va xu tri.

Liéu lwong va cach ding

Liéu luong phai dugc diéu chinh nhim dat muc dich ngan can co
ché dong méau t6i mirc khong xay ra huyét khdi nhung tranh duoc
chay mau tu phat. Lidu ding tuy thudc vao dap ung diéu tri cua
ting nguoi.

Liéu uéng théng thiwong: Trong ngdy dau 1a 4 mg/ngay, ngay thi
2144 - 8 mg/ngay. Liéu duy tri tir 1 - 8 mg/ngay tily theo dép tng
sinh hoc. Viéc diéu chinh thuong tién hanh tung néc 1 mg.
Acenocoumarol thudong duge udng mot 1an vao cing mét thoi
diém mdi ngay.

Theo déi sinh hoc va diéu chinh liéu

Xét nghiém sinh hoc thich hop 1a do thoi gian prothrombin (PT)
biéu thi bang ty sé chuan hoa quéc té INR. Thoi gian prothrombin
cho phép tham do cac yéu t II, VII, X la nhitng yéu t6 bi giam boi
thubc khang vitamin K. Yéu t6 IX ciing bi giam boi thude khang
vitamin K, nhung khong dugc tham do boi thoi gian prothrombin.
INR 1a mot cach biéu thi thoi gian Quick c6 tinh dén do nhay cua
thudc thir (thromboplastin) dung dé lam xét nghiém, nén giam
dugc nhing thay ddi thit thuong giira cac labo.

Khi khong dung thudc khang vitamin K, INR ¢ ngudi binh
thuong 1a 1. Khi dung thudc trong nhitng tinh hudng dudi day,
trong da sb truong hop dich INR can dat 14 2,5, dao dong trong

khoang 2 va 3. INR du6i 2 phan anh dung thudc chéng dong méau
chua da. INR trén 3 1a dung thira thude. INR trén 5 1a ¢6 nguy
co chay mau.

Nhip d¢ kiém tra sinh hoc: Lan kiém tra dAu tién tién hanh 48 gio
+ 12 gio sau lan u6ng thude khang vitamin K dau tién dé phat hién
su tang nhay cam cua cé nhan. Néu INR trén 2, béo hiéu s& qua
lidu khi can bang, vi vay phai giam bét liéu. Nhitng 1an kiém tra
sau tién hanh hang ngay hodc cach nhat cho tdi khi INR én dinh,
sau d6 cach xa dan tiy theo dap tng, dai nhat 1a 12 tudn mot lan.
Can bang diéu tri doi khi chi dat sau nhidu tudn. Sau mdi 1an thay
d6i lidu, phai kiém tra INR 1 - 2 ngay sau d6 va nhac lai cho t&i
khi dat 6n dinh.

Nhin chung, INR tir 2 - 3 dugc khuyén céo dé phong hodc diéu
tri huyét khoi tac tinh mach, bao gdm ngh&n mach phéi, rung nhi,
bénh van tim, hodc van sinh hoc. INR tir 2,5 dén 3,5 duoc khuyén
c40 sau nhdi mau co tim, nguoi bénh van tim co hoc, hodc & mot
s6 ngudi bénh ¢ huyét khdi hodc hoi chimg khang phospholipid.
INR cao hon c6 thé duoc khuyén cao cho tic mach tai phat.

Liéu & nguoi cao tuoi: Lidu khéi du phai thap hon lidu nguoi
16n. Liéu trung binh cén bang trong diéu trj thudng chi bang 1/2
t6i 3/4 lidu ngudi 1on.

Piéu tri noi tiép heparin - liéu phdp: Do tac dung chéng dong
mau chdm cua cac thude khang vitamin K, nén heparin phai duogc
duy tri véi liéu khong déi trong subt thoi gian can thiét, nghia 1a
cho téi khi INR nam trong tri s6 mong mubdn 2 ngay lién tiép.
Trong trudong hop ¢ giam tiéu cau do heparin, khong nén cho
khéang vitamin K sdm ngay sau khi ngtrng heparin vi c6 nguy co
ting dong mau do protein S (chéng déng mau) bi giam som. Chi
cho khang vitamin K sau khi da cho cac thudc khang thrombin
(danaparoid hodc hirudin).

Cén dimg thudc chéng dong méau 5 ngay trude khi phau thuat. Néu
ngdy trude khi phau thuat INR > 1,5 thi cin cho udng vitamin K
dang tiém 1 - 5 mg. Néu cAm mau t6t thi c6 thé cho dung lai thude
(acenocoumarol) véi liéu duy tri binh thuong vao tdi ngay phau
thuat hoac sang hom sau.

Bénh nhan dimg thudc trude khi phau thuat duogc coi 1a co nguy co
huyét khéi cao nén c6 thé cin hd trg bang mot loai heparin phan
tir lwong thip (ding vai lidu diéu tri). Can ding heparin phan tir
luong thap it nhat 24 gid trude khi phiu thuat. Néu phau thudt co
nguy co chay mau cao, khong duoc dung lai heparin phan tur lugng
thap trong vong it nhat 48 gio sau phau thuat.

Bénh nhan dang dung thudc (acenocoumarol) can phau thuat gap
ma c6 thé cham lai khoang 6 - 12 gio thi co thé cho tiém tinh
mach 5 mg vitamin K dé dao nguoc tac dung chéng dong. Néu
khong thé tri hoan thi phai cho dung ca vitamin K tiém va hdn hop
prothrombin kho (vi du 25 don vi/kg) va phai xét nghiém xac dinh
INR trude khi phau thuat.

Twong tac thude

Rét nhiéu thude c6 thé twong tac vai thude khang vitamin K nén
can theo ddi ngudi bénh 3 - 4 ngay sau khi thém hay bot thude
phéi hop.

Chéng chi dinh phéi hop

Aspirin (nhét 13 véi lidu cao trén 3 g/ngdy) lam ting tic dung
chéng déng mau va nguy co chay mau do trc ché ngung tép tiéu
cau va chuyén dich thudc udng chéng déng méau ra khoi lién két
v6i protein huyét tuong.

Miconazol: Xuit huyét bit ngd c6 thé ning do ting dang tu do
trong mau va e ché chuyén héa cia thube khang vitamin K.
Phenylbutazon lam ting tac dung chéng déng mau két hop vai kich
ng niém mac duong tiéu hoa.
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Thubc chéng viém khong steroid nhém pyrazol: Tang nguy co
chay mau do trc ché tiéu cau va kich ing niém mac dudng tiéu
hoa.

Khéng nén phéi hop:

Aspirin v6i lidu duéi 3 g/ngay.

Céc thude chéng viém khong steroid, ké ca loai (rc ché chon loc
COX-2.

Cloramphenicol: Tang tac dung cta thuc udng chong dong méau
do 1am giam chuyén hoa thudc nay tai gan. Néu khong thé tranh
phdi hop thi phai kiém tra INR thuong xuyén hon, higu chinh liéu
trong va sau 8 ngay ngung cloramphenicol.

Diflunisal: Tang tac dung ciia thudc udng chéng dong mau do canh
tranh lién két véi protein huyét twong. Nén ding thube giam dau
khac, thi du paracetamol.

Thén trong khi phéi hop:

Alopurinol, aminoglutethimid, amiodaron, androgen,
chéng trAm cam cuong serotonin, benzbromaron, bosentan,
carbamazepin, cephalosporin, cimetidin (trén 800 mg/ngay),
cisaprid, cholestyramin, corticoid (trir hydrocortison ding diéu
tri thay thé trong bénh Addison), cyclin, thudc gy doc t& bao,
fibrat, cac azol tri nim, fluoroquinolon, cac loai heparin, ndi tiét
t6 tuyén giap, thuéc gdy cam ung enzym, céc statin, macrolid
(trr spiramycin), neviparin, efavirenz, nhém imidazol, orlistat,
pentoxifylin, phenytoin, propafenon, ritonavir, lopinavir, mét sb
sulfamid (sulfamethoxazol, sulfafurazol, sulfamethizol), sucralfat,
thudc trj ung thu (tamoxifen, raloxifen), tibolon, vitamin E trén
500 mg/ngay, ruou, thudc chdng tap két tidu ciu, thudc tiéu huyét
khéi,...cling 1am thay déi tac dung chéng déng mau.

thubc

Qua lidu va xir tri

X tri qué liéu thudng cin cir vao INR va cac ddu hiéu chay mau,
céc bién phap diéu chinh phai tuan ty dé khong gay nguy co huyét
khéi. Néu da dimg thude chéng dong nhung khéng dung vitamin K,
can xét nghiém lai INR 2 - 3 ngay sau dé dam bao rang INR da
xudng.

INR < 5, & mue diéu tri, nguoi bénh khong cod biéu hién chay mau
hodc khong can hidu chinh nhanh déng mau trudc phau thuat: Bo 1
1an udng thude, rdi lai tiép tuc diéu tri voi lidu thip hon khi da dat
INR mong mudn. Néu INR rét gin véi INR mong mudn, thi giam
lidu ma khong cn phai bé 1an ung thude.

5 <INR <8, khong c6 biéu hién chay mau khac ngoai chay méau loi
hodc chay méu cam: B6 1 hodc 2 lan udng thude, do INR thudng
xuyén hon rdi khi da dat INR mong mudn, udng lai thudc véi liéu
thip hon.

5 <INR < 8, ¢6 chay mau nhe: Ngimg thudc, cho ding vitamin
K tir 1 - 3 mg theo duong truyén tinh mach cham. Chi dung lai
acenocoumarol khi INR < 5,0.

INR > 8, khong c6 chay mau: Ngimg acenocoumarol, cho uéng
1 - 5 mg phytomenadiol (vitamin K1) (sit dung dang thudc tiém
thay cho duong udng). Sau 24 gid, néu INR vén cao thi ldp lai dicu
tri voi vitamin K. Chi dung lai acenocoumarol khi INR < 5,0.

INR > 8, chay mau nhe: Ngung thudc, cho dung vitamin K tir I - 3 mg
theo dudng tiém tinh mach chdm. Sau 24 gi néu INR van cao thi
lap lai lidu vitamin K. Chi dung lai acenocoumarol khi INR < 5,0.
Trong truong hop c6 biéu hién chay mau ning hodc qua lidu
nang (thi du INR > 20): Ngung thudc, tiém tinh mach cham 5 mg
vitamin K, cho ding hén hop prothrombin khé (yéu té II, VII, IX
va X) 25 - 50 don vi/kg (néu khong c6 hdn hop prothrombin kho
thi thay thé bang huyét twong tuoi dong lanh 15 ml/kg nhung higu
qué s& kém hon). Khong nén ding kém yéu t§ VIla trong trudng
hop cép ciru dao ngugce tac dung chdng dong.

Truong hgp ngd doc do tai nan thi cling phai danh gia theo INR
va biéu hién bién chimg chay mau. Phai do INR nhiéu ngay sau d6
(2 - 5 ngay), co tinh dén nira doi kéo dai cua thude chéng dong méau.
Dung vitamin K dé hiéu chinh tac dung ciia thudc chdng dong méu.

P9 on dinh va bio quin
P8 noi kho, mat, tranh néng truc tiép.

Thong tin quy ché

Acenocoumarol ¢ trong Danh muc thube thiét yéu tan dugc ban
hanh 1an tht VI, ndm 2013 va Danh muc thudc tdn duoc thude
pham vi thanh toan ctia quy bao hiém y t&, nim 2015.

Tén thwong mai
Darius.

ACETAZOLAMID

Tén chung qudc té: Acetazolamide.
Maia ATC: SOIECO]1.
Loai thudce: Thudc chdng glocom.

Dang thudc va ham lwong
Thudc tiém acetazolamid natri 500 mg/5 ml;
Vién nén acetazolamid 125 mg, 250 mg.

Dugc Iy va co ché tac dung

Acetazolamid 1a chét wrc ché khong canh tranh, c6 phuc hdi enzym
carbonic anhydrase. Uc ché enzym nay lam giam tao thanh ion
hydrogen va bicarbonat tir carbon dioxyd va nude, 1am giam kha
nang sin c6 nhing ion nay dung cho qua trinh van chuyén tich cuc
vao cac dich tiét. Acetazolamid lam ha nhan ap bang cach lam
giam san xuét thuy dich t6i 50 - 60%. Co ché chwa duoc hoan toan
biét rd nhung c6 18 lién quan dén giam ndng d¢ ion bicarbonat trong
cac dich & mit. Tac dung trén mét ctia acetazolamid doc 1ap véi tac
dung lgi tiéu va van duoc duy tri khi xuét hién toan chuyén hoa.
Tac dung diéu tri dong kinh v& mat Iy thuyét dugc cho riang do toan
chuyén hoa mang lai. Tuy nhién, tic dung tryc tiép ciia acetazolamid
1én enzym carbonic anhydrase trong ndo c6 thé dan dén lam ting ap
luc CO», giam dan truyén noron than kinh va co ché giai phong
adrenalin c¢6 thé c6 lién quan dén tac dung nay.

True diy acetazolamid dugc ding lam thudc lgi nidu do ting
cuong thai trir ion bicarbonat va cac cation, chii yéu 1a natri va kali.
Tuy nhién, tac dung lgi tiéu yéu hon cac thiazid va khi sir dung thude
lién tuc, hiéu luc bi giam dan do toan chuyén hoa nén phfin 16n da
dugc thay thé bing cac thude khac nhu thiazid hodc furosemid.
Duoc dong hoc

Acetazolamid dugc hip thu nhanh va hoan toan qua dudng tiéu
hoa, dat ndng do dinh 12 - 27 microgam/ml trong mau sau khi
ubng lidu 500 mg dang vién nén. Nira doi trong huyét tuong khoang
3 - 6 gid. Thude lién két manh voi enzym carbonic anhydrase va
dat ndng do cao & mo co chira enzym nay, dic biét trong hdng cau,
vo than. Lién két v6i protein huyét twong cao, khoang 95%. Thudce
dugc tim thiy trong thuy dich cta mét va trong sita me. Thube dao
thai qua than dudi dang khong ddi. Sau khi udng hodc tiém tinh
mach, 70 - 100% (trung binh 90% liéu dung dugc thai trir qua nude
tidu trong vong 24 gio; sau khi udng vién nang giai phong kéo dai,
47% lidu thai trir trong vong 24 gio. Thoi gian bét dau 6 tac dung,
thoi gian dat ndng d6 dinh trong huyét trong va thoi gian tac dung
lam giam nhan ap sau khi udng liéu don acetazolamid nhu sau:
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Thoi gian bt | Tpei oi N
£ X S gian dat | Thoi gian tac
Dang thuoc dau co tac . .y .y
ang dung (gioy | dinh (gi®) dung (gi®)
Vién nén 1 1-4 8-12
Vién nang tac
dung kéo dai 2 3-6 18-24
Tiém bép Chura biét Chura biét Chura biét
Tiém tinh 2 phut 0.25 4-5
mach
Chi dinh

Glocom gbc mo (khong sung huyét, don thuin man tinh) diéu
tri ngan ngiy cung cac thudc co dong tir true khi phu thuat;
glocom goe dong cép (goc hep, tic); glocdm tré em hodc glocom
thir phat do duc thity tinh thé hodc tiéu thé thuy tinh. Két hop véi
céc thube khac dé didu tri dong kinh con nhé chi yéu & tré em va
nguoi tré tudi.

Diéu tri phut do suy tim sung huyét hodc do dung thudc.

Phong va lam thuyén giam céc triéu chimg (dau dau, mét moi, mat
ngi1, budn nén, lo mo) di kém voi ching say nui (say do cao).

Chéng chi dinh

Nhiém acid do thén, tang clor mau vo can. Bénh Addison.

Suy gan, suy than nang, xo gan.

Giam kali huyét, giam natri huyét, mét can bang dién giai khéc.
Quéa man véi cac sulfonamid.

Didu tri dai ngay glocom goc dong man tinh hodc sung huyét (vi
acetazolamid c6 thé che 14p hién tuong dinh géc do giam nhén ap).

Than trong

Bénh phdi tic nghén, gidn phé nang. Nguoi bénh dé bi nhiém acid
chuyén hoa, hodc dai thio duong. Ngudi cao tudi.

Céc cong viéc can tinh tao vé than kinh nhu van hanh may méc tau
xe ¢6 thé bi anh huong.

Bénh nhan cin dugc khuyén cdo phai théng bao ngay cho bac s§
khi c6 bat ky hién tugng phat ban nao trén da khi dang dung thudc.
Theo d3i cong thirc mau va cin bang dién giai khi dung thudc trong
thoi gian dai.

Thoi ky mang thai

Thudc 1oi tiéu thiazid va din chét c6 thé di qua hang rao nhau thai,
gdy rbi loan dién giai ddi voi thai nhi. Mot vai truong hop gy giam
tidu cau so sinh. Vi vay, acetazolamid khong dwoc sir dung cho
nguoi mang thai.

Thoi ky cho con bu

Vi acetazolamid bai tiét vao sita me va c6 thé gay phan tng c6 hai
cho tré, nén can nhic ngimg cho con b trong thdi gian me dung
acetazolamid hodc khong ding thudc nay trong thoi gian cho con
bu, ity theo tim quan trong cua thudce d6i voi ngudi me.

Tac dung khéng mong mudn (ADR)

Tiém bép gay dau do pH kiém ctia dung dich tiém, c6 thé gay thoat
mach, dan dén loét nang phai xir Iy bang phau thuat dé tranh khuyét
tat da.

Thuong gap, ADR > 1/100

Toan than: Mét moi, hoa mét, chan an.

Tiéu hoa: Thay ddi vi giac.

Chuyén hoa: Nhiém acid chuyén hoa.

It gap, 1/100 > ADR >1/1 000

Toan than: Sét, ngra.

Thén kinh: Di cam, trAm cam.

Tiéu héa: Budn nén, non.

Chuyén hoa: Bai tiét acid uric trong nudc tiéu giam, bénh git co
thé nang lén; giam kali mau tam thoi.

Tiét niéu - sinh duc: Dai ra tinh thé, soi than, giam tinh dyc.

Hiém gdp, ADR < 1/1 000

Mau: Thiéu mau khong tai tao, giam tiéu cau, giam bach cAu hat,
loan tao mau.

Da: Ngoai ban, hoai tu biéu bi, héng ban da dang, hdi chung
Stevens-Johnson, ram 16ng.

Mat: Can thi.

Huwéng dén cach xir tri ADR

Hau hét cac phan tmg c6 hai déu lién quan dén lidu dung va co6 thé
giam bang cach giam lidu hodc ngimg thude. Tac dung khong
mong mudn hiém gip nhung nguy hiém, c6 thé giy chét do loan
tao mau, dac biét 1a suy tuy thiéu mau khong tai tao. Khi diéu
tri dai ngay can kiém tra cong thirc mau. Nhidm acid chuyén hoa
ning thudng gip & ngudi gia, ngudi suy than, ngudi bi bénh phdi
tdc nghén hodc gidn phé nang. Can kiém tra can bing dién giai
trude va trong diéu tri. Piéu tri nhidm acid chuyén héa bang natri
bicarbonat hoac kali carbonat.

Khi tiém bip xay ra thoat mach, tiém 1 - 2 ml dung dich natri citrat
3,8% dudi da gan ving bi thoat mach dé trung hoa tinh kiém.

Liéu lwgng va cach ding

Ubng thude cing thirc an dé giam céc kich img duong tiéu hoa,
vién nén co thé duoc bé hoic nghién trong sird sécola hodc dau dé
che dau vi ddng ciia thudc.

Bot pha tiém duoc pha véi it nhit 5 ml nude cit pha tiém dé duoc
dung dich c6 ndng d6 t6i da 100 mg/ml, toc do tiém truyén téi da
500 mg/phut. Chu yéu tiém tinh mach vi tiém bip gy dau do
pH kiém.

Glocom goc ma: Nguoi lon:

Lan dau tién uéng 250 mg/lan, ngay udng tir 1 - 4 lan. Liéu duy tri
tiy theo dap (g ctia nguoi bénh, thuong lidu thap hon 1a du.

Khi khong ubng duoc, tiém tuong duong vai lidu ubng duoc
khuyén cao.

Tré em:

Ubng 8 - 30 mg/kg/ngay hodc 300 - 900 mg/m? dién tich bé mat
co thé/ngay, chia lam 3 lan.

Khi bi glocom cép, tiém tinh mach 5 - 10 mg/kg mdi 6 gio.
Glécom thir phat va trieée phau thudt glécom goc dong thir phat
o nguoi lon:

Ubng hoéc tiém tinh mach 250 mg/l?m 4 gio/lan. C6 thé dung lidu
phap ngan ngay 250 mg/lan, 2 1an/ngay

Mot sb trucmg hop glocom cap, lidu don khéi ddu 500 mg, sau d6
duy tri bang lidu 125 - 250 mg/lan, 4 gio/lan.

Co gidt (dong kinh): Nguoi lon:

Ubng hodc tiém tinh mach 8 - 30 mg/kg/ngay chia lam nhiéu lan, c6
thé toi 4 1an/ngay, liéu toi uu tir 375 mg dén 1 000 mg/ngay, c6 thé
thap hon & mét s6 bénh nhan.

Khi acetazolamid dung ddng thoi vai cac thude chdng dong kinh
khéc, liéu ban dau 250 mg/ngay, sau do6 ting dan.

Tré em:

Gidng liéu ngudi 16n. Tong lidu khong vuot qua 750 mg.

Chu y: Viéc dung thém loai thude nao hoic nging thude hodc thay
thé thudc chdng dong kinh nay bang thudc chéng dong kinh khac
phai dugc thuc hién tir tur.

Phii do suy tim sung huyét hodc do thudc:

Nguoi lon:

Liéu khoi dau théng thudng: Udng hodc tiém tinh mach 250 - 375
mg/ngay (5 mg/kg) vao budi sang.
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Tré em:

Ubng hodc tiém tinh mach 5 mg/kg/ngay hodc 150 mg/m? dién tich
bé mit co thé vao budi sang.

Chii y: Tang liéu khong lam tang tic dung loi tiéu ma lam tang tac
dung phu nhu mét moi hodc di cam.

Néu ban déu ¢ dap ting giam phi nhung sau d6 mét d4p ing, can
ngimg thudc 1 ngay dé than phuc hdi. Nén dung thube cach quing
(cach nhat hodc dung thudc 2 ngay, nghi 1 ngay).

Chitng say nui

Ubng 500 - 1 000 mg/ngay chia nhidu liéu nho, 24 - 48 gio trudce
va trong qua trinh leo nti. Khi da dat dén do cao, sau 48 gio, tiép
tuc udng thude, c6 thé udng duy tri khi & d9 cao dé kiém soat trigu
chung.

Ubng 125 mg trude khi di nga dé phong rdi loan gidc ngu do do
cao.

Liét chu ky (do ha kali trong bénh Westphal)

Udng 250 mg/lan, 2 - 3 1an/ngay. Mot s6 truong hop co thé ting
dén 1 500 mg/ngay.

Voi bénh nhan suy than (cda nguoi lon va tré em):

Cl_: 10 - 50 ml/phat: Dung thue mdi 12 gio.

Cl,, < 10 ml/phut: Tranh sir dung.

Twong tic thude

Str dung déng thi acetazolamid v&i cac thube loi tiéu,
corticosteroid (glucocorticoid, mineralocorticoid), corticotrophin
va amphotericin B 1am ting thai trir kali, tir d6 c6 thé gay ha kali
huyét nang. Tac dung diéu tri va/hodc tac dung khong mong mudn
clia amphetamin, chit khang tiét acetyl cholin, mecamylamin,
quinidin, thudc chdng trim cam ba vong c6 thé tang 1én hodc kéo
dai khi sir dung ddng thoi véi acetazolamid do acetazolamid gay
kiém hoa nude tiéu lam giam thai trir cac thude trén. Nguoc lai, nude
tiéu kiém lam tang tdc do thai trir cac acid yéu (phenobarbital va
salicylat) 1am hiéu qua cac thudc nay giam di.

Methenamin va cac hop chit nhu methenamin hippurat va mandelat
can nudce tiéu acid dé co tac dung nén co thé bi mét hoat tinh khi
dung cung vai acetazolamid.

Acetazolamid 1am tang thai trir lithi nén can theo doi dép tng khi
sir dung phdi hop.

Toan chuyén hoa gdy ra ting tinh thim vao mé tir d6 ting doc tinh
salicylat con salicylat lai lam giam bai tiét acetazolamid nén doc
tinh quan sat dugc trén cac bénh nhan co thé tir acetazolamid hodc
tr salicylat hodc ca hai.

Dap tmg ha glucose huyét cia insulin va cac thudc chdng di thao
dudng dung dudng ubng co thé bi giam khi st dung ddng thoi
acetazolamid.

Céc barbiturat, carbamazepin, phenytoin, primidon dung cung
v6i acetazolamid c6 thé gdy nhuyén xwong.

Duing dong thoi glycosid digitalis véi acetazolamid lam ting doc tinh
cua digitalis do ha kali huyét, co thé gy tir vong do loan nhip tim.

Do 6n dinh va bao quén

Béo quan vién nén va bdt acetazolamid natri tiét trung ¢ 15 - 30 °C.
Sau khi pha thanh dung dich, dung dich thudc tiém van 6n dinh
trong vong 3 ngay néu bao quan & nhiét do 2 - 8 °C va 6n dinh
trong 12 gio néu bao quan & nhiét do 15 - 30 °C. Tuy nhién, vi
thudc khong c6 chat bao quan, nén phai sir dung trong vong 24 gid.
Dung dich acetazolamid natri trong glucose 5% va trong natri clorid
0,9% bén viing trong 5 ngay & 25 °C, bi giam hoat luc dudi 7,2%.
0 5 °C mirc giam hoat luc dudi 6% sau khi bio quan 44 ngay.
pH cuia dung dich giam nhe c6 thé do su tao thanh acid acetic khi
acetazolamid bi phan huy. 0-10°C, ca?2 dung dich bi giam hoat luc
dudi 3% sau khi bao quan 44 ngay. Ra dong dudi voi nudc va trong

10 vi séng cho két qua tuong ty nhau.

Hon dich ung chira acetazolamid 25 mg/ml dugc pha tir vién nén
v6i sy hd trg ctia sorbitol 70% on dinh it nhat 79 ngay ¢ 5 °C, 22 °C
va 30 °C. Dung dich tao thanh dugc khuyén cdo bao quan trong lo
thay tinh sim mau ¢ pH 4 - 5.

Théng tin qui ché

Acetazolamid c6 trong Danh muc thudc thiét yéu tan dugc ban
hanh 1an tht VI, ndm 2013 va Danh muc thudc tan duoc thudce
pham vi thanh toén ctia quy bao hiém y t&, nam 2015.

ACETYLCYSTEIN

Tén chung quoc té: Acetylcysteine.
Ma ATC: RO5CBO01, S01XA08, VO3AB23.

Loai thudc: Thudc tiéu chit nhay; thudc giai doc (qua liéu
paracetamol).

Dang thudc va ham lwong

Vién nén: 200 mg.

Go6i thube bot: 200 mg.

Dung dich thudc hit qua miéng, thudc nhé vao khi quan va thude
uéng: 100 mg/ml, 200 mg/ml.

Dung dich tiém dé4m dic: 200 mg/ml dé pha dich truyén.

Thubc nho mit: Acetylcystein 5%, hypromelose 0,35%.

Duoc Iy va co ché tac dung

Acetylcystein - (N-acetylcystein) 1a dan chit N-acetyl cua
L-cystein, mot acid amin ty nhién. Acetylcystein cé tdc dung
tiéu chét nhay do sulhydryl tu do 1am giam d6 quanh ctua dom &
phéi c6 mu hoidc khong bang cach tach doi cau ndi disulfua trong
mucoprotein va tao thuan loi dé tong dom ra ngoai bang ho, dan luu
tu thé hodc bang phuong phap co hoc. Tac dung niy manh nhit &
pH 7 - 9 va khong bi tac dong do DNA.

Acetylcystein duoc dung lam thubc giai doc khi qua liéu
paracetamol va co ché chinh x4c cta tac dung bao vé cho gan chua
dugc biét ddy du. Nghién ciru in vitro va trén dong vét cho thay
rang mot lwong paracetamol bi chuyén hod bai enzym cytochrom
P,,, tao thanh chét chuyén hoa trung gian c6 doc tinh (N-acetyl-
p-benzoquinoneimin, N-acetylimidoquinon, NAPQI) gy hoai tir
té bao gan, cac chét nay duoc tiép tuc chuyén hoa bang lién hop
v6i glutathion dé duoc thai trir qua nudc tiéu. Trong qua liéu
paracetamol c6 thé gay ra thiéu hut glutathion va vi vy giam su
bat hoat cac chat chuyén héa trung gian c6 doc tinh nay, dong thoi
dudng chuyén hoa bang lién hop acid glucuronic va acid sulfuric
tr¢ thanh bdo hoa. Acetylcystein co tdc dung bdo vé gan boi da
duy tri hodc khoi phuc ndng do glutathion ciia gan 1a chit can
thiét dé lam bét hoat chat chuyén hoa trung gian ctia paracetamol
gdy doc cho gan hoac nhu mot chit nén dbi véi su lién hop cuia
céc chit chuyén hoa trung gian c6 doc tinh. Acetylcystein c6 tac
dung bao vé gan tét nhit néu dung trong vong 8 gid sau khi bi qua
lidu paracetamol va c6 thé co tac dung sau 24 gid. Cac nghién ciru
lam sang cho thiy ring, khi ung acetylcystein thi ndng do thude
¢ gan cao hon so v6i khi tiém tinh mach nhung hay gay non. C6
thé phai dung thudc chéng nén. Tiém tinh mach cho ndng do
huyét twong cao hon udng va co thé co tac dung ich lgi ngoai gan,
nhung c6 thé gdy phan tng phan vé.

Co ché chinh x4c acetylcystein ¢6 thé ngan dwoc nhiém doc than
do thubc can quang con chua biét r5. C6 thé nhidm doc than
do thudc can quang lién quan dén tao thanh loai oxygen c6 hoat
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tinh hodc lién quan dén giam hoat tinh ctia chat khang oxy hoéa;
acetylcystein 1a mot chit khang oxy hoa chira thiol nén c6 thé
lam giam kha ning gay hai té bao cua cic gbc oxygen tu do phat
sinh. Thém vao do, thudc lam ting tac dung sinh hoc cia nitrogen
oxyd bang cach két hop v6i oxyd tao thanh S-nitrosothiol 1a mot
chat ¢6 tic dung gidn mach manh. Tu'(rng tac glu'a acetylcystein
v6i nitrogen oxyd c6 thé han ché san xuat gbe peroxmltrat gay
t6n hai vi acetylcystein canh tranh voi gbc superoxid dé chiém
nitrogen oxyd. Tuy nhién, cac s6 liéu nghién ciru di co chwa du dé
dura ra két ludn chinh x4c vé hiéu qua cua acetylcystein trong chi
dinh phong suy giam chtrc ning than do sir dung chét can quang.
Duoc dong hoc

Sau khi hit qua miéng hogc nho thude vao khi quan, phan 16n thude
tham gia vao phan tmg sulfhydryl-disulfid, s6 con lai dugc biéu
md phdi hap thu. Sau khi udng, acetylcystein dugc hap thu nhanh
& duodng tiéu hoa va dat ndng do dinh trong huyét trong khodng
0,5 - 1 gio sau khi udng lidu 200 - 600 mg, bi gan khtr acetyl thanh
cystein va sau d6 duoc chuyén hoa. Sinh kha dung khi udng thip
va ¢6 thé do chuyén hoa trong thanh rudt va chuyén hoa bude dau
trong gan. 83% thudc gan voi protein huyét twong. D¢ thanh thai
than ¢6 thé chiém 30% do thanh thai toan than.

Sau khi tiém tinh mach, nira doi thai trir 1a 5,6 gio' & nguoi 16n va
11 gid ¢ tré so sinh; nra doi thai trir tdng trung binh khoang 80%
O nguoi bi suy gan nang.

Thé tich phan b 1a 0,47 lit/kg; ty 1& gin protein huyét twong 83%.

Chi dinh

Tiéu chét nhiy trong bénh nhay nhét (mucoviscidosis) (xo nang
tuyén tuy), bénh Iy hé hap c6 dom nhay quanh nhu trong viém phé
quan cip va man va lam sach thudng quy trong mé khi quan.

Giai doc trong qua liéu paracetamol.

Duoc dung tai chd trong diéu trj hoi ching kho mét (viém két
giac mac kho, hoi ching Sjogren) két hop véi tiét bt thuong
chét nhay.

Chéng chi dinh

Tién str hen (nguy co phan (g co thit phé quan véi tat ca cac dang
thudc chira acetylcystein).

Qua mén véi acetylcystein hodc véi bat cir thanh phan nao cta
thudc.

Tré em < 2 tudi voi chi dinh tiéu chét nhay.

Than trong

Phai giam sat chat ch& ngudi bénh co nguy co phat hen néu ding
acetylcystein cho ngudi c6 tién st di tmg; néu c6 co thit phé quan,
phai dung thuc phun mu gidn phé quan nhu salbutamol (thudc
beta, adrenergic chon loc, tac dung ngén) hodc ipratropium (thudc
khang muscarm) va phai ngung acetylcystem ngay.

Khi diéu tr1 voi acetylcystem co the xuét hién nhiéu dom loang &
phé quén, can phai hat dé 14y ra néu ngudi bénh giam kha nang ho.
Séc phan vé dan dén tir vong khi duing aceylcystein da dugc bao
cho, thudong xdy ra trong thoi gian 30 - 60 phut, cin theo ddi va
ngimg thudc néu phan g xay ra va xu tri kip thoi.

Phai hét strc chu y didu chinh lwong dich truyén khi diéu tri qua
lidu paracetamol dé tranh truyén dich qua tai gy ra tridu ching ha
natri huyét, co giat, tir vong. Kiém soét chit ch& hon dbi véi tré em,
ngudi bénh c6 thé trong dudi 40 kg.

Néu c6 non dir doi khi udng thude thi cin theo ddi chay mau da day
hodc gian thuc quén, loét da day.

Thoi ky mang thai

Diéu trj qué liéu paracetamol bang acetylcystein & ngudi mang thai
c6 kha nang ngan chan duogc doc tinh cho gan ¢ thai nhi cling nhu
0 nguoi me.

Thoi ky cho con bu
Thubc ding an toan cho ngudi cho con bu.

Tac dung khong mong muén (ADR)

Acetylcystein c6 gi¢i han an toan rong. Tuy hiém gip co that phé
quéan rd rang trong 1am sang do acetylcystein, nhung van cé thé
Xxay ra voi tat ca cac dang thude chira acetylcystein.

Thwong gap, ADR > 1/100

Tiéu héa: Budn non, nén (dudng udng); phan img qua man (truyén
tinh mach).

Tim mach: D¢ bung, phu, tim dap nhanh.

It gap, 1/1 000 < ADR < 1/100

Thén kinh: Budn ngu, nhirc dAu, U tai.

H6 hap: Viém miéng, chay nudc miii nhidu, ran ngay.

Da: Phat ban, may day.

Hiém gap, ADR < 1/1 000

Toan than: Co thit phé quan kém phan tmg dang phan vé toan than,
sbt, rét run.

Huwéng dén cach xir tri ADR

Dung dung dich acetylcystein pha lodng c6 thé giam kha ning gay
nén nhiéu do thude.

Phai diéu tri ngay phan tmg phan vé bang tiém dudi da adrenalin
(0,3 - 0,5 ml dung dich 1/1 000), thd oxy 100%, dat noi khi quan
néu can, truyén dich tinh mach dé tang thé tich huyét tuong, hit
thudc chi van beta-adrenergic néu co thit phé quan, tiém tinh
mach 500 mg hydrocortison hodc 125 mg methylprednisolon.

C6 thé tic ché phan ing qué man véi acetylcystein bao gdom phat
hong ban toan than, ngira, budn nén, nén, chong mit, bang ding
khang histamin truéc. C6 v kién cho rang qua man la do co ché
gia di ung trén co sé giai phong histamin hon 14 do nguyén nhan
mién dich. Vi phan tmg qua méin da xay ra toi 3% s6 nguoi tiém
tinh mach acetylcystein dé diéu tri qua liéu paracetamol, nén cic
thay thudc can chii y dung khang histamin dé phong phan tng do.

Liéu lwong va cach ding

Néu ding 1am thubc tiéu chat nhay, c6 thé phun mu, cho truc tiép
hodc nho vao khi quan dung dich acetylcystein 10 - 20%. Thudc tac
dung t5t nhit & pH tir 7 dén 9, va pH cua cac ché pham ban trén thi
truong ¢6 thé di dugc diéu chinh bang natri hydroxyd.

Néu dung lam thubc giai doc trong qué lidu paracetamol, c6 thé
cho ubng dung dich acetylcystein 5% hodc tiém tinh mach nho
giot. Dung dudng tiém nhé giot tinh mach c6 thé gy phan tng
qua min va can theo doi chat ché luong dich truyén dé tranh
truyén dich qua tai gay ha natri huyét, co giat va tir vong. Néu
khong thé tiém tinh mach acetylcystein thi phai ding dwdng
udng. Khi khéng cé acetylcystein thi thay bang methionin uéng.
Acetylcystein dugc béo cao la rat higu qua khi dung trong vong
8 gior sau khi bi qua lidu paracetamol, hiéu qua bao vé giam di
sau thoi gian d6, nhung van con c6 ich sau 24 gio. Chi st dung
acetylcystein khi biét da ubng qua liéu paracetamol hodc khi ndng
d6 paracetamol trong mau (xac dinh sau 4 h tir khi udng) nam trén
duong c6 “kha niang” nhiém doc ciia biéu dd biéu dién sy lién quan
giita ndng do paracetamol va thoi gian dung thudc (treatment line).
biéu tri ciing dugc chi dinh cho cac ngudi bénh nghi nhiém doc
paracetmol khi udng tong liéu trén 150 mg/kg & tré em va thiéu
nién hodc trén 7,5 g (& thiéu nién va nguoi 16n), khi khong do dugce
ndng do paracetamol trong huyét tuong trong 8 - 10 gid sau khi
ubng hodc ¢6 nong do paracetamol trong huyét twong sau khi udng
trén 24 gio.

Gidi djc qud liéu paracetamol (tiém truyén tinh mach hoic ubng).
Tiém truyén tinh mach:
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Dung dung dich tiém truyén glucose 5% dé chuan bi dich truyén
acetylcystein. Dung dung dich tiém truyén natri clorid 0,9% dé
thay thé trong truong hop khong dung duoc dung dich tiém truyén
glucose 5%.

Liéu diing cho ngudi lom va tré em cé can ning tir 40 kg tré lén:
Téng lidu dung dugc truyén 3 giai doan (3 1an truyén), trong 21 gid.
Giai doan 1 (1an truyén thir 1): Lidu ding acetylcystein khoang 150
mg/kg thé trong. Thém thé tich can thiét dung dich acetylcystein
tiém truyén dam dic ndng do 200 mg/ml trong bang 1 vao 200 ml
dung dich tiém truyén glucose 5%, truyén trong 1 gio.

Bang 1:
i Thé tich acetylcystein ddm dic néng dd
Thé trong 200 mg/ml can thiét dé chuan bj dich
truyen tinh mach giai doan 1
40 -49 kg 34 ml
50-59 kg 42 ml
60 - 69 kg 49 ml
70 - 79 kg 57 ml
80 - 89 kg 64 ml
90 - 99 kg 72 ml
100 - 109 kg 79 ml
> 110 kg 83 ml (lidu i da)

Giai doan 2 (lan truyén thtr 2): Bat diu ngay sau khi két thiic giai
doan 1. Lidu ding khoang 50 mg/kg thé trong. Thém thé tich
acetylcystein ddm dic nong do 200 mg/ml can thiét trong bang 2
vao 500 ml dung dich tiém truyén glucose 5%, truyén trong 4 gio.

Bang 2:
Thé tich acetylcystein dam dac
2 non do 200 mg/ml cin thlet
The trong deg chuén bj glch truyen
tinh mach giai doan 2

40 - 49 kg 12 ml

50-59 kg 14 ml

60 - 69 kg 17 ml

70 - 79 kg 19 ml

80 - 89 kg 22 ml

90 - 99 kg 24 ml
100 - 109 kg 27 ml

> 110 kg 28 ml (liéu tdi da)

Giai doan 3 (lan truyén thtr 3): Bit dau ngay sau khi két thic giai
doan 2. Lidu dung khoang 100 mg/kg thé trong. Thém thé tich
acetylcystein ddm dic ndng do 200 mg/ml can thiét trong bang 3
vao 1 000 ml dung dich truyén glucose 5%, truyén trong 16 gio.

Bang 3:
i Thé tich acetylcystein ddm dic ndng
Thé trong d9 200 mg/ml dé€ chuén bi dich tiém
truyen tinh mach giai doan 3
40 -49 kg 23 ml
50-59kg 28 ml
60 - 69 kg 33 ml
70 - 79 kg 38 ml
80 -89 kg 43 ml
90 - 99 kg 48 ml
100 - 109 kg 53 ml
> 110 kg 55 ml (liéu tdi da)

Liéu ding cho tré em:
So sinh: Bét d4u lidu 150 mg/kg trong 3 ml/kg dich truyén glucose
5%, truyén trong 1 gio; tiép theo cho lidu 50 mg/kg trong 7 ml/kg

dich truyén glucose 5% va truyén trong 4 gid; tiép tuc truyén
tiép lidu 100 mg/kg trong 14 ml/kg dich truyén glucose 5% trong
16 gio.

Tré tir 1 - 18 tudi:

Can nang dudi 20 kg: Liéu dung giéng nhu tré so sinh.

Can nang tir 20 - 40 kg: Bét du lidu 150 mg/kg trong 100 ml dich
truyén glucose 5%, truyén trong 1 gid; tiép theo cho liéu 50 mg/
kg trong 250 ml dich truyén glucose 5% va truyén trong 4 gio;
truyén tiép liéu 100 mg/kg trong 500 ml dich truyén glucose 5% trong
16 gio.

Uéng:

Dung dich acetylcystein 5% dugc chuan bi bang cich pha loing
dung dich 20% véi nudc udng cola khong c6 con va dudng theo
tylg1:3. Dung dich da pha loang nén dung trong vong 1 gic‘r sau
khi pha Néu bénh nhén bi noén trong vong 1 glo sau khi uong thi
phai ubng lai lidu vira dung, c¢6 thé dung thudc chdng nén hoic
dudng dwa thude thich hop khac nhu dwa thude vao dudng da day,
ta trang.

Ngucn 16n va tré em, uong lidu nap dau tlen 140 mg/kg, tlep theo
uéng liéu 70 mg/kg thé trong, mdi 4 gio udng 1 lan va udng tong
cong 17 1an sau liéu déu tién.

Tiéu chit nhay:

Phun mii hodic nhé truc tiép vdo khi quan:

Nguoi 16n va tré em: Phun mu 3 - 5 ml dung dich 20% hodc 6 - 10 ml
dung dich 10% qua mot mat na hodc dau voi phun, 3 - 4 lan/ngay.
Néu can, c6 thé phun mu 1 - 10 ml dung dich 20% hodc 2 - 20 ml
dung dich 10%, cach 2 dén 6 gio 1 lan.

Hoic nho truc tiép vao khi quan ngudi 16n va tré em tir 1 - 2 ml
dung dich 10 - 20%, mdi gio 1 1an. C6 thé phai hat dom lodng bang
may hut. Khong dugce sir dung cac dau phun mu c6 chia sét, dong,
hodc cao su.

Uéng

Ngum 16n: Udng mét lidu don 600 mg/ngay hodc ubng 200 mg/lan
x 3 lan/ngay, dang vién nén, cdm hodc vién sui hoa tan.

Tré em: 2 - 7 tudi: 200 mg/lan, 2 1an/ngay; > 7 tudi: 200 mg/lan,
3 1an/ngay (liéu nhu nguoi 16m).

Diéu tri kho mdt cé tiét chit nhay bét thuwong:

Nguoi 16n va tré em, dung dung dich acetylcystein 5% cung voi
hypromellose, nho 1 - 2 giot/lan, mdi ngay 3 - 4 lan.

Duw phong gidam chirc ning thin do thubc cin quang:

Ubng 600 mg, 2 1an/ngay. Dung trong 2 ngay (Bat dau dung 1 ngay
trude va trong ngay dung thude can quang), tong cong 4 liéu.

Twong tac thude

Acetylcystein 1a mot chat khir nén tuong ky héa hoc vai cac chat
oxy hoa.

Khong dugce ding dong thoi cac thude ho khac hodc bat cir thude
nao lam giam bai tiét phé quan trong thoi gian didu tri bang
acetylcystein.

PO 6n dinh va bio quén

Phai bao quan lg dung dich natri acetylcystein & 15 - 30°C.

Sau khi mé tiép xtic v6i khong khi, dung dich phai bao quan 62 - 8°C
dé 1am cham oxy hoa va phai dung trong vong 96 gio.
Acetylcystein dam dic dung dé pha thudc tiém nén bao quan &
20 - 25 °C. Khi pha loang v6i dung dich dextrose 5%, dung dich thu
dugc bén ¢ nhiét d6 phong trong 24 gio.

Twong ky

Acetylcystein phan ung voi mot s6 kim loai, ddc biét sat, niken,
ddng va véi cao su. Can tranh thubc tiép xtc véi cac chét do.
Khéng duoc ding cac may phun mu ¢ cac thanh phan bang kim
loai hoac cao su.
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Dung dich natri acetylcystein twong ky vé 1y va/hodc hoa hoc véi
cac dung dich chura penicilin, oxacilin, oleandomycin, amphotericin
B, tetracyclin, erythromycin lactobionat, hodc ampicilin natri. Khi
dinh ding mot trong cac khang sinh do ¢ dang khi dung, thudc d6
phai dugc phun mu riéng.

Dung dich acetylcystein ciing twong ky vé 1y hoc véi dau iod,
trypsin va hydrogen peroxyd.

Qua lidu va xir tri

Qua liéu acetylcystein co tridu chimg tuong tw nhu tri¢u chimg ctia
phan vé, nhung ning hon nhiéu: Pac biét 1a giam huyét ap. Cac
tridu chimg khac bao gdm suy hd hip, tan méau, dong mau rai rac
ndi mach va suy than. Tir vong da xay ra & ngudi bénh bi qué lidu
acetylcystein trong khi dang diéu tri nhidm doc paracetamol. Qua
lidu acetylcystein xay ra khi tiém truyén qua nhanh va véi lidu qua
cao. Diéu tri qua liéu theo tridu ching.

Théng tin qui ché

Acetylcystein c¢6 trong Danh muc thudc thiét yéu tan dugc ban
hanh 1an the VI, ndm 2013 va Danh muc thudc tan duge thude
pham vi thanh toan cia quy bao hiém y té, nim 2015.

Tén thuwong mai

ACC; Aceblue; Ace-Cold; Acecyst; Acehasan; Acemuc; Acenews,
Acetydona; Acinmuxi; Acitys;, AC-lyte; Andonmuc,; Atazeny Caps;
Atazeny Sachet; Becocystein, Beemecin; Besamux; Bivicetyl;
BromystSaVi; Broncemuc, Cadimusol; Coducystin 200, Esomez;
Euxamus; Exomuc, Flemex-AC; Fluidasa; Gargalex; Glotamuc;
Hacimux, Imecystine; Intes; Kacystein, Mecemuc; Mechomuk;
Mekomucosol; Mitux; Mitux E; Mucobrima Granule;, Mucocet;
Mucokapp;,  Mucorid Granules; Multuc 200;
Mutastyl; Muxco; Muxenon; Muxystine; Mycomucc, Myercough;
Mysoven Granules, Opebroncho, Oribier; Paratriam; Picymuc;
Promid; SaVi Acetylcystein 200, SaViBromyst; Snelcough Cap.;

Mucoserine;

Solmucol; Spalung, Stenac Effervescent; Suresh; Travimuc,
Tufsine; Tylcyst; Uscmusol; Vacomuc, Vincystin; Xumocolat;
Zentomyst 100.

ACICLOVIR

Tén chung qudc té: Aciclovir (Acyclovir).
Mai ATC: D06BB03, JOSABO1, SO1ADO3.
Loai thudc: Thudc chdng virus.

Dang thudc va ham lugng

Vién nén 200 mg, 400 mg, 800 mg; Nang 200 mg;

Bot pha tiém 1 g, 500 mg, 250 mg dudi dang mudi natri;

Hon dich uéng: Lo 200 mg/5 ml, 5 g/125 ml, 4 g/50 ml;
Thubc m& ding ngoai 5%, tuyp 3 g, 15 g; Thudc md tra mat 3%,
tuyp 4.5 g;

Kem dung ngoai 5%, tuyp 2 g, 10 g.

Duoc Iy va co ché tac dung

Aciclovir (acycloguanosin) 1a mét purin nucleosid téng hop, c6
tac dung chbng virus Herpes simplex va Varicella zoster. Dé c6 tac
dung, aciclovir phai dugc phosphoryl hoa thanh dang c6 hoat tinh
1a aciclovir triphosphat. Dau tién, aciclovir dugc chuyén thanh
aciclovir monophosphat nho enzym cua virus la thymidin kinase,
sau d6 chuyén tiép thanh aciclovir diphosphat nhd enzym cua té
bao 1 guanylat kinase va cudi cung thanh aciclovir triphosphat
boi mot s6 enzym khac ciia té bao (nhu phosphoglycerat kinase,

pyruvat kinase, phospho-enolpyruvat carboxykinase). Aciclovir
triphosphat trc ché su tong hop ADN va sy nhan 1én cua virus bang
cach e ché enzym ADN polymerase ciing nhu sy gin két vao
ADN ciia virus, ma khong anh huong gi dén chuyén hoa cua té
bao binh thuong. Trong té bao khéng nhiém virus Herpes, in vitro,
aciclovir chi dugc cac enzym té bao (vat chir) phosphoryl hoéa véi
luong t6i thiéu. Ac1clov1r cung dugc chuyen d6i thanh aciclovir
triphosphat bang mot sé co ché khac vi thude co tic dung déi véi
mot s6 virus khong c6 thymidin kinase (thi du virus Epstein-Barr,
Cytomegalovirus). Céc nghién ctru in vitro cho thiy aciclovir
triphosphat duoc san xuit ra & nong do thap thong qua cac enzym
phosphoryl hoa chua duge xéc dinh cua té bao bi nhidm Epstein-
Barr va Cytomegalovirus.

Hoat tinh khang virus Epstein-Barr cia acyclovir ¢6 thé do ADN
polymerase cia virus ting nhay cam bi wc ché v6i ndng do
thap cta aciclovir triphosphat (dwgc tao ra do enzym té bao
phosphoryl hoa). Hoat tinh khang Cytomegalovirus & ngudi c6 thé
do trc ché tong hop polypeptid dic hidu cta virus; e ché nay doi
hoi ndng d6 cao aciclovir hodc aciclovir triphosphat in vitro.

Co ché tac dung chéng lai cac virus nhay cam khac nhu Epstein-
Barr va Cytomegalovirus van chua dugce rd, can nghién ctru thém.
Téc dung ciia aciclovir manh nhat trén virus Herpes simplex typ 1
(HSV-1) va kém hon & virus Herpes simplex typ 2 (HSV-2), virus
Varicella zoster (VZV), tac dung yéu nhét trén Epstein Barr va
Cytomegalovzrus (CMV). Aciclovir khong ¢6 tac dung chong lai
cac virus tiém 4n, nhung c6 mot vai bang chung cho thay thude
trc ché virus Herpes simplex tiém an ¢ giai doan dau tai hoat
dong. Khang thudc: In vitro va in vivo, virus Herpes simplex khang
aciclovir ting 1én, do xuét hién thé dot bién thiéu hut thymidin
kinase ciia virus, 1a enzym can thiét dé aciclovir chuyén thanh dang
¢6 hoat tinh. Ciing c6 co ché khang thudc khac 1a do su thay d6i dic
tinh cta thymidin kinase hay giam nhay cam v&i ADN polymerase
cuia virus. Khang aciclovir do thiéu hut thymidin kinase c6 thé gay
khang chéo vdi cac thube khang virus khac ciing duge phosphoryl
hoa bdi enzym nay, nhu brivudin, idoxuridin va ganciclovir.

Virus khang thudc tré thanh mot van dé déi véi ngudi bénh suy
giam mién dich. Dic biét nguoi bénh AIDS hay bi nhiém virus
Herpes simplex khang aciclovir ¢ da, niém mac.

Duoc dong hoc

Aciclovir hép thu kém qua duong udng. Sinh kha dung dudng
ubng khoang 10 - 20%. Thirc dn khong lam anh huong dén hip
thu cua thude. Aciclovir phan bd rong trong dich co thé va cac co
quan nhu: Nio, than, phéi, rudt, gan, lach, co, tir cung, ni€ém mac
va dich &m dao, nudc mat, thuy dich, tinh dich, dich ndo tuy. Sau
khi tiém tinh mach dang mudi natri cia aciclovir, n6ng d6 thude
trong dich nio tuy dat duoc khoang 50% ndng do thudc trong huyét
tuong. Lién két vai protein thép (9 - 33%). Thoi gian dat ndng do
dinh trong huyét thanh sau khi udng tir 1,5 - 2 gio.

O nguoi bénh chirc ning than binh thudng, nira doi thai trir khoang
2 - 3 gid; & nguoi bénh suy than man tri sé ndy ting va c6 thé
dat t6i 19,5 gio & bénh nhéan vé niéu. Trong thoi gian tham phan
méu, nira doi thai trir giam xudng con 5,7 gio va khoang 60% liéu
aciclovir dugc dao thai trong qué trinh thim phan.

Probenecid lam tang nira doi va AUC cua aciclovir.

Aciclovir qua dugc hang rao nhau thai va phan bd dugc vao sira me
v&indng do gap 3 1an trong huyét thanh me. Thudc ciing duoc chuyén
héa moét phin qua gan thanh 9-carboxymethoxymethylguanin
(CMMG) vamdt lugng nhd 8-hydroxy-9-(2-hydroxyethoxymethyl)
guanin.

Aciclovir dugc thai trir chi yéu qua nude tiéu dudi dang khong déi
qua loc cau than va bai tiét ng than. Khoang 2% tong liéu thai trir
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qua phan. Phan 16n lidu tinh mach don dugc thai trir qua nudc tiéu
dudi dang khong ddi trong vong 24 giv. O ngudi 16n ¢6 chic ning
than binh thuong, khoang 30 - 90% liéu tinh mach don thai trir qua
nudc tiéu dudi dang khong doi trong vong 72 gidy, xap xi 8 - 14% va
dudi 0,2% thai trir qua nudce tiéu & dang CMMG va 8-hydroxy-9-(2-
hydroxy- ethoxymethyl)guanin (twong tng). Aciclovir dugc thai
khi thim phan mau.

Aciclovir thuong duoc hip thu rat it khi bbi trén da lanh, nhung c6
thé tang 1én khi thay di cong thirc bao ché. Aciclovir ding dudi
dang thudc m& tra mat 3% dat dugc ndng do twong dbi cao trong
thily dich nhung lugng hap thu vao mau khong dang ké.

Chi dinh

Diéu tri nhiém virus Herpes simplex (typ 1 va 2) 1an dau va tai phat
¢ niém mac - da (viém miéng - loi, viém b phén sinh duc), viém
ndo - mang nio, & mat (viém giic mac).

Du phong nhiém HSV ¢ niém mac - da bj tai phat it nhét 6 1an/nam,
& mat (viém gidc mac tai phat sau 2 1an/nam) hodc truong hop phai
phiu thudt & mét.

Nhiém virus Jaricella Zoster:

Zona, du phong bién chirng méit do Zona mét. Thuy dau ¢ nguoi
mang thai: Bénh xuat hién 8 - 10 ngay trude khi dé.

Thuy dau so sinh.

So sinh trudce khi phat bénh: Khi me bi thuy ddu 5 ngay trudc va 2
ngay sau khi dé.

Thuy dau ning 6 tré dudi 1 tudi.

Thity dau c6 bién ching, dic biét viém phdi do thity dau.

Chéng chi dinh
Chéng chi dinh dung aciclovir cho ngudi bénh man cam véi thude.

Than trong

Thén trong v&i nguoi suy than, liéu ding phai diéu chinh theo do
thanh thai creatinin. Tiém truyén tinh mach cham, vdi thoi gian
it nhat 1 gio dé tranh két tia aciclovir trong than. Tranh tiém nhanh
hodc tiém véi mot lugng 16n. Can cho da nude. Nguy co suy than
tang 1én, néu dung dong thoi véi cac thube doc véi than.

Diéu tri tiém truyén tinh mach liéu cao c6 thé gy ting creatinin
huyét thanh c6 hdi phuc, dac biét voi nguoi bénh mAt nuée, d& 1am
tang két tiia aciclovir trong dng than.

Tiém tinh mach aciclovir ¢6 thé gy cac biéu hién bénh nio. Phai
than trong khi tiém cho nguoi cé bénh vé hé than kinh, gan, than,
1i loan dién giai, trang thai thiéu oxygen. Phai than trong khi dung
cho ngudi da c6 phan tmg than kinh khi dung cac thude doc cho té
bao hodc da tiém methotrexat vao dng tay hodc interferon.

Thoi ky mang thai
Chi nén dung aciclovir cho ngudi mang thai khi lgi ich didu tri hon
hén rui ro ¢6 thé xay ra véi bao thai.

Thoi ky cho con bu

Aciclovir dugc bai tiét qua sita me khi ding duong udng, tuy nhién
chua c6 ghi nhan vé tac dung c6 hai cho tré bu me khi nguoi me
dang ding aciclovir. Nén than trong khi ding thudc d6i voi ngudi
cho con bt

Tac dung khong mong muén (ADR)

Céc ADR thuong hiém gip sau khi udng hodc tiém tinh mach
aciclovir.

It gap, 1/1 000 < ADR < 1/100

Tai chd tiém: Thuong do thude tiém ra ngoai tinh mach, giy viém
va hoai tir mo.

Hiém gdp, ADR < 1/1 000

Tiéu héa: Budn non, ndn, ia chay, dau bung, chén an, rbi loan tiéu
hoa (khi ubng hodc tiém tinh mach).

Huyét hoc: Thiéu mau, giam bach cAu, viém hach bach huyét, giam
tiéu cAu. Ban xudt huyét giam tiéu cau, hoi ching tan huyét ting uré
méu, d6i khi dan dén tir vong d timg xay ra ¢ bénh nhan suy giam
mién dich ding lidu cao aciclovir.

Thén kinh trung wong: Pau dau, chong mat, hanh vi kich dong. it
gap 14 céc phan tmg than kinh hodc tam than (nga lim, run, 1an, 4o
giac, con dong kinh).

Da: Phat ban, ngira, may day.

Céc phan tng khac: Sbt, dau, test gan ting, viém gan, vang da, dau
co, phu mach, rung toc. Thubc c6 thé két tua & 6ng than khi tiém
tinh mach, dan dén suy than cép.

Huwéng din cach xir tri ADR

Céac ADR thuong hiém xay ra va nhe, tu hét. Néu cac tridu chung
nang (1a 13n, hon mé & ngudi suy than), phai ngimg thubc ngay.
Dién bién thudng tét sau khi ngimg thude, it khi phai tham phan
mau.

Liéu lwong va cach ding

Diéu tri bang aciclovir phai duoc bt ddu cang sém cang t6t khi c¢o
dau hi¢u va triu chig ciia bénh.

Uéng: Liéu udng thay doi tiy theo chi dinh:

Diéu tri nhiém Herpes simplex tién phat bao gdm ca Herpes sinh
duc: Liéu thong thuong udng 200 mg/lan ngay udng 5 lan, cach
nhau 4 gio. Ubng trong 5 - 10 ngay.

Néu suy giam mién dich ning hodc hip thu kém: 400 mg/ldn ngay
5 14n, dung trong 5 ngay.

Loai bo tai phat & nguoi c6 kha nang mién dich (it nhat c6 6 1an tai
phat/nam): Udng 800 mg/ngay chia 1am 2 hodc 4 lan. Liéu phap
diéu trj phai ngimg sau 6 - 12 thang dé danh gi4 két qua.

Néu tai phat thua (< 6 1an/ndm), chi nén diéu tri dot tai phat:
200 mg/lan, ngay ubng 5 lan, udng trong 5 ngay. Bit ddu udng khi
¢6 triéu ching tién trién.

Du phong HSV ¢ ngudi suy giam mién dich: 200 - 400 mg/lan,
ubng 4 lan mdi ngay.

Nhiém HSV ¢ mit:

Diéu tri viém gidc mac: 400 mg/lan ngay ubng 5 1an, ubng trong
10 ngay.

Du phong tai phat, viém giac mac: (sau 3 lan tdi phat/nim):
800 mg/ngay chia lam 2 1an. Panh gi lai sau 6 - 12 thang diéu tri.
Truong hop phai phau thuat mét: 800 mg/ngay, chia lam 2 1an.
Thuy dau: 800 mg/lan, 4 hodc 5 1an/ngay. Udng trong 5 - 7 ngay.
Zona: Nguoi 16n, 800 mg/lﬁn, 5 lﬁn/ngéy, uéng trong 5 - 10 ngay.
Tré em: 2 tudi hodc trén 2 tudi: Liéu nhu nguoi 16n. Dudi 2 tudi:
ding 1/2 liéu nguoi 16n.

Thiy dau: Trén 2 tudi: 20 mg/kg, t6i da 800 mg/lan, ubng 4 1an/
ngay. Udng trong 5 ngay.

Hoic dudi 2 tudi: 200 mg/l1an, 4 1an mdi ngay.

2 - 5 tudi: 400 mg/lan, 4 1an/ngay.

6 tudi va trén 6 tudi: 800 mg/lan, 4 14n mdi ngay.

Tiém truyén tinh mach: Duéi dang mudi natri trong 1 gid.

Liéu duoc tinh theo dang base. 1,1 g aciclovir natri tuong duong
khoang 1 g aciclovir. Dung dich dé truyén thuong dugc pha dé co
ndng d6 khoang 5 mg/ml (0,5%).

O ngudi béo phi, lidu phai tinh theo cin ning 1y tuong dé tranh
qué liéu.

Nguoi lon:

Nhiém HSV & nguoi suy giam mién dich, herpes sinh duc khéi
dau ning hodc du phong nhiém HSV ¢ nguoi suy giam mién dich:
5 mg/kg/lan, cach 8 gid/lan. Piéu tri tir 5 - 7 ngay.

Viém ndo do HSV: 10 mg/kg/lan, cach 8 gio /lan. Didu tri trong
10 ngay.
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Nhidm VZV: O nguoi ¢6 kha nang mién dich: 5 mg/kg/lan, cach 8
gio/lan; O ngudi suy giam mién dich: 10 mg/kg/lan, cach 8 gid/lan;
O phu nit mang thai: 15 mg/kg/lan, cach 8 gid/lan.

Tré em:

3 thang - 12 tudi: Liéu thuong tinh theo dién tich co thé. Mot liéu
trinh thuong kéo dai tir 5 - 10 ngay.

Nhidém HSV (trir viém ndo - mang ndo) va VZV & nguoi c6 kha
ning mién dich: 250 mg/m’, cach 8 gid/lan (khoang 10 mg/kg/
lan, cach 8 gid/lan). Viém ndo - mang ndo HSV hodc nhidm VZV
ning & tré suy giam mién dich: 500 mg/m?, cach 8 gio/lan (khoang
20 mg/kg/lan, cach 8 gid/lan).

Tré so sinh cho t6i 3 thang tudi:

Nhidm HSV: 10 mg/kg/lan cach 8 gid/1an. Diéu tri trong 7 - 10 ngay.
Nhiém HSV lan téa: 20 mg/kg/lan, cach 8 gio/lan, cho trong
14 ngay. Néu c6 t6n thuong than kinh, kéo dai t6i 21 ngay.

Nhiém VZV: 20 mg/kg/lan, cich 8 gid/lan. Diéu tri it nhat 7 ngay.
Thuée mé aciclovir:

Diéu tri nhiém Herpes simplex moi va sinh duc khoi phét va tai
phat. Cén diéu trj cang so6m cang tot. Nhiém & miéng hodc am dao,
can thiét phai dung diéu tri toan than (uéng). V61 Herpes zoster
ciling can phai diéu tri toan than.

Céch ding thudc ma: Boi 1én vi tri ton thuong cach 4 gio mot 1an
(5 dén 6 1an mdi ngay) trong 5 dén 7 ngay, bat ddu ngay tir khi xudt
hién triéu ching.

Thubc m& tra mét: Ngay boi 5 1an (tiép tuc it nhéat 3 ngay sau khi
da dung liéu diéu tri).

Voi nguoi bénh suy than:

Lidu thén Do thanh thai o
thuon g creatinin Liéu dieu chinh
g (ml/phiit)
nzh(;(l)l Tg,i;;algrll > 10 Khoéng can diéu chinh
L gloran, 0-10 200 mg, céch nhau 12 gio
5 lan/ngay
400 mg, cach > 10 Khoéng can diéu chinh
nhau 12 gio/lan 0-10 200 mg, cach nhau 12 gio
800 mg, cach >25 Khéng can diéu chinh liéu
nhau 4 gio/lan, 10-25 800 mg, cach nhau 8 gio/lan
5 lan/ngay 0-10 800 mg, cach nhau 12 gid/lan

Udng: Liéu va sb lan ubng phai thay d6i tiy theo mirc do ton
thuong than.

Diéu chinh liéu uéng & ngudi suy than:

Tham phan mau: B6 sung 1 liéu ngay sau mdi lan tham phan mau.
Liéu udng v6i ngudi bénh suy than kém nhidm HIV nhu sau:

bo thar(l:l lt/lll):lillﬁctl)'eatmm Cich diing
> 80 Khéng diéu chinh lidu
50-80 200 - 800 mg, cach nhau 6 - 8 gio
25-50 200 - 800 mg, cach nhau 8 - 12 gio
10 - 25 200 - 800 mg, cach nhau 12 - 24 gio
<10 200 - 400 mg, cach nhau 24 gio

Tiém truyén tinh mach:
Liéu tiém truyén tinh mach & ngudi suy than nhu sau:

Po thanh thai

creatinin (ml/phut) Cach dung

25-50 5 - 10 mg/kg, cach nhau 12 gio
10-25 5 - 10 mg/kg, cach nhau 24 gio
<10 2,5 - 5 mg/kg, cach nhau 24 gio

Liéu tiém truyén tinh mach & nguoi suy than kém nhiém HIV nhu sau:

cre{;fh:?: r(lll:llt/l[l)alllll'lt) Cich ding
> 50 Khoéng diéu chinh lidu
10-50 5 mg/kg, cach nhau 12 - 24 gio
<10 2,5 mg/kg, cach nhau 24 gio

Tham phan méu: Lidu 2,5 - 5 mg/kg thé trong, 24 gid mot lan, sau
khi thdm phan.

Siéu loc mau dong - tinh mach hodc tinh - tinh mach lién tuc: Liéu
nhu d6i v6i truong hop do thanh thai creatinin dudi 10 ml/phiit.
Thoi gian tiém truyén: Phai tiém tinh mach cham it nhat 1 gio dé
tranh két tua aciclovir trong than.

Pha dung dich tiém truyén:

Bot pha tiém aciclovir natri dugc hoa tan trong nudc cat pha tiém
hodc dung dich tiém truyén natri clorid 0,9% dé duogc dung dich
chtra 25 mg/ml hodc 50 mg/ml. Pha lodng thém dé duoc dung dich
¢6 nong d¢ aciclovir khong 16n hon 7 mg/ml (0,5%) dé truyén.
Néu ndng d6 aciclovir > 10 mg/ml s& ting nguy co viém tinh mach.
Theo liéu lugng can dung, chon sb lugng va lo thudc c6 ham luong
thich hop. Pha thudc trong thé tich dich truyén can thiét va lic nhe
cho dén khi tan hoan toan.

Trong qua trinh chudn bi va hoa tan dung dich, can phai tién hanh
trong diéu kién hoan toan vo khuan, va chi pha truéc khi sir dung va
khong sir dung phan dung dich da pha khong dung hét.

Néu thiy c6 van hodc tua trong dung dich truée hodc trong khi
tiém truyén thi phai hity bo.

Twong tic thude

Probenecid lam ting nira doi trong huyét tuong va AUC cua
aciclovir, 1am giam thai trir qua nuéc tidu va do thanh thai cua
aciclovir.

Duing dong thoi zidovudin va aciclovir ¢6 thé gay trang thai nga lim
va lo mo. Can theo dbi sat ngudi bénh khi phdi hop.

Interferon 1am ting tac dung chéng virus HSV-1 in vitro cia
aciclovir. Tuy nhién tuong tac trén 1am sang van chua 1.
Amphotericin B va ketoconazol 1am tang hiéu luc chéng virus cta
aciclovir.

Dung aciclovir tiém phai than trong véi nguoi bénh da dung
methotrexat vao dng tuy sng.

P 6n dinh va bao quan
Béo quan & 15 - 25 °C, tranh 4m va anh sang.

Twong ky,

Tuong ky véi cac ché phim cua mau va dung dich chira protein.
Aciclovir tuong ky voi foscarnet.

Qui liéu va xir tri

Triéu chitng: O ngudi suy than khi dung aciclovir tiém tinh mach
lidu qué cao da thdy y thire thay déi tir lu 13n, 4o giac dén hon mé.
Tién trién thudng t6t sau khi ngimg thude va lam tham tach méu.
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Tiém tinh mach lidu duy nhét 80 mg/kg chua gy ra triéu chimg qué
lidu.

Xir tri: Tham phan mau ngudi bénh cho dén khi chirc nang than
phuc hdi, ngimg thude, cho truyén nude va dién giai.

Théng tin qui ché

Aciclovir ¢6 trong Danh muyc thudc thiét yéu tan dugc ban hanh
14n ther VI, nim 2013 va Danh muc thudc tan dugc thude pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Aciherpin; Acirax; Aclocivis;, Aclovia; Acrovy;, Acyacy 800;
Acymess; Acytomaxi; Acyvir,; Agiclovir, Amclovir, Avir; Avircrem;
Avirtab; Azalovir, Azein; Azooba; Beevirutal; Bondaxil; Cadirovib,
Clovir, Cloviracinob, Cream Ikovir,; Cyclolife; Daehwa Acyclovir;
Declovir, Dovirex; Ficyc, Herperax, Herpevir; Hutevir, Ikovir;
Ilpobio; Kem Zonaarme; Kemivir;, Kukje Axyvax Tab.; Lacovir;
Lovir; Mediclovir, Mediplex, Medskin acyclovir, Medskin Clovir;
Mibeviru; NDC-Aciclovir 200; Newgenacyclovir, Op.
Opelovax; Osafovir; Protoflam 200; Raneasin Tab.; Santovir;
Vaxcilora ointment; Virless;, Virupos; Wooridul Acyclovir;
Y.P Acyclovir Tab, Zovirax, Zovitit; Zoylin.

Viran;

ACID ACETYLSALICYLIC
(Aspirin)
Tén chung quoc té: Acetylsalicylic acid.
Mai ATC: A01ADOS, BOIAC06, NO2BAO1.
Loai thudc: Thudc giérr} dau salricylat; thuéc k}a sot; thude chdng
viém khong steroid; thuoc trc che két tap tiéu cau.

Dang thudc va ham lugng

Vién nén: 325 mg, 500 mg, 650 mg.

Vién nén nhai dugc: 75 mg, 81 mg.

Vién nén gidi phong cham (vién bao tan trong ruft): 81 mg,
162 mg, 165 mg, 325 mg, 500 mg, 650 mg, 975 mg.

Vién nén bao phim: 325 mg, 500 mg.

Duoc Iy va co ché tic dung

Acid acetylsalicylic (aspirin) c6 tdc dung giam dau, ha nhiét
va chbng viém. Néi chung, co ché tic dung cua aspirin ciing
trong ty nhu cic thubc chdng viém khoéng steroid khac. Thude
trc ché enzym cyclooxygenase (COX), din dén trc ché tong hop
prostaglandin, thromboxan va cac san phdm khac nhu prostacyclin
cua cyclooxygenase Co hai loai enzym COX: COX-1 thuong dugc
tim thdy trong cac mé té bao binh thuong cua co thé (COX 1 duy
tri binh thuong niém mac da day; chic ning than va tiéu cau)
trong khi COX-2 chu yéu thdy & vi tri viém, bj kich thich ting tao
prostaglandin do cac cytokin va trung gian hoa hoc cua qua trinh
viém. Co ché trc ché enzym COX ciia aspirin khac biét hin so
v6i cac thube chdng viém khong steroid khac. Aspirin gén cong
tri voi ca hai loai COX dan dén tc ché khong dao nguoc hoat tinh
clia enzym nay, do do thoi gian tac dung cua aspirin lién quan dén
tdc d6 vong chuyén hoa ctia cyclooxygenase. Con véi cac thude
chéng viém khong steroid khéc, do chi trc ché canh tranh tai vi tri
tac dung ctia COX, thoi gian tac dung sé lién quan tryc tiép dén thoi
gian thudc ton tai trong co thé.

Aspirin ¢6 tac dung te ché két tap tiéu ciu. Co ché do e ché COX
clia tiéu cau dan dén wc ché tong hop thromboxan A, la chét gay
két tap tiéu cau. Tiéu cau la té bao khong co nhan, khong c6 kha
nang tong hop COX méi, do d6 khong giéng nhu cac thude chéng
viém khong steroid khac, aspirin ¢ ché khong thuin nghich

Kkét tap tiéu ciu, tic dung nay kéo dai sudt doi séng ciia tiéu cau
(8 - 11 ngay). Tac dung tc ché thromboxan A, xay ra nhanh va
khong lién quan dén ndng do aspirin trong huyét thanh c¢6 thé vi
COX trong tiéu cAu da bi bét hoat trude khi vao tudn hoan toan
than. Tac dung we ché két tap tiéu ciu co tinh chét tich liy khi sir
dung céc lidu lap lai. Lidu aspirin 20 - 50 mg/ngay c6 thé hau nhu
{rc ché hoan toan sy tong hop thromboxan cua tiéu cau trong vai
ngay. Liu cao 100 - 300 mg c6 thé ngay tic thi cho tac dung trc ché
tdi da.

Aspirin con wc ché san sinh prostaglandin & than. Su san sinh
prostaglandin & than it quan trong v& mat sinh 1y véi ngudi bénh
c6 than binh thudng, nhung c6 vai tro rat quan trong trong duy tri
luu thong mau qua thin ¢ nguoi suy than man tinh, suy tim, suy gan,
hoic c6 16 loan vé thé tich huyét twong. O nhitng nguoi bénh nay,
tac dung tc ché tong hop prostaglandin & than cua aspirin c6 thé
dan dén suy than cip tinh, giit nude va suy tim cap tinh.

Duoc dong hoc

Khi uéng, aspirin dugc hip thu nhanh tir duong tidu hoa. Mot
phén aspirin dugc thiy phan thanh salicylat trong thanh rudt. Sau
khi vao tuan hoan, phan aspirin con lai ciing nhanh chong chuyén
thanh salicylat, tuy nhién trong 20 phut d4u sau khi udng, aspirin
van giit nguyén dang trong huyét tuong. Ca aspirin va salicylat
déu co hoat tinh nhung chi aspirin ¢ tic dung e ché két tap
tiéu cau.

Aspirin gin protein huyét tuong véi ty 1& tir 80 - 90% va dugc
phéan bé rong, véi thé tich phan bd & ngudi 16n 1a 170 ml/kg. Khi
n6ng do6 thude trong huyét twong téng, ¢6 hién tugng bao hoa vi tri
gan protem huyét tuong va ting thé tich phan bb. Salicylat cung
gin nhidu voi protein huyét twong va phéan b rong trong co thé,
vao duogc trong sita me va qua dugc hang rao nhau thai.

Salicylat dugc thanh thai chii yéu ¢ gan, voi cac chat chuyén
hoa 1a acid salicyluric, salicyl phenolic glucuronid, salicylic acyl
glucuronid, acid gentisuric. Cac chat chuyén hoa chinh 1a acid
salicyluric va salicyl phenolic glucuronid d& bi bao hoa va duoc
dong theo phuong trinh Michaelis Menten, cac chit chuyén hoa
con lai theo dong hoc bac 1, dan dén két qua tai trang thai can béng,
ndng do salicylat trong huyét trong ting khong tuyén tinh vai liéu.
Sau liéu 325 mg aspirin, thai trir tudn theo dong hoc bac 1 va ntra
doi cua salicylat trong huyét trong 1a khoang 2 - 3 gid; vai lidu cao
aspirin, nira doi c6 thé ting dén 15 - 30 gio. Salicylat ciing duoc
thai trir dudi dang khong thay ddi qua nude tiéu, lwong thai trir ting
theo lidu dung va phu thuoc pH nude tiéu; khoang 30% liéu ding
thai trir qua nudc tiéu kiém hoa so véi chi 2% thai trir qua nudc tiéu
acid hoa. Thai trir qua than lién quan dén cac qua trinh Igc cAu than,
thai trir tich cuc qua dng than va tai hip thu thu dong qua éng than.
Salicylat c6 thé dugc thai qua thim tach mau.

Chi dinh

Aspirin dugc chi dinh dé giam cac con dau nhe va vira, déng thoi
giam sdt. Vi ¢6 ty 1& cao vé tac dung phu dén dudng tiéu hoa, nén
aspirin hay dugc thay thé bang paracetamol, dung nap t6t hon.
Aspirin ciing dugc st dung trong chiing viém cip va man nhu viém
khép dang thap, viém khép dang thap thiéu nién, viém (thoai hoa)
xuong khép va viém dét séng dang thép.

Nho tac dung chdng két tap tiéu cau, aspirin dugc sir dung trong
mot s bénh 1y tim mach nhu dau thét nguc, nhdi mau co tim va du
phong bién chimg tim mach & cac bénh nhan ¢ nguy co tim mach
cao. Thudc ciing dwoc sir dung trong didu tri va du phong mot s6
bénh Iy mach ndo nhu dot quy. Aspirin dugc chi dinh trong diéu tri
hoi chimg Kawasaki vi co tic dung chdng viém, ha st va chéng
huyét khéi.
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Chéng chi dinh

Do nguy co di ing chéo, khong dung aspirin cho nguoi da c6 tri¢u
chirng hen, viém miii hodc may day khi dung aspirin hodc nhiing
thudc chdng viém khong steroid khac trudc day. Nguoi co tién st
bénh hen khong dugc dung aspirin, do nguy co gay hen thong qua
tuong tac v6i can bang prostaglandin va thromboxan. Nhitng nguoi
khong dugc dung aspirin con gdm ngudi ¢6 bénh ua chay mau, giam
tiéu cau, loét da day hodc ta trang dang hoat dong, suy tim vira va
nang, suy gan, suy than, dac bi¢t nguoi co tdc do loc cu than dudi
30 ml/phut va xo gan.

Thén trong

Cén than trong khi diéu tri ddng thoi véi thube chdng dong mau
hodc khi c6 nguy co chay mau khac. Khong két hop aspirin véi
céc thude khang viém khong steroid va cac glucocorticoid. Khi diéu
tri cho nguoi bi suy tim nhe, bénh thén hoac bénh gan, dac biét khi
dung ddng thoi véi thude loi tiéu, cin quan tim xem xét cin than
nguy co gilt nudc va nguy co giam chirc nang than.

O tré em, khi ding aspirin da gy ra 1 s§ truong hop hoi chimg
Reye, vi vy can han ché hoan toan chi dinh aspirin cho tré em dudi
16 tudi chi trir mot s6 truong hgp nhu bénh Kawasaki, viém khép
dang thap thiéu nién, bénh Still.

Ngudi cao tudi co thé d& bi nhidm doc aspirin, c6 kha nang do giam
chtrc nang than. Can phai ding liéu thip hon lidu thong thudng
dung cho nguoi 16n.

Thoi ky mang thai

Aspirin trc ché cyclooxygenase va sy san sinh prostaglandin; diéu
nay quan trong voi sy dong ong dong mach. Aspirin con tic ché
co bop tir cung, do d6 gay tri hodn chuyén da. Tac dung trc ché san
sinh prostaglandin c6 thé ddn dén dong sém 6ng dong mach trong
tir cung, v6i nguy co nghiém trong ting huyét ap dong mach phdi va
suy hd hip so sinh. Nguy co chay mau ting 1én & ca me va thai nhi,
vi aspirin tic ché két tap tiéu cau ¢ me va thai nhi. Do do6, khong
duogc ding aspirin trong 3 thang cudi cing cia thoi ky mang thai.

Thoi ky cho con bu
Aspirin vao trong sita me, nhung vai liéu di€u tri binh thuong co
rat it nguy co xay ra tac dung c6 hai ¢ tré b sira me.

Tac dung khong mong muon (ADR)

ADR phé bién nhét lién quan dén hé tiéu hoa, than kinh va cAm
mau.

Tan s ADR phu thudc vao lidu. C6 t6i 5% tong sé nguoi duoc diéu
tri ¢6 ADR. Thuong gip nhat 1a triéu chimg tiéu hoa (4%) va &
lidu cao (trén 3 g mot ngay), ty 18 ngudi cO ADR 14 trén 50% tng s6
nguoi duge diéu trj.

Thuong gap, ADR >1/100

Tiéu héa: Budn ndn, nén, kho tiéu, khd chiu & thuong vi, ¢
nong, dau da day, loét da day - rudt.

TKTW: Mét mai.

Da: Ban, may day.

Huyét hoc: Thiéu méau tan mau.

Thén kinh - co va xwong: Yéu co. H6 hip: Khoé tho.

Khac: Séc phan vé.

It gap, 1/1 000 < ADR <1/100

TKTW: Mt ngu, bdn chdn, cau gét.

Noi tiét va chuyén hoa: Thiéu st.

Huyét hoc: Chay mau 4n, thoi gian chay mau kéo dai, giam bach
cAu, giam tiéu cAu, thiéu mau.

Gan: Ddc hai gan.

Than: Suy giam churc ning than.

H6 hip: Co thit phé quan.

Huéng din cach xir tri ADR

ADR trén hé than kinh trung wong c6 thé hdi phuc hoan toan trong
vong 2 - 3 ngay sau khi ngimg thudc. Néu c6 cac triéu chimg
chong mdt, U tai, glam thinh lyc hodc thu’ong ton gan, phal ngung
thudc. O nguoi cao tudi, nén diéu tri voi lidu asplrm thip nhat co
hiéu luc va trong thoi gian ngdn nhat ¢ thé dugc. Diéu tri sc phan
vé do aspirin véi liéu phap giéng nhu khi didu tri cic phan ung
phan vé cép tinh. Adrenalin 13 thudc chon loc va thuong kiém soat
dé dang chimg phtt mach va may day.

Liéu lwgng va cach ding

Nguoi lon

Giam dau/giam sdt: Ung 300 - 900 mg, l3p lai sau mdi 4 - 6 gio néu
can, t6i da 1a 4 g/ngay.

Chéng viém (viém khop dang thip, viém xuong khop): Trong
trudng hop viém cip co thé ding lidu 4 - 8 g/ngay, chia 1am nhiéu
liéu nho. Nong d salicylat trong huyét twong téi wu dé chong
viém la 150 - 300 microgam/ml, tuy nhién ngay tir murc néng do
nay, da c6 bénh nhan gap biéu hién cua ddc tinh nhu U tai. Trong
trudng hop man tinh, liéu dén 5,4 g/ngay, chia lam nhiéu liéu nho 1a
du hiéu lyc diu tri.

Uc ché Kkét tap tiéu cdu: Trong truong hop du phong dai han
bién chung tim mach trén bénh nhén nguy co cao, dung liéu
75 - 150 mg/ngay. Trong truong hop cép tinh, can sir dung ngay
trong phac db tri liéu ban dau nhu nhdi mau co tim, nhdi mau no,
con dau that nguc khong 6n dinh, dung liéu nap 150 - 300 mg.

Tré em:

Chi dinh rat han ché vi nguy co hdi ching Reye.

Chéng viém khép dang thap thiéu nién: Tré can nang dudi 25 kg
ubng liéu ban dau 60 - 130 mg/kg/ngay, chia lam nhiéu liéu nho
(5 - 6 lan); tré ning hon co thé bat dau bang lidu 2,4 - 3,6 g/ngay.
Liéu duy tri thuong dung 1a 80 -100 mg/kg/ngay, mot sb tré c6 thé
can dén lidu 130 mg/kg/ngay. Tuy nhién, do nguy co doc tinh, tré
can nang trén 25 kg khong nén dung liéu qua 100 mg/kg/ngay.
Bénh Kawasaki:

Trong giai doan dau c6 sdt: Theo phac dd cuia M¥, udng aspirin
trung binh 100 mg/kg/ngay (80 - 120 mg/kg/ngay), chia lam 4 lan,
trong 14 ngay hodc cho t&i khi hét viém. Can diéu chinh lidu dé dat
va duy tri ndng do salicylat tir 20 - 30 mg/100 ml huyét twong.
Theo phac d6 ciia Anh, liéu ban dau thap hon (30 - 50 mg/kg/ngay
chia 1am 4 14n d6i v&i tré trén 1 thang, va 32 mg/kg/ngay chia lam
4 14n dbi véi tré so sinh).

Trong giai doan dudng bénh: Udng 3 - 5 mg/kg/ngay (udng 1 lan).
Néu khong c6 bat thuorng & dong mach vanh thi thuong phai tiép tuc
diéu tri tdi thidu 8 tudn. Néu c6 bat thuong tai dong mach vanh, phai
tiép tuc diéu tri it nhat 1 nam, ké ca khi bt thuong d6 da thoai lui.
Trai lai néu bét thudng ton tai dai dang, thi phai diéu trj 1au hon nita.

Twong tac thude

N6i chung ndng do salicylat trong huyét twong it bi anh huong
boi cac thude khac, nhung viéc ding dong thoi vai aspirin lam
giam ndng d6 cua indomethacin, naproxen, va fenoprofen. Twong
tac cua aspirin véi warfarin lam tang nguy co chdy mau, va voi
methotrexat, thudc ha glucose mau sulphonyluré phenytoin, acid
valproic lam ting nong do thudc nay trong huyét thanh va tang doc
tinh. Twong tac khac cua aspmn gbm sy dbi khang v6i natri niéu do
spironolacton va sy phong bé van chuyén tich cyc cia penicilin tir
dich néo - tiy vao méau. Aspirin lam giam tac dung céc thudc acid
uric ni¢u nhu probenecid va sulphinpyrazol.

Do 6n dinh va bio quan
Can bao quan aspirin ¢ noi kho va mat. Trong khong khi 4m, thude
thity phan dan dan thanh acid salicylic va acetic va c6 mui gidng nhu
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giam; nhiét 1am ting toc do thuy phan. Bao quan thudc dan trong
ta lanh, khong dé dong biang. Khong dung néu thube c6 mui gidng
nhu gidm manh.

Twong ky,

Trong dung dich nude hodc nudc ethanol, aspirin thiy phan thanh
acid salicylic va acetic, tdc do thuy phan tang 1én & nhiét do cao va
phu thudc vao pH.

Qus liéu va xir tri

Diéu trj qua lidu salicylat gdm:

Lam sach da day bang cach gdy nén (cha y can than dé khong hit
vao) hoic rira da day, cho udng than hoat tinh. Theo ddi va ning d&
cac churc nang can thiét cho su séng. Didu tri sbt cao: truyén dich,
chét dién giai, hiéu chinh mét can béng acid-base; diéu tri ching
tich ceton; giit ndng d6 glucose huyét thich hop.

Theo ddi ndng do salicylat huyét thanh cho t6i khi thiy rd ndng do
dang giam téi mirc khong doc. Khi da udng mot lidu 16n dang thude
giai phong nhanh, ndng do salicylat 500 microgam/ml (50 mg trong
100 ml) 2 gio sau khi udng cho thay ngd doc nghiém trong, nong
d9 salicylat trén 800 microgam/ml (80 mg trong 100 ml) 2 gi¢ sau
khi ubng cho thy c6 thé gay chét. Ngoai ra, can theo ddi trong thoi
gian dai néu udng qué liéu muc d 16n, vi su hap thu c6 thé kéo dai;
néu xét nghiém thuc hién tir khi uéng dén truée 6 gio khong cho
thiy nong do doc salicylat, can lam xét nghiém nhic lai.

Gay bai niéu bang kiém hoa nudc tiéu dé tang thai trir salicylat. Tuy
vay, khong nén dung bicarbonat udng, vi c6 thé lam tang hap thu
salicylat. Néu dung acetazolamid, cin xem xét ky ting nguy co
nhidm acid chuyén hoa nghiém trong va ngd doc salicylat (gay nén
do tang thim nhap salicylat vao ndo vi nhiém acid chuyén héa).
Thuc hién tmyén thay mau, thAm tach méu, thdm tach mang bung,
néu can khi qua lidu nghiém trong.

Theo d5i phu phdi va co gidt va thuc hién liéu phap thich hop
néu can.

Truyén méu hodc ding vitamin K néu cin dé diéu trj chay méau.

Théng tin qui ché

Acid acetylsalicylic c6 trong Danh muc thudc thiét yéu tan dugc
ban hanh 14n tht VI, ndm 2013 va Danh muc thudc tan duge thude
pham vi thanh toan ctia quy bao hiém y té, nim 2015.

Tén thwong mai
Ascard-75; Aspegic, Aspilets EC; Aspirin, Aspirin MKP 81;
Aspirin pHS; Opeasprin.

ACID AMINOCAPROIC

Tén chung qudc té: Aminocaproic acid.

Mai ATC: B02AAO!.

Loai thudc: Thudc khang tiéu fibrin (Thube cAm mau).

Dang thudc va ham lugng

Sir6: 1,25 g/5 ml.

Dung dich udng: 1,25 g/5 ml.

Vién nén: 500 mg.

Thubc tiém dé pha truyén tinh mach: 250 mg/ml, lo 20 ml (5 g).

Duge ly va cor ché tac dung

Acid aminocaproic 1a mot acid monoamino carboxylic tong hop,
c6 tac dung trc ché tiéu cuc méu dong (tiéu fibrin), chil yéu théng
qua trc ché cac hoat chét ctia plasminogen va ciing trc ché tac dung
cta plasmin. Khi dung lidu thip, thudc trc ché cac chét hoat hoa

plasminogen nén lam giam chuyén d6i plasminogen thanh plasmin
(fibrinolysin); chit nay 1a mét enzym phan giéi cac cuc fibrin dong
va cic protein khac ctia huyét twong bao gdm mét sd cac yéu to
d6ng mau nhu yéu t6 V, VIIL Khi ding lidu cao, thudc c6 tac dung
truc tiép khang plasmin, nén di hiy plasmin gay tiéu cuc mau con
du thira. In vitro, hiéu luc tiéu fibrin cta acid aminocaproic bang
khoang 1/5 dén 1/10 cta acid tranexamic.

Duoc dong hoc

Hép thu: Acid aminocaproic hép thu nhanh va hoan toan sau khi
ubng. Nong d6 dinh trong huyét twong dat duoc trong vong 2
gio. Ubng 5 g, nong do dinh trong huyét twong dat trong vong
1 gio khoang 164 microgam/ml. Tiém tinh mach 1 liéu don 10 g
acid aminocaproic, ndng d6 dinh trong huyét twong dat nhit thoi
600 microgam/ml. D& duy tri trc ché tang tiéu fibrin, can thiét phai
¢6 ndng dd thude trong huyét twong khoang 130 microgam/ml.
Mubn vay phai tiém tinh mach mot liéu 5 g, sau d6 cho truyén tinh
mach lién tuc 1 - 1,25 g/gio. Nf‘)ng do thube trong huyét tuong &
nguoi suy than nang cao hon so véi nguoi binh thuong.

Phan bd: Sau khi ding thudc kéo dai, acid aminocaproic phan
bb khip co thé. Thé tich phan bd sau khi udng khoang 23 lit va
sau khi tiém tinh mach khoang 30 lit. Thudc hinh nhu khong gan
v6i protein huyét trong. Khong biét thude co vao sita hay khong.
Thubc phén 16n khong chuyén ho.

Thai trir: Acid aminocaproic c6 nira doi thai trir cudi khoang
2 gio. Thai trir chi yéu 1a qua nude tiéu. Trong mot nghién ctru sd
lwong nhod bénh nhan cho thiy thudc thai trir 40 dén 65% dudi dang
khong bién ddi, 11% la chat chuyén hoa acid adipic.

Thubc ¢ thé loai bo bang tham phan mau va mang bung.

Chi dinh

Phong va diéu tri chay mau két hop véi tiéu fibrin qua mirc, thuong
gap trong ph?lu thuat tim, cit bo tuyén tién liét, than hodc trong mot
sb bénh vé mau (thiéu mau bt san); bong rau non, Xo gan, bénh
ung thu, tiéu huy fibrin ni¢u.

Diéu tri va du phong chay méau nang & nguoi bi bénh ua chay méau
(hemophilia) khi lam cac thu thudt & miéng hoac rang.

Du phong chay méu du6i mang nhén téi phat. Trong céc tinh hudng
nang, de doa tinh mang, c6 thé can phai truyén mau tuoi toan phén,
truyén fibrinogen va cac bién phap cip ctru khéc.

Phong chay mau trong phii mach di truyén (tic dung khiém ton).

Chong chi dinh

Pong mau rai rac trong ndi mach.

Man cam véi acid aminocaproic va cac thanh phan co trong thude.
Nguy co huyét khéi néu khong c6 liéu phap heparin.

Dung thudc tiém cho tré dé non (san phdm chira ruou benzyl).

Thén trong

Chi dugc dung acid aminocaproic trong nhitng truong hop tinh
trang 14m sang cép tinh, de doa tinh mang khi chay mau do ting
hoat dong cua hé théng tidu fibrin. Chi ding thudc sau khi két qua
xét nghiém da xac dinh c6 sy tang tiéu fibrin. Dung thubc nay phai
keém voi xét nghiém dé xac dinh muc d9 tiéu fibrin hién co.

Khi khong biét chic chin nguyén nhan chay mau la do tiéu fibrin
nguyén phat hay 1a do déng mau ndi mach rai rac thi can phan
biét rd trudce khi dung acid aminocaproic. Khong dugc dung acid
aminocaproic trong trudng hop déng mau ndéi mach rai rac néu
khong kem liéu phap heparin.

Dung théan trong ¢ ngudi c6 bénh than, tim va gan, tang uré
huyét. Liéu phap acid aminocaproic di ting giy tic than do
huyét khéi trong mao mach cu than hodc do cuc mau dong
trong bé than va niéu quan ¢ ngudi bénh bi chay mau dudng tiét
niéu trén, vi vy khong dung thubc nay cho ngudi dai ra mau co
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ngudn gbc tir dudng tiét niéu trén, trir khi di can nhic loi ich 16n
hon thiét hai c6 thé gap.

Néu c6 bénh Iy co - xwong nhu yéu co, dau co, mét nhoc xay
ra & nguoi bénh dang dung acid aminocaproic thi phai xem xét
kha nang co tim ciing c6 thé bi thuong ton. Phai theo doi ndng do
enzym creatin phosphokinase trong huyét thanh ctia ngudi bénh
dang diéu tri dai ngay véi thude nay, néu thdy ting rd, phai ngimg
thudc.

Tranh tiém tinh mach nhanh do thudc c6 thé gy ra ha huyét ap,
cham nhip tim hay loan nhip tim.

C6 thé bi viém tinh mach huyét khéi do tiém khong ding k¥ thuat.
Tuy acid aminocaproic thudong duge dung phéi hop cing véi yéu
t6 dong mau thay thé trong diéu tri phau thuat & ngudi bj bénh wa
chay mau, nhung dung ddng thoi nhu vy lam tang nguy co huyet
khéi. Suc miéng bang acid aminocaproic c6 thé glam thiéu bién
ching nay khi 1am céc thu thudt trong miéng hodc nhé rang. Mot
s6 nha huyét hoc khuyén nén duing acid aminocaproic 8 gio sau khi
dung cac yéu to dong mau.

Khong dung ddng thdi véi phirc hop yéu t6 IX hodc phic hop
khang trc ché dong mau vi ting nguy co huyét khdi.

Thoi ky mang thai

Acid aminocaproic da gdy quai thai & chudt. Chua c6 s liéu hay
nghién ctru chimg minh tac hai 1én thai nhi hay khd ning sinh san
khi ding thudc cho phu nit mang thai, chi ding thudc khi di can
nhic loi ich hon han rui ro cho thai nhi.

Thoi ky cho con bu
Chua biét thube co bai tiét qua sira me hay khong, cin st dung
than trong.

TAac dung khong mong muon (ADR)

Thubc thuong dung nap tbt, hiém khi xay ra ADR nhung ciing di
thiy ADR do dung lidu cao trén 16 g/ngay va kéo dai.

Toan than: Phu, nhtte dau, kho .

Phéan (g méan cam: Di (mg va choang phan vé.

Tai chd tiém: Pau va viém tinh mach.

Tim mach: Nhip cham, ha huyét ap, huyét Kkhéi.

Hé tiét niéu: Téc bang quang do cuc mau dong, ting uré, hiém thay
bi suy than.

Tiéu hod: Pau bung, ia chay, budn ndn, ndn.

Huyét hoc: M4t bach cdu hat, ri loan dong mau, giam tiéu cau.
Co - xwong: Tang creatinin phosphokinase, yéu co, bénh 1y co, tiéu
co van, viém co.

Thén kinh: La 14n, co giat, ao giac, tang ap luc ndi so, dot quy,
chong mat, ngét.

Ho hap: Kho tho, ngat mili.

Da: Ngura, ban.

Giéc quan: U tai, giam thinh Iuc.

Khi dung trén 24 g/ngay, thoi gian chdy mau b1 kéo dai du khong
thiy thay d6i dang ké vé chirc nang cua tiéu cau.

Hwéng din cach xir tri ADR

Céac ADR thuong nhe, rat hiém khi phai ngimg thude.

Ngtng thude roi diéu tri triéu chimg néu can. Cac ADR thuong mat
di sau 1 - 2 ngay ngimg thudc.

C6 thé tranh dugc cac ADR khi diéu chinh liéu. Néu thiy dau co,
yéu co, can lam xét nghiém CPK, néu thdy ting cao, c6 thé phai
ngmg thude.

Acid aminocaproic c6 thé loai ra khoi co thé bang tham phan phiic mac.
Liéu lwong va cach ding

Cach dung:

Acid aminocaproic dugc ding theo duong udng hodc truyén tinh
mach. Khong dugc tiém tinh mach nhanh dung dich thudc chua

pha loang. Khi truyén, thudc dugc pha lodng bang cach lay 10 - 20 ml
(4 - 5 g) pha trong 250 ml dich truyén natri clorid 0,9%, glucose
5% hodc Ringer. Phai kiém tra bang mét, dung dich phai khong
duoc c6 cac hat nho hodc bién mau.

Liéu lwong:

Hpi chitng chay mdu cdp tinh do tang tiéu fibrin:

Truyén tinh mach: Nguoi 16n truyén 4 - 5 g trong gio dau, sau
d6 tiép tuc truyén 1 - 1,25 g/gid (4 - 5 ml thudc pha lodng thanh
50 ml) trong khoang 8 gid hodc cho dén khi kiém soat dugc tinh
hinh chay mau. Liéu qua 30 g/ngay khong dugc khuyén céo. Mic
du d¢ an toan va hi€u qua cua acid aminocaproic ¢ tré em chua
duoc xac dinh, thude d3 duge tiém truyén cho tré em véi lidu
100 mg/kg hodc 3 g/m?dién tich co thé trong gitr dau, sau do tiép
tuc truyén 33,3 mg/kg mdi gid hodc 1 g/m®> mdi gio. Tong liu
khong vuot qua 18 g/m? trong 24 gid.

Ubng: Udng vién nén hodc sird acid aminocaproic liéu gidng nhu
duong truyén tinh mach. Gio diu cho uéng 10 vién hodc 4 thia
ca phé sird (5 g) acid aminocaproic, sau do tiép tuc udng mdi gio
2 vién (1 g) hoac 1 thia ca phé sird (1,25 g) trong khoang 8 gio hoac
cho dén khi kiém soat dugc chay mau.

Du phong va diéu tri chay mau sau phau thudt & rang voi nguoi
bi bénh wa chay mau: Udng 75 mg/kg (t6i 6 g) ngay sau khi phiu
thuat, sau d6 ctr 6 gio mot 1an, trong 7 - 10 ngay.

Hodac: Suc mleng véi 5 ml siro (1,25 g) trong 30 gidy, sau do nhd
di, 4 1an mdi ngay trong 7 - 10 ngay. C6 thé nudt mot lugng nho
thudc, ngoai trir truong hop ding & ba thang dau va giira thai ky.
Phong chdy mdu mdt thir phdt ¢ bénh nhéan xudt huyét tién phong
do chan thirong: Ubng 100 mg/kg (t6i 5 g/lidu), cir 4 gio 1 1an, tdi
da 30 g/ngay, trong 5 ngay.

Phong chdy mdu trong phit mach di truyén: Ubng 1 g, 3 - 4 lan/
ngay.

Chay mdu dwéi mang nhén tdi phat: Truyén tinh mach hodc udng
36 g/ngay trong 10 ngay. C6 thé tiép tuc didu tri bang duong udng.
Ngudi suy than: Can giam lidu (giam 15 - 25% liéu & ngudi binh
thuong).

Twong tac thude

C6 tac dung d6i khang khi dung acid aminocaproic cing céc
thudc 1am tiéu huyét khéi (alteplase, anistreplase, streptokinase,
urokinase) nhung lai c6 tac dung cong hop véi cac thude thic day
qué trinh déng mau nén can than trong.

Estrogen va thudc tranh thai chtra estrogen dung cung véi acid
aminocaproic ¢6 thé 1am ting kha ning tao huyét khi.

Vi lidu trén 24 g/ngay, thude c6 anh huong dén xét nghiém vé thoi
gian chay mau.

Than trong khi dung ddng thoi véi tretinoin duong udng vi c6 thé
gdy huyét khéi trong vi mach.

P 6n dinh va bao quan

Bao quan ¢ nhiét d§ 15 tdi 30 °C, noi kho mat, tranh anh sang truc
tiép.

Khoéng dugc dé dong lanh thudce tiém hodc dung dich udng.

Qua lidu va xir tri

Thong tin nhidm doc cip & ngudi ding acid aminocaproic con han
ché. Khéng rd liéu nao hodc ndng dd nao cua thude trong cac dich
co thé gay nhidm doc hodc qua lidu. Trong khi mot ngudi bénh co
thé dung nap dugc acid aminocaproic véi lidu cao téi 100 g thi suy
than cdp da timg xay ra sau mot liéu 12 g. Biéu hién qué liéu 6
thé tir khong ¢ phan ung gi cho dén ha huyét ap nhét thoi hodc
suy than cap nang dan dén tr vong. Co giat da xay ra & mot nguoi
bénh c¢6 tién st u ndo va co giat khi ding ca liéu 8 g tiém ngay 1
lan. Nha san xuét thong bao, chua biét c6 thudce nao giai doc qua
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lidu acid aminocaproic. Tuy nhién, thudc c¢é thé loai bang tham
phén loc mau.

Thong tin quy ché

Acid aminocaproic ¢6 trong Danh muc thudc thiét yéu tan duoc
ban hanh lan tht VI, ndm 2013 va Danh muc thudc tan dugc thude
pham vi thanh toan cta quy bao hiém y t&, nam 2015.

Tén thwong mai
Plaslloid.

ACID ASCORBIC
(Vitamin C)

Tén chung qudc té: Ascorbic acid.

Ma ATC: A11GAO01, GO1ADO3, SO1XA1S.

Loai thuéc: Vitamin tan trong nudc.

Dang thudc va ham lwong

Vién nang giai phong kéo dai: 250 mg; 500 mg.

Vién hinh thoi 60 mg.

Dung dich uéng: 25 mg/giot; 100 mg/ml; 500 mg/5 ml.
Vién nén: 50 mg; 100 mg; 250 mg; 500 mg; 1 g. Vién nén nhai:
100 mg; 250 mg; 500 mg; 1 g.

Vién nén tac dung kéo dai: 500 mg; 1 g; 1,5 g.

Vién sui bot: 1 g.

Thubc tiém: 100 mg/ml; 222 mg/ml; 250 mg/ml; 500 mg/ml.

Duoc Iy va co ché tic dung

Acid ascorbic va cac mudi calci ascorbat, natri ascorbat 1a cac dang
chu yéu cua vitamin C. Co thé ngudi khong tao ra dwoc vitamin
C cho ban than, ma phai l4y tir ngudn thtrc an. Nhu ciu hang ngay
qua ché d6 an can khoang 30 - 100 mg vitamin C d6i voi ngudi 16n.
Tuy nhién, nhu cau nay thay di tuy theo timg ngudi. Cac loai qua
(cam, chanh, budi, nho den, i, héng,...) va rau (ca chua, khoai tay,
rau xanh,...) chira nhiéu vitamin C. Sita, thit c6 it vitamin C. Acid
ascorbic rt d& bi pha hity khi ndu nuéng, du trit. Vitamin C 1a mot
vitamin hoa tan trong nudc, can thiét dé tong hop colagen va cac
thanh phan cua mé lién két.

Thiéu hyt vitamin C xay ra khi thirc an cung cip khong diy du
luong vitamin C can thiét, din dén bénh scorbut. Thiéu hut vitamin
C rat hiém xay ra & ngudi 16n, nhung 6 thé thay & tré nho, ngudi
nghién rugu hodc nguoi cao tudi. Thiéu hut biéu hién & triéu ching
dé chay mau (mach méu nhé, chan rang, lgi), thinh mao mach dé
v, thiéu mau, tén thuong sun va xuong, cham lién vét thuong.
Dung vitamin C lam mat hoan toan cac triéu ching trén.

Acid ascorbic ¢6 kha nang khir trong nhiéu phan tmg sinh hoc oxy
hoé - khtr. Cé mot sd chire nang sinh hoc cua acid ascorbic da
duoc xac dinh 1o rang, gém ¢o sinh téng hop colagen, carnitin,
catecholamin, tyrosin, corticosteroid va aldosteron. Acid ascorbic
ciing da tham gia nhu mot chat khir trong hé thong enzym chuyén
hod thudc cing véi cytochrom P, Hoat tinh ciia hé thong
enzym chuyén hoa thudc nay s& bi giam néu thiéu acid ascorbic.
Acid ascorbic con diéu hoa hap thu, van chuyén va du trir sat.
Acid ascorbic 1a mot chit bao vé chéng oxy hoa hitu hiéu. Acid
ascorbic loai bd ngay cac loai oxy, nito phan tng (cac ROS =
Reactive oxygen species va cac RNS = Reactive nitrogen species)
nhu cac gbe hydroxyl, peroxyl, superoxid, peroxynitrit va nitroxid),
cac oxy tu do va cac hypoclorid, 1a nhitng gbc ty do gay doc hai
cho co thé. Co rit nhiéu ching cir sinh hoc chimg t6 cac gdc tu
do & ndng do cao co thé gy ton hai cho té bao. Mot s6 bénh man

tinh c6 lién quan dén ton thuong do stress oxy hoa gdm ¢ ung thur,
bénh tim mach (xo vira dong mach vanh...), duc thuy tinh thé, hen
va bénh phéi man tinh tic nghén. Tuy nhién, hién nay chua xac dinh
dugc rd rang mdi lién quan vé nguyén nhan.

Mot vai tac dung cua vitamin C nhu chéng thoai hoa hoang diém,
phong cum, chong lién vét thuong, phong ung thu con dang nghién
ctru, chura duge chimg minh 1 rang. Mot s6 thay thude khuyén cao
dé giam nguy co cao thodi hoa hoang diém ning & nguoi cao tudi
da dung: Vitamin C 500 mg/ngay két hop véi beta caroten 15 mg/
ngay, vitamin E 400 mg/ngay va kém (dang kém oxyd) 80 mg/ngay
va dong (dudi dang oxyd dong) 2 mg/ngay (dé phong thiéu mau).
In vitro, acid ascorbic da chiing t6 ngéan chan dugc oxy hoa LDL
bang cach loai bd ROS va RNS c¢6 trong méi trudng nude. LDL
oxy hoa dugc cho la gay xo vira dong mach.

Acid ascorbic trong bach cu dic biét quan trong vi c6 ROS phat
sinh ra trong khi bach cAu thuc bao hodc bach ciu hoat hod do bi
viém nhiém. N6ng do ascorbat cao trong bach cAu bao vé bach cau
chéng lai tén thuong oxy hoa ma khong trc ché hoat tinh diét khuan
ctia tiéu thé thyuc bao. Hoat tinh chdng oxy hoa cua acid ascorbic
cling bao vé chdng lai ton thwong phan hity protein & cac vi tri
viém nhu & kh6p (viém dang thip), & phdi (hoi chung suy ho hép
& ngudi 16n, hut thude, ozon).

Riéng dbi voi cam lanh, cho dén nay s lidu chwa dong nhét dé
khuyén céo. Ngoai ra, c6 mot vai chimg ctr acid ascorbic co thé
diéu hoa tong hop prostaglandin cho tic dung giin phé quan,
gidn mach va chéng dong von mau, kha nang chuyén acid folic
thanh acid folinic, chuyén ho4 carbohydrat, tong hop lipid, protein,
khang nhiém khuan va hé hap té bao.

Duoc dong hoc

Hap thu: Vitamin C dugc hap thu dé dang sau khi ubng; tuy vay,
hép thu 1a mt qua trinh tich cuc va co thé bi han ché sau nhitng liéu
rét 16n. Cung cip thuong xuyén lugng vitamin C qua ché d¢ an tir
30 - 180 mg hang ngay; khoang 70 - 90% duoc hip thy. O lidu trén 1 g
hang ngay, sy hdp thu giam xudng con khoang 50% hodc it hon.
Trong nghién ciru trén ngudi binh thudng, chi co 50% cua mot lidu
ubng 1,5 g vitamin C dugc hip thu. Hip thu vitamin C & da day - rudt
¢6 thé giam & nguoi ia chay hodc co bénh vé da day - rudt.

Nbng d6 vitamin C binh thudng trong huyét twong khoang 10 - 20
microgam/ml. Nong d6 trong huyét trong dudi 1 - 1,5 microgam/ml
khi bi bénh scorbut. Téng luong vitamin C du trit trong co thé wéc
tinh khoang 1,5 g v6i khoang 30 - 45 mg duoc luan chuyén hang
ngay. Dau hiéu 14m sang cta bénh scorbut thudng tré nén rd rang
sau 3 - 5 thang thiéu hut vitamin C.

Phén bd: Vitamin C phan b rong réi trong cac mé co thé. Nong do
vitamin C cao dugc tim thdy & gan, bach cau, tiéu ciu, mé tuyén va
thuy tinh thé cua mét. Khoang 25% vitamin C trong huyét twong
két hop véi protein.

Acid ascorbic di qua dugc nhau thai va phan bd trong sita me.
Thai tru: Acid ascorbic oxy hoa thuan nghich thanh acid
dehydroascorbic. Mot it vitamin C chuyén hoa thanh nhiing hop
chat khong c6 hoat tinh gdm ascorbic acid-2-sulfat va acid oxalic
duoc bai tiét trong nude tiéu. Co mot ngudng dao thai acid ascorbic
qua than khoang 14 microgam/ml, ngudng nay c6 thé thay déi tuy
theo ting ngudi. Khi co thé bio hoa acid ascorbic va nong d6 mau
vuot qua ngudng, acid ascorbic khong bién doi duge va dao thai
vao nudc tiéu. Pay 1a co so dé 1am test bdo hoa acid ascorbic cho
tinh trang dinh dudng vitamin C. Khi bio hoa & mo va nong do
acid ascorbic & mau thip, acid ascorbic dao thai it hodc khong dao
thai vao nudc tiéu. Acid ascorbic c¢6 thé loai bo dugc bang tham
phan mau.
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Chi dinh

Chi dinh chinh:

Phong va diéu tri bénh scorbut.

B sung vao khau phén in cho nguoi 4n kiéng.

Chi dinh phu:

Phdi hop véi desferrioxamin dé 1am tang thém dao thai sit trong
diéu tri bénh thalassemia.

Methemoglobin huyét v6 can.

Acid hoa nudc tiéu.

Chéng chi dinh

Chéng chi dinh dung vitamin C lidu cao cho ngudi bi thiéu hut
glucose-6-phosphat dehydrogenase (G ,PD) (nguy co thiéu mau
huyét tan).

Than trong

Duing vitamin C liéu cao kéo dai c6 thé dan dén hién tuong nhon
thude, do d6 khi giam lidu s& dan dén thiéu hut vitamin C. Udng
liéu 16n vitamin C trong khi mang thai da dan dén bénh scorbut &
tré so sinh.

Tang oxalat ni¢u va su hinh thanh soi calci oxalat trong thén c6 thé
xay ra sau khi ding liéu cao vitamin C, nén tranh dung vitamin C
lidu cao cho bénh nhan bi séi calci oxalat & than, néu can thiét phai
dung nén theo dai chat ch& oxalat niéu. Vitamin C c6 thé gdy acid
héa nudc tiéu, doi khi dan dén két tha urat hodc cystin, hoac soi
oxalat, hodc thubc trong duong tiét niéu.

Vitamin C liéu cao tiém tinh mach di gdy tir vong, do d6 dung thudc
tiém tinh mach la cach dung khong hgp 1y va khong an toan.

Nguoi bénh thiéu hut glucose-6- phosphat dehydrogenase ding licu
cao vitamin C tiém tinh mach hodc udng co thé bi chimg tan mau.
Huyét khoi tinh mach siu ciing da xay ra sau khi dung liéu cao
vitamin C.

Str dung qué mirc va kéo dai cac ché pham chira vitamin C udng co
thé gy nén su n mon men rang.

Duing vitamin C c6 thé lam sai léch dén cac két qua xét nghiém
glucose trong nudc tiéu (duong tinh gia khi ding thude thir sulfat
ddng hodc am tinh gia khi ding phuong phéap glucose oxidase).
Ubng vitamin C liéu cao trong thoi gian dai c6 thé gay bénh co tim
nguy hiém & ngudi c¢6 lugng sit du trir cao hodc ngudi bi nhiém
sic to sat mo.

C6 thé gy tan mau & tré so sinh thiéu hut glucose-6-phosphat
dehydrogenase.

Can can nhéc cho bénh nhan dang phai an han ché mubi khi sir dung
vitamin C & dang mudi natri ascorbat. Mdi gam natri ascorbat chira
khoang 5 mEq natri.

Mot s6 ché phdm c6 chira ta duoc aspartam 1a chit dwoc chuyén hoa
thanh phenylalanin, khong dugc dung ¢ bénh nhan bi phenylketon
nidu. Mot sé ché phdm co6 chura ta duoc sulfit co thé gay di Gng.
Dung thén trong voi nguoi co tién st soi than, tang oxalat ni¢u
va rbi loan chuyén hoa oxalat (ting nguy co soi than), bi bénh
thalassemia (ting nguy co hip thu sat).

Duing lidu cao, kéo dai cho phu nit c6 thai.

Thoi ky mang thai

Acid ascorbic di qua duoc nhau thai, ndng do mau trong day rén
gAp 2 - 4 14n ndng d6 trong mau me. Néu dung vitamin C theo nhu
ciu binh thudng hang ngay thi chua thiy xay ra van d& gi trén
nguoi. Tuy nhién, uéng nhung lu(mg 16n vitamin C trong khi mang
thai c6 thé lam ting nhu cdu vé vitamin C va din dén bénh scorbut
O tré so sinh.

Thoi ky cho con bu

Acid ascorbic phan bd trong stra me. Sira cua nguodi me co ché do
in binh thuong chira 40 - 70 microgam vitamin C/ml, chua thay c6
van d& gi xay ra di voi tré so sinh.

Tac dung khong mong mudn (ADR)

Tang oxalat ni¢u, budn nén, ndn, o ndng, co cung co bung, mét moi,
d6 bung, nhirc ddu, méit ngu, va tinh trang budn ngu di xay ra. Sau
khi uéng liéu 1 g hang ngay hodc 16n hon, c6 thé xay ra ia chay.
Thwong gap, ADR > 1/100

Than: Tang oxalat ni¢u.

It gap, 1/1 000 < ADR < 1/100

Méu: Thiéu méau tan mau.

Tim mach: Bung do, suy tim.

Thén kinh trung wong: Xiu, chong mat, nhirc dau, mét méi.

Da day - ruét: Budn non, ndn, ¢ noéng, dau bung, co thét co bung,
day bung, ia chay.

Thén kinh - co va xwong: Pau canh suon.

Huéng dén cach xir tri ADR

Khong nén ngimg dot ngot sau khi st dung vitamin C lidu cao
trong thoi gian dai dé phong ngira bénh scorbut héi ing do c6 sur
cam tng qua trinh chuyén hoa vitamin C; vi d6 1a mot dap ting sinh
1y va la hau qua ciia ding lidu cao vitamin C trude do.

Liéu lwong va cach ding

Cach dung:

Thuong udng vitamin C. Khi khong thé udng duoc hodc khi nghi
kém hap thu, va chi trong nhiing truong hop rat dic bigt, méi ding
duong tiém. Co thé tiém bép, tiém tinh mach hodc tiém dudi da.
Khi dung dudng tiém, tot nhét 13 nén tiém bip mic du thude gy dau
tai noi tiém.

Liéu heong:

Tré em:

Bénh thiéu vitamin C (scorbut): 100 - 300 mg/ngay, chia lam
nhiéu lan.

Toan hoa nudc tiéu: 500 mg cach 6 - 8 gio/lan.

B6 sung vao ché do an: Thay ddi tir 35 - 100 mg/ngay.

Nguoi 16n:

Bénh thiu vitamin C (scorbut): 100 - 250 mg/lan, 1 - 2 1in/ngay.
Toan hoa nudc tiéu: 4 - 12 g/ngay chia 3 - 4 lan.

B6 sung vao ché d6 in: Thay d6i tir 50 - 200 mg/ngay.
Methemoglobin huyét vo can: 300 - 600 mg/ngay, chia thanh
nhiéu lidu nho.

Tang bai tiét sit khi ding deferoxamin: Udng acid ascorbic 100 - 200
mg/ngay, thuong cho trong thoi gian str dung liéu phap deferoxamin,
nhung c6 nha 1am sang khuyén chi nén dung acid ascorbic 1 thang
sau khi dung deferoxamin, va ding liéu thip nhit c6 hiéu qua, vi co
mdt s6 chimg ctr cho thiy liéu twong ddi cao (nhu lidu 500 mg hoic
> 500 mg/ngdy) c6 thé co tac hai x4u dén dén chirc ning tim trong
khi dung deferoxamin.

Test bdo hoa trang thai dinh dudng vitamin C: Udng acid ascorbic
11 mg/kg. Lay nudc tiéu sau 24 gio dé dinh luong ascorbat. Néu
bai tiét < 20% liéu trong 24 gid dugc cho 1a thiéu vitamin C; nguoi
binh thuong bai tiét > 50% lidu.

Twong tac thude

Dung ddng thoi theo ty 18 trén 200 mg vitamin C v6i 30 mg sat
nguyén t6 lam ting hap thu st qua duong da day - rudt; tuy vay, da
s6 nguoi bénh déu c6 kha ning héap thu sit uéng vao mot cach day
di ma khong phai ding dong thoi vitamin C.

Dung dong thoi vitamin C voi aspirin lam tang bai tiét vitamin C
va glam ba1 tiét aspirin trong nude tiéu. Sahcylat trc ché bach cau
va tiéu cAu hip thu acid ascorbic. Do do6, ndng do acid ascorbic &
bach ciu va & huyét twong bi giam, chi cao hon chut it so voi
néng do cua nguoi bi thiéu hut acid ascorbic & mo. Tuy vay, cho
dén nay chwa c6 chig cir nao cho thay lidu phap salicylat thuc day
tinh trang thiéu acid ascorbic. Tuy b sung vitamin C cho nguoi
dang dung salicylat, ndng d6 acid ascorbic trong huyét trong ting,
nhung ndng dd acid ascorbic trong bach cau khong ting va du trit
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vitamin C ¢ cac mé co thé khong ting. Do dé, b sung vitamin C
cho nguoi dang dung salicylat 1a khong bao dam. Tuy vay, nguoi
bénh ding lidu cao salicylat ma khong cé bét cwr triéu chimg nao
ctia thiéu vitamin C thi ciing cAn phai danh gia tinh trang thiéu hut.
Dung ddng thoi vitamin C va fluphenazin dan dén giam ndng do
fluphenazin huyét twong.

Su acid hoa nudc tiéu sau khi dung vitamin C c6 thé lam thay ddi
su bai tiét cua cac thude khéc.

Vitamin C liéu cao c6 thé pha huy vitamin B ,; can khuyén nguoi
bénh tranh ubng vitamin C lidu cao

trong vong mot gior trude hodc sau khi udng vitamin B,,.

Vitamin C ¢6 thé lam giam hip thu selen (udng cach nhau it nhat
4 gio).

Vitamin C ¢6 thé lam ting tac dung ctia nhém hydroxyd va lam
giam tac dung ctia amphetamin.

Vi vitamin C 1a mét chat khir manh, nén dnh huong dén nhiéu xét
nghiém dya trén phan Gng oxy hoéa - khir. Sy c¢6 mat vitamin C
trong nudce tiéu lam ting gia tao lvong glucose néu dinh lrong biang
thudc thir ddng (IT) sulfat va giam gia tao lugng glucose néu dinh
lwong biang phuong phap glucose oxydase. Vi cac xét nghiém
khac, can phai tham khao tai liéu chuyén biét vé anh huong cta
vitamin C.

C6 mot vai bao céo vitamin C lam giam tac dung chong dong méau
ctia warfarin, nhung khong chac chin.

Do 6n dinh va biao quéin

Vitamin C sim mau dan khi tiép xtic v6i anh sang; tuy vay, su hoi
nga mau khong lam giam hi¢u lyc diéu trj cta thudc tiém vitamin C.
Dung dich vitamin C nhanh chéng bi oxy héa trong khong khi va
trong moi trudng kiém; phai bao quan thudc tranh khong khi va
anh sang. O ndng do 16n hon 100 mg/ml, vitamin C c6 thé bi phan
huy kém sinh carbon dioxyd. Vi 4p sudt c6 thé ting 1én sau khi bao
quéan kéo dai, mo ng tiém vitamin C phai cin than.

Béo quan & nhiét 6 dudi 40 °C, tot nhat 1a tir 15 - 30 °C. Tranh dé
dong lanh.

Twong ky

Thubc tiém vitamin C twong ky v& mat vat Iy véi thude tiém
penicilin G kali.

Qui lidu va xir tri

Nhing triéu chimg qua lidu gdm soi than, budn non, viém da day
va ia chay. Gay loi tiéu bang truyén dich ¢6 thé c6 tac dung sau khi
ubng lidu 16n.

Théng tin qui ché

Vitamin C c6 trong Danh muc thudc thiét yéu tan dugc ban hanh
14n thar VI, ndm 2013 va Danh muc thude tan duge thude pham vi
thanh toan cua quy bao hiém y t&, nam 2015.

Tén thwong mai

Ascorneo Inj.; C 500 Glomed; Cixtor; Codu-vitamin C 250; Euro-

Cee,; Star lemon; UPSA-C; Vitamin C Kabi; Vitamin C Larjan,;
VitCfort.

ACID BORIC

Tén chung qudc té: Boric acid.
Ma ATC: S02AAO03.
Loai thudc: Sat khuan tai chd.

Dang thudc va ham lugng
Thubc mé tra mit: 5%, 10%.

Thubc m& ding ngoai da: 5%, 10%.
Dung dich nhé mit 1%, 1,3%.
Dung dich rira mét 0,1%.

Duge ly va cor ché tac dung

Acid boric 1a thudc sat khuén tai chd c6 tac dung kim khuén va
kim ndm yéu. Thude thuong dugce thay thé bing nhitng thudc khir
khuén khéc c6 hiéu lyc va it doc hon. Thudc ciing dugc ding lam
chat diét kién va gian, chat dém (két hop voi natri borat), dung dich
rira, chit bao quan mau nudc tiéu.

Duoc dong hoc

Acid boric duoc hip thu qua dudng tiéu hoa, qua da bi tén thuong,
vét thuong va niém mac. Thudc khong tham dé dang qua da nguyén
ven. Khoang 50% lugng thudce hap thu dugc thai trir qua nudc tiéu
trong vong 24 gio, hau hét phin con lai thai trir trong vong 96 gid.

Chi dinh

Mit: Sat khuan nhe trong viém mi mat.

Dung dich acid boric trong nudc duge dung lam diu mit bj kich
(g, va loai bo di vat (nhu bui) trong mét. Rira mit trong cac bong
mét do kiém.

Tai chd: Dung lam chit bao vé da dé giam dau, giam kho chiu
trong trudng hop da bi nit né, ndi ban, da kho, nhiing chd da bi co
sat, chay nang, rat do gi6, con trung dbt hodc cac kich tng da khac.
Thubc ciing dugc ding tai chd dé didu tri nhiém nim trén bé mat,
tuy nhién hiéu qua tac dung chua duoc rd lam.

Ngay nay acid boric it dwoc dung trong diéu tri tai chd bénh da.
Acid boric va natri borat ding lam chat dém trong cac thudc nho
mit va thudc ding ngoai da.

Chéng chi dinh

Man cam véi acid boric.

Khong boi 1én chd da bi viém hodc bi tén thuong.
Khong dugc udng acid boric va borat (natri tetraborat).

Than trong

Khéng béi nhiéu 1an trén mot dién tich da rong. Khong boi luong
16n thude 1én cac vét thuong, vét bong, da bi mai mon, da bi 16t.
ba ¢ treong hop bi ngd doc nang, tham chi tir vong sau khi dung
tai chd mot luong 16n acid boric (dang bot, thuéc md, dung dich).
Nguy co nhiém doc toan than do boi tai chd tily thugc ndng do,
thoi gian ding thude va tudi ngudi bénh. Than trong véi tré em, vi
dé nhay cam hon nguoi 16n. Khong nén ding mé acid boric cho
tré dudi 2 tudi.

Ché phdm dé dung ngoai da thi khong duoc bdi 1én mét.

Khong nén tu dung thuéc m& acid boric dé diéu tri bénh nam da
chan hodc nim da lau qué 4 tuan hodc ngtra qué 2 tuan. Néu khong
khoi hodc tai phat thi dén bac s kham.

Thoi ky mang thai

Tranh ding cho ngudi mang thai. Chura c6 thong tin no néi vé kha
nang gay doc cho bao thai va nguoi mang thai.

Thoi ky cho con bu

Khong c¢6 thong tin nao noi vé doc tinh ciia thude khi ding trong
thoi ky cho con bu. Khong nén boi thude ving quanh vii khi cho
con bu.

Tac dung khong mong muén (ADR)

Tac dung c6 hai khong dang ké khi boi thude co nong dd 5% hodc
it hon 1én cac vung da nguyén ven.

Tac dung khong mong mudn lién quan dén nhidm doc acid boric cip
nhu: Réi loan tiéu hoa, budn nén, nén, ia chay. Ban dd, ngtra, kich
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ting, rung 16ng téc. Kich thich hodc trc ché than kinh trung wong, c6
thé co giat, sét. Rdi loan chirc ning gan hay vang da hiém thiy.
Acid boric thai trir chdm nén c6 thé gdy doc tinh man (tich lity) nhu:
Chan an, rdi loan tiéu hoa, suy nhugc, 16 13n, viém da, 161 loan kinh
nguyét, thiéu mau, co giat, rung toc.

Tinh mang c6 thé bi de doa v&i truong hop udng acid boric hodc
sau khi tré em boi 1én viing da bi triy.

Hit acid boric va borat c6 thé kich tng phoi.

Hwéng din cach xir tri ADR
Ngimg bdi thuéc mé acid boric 1én da khi c¢6 kich tmg tai chd boi.
Ngirng thude khi ¢ cac tic dung khong mong mudn (ADR).

Liéu lwong va cach ding

Dung cho mét: Bbi vao mi mat khong qué 1 - 2 1an/ngay.

C6 dung dich acid boric dung dé rra mat: Dung mét cbc rira mét
dé dua dung dich vao mat. Cha ¥ tranh dé nhi®m ban vanh va mat
trong ctia coc. Dé rira mét bj kich ing va dé loai bo vt la trong
mit, 6 dung dich day thé tich cdc, roi dp chat vao mat. Dau hoi
nghiéng v& bén mét rira, mit m& rong, ddo nhan ciu dé dam bao
cho mit duoc ngdm k¥ v6i dung dich rira. Coc rira mét phai trang
v6i nude sach ngay trude va sau khi s dung. Co thé dung bom
tiém 20 ml voi kim dau ti hit dung dich acid boric rira mét trong
céc truong hop bi bong do kidém. Néu dung dich acid boric rira mét
bi bién mau hodc van duc, phai loai bo. Cin nhic nhé nguoi bénh
dé dung dich acid boric rira mit xa tim véi cua tré em.

Diing ngoai da: Boi 1én da thudc m& 5%, 3 - 4 1an/ngay.

Diéu trj nhiém nidm bé mit: B6i mot 16p mong thude m& 0,5 - 5%,
ngay 2 lan vao budi sang va ti hodc theo chi dan ciia thay thudc.

Do 6n dinh va bio quan
Acid boric bén ngoai khong khi. Dung dich acid boric can dé trong
dd dung kin, ¢ nhiét 36 phong. Pé xa tdm v6i cua tré em.

Twong ky

Acid boric 1a mét acid yéu, twong ky v6i cic carbonat va hydroxyd
kiém. O nong d¢ gan bio hoa, dung dich acid boric twong ky véi
benzalkonium clorid. Khi phéi hop acid boric véi acid salicylic,
dung dich acid boric tao tua borosalicylat.

Qua liéu va xir tri

Triéu chung: Khoi d4u budn non, non, dau thuong vi, ia chay roi
n6i ban da va tréc vay sau 1 - 2 ngay. Sau do6 1 triéu ching than
kinh trung wong nhu dau dau, 14 1an tiép theo 1a co giat. Hoai tu
6ng than cép 6 thé xay ra voi triéu chirmg vo ni¢u hoac thiéu niéu,
tang natri méau, ting clor va kali mau. Cudi cing 1a sét cao, giam
huyét ap, nhip tim nhanh va sc.

Piéu tri: Cha yéu 1a diéu trj triéu chimg va hd tro tang cuong. Néu
ngd doc do ubng va néu ngudi bénh tinh, cin rira da day ngay bing
nude 4m. Thude tiy x6 mudi cling ¢6 ich. Rira sach thube néu co &
niém mac hoac trén da.

Dung céc dich di¢n giai thich hop.

C6 thé diéu tri con co giat bang benzodiazepin hodc mot barbiturat
tac dung ngan.

C6 thé tang thai trir borat bang thim tach méu, thim tich mang
bung va truyén mau thay thé.

Théng tin qui ché

Acid boric c6 trong Danh muc thude tan duge thude pham vi thanh
toan ciia quy bao hiém y té, nam 2015.

Tén thuwong mai

Maiicaphami; Optamedic.

ACID CHENODEOXYCHOLIC
(Chenodiol)

Tén chung qudc té: Chenodeoxycholic acid.
Ma ATC: AO5AAOL.

Loai thudc: Thudc chdng s6i mat.

Dang thudc va ham lugng

Nang 250 mg.

Vién nén bao phim 250 mg.

Duoc Iy va co ché tic dung

Acid chenodeoxycholic 1a acid mat chii yéu c6 trong mat nguoi
va phan 16n dong vat co xwong sdng. Khi udng vai liéu diéu tri,
thu6e lam giam tong hop ca cholesterol va acid cholic & gan va
cung cap thém mubi mat cho kho du trit chung cta co thé dé hoa
tan cholesterol va lipid. Thudc dugc dung dé 1am tan cac soi giau
cholesterol khong can quang ¢ nguoi bénh co6 tai mat van con hoat
dong. Thude khong co tac dung ddi voi soi voi hoa (can quang) va
s0i sdc t mat khong can quang. S6i tii mat phai gdm c6 cac tinh
thé cholesterol monohydrat dé d& hoa tan. Cac soi c6 dudng kinh
trén 15 mm thuong khong phii hop véi lidu phap duy nhét ding
acid mat (do ty 1¢ khong thuén lgi bé mat/kich thudce). Vily do do,
toan bd hi€u qua cua hoa tan s6i mat br:ing acid mat chua duoc chu
¥. Két qua diéu tri tot hon néu phéi hop véi ursodiol.

Duoc dong hoc

Chenodiol duge hip thu tir dudng tiéu hoa, qua chuyén héa ban
dau va vao chu trinh gan rudt. Chenodiol dugc gan gilr lai, lién
hop rdi bai tiét vao mat. Vi do thanh thai khi qua gan lan dau
chiém khoang 60% dén 80% luong thude, nén du trir chenodiol cua
co thé chu yéu khu trii trong tudn hoan rudt - gan; ham luong acid
mat trong huyét thanh va nuéc tiéu khong bi anh huong dang ké
trong qua trinh didu tri chenodiol. O trang thai én dinh mét phan
thubc dén dai trang, chuyén thanh acid lithocholic nho tac dung
ctia vi khuan. Khoang 80% acid lithocholic bai xuit vao phén,
phan con lai tai hip thu va lién hop & gan thanh sulfolithocholyl it
hép thu. Mot lwong chenodiol ciing dugc epime héa dé thanh acid
ursodeoxycholic.

Chenodiol doc cho gan & nhiéu loai dong vat. Vé Iy thuyét, nguyén
nhan 13 do chat chuyén héa cua no, acid lithocholic, nhung &
ngudi ¢6 co ché hiru hiéu dé sulfat hoa va dao thai chat nay. Acid
lithocholic ¢6 ddc tinh cho gan nhu mot chét gay ot mat. Boc tinh
cho gan mot phén cling do ban than chenodiol. Nguoi nao cé tang
aminotransferase huyét thanh khi ding chenodiol 1a nhitng ngudi
c6 kha nang kém sulfat hoa acid lithocholic.

Chi dinh

Chenodiol duogc chi dinh d 1am tan séi mat cholesterol khong
can quang, c6 tii mat hoat dong binh thudng, & nguoi khi phau
thuat c6 nhidu nguy co do bénh hay cao tudi. Liéu phap chenodiol
¢6 hiéu qua hon néu s6i nho va séi thude loai ndi trong nudc.
Thoi gian diéu tri ¢6 thé toi 2 nam.

Chenodiol dugc ding dé bé sung ché d6 an cho tré so sinh va tré em
¢6 rdi loan bam sinh tong hop acid mat; da dugc ding trong diéu
tri bénh u vang ndo gan co tiy; cing véi acid cholic dé diéu tri
khiém khuyét vé téng hop acid mat; cing véi cholesterol dé diéu tri
hoi ching Smith-Lemli-Opitz.

Chéng chi dinh

Réi loan chirc ning gan hodc bit thudng dwdng dan mat (r mat
trong gan), xo gan mat tién phat. Tai mat khong hién hinh duoc
khi chup dwong mat, c6 ubng thude can quang.

Soi can tia X (chura calci).
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S6i mat c6 bién chiing hodc c6 chi dinh phai phau thuét.
Bénh viém rudt hoac loét da day - ta trang dang hoat dong.
Thoi ky mang thai.

Thén trong

Ngudi bénh man cam véi cac ché phdm acid mat khéc ciing ¢6 thé
man cam véi chenodiol.

Chenodiol doc vdi gan trén suc vat thuc nghiém bao gém ca
linh truong gan véi nguodi. Phai ngimg dung chenodiol néu
aminotransferase vuot qua 3 1an gidi han trén cuia mirc binh thuong.
6] nhitng bénh nhan da diéu tri dwoc xac nhan tan soi hoan toan,
s6 ca mic tro lai trong vong 5 nam 1a 50%. Mac du diéu tri lai voi
chenodiol cho thiy c6 két qua lam tan mot sé s6i mai hinh thanh,
nhung chua xac dinh dugc tinh an toan cta viéc diéu tri lai.

Thoi ky mang thai

Céc nghién ctru trén stc vat cho thdy chenodiol, khi dung véi liéu
gép 6 - 10 14n liéu tbi da cho nguoi, gy ton thuong gan, than va
thuong than cua bao thai. Chéng chi dinh chenodiol trong thoi ky
mang thai.

Thoi ky cho con bu
Chua biét chenodiol c6 bai tiét vao sita hay khong. Can than trong
khi dung chenodiol.

Tac dung khong mong muén (ADR)

Tac dung phu c6 thé xay ra 1a ia chay, non, ngira.

Thwong gap, ADR > 1/100

Tiéu hoa: Ia chay (nhe), dau viing ti mat.

Khéc: Tang aminotransferase.

It gap, 1/1 000 < ADR < 1/100

Noi tiét va chuyén héa: Ting cholesterol va cholesterol trong
lipoprotein ty trong thap.

Tiéu hoa: Kho tiéu.

Hiém gdp, ADR < 1/1 000

Tiéu hoa: {a chay (nang), co cung co, budn nédn, nén, déy hoi, tao
bon.

Huyét hoc: Giam bach ciu.

Gan: U mat trong gan.

Liéu lwong va cach ding

Liéu thuong dung ctia nguoi 16n:

Ubng: 13 - 16 mg/kg thé trong/ngay, chia lam 2 14n, ciing véi thirc
an hodc sita vao budi sang va téi. Liéu hang ngay co thé chia khong
déu va lidu 16n hon cho vao trude gid di ngi dé trung hoa su ting
ndng do cholesterol mat qua dém.

Nén uéng lidu ban dau 250 mg, mdi ngay 2 l4n, trong 2 tudn dau
diéu tri; sau d6 mdi tuan ting thém 250 mg/ngay cho t&i lidu
khuyén c4o hodc dat t6i lidu tdi da dung nap dugc.

Néu ia chay xuét hién trong khi dang tang liéu hodc cudi thoi ky
diéu tri, diéu chinh lai liéu cho t&i khi hét ia chay; sau d6 lidu cii
thuong lai dugc dung nap. Lidu dudi 10 mg/kg thudng khong hiéu
qué nén khong khuyén céo: co nguy co gia ting phai cat tai mat.
Nguoi bénh béo (ndng can) c6 thé can téi lidu 20 mg/kg thé trong/
ngay.

Liéu thuong dung cho tré em chua dugc xac dinh.

Chui y:

Tuy theo kich ¢& va thanh phin cua soi mat co cholesterol, c6 thé
phai didu tri kéo dai 3 thang dén 2 nam. Ctr cach tir 3 dén 9 thang
lai chup X-quang tai mat hodc siéu 4m dé theo ddi dap tng
véi thube. Viée diéu tri c6 thé cin t6i 2 nam, phu thudc vao kich c&
ctia soi. Nén tiép tuc diéu tri khoang 3 thang sau khi chup X-quang
khong con soi. Chenodiol s€ khong hoa tan so6i voi hoa (can tia X)
va soi sic tb mat khong can quang. Phai giam sat aminotransferase

huyét thanh hang thang trong 3 thang dau didu tri va sau d6 cach
3 thang lam xét nghiém mot lan. Néu thiy aminotransferase huyét
thanh tang trén 3 1an binh thuong, phai ngimg thudc ngay.

Twong tac thude

Cac thudc khang acid chira nhém, cholestyramin hay colestipol
ding ciing v6i chenodiol, c6 thé lién két v6i chenodiol, do d6 1am
giam hap thu thudc nay.

Céac thube chéng tang lipid mau, dac biét 1a clofibrat, hoac cac
estrogen, neomycin, cac progestin dung cting véi chenodiol ¢6 thé
lam giam tac dung cua chenodiol, vi lam tang bao hoa cholesterol
& mat.

Do ddc tinh véi gan, chenodiol co thé tac dong dén duoc dong hoc
clia coumarin va cac dan chét, nén c6 thé giy kéo dai thoi gian
prothrombin va xudt huyét. Phai gidam sat chat khi phdi hgp. Néu
thoi gian prothrombin kéo dai phai diéu chinh liéu coumarin, hogc
néu can, ngimg chenodiol.

Giam lidu chenodiol khi dung véi acid ursodeoxycholic.

D) 6n dinh va bao quan

Béo quan dudi 40 °C, t6t nhat tir 15 - 30 °C, trong lo kin.

Qui lidu va xir tri

Céc tridu chimg qué lidu gdm ia chay va réi loan chirc ning gan.
Khong c6 thude giai doc dic hiéu, chi didu tri hd trg bing rira da
day véi it nhat mét lit hdn dich cholestyramin hogc than hoat (ndng
d6 2 g trong 100 ml nuéc) va udng 50 ml hdn dich nhém hydroxyd.

ACID ETHACRYNIC

Tén chung qudc té: Ethacrynic acid.

Ma ATC: C03CCO1.

Loai thude: Loi tiéu quai.

Dang thudc va ham lugng

Vién nén 25 mg.

Dang thudc tiém: Lo bot natri ethacrynat twong duong 50 mg acid
ethacrynic, chi dung duong tinh mach.

Dugc Iy va co ché tac dung

Acid ethacrynic 1a thudc loi tiéu quai ¢6 tic dung dugc 1y gidng
nhu furosemid, dung dé diéu tri phu va ting huyét ap.

Acid ethacrynic @e ché van chuyén tich cuc clorid trong long 6ng
than ¢ nhanh 1én ciia quai Henle, do d6 lam giam tai hap thu natri
va clorid. Thudc ciing lam ting thai trir kali & dng lwon xa va c6
tac dung truc tiép trén sy van chuyén céc chit dién giai o 6ng luon
gin. Acid ethacrynic khong trc ché carbonic anhydrase va khong
d6i khang véi aldosteron. Bai tiét aldosteron co thé tang trong thoi
gian diéu tri bang acid ethacrynic va c6 thé gop phan vao tac dung
lam ha kali méau cua thudc. Két qua acid ethacrynic 1am ting thai
trir nude va cac ion Na*, C1-, K*, H*, Ca** va Mg*. Ban dau luong
CI” thai tuong duong voi tong luong Na* va K*’nhung khi dung
kéo dai thi thai trir Na* va Cl” giam dan, con thai trir K* va H' tang
1én. Thai trir bicarbonat khong thay d6i. Do lam mat qua nhiéu K*,
H' va CI” nén c6 thé dan dén nhidm kiém chuyén héa. Thube
cling lam giam ndng dd ammoni trong nude tiéu va lam giam pH
nuéc tiéu. Acid ethacrynic 1am ting bai tiét nudc va cac chat dién
giai manh hon thiazid vai 1dn, do d6 c¢6 hiéu qua trén nhiéu ngudi
bénh suy than.

Acid ethacrynic it hodac khong tac dung truc tiép t6i tbe do loc &
cAu than hodc lwong mau qua thén, nhung néu bai niéu xday ra nhanh
hodc qué nhiéu s& lam giam rd rét toe d loc & cau than, lam giam thé
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tich huyét trong. Ciing nhu véi cac thude loi tiéu khac, tac dung
ha huyét ap co thé do giam thé tich huyét twong & ngudi bénh ding
acid ethacrynic. Liéu thap acid ethacrynic giit lai acid uric, nhung
ubng liéu cao hodc tiém tinh mach c6 thé gay ting acid uric ni¢u
tam thoi. Gidng nhu cac thude lgi tiéu thiazid va furosemid, hiéu
lyc cia acid ethacrynic khong phu thudce vao can bang acid-base
cua nguoi bénh.

Acid ethacrynic it anh huéng téi chuyén hoa hydrat carbon va ndng
dd glucose trong mau hon cac thudc loi tidu thiazid; tuy nhién
thudc lam giam ndng do insulin khi déi, giam sy ting insulin sau
khi udng glucose, gay ting glucose mau va glucose niéu néu lidu
ding hang ngay vuot qua 200 mg. Nhitng tac dung nay c6 thé do
giam kali mau.

Duoc dong hoc

Sau khi udng, acid ethacrynic hdp thu nhanh qua dudng tiéu hoa,
¢6 tac dung loi tiéu trong vong 30 phut va dat tic dung tdi da sau
khoang 2 gio. Thoi gian tac dung thuong kéo dai 6 - 8 gid, nhung
c6 thé tiép tyc toi 12 gio.

Sau khi tiém tinh mach, tac dung loi tiéu thuong xay ra trong
vong 5 phut, dat tac dung ti da sau khoang 15 dén 30 phit va kéo
dai khoang 2 gid. Thudc gin nhidu vao protein huyét twong. Nira doi
trong huyét trong 1a 30 - 60 pht.

Thubc duge tich lity chi yéu & gan, khong vao duogc dich ndo tay.
Acid ethacrynic chuyén hoa qua gan du6i dang lién hop véi cystein
(dang nay c6 thé gop phin vao tac dung duoc 1y cua thudc) va mot
hop chét khong én dinh, chua x4c dinh duoc. Xép i 30 - 65% liéu
thudc tiém tinh mach thai qua nudc tiéu va 35 - 40% thai qua mat,
mdt phan dudi dang lién hop cystein va mot phan dudi dang khong
doi.

Téc d6 thai trir qua nude tiéu cua acid ethacrynic ting 1én khi pH
nudc tiéu ting va giam khi dung cung véi probenecid.

Chi dinh

Piéu tri phi: Do suy tim sung huyét, xo gan hodc do bénh than
(bao gdém hoi ching than hu). Didu tri hd tro trong phu phdi cip
(tiém tinh mach). Piéu tri trong thoi gian ngén ¢d trudng do bénh
4c tinh, phi tu phat va phu bach huyét.

Tdang huyét dp: Dung riéng hodc phdi hop véi cac thude chéng ting
huyét ap khac.

Do gy nhidu tic dung khong mong muén, chi nén ding acid
ethacrynic cho ngudi di ing v6i sulfonamid (bao gdm céc thude
loi tiéu quai khac va thiazid). Acid ethacrynic khong phai 1a thube
duoc lya chon dé diéu tri khéi dAu cho nguoi bénh tang huyét ap
khong bién chimg (thuong dung thiazid), nhung acid ethacrynic va
mot sb thube 1oi tiéu khac (nhu furosemid, bumetanid, metolazon)
¢6 thé thich hop hon thiazid & ngudi bénh suy than hodc suy tim
sung huyét.

Chéng chi dinh

Quéa mén véi thude hozc bét ky thanh phan nao ciia dang bao ché.
Ha huyét a4p, mat nudc v6i ndng do natri huyét thanh thap, nhiém
kiém chuyén hoa kém ha kali huyét, vO niéu.

Ngirng dung thube néu ting uré huyét va/hodc giam niéu, mét can
béang dién giai hodc tiéu chay mat nudc ning xay ra.

Tré em dudi 2 tudi (do chua c6 du théng tin dénh gia hiéu qua va
d6 an toan).

Than trong

Phai theo ddi can than c4c biéu hién ciia ha thé tich mau, ha natri va
ha kali mau. Hudng din cho nguoi bénh cac diu hiéu va triéu
ching ctia mit can bing dién giai dé bao cho thay thudc biét. Diéu
tri khoi dau véi lidu thap, diéu chinh lidu than trong, dung cach
quing néu c6 thé va theo ddi trong lrong ciia ngudi bénh dé co

thé han ché thdp nhit mat dich va cac chit dién giai qua mirc. Hiu
hét ngudi bénh can bd sung mudi va kali clorid trong qua trinh
diéu tri; tuy nhién nguoi bénh xo gan thuong yéu cau phai han
ché natri khi dung thubc loi tiéu.

Nguoi bénh nén ndm vién khi bit dAu diéu tri, nhit 12 bénh xo gan
¢b trudng hodc suy than man.

Bai niéu qua nhiéu c6 thé gay ha huyét ap thé ding hodc ha huyét ap
cp, phai theo ddi chit ché huyét ap cua ngudi bénh. Giam thé tich
méu lam mau bi ¢6 dic, ¢ thé dan téi suy tudn hoan hodc huyét
khéi tic mach. Néu bai niéu qua mirc xay ra, ngimg dung thudc
cho t&i khi can béng ndi médi duoc phuc hdi tré lai.

Ha kali huyét xay ra nhiéu hon & ngudi ting aldosteron thtr phat,
thuong di kem véi xo gan hodc hu than. Acid ethacrynic phai dugc
dung than trong o nguol bénh xo gan tién trién, dic biét nhirng
ngudi co tién sir mat can bang dién giai. Mét can bang acid - base
va dién giai & nguoi xo gan c6 thé din dén hoi chiing ndo gan.
Acid ethacrynic ciing gy céac tac dung c6 hai nang ddi voi gan va
mau, vi vay khi diéu tri kéo dai phai theo ddi s6 lwong cac té bao
mau va chirc ndng gan.

Dung than trong & ngudi dai thao dudng vi acid ethacrynic ¢6 thé
lam thay d6i chuyén hoa hydrat carbom.

Acid ethacrynic lam tang thai trir calci va magnesi, hiém gay tetany
nhung c6 thé gay ha magnesi huyét. Cho ngudi bénh in ché do giau
kali va magnesi.

Thoi ky mang thai

Chua biét thudc c6 qua duoc nhau thai hay khong. Chua cé day
du cac nghién ciru vé hidu qua va do an toan cia thude & phu nir
mang thai, vi viy chi ding thudc trong thoi ky mang thai khi that
su can thiét.

Thoi ky cho con bu

Chura biét thude c6 vao sira me hay khong. Acid ethacrynic chdng
chi dinh dung cho nguoﬂ cho con bu. Phai quyét dinh ngu’ng cho con
bl hodc nging thude, tuy theo tam quan trong cua thube dbi voi
ngudi me.

Tac dung khong mong muén (ADR)

Acid ethacrynic 1a thubc loi tiéu quai c6 nhiéu tic dung khong
mong mubn hon cac thude loi tiéu quai khac.

Thén kinh trung wong: Dau dau, chong mat, mét mai, kho chiu,
e 50, sOt, ét run, 1a 14n, bénh ndo gan.

Da: Phat ban, nhay cam 4nh sang. Ban xuédt huyét Henoch-
Schonlein (hiém gap).

Tiéu hoa: Budn nén, non, dau bung, ia chdy, chan an, kho nubt,
chay mau dudng tiéu hoa. Viém tuy cip (hiém gip).

Tim mach: Ha huyét ap.

Noi tiét va chuyén hoa: Mt nudc, ha natri huyét, ha kali huyét,
ha calci huyét, ha magnesi huyét, nhiém kiém chuyén hoa, tang
glucose huyét, thay d6i phospho, nong d6 CO,, bicarbonat va calci,
tang acid uric mau c6 hoi phuc, ght cip. Giam bai tiét cortisol.
Gan: Vang da, hily hoai té bao gan, ting ndng do enzym gan (hiém
gap). )

Than: Ton thuong than, dai ra mau, tdng creatinin huyét thanh, tang
BUN.

Méu Mit bach ciu hat, giém bach cdu trung tinh ning, giam tiéu
ciu, thiéu mau tan mau (hiém gap)

Mit: Nhin mo, rung gidt nhan cau.

Tai: U tai, diéc tam thoi hodc vinh vién.

Tai chd tiém: Kich (mg, néng, dau, viém tinh mach huyét khéi

Huéng din cach xir tri ADR

Diéu chinh sy thiéu hut dién giai.

Trudng hop xdy ra mét cin bang dién giai va/hoic loi tiéu qua muc,
nén ngimg thude hodc giam lidu cho t6i khi can bang ndi moi duoce
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thiét 1ap tro lai. Ngimg dung thudc néu tidu chay ning va khong
dung lai thude.

Liéu lwong va cach ding

Liédu dung bt budc phai diéu chinh theo yéu cau va dap ung cua
ngudi bénh.

Vi thubc gdy nguy co mat nu6e va dién giai cao, didu chinh lidu
lwong phai dira vao cin ning ciia ngudi bénh. Nén dung lidu nho
nhit du dé lam giam trong lugng tir tir mdi ngay 0,45 - 0,9 kg.
Acid ethacrynic dung duong uéng. Natri ethacrynat dung duong
tinh mach khi can tac dung loi tiéu nhanh hodc nguoi bénh khong
thé dung bing duong ubng. Khong dugce tiém bap hoic tiém dudi
da vi kich ing va gay dau noi tiém.

Nguwoi I6n: Diéu tri phu:

Puong ubng: Liéu khai ddu thong thudong udng mét 1an 50 mg sau
bira an trong ngdy dau tién, nén udng vao budi sang. Ngay thtr hai,
c6 thé ubng mdi 1an 50 mg, ngay 2 1in sau bita an, néu cin thiét.
Ngay thit ba, c6 thé ding 100 mg vao budi sang va 50 - 100 mg sau
bira an trua hodc tdi, phu thude vao dap g véi liéu udng budi
sang.

Dé dam bao an toan hon, ¢ thé udng mdi ngay 50 mg trong vai
ngay, sau d6 chi tang liéu khi can thiét. Thong thudng didu chinh
lidu ting dan timg budc 25 - 50 mg/ngay. O mot sé ngudi bénh
(thuong nhitng ngudi phi ning, khang thube) ¢ thé can dén liéu
mdi 1an 200 mg, ngay 2 lan. Khi ding thém acid ethacrynic &
ngudi dang dung thube loi tiéu khéc, lidu khéi dau 25 mg, ting thém
mdi 1an 25 mg.

Diéu tri duy tri: Dung lidu c6 tic dung thdp nhat, mdi ngay mot
hodc hai lan. Liéu va s6 1an dung c6 thé giam sau khi dat dwoc
hiéu qua bai niéu (thudong véi lidu 50 - 100 mg), sau d6 c6 thé
dung cach quang (vi du dung cach ngay, giam s6 1an). Puong tinh
mach: Dung dich natri ethacrynat ¢6 thé tiém tinh mach tryc tiép
trong vai phat hodc truyén tinh mach cham trong 20 - 30 phut.
Liu thudong ding 14 0,5 - 1,0 mg/kg hodc 50 mg cho ngudi 16n
¢6 trong luong co thé trung binh. Lidu mot 1an khong qua 100 mg.
Thuong chi can dung mot lidu; néu can dung lidu thir hai, phai tiém
vao vi tri khac dé tranh viém tinh mach huyét khéi c6 thé xay ra.
Téng huyét ap (nhiéu qudc gia khong con dfmg cho chi dinh nély)
Liéu khoi dau udng 25 mg/ngay, ¢6 thé tang dan timg bugc dé dat
t6i dap Gng didu tri mong mudn hoic lidu téi da thudng 1a 100 mg/
ngay, chia 1am 2 - 3 1n.

Tang huyét a4p kém suy than hodc suy tim sung huyét & ngudi 16n
¢6 thé dung lidu cao hon, goi ¥ lidu t6i da ubng 200 mg/ngay, chia
lam nhiéu lan. Tranh ding cho ngudi bénh suy than c6 do thanh
thai creatinin < 10 ml/pht.

Tré em trén 2 tuéi: Dé giam phu ¢ tré dang nim bénh vién bi suy
tim sung huyét hodc hoi chimg than hu, lidu khoi ddu udng 25
mg/ngay. C6 thé tang liéu mot cach than trong 25 mg mdi ngay den
khi dat dugc tac dung mong mudn. Khi da dat dap ung mong mudn,
¢6 thé giam t6i lidu tbi thleu dé duy tri. Hodc udng mdi ngay mét 1an
1 mg/kg, tang liéu sau mdi 2 - 3 ngay dén t6i da 3 mg/kg/ngay Liéu
dung duong tinh mach: Mac du cac nha san Xuat khong khuyén
cao ding cho tré em, nhung mot sb thay thude cho rang lidu 1 mg/kg 1a
an toan va hidu qua. Thudng chi ding mot liéu, nhung néu can thiét
c6 thé nhic lai sau mdi 8 - 12 gio.

Cach pha dung dich dung dwong tinh mach:

Pha dng bot natri ethacrynat 50 mg véi 50 ml dung dich glucose 5%
hodac dung dich natri clorid tiém 0,9%, dugc dung dich c6 ham
luong 1 mg acid ethacrynic trong 1 ml.

Natri ethacrynat twong hop véi cac dung dich: Natri clorid 0,9%,
glucose 5%, glucose 5% trong natri clorid 0,9%, dung dich tiém
Ringer, dung dich tiém Ringer lactat, dung dich 6% dextran 75

trong natri clorid 0,9%, Normosol-R (pH 7,4) va nudc cit pha
tiém.
Nguoi cao tuéi: Khong can diéu chinh liéu, trir khi c6 suy than.
Nguoi cao tudi thudng ¢ suy giam chirc nang than, vi vay phai
chi y khi chon liéu dung va theo ddi chiic nang than khi ding
thudc.

Tuwong tac thudc

Twong tac thudc c6 thé xay ra khi dung ddng thoi acid ethacrynic
véi mot sb thude sau:

Thube loi tiéu khéc: Lam tang tic dung loi tiéu, phai giam liéu
acid ethacrynic. Tranh dung dong thoi voi furosemid. Phdi hop
véi spironolacton hoic triamteren c6 thé 1am giam sy mét kali do
acid ethacrynic gay ra.

Céc thudc bi anh hudong boi giam kali huyét do acid ethacrynic:
Glycosid tim (ting doc tinh cua glycosid; kiém tra dién giai dinh
ky khi ding ddng thoi hai thube nay dé didu chinh kip thoi); thube
phong téa than kinh - co khéng khir cue nhu tubocurarin clorid,
galamin triethiodid (gay phong téa thin kinh co kéo dai); mot sb
thudc nhu corticoid, corticotropin, amphotericin B ciing gdy giam
kali huyét, khi dung cung acid ethacrynic c6 thé giy giam kali
huyét nghiém trong.

Acid ethacrynic ¢6 thé lam ting nguy co chiy mau da day khi ding
cung corticosteroid.

Lithi: Giam d¢ thanh thai qua than cta lithi, c6 thé lam tang doc tinh
ctia lithi. Khong nén ding dong thoi hai thude nay. Néu bude phai
dung thi ngudi bénh phai ¢ trong bénh vién, theo doi néng do lithi
trong mau dé diéu chinh liéu.

Thubc chdng dai thdo dudng: Acid ethacrynic c6 thé anh huong
dén tac dung ha glucose huyét ciia insulin va cac thudc chng dai
thao duong ding duong udng, co thé do ha kali huyét. Néu da diéu
chinh luong kali thiéu hut nhung van khong phuc hdi duge, c6 thé
can diéu chinh liéu thudc chdng dai thao dudng.

Thudc ha huyét ap: Tang tac dung ha huyét ap, c6 thé xay ra ha
huyét 4p thé dimg. Giam lidu cta thudc chdng tang huyét ap hodc
ca thude chdng ting huyét p va acid ethacrynic.

Probenecid: Acid ethacrynic 1am ting ndng do acid uric trong huyét
thanh, c6 thé anh huong t6i tic dung cta probenecid. Kiém tra
ndng d6 acid uric trong huyét thanh néu dung dong thoi hai thude
dé diéu chinh liéu phu hop.

Thubc chéng viém khong steroid (NSAIDs): ¢6 thé lam giam tac
dung loi tiéu va tac dung chéng ting huyét ap cua thudc loi tiéu.
Acid ethacrynic ¢6 thé 1am ting nguy co suy than thtr phat khi dung
cung NSAIDs, do NSAIDs trc ché téng hop prostaglandin, nén
lam giam luong mau qua than. Khang sinh aminoglycosid va mdt
s6 cephalosporin hodc cac thude co doc tinh trén thinh gidc ding
déng thoi véi acid ethacrynic, nhét 12 khi tiém tinh mach, c6 thé 1am
tang ty 1¢ bi diéc tam thoi hodc vinh vién. Tranh ding dong thoi cac
thudc nay.

Thubc chéng déng méu: Acid ethacrynic chiém vi tri gin vé6i protein
huyét twong ctia warfarin, c6 thé 1am ting tiém lyc chéng dong méau
ctia warfarin. Giam liéu warfarin néu can thiét.

Acid ethacrynic c6 thé lam tang tic dung/doc tinh cua thude tic
ché enzym chuyén angiotensin, alopurinol, amifostin, dofetilid,
rituximab, salicylat. Tac dung cua acid ethacrynic c6 thé dugc ting
lén do diazoxid, chat rc ché MAO, pentoxifylin, cic chit (rc ché
5-phosphodiesterase, cic chat twong tu prostacyclin.

Tac dung cua acid ethacrynic c¢6 thé bi giam do cac chat gin acid
mat, methylphenidat, phenytoin, salicylat, yohimbin.

Do 6n dinh va bio quén
Béo quan dang vién nén va dang bt pha tiém ¢ nhiét do 15 - 30 °C.
Dang vién nén phai dé trong lo nat chat. Dung dich tiém natri
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ethacrynat chi bén viing trong thoi gian ngén 6 khoang pH 7,
¢ nhiét do phong va phai dung trong vong 24 gio sau khi pha. Dung
dich kém bén hon khi nhiét d6 va pH ting 1én.

Twong ky,

Dung dich natri ethacrynat tuwong ky vdi Normosol-M va véi
cac dung dich hydralazin hydroclorid, procainamid hydroclorid,
reserpin, tolazolin hydroclorid trong natri clorid tiém. Dung dich
natri ethacrynat khong tron 13n hodc truyén ddng thdi véi mau toan
phén va cac ché pham ctia mau.

Qua liéu va xir tri

Qua lidu c6 thé dan dén bai niéu qua mtc, mat dién giai va mét nuée.
Diéu tri hé tro va diéu tri triéu chimg. Gay nén hoc rira da day. Diéu tri cac
tridu chimg mét nudc, méit can bang dién giai, hon mé gan, ha huyét ap.
Néu bi suy ho hip c6 thé cin thd oxygen va ho hip nhén tao.

ACID FOLIC

Tén chung quéc té: Folic acid.
Ma ATC: BO3BBOI.
Loai thudc: Vitamin nhém B, chit dinh dudng.

Dang thudc va ham lwong

Thubc nang, vién nén 0,4 mg; 0,8 mg; 1 mg; 5 mg.

Ché pham phdi hop da vitamin khac nhau véi ham lugng khac
nhau dé udng, ché pham phdi hop vai sit.

Dung dich, thubc tiém: 5 mg/ml (duéi dang mudi natri folat).

Duoc Iy va co ché tic dung

Acid folic 1a mgt vitamin hoa tan trong nuéc thuge nhom B. Do vi
nguoi, acid folic trong thirc an can thiét dé tdng hop nucleoprotein
va duy tri tao hong cau binh thuong. Trong co thé, acid folic bj khir
thanh tetrahydrofolat hoat dong nhu mét coenzym trong nhiéu qua
trinh chuyén hoa, bao gdm tdng hop purin va thymidylat cta acid
nucleic. Tén hai dén tong hop thymidylat & nguoi thiéu hut acid
folic tac dong x4u dén tong hop DNA, din dén hinh thanh nguyén
hdng cau khong 16 va thiu mau nguyén hdng cau khong 16 va
hdng ciu to. Acid folic ciing tham gia vao hoan chuyén céc acid
amin (nghia 1a di hoa histidin thanh acid glutamic, hoan chuyén
giita serin va glycin, chuyén homocystein thanh methionin) va san
sinh format. Acid folic 1am tang dao thai acid formic, 1a mot chat
chuyén hoa trong nhiém doc methanol.

Dugc dong hoc:

Hap thu: Acid folic dwoc hip thu nhanh & dudng tidu hoa, chu
yéu & doan ddu (ta trang, hdng trang). Polyglutamat folat trong
thién nhién duoc thuy phan do enzym ¢ duong tiéu hoa thanh cac
dang monoglutamat cua acid folic, trudc khi dwoc hip thu. Sau
khi uéng, hoat tinh cao nhét ctia thudc dat dugc trong vong 30 - 60
phiit. Acid folic tong hop c6 sinh kha dung 14 100% khi udng lic
doi, con sinh kha dung cuta folat c6 trong thién nhién ¢ thirc an chi
bang khoang 50%. Sinh kha dung acid folic tong hop khi udng
cung vdi bira an dao dong tir 85 - 100%.

Néng do binh thuong folat trong huyét thanh dao dong tir
0,005 - 0,015 microgam/ml. Thong thuong, ndng do folat huyét
thanh dudi 0,005 microgam/ml dugc coi 1a thiéu hut acid folic va
nong d6 dudi 0,002 microgam/ml thuong gay thiéu mau nguyén
hong cau khong 1.

Phan bé: Acid tetrahydrofolic va cac dan chit dugc phan bd vao tat
ca cac mo co thé. Gan chira khoang 50% du trit folat ctia toan co
thé. Folat dugc tap trung mot cach chii dong & dich nio tiy va nong
do6 binh thuong ¢ dich nao tiy khoang 0,016 - 0,021 microgam/ml.

Nong d6 binh thuong trong hdng ciu dao dong tir 0,175 - 0,316
microgam/ml. Acid folic phan bd vao sita.

Thai trir: Sau khi uéng khoang 1 mg, acid folic bi khir va methyl
hoa nhidu & gan thanh acid N3-methyltetrahydrofolic, chit nay 1a
dang véan chuyén chinh cua folat trong co thé. Liéu cao acid folic
¢6 thé thoat khoi chuyén hoa & gan va xudt hién trong méau cha yéu
dudi dang acid folic. O ngudi khoe, sau khi udng mot lidu duy nhét
tr 0,1 - 0,2 mg acid folic, chi ¢ vét acid folic xudt hién trong nude
tiéu. Néu dung lidu cao, tai hép thu ti da cua éng than bi vuot qua,
va folat con dur bai tiét dudi dang khong d6i vao nude tidu. Sau liéu
khoang 2,5 - 5 mg, khoang 50% lidu bai tiét vao nudc tiéu. Sau lidu
15 mg, t6i 90% liéu ¢6 thé thay trong nudc tiéu. Sau khi udng acid
folic da thdy mot lwong nho trong phan. Khoang 0,05 mg/ngay cua
du trir binh thuong folat trong co thé bi mét di do bai tiét vao nudc
tiéu va phan va phan tir thudc bi phan cat do oxy hoa.

Déi voi da s6 truong hop, khong can thiét phai b sung du phong
acid folic, trir truong hop tang nhu ciu nhu mang thai, nudi con bt
hoic thiéu mau huyét tain man tinh. Dy trit folat trong co thé nguoi
khoe manh khoang 5 - 10 mg, c6 thé cao hon. O My, khdu phan
an duoc khuyén cdo (RDA: recommended dietary allowance) 1a
400 microgam tuong dwong folat thuc pham (DFE: dietary folate
equivalent) cho nam va nit. Folat co nhiéu trong rau xanh, dac biét
6 trong gan, than. Vitamin nay dé bi oxy hoa va dé bi pha hiy
khi dun néu. 1 microgam DFE tuong dwong véi 1 microgam folat
trong thtrc an ty nhién, v6i 0,5 microgam acid folic bd sung khi
uéng Iuc doi, hodc véi 0,6 microgam acid folic tir cac thuc phém
lam giau acid folic.

Acid fohc dung trudce khi mang thai co the lam giam nguy co khuyet
tat & ong than kinh cua thai nhi. C6 mdi lién quan gitra nong do
homocystein v&i nguy co bénh thiéu mau co tim va dét quy. Folat
1a mot chét diéu hoa quan trong trong chuyén hoa homocystein;
ndng do homocystein trong mau lién quan nghich véi ndng do folat
trong méau. Nhung b sung acid folic chwa thiy c6 loi hodc hai
quan trong nao ddi v6i nguy co bénh tim mach, bénh mach vanh,
dot quy hodc tir vong do tat ca cac nguyén nhan.

Acid folic va sinh ung thu: Y kién con chua rd rang. Nghién ctru
trén dong vét goi ¥ acid folic c6 thé ¢6 2 tac dung diéu tiét ddi véi
sinh ung thu, phu thudc vao liu va thoi gian bd sung. Thiéu folat
¢6 thé we ché tién trién cta ung thu da hinh thanh, trong khi d6 b
sung acid folic c6 thé thiic day tién trién cua ung thu. Tuy nhién, &
mo binh thuong, thiéu folat c6 thé tao diéu kién thuan loi cho mé
chuyén thanh ung thu va bo sung folat mot lugng nho co thé lam
mat u phat trién.

Liéu cao hon liéu sinh 1y c6 thé lam ting tién trién cua ung thu.
Nhu vay dung folat truée khi c6 u ¢ thé ngan phat trién u, nhung
mdt khi di c6 ton thwong sém cua u thi lai 1am tang phat trién u. Do
ngudi bi ung thu tiéu thu nhiéu acid folic hon nguoi binh thudng,
cho nén phai luon luon chu ¥ dén tic dung phu cia acid folic d6i
v6i tién trién, tai phat va di cin ctia u va can phai nghién ctru vé bd
sung folat cho nguoi bi ung thu.

Chi dinh

Trang thai thiéu acid folic: Thiéu mau nguyén hdng ciu khéng 16
va hong cau to do thiéu folat.

Nguoi mang thai: Du phong di dang 6ng than kinh ¢ bao thai 4
tuan trudc khi mang thai va tiép tuc 8 tuan sau khi mang thai.
Trang thai thiéu acid folic: Do dinh du’ong (suy dinh duong) kém
hép thu (bénh sprue nhiét dm) tang nhu cdu (mang thai, thiu méau
huyét tan man tinh), ting mit (thAm phin méu) hodc dung cac
thudc déi khang folat.

Khong dung cho thiéu hut folat do cac chét trc ché dihydrofolat
reductase. Phai dung calci folinat.
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Chéng chi dinh

Khong dugc ding acid folic riéng biét hay dung phbi hop vai
vitamin B , véi liéu khong du dé diéu tri thiéu mau nguyén hong
cau khong 16 chua chan doan dugc chac chan.

Min cam véi thude.

Than trong

Phai rat than trong khi dung acid folic dé diéu tri thiéu méu chua rd
nguyén nhan vi acid folic ¢ thé lam giam cac biéu hién thiéu mau
do thiéu vitamin B, nhung khong ngén chan duoc céc tri€u chimng
than kinh, dan dén ton thuong than kinh rat nang

Thoi ky mang thai

Nhu céu acid folic ting cao khi mang thai. Thiéu acid folic c6 thé
gdy ton hai cho thai nhi. Nén bd sung acid folic cho ngudi mang
thai 1 thang trudc va 2 - 3 thang ddu mang thai dé du phong di dang
ong than kinh cho thai nhi, nhat Ia nhitng nguoi dang duoc diéu tri
dong kinh hay sdt rét, vi cac thube diéu tri cac bénh nay co thé gay
thiéu hut acid folic.

Thoi ky cho con bu
Acid folic bai tiét nhiéu vao sira me. Me cho con bu dung duoc acid
folic va dung suot trong thoi gian cho con bu.

Tac dung khong mong muén (ADR)
Hiém gap, ADR < 1/ 000
Ngtra, nbi ban, may day. Cé thé co ri loan tiéu hoa.

Liéu lrgng va cach diung

Cich ding: Thuong ding duong udng. Khi kém hép thu, co thé
tiém dudi da, tiém bép hodc tiém tinh mach. Lidu luong khi tiém
(natri folat) dugc tinh theo acid folic.

Ngudi bénh thiéu acid folic thuong dap ung nhanh véi didu tri.
Trong vong 24 gio dau diéu tri, nguoi bénh cam thay dé chiu, sang
khoai va trong vong 48 gio, tiy xwong da bit dau san xut nguyén
hdng cu. Tang hdng ciu ludi bit dau trong vong 2 - 5 ngay sau
khi diéu tri.

Liéu diing:

Du phong va diéu tri thiéu acid folic:

Thiéu mau nguyén hong ciu khdng 16 do thiéu folat: Ngudi 1on:
Acid folic udng 5 mg/ngay trong 4 thang, c6 thé téi 15 mg/ngay
khi ¢6 kém hép thu. Tré em: Cho t6i 1 tudi: 500 microgam/kg/ngay
ubng 1 1an. Tré 16n hon: Lidu gidng ngudi 16n (nhu & Anh) hodc
lidu thap hon (6 M¥): Acid folic udng 0,25 - 1 mg/ngay cho t6i khi
c6 dap g tao mau, mot b truong hop can lidu cao hon, dic biét
khi ¢6 kém hép thu. Lidu duy tri thong thudng: 400 microgam/ngay.
Du phong thiéu mdu nguyén hong cau khong 16 ¢ phu nit mang
thai: Liéu thong thudng: 200 - 500 microgam/ngay.

Thiéu méau huyét tan man tinh (bénh thalassemia, thiéu mdu hong
cau liém), dw phong thiéu acid folic cho bénh nhén chay than nhén
tao: Ubng lién tyuc acid folic 5 mg cach 1 hodc 7 ngay/lan tiy theo
ché d6 an va toc d huyét tan.

Dy phong thiéu acid folic cho tré em chay than nhdn tgo: 250
microgam/kg/ngay 1 1an cho tré tir 1 - 12 thang tudi; va 5 - 10 mg/
ngay cho tré 16n hon.

Du phong cho phu nit 6 tuéi mang thai cé nguy co cao cé di dang
ong than kinh cho thai nhi khi mang thai: Acid folic 4 hoc 5 mg/
ngdy trude khi mang thai 4 tudn va tiép tuc sudt 3 thang dau thai
ky. Di voi phy nir ¢ tudi mang thai: 400 microgam/ngay.

Tuwong tac thudc

Folat va sulfasalazin: Hap thu folat co thé bj giam.

Folat va thudc tranh thai udng: Cac thudc tranh thai udng lam giam
chuyén hoa cua folat va gdy giam folat va vitamin B,, 6 mot mirc
d0 nhat dinh.

Acid folic va cac thudc chdng co giat: Néu dung acid folic & nhim
b6 sung thiéu folat c6 thé do thudc chdng co giat gay ra thi ndng do
thudc chdng co giat trong huyét thanh c6 thé bi giam.

Acid folic va cotrimoxazol: Cotrimoxazol 1am giam tac dung diéu
tri thidu mau nguyén hdng cau khdng 16 ciia acid folic.

Do 6n dinh va bio quén

Vién nén va vién nang phai bao quan trong bao goi kin, dé ¢ nhiét
d6 thuong va tranh anh sang. Pac biét dung dich nudc acid folic
rit nhay cam véi nhiét va d& bi phan hily nhanh khi ¢6 anh sang va/
hoac riboflavin.

Twong ky,
Acid folic tuong ky vdi céc tdc nhan oxy hoa, tac nhan khu va cac
ion kim loai nang.

Théng tin qui ché

Acid folic ¢6 trong Danh muc thudc thiét yéu tan duge ban hanh
14n tht VI, nim 2013 va Danh muc thudc tan duoc thude pham vi
thanh toan cua quy bao hiém y t&, nim 2015.

Tén thwong mai
Appeton Essentials Folic Acid.

ACID FUSIDIC

Tén chung quéc té: Fusidic acid.

Ma ATC: DO6AX01, DO9AA02, JO1XCO01, SOIAA13.

Loai thudc: Khang sinh cau tric steroid, hoat ph hep.

Dang thudc va ham lwong

Vién nén natri fusidat 250 mg.

Hbn dich ubng acid fusidic 100 mg/2 ml, 250 mg/5 ml.

Lo bot pha dich truyén tinh mach natri fusidat 500 mg (tuong
duong 490 mg acid fusidic), ¢6 10 ml dung moéi kém theo.

Kem (acid fusidic), md (natri fusidat) boi ngoai 2%, tuyp 15 g, 30 g.
Gel nhé mit acid fusidic 1%, tuyp 3 g.

Dugc Iy va co ché tac dung

Acid fusidic va dang mudi natri fusidat 1a mot khang sinh c6 cau
tric steroid, thugc nhoém fusidanin, co6 tac dung kim Kkhuén va diét
khuén, chu yéu tac dung 1én vi khuén Gram dwong.

Acid fusidic trc ché vi khuan tong hop protein thong qua e ché
mdt yéu tb can thiét cho sy chuyén doan ciia cac don vi phu peptid
va su kéo dai chudi peptid. Mic du acid fusidic c6 kha nang trc ché
téng hop protein trong té bao dong vat c6 va, nhung do kha ning
tham nhap rat kém vao té bao chu nén thudc co tac dung chon loc
chéng cac chung vi khuan nhay cam.

Phé khang khudn:

Acid fusidic tac dung tot trén cac ching Staphylococcus, dic biét
14 S. aureus va S. epidermidis (bao gdm ca nhimg chung khang
meticilin). Nocardia asteroides va nhiéu ching Clostridium ciing
rit nhay cam vé6i thude. Cac ching Streptococcus va Enterococcus
it nhay cam hon.

Hau hét cac chung Gram am déu khong nhay cam véi acid fusidic,
tuy nhién thudc tac dung tot ddi véi Neisseria spp., Bacteroides

fragilis, Mycobacterium leprae, va mot phan trén M. tuberculosis.

Thubc c6 tac dung trén mot sb dong vat nguyén sinh bao gém
Giardia lamblia, Plasmodium falciparum. O ndng do cao, in vitro,
thudc co tac dung e ché virus phat trién, ké ca HIV, tuy nhién chwa
0 d6 thuc sy la tac dung khang virus cua thude hay la tac dung dién
hoat hoac tac dung doc hai té bao noi chung. Thude khong co tac
dung ddi véi nim.
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Khang thudc c6 thé thay xuat hién ¢ cac ching thong thuong
nhay cam véi acid fusidic thudc typ nhidm sic thé. Ty 1& dot bién
khang thudc cao in vitro. Cho téi nay, chua thay khang chéo voi
céc khang sinh khéc. Acid fusidic rat dé bi khang thudc nén can
két hop vai cac khang sinh khac.

Duoc dong hoc

Natri fusidat dwoc hap thu tt sau khi uéng. Nong do trung binh
trong huyét tuong khoang 30 microgam/ml, dat duogc 2 - 4 gid sau
khi udng liéu don 500 mg, tuy c6 bién dong 16n gitra timg nguoi
bénh. Hon dich udng acid fusidic hip thu kém hon, ndng do téi da
trong huyét trong sau khi uéng 500 mg hdn dich 14 23 microgam/ml.
Thirc an lam cham hép thu, hip thu thudc & tré em nhanh hon &
ngudi 16n. Co mét lugng thude tich lity khi ubng nhéc lai va ndng
do thudc trong huyét twong da dat 100 microgam/ml hodc hon sau
khi ding natri fusidat 500 mg/lan, ngay 3 l4n, trong 4 ngay. Sau khi
truyén tinh mach liéu 500 mg trong 2 gid, ndng do téi da cia thube
trong huyét thanh khoang 39 microgam/ml.

Natri fusidat phan bé rong rai trong cac md va dich cia co thé, ké
canhirng td chtrc kém tudi mau, bao gém da, xwong, mu, hoat dich,
két mac, mét; thudc thim duogc vao td chie ap xe 0 ndo, nhung
lwong thude vao duoc dich ndo tiy khong dang ké. Thube duoc tim
thdy trong tuan hoan thai nhi va sita me. Ti 1& lién két protein huyét
twong khoang hon 95%. Nira doi trong huyét twong ctia thudc thay
d6i tuy theo dang thudc. Néu udng hén dich, nira doi tir 2 - 3 gio;
néu dung thudc vién, nira doi 1a 16 + 3 gid, néu tiém tinh mach,
nira doi 1a 11,4 + 1,1 gio. Thanh thai thudc ting khi giam albumin
huyét, giam khi c6 r mat nang va khong thay ddi khi suy than.
Thudc thai trir qua mat, chi yéu dudi dang cac chét chuyén hoa,
vai chét trong s6 d6 ¢6 hoat tinh khang khuan yéu. Khoang 2% liéu
ding thube ¢ dang khong d6i duge tim thay trong phan. Lugng
thudc thai trir qua nudc tiéu va bang tham phan mau rat nho.

Khi bbi ngoai, thudc thim tét qua da va duoc thay trong tt ca cac
16p cau trac da va dudi da.

Dung dang thudc nho mit, thudc thdm t6t vao thity dich va tac
dung kéo dai trong 12 gio.

Chi dinh

Cac trudong hop nhiém Staphylococcus khang penicilin nhu ap xe,
ké ca ap xe ndo; nhiém khudn xuong, khép; nhiém Staphylococcus &
nguoi bénh bi xo nang tuy; viém mang trong tim do Staphylococcus.
Thuong dung phdi hop véi cac khang sinh khac.

Dung ngoai, thudc duoc chi dinh cho céc truong hop nhidm
khuén mét va da do Staphylococcus nhu ham k&, chéc.

Chéng chi dinh

Nhiém khuén Staphylococcus dudng niéu (trir khi do p xe nhu md
than) (acid fusidic phan bd trong nhu md than nhung thai trir qua
nudc tiéu rat it).

Suy gan.

Bénh nhan di ung véi acid fusidic.

Phu nit mang thai.

Thén trong

Thén trong khi dung cho nguoi bi bénh gan, c6 bénh duong mat
hodc tdc mat do tinh chét chuyén hoéa ctia thude. Can kiém tra chuc
nang gan dinh ky cho nhimng ngudi bénh dung thude véi lidu cao
hoac kéo dai hoac chirc nang gan bi suy giam. Theo doi chirc nang
gan tré sinh thiéu thang va tré so sinh dung thudc do chirc nang gan
chua hoan thién.

Dé giam nguy co gip tac dung bét loi khi tiém truyén tinh mach
nhu co thét tinh mach, viém tic tinh mach va tan mau, dung dich
tiém phai dugc dém va thudc phai duogc truyén cham vao tinh mach
16n luu thong mau tot. Giam calci huyét gap khi truyén thude voi

lidu cao hon khuyén cdo, nguyén nhan 1a do dém phosphat-citrat
¢6 trong ché phdm. Chéng chi dinh tiém bap va tiém dudi da vi
gdy hoai ti.

Acid fusidic canh tranh lién két albumin véi bilirubin in vitro,
vi vy cin than trong khi ding cho tré sinh thiéu thang, vang da,
nhim acid, hoic tré so sinh 6m ning do nguy co vang da nhan.
Cén tinh t6i lvong natri c6 trong cac ché pham natri fusidat (1 vién
nén natri fusidat 250 mg chira 10 mg natri; 1 ml dung dich sau khi
pha chtra 7,26 mg natri).

Khéng can giam liéu khi ding thudc cho ngudi bénh suy than.
Dung tai chd, thudc c6 thé hap thu vao tudn hoan toan than trong
truong hop ton thuong da dién rdng hodc loét & chan. Cac ché
pham kem va m& boi ngoai khong dugc boi vao mat.

Dung khéang sinh tai chd cin gi¢i han thoi gian diéu tri vi c6 thé
tao chung vi khuan khéng thudc va gay boi nhiém nhing vi khuan
khong nhay cdm.

Thoi ky mang thai
Mic di chua c6 tic dung gay quai thai trén ngudi, nhung do thude
qua duoc nhau thai, nén tranh ding acid fusidic cho phu nit mang thai.

Thoi ky cho con bu
Thudc bai tiét mot lugng nhod qua sita. Can can nhéc loi ich/nguy
co khi dung thude & phu nit cho con bu.

Tac dung khong mong muén (ADR)

Ngoai cac rbi loan tiéu hoa nhe, thude noi chung dugc dung nap
t6t khi udng.

Thuong gap, ADR > 1/100

Tiéu hoa: Pau thugng vi, budn nodn, ndn.

Mach: Co thét tinh mach, viém tinh mach huyét khdi (tiém truyén
tinh mach) khi khong theo dung chi dan.

It gap, 1/1000 < ADR <1/100

Vang da, kich tmg da (b6i ngoai), chirc ning gan bét thuong.
Hiém gdp, ADR < 1/1000

Di tmg: Ni ban (toan thén).

Mau: Giam bach cdu hat, giam tiéu cau, thiéu méu thiéu sét, giam
bach cau trung tinh, mat bach ciu hat va giam toan bd huyét cau.

Huéng din cach xir tri ADR
Nging thude khi ngudi bénh c¢6 biéu hién di tng toan than hodc
tai chd, khi c6 nhitng xét nghiém chirc ning gan bét thuong.

Liéu lwong va cach ding

Thubc dung dudng udng, ding ngoai (dudi dang acid fusidic hodc
natri fusidat) hodc duong tinh mach (dang natri fusidat). 1 g natri
fusidat twong duong vai 0,98 g acid fusidic. Do acid fusidic hip
thu kém hon natri fusidat, trong diéu tri, 250 mg acid fusidic chi
twong dwong voi 175 mg natri fusidat. Vi thé lidu cua hdn dich acid
fusidic (thudng dung cho tré em) twong ddi cao hon.

Liéu thong thuong cho ngudi 16n 1a mot vién nén natri fusidat 500 mg,
ctt mdi 8 i mot lan. Co thé ting lidu gap doi trong trudong hop
nhiém khuan ning. Dé diéu tri nhiém khuén Staphylococcus & da,
c6 thé dung liéu 250 mg/lan, 2 lan/ngay.

Liéu udng ctia hdn dich acid fusidic: Tré duéi 1 tudi: 50 mg/kg/
ngay, chia 1am 3 1an. Tré tir 1 dén 5 tudi: 250 mg/lan, 3 lan/ngay.
Tré tir 5 dén 12 tudi: 500 mg/lan, 3 lan/ngay. Tré trén 12 tudi va
ngudi 16n: 750 mg/lan, 3 1an/ngay.

Trudng hop nhiém khuin niang c6 thé dung natri fusidat truyén tinh
mach chdm. Nguoi 16n can nang trén 50 kg ding liéu 500 mg/lan,
3 lan/ngay. Tré em va ngudi 16n can nang dudi 50 kg, dung liéu
6 - 7 mg/kg/lan, 3 lan/ngay. Hoa tan lo bot tiém 500 mg véi 10 ml
dung méi. Sau d6 pha vao 250 - 500 ml dich truyén natri clorid
0,9% hodc glucose 5% va truyén trong it nhét 2 gid. Khong dwoc
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tiém truc tiép vao tinh mach. Bt pha ti€ém sau khi hoa tan vao
dung moéi c6 thé bao quan & nhiét do dudi 25 °C trong vong 48 gio.
Thubc bi két tiia néu pha vai cac dich truyén c6 pH dudi 7,4.
Kem va m& boi ngoai da 2%: Boi mot 16p mong thude 1 hodc 2 1an
mdi ngay 1én vung da bi nhidm khuin sau khi di rira sach, c6 thé
bang lai néu can. Tranh boi thude thanh 16p day. Gidi han dot diéu
tri trong 1 tudn.

Gel nho mit 1%: Nhé mét 2 1an/ngay, vao budi sang va budi tdi,
mdi 1an 1 giot vao tui két mac dudi.

Twong tic thudce

Mic dii con dudng chuyén héa chinh xac cia acid fusidic chwa
duoc xac dinh, nhung thudc co thé tuong tac voi cac thube chuyén
hoéa bang hé enzym cytochrom P 50 0 gan, isoenzym CYP3A4. Vi
vay tranh ding ddng thoi cac thube nay véi acid fusidic.

Véi cac thude khang khuan khac: In vitro khong thdy c6 tac dung
hiép ddng giira acid fusidic va rifampicin hodc vancomycin. Ddi
khang tac dung cua ciprofloxacin da dugc thong bao. Tuong tac
v6i cac penicilin kha phirc tap, hodc dbi khang tac dung cua mot
hodc cé hai thudc hodc khong co twong tac. Tuy nhién sir dung mot
penicilin khang tu cdu cung véi acid fusidic ¢6 thé ngan ngira su
xuét hién cac thé dot bién ciia tu cau khang acid fusidic va sy phbi
hop nay c6 thé c6 hidu qua trén 14m sang.

Thubc khang virus trc ché protease (saquinavir, ritonavir): C6 thé
¢6 trc ché chuyén hoa 13n nhau giita cac thudc e ché protease va
acid fusidic, 1am ndng do6 cac thudc nay déu ting cao trong huyét
tuong, d& gay ngd doc. Tranh phdi hop vai cac thude nay.

Twong ky,

Bot pha tiém sau khi hoa tan vao dung mdi, twong ky véi dung dich
tiém truyén chtra glucose 20% hoic cao hon, cac dich truyén lipid,
céc dich thdm tich mang bung va c6 thé két tia ¢ cac dung dich
¢6 pH duéi 7,4. Khong duoc pha bat cir thude nao vao cung chai
truyén c6 acid fusidic.

Do 6n dinh va bio quin
Thude bao quan & nhiét 6 15 - 25 °C, tranh am, tranh anh sang.

Théng tin qui ché
Acid fusidic ¢6 trong Danh muc thudc tan dwgc thudc pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai
Axcel Fusidic; Fendexi; Flusterix; Foban; Fucidin; Fusidic;
Germacid; Lafusidex; Nopetigo.

ACID IOPANOIC

Tén chung qudc té: Topanoic acid.
Ma ATC: VOSACO6.
Loai thudc: Thudc chup X - quang dudng mat.

Dang thudc va ham lwgng
Vién nén 500 mg c6 chira 66,7% iod.

Duge ly va cor ché tac dung

Acid iopanoic 14 chét can quang chira iod hiru co, ding dé chup
X-quang kiém tra tai mat va duong dan mat. Thube gay ting hép
thu tia X khi chiéu qua co thé, do do6 hién 13 céu tric cia co quan
can xem. Muc do can quang ty 1& thuan véi ndng do iod. Acid
iopanoic tap trung trong tai mat va khi tai mat co bop c¢6 thé nhin
thiy ca duong mat ngoai gan.

Duoc dong hoc

Acid iopanoic hap thu tét qua duong tiéu hoa. Sy hip thu nay bi
giam néu & rudt khong c6 mudi mat. Thude lién két manh véi hau
hét cac protein huyét tuong (it nhit 97%). O gan, thudc lién hop
v6i glucuronid va giai phong iod vé co trong qua trinh chuyén hoa.
65% duoc bai tiét theo duong mat, s6 con lai qua nudc tiéu. Acid
iopanoic xuét hién trong tii mat khoang 4 gid sau khi uéng va dat
ndng do dinh sau khoang 17 gio. Khoang 50% lidu dung bai xuét
trong vong 24 gid va bai xuét hoan toan sau 5 ngay. Tuy nhién,
ndng d6 iod gin protein van c6 thé ton tai trong vai thang.

Chi dinh

Dung acid iopanoic theo dudng udng dé chup X-quang dudng mat.
Song phuong phap nay khong con 1 xét nghiém chi yéu dé danh
gia bénh vé tai mat nita. Hién nay, chup siéu 4m 1a phuong phap
duoc lya chon cho phé‘m 16n nguoi bi nghi ngd méc bénh tai mat.
Phuong phép udng chét can quang dé chup X-quang dudong mat
chi dwoc chi dinh trong nhimng truong hop chin doan khong chéc
chén sau khi d3 siéu am, dic biét 1a trong viém duong mat man
tinh hodc khi can dém s6 Iugng hodc do kich thudc cia soi mat dé
tién hanh k¥ thuét nghién s6i bang song sdc ngoai co thé (ESWL:
extracorporeal shock wave lithotripsy) hay dé dung thubc lam
tan soi.

Ciing chi dinh udng acid iopanoic dé chup X-quang dudng mat
nham quan sat cac éng dan mat. Tuy nhién, chup l4p lanh dudng
mét sau khi tiém tinh mach cac chét ghi du phong xa c6 kha ning
bai tiét nhanh theo duong mat van 1a cach duge wa chudng hon,
nhét 1a & nhitng ngudi bi nghi ngo viém tai mat cap.

C6 thé dung acid iopanoic 14 thudc thay thé dé diéu tri bénh cuong
giap Graves khi co chdng chi dinh voi cac thude diéu tri thong
thuong hodc khi can xir tri nhanh hién tugng nhiém doc tuyén giap,
do thubc c6 tac dung lam giam qua trinh chuyén hoa thyroxin thanh
triiodothyronin va trc ché qua trinh giai phong cc hormone tuyén
giap. V& hidu qua diéu tri d6i véi cac thé cuong giap khac nhu budu
da nhén doc (toxic multinodular goiter) van chua dugc nghién ctru.
Chéng chi dinh

V6i ngudi ¢6 bénh gan than tién trién hay suy than nang, nguoi
mAn cam vdi cac hop chit chua iod.

Khéng nén ding cho nguoi bi rdi loan tiéu hoa, vi thude hap thu
kém, do d6 hinh anh chup X-quang s&€ khong rd.

Thén trong

Nén dung than trong acid iopanoic d6i véi nguoi bi viém dudng
mat, cuong giap trang ro rét, tdng acid uric mau.

Thubc c6 tac dung ting thai trir acid uric qua than gan tuong duong
voi probenecid. Tuy tac dung nay khong dugc xac dinh 1a c6 lién
quan dén nhidm doc than, nhung cho ngudi bénh udng du nudc
van 1a bién phap nhim giam bot nguy co gdy bién ching than.
Néu ding nhiéu lidu chat can quang, thi cAn phai theo ddi chuc
nang than.

Khéng nén dung gap dbi liéu chat can quang cho ngudi cé tién sir
bénh than vi sy kich img than & nhitng ngudi man cam co thé gy
phan xa co thit mach din dén tic nghé&n mach timg phan hay hoan
toan. Vi vy, ddi v6i ngudi bi bénh than cn phai thim do danh
gia chirc nang than trudc khi dung thude va vai ngay sau khi ding
thude.

O ngudi vira méi c6 biéu hién bénh dong mach vanh, bién phéap du
phong hop 1y 14 dung atropin dé tranh bj kich thich do tac dung tiét
acetylcholin cua chét chup X - quang dudng mat.

Str dung chét can quang chira iod c6 thé anh hudng dén cac xét
nghiém chtic nang tuyén gidp va ca mot sd xét nghiém mau va
nude tiéu.
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Thoi ky mang thai

Cén tranh chup X-quang ving bung trong thoi gian mang thai.
Chét can quang c6 thé truyén qua nhau thai va nguoi ta chua biét
acid iopanoic c6 thé gdy hai cho bao thai hay khong khi dung cho
ngudi mang thai.

Thoi ky cho con bu

Acid iopanoic bai tiét vao sira, nhung chua c6 tai liéu nao ghi nhan
nhiing tai bién xay ra & ngudi. Tuy nhién, can phai can nhéc lgi -
hai khi dung thudc cho nguoi me dang cho con bu.

Tac dung khong mong mudn (ADR)

Thuong gap, ADR > 1/100

Tiéu hoa: Tiéu chay nhe, budn ndén va non (tir nhe dén trung binh).
It gap, 1/1000 < ADR < 1/100

Tiéu héa: Co thit hay co ctng bung hay da day, tiéu chay ning,
budn nén va nén (ning hay lién tuc).

Tiét niéu: Di tiéu khé hodc dau, mot tiéu thuong xuyén.

Hiém gap, ADR < 1/1 000

Phan tmg qué man: Ngira, néi mén hodc phat ban va phu né & da.
Tiét niéu: Suy than cap.

Huyét hoc: Giam tiéu cAu tam thoi kém véi cham xuat huyét, chay
mau hoac tham tim & da.

Phan tng khac: Pau dAu, ¢ néng.

Hwéng din cach xir tri ADR
Diéu tri triéu chimg néu thiy can thiét.

Liéu lwong va cach ding

Chup X-quang dwong mdt:

Acid iopanoic duoc dung dudng udng. Liéu thuong ding 12 3 g
udng v6i nude khoang 14 gid trude khi chyup. Két qua ciia mot
nghién ctru 16n cho thiy, uéng mdi gio 500 mg acid iopanoic tong
cong 6 liéu bat dau tir 18 gio trude khi chup cho két qua can quang
cua tai mat t6t hon. Khong duoc ding qua 6 g acid iopanoic trong
vong 24 gio. Cac thu thuat cho udng thudc voi nhidu lidu nhic lai
trong nhiéu ngay khong dugc tién hanh trén ngudi cao tudi.

Dé chyp X-quang dudng mat & tré em, cac liéu acid iopanoic tir
50 - 150 mg/kg v6i nude khoang 3 - 5 gid trude khi chup cho két
qua t6t. Vi nhin thdy hinh tii mat & tré em sém hon & ngudi 16n;
can quang toi da 4 - 9 gid sau khi udng acid iopanoic. Mot hay
nhiéu ngay trudc khi chup, ngudi bénh can an mot ché do c6 md dé
kich thich tai mat trd nén rdng khong. Tir khi ung thude dén khi
chup, khong duoc an ubng gi khac ngoai nudc.

Néu chup X-quang tai mat khong thanh cong, c6 thé ubng mét liéu
thir hai 3 g vao bubi t6i hom chuyp lan dau, rdi chup tiép vao lic 14
gid sau. Mot cach khac 1a udng 6 g sau ldn chup thir nhat it nhat
5 - 7 ngay, 16i lai chup lai.

Chong cuong tuyén giap (bénh Graves): Udng 500 - 1 000 mg mot
1an mdi ngay.

Twong tac thude

Duing két hop vai cholestyramin ¢ thé c6 anh huéng dén tac dung
ctia acid iopanoic, vi vy néu can thiét nén tién hanh chup X - quang
v6i acid iopanoic it nhdt mot tudn sau khi nging cholestyramin.
Dung lidu cao cac hop chét iod thom nhu cac chit ding dé chup
duong tiét niéu va hé mach mau déng thoi hodc sau mot thoi gian
ngin dung chét can quang duong mat, rat c6 thé 1am tang thém cac
phan trng ddc.

C6 thé 1am giam sy hép thu cac thude diéu tri duong tiéu hoa khi
st dung cung voi acid iopanoic.

Do 6n dinh va bio quan
Béo quan ¢ nhiét do dudi 40 °C. Tt nhit nén bao quan trong
khoang 15 - 30 °C, trur khi c6 quy dinh dac biét cua noi san Xuat.

Dé trong lo kin, tranh anh sang.

Qua lidu va xir tri

Tri¢u chung: Tiéu chay nang, budn ndn va ndn nhiéu, réi loan tiéu
tién.

Xir tri: Vi khong c6 thude giai doc dac higu ddi véi cac thude chup
X-quang duong mét nén c6 thé diéu tri triéu chiing bang cach:
Rura da day.

Thut thao.

Ubng nhidu nuée dé tranh bi ¢6 ddc va c6 thé bi tua hay két tinh
thudc, hodc acid uric & than.

Kiém héa nudc tiéu dé hoa tan phiic glucuronid dugc hinh thanh
va acid uric.

Dung cholestyramin dé 1am giam hép thu thudc chup X - quang
duong mat.

Theo d&i huyét ap.

ACID IOXAGLIC

Tén chung qudc té: Toxaglic acid.

Ma ATC: VOSABO3.

Loai thudc: Thubc can quang iod, tan trong nuéc, c6 ndng do
osmol/kg thip.

Dang thudc va ham lwong

Lo 10, 50, 100 ml dé tiém, c6 cac ham luong:

39,3% meglumin ioxaglat va 19,6% natri ioxaglat, tuong Gng véi
320 mg iod/ml;

24,6% meglumin ioxaglat va 12,3% natri ioxaglat, tuong g véi
200 mg iod/ml.

Duwoc Iy va co ché tic dung

Acid ioxaglic 1a thubc can quang loai dime c6 6 nguyén tir iod trong
phan tir, & dang ion, c6 ndng do osmol/kg thap, tan trong nudc. So
véi loai monome, loai dime nay c¢6 cung mat do can quang, nhung
nong do osmol/kg thap hon nén d nhot nho hon va it gy phan g
¢6 hai hon. Thudc nay c6 kha ning lam giam nguy co tao cuc mau
dong trong Ong thong hay 6ng dan trong tai tao mach mau.

Acid ioxaglic thuong dugc dung dudi dang dung dich chira mot
hdn hop cac mudi natri va meglumin ioxalat. Cac dung dich thuong
dung chura 39,1% meglumin ioxalat va 19,6% natri ioxalat (twong
duong véi 320 mg/ml iod) hodc 24,6% meglumin va 12,3% natri
joxalat (twong duong véi 200 mg/ml iod). Liéu lwong va ndng do
dung phu thudc vao tha thuat va duong dung.

Duoc dong hoc:

Khi tiém vao mach mau, thudc phan bd trong hé mach va khu
vuc gian bao, khong lam ting dang ké thé tich méau luu chuyén va
khong gy rdi loan cén bang huyét dong. Thube ciing c6 thé dwoc
bom tai chd. Thudc rat it lién két v6i protein huyét twong (< 2%).
O nam gidi, ntra doi thai trir 1a 1,5 gid va thé tich phan b toan bd
trung binh 1a 245 ml/kg.

Khoang 90% liéu tiém thai trir & dang khong ddi vao nudc tiéu
trong vong 24 gio. Trong trudng hop suy than, thude ciing thai trir
qua mat, md héi va nude bot.

Ntra doi thai trir khoang 90 phut va kéo dai hon ¢ nguoi suy than.
Thudc qua dugc hang rao nhau thai va vao sira me.

Thudc ¢6 thé thai trir béng tham phan mau hay mang bung.

Chi dinh

Dung cho tré¢ em va nguoi 1on.

Loai 320 mg iod/ml:

Chup X quang dudng niéu qua tinh mach, chup mach cac ving (ké



DTQGVN 2

Acid ioxaglic 133

ca ¢ nao va mach vanh), chup khép, chup duong ti€u hoa, chup tir
cung - voi trimg, chup tuyén nudce bot.

Loai 200 mg iod/ml:

Chup X quang tinh mach.

Chup mach ky thudt $6.

Chup cdt 16p vi tinh (xem hwdng dan ciia nha san xudt dé tudn thi).

Chéng chi dinh

Ngudi man cam véi acid ioxaglic hodc cac thanh phan cua thude.
Ngudi c6 tién sir sbc phan vé hodc phan tng mudn ngoai da véi
thude tiém iobitridol.

Ngudi ¢6 tién st di tng.

Nhiém doc tuyén giap rd.

Chup tir cung - voi trirng ¢ ngudi mang thai.

Tiém dudi mang nhén (hodc ngoai mang cimg) vi ¢ thé giy co
giat din dén tir vong.

Than trong

Nhu moi thude can quang chira iod, acid ioxaglic c6 thé gay phan
(g tir nhe dén nang tham chi gay tir vong. Do d6, phai than trong
khi ding cac thudc nay va luén co sin sang cac phuong tién hoi
sirc cap ctru ngay. Nhimng phan tmg nay xay ra ngay (dudi 60 phut)
hodc cham (téi 7 ngay), khong du bao trude dugce va thuong gap
nhiéu hon & nhirng nguoi bénh cod tién st di ung, tinh trang lo au,
hodc ¢6 man cam & lan xét nghiém trudce khi ding san pham c6
iod. Khong thé phat hién dugc phan ting bang test dung iod.
Thén trong khi ding san pham can quang cé iod véi tuyén gidp,
khi diing cho nguwoi khéng dung nap cdc san pham can quang cé
iod, ngudi suy than, nguwdi phdi loc mdu, réi loan chike ndng tuyén
giap, réi loan vé TKTW (xem trong chuyén luan Iobitridol).

Tré so sinh: Khi dung thudc cho tré so sinh, nhét 1a tré dé thiéu
thang, do nguy co bi giam nang tuyén giap tam thoi do thira iod,
nén can dinh lugng TSH va c6 thé ca T, tw do 7 - 10 ngay va
1 thang sau khi dung thuoc.

Cén tranh mét nudc trude khi xét nghiém va duy tri bai niéu nhiéu
0 nguoi suy than, dai thao duong, u tily xuong, tang acid uric mau
va ca 0 tré nho va nguoi cao tudi vira xo dong mach.

Thoi ky mang thai

Acid ioxaglic qua nhau thai nén c6 thé lam suy tuyén gidp trang
ctia thai nhi khi ding cho ngudi me di c6 thai trén 14 tuan.

Giéng nhu cac thu thuat X quang khac, hét stc than trong trén phu
nlr mang thai.

Chédng chi dinh chup ti cung - voi trimg & ngudi mang thai.

Thoi ky cho con bu

Tuy chwa c6 thong tin vé tac hai, nhung thube nay c6 vao sita me,
nén cin st dung rat than trong cho ngudi dang cho con bi.

Nén nging cho con bu it nhat 24 gi¢ sau khi me phai ding thude nay.

Tac dung khong mong muén (ADR)

Nhu moi thude can quang chira iod khac, thude nay c6 thé dan dén
cac phan ung khong dung nap ¢ mirc do khac nhau, tir nhe dén
nang hodc gay tir vong va khong du doan trude dugc. Thuong xay
ra nhiéu hon & nhitng ngudi bénh c6 tién sir di tng, trang thai lo
au hodc nhay cam dac biét ¢ lan tht nghiém trudc voi san phém
c6 iod.

Thuong gap, 1/100 <ADR < 10/100

Tai chd: Dau va phi nhe, nhét thoi, ¢6 thé xuit hién & noi tiém khi
thube khong tran qua mach mau. Khi tiém dong mach, cam giac
dau vung tiém phu thudc vao ap luc thim thau cua thudce. Khi thudce
tran ra ngoai (< 0,01%) gy phan mg viém tai chd, hoai tir mo.
Pau khop khi chup khép.

Dau viing tiéu khung khi chup tir cung - voi trimg.

It gap, 1/1 000 <ADR < 1/100

Théan: Tang nhit thoi creatinin huyét, suy than cdp kém vo niéu
rat hiém.

Hiém gdp, ADR < 1/1 000

Da, niém mac: Ngay lap tirc: Ngira, hdng ban, may day khu tra
hodc lan rong, phu mét, phu Quinck. Mudn hon: Eczema, phat ban,
dam san, hoi chimg Stevens-Johnson, hoi chimg Lyell.

H6 hép: Con hit hoi, ho, cam gi4c co thit ¢d hong, khé thd, co thit
phé quan, phu thanh quan, ngimg tho.

Tim mach: Ha huyét ap, chong mat, kho chiu, tim dap nhanh,
ngung tim. R6i loan than kinh dbi giao cam, 1i loan nhip, co that
dong mach vanh, nhdi mau co tim. Truy tim mach.

Thén kinh gidc quan: Tiém toan than: Cam giac néng, nhic dau.
Khi cac xét nghiém str dung thudc can quang c¢é iod ndng do cao
trong mau dong mach nao: Kich thich, vat va, la 13n, quén, r6i loan
thi giac (s¢ anh sang, mu tam thoi), r6i loan thinh giac, run, di cam,
co giat, budn ngu, hon mé.

Tiéu hoa: Budn nén, ndn, dau bung.

H6 hip: Phu phdi cap.

Tuyén giap: Xem muc Thén trong, Twong tac thudc.

Huwéng din cach xir tri ADR

Pa sb cac ADR phu thudc vao duong dung, tdc do tiém, khdi
lwong va ndng do thude. Pa s ADR xay ra trong vong 5 - 10 phut
nhung ciing c¢6 thé muon.

Cac ADR thudng nhe va khong can phai diéu tri. Nhung nguy hiém
nhét 1a sdc thuong xudt hién ngay, hiu nhu khéng lién quan dén sb
luong thudc, toc do tiém. Sdc biéu hién béng huyét ap tut va cac
biéu hién vé tiéu hoa, than kinh, hé hip, tim mach ... Khong thé du
doan trude dugc, lam test véi iod cling khong cho biét trude duge
sbc. Mtrc do nang rat thay ddi, tir nhe, vira, dén rét nang, tir vong.
Do d6, luén ludn phai sin sang phwong tién cp ctru.

Liéu lwong va cach ding

Liéu lugng tuy theo thi thudt va khu vuc can tao can quang, thé
trong va chirc nang than cua nguoi bénh, dac biét o tré em.

Loai 320 mg iod/ml:

Lidu trung binh dudng vao trong mach hodc vao khoang duoc
khuyén céo:

. Tong thé tich
Chi dinh Li€éu trung binh (toi thicu -
toi da)(ml)
Chup duong tiét
niéu qua duong
tinh mach (phai
nhin an nhung
khong han ché 1 mg/kg 50 - 150
udng). Liéu phy
thudc vao can nang
va chirc nang than
Liéu téng cong khong
duogc qua 4 - 5 ml/kg;
Chyp mach: Tiém tiém 1am nhiéu lan,
vao mach mau khgn% vugt quaﬂlOOAml 75 - 400
moi lan tiém, toc do
tiém tuy thudc ting
thu thuat.
Chup khép: Tiém Liéu phy thudc timg 5.20
trong khop khop
Tham kham duong
tiéu hoa: Bom truc
tiép vao ong tiéu
hoa
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- Nguoi 16n: ] Do 6n dinh va bio quan
Ubng 200 ml thude, thém <500 Bao quan ¢ nhiét d6 25 °C, tranh anh sang.
250 ml nude
B R Théng tin qui ché
N 3 400 ml thudc, th <1500 Z. L S L o
Buong tryc trang 400 ?uécuoc em Muoi natri cia acid ioxaglic va meglumin c6 trong Danh muc
- Tré em: thude tan dugc thudc pham vi thanh toan cua quy bao hiém y té,
Ubng 40 ml thudc, thém <100 nam 2013.
10 ml nudc
Pudng truc trang | 30 ml dén 150 ml <200
thuc khong pha ACID NALIDIXIC
Chup cét 16p vi I . s
tinh toan than & 50 ml thude, thém <1300 Tén chung quoc té: Nalidixic acid.
5i 16 950 ml nudc .
nguot lon Ma ATC: JOIMBO02.
Chup ti cung - voi o Loai thudc: Quinolon khang khuan.
trimg: Tiém vao Phu thudc vao thé tich 5.20 : a
trong tu cung bang | tir cung ) Dang thuoc va ham lugng
duong dudi Vién nén 0,25 g, 0,5 g, 1,0 g acid nalidixic.
Chup tuyén nu G Hdn dich ubng 5 ml c6 chira 0,25 g acid nalidixic.
t)i(é:: Tiém vio ong | 3 ml 1-6 Duoc Iy hoc va co ché tac dung
Acid nalidixic 1a mot 4-quinolon c6 phd khang khuan rong,
Loai 200 mg iod/mi: tac dung vdi hau hét cac vi khuan hiéu khi Gram am nhu E. coli,

Chup X quang tinh mach: Liéu thudng dung tir 100 - 200 ml.
Chup mach k¥ thuat s: Liéu ding tiy theo viing va ky thuat thuc
hién.

Twong tac thude

Tuwong tac thudc - thudc:

Metformin: Nhiém acid lactic c6 thé xay ra do suy than chirc
nang gy ra do tham kham X-quang & nguoi bénh dai thao duong.
Phai ngimg diéu trj metformin 48 gio trude khi lam thi thuat
X-quang va chi dung lai 2 ngay sau thu thuat nay.

Céc thube can quang: Thube can quang co iod lam rbi loan trong
nhiéu tudn mo tuyén giap hap thu iod phong xa, dan dén giam mot
phén hiéu qua diéu tri bang iod 131. Khi du kién chup tia nhap
nhay than dung thudc tiém c6 phong xa dwoc éng than tiét thi nén
thuc hién truée khi tiém thude can quang iod.

Thubc chen beta, thuéc co mach, thudc e ché enzym chuyén
angiotensin, thudc déi khang thu thé angiotensin: Cac thudc nay
lam giam hi¢u qua cua co ché bu cua tim mach ddi véi réi loan
huyét 4p. Thay thudc phai c6 thong tin trude khi tiém thude can
quang iod va chudn bi sin phuong tién cip ciru.

Thubc loi tiéu: Nguy co thiéu nudce do thude loi tiéu, phai tiép nudc
dé giam nguy co suy than cip.

Interleukin 2: Tang nguy co phan ng vé6i cac thude can quang khi
méi st dung interleukin 2 (dudng tinh mach), gdy phat ban da,
hiém hon 1a ha huyét ap, di tiéu it, tham chi suy than.

Tuong tac khac:

Nbdng do chit can quang co iod cao trong huyét twong va nude
tiéu 1am nhiéu dinh lugng in vitro bilirubin, protein va cac chét vo
co (sét, ddng, calci, phosphat). Khuyén cdo khong nén dinh luong
ndng do cac chit nay trong 24 gid sau khi 1am xét nghiém.

Twong ky,

Acid ioxaglic twong ky véi véi nhiéu loai thude. Vi vay, khong tron
thudc khac vao chung bom tiém véi acid ioxaglic.

Qua liéu va xir tri

Chi xay ra khi dung liéu rat cao. Can bu nu6c va chét dién giai.
Theo dbi chirc ning thin trong it nhat 3 ngay. Thdm phan mau co
thé duoc lam, néu can. biéu tri tri¢u chung va hd tro.

Proteus, Klebsiella, Enterobacter; Salmonella va Shigella, thuong
nhay cam véi thubc. Tuy nhién, Pseudomonas aeruginosa, vi
khudn Gram duong (Enterococcus va Staphylococcus), vi khuan
ky khi khong nhay cam véi acid nalidixic. Phan 16n cac nhiém
khuén duong tiét niéu cap va man tinh do vi khuan duong rudt Gram
am. Vi vay, acid nalidixic thuong dwoc dung dé tri nhiém khuén
dudng tiét niéu.

Céc ciu khuian duong rudt (Enterococcus) va Staphylococcus
saprophyticus 1a nguyén nhan chi yéu gay viém dudng tiét niéu va
khang lai acid nalidixic.

Acid nalidixic khong anh huong dén vi khuan ky khi duong rudt,
day la diéu quan trong dé giit cAn bang sinh thai vi khudn dudng
ruot.

Acid nalidixic can trg qua trinh sao chép ctia DNA vi khuan bang
cach trc ché hoat tinh DNA gyrase (topoisomerase).

Khang thudc: Vi khudn khang thudc xay ra nhanh, doi khi trong
vong mot vai ngay dau diéu tri, nhung khong lan truyén hay qua
trung gian R-plasmid. Khang chéo xdy ra véi acid oxolinic va
cinoxacin. Truc khuan ly va thuong han khang cloramphenicol/
sulfamethoxazol/ ampicilin van nhay cam véi acid nalidixic.

Duoc dong hoc

Acid nalidixic hép thu nhanh va gan nhu hoan toan tir duong tiéu
hoa va dat nong do dinh 20 - 40 microgam/ml, sau khi ung 1 - 2
gio liu 1 g. Nira doi huyét tuong khoang 1 - 2,5 gio.

Acid nalidixic chuyén héa mot phan thanh acid hydroxynalidixic,
¢6 tac dung khang khuén giéng acid nalidixic va g véi khoang
30% tac dung ciia thude ¢ trong méau. Khoang 93% acid nalidixic va
63% acid hydroxy nalidixic lién két v&i protein huyét twong. Ca
acid nalidixic va acid hydroxynalidixic chuyén héa nhanh thanh
dan chit glucuronid va acid dicarboxylic khéng c6 hoat tinh.
Chat chuyén héa khong hoat tinh chinh 14 acid 7-carboxynalidixic
thuong chi phét hién dugc trong nude tiéu.

Acid nalidixic va cac chat chuyén hoa dugc dao thai nhanh qua
nuéce tiéu trong vong 24 gio. Trén 80% thudc dao thai qua nudce
tiéu la nhimng chat chuyén hoa khong cé tac dung, nhung ndng do
dinh trong nudc tidu cua thudc khong bién dbi va cuia chét chuyén
hoa co tac dung 6 khoang tir 150 - 200 microgam/ml, dat dugc sau
khi udng 3 - 4 gid lidu 1 g (hau hét cac vi khuan nhay cam bi e
ché & ndng d6 < 16 microgam/ml). Acid hydroxynalidixic chiém
khoang 80 - 85% tac dung trong nudc tiéu. Probenecid lam giam
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bai tiét thudc qua nudc tiéu. Khoang 4% liéu dao thai qua phan. Acid
nalidixic qua nhau thai va vao sira me rat it (6 dang vet).

Chi dinh

Nhiém khuan duong tiét ni¢u dudi chua c6 bién chimg do vi
khuan Gram am, trir Pseudomonas. Acid nalidixic trugc day da
dugc dung trong diéu tri nhiém khuan duong tiéu hoa do cac ching
nhay cam Shigella sonnei, nhung hién nay c6 nhiing thudc khang
khudn khac (nhu céc fluoroquinolon, cotrimoxazol, ampicilin,
ceftriaxon) dugc wa dung hon dé diéu tri nhidm khuan do Shigella.

Chéng chi dinh

Suy than nang, loan tao mau (thiéu mau), dong kinh, tang ap luc
ndi s, tré em dudi 3 thang tudi, man cam v&i acid nalidixic hodc
cac quinolon khéc.

Thén trong

Théan trong khi dung trong truong hop giam chiic nang gan, giam
chirc nang than & mirc d¢ vira va thiéu enzym GPD. Kiém tra cong
thitc mau, chirc nang gan va than néu dung thudc lién tuc trén 2
tuan. Acid nalidixic va cac thudc lién quan gy thodi hoa cac
khép mang trong lugng co thé & dong vat chua trudng thanh, can
nhéc khi sir dung v6i nguoi bénh dudi 18 tudi, phu nit mang thai va
cho con bu. Ding thudc khi xuat hién triéu chimg dau day than kinh
ngoai bién, dau khép. Tranh tiép xtc truc tiép véi anh ning mit troi
hodc dén cuc tim trong khi diéu tri.

Thoi ky mang thai

Acid nalidixic di qua hang rao nhau thai. Chua c6 nhitng nghién
clru ddy di va dugc kiém tra chat chd trén ngudi. Tuy nhién, acid
nalidixic va cac hop chat lién quan da gay bénh khép & dong vat
con non, vi vay khong nén dung acid nalidixic trong thoi ky mang
thai.

Thoi ky cho con bu

Acid nalidixic bai tiét vao sita me ¢ dang vét. D c6 thong bao vé
mdt tré bu sira me bi thiéu mau tan mau (ma khong c6 bang chiing
gay thiéu hut G,PD) trong thoi gian ba me c6 uéng acid nalidixic.
Tuy nhién, hau hét trudng hop khong c6 van dé gi xdy ra, nén acid
nalidixic van c¢6 thé dung trong thdi ky cho con bu.

Tac dung khong mong muén (ADR)

Khong co ty 1¢ chinh xac vé cac phan tmg co hai ctia thudc dua
trén nhitng thtr nghiém 1am sang. Tuy nhién, acid nalidixic thuong
dung nap t6t va phan tng c6 hai thuong nhe.

Thwong gap, ADR >1/100

Toan than: Nhirc dau.

Tiéu hoa: Budn nén, non, ia chay, dau bung.

Mit: Nhin mo, nhin doi, nhin mau khong chuén.

Da: Phan img man cam anh sang v4i cdc mun nudc trong trudng
hop phoi néng khi didu tri hodc sau diéu tri.

It gap, 1/1 000 < ADR < 1/100

Than kinh trung wong: Tang p luc ndi so dic biét & tré nho.

Da: May day, ngtra, can quang.

Hiém gap, ADR< 1/1 000

Than kinh trung wong: L 13n, 4o gidc, 4c mong.

Toan than: Phan (g phan vé.

Mau: Giam tiéu cau, giam bach cAu, tang bach ciu wa eosin,
thiéu mau tan méau nhat 1a & ngudi thiéu hut glucose-6-phosphat
dehydrogenase.

Khac: Phu mach, dau khéop.

Huwéng din cach xir tri ADR
Ngimg ding thudc néu ngudi bénh c6 biéu hién di tmg, lo lang, 40
giéc, co giat. Dung adrenalin, glucocorticoid, oxy khi nguoi bénh

man cam voi thuoc.

Liéu lwgng va cach ding

Ngudi 16n: 4 g/ngdy, chia 4 1dn, dung it nhit 7 ngay, néu tiép tuc
didu tri kéo dai trén 2 tudn, phai giam liéu xudng mét nira.

Tré em tir 3 thang dén 12 tudi: 55 - 60 mg/kg/ngay, chia lam 4 1an.
Néu diéu tri kéo dai, nén ding lidu 30 - 33 mg/kg/ngay.

Néu d¢ thanh thai creatinin trén 20 ml/phiit, c6 thé dung liéu binh
thuong.

Néu do thanh thai creatinin dudi 20 ml/phut (creatinin huyét
thanh trén 360 micromol/lit), liéu trong 24 gio phai can nhic
giam xudng con 2 g. Mic du tic dung khang khudn cua acid
nalidixic khong bi anh huong boi pH nudc tiéu, sir dung dong
thoi v6i natri bicarbonat hodc natri citrat c¢6 thé 1am ting ndng do
ctia thude c6 hoat tinh trong nude tiéu. Khi phbi hop acid nalidixic
va natri citrat, lidu dung cho ngudi 16n 12 660 mg/lan, 3 1an/
ngay, trong 3 ngay.

Vi khang thudc c6 thé xay ra nhanh, néu diéu tri bang acid nalidixic
ma khong dem lai két qua am tinh khi nuéi cdy vi khuan ¢ nuéc
tiéu trong vong 48 gid, thi nén ding mot thude khang khuan khac.

Twong tic thude

Nbng do theophylin trong huyét twong tang 1én khi ding dong thoi
v6i acid nalidixic. Acid nalidixic c6 thé lam ting ndng do cafein
do anh huong dén chuyén hoa cua cafein. Acid nalidixic 1am ting
tac dung cua thudc chéng dong dang ubng nhu warfarin, mot phan
¢6 thé do c6 su chuyén dich cta chat chdng dong ra khoi vi tri gin
ctia n6 trong huyét twrong, co thé phai giam lidu thudc chéng dong.
Co thé ¢ nguy co tang doc tinh than khi acid nalidixic dugc dung
cung véi ciclosporin.

Céc thudc khang acid da day cé chira magnesi, nhom, calci,
sucralfat va céc cation héa tri 2 hodc 3 nhu kém, sit co thé lam
giam hip thu acid nalidixic, din dén lam giam ndéng do acid
nalidixic trong nuéc tiéu rit nhiéu do vay nén udng thudc trudc
hoic sau cac thudc trén 2 gio.

Probenecid 1am giam bai xuit nén ting ndng do acid nalidixic
trong huyét tuong.

Cloramphenicol, nitrofurantoin, tetracyclin lam giam tac dung
diéu tri cua acid nalidixic.

Do 6n dinh va bio quin

Béo quan vién nén va nhil dich acid nalidixic udng trong d6 dung
kin, & nhiét do 15 - 30 °C. Khong dugc dé dong bang nhii dich acid
nalidixic.

Qus lidu va xir tri

Triéu churng: Loan tam than nhiém doc, co giat, tang ap luc noi so,
toan chuyén hoéa, budn nén, ndn, va ngu lim co thé xay ra.

Piéu tri: Rira da day khi méi ding thude. Néu thude di duoc hip
thu, nén truyén dich va dung bién phap hd trg nhu thé oxy va ho
hap nhan tao. Liéu phap chéng co giat c6 thé duogc chi dinh trong
trueong hop rit nang.

Théng tin qui ché
Acid nalidixic ¢6 trong Danh muc thudc tan duge thudce pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Aginalxic;  Axodic-500; Becodixic; Glomelid;, Graxidcure;
Intermedic Nalidixic Acid; Itadixic;, Nadixlife; Nalibigra 500;
Nalicid; Nalidixic; Naligram; Napain; Negradixid; Negrative;
Nergamdicin, Nivirxone, pms-Nalox 500; Quinoneg 500, Roxnic;
Squalid Dry Syrup, Uroneg, Winonyn.
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Tén chung quéc té: Pantothenic acid.

Ma ATC: Dexpanthenol: AITHA30; DO3AX03, SO1XA12.
Calci pantothenat: AITHA31; DO3AX04.

Loai thude: Vitamin tan trong nudc, vitamin nhém B (vitamin B 5

Dang thudc va ham lugng

Acid pantothenic

Vién nén: 50 mg; 100 mg; 200 mg; 250 mg; 500 mg.

Vién nén giai phong cham: 500 mg, 1 000 mg.

Calci pantothenat

Vién nén: 10 mg; 25 mg; 50 mg; 100 mg; 218 mg; 500 mg; 545 mg.
Dexpanthenol (dan chat alcol cia acid D-pantothenic):

Vién nén: 100 mg.

Thubc tiém: 250 mg/ml (6ng tiém 2 ml).

Kem boi tai chd: 2%.

Thude phun bot.

Dich truyén tinh mach: Phdi hop vdi cac vitamin khac, chét dién
giai.

Duwoc Iy va co ché tac dung

Acid pantothenic con goi la vitamin B, la mot chét chdng oxy hoa
hoa tan trong nude, can thiét cho chuyén héa trung gian cua hydrat
carbon, protein va lipid. Acid pantothenic 1a tién chét cua coenzym
A can cho phan tmg acetyl hoa (hoat hda nhom acyl) trong tan tao
glucose, giai phong nang lugng tir hydrat carbon, tong hop va giang
hoa acid béo, tong hop sterol va ndi tiét t§ steroid, porphyrln
acetylcholin va nhitng hop chat khac. Acid pantothenic ciing can
thiét cho chirc ning binh thuong cia bidu mo.

O nguoi, acid pantothenic can thiét phai 1iy tir thirc an. Nguon thuc
pham giau acid pantothenic gdm c6 thit, rau qua, hat ngii cc, trimg
va stra. Lugng thich hgp cho nguoi 16n khoang 5 mg/ngay, tang
tdi 6 mg & nguoi mang thai va 7 mg & ngu(‘)ri nuoi con bu (Vién
Han 1am khoa hoc quoc g1a Hoa Ky khuyén céo). Thiéu hut acid
pantothenic & ngum rat hiém xay ra vi acid nay phan bo rong khap
trong thyc pham, trir truong hop c6 két hop voi bénh pellagra
hodc thiéu hut c4c vitamin nhém B khac. Thiéu acid pantothenic
thue nghiém (bang cach ding acid omega methylpantothenic, mot
chat dbi khang chuyén héa, hodc bang ché do an khong cé acid
pantothenic), cho thiy cac triéu chimg nhu ng ga, moi mét, nhirc
dau, di cam & chén va tay kém theo ting phan xa va yéu co chi
duéi, r6i loan tim mach, tiéu hoa, thay ddi tinh khi, va tang nhay cam
v6i nhidm khuén.

Acid pantothenic khong co tac dung dugc 1y ndi bat khi dung cho
dong vat thi nghiém hodic cho ngudi, ngay ca khi ding lidu cao. Khi
tiém liéu cao dexpanthenol da dugc bao céo 1a lam ting nhu dong
rudt da day do kich thich acetyl hda cholin thanh acetylcholin; tuy
vay, hiéu qua ctia thudc khong dugc chimg minh.

Duroc dong hoc

Hép thu: Sau khi udng, acid pantothenic d& dwoc hip thu qua
duong tiéu hoa. Nong do pantothenat binh thudng trong huyét
thanh 1a 100 microgam/ml hodc hon.

Phan bd: Dexpanthenol dé dang chuyén héa thanh acid pantothenic,
chét nay phan bd rong rdi trong mé co thé, chu yéu dudi dang
coenzym A. Nong do cao nhat ciia dexpanthenol co trong gan,
tuyén thuong than, tim va than. Sira nguoi me cho con bu, an ché
do binh thuong, chira khodng 2 microgam acid pantothenic trong
1 ml.

Dao thai: Khoang 70% lidu acid pantothenic udng thai trir & dang
khong dbi trong nude tiéu va khoang 30% trong phan.

Chi dinh

Khi thiéu hut acid pantothenic (c6 két hop pellagra hodc thiéu hut
cac vitamin nhom B khéc), khi d6 nén ding san pham da vitamin
¢6 chura acid pantothenic.

Trong mdt s6 trudng hop viém day than kinh ngoai bién, chudt rut
co chan ¢ nguoi mang thai va nghién ruou, hdi chirng nong rat &
chan, va viém ludi khong khoi khi diéu tri bang nhitng vitamin
khac.

Str dung tai chd d8 chira ngua va nhitng bénh da nhe khac.

Thubc phun bot dexpanthenol con dugc chi dinh chita bong da.
Liét rudt sau md, dé.

Chéng chi dinh
Khong ¢ chbng chi dinh.

Than trong

Khong dugce tiém dexpanthenol dé didu tri tic rudt co hoc. Dbi
véi liét rudt, cAn chu y dén bdi phu nudc va dién giai, chéng
thiéu méu, giam protein huyét, chéng nhiém khuén, tranh ding
thubc 1am giam nhu dong rudt. Néu bung cing hoi nhidu, dat éng
thong hoi.

Dexpanthenol c6 thé kéo dai thoi gian chay méau nén phai sir dung
rit than trong & ngudi c6 bénh wa chay mau hodc co nguy co chay
mau khac.

Thoi ky mang thai

Khong co tu liéu vé tac dung c6 hai voi thai khi ding acid
pantothenic véi lidu binh thuong can thiét hang ngay trong thoi
ky mang thai.

Thoi ky cho con bu

Khong co tu lidu vé tac dung c6 hai voi tré bu sira, khi me dung acid
pantothenic véi liéu binh thuong can thiét hang ngay trong thoi ky
cho con bu.

Tac dung khong mong muén (ADR)
Acid pantothenic n6i chung khong gy doc. Dexpanthenol c6 thé
gdy phan tmg di ing nhe nhu ngira, ia chay, nhung hiém gap.

Huwéng dén cach xir tri ADR
Phai ngimg ding dexpanthenol néu ¢6 phan tmg di ting.

Liéu lwong va cich ding

Cach dung:

Acid pantothenic va calci pantothenat duoc dung dudng udng.
Dexpanthenol thudng duoc tiém bép hodc truyén tinh mach cham,
va ciing duoc dung tai chd dudi dang kem boi, dang phun bot. Khi
truyén tinh mach cham, dexpanthenol dugc pha vdi mot lugng 16n
dung dich tiém truyén dextrose 5% hodc dung dich Ringer lactat.
Liéu lwong:

10 mg calci pantothenat trong duong vai 9,2 mg acid pantothenic.
Usng: 5 - 10 mg acid pantothenic/ngdy nhu mot lugng bd sung
dinh dudng cho ngudi bénh c¢6 hap thu dudng tiéu hoa binh thuong.
Tiém hodc tiém truyén:

biéu tri tang kich thich nhu dong rudt: Nguoi 1on, tiém bép, liéu
bat dau 250 mg - 500 mg dexpanthenol, nhéc lai sau 2 gio, sau do
clr 4 - 12 gio dung mot liu, khi can. Tré em: 11 mg - 12,5 mg
dexpanthenol/kg tiém bip theo phac d6 trén; Hodc truyén tinh
mach cham, nguoi 16n: 500 mg dexpanthenol Néu khong thiy
do tru(mg bung hoic liét rudt nhanh, phai chuyén sang cic phuong
phép diéu trj khac.

Dung tai ché:

Khi sir dung tai chd dé chita ngira va bénh da, boi thude kem chira
2% dexpanthenol vao vung bi tdn thuong, ngay 1 hoac 2 l4n, hodc
nhiéu hon néu cin.
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Twong tic thude

Khong dung dexpanthenol cung voi neostigmin hodc trong vong
12 gid sau khi dung neostigmin hodc nhiing thudc tac dung gidng
than kinh dbi giao cam khéc.

Tuy khéng quan trong vé& 1am sang, nhung tic dung co ddng tir
ciia cac ché pham khang cholinesterase dung cho mit (vi du:
ecothiophat iodid, isoflurophat) c6 thé tang 1én khi phdi hop véi
acid pantothenic.

Khéng dung dexpanthenol trong vong 1 gio sau khi dung
sucinylcholin, vi dexpanthenol c¢6 thé kéo dai tac dung gay gidn co
cua sucinylcholin.

Mot s6 hiém truong hop di ing chua & nguyén nhan da gap khi sir
dung dong thoi thudce tiém dexpanthenol véi thude khang sinh, cac
thudc opiat hoic voi barbiturat.

Do 6n dinh va bao quén

Béo quan vién nén, bt acid pantothenic va calci pantothenat trong
lo kin & 15 °C dén 30 °C.

Béo quan thudc tiém dexpanthenol & noi mat tranh nhiét d6 cao va
tranh dong bang.

Twong ky,

Dexpanthenol tuong ky véi cac chat kiém va acid manh.

Théng tin qui ché

Vitamin B, c6 trong Danh myc thude tan duge thude pham vi thanh
toan cua quy bao hiém y t&, nam 2015.

ACID PARA-AMINOBENZOIC

Tén chung qudc té: Para-aminobenzoic acid.

Mai ATC: D02BAOI.

Loai thudc: Thubc chong ning.

Dang thudc va ham lwong

Dung dich 5% trong ethanol.

Dugc Iy va co ché tac dung

Acid para-aminobenzoic dung duéi dang bdi ngoai da lam thudc
chéng néng. Khi bdi ngoai da thudc hip thu tbt cac buc xa subt dai
cuc tim UVB (280 - 310 nm) nhung khong hap thu hodc hap thu rat
it buc xa cuc tim UVA (310 - 400 nm). Cac buc xa budc song trung
binh UVB gdy chéy néing va gop phin vao nhitng bién déi lau dai
gdy ung thu va lao hoa da. Cac birc xa budc song dai UVA gay
ram néng truc tiép va it ban do nhung lai gy tac hai lau dai nhu
130 hoa da hodc ung thu da. Nhu vdy cac thudc chéng ning chira
aminobenzoat c6 thé dung dé ngin ngira chay ning nhung co 18
khong ngan ngira dugc cac phan g & da do thude hay méin cam véi
btec xa UVA; tuy nhién néu phdi hop véi mot benzophenon ciing
¢6 thé phan nao bao vé chéng nhitng phan ing cam quang nay.
Duoc dong hoc

Acid para-aminobenzoic duoc hép thu qua da va khuéch tan vao
16p stng, du trit & d6 va phat huy tac dung chdng ning. Thudc rat
it hdp thu toan than.

Chi dinh
Ngin ngira chay nang.

Chéng chi dinh

Nguoi bénh qua man véi acid para-aminobenzoic. Ngudi bénh dia
tirng man cam véi dnh sang. Ngudi bénh ¢ tién st man cam voi
céc thube tuong tu v& mit hoa hoc nhu: Sulphonamid, cac thude
loi niéu thiazid, mot sé thude gy té nhét 14 benzocain, cac chit bao
quéan va cac thudc nhugm.

Than trong

Acid para-aminobenzoic khong c6 tac dung phong ngira cac phan
{mg lién quan dén thudc hodc cac phan tng cam quang khac do
anh sang UVA gay ra.

Acid para-aminobenzoic c6 thé gay vét § trén vai.

Tac dung khong mong muén (ADR)
Boi thudc tai chd co thé giy viém da do tiép xuc hay viém da do
anh sang.

Huéng din cach xir tri ADR
Ngimng béi thude.

Liéu lwong va cach ding

Ngin ngira chay nang: Boi ngodi, trén viing da can ngin ngira chay
ning. Dé phat huy ti da hiéu qua, nén béi thude trude khi ra ning
khoang 1 - 2 gio.

Twong tic thude
Duing phéi hgp véi benzophenon ¢ thé lam tang tac dung bao vé
ctia thube ddi voi cac phan tng cam quang.

Do 6n dinh va bio quén
Pung trong lo kin, tranh anh sang.

Twong ky,

Tac dung cua acid para-aminobenzoic trong dung dich ethanol
manh hon so v&i tac dung ctia nhiéu thudc chéng ning khac, va c6
tac dung bao vé ngay ca khi c6 md hdi; nhung néu ngam nudc thi
tac dung bao vé bi giam di rit nhidu.

Acid para-aminobenzoic tan trong ethanol theo ty 1€ 1 : 8.

Théng tin qui ché
Acid para-aminobenzoic c6 trong Danh muc thuc tan duoc thude
pham vi thanh toan ciia quy bao hiém y t&, nam 2015.

ACID SALICYLIC

Tén chung qudc té: Salicylic acid.

Maia ATC: DO1AE12, SO1BCOS.

Loai thudc: Thudc troc 16p simg da, chéng tiét ba nhon, tri vay
nén; chat an da.

Dang thudc va ham lugng

Thube m& 1%, 2%, 3%, 5%, 25%., 40%, 60%.

Kem 2%, 3%, 10%, 25%, 60%.

Gel 0,5%, 2%, 5%, 6%, 12%, 17%, 26%.

Thude dan 15%, 21%, 40%, 50%.

Thude xtrc 1%, 2%.

Dung dich 0,5%, 1,8%, 2%, 16,7%, 17%, 17,6%.

Nuéc goi dau hodc xa phong 2%, 4%.

Céc ché phdm phdi hop vai cac chat khac (Iwu huynh, hic in...).

Duoc Iy va co ché tic dung

Acid salicylic c6 tac dung lam troc manh 16p stmg da va sat khuan
nhe khi béi trén da nén di dugc dung dé diéu tri tai chd mot s6 bénh
da ting simg hoa va bong da nhu viém da tiét ba nhon, bénh vay
nén, gau, trung ca, hdt com, chai gan ban chan...tuy theo néng do
thudc. O ndng d6 thip, thude c6 tic dung tao simg (didu chinh qua
trinh stg hoa bat thuong); 6 ndng d6 cao (> 1%), thude co tac dung
lam troc 16p simg. Acid salicylic 1am mém va pha hiy 16p sing
bing cach ting hydrat hoa nodi sinh (ting ndng do cia nudc), co
thé do lam giam pH, lam cho 16p biéu mé bj strg hoa phong lén,
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sau d6 bong troc ra. Khi bdi qua nhiéu, thude c6 thé gay hoai tir da
binh thuong. O ndng do cao (vi du 20%), acid salicylic ¢6 tic dung
an mon da nén thuong dwoc dung dé didu tri chai gan ban chan.
Méi trudng am 1a can thiét dé acid salicylic co tac dung lam lot va
lam bong tréc mé biéu bi. Thude 6 tac dung chdng ndm yéu, nhd
lam bong 16p strng ngan chan ndm phat trién va gitp cho cac thude
chéng ndm thAm vao da, do do cling dugc dung dé diéu tri mot sb
bénh nim ngoai da. Khi phéi hop, acid salicylic va luu huynh c6
tac dung hiép luc 1am troc 16p stng.

Khéng dung acid salicylic duong toan than, vi tic dung kich tmg rat
manh trén niém mac tiéu hoa va cac mo khac.

Duoc dong hoc

Acid salicylic dugc hap thu dé dang qua da va bai tiét cham qua
nudc tiéu, do vy di cé truong hop bi ngd doc cap salicylat sau khi
dung quéa nhiéu acid salicylic trén dién rong ctia co thé.

Chi dinh

Acid salicylic dugc ding tai chd duéi dang don thuan hodc két hop
v6i thube khac (resorcinol, luu huynh) dé diéu tri:

Viém da tiét ba nhon, vay nén & minh hodc da dau; vay da dau va cac
truong hop bénh da tréc vay khac.

Loai bo cac hat mun com (trir & bd phan sinh duc), chai ¢ gan ban
chan.

Chtng tang strng khu tra ¢ gan ban tay va gan ban chan.

Trirng ca thuong.

Chéng chi dinh

Man cam v6i thude hay bat ky thanh phan nao trong ché phdm.
Ngudi dé bi man cam vdi salicylat.

Khong dung trén dién da rong, da bi nit né, d& nhay cam hoic
trén niém mac.

Than trong

Céc ché pham cua acid salicylic chi dugc ding ngoai.

Mic du salicylat dung tai chd it hip thu hon nhiéu so voi dudng
ubng nhung van co6 thé xay ra phan tng phu.

Dé han ché su hép thu cua acid salicylic, can: Tranh bdi vao niém
mac, mi¢ng, mét, tranh boi trén dién rong hay trén vung da bi viém
hodc nut né. Khong nén dung thoi gian dai, ndng do cao, khong
nén boi thude 1én mat, vung hau moén sinh duc. Co6 thé gdy tac dung
toan than khi dung qué nhiéu.

Ciing can than trong khi bdi 1&n du chi cia ngudi bi bénh suy giam
tudn hoan ngoai vi va dai thao duong.

Than trong khi dung ché pham dn mon da cho nhitng bénh nhén bi
bénh da day than kinh ngoai vi ro.

Thoi ky mang thai
Acid salicylic c¢6 thé dugc hip thu toan than, nhung rat it (néu
dung than trong). C6 thé dung thudc nay cho nguoi mang thai.

Thoi ky cho con bu
C6 thé dung thude nay cho ngudi cho con bu. Tuy nhién, khong bbi
thudc vao ving quanh vi dé tranh tré nudt phai thude.

Tac dung khéng mong mudn (ADR)

Dung dai ngay acid salicylic trén dién rong c6 thé bi ngd doc
salicylat (voi cac triéu chung: La 13n, chong mat, dau diu ning
hodc lién tuc, thd nhanh, tiéng rung hoac tiéng Vo Vo trong tai lién tuc).
Thuong gap, ADR > 1/100

Kich trng da nhe, cam giac bi cham dét.

It gap, 1/1 000 < ADR < 1/100

Kich trng da, trung binh dén nang. Loét hodc an mon da, dac biét
khi ding ché pham acid salicylic c6 ndng do cao.

Huwéng dén cach xir tri ADR

Dé giam thidu hap thu thudc qua da, can tranh dung thube kéo dai,
dung lidu cao, bdi trén dién rong, khong boi 1én vung da bi viém
hodc bi tdn thuong. Néu bi dinh thudc & mét, mii, niém mac, phai
rira ngay véi nude sach 15 phut. Rira tay ngay sau khi boi thude, trir
khi phai béi thudc & tay. Co thé boi dau parafin 1én ving da lanh dé
bao v¢ vung da lanh tranh bi kich trng hoac an da.

Liéu lwgng va cach diing

Thude ¢6 nhiéu ndng d khac nhau, can tham khao huéng dan ciia
nha san xuat. N6i chung, nén ding ndng do thap, 1 1an/ngay, sau do
tang dan nong d6 thude va sd 1an boi trong ngay, tiy theo dap tng
cua nguoi bénh.

Cu thé: boi acid salicylic tai chd trén da, 1 lan/ngay, c6 thé ting t6i
3 lan/ngay. Khoi dau nén ding dang 2%, sau d6 ting 1én 6% néu
thiy can thiét, co thé két hop vdi cac thude khac dac biét 1a hic in
than da.

Acid salicylic nong do cao, t6i 60% da timg duge dung nhu mot
chét dn mon da dé diéu tri hot com hodc chai & gan ban chan.
Dang thuéc mé, thuéc nude hodc kem béi: Boi lugng vira du 1én
vung da can diéu tri, xoa nhe.

Dang thuéc gel: Trude khi boi dang gel, 1am am ving da can diéu
tri trong it nhat 5 phut dé ting tic dung ctia thudc.

Dang thuéc dan: Rira sach va lau kho ving da. Ngdm tim cic mun
com trong nudc 4m 5 phut, lau kho. Cat miéng thudc dan vira voi
mun com, vét chai hodc seo.

Céc vét chai hodc seo: Can thay miéng thubc dan cach 48 gio mot
1an, va diéu tri trong 14 ngay cho dén khi hét cac vét chai hodc seo.
C6 thé ngdm tAm céc vét chai hodc seo trong nude 4m it nhét 5 phit
dé gitp cac vét chai dé& troc ra.

Céc hat mun com: Tuy thudc vao ché phém, dén thudc 2 ngay mot
lan hodc dan khi di ngn, dé it nhét 8 gid, bo thude dan ra vao budi
sang va dan thubc méi sau 24 gio. Trong ca hai truong hop, can tiép
tuc dung thudc ¢6 thé t¢i 12 tudn, cho dén khi téy duoc hat com.
Dang nuwée goi hodc xa phong tdm: Lam uét toc va da déu bang
nude Am, xoa du luwong nude gdi hodc xa phong tdm dé 1am sui bot
va cg ky trong 2 - 3 pht, x0i rira, xoa va boi lai, sau d6 x6i nude
sach.

Khéng ding céc ché pham c6 ndng do acid salicylic trén 10% cho
cac mun com vung da bi nhidm khuén, viém, kich tmg, & mat, bd
phén sinh duc, mii, miéng, cac mun com cé 16ng moc, ndt rudi
hodc vét cham. Ciing khong dung cac ché phdm nay cho nhimng
ngudi bénh bi dai thao duong hodc suy tudn hoan.

Do 6n dinh va bio quan
Béo quan ¢ nhiét do thich hop tir 15 - 30 °C. Néu la collodion acid
salicylic, phai tranh lira va hoi néng vi collodion dé chéy.

Qua lidu va xir tri

Khi ubng phai acid salicylic, triéu chimg ngo doc thuong biéu
hién khac nhau tuy tirng nguoi nhu thd sau, nhanh, u tai, diée,
gidn mach, ra md hoi. Phai rira da day va theo dai pH huyét tuong,
ndng do salicylat trong huyét trong va cac chit dién giai. C6 thé
phai kiém héa nudc tiéu bat budc dé ting bai niéu, néu nong do
salicylat trong huyét tuong trén 500 mg/lit & ngudi 16n hodc 300
mg/lit & tré em.

Théng tin qui ché

Acid salicylic ¢6 trong Danh muc thudc thiét yéu tan dugc ban
hanh 14n thtr VI, nam 2013 va Danh muc thubc tdn duoc thudc
pham vi thanh toan ciia quy bao hiém y té, nim 2015.
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ACID TRANEXAMIC

Tén chung qudc té: Tranexamic acid.
Mai ATC: B02AAO2.
Loai thudc: Thude chdng tiéu fibrin.

Dang thudc va ham lugng

Vién nén, vién nén bao phim: 250 mg, 500 mg, 1 000 mg.

Vién nang: 250 mg, 500 mg.

Ong tiém: 50 mg/ml, 100 mg/ml, 250 mg/5 ml, 500 mg/5 ml,
1 000 mg/10 ml.

Duoc Iy va co ché tic dung

Acid tranexamic 14 mot dan chét tong hop cia acid amin lysin c6 tic
dung chéng tiéu fibrin, trc ché sy phan huy fibrin trong cuc méau
dong. Co ché tac dung chi yéu cua acid tranexamic 1 ngin can
plasminogen va plasmin gin vao fibrin, do d6 ngin ngira sy hoa tan
ctia nut cdm mau; e ché true tiép cua plasmin chi xay ra ¢ mirc do
thip. Thudc trc ché sy giang héa ty nhién cua fibrin, 1am 6n dinh
cuc mau dong.

Nong do can thiét cua acid tranexamic trong huyét twong la
5 - 10 microgam/ml dé c6 tac dung trc ché tiéu fibrin. In vitro: Acid
tranexamic tdc dung tuong tu acid aminocaproic nhung manh hon
gap 10 lan, acid tranexamic & ndng d6 1 mg/ml khong lam tiéu cau
két tap. O ndng do t6i 10 mg/ml méu ciing chua gy anh huéng
dén sb lugng tiéu cau, thoi gian méu dong hodc cac yéu té dong
mau trong mau toan phan hodc mau cé citrat & ngudi binh thuong.
Nhung acid tranexamic ¢ ndng d6 10 mg va 1 mg/ml mau kéo dai
thoi gian thrombin.

Duoc dong hoc:

Acid tranexamic duoc hép thu tir duong tiéu hoa, dat néng do cao
nhét trong huyét trong sau khoang 3 gio (tiém bép 1a 1 gio, tiém tinh
mach 14 3 phat). Sinh kha dung ciia thude khoang 30 - 50%. Thudc
phén bd rong trong co thé, gin rat it vao protein huyét trong (3%).
Thé tich phan bd & nguoi 16n 12 9 - 12 lit. Thudce qua duoc nhau thai
va vao sita me (1% so v6i trong huyét thanh), vao duge dich nio
tay (10% so voi trong huyét trong). Thube phan bb nhanh véo dich
khép va mang hoat dich trong dich khop, nong do thude tuong tur
nhu trong huyét thanh. Nira doi sinh hoc cua acid tranexamic trong
dich khép khoang 3 gio. Nong d¢ acid tranexamic trong mot s6 cac
mo khéc thip hon so véi ndng d6 trong méau. Thube ciing vao thiy
dich, thubc cling théy & tinh dich vAn con hoat tinh e ché tiéu
fibrin nhung khong anh huéng dén di chuyén tinh tring.

Nira doi thai trir trong huyét twong khoang 2 gio. Sau khi tiém tinh
mach, 95% liéu thudc bai tiét dudi dang khong ddi trong nudc tiéu,
nhung sau khi ubng, ty 18 nay chi 1a 39%.

Chi dinh

Acid tranexamic dung dé phong ngira va diéu tri chay mau két hop
v6i tiéu fibrin qua mic: Dung trong thoi gian ngén (2 - 8 ngay)
trong va sau khi nhd ring & nguoi bi bénh wa chay mau, phau thuét
cét bo tuyén tién liét, cat bo phan cb tir cung, phau thuit bang quang.
Chay méau miéng & nguoi rdi loan déng mau bam sinh hay mac
phai.

Phong ngira chay mau duong tiéu hoa va chay mau sau chan thuong
mit, chay mau miii tai phat.

Lam giam mit mau trong phiu thuat (dic biét trong phau thuat
tim, thay khdp, ghép gan).

Rong kinh nguyén phat.

Phu mach di truyén.

Chay mau do ding qua lidu thube lam tiéu huyét khoi.

Chéng chi dinh

Qué man vdi acid tranexamic hodc bat ky thanh phan nao ciia ché
pham.

C6 tién sir bénh huyét khéi tic mach hodc dang c6 nguy co huyét
khéi (nhdi méau co tim, tai bién mach mau ndo...).

Chay mau dudi mang nhén, rdi loan thi giac kiéu loan mau sac mac
phai (do khong theo ddi dugc doc tinh cta thudc).

Suy than nang.

Thén trong

Diéu chinh liéu & nguoi suy than. Than trong khi ding & ngudi bi
bénh tim mach, bénh than, bénh mach mau nio hoic phau thuat ct
bo tuyén tién liét qua ni¢u dao.

Ngudi bénh dung acid tranexamic ¢6 thé rc ché sy phan gii cac cuc
méu dong ton tai ngoai mach. Cac cuc mau dong trong hé thong
than c6 thé dan dén tic nghén trong than. Phai than trong & ngudi
dai ra méau (tranh dung néu ¢ nguy co tic ngh&n niéu quan).
Chay méu do déng mau rai rac ndi mach khong dwoc diéu trj bang
thude chéng ti€u fibrin trir khi bénh chua yéu do 1di loan co ché
tiéu fibrin. Trong mot s trudng hop phu hop, acid tranexamic c¢6
thé dugc dung sau d6, nhung phai theo ddi can than va ding thude
chéng dong mau.

Thén trong & phu nit kinh nguyét khong déu, phu nit mang thai.
Kiém tra chirc ning gan va thi gidc thuong xuyén khi didu tri dai
ngay.

Khong dung ddng thoi véi phire hop yéu t6 IX hodc chat giy dong
mau vi ting nguy co huyét khéi.

Dung acid tranexamic sau chay mau dudi mang nhén c6 thé lam
tang ty 18 bién chimng thiéu méau cuc bd & nio.

Thoi ky mang thai

Thubc qua dugc nhau thai. Khong c6 bang ching vé tac dung gy
quéi thai trén dong vat thi nghiém. Tai liéu vé ding acid tranexamic
cho ngudi mang thai ¢6 rit it, do d6 chi dung thube trong thoi ky
mang thai khi loi ich 16n vuot nguy co thude cé thé gay ra.

Thoi ky cho con bu
Acid tranexamic tiét vao sita me nhung ndng do chi bang 1% trong
mau me. Thén trong khi dung thudc & phu nit cho con bu.

Tac dung khong mong muén (ADR)

Tac dung khong mong mudn ciia acid tranexamic thudng hiém gap
va chu yéu gidi han & budn nodn, tidu chay hodc dau bung. Céc tri¢u
chimg nay thuong gap khi ding lidu cao, giam xudng khi giam
lidu. Phai giam liéu acid tranexamic & ngudi suy than dé tranh tich
lity thube va tranh ting tac dung khong mong mudn. Ha huyét ap
d6i khi xdy ra, nhat 1a sau khi truyén tinh mach nhanh. Da gip ban
ngoai da, bao gdm ban ¢ dinh do thubc va ban bong nudec.

Tiéu hoa: Budn ndn, non, ti€u chay.

Tim mach: Ha huyét ap, huyét khéi tic mach (huyét khdi tinh
mach sau ¢ chan, nghén mach phéi, huyét khéi ¢ mac treo rudt,
dong mach chu, téc dong mach vong mac, huyét khéi & dong mach
trong so).

Thén kinh trung wong: Thiéu mau cuc bd va nhdi mau nio (khi
dung diéu tri chay mau dudi mang nhén), dau dau, tran dich ndo,
chong mat.

Huyét hoc: Giam tiéu cau, rdi loan dong mau, thoi gian chay méau
bat thuong.

Thi giac: Bt thuong vé thi giac kiéu loan mau séc, giam thi giac,
bénh vong mac tinh mach trung tam. Tiét niéu: Hoai ttr v6 than cép
& ngudi bi bénh wa chay mau A. Suy than két hop véi hoai tir vo
than cip hiém gap.
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Huwéng dén cach xir tri ADR

Giam liéu khi c6 cac 16i loan tiéu héa.

Ngtng ding thude khi ¢ céc r6i loan vé thi giac.

Liéu lwong va cich ding

Acid tranexamic ding bang dudng ubng, tiém tinh mach cham (tdi
da 100 mg/phit hay 1 ml/phit) hodc truyén tinh mach lién tuc.
Dung dudng tinh mach sau vai ngay thuong chuyén sang dudng
udng. Ciing c6 thé diéu tri khoi dau bang tiém tinh mach, sau dé
truyén tinh mach lién tyc.

Nguoi lon:

Piéu tri trong thoi gian ngdn tinh trang chay mdu do tiéu fibrin qud
mirc: Mdi lan udng 1,0 - 1,5 g (hodc 15 - 25 mg/kg), ngay 2 - 4 lan.
Khi tiém tinh mach chim, liéu dung mbi lan 0,5 - 1,0 g (hodc
10 mg/kg), ngay 3 1an. Sau diéu tri ban dau bang tiém tinh mach,
tiép theo truyén tinh mach lién tuc, lidu 25 - 50 mg/kg/ngay.

Phdu thudt ring cho nhitng ngueoi bi bénh wa chay mdu:

Ubng mdi 1an 25 mg/kg, ngdy 3 - 4 lan, bit dau 1 ngay trudc khi
phiu thuat, & nhitng nguoi khong thé udng dwoc: tiém tinh mach
mdi lan 10 mg/kg, ngay 3 - 4 lan.

Hodc tiém tinh mach 10 mg/kg ngay trude khi phau thuat, sau d6
tiém mdi lan 10 mg/kg hoidc udng mdi 1an 25 mg/kg, ngay 3 - 4 lan,
trong 2 - 8 ngay.

Rong kinh: (khoi dau khi bit dau ky kinh nguyét) udng mdi lan
1,0 g, ngay 3 1an, t&i 4 ngay. Liéu tdi da mdi ngay 4.0 g.

Phi mach di truyén: Ubng mdi 1an 1,0 - 1,5 g, ngay 2 - 3 lan.
Chay mdu miti: Ubng mdi 1an 1,0 g, ngay 3 1an trong 7 ngay.

Tré em: Thong thuong mdi 1an udng 25 mg/kg hodc ding dudng
tinh mach 10 mg/kg, ngay 2 - 3 lan, tiy theo chi dinh.

Ngudi suy than: Didu chinh lidu ding va khoang cach dung dwa
trén ndng do creatinin huyét thanh (SCC) hodc do thanh thai
creatinin (Cl_).

Diéu chinh theo ndng do creatinin huyét thanh (SCC):

SCC: 120 - 250 micromol/lit: Uong mdi lan 15 mg/kg, ngay 2 lan,
hodc ding dudng tinh mach mdi 1an 10 mg/kg, ngay 2 lan.

SCC: 250 - 500 micromol/lit: Udng mdi ngay mot lan 15 mg/kg,
hodc ding dudng tinh mach mdi ngay mét lan 10 mg/kg.

SCC > 500 micromol/ lit: Udng mdi ngay mét lan 7,5 mg/kg hodc
15 mg/kg cach mdi 48 gid; hodc ding dudng tinh mach mdi ngay
mot lan 5 mg/kg hodc 10 mg/kg cach mdi 48 gioy (mot s6 ché pham
chéng chi dinh & ngudi suy than ning).

Diéu chinh theo do thanh thai creatinin (CL): CL : 50 - 80 ml/phut:
Dung 50% liéu binh thudng hodc dung dudng tinh mach mdi lan
10 mg/kg, ngay 2 lan hodc ubng mdi 1an 15 mg/kg, ngay 2 lan.

CI_: 10 - 50 ml/phat: Dung 25% lidu binh thudng hodc dung dudng
tinh mach 10 mg/kg/ngay hodc udng 15 mg/kg/ngay.

Cl_: <10 ml/phut: Dung 10% lidu binh thuong hodc ding dudng
tinh mach liéu 10 mg/kg mdi 48 gid hoic udng liéu 15 mg/kg mdi
48 gio.

Dung dich acid tranexamic con dugc ding tai chd dé rra bang
quang hodc suc miéng.

Twong tic thude

Khong dung ddng thoi acid tranexamic vai estrogen vi co thé gay
huyét khbi nhiéu hon.

Than trong khi ding ddng thoi acid tranexamic voi cac thude cam
mau khac.

Tac dung chéng tiéu fibrin cta thude bi ddi khang boi cac thude
lam tan huyét khéi.

Dung ddng thoi acid tranexamic véi tretinoin duong udng c6 thé
gay huyét khdi trong cac vi mach.

Do 6n dinh va bio quéan

Béo quan acid tranexamic trong dd dung kin, dé noi kho réo, mat
va tranh anh sang manh.

bé truyén tinh mach, c6 thé tron dung dich tiém acid tranexamic
véi cac dung dich dung dé tiém nhu: natri clorid 0,9%, glucose
hodc dung dich dién giai, acid amin. C6 thé cho acid tranexamic
va heparin vao cung mot dung dich tiém truyén. Chuén bi dich
truyén trong ngay truyén.

Twong ky
Dung dich acid tranexamic twong ky véi dung dich ¢6 chira penicilin.

Qui liéu va xir tri

Chua c6 thong bao vé truong hop qua lidu acid tranexamic. Nhimng
triéu chung qua lidu c6 thé 1a: Budn nén, nén, cac triéu chung va/
hodc ha huyét ap tu thé dimg. Khong c6 bién phap dic biét dé didu
tri nhidm doc acid tranexamic. Néu nhiém doc do ubng qua liéu,
gdy non, rira da day va dung than hoat. Trong ca 2 truong hop
nhidm doc do udng va do tiém truyén, nén duy tri bd sung dich dé
thiic ddy bai tiét thudc qua than va dung cac bién phap diéu tri tri¢u
chimg va diéu tri hd tro.

Théng tin qui ché

Acid tranexamic ¢ trong Danh muyc thudc thiét yéu tan dugc ban
hanh 14n thtt VI, nam 2013 va Danh muc thubc tin dwoc thude
pham vi thanh toan cua quy bao hiém y t&, nam 2015.

Tén thwong mai

Bru-Dolo; Cammic; Cetecrin inj; Dezendin Inj; Examin; EXxirol;
Haemostop; Herxam Cap.; Hubic inj.; Hutocin; Macnexa 250;
Medisamin; Medsamic, Nesamidinj.; Pauzin-500; Proklot, Selk-C Inj;
Taxamic,; Teretect A; Thexamix; Toxaxine Inj; Tranex, Tranexamic,
Tranmix; Tranoxel,; Transamin, Tranzil; Ventran, Xuronic inj.

ACID VALPROIC

Tén chung qudc té: Valproic acid.
Maia ATC: NO3AGOL.

Loai thudc: Thudc chdng dong kinh; thude chdng loan than, thude
chéng dau nira dau, chit e ché histon deacetylase.

Dang thudc va ham lwong

Thudc c6 thé ding dudi dang acid valproic, natri valproat hosc
natri valproat phdi hop véi acid valproic. Ham lugng va lidu luong
tinh theo acid valproic.

Natri valproat:

Dung dich ubng, siro 250 mg/5ml (5 ml, 10 ml, 480 ml); dung dich
tiém tinh mach 100 mg/ml (5 ml, chira natri edetat).

Acid valproic:

Vién nang mém 250 mg; nang mém giai phong cham: 125 mg,
250 mg, 500 mg.

Natri divalproex (acid valproic va natri valproat véi ty 1€ 1 : 1):
Vién nang cliing chira c4c hat bao 125 mg;

Vién nén giai phong cham 125 mg, 250 mg, 500 mg;

Vién nén giai phong kéo dai 250 mg, 500 mg.

Duoc Iy va co ché tic dung

Acid valproic hodc natri valproat 1 thudc chdng dong kinh, bi phan
ly thanh ion valproat & duong tiéu héa. Tac dung chdng dong kinh
ctia valproat c6 18 théng qua chit tc ché din truyén than kinh 1a
acid gama-aminobutyric (GABA). Valproat c6 thé 1am ting ndng
dd GABA do tic ché chuyén hoéa GABA hoac tang hoat tinh cta
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GABA ¢ sau sinap. Do vy, valproat ¢6 thé ding trong nhiéu loai
con dong kinh (xem phan chi dinh).

Acid valproic trc ché histon deacetylase 1 (HDAC1), mot enzym
gitp virus HIV tiém tang va tang biéu hién trong cac té bao T CD4.
Do d6, acid valproic c6 thé ¢ tac dung trc ché su 1ay nhiém tiém
4n trong céc té bao T CD4 & bénh nhan nhidm HIV. T4c dung nay
da dugc danh giad trong mot nghién ctru 1dm sang quy mo nhd voi
4 bénh nhan HIV. Sau 16 - 18 tuan diéu tri phbi hop giira acid
valproic va enfuvirtid, c6 su giam dang ké ty 18 HIV con kha nang
sao chép trong cac té bao T CD4. Tuy nhién, can c6 nhitng nghién
ctru quy mé 16n hon dé danh gi4 tac dung cua acid valproic trén
bénh nhan nhiém HIV.

Duoc dong hoc

Acid valproic (hodc natri valproat) hap thu nhanh sau khi uéng.
Nong d6 dinh cua acid valproic trong huyét twong dat vao 1 - 4
gio sau khi udng liéu duy nhét acid valproic hoic dang mudi natri
valproat, 3 - 5 gid sau khi udng lidu duy nhét natri divalproex. Hiéu
qué diéu tri bat ddu xudt hién sau tir vai ngay dén hon mot tudn ké
tir khi bat ddu dung thude. Khi ding ciing véi thire in, thude dugce
hép thu chdm hon, nhung khong anh hudng dén tong luong hép
thu. Sinh kha dung cta valproat tir dang vién giai phong kéo dai va
vién nang chira cac hat bao twong duong véi vién nang binh thudng
chura acid valproic.

Khi dung vién nén giai phong chdm chira natri divalproat hoac
dang tiém tinh mach chua natri valproat (truyén tinh mach trong
vong 1 gid) véi lidu 250 mg acid valproic, 6 gio mot lan trong
vong 4 ngay, dién tich dudi dudong cong (AUC), ndng do dinh va
nong do day cua thude trong huyét tuong voi hai dang bao ché 1a
trong duong nhau & tai trang thai 6n dinh ciing nhu sau khi dung
lidu khoi dau. Tuy nhién, thoi gian dé dat ndng do dinh trong huyét
tuong vao khoang 4 gid sau khi udng ddi véi vién nén va 1 gio sau
khi truyén tinh mach.

Nira doi cia acid valproic trong huyét twong ndm trong pham vi
5 - 20 gio (trung binh 1a 10,6 gid). Thudc thuong cé nira doi nam
trong pham vi thip & ngudi bénh ding thém thude chéng dong kinh
khéc c6 kha nang gay cam ung enzym.

Valproat lién két nhidu (90%) v&i protein huyét tvong ¢ liéu diéu
tri, tuy nhién sy lién két phu thudc vao néng d6 va giam khi néng
d6 valproat cao. Su lién két nay thay di tiiy theo ngudi bénh va
c6 thé bi anh hudng bai cac acid béo hoic cac thude lién két manh
nhu salicylat. Mot sb thdy thubc ua theo doi ndng do valproat tu
do vi 1a yéu t6 c6 thé phan anh dung hon sy tham nhap valproat
vao hé than kinh trung wong.

Valproat chuyén héa chu yéu & gan. Cac duong chuyén héa chinh
1a glucuronid hoa, beta oxy héa & ty thé va oxy hoa & microsom.
Céc chat chuyén hoa chinh dugc tao thanh 13 chit lién hop
glucuronid, acid 2-propyl-3-ceto-pentanoic va cac acid 2-propyl-
hydroxypentanoic. Dudng thai trir chinh cia cac chét chuyén hoa
nay qua nude tiéu. Bénh 1y & gan 1am anh huong dén kha nang thai
trir acid valproic. Trong mot nghién ctru, d¢ thanh thai ctia acid
valproic ti do giam 50% & mot s6 bénh nhan xo gan va giam 16%
& mot s6 bénh nhan viém gan cip. Trong nhitng trudong hop do, nira
doi cua acid valproic tang tir 12 dén 18 gio.

Vi cung mot lidu, néu nguoi bénh dung valproat don ddc, ndi
chung thudc c6 nira doi dai hon va ndng do cao hon so v6i ngudi
bénh dung da liéu phap. D6 chu yéu 1a do thude chdng dong kinh
khéc gy cam (g enzym lam tang thanh thai valproat bang cach
glucuronid héa va oxy héa & microsom. Vi nhitng thay ddi trong
thanh thai valproat ndy, can ting cuong theo doi ndng do thude
chéng dong kinh, khi dung thém hodc rut bot thube chdng dong
kinh nao do.

Tré em tir 3 thang dén 10 tudi c6 do thanh thai thude tinh theo can
ning ting 50%, ddi véi tré trén 10 tudi, cac thong sé duoc dong
hoc cua acid valproic x4p xi nhu & ngudi 16n. Tré so sinh (dugi 2
thang tudi) c6 d6 thanh thai giam 6 rét so véi tré 1on hon va ngudi
16n, ¢6 thé do hé enzym chuyén hoa chua phat trién va su gia ting
thé tich phan b.

Chua x4c dinh duge mdi tuong quan o rét gitra lidu ding hang
ngdy, nong do thudc trong huyét thanh va tic dung diéu tri. Tuy
nhién thudng coi pham vi didu tri & khoang ndng do 50 - 100 mg/lit
valproat toan phan trong huyét twong, mic di mot sé ngudi bénh
thiy c6 tac dung & nong do trong huyét tuong thap hon hodc cao
hon.

Chi dinh

Dong kinh. Dung don ddc hodc phu tro trong mot sb loai con sau:
Con ving ¥ thirc, con déng kinh rung gidt co, con dong kinh toan
thé (dong kinh 16n), con mét trrong luc va con phirc hop.

Diéu tri phu tro cho nguoi bénh cod nhiéu loai con, toan than.
Valproat va ethosuximid c6 hiéu qua ngang nhau dé diéu tri con
Véng y thttc, méc du ethosuximid d6i khi dugc chon 1a thubc hang
dau vi co doc tinh thip hon. Valproat dwoc wa ding hon dbi véi
ngudi bénh vira ¢ con ving y thirc vira ¢6 con co giat toan than.
Nhiéu thiy thubc dung valproat 1a thudc hang hai (sau phenytoin
hodc carbamazepin) dé didu trj con cuc bo. Valproat ciing c¢6 hi¢u
luc nhu phenytoin va carbamazepin dé diu tri con co giat (dong
kinh 16n) va la thudc duge chon wu tién tri cic con mét truong luc
va cac con dong kinh rung giat co.

Chii y: Semisodium valproat con dugc ding dé diéu tri con hung
cam va dé diéu tri du phong con dau nhtrc ntra dau.

Chéng chi dinh

Viém gan cép, viém gan man, c6 tién sir ban than hodc gia dinh bj
viém gan ndng, suy gan nang, 1i loan chu trinh uré, loan chuyén
héa porphyrin, quia man véi valproat.

Thén trong

Ngudi bénh cé tién sir mic bénh gan. Ngudi bénh dung nhiéu thude
chéng co giat, tré¢ em bi r6i loan chuyén héa bam sinh, bi cac con
dong kinh nang kém cham phat trién tri tué, va bi bénh nio thuc
thé, thuong c6 thé co nguy co cao. Tré dudi 2 tudi va nhimg nguoi
c6 nguy co ddc tinh trén gan cao chi nén dung valproat don ddc.
Nén tién hanh xét nghiém danh gia chtic niang gan khi bat dau
didu tri va dinh ky kiém tra lai, ddc biét trong vong 6 thang dau
tién ké tir khi ding thudc. Can ngimg thudc ngay khi c6 thay doi
chire niang gan di nghi ngd hodc ¢6 bidu hién rd. Doc tinh trén gan
thuong duge bao cao trong vong 6 thang ké tir khi bt ddu diéu tri.
Trong mot s6 truong hop, rdi loan chitc ndng gan van tién trién mac
di da ngimg thude.

Mot sb truong hop viém tuy de doa tinh mang xuét hién khi bit
dAu diéu tri hodc sau khi dung thudc nhiéu nim da dwoc ghi nhan
& ca ngudi 16n va tré em. Néu c6 chan doan viém tuy, cin ngung
ding thudc.

Thube ¢ thé gy giam tiéu cdu nghiém trong, wrc ché két tap tiéu
cau va gdy xuat huyét.

Tang amoniac mau va/hodc bénh 1y ndo, doi khi anh huong dén
tinh mang da dugc bao cio sau khi bit dau diéu tri bang valproic
va ¢6 thé di kém v6i ndng d6 transaminase binh thuong trong
huyét thanh. Can dinh lwong amoniac mau ¢ nhitng bénh nhan
hén mé va ndn mira khong ré nguyén nhan, thay di trang thai
tam tri hodc nhitng ngudi bi ha than nhiét (< 35 °C). Néu phat
hién tang amoniac méau va nghi ngo rdi loan chu trinh uré, cin
ngung ding thudc.
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Tinh trang ha than nhiét da dugc bao cdo & mot sd truong hop
dung valproic, ¢6 thé lién quan dén su ting amoniac méau hodc
khéng, dic biét khi dung phéi hop véi topiramat.

FDA da ghi nhan c6 su gia ting déang ké nguy co tu sat khi dung
valproic, dac biét & nhom bénh nhan dong kinh.

Valproat thi trir mot phan trong nuée tiéu dudi dang chét chuyén
hda cetonic, nén khi xét nghiém chét ceton trong nudc tiéu, ¢o
thé nhan dinh sai.

Valproat c6 thé gdy e ché hé thin kinh trung wong, dic biét khi
phdi hop véi cac thude wre ché hé than kinh trung wong khac (nhu
ruou), vi vy ngudi bénh khong nén tham gia cac hoat dong co thé
gy nguy hiém nhu 1ai xe hodc van hanh may.

Thoi ky mang thai

Thudc c6 thé gay quai thai. Nguy co cho tré bi tat nit dt sdng xap
xi 1 - 2%, nhiing di dang bim sinh khac 1a khuyét tat so - mat, di
tat tim - mach, hodc bat thuong vé déng mau nhu fibrinogen thip
& me, giam fibrinogen huyét ¢ tré nho. Pa ¢ thong bao vé suy
gan dan dén tir vong & tré so sinh va tré nho khi ngudi me ding
valproat trong lic mang thai. Vi vy phai tranh dung valproat cho
nguoi mang thai.

Thoi ky cho con bu

Valproat cé tiét vao sita. Nong do & sira bang 1% dén 10% ndng
d6 trong huyét thanh. Chua biét c6 tac hai gi xay ra cho tré bu. Tuy
nhién, nén nging cho bu khi me dung valproat.

Tac dung khéng mong mudn (ADR)

Rat thuong gap, ADR > 10/100

TKTW: dau diu, a0 giac, chong mit, mat ngu, cing thing than
kinh, dau.

Da: Rung toc.

Tiéu hoa: Non, budn non, tiéu chay, dau bung, cham tiéu, chan an.
Huyét hoc: Giam tiéu ciu.

Than kinh co xwong: Run, yéu co.

Mit: Chirg nhin mot thanh hai, giam thi luc.

Khac: Nhiém khuén, hoi ching gidng cim.

Thuong gap, 1/100 < ADR < 10/100

Tim mach: Phu ngoai vi, dau nguc, phu, phu mat, tang huyét ap, ha
huyét ap, danh trong nguc, ha huyét ap thé ding, loan nhip, gidn
mach.

Heé than kinh trung wong: Mat diéu phdi van dong, ching quén, tim
tri bat 6n, st, tu duy bat thuong, trAm cam, rdi loan giéc ngu, lo
au, cang thfmg, én lanh, 10 13n, r6i loan diéu phéi, ao giac, b1 loan
nhén cach, réi loan phat am, hung cam.

Da: Ban, tham tim, lupus ban do, khé da, nhot dinh, ddm xuét
huyét, ngira, ting tiét ba nhon.

Noi tiét va chuyén hoa: Mét kinh, xudt huyét tir cung, giam protein
mau.

Tiéu hoa: Tang can, sut can, tang cam giac thém an, tao bon, non,
dai tién mét tu chu, ddy hoi, viém da day rudt, viém ludi, viém tuy,
ap-xe quanh ring, thay doi vi giac, chay mau lgi, viém miéng.
Tiét niéu sinh duc: Viém bang quang, bi tiéu, tiéu nhiduy, tiéu tién
mat tu chu, xuét huyét am dao, viém am dao.

Gan: Tang ALT, AST.

Phan tmg tai chd: Pau tai chd tiém, phan tng tai chd tiém, viém
quanh chd tiém

Thén kinh - co: Pau lung, dang di khong binh thuong, dau khop,
viém khdp, tang truong luc co, chudt rat chan, dau co, dau gay,
cung gay, di cam, tang phan xa.

Mit: Rung giat nhan cAu, kho mét, dau mét, rdi loan thi luc.

Tai: U tai, dau tai, diéc, viém tai gitra.

H6 hép: Viém hau - hong, viém phé quan, viém mili, khé thd, ho,
chay méu cam, viém phdi, viém xoang.

Khac: Toat m6 héi.

It gap va hiém gap, ADR < 1/100

Hung hang, giam bach clu hat, di ung, qua man, thiéu mau, rdi
loan hanh vi, ting bilirubin, réi loan thdi gian chay mau, suy tiy
xuong, dau lung, loan nhip, sung v, viém mao mach dudi da, giam
carnitin, phi dai ndo (c6 hdi phuc), hon mé, mat tri, dai dam, tang
bach ciu ua eosin, hoi chung giéng Falconi, hinh thanh cuc huyét
khéi, xuit huyét, suy gan, doc tinh trén gan, tang amoniac mau,
tang glycin mau, giam fibrinogen, ha natri mau, ha than nhiét, rbi
loan kinh nguyét, trc ché két tap tiéu cau, nhidm khudn tiét niéu...

Huéng din cach xir tri ADR

Doc tinh gan ning hodc gay tir vong c6 thé ¢6 trude cac tridu chimg
khong dic hiéu, nhu khong khong ché duoc con co giat, nguoi kho
chiu, yéu co, ngu lim, phu mat, chan an va non. CAn theo ddi chat
ch& nguoi bénh khi thdy xuat hién céc tridu chimg nay. Can xét
nghiém chirc ndng gan trude khi diéu tri, va dinh ky sau do, dac
biét trong 6 thang dau.

Cén tién hanh cac xét nghiém: Chtrc nang gan, thoi gian dong mau,
Két tap tiéu cAu va ham luong fibrinogen trude khi diéu tri, sau do
2 thang mot 1an va trude khi tang lidu.

Khong duoc bt ddu ding hodc phai ngimg valproat néu xay ra cac
bét thudng sau: Giam fibrinogen huyét, rdi loan dong mau, tri sb
transaminase ting gip ba lan, ting phosphatase kiém va bilirubin
trong huyét thanh kém theo cac triéu ching 1am sang vé nhiém doc
gan. Néu chi thiy transaminase ting it, can giam liéu va theo doi
chirc nang gan va xét nghiém dong mau. Néu xay ra dau bung nang
va non, can xac dinh amylase trong huyét thanh, néu thay két qua
bénh 1y, can ngimg thudc.

Liéu lwong va cich ding

Cach dung:

Acid valproic udng, vién nang acid valproic phai nuét, khong nhai,
dé tranh kich tng tai chd & miéng, hong. Néu kich tng dudng tiéu
hoa, thudc co thé udng cing thuc an. Nhitng bénh nhan khong
dung nap duoc thude do céac tac dung phuy trén dudng tiéu hoa co
thé chuyén sang dung natri divalproex.

Dung dich ubng natri valproat khong nén duing cting nuéc soda vi
c6 thé giai phong acid valproic gy kich tng tai chd & miéng, hong
va ¢ vi kho chiu.

Pbi v6i dang tiém tinh mach: Nén pha thudc bang dung dich tiém
tinh mach tuong hgp (vi du: dung dich dextrose 5%, natri clorid
0,9%, dung dich Ringer lactat...). Tiém truyén tinh mach véi toc
d6 nhanh ¢6 thé lam ting nguy co tac dung khéng mong mudn.
Liéu lwong:

Dang ué'ng

Pong kinh (co giat): Pham vi diéu tri (dinh lwong huyét thanh):
50 - 100 microgam/ml. Dung liéu 250 mg/ngay chia lam nhiéu lan.
Pong kinh cuc bd phire hop: Dbi voi ngudi 16n va tré em > 10 tudi,
10 - 15 mg/kg/ngdy, sau mdi tudn co thé ting thém 5 - 10 mg/kg/
ngay cho dén khi dat toi lidu diéu tri thich hop. Liéu t6i da 1a 60
mg/kg/ngay. Di véi tré nhé hon ¢ thé cin lidu duy tri 16n hon.
Con véng y thire don gian hodc phtrc hop: Liéu ban déu thong
thuong 15 mg/kg/ngay. Lidu lugng c6 thé ting 5 - 10 mg/kg/ngay
cach nhau 1 tudn cho t6i khi kiém soat duge con co giat hodc cac
tac dung phu ngin can ting liéu thém.

Liéu toi da khuyén cao: 60 mg/kg/ngay.

Thubc phai ubng 1am 2 1an hodc hon khi lidu vuot qua 250 mg hang
ngay. Diéu trj trang thai dong kinh khang thudc bang diazepam tinh
mach: 400 - 600 mg acid valproic thut hau mon hoac thudc dan,
cach 6 gio/1 lan.
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Dang tiém tinh mach:

Trong truong hgp khong dung dugc duong uéng, ¢6 thé dung dang
natri valproat tiém tinh mach nhung nén chuyén sang dang uong
ngay khi c6 the.

Truyén tinh mach cham trong vong 60 phut (< 20 miligam/phut)
v6i khoang cach lidu trong tu nhur dang udng.

Liéu théng thuwong 6 tré em:

Chéng co giat: Tré tir 1 dén 12 tudi.

Don tri liéu: Ban dau udng: 15 - 45 mg/kg/ngay, liéu tang cach nhau
1 tudn tir 5 - 10 mg/kg mot ngay khi cin va dung nap duge thude.
Pa trj liéu: Ubng 30 - 100 mg/kg/ngay.

Diéu chinh lidu dua theo dap ung 1am sang va ndng d6 chdng co
gidt trong huyét thanh.

Chu y:

Piéu tri con hung cam: Ubng, ngudi 16n, ngay diu 750 mg/ngay,
chia 1am 2 - 3 1an, réi nhanh chong néu c6 thé, ting liéu dan dén
lidu thap nhét ¢6 hiéu qua, muc lidu t6i da 1a 60 mg/kg/ngay.

Du phong con dau nhire niva dau:

Tré tir 12 tudi: Ubng natri divalproex mdi 1in 250 mg, ngay uéng
2 1an, diéu chinh liéu theo dap ing cua bénh nhan, mic tdi da 1a
1 g/ngay.

Tré tir 16 tudi tro 1én va ngudi 16n: Udng vién nén 250 mg, ngay 2
l4n, diéu chinh liéu dua trén dap ung cta bénh nhan, tbi da 1a 1 000
mg/ngay. Hodc 500 mg, ngay 1 lan trong 7 ngdy, sau do ting lén
1 000 mg, ngay 1 lan, diéu chinh liéu dua trén dap (mg ctia bénh
nhan, liéu thudng dimg 1a 500 - 1 000 mg/ngay.

Liéu thong thudng & nguoi cao tudi: Can dung licu thap hon so vai
lidu ngudi 16n. Lidu khoi dau thap hon, ting lidu tir tir, than trong
theo ddi tinh trang dinh dudng va nguy co mat nudc.

Diéu chinh liéu ¢ nguoi suy than: O bénh nhén c6 do thanh thai
creatinin < 10 ml/phut, do thanh thai cta valproat tu do gidm 27%.
Loc mau c6 thé 1am giam 20% ndng d6 valproat, do vy, khong can
diéu chinh lidu & bénh nhan suy than.

Diéu chinh lidu ¢ bénh nhan suy gan: Giam lidu. P9 thanh thai
thu6e giam khi gan suy giam chtrc nang. Bénh gan ciing lam giam
ndng do albumin va tang lwong thudc tw do 1én 2 dén 2,6 1an. Nong
d6 thude ty do c6 thé tang lén trong khi tong lugng thudc khong
dbi. Chdng chi dinh trong truong hop suy gan ning.

Nguoi dang ding cac thube gdy cam ung enzym & gan c6 thé pha1
ding liéu cao hon phu thudc vao ndng do huyét thanh cua liéu
thude trude.

Tuwong tac thudc

Anh huéng trén chuyén hoa/van chuyén thudc: acid valproic 14 co
chit cia CYP2A6, 2B6, 2C9, 2C19, 2E1, e ché CYP2C9, 2C19,
2D6, 3A4 (yéu), cam tng CYP2A6 (yéu).

Tang tac dung/ doc tinh:

Acid valproic va din chét c6 thé 1am tang ndng do va tac dung
cua barbiturat, ethosuximid, primidon, risperidon, rufinamid, thubce
chéng tram cam ba vong, vorinostat, zidovudin.

Nong do, tac dung ctia acid valproic va dan chat c6 thé tang 1én do:
Chlorpromazin, felbamat, salicylat, topiramat.

Giam tac dung:

Acid valproic va dan chét co thé lam giam ndng do va tac dung
cua: Aminocamptothecin, carbamazepin, oxcarbazepin, phenytoin.
Nong d6 va tac dung cua acid valproic va dan chét c6 thé tang 1én
do: carbapenem, ethosuximid, methylfolat, phenytoin, primidon,
chat we ché protease, rifampicin.

Tuong tac véi rugu, thuc an, thao dugc:

Ruou (ethanol): Tranh ding cing ruou (co thé lam ting trc ché
than kinh trung wong).

Thirc an: Thire an ¢ thé lam chdm nhung khong lam giam muc do
hép thu thudc. Sira khong anh huéng dén hip thu thude.

Thao dugc/thyc pham chirc nang: Tranh dung dong thoi voi
evening primrose (gidm ngudng dong kinh)

Do 6n dinh va bio quin

Béo quan nang va vién nén ¢ 15 - 25 °C, noi kho rdo. Bao quan sird
6 nhi¢t do dudi 30 °C.

Dung dich tiém natri valproat sau khi pha véi dung moi thich hop
c6 thé giir 6n dinh trong vong it nhit 24 gio.

Qui lidu va xir tri

Qué lidu valproat c6 thé gy nga ga, bldc tim va hon mé sau. P
¢6 trudng hop tir vong. Vi valproat dwoc hép thu rit nhanh, nén loi
ich cua rira da day hodc gdy nén phu thudc vao thoi gian ké tir khi
ubng thude. Can ap dung cac bién phap hd tro chung, dic biét can
duy tri lugng nudc tiéu bai xuét.

Naloxon 1am mit tac dung @rc ché hé than kinh trung wong cua
valproat dung qué lidu. Nhung naloxon ciing ¢6 thé lam mét tac
dung chéng dong kinh cua valproat, vi thé cin than trong khi ding
naloxon.

Théng tin qui ché

Acid valproic ¢6 trong Danh muc thudc thiét yéu tan dugc ban
hanh 1an tht VI, ndm 2013 va Danh muc thudc tin duoc thude
pham vi thanh toén ctia quy bao hiém y t&, nam 2015.

Tén thwong mai
Alpovic, Isoin.

ACID ZOLEDRONIC

Tén chung quéc té: Zoledronic acid.
Maia ATC: MO5BAOS.
Loai thudc: Thudc we ché huy xwong.

Dang thudc va ham lwong
Lo 4 mg/5 ml dé pha truyén tinh mach; 5 mg/100 ml.

Duoc Iy va co ché tac dung

Acid zoledronic 14 mét bisphosphonat téng hop, thudc dan xuét
imidazol. Acid zoledronic ¢ cdu tric va tac dung tuong tu cac
bisphosphonat khac nhu alendronat, risedronat, va pamidronat.
Céc bisphosphonat déu 1a cac chit twong tu pyrophosphat, c6 ai
luc cao v6i hydroxyapatit ctia xwong va trc ché hoat dong cia cac
té bao hity xwong. Céc bisphosphonat ciing rc ché su tao thanh va
hoa tan cac tinh thé hydroxyapatit, do d6 c6 tiém ning tc ché qua
trinh khoang hoa xuong.

Acid zoledronic trc ché hoat tinh cua cac té bao huy xuong va su
giai phong calci tir cdc khdi u, do d6 lam giam calci méu. Trén
nhitng bénh nhan tang calci mau do khéi u 4c tinh, acid zoledronic
lam giam nong do calci va phospho huyét, dong thoi tang bai tiét
cac chat nay ra nudc tiéu.

Nghién ctru 1au dai trén dong vat cho thay acid zoledronic trc ché
tiéu xwong nhung khong c6 tac dung xdu dén tao xwong, khoang
hoa hodc dgc tinh co hoc cua xwong. Ngoai tac dung tic ché manh
trén xuong, acid zoledronic con c6 nhiéu dic tinh khang u, gop
phén mang lai hiéu qua toan bo trong diéu trj di cin vao xuong.
Cac dac tinh sau day da duoc chiing minh trong cac nghién ciru
tién 1am sang:

In vivo, uc ché tidu xuong do huay c¢dt bao 1am thay ddi vi moi
truong tily xuong gay bt loi cho sy phat trién cac té bao u, lam
giam hoat tinh sinh mach mau va c6 tac dung chéng dau.

In vitro, tic ché tang sinh nguyén c6t bao, c6 hoat tinh kim té bao
tryc tiép va lam chét cac té bao u, hiép dong tic dung kim té bao
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két hop véi cac thube chong ung thu khac, tic dung chéng bam
dinh, xam 14n té bao.

Dugc dong hoc

Nong d¢ acid zoledronic trong huyét tuong tang 1én nhanh chong
ngay sau khi truyén tinh mach. Ty 1& gan v&i protein huyét twong
thép va rat khac nhau giita cdc nghién ctru, khoang tir 22% dén
56%. Acid zoledronic khong bi chuyén hoa, khoang 23 - 55% liéu
ding dugc thai qua than dudi dang khong ddi trong vong 24 gio,
phan con lai cha yéu luu giit & xwong va dao thai rat cham. Nira doi
thai trir cudi ciing khoang 146 git. Tde do thai trir acid zoledronic
qua than giam xudng & nhiing bénh nhéan suy than ning.

Chi dinh

Diéu tri tang calci mau do khéi u ac tinh.

Di can xuong do ung thu hay t6n thuong xuong do bénh da u tay
xuong.

Bénh Paget xuong.

Phong va diéu tri lodng xuong (¢ phu nit sau man kinh, nam gi6i
16n tudi, lodng xuong do sir dung corticoid).

Chéng chi dinh

Man cam voi acid zoledronic, hodc cac blsphosphonat khac, hodc
man cam v&i bat ky thanh phan nao ctia thude.

Giam calci mau.

Phu nir mang thai, cho con bu.

Cl_< 30 ml/phut, hodc bénh nhan c6 suy than cép.

Khoéng ding khi bénh nhan dang diéu tri bing mét bisphosphonat
khac.

Thén trong

Trudc va sau khi dung acid zoledronic, phai bdo dam co thé c6 du
nude vi thiéu nude trong co thé dé lam ton thuong than.

Acid zoledronic anh huéng dén calci nhidu hon cac bisphosphonat
khéc, do d6 c6 thé gy giam calci ning din dén tetany hay di cam.
Cén diéu tri tinh trang giam calci mau ve‘l diéu chinh cac yéu t6 anh
huong dén chuyén hoa xuong hodc mubi khoang (nhu suy tuyen
can glap, phau thuat tuyén giap, phau thuat tuyen can giap, rbi
loan hap thu, cét doan rudt non...) trude khi bit dAu lidu phép acid
zoledronic dbi véi bénh Paget xuong, lodng xwong & phu nit man
kinh va ca bénh ting calci mau do khdi u ac tinh. Can kiém soat
ndng do cac chat dién giai, calci, phosphat va magnesi mau trén
nhitng bénh nhan nay. Néu c¢6 giam ndng d6 cac chit trén, cin bd
sung trude khi diéu tri béng acid zoledronic. Thiéu hut vitamin D
phai dugc diéu tri trude khi bat dau cho acid zoledronic.

Céc bisphosphonat c6 thé gay hoai tir xwong ham, dic biét trén
bénh nhan ung thu. Tuy nhién, lodng xwong ¢ phu nit man kinh
hay cac bénh 1y khac ciing c6 thé gip. Can kham ring va c6 ké
hoach phong ngira vé rang trude khi diéu tri bang acid zoledronic,
dic biét trén bénh nhén c6 yéu té nguy co (nhw bénh nhan ung thur,
dang dung hoa tri li€u, tia xa, corticoid, v¢ sinh rang miéng kém).
Tranh cac thu thuat xam l4n & ring trong qua trinh diéu tri bing
acid zoledronic.

Mic di khong thuong xuyén, song cac biéu hién dau xwong
nghiém trong (c6 thé dan dén yéu xuong), dau co va dau khdp ciing
d3 duoc ghi nhan & nhitng bénh nhén diéu tri bang bisphosphonat.
Triéu ching dau c6 thé kéo dai tir 1 ngay dén vai thang va s& hét khi
ngung diéu tri. Bénh nhan khi gdp céc triéu chiing nay cAn bao cho
bac si biét. Khong nén ding cho bénh nhan ¢ tién sir dau tuong tu
khi da diéu tri bang mot bisphosphonat khéc.

Than trong trong truong ho‘p suy gan nang.

Céc bisphosphonat c6 the gdy co thit khi quan & bénh nhan hen
nhay cam vdi aspirin, can dung than trong acid zoledronic ¢ nhiing
bénh nhan nay.

Thoi ky mang thai

Mic di chua c6 nghién ctru trén ngudi vé nguy co déi voi thai khi
me st dung thudc trong thoi ky mang thai, song nhirng nghién ctru
trén dong vat cho thiy cac bisphosphonat vao xwong thai nhi nhiéu
hon vao xuong cua me, do d6 cé gia thuyét cho ring nguy co gay
hai cho thai (nhu bt thuong hé xwong hodc cac bat thudng khac)
¢6 thé xay ra ngay ca khi ngudi me c6 thai sau khi da hoan tat liéu
trinh didu tri bang bisphosphonat. Nhimng yéu t6 anh hudng téi
su phat trién cta thai nhu: Thoi gian tir khi ngimg bisphosphonat
dén khi thu thai, loai bisphosphonat dwgc dung va dudng ding
bisphosphonat con dang dugc nghién ctru. Do vay, khong nén
dung acid zoledronic cho phu nir ¢6 thai. Vi phu nit dang trong
d6 tudi sinh dé, nén dung thudc tranh thai trong khi didu tri bang
acid zoledronic.

Thoi ky cho con bu

Khong biét acid zoledronic c6 qua sita me hay khong, hon nira,
acid zoledronic duogc Iuu gitr & xwong trong mot thoi gian dai nén
khong dung cho phu nir cho con bu.

Tac dung khong mong muén (ADR)

Thwong gap, ADR > 1/100

Giam phosphat mau, thiéu mau, hoi ching gia cim (dau xuong,
dau co, dau khop, s6t, cling co), r6i loan tiéu hoa, rung nhi, dau
dau, chong mat, viém két mac, suy than (hiém khi suy than cz‘ip).
It gap,1/1000 < ADR < 1/100

Chan an, rdi loan vi giac, kho miéng, viém miéng, dau nguc, tang
huyét ap, giam huyét ap, kho thd, ho, thay déi cam giac, run co,
lo lang, rdi loan gidc ngu, nhin md, tang can, ngtra, ban d6, d6 mo
h6i chudt rat, huyét niéu, protein niéu, phan l’mg qué man (bao
gom phit mach), suy nhuge, phii ngoai vi, giam tiéu cau, giam bach
cdu, giam magnesi huyét, giam kali huyét, phan tng tai chd tiém
Hiém gdp, ADR < 1/1000

Cham nhip tim, 1a 1an, ting K*, ting Na* méau, giam toan thé huyét
cdu, hoai tir xwong ham, gdy xuong dui khong dién hinh, viém
mang mach va viém cung mac.

Huéng din cach xir tri ADR

Giam sét chit ché nong d¢ calci, phosphat va magnesi mau trudc
va trong qua trinh diéu tri bing acid zoledronic. BS sung calci va
vitamin D 1a rét quan trong dé duy tri ndng do calci méu & bénh nhan
Paget xuwong, da u tity, cac khdi u di cin t&i xuwong va ca bénh lodng
xuong. Khuyén bénh nhan nén béo cho bac si ngay khi c6 cac dau
hiéu ciia giam calci mau nhu: cam giac té hodc dau nhéi day than
kinh (dac biét trong hodc quanh miéng) hoac co giat co xudt hién.
Suy than c6 thé gap trong khi diéu tri bang acid zoledronic, do d6
can danh gia chirc ning than trudc didu tri va dam bao bu nudc day
du trudc, trong va sau khi truyén acid zoledronic (c6 thé t6i 4 lit
trong 24 gio). Tuy nhién, ciing khong nén bu qua nhiéu nudc co
thé gy suy tim. Tiép tuc danh gia chtrc nang than trén nhitng bénh
nhan c6 yéu t§ nguy co nhu: di c¢6 suy than trude do, bénh nhan
tudi cao, dang dung thudc c6 ddc véi than, thude loi tiéu hodc dang
trong tinh trang mét nudc.

Liéu lwong va cach ding

Tang calci mdu do khéi u dc tinh:

Dung mot liéu don 4 mg, hoa tan trong 100 ml dung dich natri
clorid 0,9% hodc glucose 5%, truyén tinh mach trong it nhit 15
phut, ¢ thé lap lai sau it nht 7 ngay (néu thay céan thiét) ciing véi
lidu trén. M&i 1an ding khong nén qua 4 mg vi s& lam ting nguy co
tac dung khong mong mubn trén than.

Di can xwong do ung thw: Mot lidu don 4 mg, phai pha lodng nhu
trén, truyén tinh mach 3 - 4 tuAn mot 1an.
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Pau tity xwong: 4 mg, truyén tinh mach khéng dudi 15 phit, cach
3 - 4 tuan/lan. B sung calci 500 mg (ung) va polyvitamin chira
400 dvqt vitamin D.

Bénh Paget xiong: Truyén tinh mach mot lidu don 5 mg. Dé lam
giam nguy co giam calci mau do acid zoledronic, mdi bénh nhan
phai dwoc bd sung 1,5 g calci/ngay (750 mg, 2 1an/ngdy hodc
500 mg, 3 lan/ngay) va 800 dvqt vitamin D/ngay, dic biét trong 2
tudn dau tién sau khi dung acid zoledronic.

Piéu tri lodng xwong (sau man kinh, do corticoid): mot lidu don
5 mg, truyén tinh mach 1 lan/1 nam.

Dy phong lodng xwong sau mén kinh: 5 mg, truyén tinh mach
khéng dudi 15 phit, cach 2 nam/lan.

Diéu chinh liéu trén bénh nhdn suy than:

Cl_> 60 ml/phit: 4 mg (khong can chinh liéu).

Cl, 50 - 60 ml/phut: 3,5 mg.

Cl, 40 - 49 ml/phut: 3,3 mg.

Cl, 30 - 39 ml/phut: 3 mg.

Cl_< 30 ml/phat: Khong khuyén cdo st dung.

Twong tac thude

Céc thude lgi niéu quai, khang sinh nhom aminoglycosid c6 thé
hiép dong tic dung lam ting nguy co giam Ca™ mau cta acid
zoledronic.

Céc thude c6 ddc tinh véi than, cac thude chéng viém khong steroid,
thalidomid lam tang nguy co ADR trén than cia acid zoledronic.
Khong dugc tron 1an voi dung dich calci hodc cac dung dich tiém
truyén co cation héa tri 2 nhu dung dich Ringer lactat.

bo on dinh va bdo quén

Dung dich tiém c6 chtra acid zoledronic dugc bao quan ¢ nhié¢t do
phong 25 °C, hoic trong pham vi tir 15 - 30 °C. Dung dich truyén
da pha thanh 100 ml trong natri clorid 0,9% hodc glucose 5% 6n
dinh trong 24 gio ¢ 4 - 8 °C.

Qui lidu va xir tri

Qua liéu acid zoledronic c6 thé gay ra cac biéu hién cua tinh trang
giam calci mau. Dé khic phuc, co thé truyén calci qua duong tinh
mach. Cén cha ¥ chirc ning than vi acid zoledronic ¢6 thé gy suy than.

Théng tin qui ché
Acid zoledronic c¢6 trong Danh muc thude tan duoc thude pham vi
thanh toan cta quy bao hiém y té, nam 2015.

Tén thwong mai
Aclasta; Simpla; Zoldria; Zolenate; Zometa.

ACITRETIN

Tén chung qudc té: Acitretin.

Mai ATC: DO5BBO02.

Loai thudc: Thudc didu tri vay nén (toan than).
Dang thudc va ham lugng

Vién nang 10 mg, 25 mg.

Dugc Iy va co ché tac dung

Acitretin 1a mot retinoid va 1a mot chét chuyén hoéa cua etretinat.
Co ché tac dung chinh x4c cta thudc chua dugce biét.

DPbi v6i bénh vay nén, cac nghién ciru goi ¥ ring acitretin
anh hudng toi ting sinh té bao biéu bi va qua trinh tong hop
glycoprotein cta da. Péc biét, acitretin giup binh thuong hda qua
trinh biét hoa té bao, 1am mong 16p simg & biéu bi do lam giam
téc do tang sinh cta té bao sing. Tac dung chong viém va chong

tang sinh cta acitretin giup lam giam viém & da va biéu bi, giam
bong biéu bi, ban dé va d day cua cac ton thuong viy nén.

Tac dung toan than lam troc 16p sting da cua acitretin dugc cho
1a do thubc ngin can su biét hoa sau cung cua céc té bao sing.
Duoc dong hoc

Héap thu: Sau khi udng, ndng do thudc tbi da trong mau dat duoc
sau 1 - 5 gio. Sinh kha dung dat tir 60 - 70%, nhung thay d6i nhidu
gilra cac ca nhan (36 - 95%), sinh kha dung cua acitretin tang khi
udng cung bira an (72%). Sau khi udng hang ngay trong 2 thang
v6i liéu 50 mg/ngdy, trang thai 6n dinh dat dugc trong vong 7
ngay d6i voi acitretin va 10 ngay d6i voi chat chuyén hoa truc
tiép, isome 13-cis-acitretin.

Phén bd: Acitretin rat wa m& va d& dang vao cac mé. Acitretin gin
vao protein huyét twong trén 99%, chi yéu vao albumin, mot ty 18
thip 1a lipoprotein. Acitretin qua nhau thai va vao sita me.

Chuyén hoa: Thudc chuyén hoéa thanh cac chét co hoat tinh 13
13-cis-acitretin va mdt it 1a etretinat, tuy nhién etretinat chi duoc
phat hién thdy trong huyét thanh cia mot sb ngudi bénh dung
acitretin. Néu udng ruou s& lam tang ti 1¢ chuyén hoa acitretin
thanh etretinat, ké ca sau khi nguoi bénh di ngimg thude.

Thai trir: Nira doi thai trir cta acitretin khoang 49 gio, cua 13-cis-
acitretin la 63 gio, etretinat c6 nira doi thai trir 120 ngay, lac do co
thé du trit trong cac té bao m& trong nhiéu thang va ca trong vai
nam. Ca acitretin va cht chuyén hoa 13-cis-acitretin thai trir qua
mat va nudc tiéu dudi dang lién hop.

Chi dinh

Bénh vay nén ning trén dién rong khong d& sau khi di dung cac
li¢u phap diéu tri khac; bénh vay nén mun mu gan ban chan ban
tay; cac bénh ngoai da c6 rdi loan diéu hoa chat simg nhu bénh vay
ca bam sinh; bénh Darier (chtng dj simg nang 16ng).

Chéng chi dinh

Qu4 man véi acitretin hodic cac dan chit retinoid khac hodc céac
thanh phéan khéc cua thudc.

Suy gan hodc suy than ning. Tang lipid huyét.

Phu nir mang thai hodc dang cho con bu.

Phu nit trong d6 tudi sinh dé ma khong st dung bién phép tranh
thai hiéu qua.

Ubng rugu trong thoi gian ding thude va 2 thang sau khi di ngimg
thudc: Piéu nay ap dung cho ngudi bénh nit trong do tudi sinh dé
vi nguy co gdy di tat ddi véi thai nhi.

Khéng phéi hop véi tetracyclin va methotrexat.

Thén trong

Acitretin gdy quai thai manh. Véi phu nir trong d¢ tudi sinh dé,
viéc ké don acitretin chi co thé dat ra néu ngudi bénh c¢6 di nhimng
diéu kién sau day:

Mic bénh ning va nhat thiét phai dung acitretin;

C6 kha ning nhan thiic dwoc tam quan trong ciia nguy co gy quéi
thai ctia thudc va tuan thu cac than trong trong st dung thubc:

C6 két qua thir thai 4m tinh trong vong 1 tuan trudc khi bat dau
diéu tri, bat dau diéu tri vao ngay thir 2 hodc thir 3 cua chu ky kinh
nguyét tiép theo. Hang thang phai 1am lai xét nghiém thir thai;

Str dung phuong phap tranh thai hidu qua lién tuc it nhét 1 thang
trude khi bit dau, trong khi diéu tri va sudt 3 ndm sau khi ngimg
diéu tri béng acitretin;

Tu nguyén khong udng ruogu trong sudt thoi gian ding thude va
2 thang sau khi di ngimg thudc.

Tri¢u chimg ctia bénh vay nén doi khi c6 thé ning hon luc bat dau
diéu tri. C6 thé phai sau 2 - 3 thang dung thudc méi ¢ hiéu qua
toi da.
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Can can nhéc lgi ich/nguy co khi sir dung acitretin cho ngudi bénh
dai thao duong, ngudi bénh co tién sir viem tuy, dac biét dang viém
tuy, nguoi bénh suy than hodc suy gan.

Nguoi bénh khong duoc hién méu trong khi didu trj va 3 nim sau
khi ngimg diéu trj bang acitretin, nhat la cho phu nir mang thai va
phu nit trong d6 tudi sinh d¢ vi nguy co quéi thai.

Cén theo d&i chire ning gan trude khi bit ddu diéu tri, 2 - 4 tuan
mot lan trong 2 thang dau, sau d6 3 thang 1 1an. Néu két qua cao
hon 2 1an gia tri binh thuong, can kiém tra lai transaminase sau 8
ngay. Néu két qua xét nghiém chirc nang gan van khong trg vé binh
thuong, cin ngimg acitretin. Can tim nguyén nhan va theo ddi chirc
ndng gan trong 3 thang.

Cén theo ddi déu dan cholesterol toan phan va triglycerid khi diéu
tri thoi gian dai va & ngudi co6 nguy co cao (nghién ruou, béo phi,
dai thao duong, rdi loan chuyén héa m&). V6i ngudi dang didu tri
bang acitretin, cir mdi mot dén hai tudn trong 2 thang dau, sau d6
cr mdi 3 thang mot 1an theo ddi ndng do lipid huyét twong. Néu
céc chi s6 nay tang, can diéu chinh ché d6 an, dung thudc ha lipid
huyét va giam liéu acitretin.

Thubc anh huéng kha ning dung nap glucose (dung nap tot hodc
xau glucose) nén can dinh ky kiém tra glucose huyét ctia ngudi
bénh, nhat 1a & ngudi dai thao duong dang dung sulfamid ha
glucose huyét.

Néu diéu trj kéo dai véi acitretin, can theo ddi dinh ky rdi loan
¢bt hoa xwong.

Thubc c6 thé gay dong sém dau xwong, do vay véi tré em khong
khuyén cao ding acitretin, chi ding cho tré em khi cac thudc
khac khong hiéu qua va phai dinh ky kiém tra X quang xuong,
bao gdm ca dau gbi.

Tranh ra nang nhiéu va tranh str dung dén chiéu manh trong khi
dung acitretin vi cac dan chét retinoid lam ting tac dung cua tia
tlr ngoai.

Thudc lam giam kha nang lai xe va van hanh may moéc do co thé
gdy chong mat, giam kha nang nhin nhit 1a vé chiéu tdi.

Tranh ding ddng thoi voi cac khang sinh nhom cyclin, liéu cao
vitamin A (trén 4000 - 5000 don vi mdi ngay) va cac thudc tiéu
sung.

Acitretin chi dugc dung nhu mdt bién phap diéu tri cudi cung, khi
cac thude khac khong c6 tac dung.

Thoi ky mang thai

Acitretin gdy quai thai & ngudi, do vay 1a mét thude chdng chi dinh
tuyét ddi cho phu nit mang thai. Can dam bao chic chin nguoi
bénh khéng mang thai trudc khi bat dau didu tri bang acitretin (lam
xét nghiém c6 thai trong vong 2 tuan trude khi dung thude va dinh
ky hang thang trong qua trinh diéu tri, ngudi bénh bit dau didu trj
vao ngay thir 2 hodc 3 ctia chu ky kinh nguyét). Nhing phu nir diéu
tri bang acitretin (ké ca nhitng ngudi c6 tién sir v sinh) can tranh
mang thai it nhét 1 thang trudc khi diéu tri, trong khi diéu trj va 3
nim sau khi ngimg thudc.

Thoi ky cho con bu

Vi thude vao dugc sita me, acitretin khong dugc khuyén dung ¢
phu nir cho con bi. Khéng cho tré ba me it nhat trong thoi gian 3
nim sau khi da ngimg thudc vi acitretin c6 thé gay tac dung bét loi
& tré bu me.

Tac dung khéng mong mudn (ADR)

Trong céc nghién ctru 1am sang véi acitretin, ti 1 nguoi bénh gap
cac ADR 1a 98%.

Rat hay gip, ADR > 10/100

TKTW: Tang cam giac.

Da: Viém moi, rung tdc, bong troc da, kho da, r6i loan mong, ngla,
ban do, teo da, da dinh nhdp, viém quanh mong.

Nbi tiét va chuyén héa: Tang cholesterol huyét, ting triglycerid
huyét, giam HDL, tang phospho, ting kali huyét, tang natri huyét,
tang/giam magnesi huyét, ting glucose huyét nhanh, giam glucose
huyét nhanh.

Tiéu hoa: Kho miéng.

Huyét hoc: Tang hong cau ludi, giam hematocrit, giam hemoglobin,
tang/giam bach cau, ting haptoglobin, ting bach cau trung tinh.
Gan: Tang cac xét nghiém chirc nang gan, ting phosphatase kiém,
tang bilirubin.

Thén kinh co - xwong: Di cam, chimg dau khép, ring minh, ting
creatin phosphokinase, day xuong song tién trién.

Mit: Kho mit.

Thén: Tang acid uric, aceton niéu, huyét niéu, hSng cAu niéu.

H6 hép: Viém mili, chay mau cam.

Thuong gap, 1/100 < ADR < 10/100

Tim mach: P mat, phu.

TKTW: Pau diu, dau, trAm cam, mat ngu, ngu ga, mét moi.

Da - niém mac: C6 mui khé chiu, thay ddi thé toc, viém da, ban
dang vay nén, tang tiét md hoi, ban xuat huyét, u hat sinh mu, ting
tiét chat nhon, loét, nut da, sam da, chdy mau cam, chay mau miii,
rung toc.

Noi tiét va chuyén hoa: Giam kali, phospho, natri; ting/giam calci,
clorid.

Tiéu héa: Chay méau chan ring, viém lgi, tang tiét nudc bot, viem
miéng, khat nudc, loét miéng, dau bung, ia chay, non, r6i loan vi
giac, chan an, tang thém an, r6i loan chtrc nang ludi.

Gan: Tang bilirubin toan phan.

Thén kinh co - xwong: Viém khép, dau lung, ting truong luc, dau
co, dau xuong, day xuong khdp ngoai vi, chirng liét Bell.

Mit: Nhin mo, viém mi mét, viém két mac, quang ga, so anh sang,
dau mét, rung 16ng may hodc 16ng mi, nhin do6i, duc thuy tinh thé,
khé gidc mac, viém mang két hop.

Tai: Pau tai, u tai.

Théan: Tang BUN (nitrogen ure mau), tang creatinin, dai thao
duong, protein ni¢u.

HO6 hap: Viém xoang.

It gap, ADR < 1/100

Lo 4u, ting thoi gian chay mau, dau nguc, xo gan, chay mau két
mac, chung xanh tim, diéc, nhin d6i, hoa mét chong mat, dai kho,
eczema, viém thyc quan, sbt, viem da day, viém ludi, tang san
rang, d6i mau toc, rdi loan chirc nang gan, chay mau, viém gan,
ching ting simg, ram 16ng, giam cam giac, ngira mét, vang da,
chimg khi hu, ngudi kho chiu, bénh do nhiém Candida, bénh co,
nong nay, viém day than kinh, viém tuy, phu gai thi, thiéu mau cuc
bd ngoai vi, nhay cam véi anh sang, gia u ndo, bénh ciing da, méng
da, day xuong sdng, d6t quy, mét vi giac, huyét khdi tic mach.

Huwéng din cach xir tri ADR

Céc ADR phé bién do tac dung rong va hdi phuc duge cua thude
d6i véi biéu mo (nhu khé méi, nirt né mép ...) thuong hét.

Phai lam xét nghiém chirc ning gan cua ngudi bénh hang tudn néu
két qua bét thuong. Ngimg thudc néu tinh trang tro nén x4u hon.
An kiéng chét béo, khong udng rugu, giam can cé thé giup giai
quyét chimg tang lipid va HDL huyét. Nging thudc néu nong do
lipid hodc lipoprotein bat thuong kéo dai.

Can ngimg thudc va kiém tra mit néu nguoi bénh bj giam thi luc.
Néu ngudi bénh xuét hién nhing triéu chimg sém cua gia u ndo
(dau dau nang kéo dai, ndn va budn nén, nhin ma, giam thi luc) can
ngimg thudc ngay va kiém tra & chuyén khoa than kinh.
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Liéu lwong va cach ding

Cach dung:

Thude dugc udng vao bita an hodc ubng cling vdi sita.

Liéu ding:

Bénh vay nén nang: Lidu khoi diu thong thudng 14 25 - 30 mg (c6
thé cho phép t6i 50 mg), 1 lan/ngay, dung trong 2 - 4 tudn. Liéu
hang ngay sau d6 dugc didu chinh tuy vao dap ng 1am sang cua
ngudi bénh va tac dung khong mong mudn gip phai. Két qua tbi
uu thuong dat duoc vai liéu 25 - 50 mg/ngay, ding thém 6 - § tuan.
Mot vai ngudi bénh can phai ting toi t6i da 75 mg/ngay.

Bénh Darier va bénh vay cd: Lidu khoi dau thuong 1a 10 mg, sau
d6 diéu chinh tuy theo dap g ciia ngudi bénh nhung khong dugc
vuot qua 50 mg/ngdy. Dot diéu trj c6 thé kéo dai trén 3 thang.

Vi bt cir chi dinh nao, khong ding thude kéo dai qua 6 thang.
Truong hop tai phat, diéu tri nhu lan dau.

Tré em:

Khong nén st dung acitretin cho tré em. Tuy nhién, trong truong
hop thét can thiét co thé dung acitretin nhung phai ¢6 sy theo ddi
chat ché cia thay thube chuyén khoa.

Tir 1 thang tudi - 12 tudi: 500 microgam/kg/ngay, doi khi co thé
ding lidu toi 1 mg/kg/ngay, nhung khong duoc vuot qua 35 mg/
ngdy. Phai ¢ sy theo ddi chit ch& sy phat trién cua co xuong.

Tir 12 tudi - 18 tudi: Lidu khoi ddu 25 - 30 mg/ngdy (bénh Darier
1a 10 mg/ngay), trong 2 - 4 tuan, sau d6 diéu chinh lidu tiy theo sy
dap tng clia nguoi bénh, lidu tiép theo thudng 1a 25 - 50 mg/ngay,
t6i da 75 mg/ngay trong thoi gian ngan khi diéu tri bénh vay nén
hoac bénh Véy ca.

Nguéi cao tuéi: Nhu lidu thong thudng cua ngudi 16n.

Tuwong tac thudc

D6 udng chira con (ethanol): Lam tang ti 1¢ chuyén hoa acitretin
thanh etretinat 1a mot chat cé hoat tinh, tich luy kéo dai trong co
thé, lam ting nguy co sinh quai thai & phu nir st dung acitretin.
Cyclosporin: Etretinat lam giam chuyén hoa cyclosporin va cac
chat chuyén héa cia thudc nay qua hé théng cytochrom P 507
acitretin ¢ thé c6 tac dung tuong tu vi vdy c6 thé can giam licu
cyclosporin.

Glyburid: Acitretin c6 thé 1am ting thai trir glucose, c6 thé can diéu
chinh liéu cua glyburid.

Céc thube gay doc véi gan, dac biét 1a methotrexat: Lam tang doc
tinh v&i gan, khong ding ddng thoi.

Hydantoin: Acitretin c6 thé ddy hydantoin ra khoi lién két protein
huyét tuong lam ting ty 1& thudc & dang tu do, can higu chinh liéu
hydantoin.

Thubc tranh thai c6 progestin: Acitretin lam giam hiéu qua tranh
thai. Tranh khong phdi hop.

Thudc tranh thai dudng udng chira estrogen: Acitretin 1am giam
hi¢u qua tranh thai.

Céc dan chét retinoid khic dung dudng toan than (etretinat,
isotretionin, tretionin) hodc ngoai da (adapalen, tretionin), vitamin
A: Gay cc tridu chirng qué liéu vitamin A.

Tetracyclin dung dudng udng: Tang ap luc ndi so. Chdng chi dinh
ding dong thoi.

Do 6n dinh va bio quan

Thubc bao quan & nhiét d6 15 - 25 °C, tranh am, tranh 4nh sang va
nhiét do cao.

Qus liéu va xir tri

Triéu chirng: Giéng nhu ngd doc vitamin A: Ngu ga, tang ap luc
ndi so (dau dau nang kéo dai, budn nén, nodn), kich thich, ngtra.
Xir tri- Str dung céc bién phap thong thudng dé loai bé phan thude
con chua duge hip thu & dng tiéu hoa trong vong 2 gid sau khi

ngudi bénh udng thude trong truong hop qua lidu cip. Ngimg
thudc & nhimg nguoi bénh dang dung thude véi lidu didu tri nhung
¢6 triéu chimg qua lidu. Theo d&i ting ap luc so nio.

Théng tin qui ché
Acitretin c6 trong Danh muc thude tan duoc thude pham vi thanh
toan ctia quy bao hiém y té, nam 2015.

ADENOSIN

Tén chung qudc té: Adenosine.

Ma ATC: CO1EB10.

Loai thude: Thude chéng loan nhip tim.
Dang thudc va ham lwgng 7

Lo 6 mg/2 ml, 12 mg/fl ml Qé tiém tinh mach.
Lo 30 ml (3 mg/ml) dé truyén tinh mach.

Duge ly va cor ché tac dung

Adenosin 1a chat cha van purin, kich thich cha yéu trén receptor
Pl (trong d6 bao gdm receptor adenosin A, va A, trén mang té
bao). Tac dung chéng loan nhip ciia adenosin do kich thich thy
thé adenosin A, lam chim dan truyén théng qua nat nhi that. Tac
dung gian mach vanh va gian mach ngoai vi do kich thich thu the
adenosin A,. Tiém tinh mach nhanh adenosin lam chim sy dan
truyén qua nut nhi that va 1am mat nhip nhanh kich phat trén that
do cit hién tuong vao lai & nat nhi that (mot khi hién twong vao lai
da mat, nhip nhanh ngimg v nhip xoang binh thudng s& phuc hoi).
Thubc ciing c6 ich trong nghién ctru dién sinh 1y hoc dé xac dinh
vi tri ctia bldc nhi thit. Do tac dung dic higu trén nit nhi - tht,
adenosin ciing ¢6 ich trong chin doan phéan biét nhip nhanh trén
thit c6 phirc bo QRS gidn rong hay hep.

Thude 1am ting dang ké luu lugng mach vanh binh thuong trong
khi hiu nhu rit it hodc khong lam ting & dong mach hep nén c6
ich trong k¥ thuat xa hinh tudi mau co tim.

Adenosin khéng c6 hiéu qua dbi voi cudng dong nhi, rung nhi,
hodc nhip nhanh that.

Duoc dong hoc

Adenosin khi tiém tinh mach bi mat nhanh khéi tudn hoan do
thude xam nhap vao té bao, chii yéu vao hong cau va té bao ngi mo
mach mau. Adenosin trong té bao chuyén hoa nhanh do phosphoryl
hoa thanh adenosin monophosphat nho adenosinkinase hoac do
khtr amin thanh inosin nh¢ adenosin desaminase trong bao tuong.
Adenosin ngoai té bao bi mat nhanh do xam nhap vao té bao véi
nira doi duéi 10 gidy trong mau toan phan. Vi adenosin khong can
c6 su tham gia cua chitrc nang gan hodc than dé hoat hoa hodc bt
hoat, cho nén suy gan hoac suy than khong c6 anh hudng dén tinh
hiéu qua hodc tinh dung nap cia thude.

Chi dinh

Nhip nhanh kich phat trén thit, bao gdm ca hoi chimg Wolff -
Parkinson - White dé chuyén nhanh vé nhip xoang.

Thubc hd trg trong k¥ thuét xa hinh tw6i mau co tim trén nhitng
bénh nhén khong thé thuc hién duoc ging sirc thé Iyc thich hop:
Adenosin dung dé 1am gidn dong mach vanh cing vé6i chup hién
hinh tu6i méau co tim hodc siéu 4m ging strc dé phat hién cac khiém
khuyét trong tudi mau hoic co bop bat thudng cuc bo do bénh dong
mach vanh.

Chan doan phan biét nhip nhanh trén thét.

Chong chi dinh
Man cam véi adenosin.
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Ngudi da c6 tir trude hoi chimg suy nat xoang hay bldc nhi that do
hai hodc ba ma khong ciy may tao nhip, do nguy co ngimg xoang
kéo dai hodc bldc nhi thit hoan toan. Nguoi ¢6 hoi chung QT dai,
ha huyét ap ning, suy tim mat bu.

Bénh hen va bénh phé quan phdi tic nghén, vi c6 thé giy thém co
thit phé quan.

Than trong

Adenosin lam giam dan truyén qua niit nhi thit nén c6 thé gay ra
bléc tim d6 1, d6 2 va do 3. Vi vdy, can than trong dbi voi bénh
nhan bléc nhi tht do 1 va bldc bé nhanh. Nén ngung dung thude
trén bénh nhan ¢ xuét hién bldc & do cao.

Sau khi tiém tinh mach adenosin, loan nhip méi thuong xuét hién
trong thoi gian chd trd vé nhip xoang binh thuong. Da c¢6 bao cdo
v& viéc xuét hién rung nhi hoac cuéng dong nhi & bénh nhan nhip
nhanh kich phat trén that dung adenosin. Thudc ciing c6 thé giy
rung thit trén nguoi bénh c6 bénh mach vanh nang.

Do ¢6 kha nang 1am ting nhét thoi rdi loan dan truyén hodc loan
nhip tim trong con tim nhanh kich phat trén thét, nén khi dung
adenosin can c6 béc si theo ddi dién tim va c6 phuong tién hdi sirc
tim va ho hip.

Truyén nho giot tinh mach adenosin phai thin trong ddi voi ngudi
d& bi ha huyét ap nhu co r6i loan than kinh thyc vat, viém mang
ngoai tim, hep van tim, hep dong mach canh c6 kém theo thiéu mau
ndo, méi c6 nhdi mau co tim, suy tim. Nén ngung truyén thude
trén bénh nhan xuét hién ha huyét ap kéo dai hoac c6 tri¢u chung
ha huyét ap.

Ngudi bénh méi ghép tim c6 thé gia ting nhay cam voi tic dung
trén tim cta adenosin.

Str dung than trong déi v6i ngudi cao tudi vi ngudi cao tudi co thé
bi giam chirc nang tim, r6i loan nut tw dong hodc cé cac bénh mic
kém, sir dung nhiéu thubc ddng thoi do d6 6 thé thay ddi huyét
dong hoc va dan dén cham nhip tim hoac blbc nhi thét.

Thoi ky mang thai

Adenosin 14 chit c6 sdn & mot dang nao do trong tat ca cac té bao
cua co thé, do do khong co tac hai trén thai. Du sao, chi nén dung
khi c6 thai néu that can thiét.

Thoi ky cho con bu

Khong biét adenosin c6 phan bd vao sita me hay khong. Tuy nhién,
¢6 thé ding thube trong thoi ki cho con bu vi adenosin chi dwoc
ding tiém tinh mach trong tinh hudng cép tinh va nira doi trong
huyét thanh rat ngén.

Tac dung khong mong mudn (ADR)

Khi tiém adenosin, truée khi vé& hin nhip xoang binh thuong én
dinh, loan nhip tim ciling co thé xay ra nhung nhét thoi, nhu ngoai
tam thu that, nhip cham xoang, bléc nhi that, rung nhi va nhip
nhanh trén that tro lai, thim chi c6 ca nglmg tim ngan.

Céc tac dung khong mong mubn thuong co tinh nhat thoi (dudi
1 phit), vi nira doi ciia adenosin rat ngén (dudi 10 giy).

Tén suét xuét hién tac dung khéng mong mubn cia thude rat khac
nhau lién quan dén cach dung adenosin. Tan suét gip tic dung
khéng mong mudn cao hon khi dung adenosin truyén tinh mach
lién tuc.

Thuong gap, ADR > 1/100

Tim mach: Nong bumg mit (18 - 44%), ha huyét ap (<1 - 2%), bléc nhi
thét (6%).

H6 hip: Kho tha (12 - 28%), cam giac nguc bi ép (7 - 40%).

Tiéu hoa: Budn nén (3%).

Thén kinh trung wong: Nhirc dau (2 - 18%), hoi choang vang (2 -
12%), hoa mét chong mit (1 - 2%), t& cong (1 - 2%).

Thén kinh co va xuong: Kho chiu & cd, hong, ham (<1 - 15%), kho
chiu & chi trén (dén 4%), di cam (dén 2%).

It gap, ADR < 1/100

Céc tac dung khong mong mudn quan trong hoic de doa tinh mang
bao gdm: Suy tdm thu (kéo dai), rung nhi, chdm nhip, co thit phé
quan, nhin md, cam giac rat bong, ting huyét ap (tam thoi), phan
ung tai chd tiém, tang ap luc ndi so, co vi kim loai, ngiing tho, dong
kinh, xodn dinh, rung tam that, cham nhip that.

Liéu lwong va cach ding

Dung adenosin phai c¢6 béc si theo ddi va c¢6 sin phwong tién hdi
sirc tim va ho hap.

Piéu tri loan nhip nhanh kich phat trén that:

Tiém nhanh thing vao tinh mach trong 1 - 2 gidy hodc vao day
truyén tinh mach tai vi tri gdn véi bénh nhan nhét co thé, sau d6
truyén nhanh nudc mudi sinh 1y (20 ml ddi véi nguoi 16m, 5 ml
hodc hon ddi véi tré em).

Tré em < 50 kg: Liéu khoi dau 1 0,05 - 0,1 mg/kg tiém tinh mach,
néu khong chuyén bién sau 1 - 2 phut, lai tang lidu tiép 0,05 - 0,1
mg/kg dén khi nhip nat xoang dugc thiét 1ap hodc lidu don tdi da
0,3 mg/kg (liéu don khong qua 12 mg).

Tré em > 50 kg: Liéu khoi dau 6 mg. Néu khong c6 két qua trong
1 - 2 phit, c6 thé dung liéu 12 mg va lap lai 1 lan, néu can. Liéu
don t6i da 12 mg.

Cap ctru tim mach hién nay trong nhi khoa: Liéu khoi dau 0,1 mg/kg
(lidu don t6i da 6 mg) tiém nhanh tinh mach dé diéu tri loan nhip
nhanh trén that. Néu can, 1 lidu thir hai 0,2 mg/kg (liéu don téi da
12 mg).

Nguoi 16n: Liéu khéi dau 1a 6 mg tiém nhanh tinh mach trong 1 - 3
gidy ca lidu (3 mg néu tiém vao tinh mach trung tim). Néu khong
c6 hi¢u qua trong vong 1 - 2 phut, lai tiém tinh mach nhanh 12 mg
va lap lai 1 1dn néu can. Liéu dung mét lan cao hon 12 mg khong
dugc khuyén céo.

Khi can phai ding dong thoi véi dipyridamol, giam liéu adenosin
xudng mot phan tu so voi lidu dung théng thuong.

Bénh nhan ghép tim thuong rat nhay cam véi tic dung cia
adenosin, nén dua liéu khoi dau la 3 mg trong 2 gidy, néu can, dwa
tiép 6 mg sau 1 - 2 phiit va tir d6 c6 thé ding 12 mg sau 1 - 2 phut.
Bé chin dodn phén biét nhip nhanh trén thdt: Ding ché d6 lidu
tuong tu nhu trén. Bit dau voi lidu 3 mg, tiép theo dung lidu 6 mg
va sau d6 ding liéu 12 mg sau mdi 1 - 2 phut néu can.

Trong ki thudt xa hinh co tim: Truyén tinh mach lién tuc véi lidu
140 microgam/kg/phiit trong 6 phut, tong lidu 1a 0,84 mg/kg. Dugc
chat phong xa (thali clorid TI 201) s& dwoc tiém vao thoi diém giita
qué trinh truyén adenosin, vi du, sau khi bt ddu truyén 3 phut.
Cong thtrc tinh tde do truyén tinh mach adenosin dya vao trong
lwong co thé:

Téc d6 truyén dich (ml/phut) = 0,140 (mg/kg/phut) x trong lwong
co thé (kg)

Nong do adenosin (3 mg/ml).

Vi du:
Trong lirgng co thé (kg) Téc dd dich truyén (ml/phut)
45 kg 2,1 ml/phit
50 kg 2,3 ml/phut
55kg 2,6 ml/phut
60 kg 2,8 ml/phit
65 kg 3,0 ml/phut
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70 kg 3,3 ml/phut
75 kg 3,5 ml/phut
80 kg 3,8 ml/phut
85 kg 4,0 ml/phut
90 kg 4,2 ml/phut

Tuwong tac thudc

Thén trong khi dung ddng thoi véi cac thube ciing c6 tac dong lam
cham dan truyén nhi that nhu digoxin hay verapamil vi c6 thé gay
suy tim thu hodc rung that, tuy hiém gap. Cac thudc khéc ciing co
tac dong trén tim nhu chen beta-adrenergic, chen kénh calci, e ché
men chuyén dang angiotensin, quinidin nén dugc luu y khi dung
ddng thoi véi adenosin vi 6 tac dung hiép ddng trén nut xoang va
nat nhi thét.

Di ¢6 bao céo carbamazepin lam tang do bloc tim gay ra boi thude
khac.

Dipyridamol phong bé adenosin vao té bao, nén lam ting tac dung
ctia adenosin. Néu can phdi hop phai giam liéu adenosin.

Nicotin ¢6 thé ting tac dung tudn hoan ctia adenosin.

Céc methylxanthin nhu theophylin va cafein 1 nhitng chét trc ché
manh adenosin. Khi can ph6i hop, phai tang liéu adenosin. Tranh
ding thtrc an hay db udng c6 chira cafein 12 dén 24 gio trude khi
dung adenosin trong ki thudt xa hinh co tim.

Do 6n dinh va bao quén

Dé thude noi mat 15 - 30 °C. Tranh anh sang. Khong dé dong
lanh. Cén kiém tra thudc bé‘mg mét xem c6 van duc hodc bién mau
trude khi dung.

Qua lidu va xir tri

Vi ntra doi cua adenosin trong mau rat ngén, nén tai bién néu
¢6 do qud lidu ciing han ché. Néu tai bién kéo dai, nén ding
methylxanthin nhu cafein hodc theophylin 1a nhiing chit di khang
canh tranh v&i adenosin.

Théng tin qui ché
Adenosin c6 trong Danh muc thudc tan duoc thude pham vi thanh
toan ctia quy bao hiém y té, nam 2015

Tén thuwong mai
A.T.P; Adecard; Ampecyclal; Atepadene; ATP; ATPDNA; Denosin,
DHNPATP Tab.,; Etexatri; Vincosine.

ADIPIODON

Tén chung quoc té: Adipiodone.
Mai ATC: VOSACO04.

Loai thudc: Thudc can quang c6 iod huéng gan mat, tan trong
nude.

Dang thudc va ham lugng

Thuong dung dang meglumin adipiodon.
Dung dich tiém tinh mach: 52%, lo 20 ml.
Dung dich truyén tinh mach: 10,3%, lo 100 ml.

Dugc Iy va co ché tac dung

Adipiodon 13 thudc can quang loai dime dang ion chita iod hitu
co, mdi phan tir ¢6 6 nguyén tir iod véi ty 18 iod chiém 66,8%.
Trong y dugc thuong dung loai adipiodon meglumin c6 ham luong
iod 49,8%.

Adipiodon duoc dung dé chup X quang kiém tra tai mat va dudong

dan mat. Thudc lam ting hép thu tia X khi chiéu qua co thé, do d6
hién 13 cAu tric ctia tai mat va duong dan mat. Mirc do can quang
ty 18 thuan véi ndng do iod.

Duoc dong hoc

Sau khi tiém tinh mach, thubc phéan bd nhanh vao dich ngoai té
bao. Thudc lién két véi protein huyét twong theo ty 18 rit cao. Sau
khi tiém 10 - 15 phut, thudc xuét hién trong duong mat, rdi dat muc
can quang tbi da sau 20 téi 30 phit. Thude ngam vao tai mat sau
khoang 1 gid va dat dinh vé can quang sau 2 gio.

Thubc dugc thai trir dang khong bién ddi qua phan 80 - 95%. Mot
luong nho duge thai qua nude tidu. Nira doi thai trir cubi cliing
khoang 2 gio.

Chi dinh
Adipiodon dugc ding lam thude can quang dé chiéu chup X quang
tai mat va duong dan mat.

Chéng chi dinh
Ngudi man cam vai cac ché pham c6 iod va cac thanh phin ¢
trong thudc.

Thén trong

Cén than khi dung cho ngudi bénh bi suy gan, suy than (nhét 1a
ngudi bi mit can bang nude va dién giai).

Nhirng nguoi c6 nguy co: Tang huyét ap, bénh vé tim, cudng
tuyén giap, ngudi gia yéu hay tré em, hen phé quan va c6 tién sir
di ing. Xem thém trong chuyén luan iobitridol.

Thoi ky mang thai
Nhu moi thu thuat X quang khéc, cAn rét than trong khi dung nhét
la sau thang thtr 3.

Thoi ky cho con bu
Me khong nén cho con bu trong it nhit 24 gio sau khi ding
adipiodon.

T4c dung khong mong muén (ADR)

Céc thude can quang co iod cé thé gay ra mot s6 tac dung khong
mong muén nhu: Budn non, miéng c6 vi kim loai, non, chéng mat,
nhirc dau. C6 thé xay ra nhitng phan tng ning hon nhu: Thay ddi
vé tim - mach, than kinh, phu phdi, nhidm doc than kinh. D3 c6
truong hop thude 1am ting enzym AST va gy doc vé6i gan.

Tac dung khong mong mudn trén than hay gap va dang luu y nhat,
thuong xay ra mudn va ty mat di trong 10 ngay. Hiém thay va can
diéu tri tich cuc néu bi téc éng than, ngh&n dong mach than. Nhitng
tai bién nay dé xay ra hon ¢ nguoi bi di thao duong.

Huwéng din cach xir tri ADR

Thuong chita triéu ching. Can ¢6 phuong tién hdi stic cip ctu
thich hop tai noi lam thu thuat X quang. D& phong ngira phan img
quéa man, c6 thé dung thube khang histamin hodc corticoid, nhung
khong dugc tron chung véi adipiodon. Tuy nhién, bién phap nay
ciing khong c6 tac dung chéc chén.

Bu nuéc ddy di. Thadm phan mau it ¢6 tac dung vi thude lién két
manh v&i protein huyét twong.

Liéu lwong va cach diung

Theo huéng dan cua hing san xuat cho timg loai ché pham.
Thuong tiém tinh mach cham 20 ml trong 10 phut dung dich 52%
(chtra twong dwong 260 mg I/ml) hodc truyén tinh mach chdm
trong 30 - 45 phut 100 ml dung dich 10,3% (chtra tuong duong
51 mg I/ml).

Lidu tré em: Chuyp duong mat va tai mat:

Tiém tinh mach: 0,3 - 0,6 ml/kg dung dich chira twong duong
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260 mg iod/ml (dung dich 52%) tiém cham (trong 10 phut),
khong dugc vuot qua 20 ml.

Twong tac thude

Thudc chen beta khong duoc dung ddng thoi voi thude can quang
iod. Néu can lam thu thuat X quang thi phai ngimg thudc chen
beta 24 gid trudc va phai c6 sin phuong tién cip ciru thich hop.
Thudc loi tiéu 1am mat nude nén d& bi suy than cép néu khong
cho bu nudc du.

Metformin c6 nguy co gdy toan huyét nén phai ngimg 2 ngay
trudce va sau thu thuat X quang.

Pj on dinh va bio quan
Béo quan trong bao bi kin, tranh anh sang, ¢ nhiét d6 khoang 25 °C.

Twong ky,

Adipiodon tuong ky vdi mot s thude khang histamin va nhiéu
thude khac. Vi vay, khong dugc tron chung thudc khac véi
adipiodon trong mot bom tiém hodc bo tiém truyén.

Théng tin quy ché
Adipiodon meglumin cé trong Danh muc tan dugc thuc pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

ALBENDAZOL

Tén chung quéc té: Albendazole.

Ma ATC: P02CAO03.

Loai thudc: Thudc tri giun san.

Dang thudc va ham lugng

Vién nén 200 mg, 400 mg.

Lo 10 ml hon dich 20 mg/ml (2%) va 40 mg/ml (4%).

Duge ly va co ché tac dung

Albendazol 1a mot dAn chit benzimidazol carbamat, c6 cAu truc lién
quan v&i thiabendazol va mebendazol. Thubc dugc dung dé didu tri
bénh au tring san lon do Cysticercus cellulosae & nhu md than kinh
va bénh nang san do 4u trung san ché Echinococcus granulosus
gdy ra. Cac thudc chdng giun san khac (thudng 1a praziquantel hodc
nitazoxanid) dwoc dung dé didu tri cac san day truong thanh.
Albendazol ciing c6 phé tac dung rong trén cac giun dudng rudt
nhu giun dlia (Ascaris lumbricoides), giun moc (Ancylostoma
duodenal va Necator americanus), giun toc (Trichuris trichiura),
giun luon (Strongyloides stercoralis), giun kim (Enterobius
vermicularis), giun Capillaria (Capillaria philippinensis) va giun
xoan (Trichinella spiralis). Albendazol ciing c6 tac dung ddi voi thé
4u tring di tra ¢ da.

Albendazol cling c6 tac dung diéu tri bénh san 14 gan (Clonorchis
sinensis).

Albendazol con c6 hi¢u qua trong diéu tri cac bénh do Giardia
gdy ra, c6 thé ding mot minh hodc két hgp voi metronidazol dé
diéu tri nhiém Giardia duodenalis (con goi 1a G. lamblia hay
G. intestinalis). Albendazol c6 hi¢u qua tuwong ty metronidazol
trong diéu tri nhidm Giardia & tré em ma lai it tic dung khong
mong mudn hon.

Co ché tac dung ciia albendazol chua dwoc biét day di. Thube co
ai lyc manh, dac hiéu gén vao beta-tubulin (mot loai protein ty do)
trong t& bao cia ky sinh trung, qua do6 trc ché sy trang hop thanh
c4c vi tiéu quan ciia bao twong 1a nhitng bao quan can thiét cho hoat
dong binh thuong ctia té bao ky sinh trung, dong thoi e ché sy hap
thu glucose ctia ky sinh tring & céc giai doan 4u tring va trudng
thanh, dan dén can kiét glycogen, lam ky sinh tring bat dong va

chét. Albendazol co tac dung diét 4u tring ctia giun moc Necator
americanus va diét triing giun diia, giun moc, giun toc.

Duoc dong hoc

Albendazol duoc hép thu rat kém qua dudng tidu hoa, nhung su
hap thu s& tang 1én dang ké khi ding cung thirc an c6 chat béo.
Thudc duge phan bd rong khip trong cac dich ciia co thé, vao dich
ndo tiy, nang san, gan, huyét thanh, nuéc tiéu. Lién két voi protein
huyét twong cao (70%). Chuyén héa nhanh va manh qua gan
bude mot dé tao thanh chét chuyén hoa c6 hoat tinh 1a albendazol
sulfoxid, 1a chit co néng d6 du dé phat hién trong huyét tuong.
Albendazol ciing dugc chuyén héa thanh 6-hydroxy sulfoxid va
sulfon, nhung ndng d6 khong du dé phat hién trong huyét tuong.
Sau khi uéng mét liéu duy nhat 400 mg albendazol, nong do dinh
cua chét chuyén hoa c¢6 hoat tinh 1a albendazol sulfoxid dat duoc
trong huyét twong khoang 0,46 - 1,58 microgam/ml sau 2 dén 5
gi0, nua doi thai tru la 8 - 12 gio. Tuong tu, néu uéng mot lidu 1a
15 mg/kg thi ndng d6 dinh cua albendazol sulfoxid trong huyét
tuong khoang 0,45 - 2,96 microgam/ml sau 4 gio, nira doi thai
tru 1a 10 - 15 gio.

Khoang 1% duoc thai trir qua nude tiéu dudi dang albendazol
sulfoxid trong vong 24 gio, cac chit chuyén hoa khéac ciing dwoc
thai trir qua than. Mot luong khong dang ké chét chuyén hoa
sulfoxid dugc thai trir qua mat.

Chi dinh

Bénh 4u trung san lon (Zenia solium) & hé than kinh (trong hodc
ngoai nhu mé than kinh).

Bénh nang san cho (Echinococcus granulosus) & gan, phéi va
mang bung trude khi phiu thuat hodc khi khong thé phiu thuat
duoc.

Nhiém mét hodc nhiéu loai ky sinh tring dudng rudt nhu giun
dtia (Ascaris lumbricoides), giun moc (Ancylostoma duodenal
va Necator americanus), giun toc (Trichuris trichiura), giun luon
(Strongyloides stercoralis), giun kim (Enterobius vermicularis) va
giun chi (Mansonella perstants, Wuchereria bancrofti, Loa loa).
Au trung di trd ¢ da hodc di tri ndi tang do Toxocara canis hoac
T cati.

Bénh do Giardia gay ra.

Bénh san 1a gan (Clonorchis sinensis).

Chong chi dinh
C6 tién sir qua man cam voi cac hop chét loai benzimidazol hodc
cac thanh phin nao d6 cua thube. Ngudi mang thai.

Than trong

Trudc khi diéu tri bénh 4u tring san lon & m6 than kinh, ngudi bénh
can phai dwoc kham cén than vé& mét dé loai trir ton thwong vong
mac. Can hét strc than trong khi dung bét ctr mot thude diét du trung
san lgn nao (albendazol), ngay ca khi da dung corticosteroid cling
¢6 thé gy ton thuong khong hdi phuc khi diéu tri cac nang & mét
hodc tiy séng. Do do, can phai kham mat dé loai trir nang & vong
mac trude khi diéu tri bénh du trung san lon than kinh. Albendazol
chuyén hoa manh & gan nén khi xo gan, téc do thanh thai thude
qua gan s& giam, qua d6 s& lam ting tich liy thudc va ting tac
dung khong mong mudn cua albendazol. Vi thé, can than trong
khi ding albendazol cho nhitng nguoi c6 rdi loan chirc nang gan.
Cén than trong theo ddi chiic nang gan va dém huyét cau 2 lan
trong mdi chu trinh diéu tri, khi diéu tri lidu cao va lau dai trong
bénh 4u trung san lon hodc bénh nang san ch6 Echinococcus.

Phai loai trir mang thai 1 thang trudc khi bt dau diéu tri lidu cao va
dai ngay (bang phuong phép tranh thai khong dung thudc noi tiét
trong va sau khi ding thudc 1 théang).
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Thoi ky mang thai

Maic du chua duge nghién ctru trén nguoi song albendazol khong
dugc khuyén cdo cho phu nit mang thai do nhirng thir nghiém trén
dong vat thiy kha ning giy quai thai cia albendazol.

Vi nhitng phu nit dang trong do tudi sinh d¢, nén dung albendazol
trong vong 7 ngay dau cia chu ky kinh nguyét. Khi diéu trj bing
albendazol, can phai ding cac bién phap tranh thai can thiét trong
va sau khi ngimg thudc 1 thang.

Thoi ky cho con bu
Con chua biét thudc tiét vao sita & murc ndo. Do d6 can hét sire than
trong khi dung albendazol cho phu nit cho con bi.

Tac dung khong mong muén (ADR)

Khi diéu trj thoi gian ngén (khong qua 3 ngay) c6 thé thdy vai trudng
hop bi kho chiu & dudng ti€u hoa (dau viung thugng vi, ia chay) va
nhtrc dau. Trong diéu tri bénh nang san chd Echinococcus hodc
bénh 4u trung san lon c6 ton thuong ndo (neurocysticercosis)
la nhitng truong hop phai ding lidu cao va dai ngay, tac dung co
hai thuong gap nhiéu hon va nang hon.

Théng thudng cac tac dung khong mong mudn khong niang va hdi
phuc dugc ma khong can diéu trj. Chi phai ngimg diéu tri khi bi
giam bach cau (0,7%) hodc c6 su bat thuong vé gan (3,8% trong
bénh nang san).

Thwong gap, ADR > 1/100

Toan than: Sét.

Thén kinh trung wong: Nhirc ddu, chéng mit, ting 4p suét trong
nao.

Gan: Chtrc nang gan bt thuong.

Da day - rugt: Pau bung, budn nédn, ndn.

Da: Rung toc (phuc hdi dugc).

It gap, 1/1 000 < ADR < 1/100

Toan than: Phan g di ung.

Mau: Giam bach ciu.

Da: Ban da, may day.

Than: Suy than cip.

Hiém gap, ADR < 1/ 000

Mau: Giam bach ciu hat, giam huyét cAu noi chung, mét bach cau
hat, giam tiéu cau.

Huéng din cach xir tri ADR

Albendazol c6 thé gay giam bach cau (dudi 1%) va phuc hoi lai
duoc. Hiém gap cac phan Gng nang hon, ké ca giam bach cAu hat,
mét bach ciu hat, hoic giam cac loai huyét clu. Phai xét nghiém
cong thire mau khi bat dau chu ky diéu trj 28 ngay va 2 tudn mot lan
trong khi diéu tri. Van tiép tuc didu tri duoc bi’ing albendazol néu
lugng bach cau giam it va khong giam ning thém.

Albendazol c6 thé 1am ting enzym gan tir nhe dén mirc vira phai &
16% nguoi bénh, nhung lai trd vé binh thuong khi ngimg diéu tri.
Kiém tra chtrc ning gan (cac transaminase) phai dugc tién hanh
truge khi bat ddu mdi chu ky diéu tri va it nhit 2 tudn mot lan
trong khi didu tri. Néu enzym gan ting nhiéu, nén ngimg dung
albendazol. Sau do lai c6 thé diéu trj bang albendazol khi enzym
gan tr& vé& murc trude didu tri, nhung cin xét nghiém nhiéu 1dn hon
khi tai diéu tri.

Nguoi bénh duge diéu trj bénh 4u trung san lgn co tdn thuong nao,
nén dung thém corticosteroid va thudc chdng co giat. Udng hodc
tiém tinh mach corticosteroid s€ ngédn can dugc nhitng con tang ap
sut ndi so trong tudn déu tién khi diéu tri bénh du trung san nay.
Bénh 4u trung san lon c6 tén thwong ndo (neurocysticercosis), ¢o
thé c6 anh huong dén vong mac tuy rit hiém. Vi vay, truéc khi
diéu tri, nén xét nghiém nhirng tén thuong vong mac cia nguoi

bénh. Ngay ca khi dung cung véi corticosteroid, bat ctr thubc nao
diét 4u tring san lon dung dé diéu tri nang 4u tring & mét hodc tiy
song ciling c6 thé gay ra tac hai khong héi phuc nén trude khi didu
tri, phai kham mat dé loai trir nang trong mét.

Liéu lwong va cach diung

Cach dung: Vién co thé nhai, nut hoic nghién va tron voi thure an.
Khéng can phai nhin d6i hoc tay.

Liéu lwong:

Bénh 4u trung san lon Cysticercus cellulosae & md than kinh:
Nguoi 16n va tré em trén 6 tudi, can ning > 60 kg: 400 mg/lan,
2 lan/ngay ubng cing véi thirc an trong 8 - 30 ngay.

Déi voi nhitng nguoi can nang dudi 60 kg: 15 mg/kg/ngay (khong
qua 800 mg/ngay), chia 2 1an, udng cung thirc an, trong 8 - 30 ngay.
C6 thé nhéc lai néu can thiét.

Chura c6 lidu cho tré dudi 6 tudi.

Bénh nang sdan ché Echinococcus: (diéu tri xen k& voi phiu thuat):
Liéu dung nhu trén, nhung mét dot diéu tri kéo dai 28 ngay, nhéc lai
sau 14 ngay nghi thudc. Ctr thé didu tri 3 dot lién tiép.

Giun diia, giun moc hodc giun toc, giun kim.

Nguoi 16n va tré em trén 2 tudi: 400 mg udng 1 lidu duy nhat
trong 1 ngay. C6 thé nhéc lai sau 3 tuan.

Tré em cho t6i 2 tubi: 200 mg 1 liéu duy nhit udng trong 1 ngay. Co
thé nhic lai sau 3 tuén.

Giun luon (Strongyloides)

Nguoi 16n va tré em trén 2 tubi: 400 mg/lan/ngay, udng trong
3 ngay. C6 thé nhic lai sau 3 tun.

Tré em cho t6i 2 tudi: 200 mg/lan/ngay, udng trong 3 ngay. Co thé
nhéc lai sau 3 tudn.

Giun Capillaria:

Ngudi 16m va tré em: 200 mg/lan, 2 1n/ngay trong 10 ngay.

Au trimg di trii ¢ da:

Nguoi 16n: 400 mg/lan/ngay, udng trong 3 ngay. C6 thé ting 1én
5 - 7 ngay ma khong thém tac dung khong mong mudn.

Tré em: 5 mg/kg/ngay, udng trong 3 ngay.

Bénh do Giardia: 400 mg/lan/ngay, ubng trong 5 ngay.

Bénh san 14 gan do Clonorchis sinensis: Tré em va nguoi 16n:
10 mg/kg/ngay, udng trong 7 ngay.

Bénh giun chi bach huyét Wuchereria bancrofti, Brugia
melafi), nhiém giun chi tiém 4n (bénh phdi nhiét déi ting bach
ciu wa eosin): diethylcarbamazin 1a thubc duoc lya chon dé
diét giun chi ca 4u trung l3n truong thanh. O cac ving co
bénh giun chi luu hanh, hang ndm cho 1 liéu don albendazol
400 mg voi diethylcarbamazin 6 mg/kg hodc ivermectin
(200 microgam/kg) ¢6 tac dung ngan chin bénh lay truyén. Diéu tri
nhw vay tiép tuc it nhit trong 5 nam.

Nhidm Toxocara (Au tring di tra ndi tang): Ngudi 16n hodc tré em
ding liéu nhu nhau 400 mg/lan, 2 1n/ngay trong 5 ngay.

Twong tac thude

Dexamethason: Néng d6 cua chit co hoat tinh albendazol sulfoxid
trong huyét twong ting hon khoang 50% khi ding phdi hop thém
dexamethason.

Praziquantel: Praziquantel (40 mg/kg) 1am ting ndng do trung binh
trong huyét tvong va dién tich dudi dudng cong cia albendazol
sulfoxid khoang 50% so vdi dung albendazol don doc (400 mg).
Cimetidin: Nong do albendazol sulfoxid trong mét va trong dich
nang san ting lén khoang 2 1in ¢ ngudi bi bénh nang san
khi ding phdi hop voi cimetidin (10 mg/kg/ngay) so véi ding
albendazol don ddc (20 mg/kg/ngay).

Theophylin: Dugc dong hoc cua theophylin khong thay déi sau khi
ubng 1 liéu albendazol 400 mg.
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Do 6n dinh va bio quan
Bao quan & nhiét d6 20 - 30 °C. Tranh 4nh sang truc tiép.

Qua liéu va xir tri
Khi bi qua li€u can diéu tri triéu ching (rtra da day, dung than hoat
tinh) va cac bién phép cap ctru hoi suc chung.

Théng tin qui ché

Albendazol c6 trong Danh muc thude thiét yéu tan duge ban hanh
lan thtr VI, ndm 2013 va Danh myc thudc tan duge thudc pham vi
thanh todn ctia quy bao hiém y té, nam 2015.

Tén thuwong mai

Albefar; Alben; Albenca 200, Albenzee; Albet 400; Albex- 400;
Alobixe; Alzed; Askaben 200, Askaben 400, Azole; BABIchoco,
Bueno, Cbhizentrax Tab, Daehwa Albendazole; Didalbendazole;
Ebnax 400; Etomol; Euroalba; Farica 400; Fucaris;, Hatalbena;
Helmzole Chewalbe; Hyaron 400; Korus Albendazole Tab; Larzole
400, Londu 100; Mekozetel; Miten-400; Pentinox; SaVi Albendazol
200, Sosworm; SP-Zentab; Unaben; Verben, Vermexin,; Vidoca;
Vinfuca, Zenbendal 400; Zumtil.

ALBUMIN

Tén chung qudc té: Albumin.
Maia ATC: BOSAAOI.

Loai thudc: Thudc tang thé tich mau, thuéc chdng ting bilirubin
huyét.

Dang thudc va ham lwong

Dung dich albumin duoc diéu ché tir huyét twong: Dung dich dam
dac 20% (lo 50, 100 ml); 25% (lo 20, 50 va 100 ml).

Dung dich déng truong 4,5% (lo 50, 100, 250 va 400 ml); 5% (lo
100, 250 va 500 ml).

Ham lugng Na* khong vuot qua 160 mmol/lit. Dung dich duoc
tiét khuan bang loc.

Albumin 14y tir mau ctia ngudi tinh nguyén khoe manh chira 4, 5,
20 hay 25% albumin huyét thanh. Ham lwong Na'*cé tir 130 - 160
mmol/lit. Ché pham khong chtra cac yéu t6 dong méau hay khang
thé nhom mau.

Duwoc Iy va co ché tic dung

Dung dich albumin diéu ché tir mau toan phan chira cac protein
hoa tan va cac chit dién giai nhung khong c¢6 cac yéu té dong mau,
khéng thé nhém mau hodc cac cholinesterase huyét twong, nén co
thé truyén ma khong can chii y dén nhom mau cta ngudi nhan.
Albumin 1a protein quan trong nhit cua huyét thanh tham gia vao
2 chirc ning chinh 1a: Duy tri 4p lyc thim thdu keo trong huyét
tuong; lién kétva van chuyén mot s& chit ndi sinh hodc ngoai sinh
nhu bilirubin, hormon steroid, va thudc ¢ trong mau.

Tac dung diéu tri ciia albumin c6 lién quan dén tac dung trén ap luc
tham thau keo ctia huyét twong; né cé thé dam nhiém téi 60 - 80%
ap luc thim thiu keo do, trong trudng hop ndng do albumin huyét
thanh binh thuong (40 - 50 g/lit). Truyén 1 g albumin vao mau co
thé 1am tang thé tich huyét twong tudn hoan 1én khoang 18 ml. Luong
dich thém nay lam giam hematocrit va d6 nhét ciia méu. Cac ché
pham albumin khong chira cac yéu to dong mau va khong gay anh
huéng dén co ché dong méau binh thudng hay lam ting hién tuong
dong von mau.

Albumin dugc phan bd trong dich ngoai té bao, trén 60% nim &
khoang ngoai long mach.

Thoi gian tac dung: Chi 15 phtt sau khi tiém albumin 25% da lam
tang thé tich mau cho nguoi bénh dugce tiép nude day du. Thoi
gian tac dung cua albumin phu thudc vao thé tich mau ban dau cua
ngudi bénh. Néu luong méu giam thi thoi gian lam tang thé tich mau
s& kéo dai trong nhiéu gid, néu lugng mau binh thudng thi thoi gian
tac dung s& ngin hon.

Thoi gian thai trir khoang 15 - 20 ngay.

Chi dinh

Giam thé tich huyét tuong cap hodc ban cap do bong, viém tuy,
chén thuong, phiu thut.

Giam albumin huyét ning kém theo giam thé tich huyét twong va
phti toan than trong diéu kién phai han ché dwa nudc va dién giai va
khéng duoc ting thé tich huyét tuong.

Diéu trj bd tro cho ting bilirubin - mau trong bénh tan huyét so
sinh.

Diéu trj bé trg trong hoi ching suy thé ngudi 16n (ARDS).

Pé 1am lodng mau trong ndi tit tudn hoan tim - phoi.

Dung dung dich albumin dé diéu tri mt méau hodc huyét tuong cap
¢6 thé gy lang phi, cac dung dich thay thé huyét twong thich hop
hon.

Chéng chi dinh
Man cam vé6i albumin nguoi. Thiéu mau ning. Suy tim. Tang thé
tich mau, phu phéi.

Than trong

Cén than trong khi ding albumin 25% cho tré dé thiéu thang vi co
nguy co gay xuét huyét trong ndo that.

Khéng khuyén céo ding albumin ngudi lam ngudn bd sung protein
calo cho ngudi bénh can hd tro dinh dudng.

Khi ding céc ché pham albumin 25% c6 do tham thau cao, c6 thé
gdy tang thé tich méau, néu khong dugc pha lodng mét cach thich
hop.

Khi ding mét luong 16n cac dung dich albumin déi véi nguoi
bénh ¢6 luu lwong tim thip, vi tang thé tich huyét tuong nhanh s&
gdy rdi loan tudn hoan (qué tai, loing mau) hodc phi phdi.

Phai theo d&i cén than nguoi bénh bi thuong hodc sau md co dung
ché phdm albumin vi huyét 4p c6 thé ting, giy chay mau & nhiing
noi chua dugc phat hién tir trude.

Trudng hop bi mat nudce, ngudi bénh cin duoc ddng thoi truyén
thém dich va chit dién giai.

Cén chu y trong truong hop phai dn han ché mudi vi cac ché pham
albumin ¢6 chira ham lugng Na™ tir 130 - 160 mmol/lit.

Dung mét lugng 16n albumin cho nguoi bénh bi r6i loan chire nang
than s& dan dén mét can bang dién giai gy nhidm kiém chuyén hoa.
Ngoai ra khi ding lwong 16n albumin, ¢6 thé phai bd sung hdng cau
dé dé phong thiéu mau.

Khong duoc dung khi dung dich da duc hay co tua.

Thoi ky mang thai
Albumin an toan cho phu nit mang thai.

Thoi ky cho con bu
Chua thiy ¢6 nguy co gdy hai do truyén albumin.

Tac dung khong mong muén (ADR)

It xay ra nhitng phan tng phu khi dung albumin nhu: Dj tng, ndi
may day, phan vé, buén non va non.

Mot sb phan tmg phan vé c6 thé do cac phan tir bi déng von trong
cac ché phém protein hodc sy c6 mat cua cac khang thé khang
protein di truyén ctia albumin nguoi.
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Huwéng din cach xir tri ADR

Truong hop xuat hién phan tng phan vé, phdi nglng truyén
albumin va xir Iy bang cc bién phép thich hop (dung khang histamin
hay diéu trj hd tro dic hiéu).

Liéu lwgng va cach dung

Liéu ding albumin phy thudc vao tinh trang 1am sang va dap ting
clia ngudi bénh va duoc xac dinh bang cach theo doi huyét ap dong
mach, huyét 4p tinh mach trung tim trong khi dung dé tranh ting
qué mirc thé tich mau.

Téc d6 truyén albumin [a 1 - 2 ml/phut (dung dich 5%) hodc 1 ml/
phut (dung dich 25%) c6 thé tang toc do truyen trong diéu tri soc.
Khong nén truyén qua 250 g/48 gio. Néu can dung qua liéu nay,
phai thay thé bang huyét tuong.

Séc do giam thé tich mdu cdp: Lidu ban ddu cho ngudi 16n 14 25 g
albumin (500 ml dung dich 5% hodc 100 ml dung dich 25%) va cho
tré em khoang 1 g/kg. Néu can thiét, nhic lai mot liéu sau 15 - 30
phat. Khi c6 xuit huyét, 6 thé phai truyén mau toan phin.

Gidam protein huyét: Liéu t6i da trong 1 ngay 1a 2 g/kg thé trong.
Bibong: Liéu dung va thoi gian tuy thudc vao dién tich bong, lidu
ding cin da dé hdi phuc thé tich huyét twong va giam hién twong
¢6 dac mau: Truyén 500 ml dung dich 5% hay 100 ml dung dich
25% cung v6i cac dung dich dién giai. Dé diéu tri bong khong
khén cép O tré em, dung tr 6,25 - 12,5 g.

Tdng bilirubin huyét ¢ tré so sinh: Ding 1 g/kg thé trong trudc khi
truyén thay mau (albumin véi liéu 1,5 - 2,5 /100 ml méu ciing co
thé duoc thém vao dich thay mau dugc truyén).

Twong tic thude

Yéu t6 hoat hoa dong mau (prekallikrein) c6 trong mot s6 16 ché
pham c6 thé kich thich bién ddi kininogen trong mau nguoi thanh
kinin gdy ha huyét ap.

Dung dich albumin nhiém nhom c6 thé giy doc cho nhimng ngudi
suy than da duogc truyén lugng 16n albumin, dan dén loan dudng
xuong va bénh 1y vé nio.

Do 6n dinh va bao quén

Céc ché pham albumin ngudi chua mé co thé bao quan duoc t6i
3 nam ¢ nhiét d¢ khong qua 37 °C va t6i 5 nam ¢ 2 - 8 °C. Tranh
dé dong lanh vi lo 6 thé niit gdy nhidm tap. Khi ¢ mo chi ding
trong vong 4 gid va virt bo phin con lai.

Tranh 4nh séng.

Twong ky

Khi truyén insulin, thudng c6 van dé insulin hap phu vao thanh
binh thity tinh va day truyén. Néu cho thém albumin 5% vao dung
dich natri clorid ¢6 chira insulin dé truyén s€ tranh duoc tinh trang
nay va d& mét insulin.

C6 thé tron 1dn albumin véi cac dung dich natri clorid dang truong,
Ringer, glucose dang trwong, duong invertose 10%; nhung khong
duoc tron 1an voi cac dung dich thiy phan protein, hdn hop acid
amin hay dung dich chua alcol.

Qui lidu va xir tri

Khi dung mét lugng 16n albumin can phai bé sung hong cau hodc
thay thé bang mau toan phan dé chdng hién twong thiéu mau xay
ra sau khi dung. Néu c6 réi loan tudn hoan hay phu phéi phai ngimg
truyén ngay va co6 bién phap xir tri dic hiéu.

Théng tin qui ché

Albumin ¢6 trong Danh muc thudc thiét yéu tan duoc ban hanh
1an thir VI, ndm 2013 va Danh muc thudc tan duogc thudce pham vi
thanh toan cta qu§ bao hiém y t&, nim 2015.

Tén thuwong mai

Albumin Inj.-GCC; Albuminar 25; Albutein; Human Albumin
Biotest; Human Albumin Baxter;, Human Albumin Behring;
Human Albumin Grifols; Human Albumin Octapharma; Relab; SK
Albumin; Vabiotech-Albumin; Zenalb 20.

ALCURONIUM CLORID

Tén chung qudc té: Alcuronium chloride.
Maia ATC: M03AAOL.
Loai thudc: Phong bé than kinh - co.

Dang thudc va ham lwgng
Dung dich tiém alcuronium clorid 5 mg/ml.

Dugc Iy va co ché tac dung

Alcuronium clorid 1a mot chat ban tong hgp benzylisoquinolinium
thugc nhom thube phong bé than kinh co canh tranh (con goi 1a
nhom thude gidn co khong khtr cuc).

Tac dung cia alcuronium tuong tu d-tubocurarin (mdt alkaloid tu
nhién), gy gidn co canh tranh (khéng khir cuc), duoc ding dé dat
no6i khi quan va 1am gidn co trong khi gdy mé dé lam phiu thuat.
Thubc phong bé thin kinh - co bing cach canh tranh véi acetylcholin
& cac thy thé tai ban van dong. Khi tiém tinh mach mét lidu thich
hop, co yéu chuyén sang liét mém hoan toan. Dau tién cac co nho,
van dong nhanh nhu co mét, ham, va thanh quan gian trudc roi
dén céc co & cac chi, than, co lién suon, va sau cung la co hoanh.
Luc d6 ho hap ngimg. Cac co phuc hoi lai thuong theo thir tu ngugce
lai, va nhu vay co hoanh thuong la co dAu tién trg lai hoat dong.
Chte nang than kinh - co tr&é lai binh thuong néu dung chat
khang cholinesterase nhu neostigmin. Thudc c6 thé gy giai phong
histamin & motmuic ¢ nao d6 va phan img dang qué man da xay rakhi
ding alcuronium. Thudc ciing c6 mot sé tac dung lam liét gidy than
kinh déi giao cam va c6 thé gdy tim dap nhanh, giam huyét ap. Véi
liéu thuong ding, sw gidn co bat dau sau 2 phut va kéo dai 20 - 30
phiat. Khi dung duong tinh mach, alcuronium phén bé rong rii khap
cac md. Thude khong bi chuyén héa va duoc thai trir chi yéu qua
nudce tiéu (khoang 80 - 85%), phan con lai (15 - 20%) bai xuét vao
mét rdi thai qua phéan. Nira doi thai trir cia alcuronium khoang 3 gio.

Chi dinh

Dung trong giy mé dé lam gidn co tao diéu kién dat noi khi quan
va trong qué trinh phiu thuat. Dung trong chim séc ting cudng
dé tao diéu kién hd trg ho hap cho ngudi bénh khong dap tng véi
thudc an than don doc (phai chic chin 1a nguoi bénh di dwogc an
than ddy du va tuong ddi bot dau).

Chong chi dinh
Suy than nang.
Bénh nhuoc co.

Than trong

Nguoi bénh bi suy hd hép, hodc méc cac bénh vé phéi hodc suy
yéu va mat nude. Phai hét ste than trong khi dung thude phong bé
than kinh co cho nhitng ngudi bénh nay vi khong thé luong trude
dap ung vai thude.

Ngudi bénh c6 tién sir hen hodc qua man véi cac thude phong bé
than kinh - co khac.

Su khang thudc co the xdy ra ¢ nguoi suy gan. Nguoi bénh suy
than, do thudc chi yéu thai qua nude tidu.

Tac dung ciia thude ting 1én khi ¢6 nhidm acid ho hép, kali huyét
giam, than nhiét cao va tac dung giam khi ha than nhiét.
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Thén trong khi dung alcuronium cho nguoi bi rdi loan chuyén
hoa porphyrin vi di ching to dwoc 1a thude da tao ra porphyrin &
dong vat.

Thoi ky mang thai

Nguoi bénh phau thuat mo cit tir cung da ding alcuronium véi lidu
15 - 30 mg, tiém tinh mach trude chuyén da 5 - 10 phut khong
thdy anh huong dén tré so sinh.

Nhu cac thude khac, ngudi mang thai chi nén ding néu that can.

Thoi ky cho con bu
Chi dung néu that can.

Téac dung khong mong muon (ADR)

Thuong gap, ADR > 1/100

Alcuronium giai phong histamin va gay phan ung dang phan vg¢,
gdy ban do, ha huyét 4p, nhip tim nhanh va co thét phé quan.
Giam nhu dong va truong luc cta da day - rudt.

It gap, 1/1 000 < ADR < 1/100

Sét cao ac tinh.

Ngtrng tho kéo dai do liét co lién suon.

Gian ddng tir néu truyén thude lugng 16n. Trong vong 6 - 24 gid
sau khi ngimg truyén, dong tir trd lai binh thuong. Didu nay rat
quan trong vi rat d& nhdm véi hién tugng chét nio & nguoi bénh
hén mé néu khong tham kham k§ vé than kinh.

Huwéng dén cach xir tri ADR

Nhit thiét phai duy tri ho hap cho ngudi bénh cho t6i khi tw thé hoi
phuc hoan toan; ngoai ra, thuong cho neostigmin tiém tinh mach
cung vé6i atropin dé thuc ddy hdi phuc nhanh. Phai giam sét chat
ch& dé chic chin gian co khong tr lai. Khi giam huyét ap ning can
phai truyén dich va phai than trong khi ding thudc nang huyét ap.
bat ngudoi bénh 6 tu thé dé mau tinh mach tir cac co tré vé tim dé
dang. C6 thé cho mot thude khang histamin trude khi cho thube
phong bé than kinh - co, nhu vy c6 thé ngan chin cac ADR do
giai phong histamin & ngudi bi hen hodc d& bi co that phé quan
(xem thém muyc “Qué liéu”).

Liéu lwong va cich ding

Liéu luong phu thudc vao timg ngudi bénh, tuy theo dap img va co
thé thay déi tuy theo thu thuat, cac thudc da dung cho ngudi bénh
va tinh trang ngudi bénh. Can phai giam sat mirc do liét ciia cac co
dé giam nguy co qua liéu.

Ban dau ding lidu 150 - 250 microgam/kg, tiém tinh mach. Liéu
bd sung: 1/6 dén 1/4 liéu ban dau dé dam bao tac dung gidn co kéo
dai thém tuong tw nhu 1an dau (khoang 20 - 30 phiit).

Tré em: 125 - 200 microgam/kg thé trong.

Tré em va tré mai sinh can giam liéu vi co su ting nhay cam véi
thude.

Ngudi bénh bi 2 phau thuit trong vong 24 gid can dung liéu thp
hon.

Ngudi bénh bi bong, liéu twong tng véi d6 rong ciia vét bong va
thoi gian sau ton thuong. Néu bong trén 40% dién tich co thé, liéu
can tang 1én 5 14n so véi ngudi binh thuong.

Nguoi bénh co ph?lu thuat v6i tudn hoan ngoai co thé, n6ng do
thudc & huyét twong tang dang ké, xap xi 4 lan binh thuong, can
giam lidu trong cac trudng hop nay.

Vi ngudi bénh suy than: Phai giam lidu vi thude thai trir chii yéu
qua than. Tuy nhién, da ding liéu 160 microgam/kg thé trong cho
ngudi ghép thdn ma khong thiy su ¢d. Thoi gian tac dung trung
binh cua lidu nay kéo dai 37 phut. Cudi cting c6 thé hdi phuc chirc
ning than kinh - co bang atropin va neostigmin.

Twong tac thude

Dung phéi hop véi khang sinh: Tac dung cua alcuronium duoc kéo
dai boi clindamyecin, colistin, kanamycin, neomycin, polymyxin,
streptomycin, tetracyclin, tobramycin, framycetin, lincomycin,
amikacin, gentamicin va nhirng khang sinh aminoglycosid khac.
Diung phdi hop voi thubc mé: Ether, cyclopropan, halothan,
ketamin, methoxyfluran, enfluran, isofluran, thiopental, etomidat
kéo dai tac dung ctia alcuronium.

Do 6n dinh va biao quan
Dung dich 1% trong nudc c6 pH tir 4,0 - 6,0. Bdo quén trong lo
kin, noi thodng mat.

Twong ky,

Twong ky véi cac dung dich kiém, thi du cac dung dich barbiturat
nhu natri thiopental. Khong dung chung bom tiém hoac chung kim
tiém véi cac thude trén.

Qua lidu va xir tri

Ngung tho kéo dai do ligt co lién suon, co hoanh gay tryy tim
mach, va nhirng tac dong do giai phong histamin, néu ding qua
liéu.

Cin hd trg ho hép cho dén khi tu thd duoc, mit khac, dung
neostigmin metylsulfat 2 - 3 mg hodc edrophonium clorid 10 mg
tiém tinh mach phéi hop véi atropin sulfat 0,6 - 1,2 mg.

Néu huyét 4p giam manh nén truyén dich thay thé va dung than
trong thudc gy tang huyét ap.

Nén ding thudc khang histamin true khi phong bé than kinh - co
dé ngan chan tac dung phu do histamin gdy ra & ngudi bénh hen hay
d& bi co thit phé quan.

Théng tin qui ché
Alcuronium clorid ¢6 trong Danh muc thudc thiét yéu tan duoc ban
hanh 1n thir VI, nam 2013.

ALDESLEUKIN
(interleukin-2 tai to hop)

Tén chung quéc té: Aldesleukin.
Mai ATC: LO3ACOI.
Loai thudc: Chét diéu bién dap tung sinh hoc, thudc chdng ung thur.

Dang thudc va ham lwgng

Thubc tiém: Bot mau tring, vo khuan, ¢ chira 18 x 10° dvqt/mg
aldesleukin, dong trong cac lo thuy tinh (5 ml).

Khi pha vé6i 1,2 ml nuéce cét pha tiém, mdi ml dung dich c6 chira
18 x 10° dvqt (1 mg) aldesleukin, 50 mg manitol, 0,2 mg natri
dodecylsulfat va dém natri phosphat dé co pH 7.5 (trong khoang
7,2 -17,8).

Duge ly va cor ché tac dung

Interleukin-2 (IL-2) 1a mdt cytokin dugc san xut boi cac lympho
bao T hoat héa. N6 gin vao cac thy thé té bao T dé gay dap ung
tang sinh va biét hoa thanh cac té bao diét, dugc hoat hoa boi
lymphokin (LAK) trong mau va céc lympho bao thim nhiém vao
khéi u (t& bao TIL) tai cac u déc hiéu. Aldesleukin (interleukin-2
tai t6 hop; rIL-2) 1a cac phan tir khong glycosyl hoa, duoc tao ra
bang cac ky thuat tai to hop DNA & vi khuan Escherichia coli.
Loai IL-2 nguoi tai tb hop nay khac voi IL-2 tu nhién & cac dic
diém sau:

Phan tir khong bi glycosyl hoa, vi do E. coli tao ra. Phan tir khong
¢6 alanin N tan cung.
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Trong phén tir ¢6 sy thay thé serin cho cystein tai vi tri acid amin 125.
Su thay di ctia 2 acid amin nay da tao ra mot san pham IL-2 dong
nhét hon. Cac hoat tinh sinh hoc cta aldesleukin va IL-2 tu nhién
cua nguoi (mot lymphokin tao ra mdt cach tu nhién) twong tu
nhau; ca 2 déu diéu hoa dap mg mién dich. Sir dung aldesleukin
cho thdy lam giam sy phat trién va lan rong cta khdi u. Co ché
chinh x4c cua sy kich thich mién dich thong qua aldesleukin dé co
hoat tinh chéng khdi u hién van con chura dugce biét rd.

Duoc dong hoc

Hap thu: Thu6c khong hap thu theo duong udng. Sau khi tiém hozc
truyén vao tinh mach, khoang 30% lidu dugc tim thiy trong huyét
turong. Thudc nhanh chong dwoc phan bd vao khu vire ngoai mach,
di vao phéi, gan, than va lach.

Phan bé: Hoat tinh sau khi tiém tinh mach: ¢6 thé do duoc
interleukin-2 trong dich ndo tiy cua nguoi bénh.

Chuyén hoa: Hon 80% tong sd aldesleukin phan bd vao huyét
tuong, thanh thai ra khoi tudn hoan va c6 & than duge chuyén hoa
thanh acid amin & cac té bao ctia 6ng luon gan.

Nira doi phan b 1a 13 phit; nira doi thai trir [a 85 phiit.

Thoi gian tac dung: Su thoai trién khdi u ¢6 thé con tiép tuc cho
dén tan 12 thang sau khi bat dau diéu tri.

Thai trir: Thude duge thanh thai ra khéi tudn hoan béng cach loc
qua tiéu cAu than va duoc bai tiét theo nudc tidu. Toc d6 thanh thai
trung binh & ngudi bénh ung thu 1a 268 ml/phut.

Chi dinh

Ung thu biéu m6 té bao than giai doan di can. Ung thu hic t6.
Bach céu cép thé tuy.

U lympho 4c tinh khong Hodgkin. Nhiém HIV,

Sarcom Kaposi.

Chéng chi dinh

Ngudi bénh c6 tién str qua man véi interleukin-2 hodc bét cir thanh
phin nao trong ché phim aldesleukin.

Ngudi bénh c6 xét nghiém stress v6i thali bat thuong hodc cac xét
nghiém chirc ning phdi bat thuong. Ngudi bénh c6 co quan dj ghép.
Khong dugc diéu tri lai bang aldesleukin ¢ cic ngudi bénh c6 biéu
hién nhiém doc trong dot diéu trj trudc nhu:

Nhip nhanh that duy tri (> 5 nhét bop).

R&i loan nhip tim khong kiém soat dugc hodc khong dép tng vai
diéu tri.

Pau nguc tai phat kém theo thay dbi dién tim dd, phu hop vé6i dau
thét nguc hodc nhdi méu co tim, dat ndi khi quan trén 72 gio.
Chen ép mang ngoai tim.

R6i loan chtrc ning than dang phai loc than trén 72 gio.

Hon mé hodc loan than do nhidm doc kéo dai trén 48 gio, co giat tai
phét hoic kho kiém soat.

Thiéu méau cuc bd & rudt hodc thing rudt.

Chay mau duong tiéu hoa doi hoi phai phau thuat.

Thén trong

Aldesleukin c6 doc tinh rat cao. Poc tinh ctia IL-2 ¢ thé 1a do lam
giai phong cac cytokin nhu TNF-a, IFN-y, IL-1, IL-6 va IL-8. Céac
tac dung phu cua aldesleukin hay xay ra thuong la nang va déi khi
gdy chét nguoi. Ty 16 tir vong do doc tinh cua thude & bénh nhén 1a
4% do nhdi mau co tim, suy hé hap, nhidm doc ¢ bd may tiéu hoa
hodc nhidm khuan huyét. Poc tinh ciia IL-2 ty 1& voi lidu ding va
phéc do diéu tri. Ding liéu thap va truyén lién tuc hodc tiém dudi
da dwoc nhiéu ngudi wa chudng hon 1a dung liéu cao hodc ding
mot 1n vi c6 hiéu qua va an toan, nhat 12 v6i bénh nhan ngoai tru.
Céc triéu ching gap ¢ moi bénh nhan dung IL-2 lidu cao 12 mét
moi toan than, sbt, rét run, nhuoc co. Tuy ¢c6 thé lam giam cac triéu
chimg nay bang acetaminophen, indomethacin, meperidin nhung

ching van 1a nhirng nguyén nhan khién phai ngimg dung thudc.
Ngudi bénh can ¢6 chirc ning tim, phoi, gan va than kinh trung
wong binh thuong khi bit dau diéu tri. Ngudi bénh di cat than van
¢ thé duoc chon dé didu tri néu néng do creatinin huyét thanh
< 1,5 mg/decilit.

Tac dung khong mong mudn hay gap va thuong nang, doi khi gy
tr vong.

Hoi chimg thoat mao mach xudt hién ngay sau khi bt diu dung
aldesleukin, do tang su thoat mach cta protein va dich, giam truong
lwc mach méu. O da sb nguoi bénh, didu nay dan dén giam ddng thoi
huyét 4p dong mach trung binh trong vong 2 dén 12 gid sau khi
bat dau diéu tri. Néu tiép tuc dung thudc thi s& xay ra huyét ap ha
mot cach dang ké trén 1am sang (dugc xac dinh khi huyét ap tim
thu thdp hon 90 mmHg hodc giam 20 mmHg so v&i huyét ap tam
thu co ban cuia ngudi bénh) va hién tugng giam tudi mau s€ xay ra.
Thém vao d6, su thoat mach cua protein va dich vao khoang ngoai
mach s& dan dén phu va tran dich.

Phai déc biét than trong khi dung thude cho nguoi co van d& vé tim
va phdi.

Thoi ky mang thai

Chua c6 nghién ctru trén nguoi mang thai.

Su nguy hiém cho thai bao gdm ca cac phan tng khong mong
mubdn thdy & nguoi 16n dung thube. Puoc khuyén céo nén st dung
thudc ngira thai trong thoi ky diéu tri chéng khéi u noi chung.

Thoi ky cho con bu

Chura biét aldesleukin c6 duoc phan b vao sita hay khong, vi da s6
thude duoc bai tiét qua sita me va vi aldesleukin c6 tiém ning gay
ADR cho tré bu sita me ding thudc, nén cin can nhic phai ngimg
thudc hay ngimg cho tré b, ¢é tinh dén mirc d6 quan trong ciia
ding thudc déi voi ngudi me.

Tac dung khong mong muén (ADR)

Thwong gap, ADR > 1/100

Tim mach: Loan nhip, nhip nhanh xoang, phi bao gdm ca phu
ngoai vi co tri¢u chirng chén ép day than kinh hodc mach mau, ha
huyét ap, hoi chimg thoat mao mach.

Than kinh trung wong: Chong mat, dau, s6t, on lanh, khé chiu,
yéu ot.

Da: Kho da, ban do dang dat, ngura.

Tiéu hoa: Budn nén, nén, tang can, ia chdy, viém miéng, an kém
ngon miéng.

Huyét hoc: Thiéu méau, giam tiéu cau, taing bach cau lympho, giam
bach cu, tang bach cAu va acid.

H6 hip: Phii phoi, sung huyét phoi, tran dich mang phdi, kho tho.
Than: Thiéu niéu, vo niéu.

Gan: Vang da.

Noi tiét va chuyén hoa: Thiéu ning giap trang.

Khac: Nhiém khuén, thay ddi trang thai tim than.

It gap, 1/1 000 < ADR < 1/100

Tim mach: Thiéu méu cuc bd co tim hodc nhdi mau co tim.
Than kinh trung vong: Pau dau.

Da: Rung toc, viém da troc véy.

Tiéu hoa: Co trudng, chay mau duong tiéu hoa, viém ludi, hoai tur
rudt hodc thung rudt do thiéu méu cuc b, tio bon.

H6 hip: Suy ho hép, tho nhanh, thd kho kheé.

Co xuong: Pau khép hodc dau co.

Thi gidc: Nhin mo hodc nhin déi.

Hiém gdp, ADR < 1/1 000

Tim mach: Suy tim sung huyét, viém ndi tAm mac, viém co tim,
bénh 1y co tim, tran dich mang tim.

Huyét hoc: Huyét khéi.
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Than kinh: Hén mé, dong kinh, dot quy
Khac: Hoai tir, dau hoac téy do noi tiém.

Huéng din cach xir tri ADR

Piéu tri hoi chung thoat mao mach truée hét phai theo ddi lugng
dich ciia ngudi bénh va tinh trang tudi mau co quan. Didu nay
dugc thuc hién biang cach thudng xuyén do huyét 4p, mach va theo
ddi chirc nang cac co quan bao gdm déanh gia trang thai than kinh va
lugng nude tiéu. Dt catheter va theo dai ap lyc tinh mach trung tam
dé danh gia sy giam thé tich mau.

Cén phai linh hoat trong viéc st dung dich va thudc ting ap dé duy
tri s tu6i mau co quan va huyét ap. Do vdy, phai that than trong
trong viéc diéu tri ngudi bénh c6 yéu cau bat bude phai sir dung
mot luong dich 16n (vi du nguoi cé tang calci mau).

Ngudi bénh bi giam thé tich mau dugc diéu tri bang cach truyén
tinh mach dich duéi dang dung dich hodc dich keo. Thudong truyén
dich tinh mach khi ap sudt tinh mach trung tdm dudi 3 - 4 cm H,0
(do ¢ tinh mach chu trén), duéi 8 cm H,0 (do ¢ tinh mach cha
du6i). DBé hiéu chinh giam thé tich méau phai truyén nhiéu dich theo
duong tinh mach, nhung can than trong vi néu dung nhiéu dich ma
khéng kiém soat c6 thé dan dén phu né va tran dich.

Diéu tri phu, cb trudng hodc tran dich mang phéi phu thude vao
truyén dich, dé hodc khong gy ra giam thé tich mau (vi du tudi
mau co quan bj thiéu) hodc khong gy @ dich (vi du phii phdi).
Khi theo ddi chirc ning phdi néu thdy ap sudt oxygen dong mach
(P,O,) giam phai cho ngudi bénh thd oxygen.

Dung aldesleukin ¢ thé gy thiu mau va/hodc giam tiéu cau.
Can truyén hong cau dé giam bét thiéu mau, dong thoi dam bao
kha ning van chuyén ti da oxygen. Truyén tiéu cau dé giai quyét
viée giam s6 luong tidu cdu tuyét ddi va giam duge nguy co chay
mau duong tiéu hoa.

Hoi ching gia ciim: bibu tri bﬁng paracetamol hodac mot thube
chdng viém khong steroid (nhu ibuprofen, indomethacin), dung
ngay trudc khi bit dau liéu phap aldesleukin va tiép tuc cho dén
12 gid sau lidu thube cudi cing. Nho d6 c6 thé giam thiéu nguy co
gdy ra bt va/hodc mtrc d6 nang cua s6t, cling nhu mot $6 céc triéu
chimg gid ciim hodc cac tdc dong phu khéc. Trong céc thir nghi¢ém
lam sang, ngudi ta con dung meperidin dé kiém soat triéu ching
rét run lién quan t6i sot.

Anh hudng d6i voi gan: Nhiing tic dung khong mong mudn déi
v6i gan noi chung ¢ thé giam trong vong 5 - 7 ngdy sau khi nging
st dung aldesleukin.

C6 thé dung cac thudc chng non va chdng ia chay dé diéu tri cac
tac dung phu ddi véi hé tiéu héa. Cac tac dung nay ciing c6 thé hét
sau 12 gio khi dung lidu aldesleukin cudi cing.

Nhitng diéu ddc biét quan trong khi theo doi nguoi bénh:

Trong lugng co thé;

Dién giai d6 huyét thanh;

Céc diu hiéu séng: Nhiét do, mach, huyét ap va tan s tho;

Chtrc nang tim, ké ca test vé6i thali;

Hematocrit hodc hemoglobin, s6 lugng bach ciu (tong sb va cong
thirc bach céu); ) luong tiéu cAu; Chire nang gan;

Chttc nang than,;

Chirc ning phdi bao gom khi mau dong mach;

Chtre nang tuyén giap.

Liéu lwong va cach ding

Cdch pha thuéc tiém:

Aldesleukin tiém duoc pha dé dung theo dudng tinh mach hoic
du6i da bang cach thém 1,2 ml nu6e cit vo khudn tiém vao lo (bom
tryc tiép dich pha thudc vao thanh lo va xoay nhe dé tranh lam nodi
nhiéu bot) nhdm tao ra dwoc mot dung dich trong, khong mau c6

chira 18 triéu don vi cho mdi ml. Khong duoc 14c 1o thube.

Dé truyén tinh mach nhanh, cin phai pha lodng thém dung dich da
pha nay vao 50 ml dung dich tiém dextrose 5%.

Dé han ché cac tac dung phuy, trude khi tiém aldesleukin can dung
céc thudc sau: 1) thude khang H,; 2) thude chdng non; 3) thude
chéng ia chay; 4) khang sinh phong bdi nhidm. Nén ding thém
cac thudc trén t6i 12 gior sau khi ding liéu aldesleukin cudi cing.
Ung thu biéu mé than:

Mbi dot diéu tri gdm c6 2 chu ky 5 ngay, cach nhau 9 ngay. Cur 8 gid
truyén tinh mach trong 15 phit, liéu 600 000 don vi/kg (0,037 mg/kg)
v6i téng cong t6i da 1a 14 lidu. Sau dot nghi 9 ngay, lap lai phac
dd trén. Mot dot diéu tri t6i da 1a 28 lidu. Néu khdi u thuyén giam va
khong co chéng chi dinh thi ¢6 thé dung lai mot dot nira sau 7 tuln.
Hodc: Lidu 720 000 don vi/kg cir 8 gio mot lidu x 12 liéu. Sau 10 -
15 ngay co thé lap lai dot 2.

U hdc t6:

Pon tri liéu: Liéu 600 000 don vi/kg cu mdi 8 gio dung 1 lidux 14
lidu (t6i da). Sau 9 ngay lap lai dot 2 (téng cong 2 dot 1a 28 lidu).
Néu tén thuong thuyén giam va khong c6 chéng chi dinh thi sau 7
tudn c6 thé ding thém 1 dot nita.

Hodc: liéu 720 000 don vi/kg cir mdi 8 gio dung 1 lidu x 12 - 15
lidu. Sau 14 ngay c6 thé lap lai dot thir 2.

Két hop v6i hoa tri liéu: 1) 9 tridu don vi/m® dién tich da/ngay,
truyén tinh mach lién tuc 24 gid trong 4 ngay. Nghi 3 tuan rdi lap lai
dot 2. Piéu tri 4 dot; hodc 2) 9 triéu don vi/m? dién tich da/ngay,
truyén tinh mach lién tuc 24 gio tir ngay 5 dén ngay 8, tir ngay 17
dén ngay 20 va tir ngay 26 dén ngay 29; mdi chu ky 42 ngay x 5 chu
ky; hodc 3) 9 triéu don vi/m* dién tich da/ngay, truyén tinh mach
lién tuc 24 gio trong 4 ngay; lap lai sau 3 tuan; diéu tri 1am 6 dot
(chu ky).

Bach cau cdp thé tuy ¢ tré em:

9 triéu don vi/m? dién tich da/ngay, tmyén tinh mach lién tuc 24
gio trong 4 ngay. Sau dot nghi dai 4 ngay truyén 1,6 triéu don
vi/m® dién tich da/ngay, truyén tinh mach lién tuc 24 gio trong 10
ngay lién tuc.

Twong tic thube

Gidm doc tinh: Corticosteroid lam giam ddc tinh cua aldesleukin
nhung khong nén dung vi c6 thé giam hiéu lyc cia lymphokin.
Téang djc tinh: Aldesleukin c6 thé anh huong dén than kinh trung
wong; boi vy, trong tac thube co thé xay ra néu sir dung dong thoi
vé6i cac thube hudng than (vi du thude ngu, thude giam dau, chéng
nén, thube an than).

Céc thude chen beta va cac thudc chéng tang huyét ap co thé 1am ha
huyét 4p trdm trong thém khi dung cung véi aldesleukin.

Tuong tac mugn voi thuéc can quang cé iod: Cac phan ung cap:
s6t, rét run, budn ndn, nodn, ngua, ndi ban, ia chay, ha huyét ap, phu,
thiéu niéu co thé gap trong vong 1 - 4 gid sau khi ding thudc can
quang c6 iod, nhung da sb nhiing phan @ng nay dugc thong bao
xay ra khi ding thudc can quang c6 iod trong vong 4 tudn hodc
nhiéu thang sau lidu ding aldesleukin cudi cing.

Do 6n dinh va bio quan

Bdo quan: Giitr & nhiét do 2 - 8 °C, trir khi c6 huéng din dic biét
khac ctia nha san xudt. Tranh dé dong lanh.

D¢ on dinh: Dung dich da pha va hoa loang phai dé i lanh vi thube
khong chira chit bao quan. Dung dich da pha can dugc sir dung
trong vong 48 gid. Thube ding con thira phai loai bo.

Twong ky,

Khéng st dung nudc cit tiém co chat kim khuan hodc dung dich
natri clorid 0,9% dé pha thubc vi s& lam tang két tia thudc.
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Qui lidu va xir tri

Cac tac dung phu xay ra khi dung aldesleukin thuong lién quan véi
lidu. Str dung nhiéu hon liéu khuyén céo thudng lam xuét hién cac
doc tinh nhanh hon. Céc tac dung phu néi chung s& hét khi ngimg
thude vi nira doi ctia thude ngan.

Cén diéu tri hd tro di voi bat cir triéu chimg nao van con kéo dai.
Céc dgc tinh de doa tinh mang dugc cai thién béng cach tiém tinh
mach dexamethason, tuy nhién thudc nay c6 thé lam giam hi¢u qua
diéu tri cta aldesleukin.

ALENDRONAT NATRI
(Muoi natri ctiia acid alendronic)

Tén chung qudc té: Alendronate sodium.

Ma ATC: MO5BA04.

Loai thudc: Chét tc ché tiéu xuong.

Dang thudc va ham lwong

Ham lugng tinh theo alendronat natri trihydrat (alendronat).
Vién nén: 5 mg, 10 mg, 40 mg, 70 mg;

Dung dich udng: 70 mg.

Dugc Iy va co ché tic dung

Alendronat 1a mot aminobisphosphonat tdng hop, mot chat dong
ddng cua pyrophosphat, c6 tic dung dic hiéu wc ché tiéu xuong.
Khac v&i pyrophosphat nhung giéng etidronat va pamidronat,
alendronat khong bi cac phosphatase thuy phan. Cac nghién cuu
tién 1am sang cho théy alendronat tich tu chon loc & cac vi tri ti€u
xuong dang hoat dong, noi ma alendronat trc ché su hoat dong cua
cac hity c¢bt bao. Alendronat gén vao xuong va c6 nira doi dao thai
cubi cing kéo dai toi trén 10 ndm; tuy nhién alendronat van co
hoat tinh duoc l)’/ khi ga"ln vao khung xuong. Céc nghién ctru lam
sang cho thay diéu tri bang alendronat c6 thé lam tang dang ké khoi
luong xuong & xuong cdt sdng, c6 xwong dui va mau chuyen
Trong cac nghién ctru 1am sang & phu nit mén kinh tir 40 dén 85
tudi bi lodng xwong (duoc xac dinh 1a c6 khdi lwong xuong thap,
it nhat 1a 2 do léch chuan duéi trung binh ctia thoi ky trude man
kinh) diéu tri bang alendronat lam giém dang ké s6 lan gay dot
song sau 3 nam dung thude. Mat do chat khoang & xuong tang 1o
sau 3 thang diéu tri bing alendronat va con tlep tuc trong sudt qua
trinh ding thudc. Tuy nhién sau 1 - 2 nam diéu tri, néu ngimg liéu
phap alendronat thi khong duy tri dugc su ting khdi lugng xuong.
Diéu d6 chimg t6 phai lién tuc diéu tri hang ngay méi duy tri dugc
hiéu qua chira bénh.

Duoc dong hoc

Alendronat dugc hap thu it theo dudng udng. Hap thu thude giam
boi thie 3n, boi cac chét chira calci hay céc cation da hoa tri. Kha
dung sinh hoc duong udng khoang 0,4% néu udng 30 phut trude khi
an; va hau nhu khong dang ké néu udng trong vong 2 gid sau khi
an. Khoang 78% thudc dugc hap thu gin véi protein huyét twong.
Thube khong bi chuyén hoéa; khoang mot nira thude duge hép thu
duoc dao thai qua nude tiéu; ntra con lai duoc gitt lai 6 xuong trong
mot thoi gian dai.

Chi dinh

Diéu tri va du phong loang xwong & phu nit man kinh, diéu tri
lodng xwong & dan 6ng. Trong diéu trj lodng xuwong, alendronat
lam tang khoi lugng xuong va ngin nglra gy xuong, ké ca khop
héang, ¢b tay va dét séng (gdy do nén dét sdng).

Du phong lodng xuong cho phu nit ¢6 nguy co mac lodng xwong
hodc cho ngudi mong mudn duy tri khdi lvong xuong va giam nguy
co gdy Xuong sau nay.

Dy phong va diéu tri loang xwong do dung corticosteroid.

Diéu trj bénh xuong Paget: cho ngudi bi bénh Paget ¢ phosphatase
kiém cao hon it nhit hai 1an gidi han trén cia binh thuong, hodc
ngudi co triéu chig bénh, hodc ngudi ¢ nguy co mac bién chimg
sau nay do bénh do.

Chéng chi dinh

Di dang thuc quan (vi du hep hodc khong gian tam vi) lam cham
thao sach thyc quan.

Khéng c¢6 kha ning ding hodc ngdi thing trong it nhat 30 phut;
ngudi co nguy co sic khi udng.

Mic bénh & duong tiéu hoa trén (kho nudt; bénh thuc quan; viém
loét da day ta trang).

Qué mén v&i bisphosphonat hodc véi bat ky thanh phan nao trong
ché pham.

Giam calci huyét.

Suy than nang.

Théan trong

Pi ¢6 bao céo vé cac bién ¢b & thuc quan, viém thuc quan, loét
thuc quan, trgt thuc quan, doi khi kém chay mau, ¢ nguoi bénh
dang diéu trj bang alendronat. Trong mot sé trudng hop, nhing
tai bién nay ning, phai ndm vién. Vi vay, thdy thudc va bénh nhan
phai canh giac trudc moi déu hiéu hodc triéu chung bao hi¢u phan
mg cua thuc quan (khé nudt, nubt dau hodc thiy bong rat sau
xuong tic); bénh nhan can bao ngay cho thay thudc va ngimng udng
alendronat. Nguy co méc tai bién ning vé thie quan gip nhiéu hon
& nhitng ngudi bénh nim ngay sau khi uéng alendronat va/hodc
khéng nudt vién thude véi mot cde nude ddy (180 - 240 ml) va/hodc
van tiép tuc udng alendronat sau khi di thiy nhimng triéu chimg cua
kich tng thuc quan. Vi vay viéc cung cp nhiing chi dan day du vé
ding thudc cho ngudi bénh hiéu duoc 1a rit quan trong.

Vi alendronat c6 thé kich tmg niém mac dudng tiéu hoa trén va
kha nang lam cho bénh xau di, can than trong khi dung alendronat &
nguoi bénh c6 bénh ly dang hoat dong vé duong tiéu hoa trén (thi du
kho nubt, cac bénh thuc quan, viém da day, viém ta trang hoac loét).
Phai diéu tri chung giam calci huyét true khi bit dau diéu trj bang
alendronat. Cling phai diéu trj mot cach hiéu qua cac r6i loan khéc
vé chuyén héa vo co (thi du thiéu hyt vitamin D).

Phai chi dan ngudi bénh bd sung calci va vitamin D, néu luong
hang ngay trong khau phan an khong du.

Thoi ky mang thai

Thong qua tac dung trén can bing calci ndi méi va chuyén hoa
xuong, alendronat c6 thé gy ton hai cho bao thai hodc cho tré méi
sinh. D3 thiy nhitng trudng hop dé kho va tao xuong khong hoan
chinh trong nhitng nghién ciru trén dong vét. Khong loai trir didu do
ciing c6 thé lién quan dén nguoi, nén khong duge dung alendronat
trong thoi ky mang thai.

Thoi ky cho con bu

Khéng biét alendronat c6 bai xuét vao sita me hay khong. Vi nhiéu
thudc bai xuat vao sira me, can than trong khi dung alendronat cho
phu nit dang trong thoi ky cho con bu.

Tac dung khong mong muén (ADR)

Trong céac nghién ciru 1dm sang, cdc phan ung c6 hai do dung
alendronat thudong nhe va n6i chung khéng can phai ngimg thude.
Ty 18 tac dung khéng mong mudn ting dang ké & nguoi diéu tri
bénh xwong Paget v6i lidu 40 mg/ngay, chi yéu la tac dung khong
mong mudn & duong tiéu hoa.

Thuong gap, ADR > 1/100

Hé than kinh trung wong: Nhirc dau (2,6%); dau (4,1%).
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Ti€u hoa: Déy hoi (2,6%); trao ngugc acid (2%); viém loét thuc
quan (1,5%); nudt kho, chuéng bung (1%), ia chay.

It gap, 1/1 000 < ADR < 1/100

Da: Ban, ban d6 (hiém).

Tiéu hoa: Viém da day (0,5%).

Hiém gap, ADR < 1/1 000

Di Ging véi alendronat noi riéng va bisphosphonat ndi chung.

Ao thinh giac, 16i loan thi giac. Hoai tir xwong ham, hu khép ham.
C6 thé gay xwong dui khi dung thude kéo dai.

Liéu lwgng va cich ding

Alendronat dung theo dudong udng. Dé d& hap thu alendronat, phai
udng thube vao budi sang; udng véi nhiéu nude (khoang 180 - 240
ml; khong ding nuée khoang). Udng thude xong phai doi it nhét
30 phut rdi méi an, uéng, hodc dung mot thudc khac; nhu thé s&
lam alendronat duoc hip thu tét hon. Ngay ca khi udng thude véi
nudce cam hodc ca phé thi sy hap thu ciia alendronat ciing bi giam
rd rét. Phai huéng dan nguoi bénh khong mut hodc nhai vién nén
alendronat. Phai hudng din nguoi bénh khong duoc ndm trong it
nhét 30 phut sau khi uéng alendronat dé thudc vao da day d& dang
va giam nguy co kich tng va gy tén thuong thuc quan (viém,
loét, trot, thing). Ngoai ra, phai huéng din ngudi bénh khong udng
alendronat vao lic di nga hodc trude khi ddy trong ngay.

Trude khi bit dau dung alendronat, phai diéu trj chimg giam calci
huyét va nhing rbi loan anh huéng dén chuyén hoa chét khoang
nhu thiéu vitamin D, suy tuyén giap. Can theo ddi calci huyét
trong qua trinh diéu tri bang alendronat. C6 thé dung két hop voi
vitamin D trong tri li¢u.

Diéu tri lodng xwong cho phu nit man kinh va cho dan éng, liéu
khuyén cdo 12 10 mg mot 1an mdi ngay. Hodc 70 mg udng 1 1an,
mdi tudn 1 14n; néu quén udng thi ubng bu ngay sang ngay hém sau
khi nh&; khong udng 2 liéu trong mot ngay.

Tinh an toan va hiéu qua cua alendronat & nam gidi loang xuong
hodc ¢ tré em chua dugc xac dinh.

Pé dir phong lodng xwong & phu nit sau mén kinh, liéu khuyén céo
1a 5 mg mot lan mdi ngay. Tinh an toan cua diéu tri hodc du
phong lodng xwong bang alendronat dung kéo dai trén 4 nim
chua duoc nghién ciru; cac nghién ciru kéo dai dang duoc tién
hanh.

Pé du phong va diéu tri lodng xwong do ding corticosteroid: Liéu
khuyén cdo 1a 5 mg mdi ngdy véi phu nit sau man kinh c6 dung liéu
phap thay thé hormon; liéu 10 mg mdi ngay v6i phu nit sau min
kinh khong dung liéu phap thay thé hormon.

Bé diéu tri bénh xuong Paget, liéu alendronat thuong ding cho
ngudi 16n 12 40 mg mot 1an mdi ngay trong 6 thang. C6 thé diéu tri
lai bénh xwong Paget bang alendronat cho nhitng ngudi bénh b tai
phat qua danh gia sau diéu tri 6 thang, dua vao sy ting phosphatase
kiém trong huyét thanh (mot chi s can dinh ky xét nghiém).

Chii y: Khong can thiét phai diéu chinh liéu cho ngudi cao tudi
hoic cho nhitng ngudi bi suy than tir nhe dén vira (d6 thanh thai
creatinin tir 35 t61 60 ml/phut).

Khéng khuyén céo ding alendronat cho ngudi bi suy than ning hon
(46 thanh thai creatinin < 35 ml/phut) do con thiéu kinh nghiém.
Vi dd c6 bang ching 1a alendronat khong chuyén héa hodc bai
xudt vao mat, nén khong c6 nghién ctru nao duoc tién hanh &
ngudi bénh suy gan. Diéu chinh lidu dung 1a khong can thiét trong
truong hop nay.

Twong tac thude

Estrogen: An toan va hidu qua cua viéc st dung dong thoi liéu
phép thay thé hormon va alendronat cho phu nir sau man kinh chwa
duoc xéc dinh, vi vay khuyén cao khong nén dung déng thoi.

Sita, cac chit bd sung calci, magnesi hodc céc thudc chira nhom
(chéng acid): Co thé 1am giam hép thu alendronat. Vi vy nguoi
bénh phai chd it nhit nira gior sau khi ung alendronat méi dung bét
ky thudc nao khac.

Ranitidin tiém tinh mach lam tang sinh kha dung alendronat duong
ubng.

Thubc chéng viém khong steroid (NSAID): Dung phdi hop véi
alendronat c6 thé ting nguy co loét da day, nén phai than trong khi
phéi hop.

Sat: Thudc udng c6 sat lam giam hap thu alendronat.

Khéng sinh aminoglycosid: Tang nguy co giam calci huyét néu
duoc dung dong thoi.

bo 6n dinh va bdo quén

Béo quén trong d6 dung kin ¢ nhiét d6 phong (15 - 30 °C).

Qua lidu va xir tri

Khong c6 thong tin riéng biét vé didu tri qué lidu alendronat. Giam
calci huyét, giam phosphat huyét, va cac phan ng khong mong
mudn & duong tiéu hda trén nhu r6i loan tiéu hoa ¢ da day, o nong,
viém thyc quan, viém hodc loét da day c6 thé do ubng qua liéu
alendronat. Nén cho ding sita va cac chit khang acid dé lién két
alendronat. Do nguy co kich g thuc quan, khong dugc gay non
va ngudi bénh van phai ngdi thing ding. Tham tach khong co
hiu qua.

Théng tin quy ché

Alendronat natri c6 trong Danh muc thudc tan duoc thude pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Acid Alendronic Farmoz, Afolmax Tab,; Aldren 70; Aldromax;
Alenax; Alenbe; Alenbone; Alendor, Alendrate; Alenfosa;
Alenroste-10; Alenta; Alentop, Aronatboston; Bonlife; Brek
70; Cendos-10; Doxemac, Drate; Drolenic; Ducpro; Fosaden,
Graceftil;,  Maxlen-70;
Mebathon; Messi; Nepar-10,; Novotec, Ortigan, Oss, Ossomaxe
Tab; Ossoneo; Ostemax 70 comfort; Osteopor 70, Osteotis,
Ostomir;, Pharmadronate; Redsamax; Risenate; Ronadium;
Sagafosa; Savi Alendronate; Sona-Tium Tab; Spitro; Suhanir;
Syncake; Tibon Weekly Tablets; Troyfos 10, Vicalen; Vonland;
Yunic Tab.

Fosamax;  Fosamax; Fossapower;

ALFUZOSIN HYDROCLORID

Tén chung qudc té: Alfuzosin hydrochloride.

Ma ATC: G04CAOl.

Loai thudc: Thudc ddi khang alpha-adrenergic, dung trong phi dai
tuyén tién liét lanh tinh, thudc chen alpha,.

Dang thudc va ham lugng

Vién nén bao phim: 2,5 mg.

Vién nén tac dung kéo dai: 10 mg.

Duwoc Iy va co ché tac dung

Alfuzosin 1a mot dan chit ciia quinazolin ding dudng ubng, c6 tac
dung di khang chon loc céc thy thé alpha -adrenergic. Alfuzosin
¢6 cAu triic va dugc hoc lién quan dén prazosin, doxazosin va
terazosin va lién quan dugc hoc véi tamsulosin. Alfuzosin c6 tac
dung chon loc véi cac thy thé alpha -adrenergic ¢ duong tiét nidu
dudi, tuyén tién liét, vo tuyén tién liét, ving day, cd bang quang
va niéu dao. Thudc tac dong truc tiép trén co tron tuyén tién liét,
lam giam tac nghén & c6 bang quang va giam 4p luc niéu dao,
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nho vy thube lam giam can tré dong nude tidu. Nghién ciru in
vivo cho théy alfuzosin c6 tac dung chon loc hon prazosin hodc
terazosin d6i voi thu thé alpha, ¢ duong tiét nidu dudi so voi hé
mach. Khong giong prazosin hodc terazosin, alfuzosin c6 thé lam
giam hiéu qua strc can cta niéu dao véi liéu khong anh huéng dén
huyét 4p. Trén mod ngudi phan lap, alfuzosin so v6i tamsulosin,
doxazosin va terazosin c6 ty 1¢ chon loc cao nhét déi véi mo tuyén
tién liét trén md mach mau. Trong lam sang, tinh chét chon loc d6i
v6i dudng tiét niéu dudi clia alfuzosin khong bi anh huong do tudi
cuia nguoi bénh. Tac dong lam giam ap luc ni€u dao cla thudc 16n
hon nhiéu so véi 1am giam huyét ap.

O ngudi bénh phi dai lanh tinh tuyén tién liét ¢6 luu luong nude
tiéu dudi 15 ml/gidy, alfuzosin lam ting luu lugng khoang 30%.
Tac dung nay xuit hién ngay sau khi ding lidu dau tién; lam
giam dang ké ap luc co bop cua co chom bang quang va lam ting
thé tich nudc tiéu gay cam giac mét tiéu, ciing nhu lam giam thé
tich nudc tiéu ton dong trong bang quang sau khi di tiéu. Cac tac
dung nay lam giam b6t céc triéu ching kich thich va tic nghén
duong ni¢u.

Péi voi tim mach, thudc 1am ha huyét ap, nhung nha san xuét
cho rang khéng duoc dung alfuzosin dé didu tri ting huyét
ap. Alfuzosin c6 tac dung lam giam huyét ap thap nhit so véi
doxazosin, terazosin va tamsulosin.

Alfuzosin ciing d dugc sir dung lam thong tic soi niéu quan khi
ding liéu 10 mg/lan/ngdy (nging thudc sau khi da thong), dung
trong khoang 1 - 2 tudn (nhitng bénh nhan c¢6 s6i > 10 mm di loai
ra khéi nghién ciru). Tuy nhién chi dinh nay van con nghién ctu,
chua dugc cap phép st dung.

Duoc dong hoc

Pic tinh dugc dong hoc cua alfuzosin khac nhau dbi véi nguoi
ding. Thude dugc hap thu tét sau khi uéng, ndng do dinh trong
mau dat dugc sau khoang 1,5 gio (0,5 - 3 gid). Sinh kha dung cua
thudc khoang 64%. Nira doi thai trir ctia alfuzosin khodng 3 - 5 gio.
Dang vién tac dung kéo dai duge hip thu tét hon néu ding cung
thire an hodc sau khi an. Sinh kha dung giam khoang 15% so voi
dang thudc binh thuong, vi véy liéu dung mdi ngay phai nhiéu hon.
Nong do dinh trong huyét twong dat dugc sau khi udng khoang 9
gi0, nira doi thai trir [a 9,1 gio.

Alfuzosin lién két khoang 90% v&i protein huyét twong. Thude
chuyén hoa nhiéu qua gan boi cytochrom P 450 150enzym CYP3A4
thanh cac chat chuyén hoa khong c6 hoat tinh, thai trir chii yéu qua
phan (75 - 90%) do bai tiét qua mat. Khoang 11% lidu dung duoc
thai trir qua nude tiéu dudi dang khong di.

Tuy khéng c6 sy khac biét vé hiéu qua va do an toan gitra ngudi
cao tudi va ngudi tré va khong c6 bang chimg nao vé sy khac nhau
lién quan dén tudi, khong loai trir ¢ thé c6 mot vai ngudi cao tudi
¢6 thé nhay cam hon véi thudc.

O nguoi suy gan ning, nira doi thai trir kéo dai hon, sinh kha dung
ctia thudc ciing tang so v6i & nguoi tinh nguyén khoe manh.

O nguoi suy than, can lam thim phan hodc khong, thé tich phan
b va d6 thanh thai cta thude ting do ting phan thudc dang tu do.
Khong lam cho suy than man nang 1én.

O nguoi bénh suy tim man tinh, dac tinh dugc dong hoc cua thude
khong thay dbi.

Chi dinh

Diéu tri cac tridu chimg chirc nang do phi dai u tuyén tién liét lanh
tinh.

Chong chi dinh

Qué man véi alfuzosin hodc bat ky thanh phan nao cua thude.

Suy gan nang.

Khi suy than ning (Cl_< 30 ml/phut) khong dung vién tac dung
kéo dai 10 mg.

Khéng phéi hop véi cac thude chdng ting huyét ap nhoém chen
alpha, cac thudc wc ché hoat tinh cua cytochrom P 150 1S0€ENZym
CYP3A4 nhu ketoconazol, itraconazol, ritonavir.

Thén trong

Ciing giéng nhu cac thudc chen alpha khéc, alfuzosin c6 thé giy ha
huyét ap thé ding co hodc khong cé triéu ching (nhu chong mit).
Dung thubc phai than trong cho ngudi ¢6 triéu chimg ha huyét ap
hodc di ¢ ha huyét ap khi dung cac thude khac. Can dé phong bi
ngd. Pic biét, sau khi dung lidu khéi diu, ngudi bénh c6 thé bi
ha huyét 4p ning dan t6i ngét xiu, dugc béo trude bang nhip tim
nhanh. Néu bi ngét, phai dat ngudi bénh nim dau thip va didu tri
hd tro néu can. Tac dung ha huyét ap cua thude tang 1én khi nguoi
bénh hoat dong thé luc, uéng ruou hodc bi nong. Tuy nhién, cac
triéu chimg huyét 4p ha nay thuong qua nhanh, khong nhat thiét
phai ngimg diéu tri.

Vi céc triéu chimg ctia ung thu va phi dai lanh tinh tuyén tién liét
gidng nhau, nén phai loai trir ung thu trudc khi bt dau diéu tri.
Hoi chimg dong tir mém trong khi phau thuat (IFIS: Intraoperative
floppy iris syndrome) d gap trong khi phau thuat dyc thay tinh thé
bang nhil hoa thiy tinh thé (phakoemulsification) & mot s6 nguoi
bénh hién dang dung hodc trudc d6 dung thudc chen alpha. Nam
gi6i truée khi mé duc thiy tinh thé can thong bao cho thay thude
nhin khoa biét hién nay hoic trudc d6 c6 diéu tri thudc chen alpha,
ké ca alfuzosin. Néu nguoi bénh da dung thude nay, thﬁy thude
nhin khoa can thay ky thuat khac.

Khi ding alfuzosin liu cao hon lidu khuyén cdo, khoang QT c6 thé
kéo dai. Tuy nhién, cho dén nay chua thiy xuit hién xoin dinh &
ngudi dang ding alfuzosin. Nha san xuat cho rang khoang QT kéo
dai ¢ nguoi ding lidu alfuzosin cao hon liéu khuyén cdo, can phii
can nhéc khi dung alfuzosin cho nguoi da biét c6 QT kéo dai hodc
ngudi dang ding thude da biét gay QT kéo dai.

Thén trong va nén giam lidu & nguoi bi bénh gan nhe va vira, bénh
than va nguoi cao tudi.

Khoéng nén dung alfuzosin don doc & nguoi cd bénh mach vanh.
Can tiép tuc diéu tri dac hiéu bénh suy mach vanh cho bénh nhan.
Néu con dau thit nguc xdy ra hodc ning hon, can ngimg alfuzosin.
Nguoi van hanh may moc, 1ai xe cAn duoc béo trude 13 ¢6 thé bi
chong mit, hoa mit, choang vang do ha huyét ap, dic biét 1a trong
thoi gian dau dung thudc.

Thoi ky mang thai

Chi dinh diéu tri ciia alfuzosin khong lién quan dén phu nit. Anh
hudng cuia alfuzosin trong thoi ky mang thai hay khong chua dugc
biét.

Thoi ky cho con bu

Chi dinh diéu tri cua alfuzosin khong lién quan dén phu nit. Anh
huéng cia alfuzosin trong viée thude cé duge bai tiét vao sita hay
khéng chua dugce biét.

Tac dung khong mong muén (ADR)

Thuwong gap, ADR >1/100

R&i loan tiéu hoa: Budn non, dau bung, ti€u chay.

Théan kinh: Xiu, hoa mit, chong mat, choang vang, nhtrc dau.
Sinh duc - tiét niéu: Bat luc.

H6 hip: Viém mili, viém phé quan, viém xoang, viém hiu hong va
viém dudng ho hép trén.

It gap, 1/1 000 < ADR < 1/100

Than kinh: Khé miéng, suy nhuoc, budn ng.
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Tim mach: Nhip tim nhanh, con dau thét nguc c6 thé xut hién &
nguoi bénh c6 tién sir thiéu mau cuc by & tim.

Gan: Tén thuong gan, vang da.

Da: Ngua.

Hiém gdp, ADR < 1/1 000

Ha huyét 4p tu thé dimg, ngét, danh tréng nguc, phu, ngtra, thudng
chi xay ra & ngudi ting huyét ap.

Huwéng din cach xir tri ADR

Céc ADR cua thudc nhu hoa mét, chong mat, dau dAu, suy nhugc,
budn nodn, danh tréng nguc c6 thé hét khi tiép tuc diéu tri hodc
giam lidu.

Dé giam nguy co bi ngit, xiu sau khi dung liéu diu tién, nén dung
thude vao budi t6i trude khi di ngn. Nguoi gia nén giam lidu dau tién.
Liéu lwong va cach ding

Dung theo dudng udng. Lidu lwong duoc tinh theo dang alfuzosin
hydroclorid.

Liéu thong thuong 1a 2,5 mg, ngay 3 lan, c6 thé tang téi 10 mg mdi
ngay néu can. C6 thé dung vién tac dung kéo dai véi lidu 10 mg
ngay/1 lan. Liéu diu tién phai ung vao budi tdi trudc khi di ngu.
Vién tac dung kéo dai phai nubt ca vién, khong dugc nhai, uéng
sau bira an.

O ngudi bénh trén 65 tudi phi dai lanh tinh tuyén tién liét co dat
catheter dé chdng bi tiéu cp, c6 thé dung vién tac dung kéo dai véi
lidu 10 mg, ngay 1 1an, trong 3 - 4 ngay.

Ngudi bénh cao tudi hodc dang ding cac thude chdng ting huyét
ap, lidu khoi dau 1a 2,5 mg, ngay 2 lan, tang lidu tiy theo dép tng
cua nguoi bénh.

Vi ngudi bénh suy gan nhe va vira, lidu khoi dau 1a 2,5 mg, ngay 1
1an, co thé ting lidu tity theo dap img ctia ngudi bénh nhung khong
dung qua 2,5 mg, ngay 2 lan va khong dugc ding dang vién tac
dung kéo dai.

V6i ngudi bénh suy than, lidu khoi dau 1a 2,5 mg, ngay 2 1an, ting
lidu tuy theo dép tmg ciia ngudi bénh. Chéng chi dinh dung vién
tac dung kéo dai 10 mg cho nguoi bénh suy thén ning (Cl_< 30
ml/phut).

Twong tac thude

Khong phdi hop alfuzosin véi cac thude chdng ting huyét 4p nhom
chen thu thé alpha khac nhu prazosin, terazosin vi c¢6 thé gay ha
huyét 4p tu thé dtng rat nang.

Than trong khi phbi hop alfuzosin véi cac thude chdng ting huyét
ap khac vi 1am ting nguy co ha huyét ap qua murc.

Céc thude trc ché hoat tinh ciia cytochrom P 50 1s0enzym CYP3A4
nhu ketoconazol, itraconazol, ritonavir ¢ thé 1am ting ndng do
cua alfuzosin trong mau.

Atenolol khi dung dong thoi véi alfuzosin c6 thé lam ting nong
d6 trong huyét trong cia ca hai thudc.

Diltiazem khi ding ddng thoi v6i alfuzosin cé thé 1am ting ndng
d6 trong huyét trong ciia ca hai thudc.

Cimetidin c6 thé lam ting ndng do trong huyét twong cua
alfuzosin.

Pj on dinh va bio quan

Béo quan thudc trong lo kin, tranh 4nh sang, ¢ nhiét do 15 - 30 °C.
Qua lidu va xir tri

Trudng hop qué lidu, ngudi bénh bi tut huyét 4p ning.

Xt tri: Co thé cho ngudi bénh udng than hoat néu méi udng
alfuzosin trong vong 1 gid. Ap dung cac bién phap diéu tri tut
huyét ap nhu cho ndm diu thip, truyén dich bd sung thé tich tuan
hoan. Néu cén thiét, co thé truyén tinh mach cac thudc co mach

mot cach can trong.
Alfuzosin lién két nhiéu véi protein nén khong thé loai bo thude
béng cach thim phan mau.

Théng tin qui ché

Alfuzosin ¢ trong Danh muc thudc thiét yéu tan dugc ban hanh
lan thtr VI, ndm 2013 va Danh muc thudc tan duoc thude pham vi
thanh toan ctia quy bao hiém y t&, nam 2015.

Tén thwong mai
Alsiful S.R.; Chimal; Flotral; Gomzat; Xatral SR; Xatral XL.

ALIMEMAZIN
(Trimeprazine, Methylpromazin)

Tén chung qudc té: Alimemazine.
Maia ATC: RO6ADOL.
Loai thudc: Di khang thu thé histamin H, thudc an than.

Dang thudc va ham lwong

Vién nén: 5 mg, 10 mg.

Sird: 7,5 mg/5 ml, 30 mg/5 ml.

Thude tiém (tiém tinh mach, tiém bap): 25 mg/5 ml, tinh theo
alimemazin tartrat.

Dugc ly va co ché tac dung

Alimemazin 1a dan chét phenothiazin, c6 tic dung khang histamin
va khang serotonin manh, thudc con cé tac dung an than, giam ho,
chéng nén.

Alimemazin canh tranh véi histamin tai cac thy thé histamin H,
do do ¢6 tac dung khang histamin H,. Thubc dbi khang v6i phan
16n cac tac dung dugc 1y ciia histamin, bao gom cac chimg may
day, ngtra. Mot s6 nghién ctru cho rang tac dung chdng ngta cua
alimemazin do tic dung an than ciia thudc gy ra nhiéu hon do
chen cac thy thé H, ngoai vi. Alimemazin c6 tic dung manh hon
terfenadin trong di€u tri nglra vé dém ¢ bénh nhan cham va vay nén
nhung kém hiéu qua hon nitrazepam, mot cht an than khong co
tac dung khang histamin.

Tac dung khang cholinergic ngoai vi cua thudc tuong déi yéu, tuy
nhién da thiy biéu hién & mot s6 nguoi bénh da dung alimemazin
(thi du: khé mdm, nhin md, bi tiéu tién, tio bon).

Alimemazin c¢6 tic dung an thian do (rc ché enzym histamin
N-methyltransferase va do chen cac thy thé trung tim tiét histamin
df‘)ng thoi véi tac dung trén céac thu thé khac, dic biét thu thé
serotoninergic. Tac dung nay ciing 1a co s¢ dé dung alimemazin
lam thudc tién mé.

Duoc dong hoc

Alimemazin dugc hip thu nhanh qua dudng tiéu héa. Sau khi udng
15 - 20 phut, thube c6 tac dung va kéo dai 6 - 8 gio. Nong do
alimemazin trong huyét twong dat t5i da sau 3,5 gid véi dang siro
va 4,5 gio v6i dang vién nén. Nira doi thai trir 13 5 - 8 gio; lién két
v6i protein huyét twong 1a 20 - 30%. Sinh kha dung twong d6i trung
binh clia vién nén so vdi siro dat khoang 70%. Alimemazin chuyén
hoa chu yéu qua gan thanh cac chit chuyén hoa N-desalkyl chwa
rd hoat tinh va thai trir qua than dudi dang céc chét chuyén hoa
sulfoxyd (70 - 80%, sau 48 gi0).

Chi dinh

Tién mé trude phiu thuat.

Dj tng ho hép (viém miii, hét hoi, sé miii) va ngoai da (may day,
ngura).

Mét ngu ciia tré em va ngudi 1on.
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Chéng chi dinh

Nguoi r6i loan chitc nang gan hodc than, dong kinh, bénh Parkinson,
suy giap, u tily thuong than, bénh nhugc co, phi dai tuyén tién liét.
Min cam v&i phenothiazin hodc c6 tién sir méc bénh glocém goc hep.
Qua liéu do barbituric, opiat va ruou.

Bénh nhan bi hon mé hodc bénh nhan da dung mot lugng 16n cac
thudc an than TKTW.

Khong ding khi giam bach cau, khi di c6 dot mét bach cau hat.
Tré em dudi 2 tudi, tré bi mit nude.

Than trong

Than trong khi dung cho ngudi cao tudi, ddc biét khi thoi tiét rat
néng hodc rét lanh (giy nguy co ting hodc ha nhiét). Nguoi cao
tudi rt d& bi giam huyét ap thé ding, ngt, 1a 13n va triéu ching
ngoai thap.

Can béo cho ngudi bénh biét hién tugng budn ngi trong nhimng
ngay dau diéu tri va khuyén ho khong nén diéu khién xe va may
moc trong nhitng ngay dung thude.

Alimemazin c6 thé anh huong dén cac thir nghiém da véi cac di
nguyén. Tranh ding ruou hodc céc thude we ché thin kinh trung
uong khac.

Thén trong v4i cac bénh nhan bi bénh tim mach, dong kinh, hen,
loét da day hoac viém mon vi - ta trang; tién st gia dinh c6 hoi
ching tr vong dot ngdt ¢ tré so sinh.

Thén trong khi dung cho tré em c6 tién sir ngimg thé khi ngi.

Thoi ky mang thai

Co thong bao alimemazin gay vang da, va cac tri¢u chung ngoai
thap & tré nhé ma nguoi me da dung thude nay khi mang thai. Phai
tranh dung alimemazin cho nguoi mang thai, trir khi thay thude xét
thay can thiét.

Thoi ky cho con bu

Alimemazin c6 thé bai tiét vao sita me, vi vdy khong nén dung
thudc cho ngudi me cho con bu hodc phai ngimg cho con ba trong
thoi gian dung thude.

Tac dung khong mong muén (ADR)

Tén suat xdy ra tac dung khong mong mudn phu thudc vao liéu va
thoi gian sir dung, vao chi dinh diéu tri.

Thuong gap, ADR > 1/100

M¢ét moi, ué 0ai, dau dau, chong mat nhe.

Kho miéng, dom dac.

It gap, 1/1 000 < ADR < 1/100

Tao bon.

Bi tiéu.

R&i loan diéu tiét mét.

Hiém gap, ADR < 1/1 000

Méu: MAt bach cau hat, giam bach cAu. Mt bach cau hat thuong
xay ra & nguoi bénh nit, gilra tuan thir 4 va the 10 cta dot diéu tri.
Tuén hoan: Ha huyét ap, tang nhip tim.

Gan: Viém gan vang da do & mat.

Thén kinh: Triéu chirng ngoai thap, bénh Parkinson, bdn chdn, réi
loan truong lyc co cAp, loan dong mudn; kho miéng cod thé gdy hai
ring va men rang; cic phenothiazin ¢ thé lam giam ngudng co
giat trong bénh dong kinh.

H6 hip: Nguy co ngirng ho hip, tham chi gay tr vong dot ngot da
gdp O tré nho.

Hwéng din cach xir tri ADR

Phan vng ngoai thap

Céc phan ing ngoai thap do cac phenothiazin giy ra thuong chia
ba loai chinh: Tang truong luc co, ching duing ngdi khong yén va
cac dau hiéu, triéu chung Parkinson.

Hau hét ngudi bénh bi ri loan truong luc co dap tng nhanh véi
didu tri bang thudc chdng Parkinson khéng cholinergic (vi du
benzotropin, trihexyphenidyl) hodc véi diphenhydramin.

Cac dau hiéu va triéu chimg ciia chimg dimg ngdi khong yén
thuong tu dong thuyén giam. Tuy nhién néu chimg nay gay kho
chiu, thuong c6 thé kiém soat chimg nay bang giam lidu thudc hodc
ding ddng thoi mot thudc chdng Parkinson khang cholinergic, mot
benzodiazepin hoéc propranolol.

Triéu ching Parkinson thuong duoc kiém soat bang cach sir dung
phéi hop thude chéng Parkinson khang cholinergic. Tuy nhién, cac
thudc chdng Parkinson chi dugc dung khi tht can thiét.

Hoi ching ac tinh do thudc an thin c6 thé xay ra & ngudi bénh sir
dung cac dan chét phenothiazin hodc cac thudc tAm than khac. Hoi
chimg nay c6 dac trung 1a ting than nhiét, rdi loan ngoai thap ning
(gdm ca tang truong luc co xuong), rdi loan nhan thic & mic do
khac nhau (gom trang thai 1o d& va hon mé) trang thai tim tri thay
dbi (bao gdm céc phan tng giam truong luc) va than kinh ty trj
khéng 6n dinh (gdm cac tac dung trén tim mach).

Diéu tri hoi ching an than 4c tinh 13 cin ngimg ngay phenothiazin,
diéu tri triéu ching va diéu tri hd tro, didu chinh can béng nudc va
dién giai, gilr mat cho ngudi bénh va duy tri chiic nang than, diéu
chinh nhiing rdi loan tim mach (6n dinh huyét ap), ngan chan bién
chimg hé hap. Hién nay chua c6 thudc dic tri hoi chimg nay, mic
du c6 st dung cac loai thudc sau day: Dantrolen, bromocriptin,
amantadin, levodopa, carbidopa, cac tic nhan chen dan truyén than
kinh - co khong khir cye (vi du pancuronium) & mot s6 ngudi bénh.
Cac tac dung huyét hoc:

MAét bach cAu hat 1a tac dung c6 hai hay gap nhét khi dung cac dan
chat phenothiazin.

Mic du ti 1& tic dung khong mong muébn xay ra & hé mau thip,
nhung ti 18 tir vong lai cao, do vdy, can danh gia dinh ky vé huyét
hoc cho nhitng ngudi bénh dung phenothiazin dai ngay. Néu c6 déu
hi¢u hodc triéu chung b1 loan tao mau nhu dau hong, s6t, mét moi,
nén ngimg dung thudc ngay.

Liéu lwgng va cach ding

Cach dung:

Khong ding cho tré em duéi 2 tudi. Liéu dugc tinh theo lugng
alimemazin tartrat; néu c6 quy ddi ra luong alimemazin.

1,25 mg alimemazin tartrat twong duong voi khoang 1,0 mg
alimemazin.

Liéu lwong:

Chita may day, san ngira:

Nguoi 16n: 10 mg/lan, 2 hodc 3 1in mot ngay; tham chi téi 100 mg
mdt ngay trong nhiing trudng hop dai ding khé chira.

Ngudi cao tudi nén giam liéu: 10 mg/lan, ngay dung 1 - 2 lan.

Tré em trén 2 tudi: 2,5 - 5 mg/lan, ngay 3 - 4 lan.

Tuy thubc chéng chi dinh cho tré em dudi 2 tudi nhung muc liéu
250 microgam/kg/lan (t6i da 2,5 mg), 3 - 4 lan/ngdy dugc Duoc
thu Anh (BNFC) khuyén céo dung cho tré tir 6 thang dén 2 tudi,
nhung phai do bac si chuyén khoa chi dinh va diéu tri.

Truéc didy & Hoa Ky lidu ding thap hon va dugc tinh theo
alimemazin base. Ngudi 16n dung 2,5 mg/lan, 4 lan/ngay. Tré em
trén 3 tubi dung liéu 2,5 mg vao ban dém hodc 3 1in/ngay. Tuy
nhién, hién nay ché pham nay khong con duge luu hanh & Hoa Ky.
Dung trudc khi gay mé:

Ngudi 16n tiém 25 - 50 mg (1 - 2 éng tiém), mot 1an truée khi phau
thuat 1 - 2 gio .

Tré em 2 - 7 tudi: Udng lidu cao nhat 1a 2 mg/kg thé trong, mot lan
trude khi gy mé 1 - 2 gio.

Dung voi tac dung khang histamin, khang ho:

Nguoi 16n udng 5 - 40 mg/ngay, chia nhiéu lan.
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Tré em udng 0,5 - 1 mg/kg thé trong/ngay, chia nhiéu lan.

Diing dé gdy ngii:

Ngudi 16n 5 - 20 mg, ubng trude khi di ngu.

Tré em 0,25 - 0,5 mg/kg thé trong/ngay, udng trude khi di ngu. C6
thé dung liéu 30 dén 60 mg (6 mg/kg thé trong) dé diéu tri ching
tinh gidc giita dém nghiém trong & tré.

Diéu chinh liéu cho nguoi cao tuéi

Mac du khong c6 hudng dan cu thé cho viéc diéu chinh liéu cho
ngudi cao tudi nhung can than trong khi sir dung do nguoi cao tudi
¢ nguy co gip cac tac dung phu cao hon. Nén bit dau didu tri véi
murc liéu thap hon.

Twong tac thude

Tac dung trc ché than kinh trung wong ciia thude nay s& manh 1én
do ruou, thude ngu barbituric va cac thudc an than khac. Uc ché ho
hap ciing da xay ra khi dung phdi hop cac thube nay. Tac dung ha
huyét ap cua cac thubc chéng ting huyét ap, dic biét 1a cac thude
chen thu thé alpha - adrenergic ting 1én khi ding phdi hop véi cac
dan chét phenothiazin.

Tac dung khang cholinergic ciia cac phenothiazin tang 1én khi phdi
hop véi cac thude khang cholinergic khéac, dan téi tao bon, say
noéng...

Céc thude khang cholinergic ¢6 thé lam giam tac dung chong loan
than cuia cac phenothiazin.

Céc phenothiazin déi khang v&i tac dung tri liéu cia amphetamin,
levodopa, clonidin, guanethidin, epinephrin.

Mot s6 thude ngan can su hap thu ciia phenothiazin 1a cac antacid,
cc thude chita Parkinson, lithi.

Liéu cao alimemazin lam giam dap @mg v&i cac tac nhan ha dudng
huyét. Khéng dugc dung epinephrin cho trudng hop ding qua lidu
alimemazin.

Tang doc tinh trén tim khi dung cung cisaprid, grepafloxacin,
isradipin, levomethadyl, moxifloxacin, octreotid, pentamidin.

Hau hét cac tuong tac thudc & trén 1a 1y thuyét va thuong khong
gdy nguy hiém.

Mic di hau hét nguoi bénh ding lithi ph6i hop voi phenothiazin
khong thiy tac dung c6 hai, nhung c6 trudng hop loan dong, ting
triéu chirng ngoai thap, hoi chirng nio cép da xay ra, dac biét khi
ding liéu cao lithi. Nhitng nguoi bénh dung thude phdi hop nhu
vay can duoc theo ddi cac tac dung c6 hai v& than kinh. Phai ngung
didu tri ngay néu xuét hién cac triéu chimg nhu trén.

Khi dung cac phenothiazin phdi hop véi levodopa, tac dung chong
Parkinson cua levodopa c6 thé bi (e ché do chen thu thé dopamin
& ndo. Levodopa khong co6 hi¢u qué trong cac hoi chiing Parkinson
do phenothiazin.

Do 6n dinh va bio quan

Béo quan t6t nhét 1a trong khoang 15 dén 30 °C, trir khi ¢6 chi dan
ddc biét cua nha san xuit. Bao quan trong bao bi kin, tranh anh
sang. Khong dé cac sird & chd dong lanh.

Qua lidu va xir tri

Triéu ching qué liéu cac dan chét phenothiazin la: Budn ngi hodc
r6i loan ¥ thirc, ha huyét ap, tang nhip tim, bién doi dién tim do,
loan nhip tht va ha than nhiét. Cac phan tng ngoai thap trdim trong
6 thé xay ra.

Néu phat hién duge sém (trude 6 gio, sau khi ubng qué lidu), tét
nhét nén rira da day. Phuong phap gdy non hdu nhu khong duoc
sir dung. C6 thé cho dung than hoat. Khong co thude giai doc dic
hiéu. Céan diéu tri hd tro. Gidn mach toan thé c6 thé dan dén truy
tim mach; nang cao chan nguoi bénh co thé ¢6 hiéu qua, trong
truong hop nang, 1am ting thé tich tudn hoan bang tiém tinh mach
dich truyén 1a can thiét; cac dich truyén can duoc lam 4m trudc khi

dung dé tranh chung ha than nhiét trim trong thém.

Céc tac nhan gy ting co co nhu dopamin c6 thé dung trong trudng
hop khong giai quyét dugc truy tim - mach bang dich truyén.
Thuong khong dung cac thude gdy co mach ngoai vi, tranh ding
epinephrin.

Loan nhip nhanh thit hodc trén thit thuong dap tng khi than nhiét
trd lai binh thuong va r6i loan tudn hoan hoic chuyén hoa duoc
diéu chinh. Néu van tiép dién hoic de doa tinh mang, ¢ thé dung
thuc chong loan nhip. Tranh dung lignocain hodc thudc chdng
loan nhip c6 tac dung kéo dai.

Khi bi trc ché than kinh trung wong nang, can phai hd trg ho
hép. Céc phan tng loan truong luc co ning thuong dap tmg voi
procyclidin (5 - 10 mg) hodc orphenadrin (20 - 40 mg) tiém bép
hodc tinh mach. Tinh trang co giat can diéu tri béng tiém tinh mach
diazepam.

Hoi chimg éc tinh do thubc an than cin dugc didu tri bing giir mat
cho ngudi bénh va c6 thé dung dantrolen natri.

Théng tin qui ché

Alimemazin c6 trong Danh muc thudc thiét yéu tan dwoc ban hanh
lan thir VI, ndm 2013 va Danh muc thudc tdn duge thudc pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Acezin DHG, Aginmezin, Aligic; Atheren, Euvilen, Meyeralene;
Pemazin, Spidextan; Tamerlane; Tanasolene; Teremazin, Thegalin;
Thelargen;  Thelergil;  Thelizin,
Thenadin; Theralene; Theratussine; Tusalene; Tuxsinal.

Thémaxtene;  Themogene,

ALOPURINOL

Tén chung qudc té: Allopurinol.

Ma ATC: M04AAO1.

Loai thudc: Thudce chdng git.

Dang thudc va ham lwong

Vién nén 100 mg, 300 mg. ,, ‘

Lo b6t alopurinol natri 500 mg (d¢ pha dung dich truyén tinh
mach).

Duygc Iy va co ché tac dung

Alopurinol va chit chuyén héa oxipurinol lam giam san xuat acid
uric do trc ché xanthin oxidase & enzym chuyén hypoxanthin
thanh xanthin va chuyén xanthin thanh acid uric. Do d6 alopurinol
lam giam ndng do acid uric ca trong huyét thanh va trong nudc tiéu.
Nbng d6 xanthin oxidase khong thay dbi khi dung alopurinol kéo
dai. Alopurinol cling lam tang tai st dung hypoxanthin va xanthin
dé téng hop acid nucleic va nucleotid, két qua lam ting ndng do
nucleotid dan téi wrc ché nguoc lan nita tong hop purin. Nong do
acid uric trong huyét thanh thuong giam c6 y nghia trong vong
2 - 3 ngay sau khi dung thudc, dat ndng do thip nhit sau 1 - 3 tuan
didu tri va tro lai gid tri nhu trude khi diéu tri sau khi nging thude
1 - 2 tudn. Lugng purin nudc tiéu binh thuong hau nhu hoan toan
1a acid uric, nhung sau khi diéu tri bing alopurinol, nudc tiéu thai
ra acid uric, xanthin va hypoxanthin, mdi chat nay c¢6 do tan riéng
1&. Nhu vy nguy co bai niéu tinh thé giam, nguy co nay cang giam
néu kiém hoa nudc tiéu.

Do lam giam ndng do cua acid uric ca trong huyét thanh va nudc
tiéu & dudi gioi han do tan, alopurinol ngan ngira hodc lam giam
su ling dong urat, do d6 ngin ngira sy xay ra hoic tién trién cua
ca viém khép trong bénh gut va bénh than do urat. O bénh nhéan bi
gat man tinh, alopurinol ¢ thé ngan ngira hodc lam giam sy hinh
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thanh san urat (hat tophi) va cac thay déi man tinh & khép. Sau
vai thang diéu tri, lam giam tan suat ctia cac con gut cap, lam giam
nong d6 urat trong nudc tiéu, ngan ngira hodc giam sy hinh thanh
cua so6i acid uric hodc calci oxalat ¢ than.

Alopurinol khéng c6 tac dung giam dau va chdng viém nén khong
dung trong didu tri cac dot ght cip. Thude c6 thé 1am viém kéo dai
va nang lén trong dot cép. Alopurinol c6 thé 1am ting tan sudt cac
dot cap trong 6 - 12 thang dau diéu tri, ngay ca khi da duy tri dugc
ndng do urat huyét thanh binh thuong hogc gan binh thudng. Do do,
can phai cho colchinin lidu dy phong dong thoi trong 3 - 6 thang dau
lidu phap alopurinol. Mic dii vay, con cip van c6 thé xay ra, nhung
con ngin hon va nhe hon. Véan phii tiép tuc diéu tri alopurinol,
khong thay dbi liéu. Alopurinol khong duoc ding trong ting acid
uric mau khong co triéu chung.

Gan day, alopurinol dugc dung dé ngan chan su phat trién cua
cac gbe tu do superoxid (stress oxy hod) trong mét sé phau thuat
vé tim, dd c6 mot s6 két qua. Alopurinol liéu thap ciing di duoc dua
vao mot sd phac dd tre ché mién dich trong ghép than hogc la thanh
phan cia dung dich bao quan than. Alopurinol dugc phdi hop véi
pentavalent antimony dé diéu tri bénh leishmania ndi tang. Alopu-
rinol ¢6 tac dung chdng don bao va dugc ding trong bénh
Leishmania va bénh do trypanosoma chau My.

Duoc dong hoc

Sau khi ubng, khoang 80 - 90% liéu uéng duoc hip thu nhanh qua
dudng tidu hoa. Nong do dinh trong huyét tuong dat duoc sau 2 - 6
gid ¢ lidu thudng dung. Khoang 70 - 76% alopurinol duoc chuyén
hoa cha yéu & gan thanh oxipurinol. Alopurinol va oxipurinol
khong gin véi protein huyét trong.

Sau khi uéng mét liéu 300 mg, nong do cao nhat trong huyét
tuong cua alopurinol khoang 2 - 3 microgam/ml va cua oxipurinol
khoang 5 - 6,5 microgam/ml, c6 thé tang 1én dén 30 - 50 microgam/ml
& bénh nhan suy than.

Nira doi trong huyét twong cua alopurinol khoang 1 - 3 gio, cia
oxipurinol khoang 12 - 30 gio, kéo dai rd rét & bénh nhan suy than.
Ca alopurinol va oxipurinol dugc lién hgp thanh dang ribonucleosid
twong tng cla ching.

Thai trir chti yéu qua than nhung thai cham do oxipurinol dugc tai
hap thu & 6ng than. Khoang 70% lidu ding hang ngay dwoc thai
trir trong nudc tiéu 1a oxipurinol va t&i 10% la alopurinol. Ding
kéo dai co thé thay ddi ti 16 nay, vi alopurinol trc ché chuyén hoa
ctia chinh né. Phan con lai ciia lidu diing dwoc thai trir qua phan. Ca
alopurinol va oxipurinol dugc tim thiy trong sita me.

Chi dinh

Diéu tri lau dai ting acid uric mau do viém khép gat man tinh.
Bénh so6i than do acid uric (kém theo hodc khong kém theo viém
khop do gut).

Diéu tri s6i calci oxalat tai phat & nam c6 bai tiét urat trong nudce
tiéu trén 800 mg/ngay va 750 mg/ngay.

Tang acid uric mau khi ding hoa tri liéu diéu trj ung thu trong bénh
bach ciu, lympho, u éc tinh dac.

Chéng chi dinh

Gt cap (néu c6 dot gut cap xay ra trong khi dang dung alopurinol,
van tiép tuc dung alopurinol va diéu tri dot cip riéng ).

Tang acid uric huyét don thuan khéng c6 triéu ching.

Man cam véi alopurinol.

Thén trong

Diéu tri nén ngimg ngay lap tirc néu c6 bit ky phan tng nio & da
hodc cc ddu hiéu khéc cua sy man cam. Khong dung lai thudc &
nhitng bénh nhan da man cam véi thude.

Theo ddi thudng xuyén chirc nang gan, than, mau. Giam liéu & bénh
nhéan suy gan hodc suy than. Luu ¥ nhitng bénh nhan dang diéu tri
bénh tang huyét ap, suy tim hodc dai thao dudong, ngudi cao tudi vi
cling c6 thé co suy than.

Dé giam nguy co ling dong xanthin & than, phai dam bao uéng mdi
ngay 2 - 3 lit nude.

Than trong khi 1ai xe hodc van hanh may moc vi thudc co thé gay
budn ngu.

Luc dau nong d¢ urat va acid uric trong huyét twong c6 thé tang
do hoa tan céc tinh thé ling dong, diéu nay c6 thé gay ra hodc
lam ning thém dot gut cép, do d6 khong bit ddu dung alopurinol
cho dén khi dot gut cAp dd giam hoan toan. Diéu tri nén bat dau
v6i lidu thép, tang tir tir. Ding colchicin hodc thudc chéng viém
khong steroid (nhung khong dung aspirin hodc salicylat) tir khi
bat dau dung alopurinol va tiép tuc cho dén it nhat 1 thang sau khi
tinh trang tang acid uric mau da dwoc diéu chinh vé binh thuong,
thuong 1a trong 3 thang.

Thoi ky mang thai

Mic du khong ¢ nhitng nghién ctru c6 kiém chimg va day du vé
sir dung alopurinol & phu nit ¢ thai nhung da thiy quai thai trén
chu6t khi dimg alopurinol tiém mang bung lidu 50 mg/kg hoic 100 mg/kg
vao cac ngay 10 hoac 13 cua thoi ki c6 thai. Alopurinol chi nén
ding trong thoi ki ¢6 thai khi that sy can thiét.

Thoi ky cho con bu

Alopurinol va oxipurinol dugc phan bd vao trong sita me, phai
dung thén trong ¢ phu nit cho con bu. Mac du oxipurinol dugc tim
thdy trong huyét trong cua tré bu me, nhung khong c6 tac dung
khong mong mudn nao dugc ghi nhan & tré ba me ma ngudi me da
dugc didu tri bang alopurinol trong 6 tuan. Alopurinol duoc xem
nhu dung dugc ¢ nhitng ngudi me cho con bu.

Tac dung khong mong muén (ADR)

ADR théng thuong nhit cuia alopurinol 12 ndi ban trén da. Cac ban
thuong 1a dat san hodc ngira, thinh thoang 1 ban xuét huyét. Cac
phan ‘mg man cam tram trong hon c6 thé xdy ra bao gdm ban troc
vay, hoi chimg Stevens-Johnson va hoai tir biéu bi nhiém doc. Vi
vay, phai ngimng alopurinol ngay lap tirc néu ban xay ra. Phan tmg
qua man c6 thé nang, tham chi gy tir vong, dic biét c6 nguy co cao
¢ nhitng bénh nhan suy gan hoac than.

Bénh nhan gat co thé bi tang cac dot gut cip khi bit ddu diéu trj
bang alopurinol, thudng giam sau vai thang.

Thwong gap, ADR > 1/100

Cac phan ting ngoai da: Ban, dét san, ngira, viém da tréc vay, may
day, ban do, eczema, xuét huyét.

It gap, 1/1 000 < ADR < 1/100

Gan: Tang phosphatase kiém, AST, ALT, gan to co hi phuc, pha
huy té bao gan, viém gan, suy gan, ting bilirubin mau, vang da.
Hiém gdp, ADR < 1/1 000

Toan than: Phan ing qua man ning, s6t, 6n lanh, toat md hoi, khod
chiu, bong mong, liken phéng, phu mat, phu da, rung téc, chay
mau cam.

Mau: Giam bach ciu hodc tang bach cAu, tang bach cAu ua eosin,
chung mét bach ciu hat, giam tiéu cau, xuét huyét, e ché tay
xuong, déng mau trong mach rai rac, bénh hach bach huyét, thiéu
méu khong tai tao, thiéu mau tan mau.

Tiéu hoa: Budn nédn, ndn, dau bung, ti€u chay, tdo bon, dﬁy hoi,
téc nghén rudt, viém truc trang, 1i loan vi giac, viém miéng, kho
tiéu, chan an, viém da day, chay mau duong tiéu hoa, viém tuy xuét
huyét, sung tuyén nude bot, phi ludi.

Xuong khop: Dau khép.
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Mit: Puc thuy tinh thé, viém day than kinh thi giac, ri loan thi gidc.
Thén kinh: Bénh than kinh ngoai bién, viém day than kinh, di cam,
dau dau, con co giat, dong kinh, giat co, giam truong luc, kich
dong, thay déi tinh trang tim than, nhdi mau ndo, hén mé, loan
truong luc co, ligt, run, ngu ga, chong mat, trAm cam, 13n 16n, mat
ngu, suy nhugc.

Noi tiét: Ching v to & nam.

Tim mach: Tang huyét ap.

Tiét ni¢u: Suy than.

Huwéng din cach xir tri ADR

Phai ngimg ngay alopurinol khi thiy xut hién ban & da, kém theo
céc triéu chiing di img ndng hon, nhat 1a & ngudi c6 ton thuong than
hodc dang ding thudc 1oi tiéu thiazid. Khi ding alopurinol lau dai
phai chu y dén twong tac thude.

Diéu trj phan mg qua min bang glucocorticoid, cac phan tng
nang phai dung kéo dai. O mot sd bénh nhan, néu bi phan ung da
nhe c6 thé dung lai thudc mot cach than trong véi lidu thép, nhung
phai nglmg ngay lap tirc va vinh vién néu phan tmg xuét hién lai.

Liéu lwong va cach ding

Cach dung:

Alopurinol ding dudng udng hoic duong truyén tinh mach. Pudng
truyén tinh mach chi ding khi khong dung nap dwoc bang duong
udng. Lidu dung cua alopurinol khac nhau tiy theo mirc d6 bénh
va phai diéu chinh theo dap tmg va dung nap ctia ngudi bénh.

Liéu luong:

Bénh gut: Lidu khoi diu mdi ngay 100 mg, udng ngay sau khi an,
tang dan sau mdi tudn thém 100 mg, dén khi ndng d¢ urat trong
huyét thanh giam xudng 0,36 mmol/lit (6 mg/100 ml) hodc thip
hon hodc cho téi khi dat t&i lidu t6i da khuyén cdo 800 mg. Lidu
thuong dung mdi ngdy ¢ nguoi 16n trong trudng hop bénh nhe 1a
200 - 300 mg/ngay, gat co san urat (tophi) trung binh 1a 400 - 600
mg/ngay. Liu d¢én 300 mg udng mot 1an trong ngay, lidu trén 300 mg
phai chia nhiéu 1dn dé giam nguy co kich tmg da day. Duy tri uéng
da nude dé phong ngira ling dong xanthin & than. Sau khi ndng do
urat huyét thanh da dugc kiém soat, co thé giam liéu. Liéu duy tri
trung binh & ngudi 16n 1a 300 mg/ngay va lidu tdi thiéu cé tac dung
14 100 - 200 mg/ngay. Phai ding alopurinol lién tuc, ngimg thube c6
thé dan dén tang nong do urat huyét thanh.

Khi alopurinol dugc thém vao phac dd diéu trj ¢6 colchicin, thude
bai acid uric niéu, va/hodc thube chéng viém, can phai c6 mot thoi
gian chuyén tiép vai thang trudc khi cac thude do co thé ngimg.
Trong thoi gian nay cac thudce phai cho ddng thoi, va lidu lwong
alopurinol dwoc diéu chinh cho t&i khi ndng d6 urat trong huyét
thanh binh thuong va khong con con gut cép trong vai thang. Khi
ngimg cac thudc bai acid uric niéu, phai giam dan liéu trong vai
tuan.

Tang acid uric méu do héa tri liéu ung thw: Phong bénh than cip do
acid uric khi dung hoa tri li¢u diéu tri mot sé bénh ung thu, nguoi
16n dung alopurinol mdi ngay 600 - 800 mg, trong 2 - 3 ngay trudc
khi bét dau diéu tri ung thu. Trong ting acid uric mau thi phat do
ung thu hodc héa tri liéu ung thu, lidu duy tri ciia alopurinol trong
tu liéu ding trong bénh gut va dugc didu chinh theo dap tng cta
nguoi bénh.

Tré em: Sir dung alopurinol & tré em chu yéu la trong ting acid
uric mau do hoéa tri liéu ung thu hodc r6i loan enzym, hoi ching
Lesch - Nyhan (hoi chiing 16i loan chuyén hoa purin). Tré em
dudi 15 tudi: Mdi ngay udng 10 - 20 mg/kg, tdi da 400 mg/ngay.
Sau 48 gid diéu tri, phai diéu chinh lidu theo dap g ctia ngudi bénh.
Truyén tinh mach: Alopurinol natri pha trong natri clorid 0,9% hozc
glucose 5%. Nguoi 16n va tré em trén 10 tudi: 200 - 400 mg/m?/

ngay, ti da 600 mg/m?/ngay (lidu cao hon 600 mg ciing khdng c6
tac dung hon). Tré em tir 10 tudi tré xudng: 200 mg/m?/ngay.
Céch pha dung dich truyén tinh mach: Lo bot alopurinol natri 500 mg
pha trong 25 ml nudc cat pha tiém, thanh dung dich chira 20 mg
alopurinol/ml. Hoa loang tiép véi dung dich pha tiém natri clorid
0,9% hodc glucose 5% dé dat nong do cudi cing khong qua 6 mg
alopurinol/ml.

S6i thén calci oxalat tai phat: O bénh nhéan c6 ting acid uric niéu:
liéu khoi dau mdi ngay 200 - 300 mg, diéu chinh lidu ting hoic
giam dya vao su kiém soat acid uric niéu/24 gio.

Ngwoi suy than: Phai giam liéu alopurinol theo do thanh thai
creatinin (creatinin clearance) ~
Duong udng: Lidu khéi dau: CI_: 10 - 20 ml/phit: 200 mg moi
ngay; Cl < 10 ml/phut: khdng qua 100 mg mdi ngay. Bénh nhan
suy than nang: 100 mg mdi ngay hoic mdi 1an 300 mg, hai 1an méi
tuan (c6 thé ding lidu thap hon va/ hodc khoang cach lidu dai hon).
Liéu duy tri:

D¢ thanh thai .
creatinin (ml/phut) Lieu dung
0 100 mg mdi 3 ngay
10 100 mg mdi 2 ngay
20 100 mg mbi ngay
40 150 mg mdi ngay
60 200 mg mdi ngay
80 250 mg mdi ngay

Pudng truyén tinh mach:

D thanh thai
creatinin (ml/phut)

Liéu ding

10 - 20 200 mg mdi ngay
3-10 100 mg mdi ngay
-3 100 mg, khoang cach liéu dai hon

(céch 2 - 3 ngay/lan).

Twong tic thube

Céc thudc c6 thé 1am ting ndng do acid uric nhu aspirin va cac
salicylat, co thé lam giam tac dung cua alopurinol, tranh ding khi
c6 tang acid uric mau va gut.

Dung alopurinol cing cac thube lam ting ndng do urat trong huyét
thanh nhu mot sb thube loi niéu, pyrazinamid, diazoxid, rugu va
mecamylamin c6 thé phai ting lidu alopurinol.

Thubc trc ché enzym chuyén angiotensin (irc ché ACE): Tang phan
(g qua man va co thé ca cac tic dung khong mong mudn khac khi
dung cung alopurinol, dac bi¢t & bénh nhan suy than.

Thudc chéng ung thu: Alopurinol trc ché chuyén héa cia
azathioprin va mercaptopurin, lam ting doc tinh ctia nhirng thude
nay, dic biét irc ché tay xuong. Lidu khai dau cia cac thube chdng
ung thu phai giam tir 25 - 33% so vdi lidu ding thong thuong, sau
d6 diéu chinh liéu theo dap ung cua bénh nhan va ddc tinh cua
thude.

Dung ddng thoi alopurinol véi cyclophosphamid c6 thé lam ting
doc tinh e ché tity xuwong ciia cyclophosphamid.

Duing dong thoi alopurinol véi tamoxifen c6 thé ting doc véi gan.
Khi ding alopurinol véi pentostatin, c6 thé gay viém mach di ing,
dan dén tir vong, vi vay khong dung phdi hop 2 thudc nay.
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Dung dong thoi alopurinol va cyclosporin gdy ting ndng do
cyclosporin trong mau. Phai theo doi ndng do cyclosporin trong
mau va diéu chinh liu cyclosporin.

Céc thube chéng dong mau: Alopurinol trc ché chuyén hoa qua
gan cua dicumarol, 1am ting thdi gian ban thai ctia thudc nay. Phai
theo ddi tac dung chéng dong mau va thoi gian prothrombin & nhimg
bénh nhan ding ddng thoi alopurinol va dicumarol.

Ampicilin hodc amoxicilin dung ddng thdi véi alopurinol lam
tang ti 1¢ ban ngoai da.

Cac thude chong git: Benzbromaron khi ding véi alopurinol lam
giam khoang 40% ndng d6 oxipurinol trong huyét tuong, ¢ thé
do ting thai trir oxipurinol qua than, mic dii ndng d6 cua alopurinol
khéng bi anh huéng. Phdi hop 2 thube trén s& lam giam ndng do
acid uric trong huyét thanh t&t hon khi ding alopurinol riéng r&.
Probenecid 1am giam thanh thai ctia alopurinol ribosid dudng uéng.
Su phdi hop 2 thude nay c6 tic dung lam ha acid uric méau tét hon
ding cac thudc riéng ré.

Thude lgi niu: Thiazid va acid ethacrynic dung cting alopurinol
¢6 thé 1am ting ndng do oxipurinol trong huyét thanh, do d6 lam
tang nguy co doc tinh nghiém trong cua alopurinol, bao gdm cac
phan tng qua man (dic biét & bénh nhan giam chirc nang than).
Tuy nhién alopurinol dugc dung an toan voéi thiazid dé lam giam
su tang acid uric mau gy ra do thudc lgi niéu. Theo ddi chirc ning
than va diéu chinh liéu alopurinol ¢ bénh nhan ding dong thoi
alopurinol va thiazid.

Clopropamid: Alopurinol va clopropamid gay ra tic dung khong
mong muén & gan - than, luu ¥ khi ding dong thoi 2 thude nay.
Alopurinol hodc cac chat chuyén hoa ciia n6 c6 thé canh tranh bai
tiét & Gng than véi clopropamid, phai quan sat cdc dau higu ciia ha
glucose huyét qua muc (dic biét & bénh nhan suy than).

Dung ddng thoi cotrimoxazol vé6i alopurinol ¢ thé gy giam sb
luong tiéu cau.

Do 6n dinh va bao quén

Dang vién bao quan trong lo kin & nhiét d6 15 - 30 °C, chd khd,
tranh anh sang.

Bot alopurinol natri d& pha dung dich truyén tinh mach: Sau khi
pha xong bao quan ¢ nhiét do 20 - 25 °C, tranh dong lanh, dung
trong vong 10 gio sau khi pha.

Twong ky

Alopurinol natri dung dich 3 mg/ml trong natri clorid 0,9% tuong
ky voi amikacin sulfat, amphotericin B, carmustin, cefotaxim
natri, clormethin hydroclorid, clorpromazin hydroclorid, cimetidin
hydroclorid, clindamycin phosphat, cytarabin, dacarbazin,
daunorubicin hydroclorid, diphenhydramin hydroclorid, doxoru-
bicin hydroclorid, doxycyclin hyclat, droperidol, floxuridin,
gentamicin sulfat, haloperidol lactat, hydroxyzin hydro-
clorid, idarubicin hydroclorid, imipenem va cilastatin natri,
methylprednisolon, natri sucinat, metoclopramid hydroclorid,
minocyclin hydroclorid, nalbuphin hydroclorid, netilmicin sulfat,
ondansetron hydroclorid, pethidin hydroclorid, proclorperazin
edisilat, promethazin hydroclorid, natri bicarbonat, streptozocin,
tobramycin sulfat va vinorelbin tartrat.

Qua liéu va xir tri

Ngimg thudc ngay lap tirc. Rira da day néu udng lugng thude 16n.
C6 thé tham phan mau hodc thim phan mang bung.

Theo ddi chtre ning than va xét nghiém nude tiéu néu nghi ngd ngd
ddc man (hinh thanh soi). Chi diéu tr triéu ching khi c6 phan ting
¢6 hai cta thude. Khong ¢o thubc giai doc dac hiéu.

Chim séc hd trg, duy tri du nudec.

Théng tin qui ché

Alopurinol ¢6 trong Danh muc thudc thiét yéu tin dugc ban hanh
1an thtr VI, ndm 2013 va Danh muc thude tan duge thude pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Alloflam; Allopsel; Allorin; Alurinol; Apuric; Darinol 300;
Deuric; Hypolluric, Korea united allopurinol; Menston, Milurit;
NDC-Allopurinol 300; Osarinol; Sadapron; Zalrinol; Zuryk.

ALPHA TOCOPHEROL
(Vitamin E)

Tén chung quoc té: Alpha tocopherol.

Ma ATC: A11HAO3.

Loai thudc: Vitamin.

Dang thudc va ham lugng

Pon vi: 1 dvqt 1a hoat tinh ctia 1 mg ché phdm chuan cua dl-alpha
tocopheryl acetat. Theo dd, d-alpha tocopherol c6 hi¢u luc 1a 1,49
dvqt/mg; dl-alpha tocopherol 1a 1,1 dvqt/mg; d-alpha tocopheryl
acetat 1a 1,36 dvqt/mg; d-alpha tocopheryl sucinat 1a 1,21 dvqt/mg;
dl-alpha tocopheryl sucinat 1a 0,89 dvqt/mg.

béi véi muc dich dinh dudng, hoat tinh vitamin E hién nay duogc
tinh theo duong lugng alpha tocopherol (o-TE: a-tocopherol
equivalent). Mot a-TE la hoat tinh cua: 1 mg d-alpha tocopherol
(alpha tocopherol tu nhién); 1,4 mg dl-alpha tocopherol;

1,1 mg d-alpha tocopheryl acetat; 1,5 mg dl-alpha tocopheryl acetat;
1,2 mg d-alpha tocopheryl sucinat; 1,7 mg dl-alpha tocopheryl
sucinat.

Dang dung:

Vién nén 100 dvqt; 200 dvqt; 400 dvqt; 500 dvqt; 600 dvqt; 1 000 dvqt.
Vién nang 100 dvqt; 200 dvqt; 400 dvqt; 500 dvqt; 600 dvqt; 1 000 dvqt.
Vién nang dang phan tan trong nudc: 100 dvqt, 200 dvqt; 400 dvqt.
Vién nén hodc vién bao duong 10, 50, 100 va 200 mg dl-alpha
tocopheryl acetat.

Nang 200 mg, 400 mg, 600 mg.

Thube m& 5 mg/1 g.

Thudc tiém dung dich dau 30, 50, 100 hozc 300 mg/ml, tiém bip.
Thudc tiém dung dich dau 50 dvqt/ml.

Dugc Iy va co ché tic dung

Vitamin E 1a mot thuat ngit chung dé chi mot sé cac hop chét thién
nhién va tong hop. Nhém chit quan trong nhit 13 tocopherol, trong
do6 alpha tocopherol c6 hoat tinh manh nhét, duge phan bd rong
rai trong tu nhién va chu yéu duoc stir dung trong diéu tri; cac chit
khac ctia nhom tocopherol gdm beta, gamma va delta tocopherol,
nhung nhimg chat nay khong ding trong diéu tri. Nhom hop chat
khac c6 hoat tinh vitamin E 1a céc tocotrienol.

Alpha tocopherol c6 trong ty nhién dudi dang ddng phan
d (d-alpha tocopherol) c6 hoat tinh manh hon dang ddng phan
dI (dl-alpha tocopherol) ciia alpha tocopherol téng hop.

Vitamin E 12 mot vitamin tan trong ddu md, phan b rong rii trong
thirc &n. Nguon vitamin E giau nhat la dau thyc vat, dic biét 1a dau
mam lta mi, diu hudng duong, du hat bong; ngii cde va trimg
ciing 1a ngudn giau vitamin E. Lugng vitamin E trong thirc an bj
mét di 14 do qué trinh bao quan va ndu nuéng. Nhu cdu hang ngay
v& vitamin E khoang 4 - 15 mg.

Thiéu vitamin E rat hiém, chi xay ra & nhirng ngudi khong ¢6 kha
nang hap thu vitamin E hodc méc 1 sé bénh di truyén ngan can duy
tri ndng d6 binh thuong vitamin E trong méau.
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Chirc nang sinh hoc chinh xé4c ctia vitamin E chua dugc biét day du
& ngudi. Vitamin E dugc coi 1a mot chit chéng oxy hoa. Vitamin E
ngan chédn su oxy hoa cac acid béo cao phan tir chura bao hoa (cac
acid nay la thanh phan ciia mang té bao, phospholipid va lipoprotein
huyét twong) ciing nhu cac chit nhay cam véi oxy khac nhu vitamin A
va acid ascorbic (vitamin C). Cac gbc ty do sinh ra do nhidu qua
trinh phan Ung trong té bao co kha nang gdy tac hai cho mang té
bao, protein va acid nucleic, din dén réi loan chirc ning va gy
bénh cho té bao. Vitamin E phan Gmg véi cac gde tu do, 1am mét cac
gdc peroxyl (gbc peroxyl phan tmg véi vitamin E nhanh gap 1000
14n so v&i céc acid béo cao phén tir chua bio hod). Trong qua trinh
phén tig, vitamin E khong tao thém gdc tu do khac.

Do tinh chét chdng oxy hoa ctia vitamin E, dd ¢6 nhiéu cong trinh
nghién ctru dung vitamin E dé 1am 1am giam nhe ching mat tri
nhd cua bénh Alzheimer sém hodc do 130 hoa, bénh thoai hoa
hoang diém lién quan dén tudi tac, ung thu, xo cimg dong mach,
bénh mach vanh, duc thuy tinh thé... nhung dén nay chua dugc
chimg minh hi¢u qua rd rang. Mot s6 nha 1am sang da diéu trj dé
lam giam nguy co thoai hod hoang diém lién quan dén tudi tac nhu
sau: Liéu vitamin C 500 mg/ngay két hop v&i beta caroten 15 mg/
ngay, vitamin E 400 mg/ngay va kém (dang kém oxyd) 80 mg/
ngay. Bénh Alzheimer va bénh dong mach vanh: Liéu tir 200 - 800
dvqt/ngay. Tuy nhién hién tai van chua di dir liéu chimg minh hiéu
qua diéu trj cta thudc doi voi cac bénh nay va can luu ¥ lidu 400 mg/
ngay trg 1én c6 thé 1am ting ty 1¢ tr vong. In vitro, vitamin E con ¢
tac dung ngin chdng tan hdng ciu do cac chit oxy hoa va lam ting
dap ing mién dich & ngudi cao tudi khoé manh, lam giam két tu
tiéu cau.

Duoc dong hoc

Hap thu: D¢ vitamin E hép thu qua duong tiéu héa, mat va tuyén
tuy phai hoat déng binh thudng. Luong vitamin E hdp thu giam
khi liéu dung ting 1én. Khoang 20 - 60% vitamin dugc hap thu tir
ngudn thire dn. O nguoi bénh bi hoi ching hép thu kém va tré dé
non nhe cén, hip thu vitamin E c6 thé giam di rt nhiéu. Ché phdm
dang phan tan trong nudc c6 thé hap thu qua rudt tot hon so véi
ché pham dang dau.

Phén bd: Thudc vao mau qua vi thé dudng chép trong bach huyét
rdi duge van chuyén t6i gan. Vitamin E dwoc tiét ra tir gan dudi
dang lipoprotein ty trong thip (VLDL) va nong do vitamin E
trong huyét trong phu thudc vao su tiét nay. Chi 1 dang dong phan
14p thé R-a-tocopherol dugc gan tai xudt tiét nhd vao 4i luc coa
alpha tocopherol ddi vdi protein van chuyén o-tocopherol ciia gan
(a- TTP: a-tocopherol transfer protein). Vitamin E sau d6 dugc phan
bb rong rai vao tat ca cac mo va du trit & md md. Néng d6 binh
thuong cia tocoferol trong huyét twong 1a 6 - 14 microgam/ml.
Néng d6 vitamin E trong huyét twong dudi 5 microgam/ml hodc
dudi 800 microgam vitamin E/g lipid trong huyét twong trong vai
thang dugc xem nhu la phan anh sy thiéu hut vitamin E. Sau khi
ubng vitamin E liéu cao, nong d¢ tocopherol trong huyét twrong co
thé bi cao 1én trong 1 - 2 ngay. Tong du trit vitamin E trong co thé
wde lugng 3 - 8 g va c6 thé dap tmg duge nhu cu co thé trong 4 nim
hodc hon khi ché d¢ an nghéo vitamin. Alpha tocopherol phan
bd vao mét, dat dugc néng d0 cao hon ¢ vung giac mac so voi mang
mach hoic thuy tinh thé. Nong d6 nay co thé ting 1én khi b sung
vitamin. Vitamin E vao sita, nhung rat it qua nhau thai. Nong d6
tocopherol trong huyét twong tré so sinh bang 20 - 30% ndng do &
nguoi me, tré so sinh nhe can co néng do thép hon.

Thai trir: Vitamin E chuyén hoa & gan thanh céc glucuronid cua
acid tocopheronic va gamma-lacton ciia acid nay, hau hét lidu ding
thai trir cham vao mat. Mot sb thai trir qua nudc tiéu.

Chi dinh

Diéu tri va phong thiéu vitamin E (chu yéu 1a do bénh 1y: Tré em
bi X0 nang tuyén tuy hodc kém hép thu m& do teo duong dan mat
hoic thiéu betalipoprotein huyét, tré so sinh thiéu thang rit nhe can
khi d¢ hodc do ché do an thiéu vitamin E).

Chéng chi dinh
Min cam véi vitamin E hodc v6i cac thanh phan khéc cia thude.

Thén trong

Ty 1€ viém rudt hoai tir can duoc chu y khi diéu trj vitamin E cho tré
so sinh thiéu thang c6 can ning dudi 1,5 kg.

Liéu cao vitamin E dugc bao cdo 1a ¢6 khuynh hudng giy chay
méu & bénh nhan thiéu hut vitamin K hodc dang str dung thube
chéng dong méau. Hoi chimg giam tiéu cdu, chimg gan to, lach to,
¢b chudng va gay doc cho gan, than, phdi xuat hién & mot sb tré so
sinh thiéu thang khi tiém tinh mach thudc tiém dl-alpha tocopheryl
acetat trong dung dich polysorbat 20 va 80, nguyén nhan chua
duoc xac dinh 10 rang, cling c6 thé do su tich lay chét doc tir mot
hodc nhiéu thanh phin trong thudc tiém.

Anh huéng cta vitamin E phan 16n chi duoc nghién ciru trong
vai tuan hodc vai thang, vi thé nhitng anh huong man tinh sudt doi
khi dung liéu cao, kéo dai van con chua rd rang. Tuy vdy, cin than
trong khi diéu trj va can luu y lidu cao vitamin E trén 400 dvqt/ngay
hodc cao hon ¢ nhitng nguoi bi bénh man tinh cé lién quan dén su
tang 1én cua ty 1¢ tr vong do moi nguyén nhan.

Thoi ky mang thai

Trong thoi ky mang thai, thiéu hodc thira vitamin E déu khong gay
bién chirng cho me hodc thai nhi. Nhu cAu vitamin E & phu nt c6 thai
va phu nit binh thudng khong khac nhau. O nguoi me duoc dinh
dudng tot, lwong vitamin E ¢o trong thirc 4n 1a du va khong can bd
sung. Néu ché do in kém, nén b sung cho du nhu ciu hang ngay
khi c6 thai.

Thoi ky cho con bu

Vitamin E vao sita. Stta ngudi ¢ lwong vitamin E cao gép 5 1an sita
bo va co6 hiéu qua hon trong viéc duy tri du lugng vitamin E trong
huyét thanh cho tré dén 1 nam tudi.

Nhu cau vitamin E hang ngay trong khi cho con b 1a 19 mg. Chi
can b sung cho me khi thyc don khong cung cap du lugng vitamin
E cén cho nhu cdu hang ngay.

Tac dung khong mong muén (ADR)

Vitamin E thuong dung nap tot. ADR c6 thé xay ra khi ding liu
cao, kéo dai, tiém tinh mach, nhat 13 khi dung cho tré dé non, nhe
can luc mai sinh.

Than kinh trung wong: Pau dau, chong mit.

Mit: Mo mat.

Tiéu ho4: Budn nén, ia chay, dau bung, r6i loan tidu hoa, viém rudt
hoai ti.

Noi tiét va chuyén hoa: Bit thuong & tuyén sinh duc, dau nhirc
vi, tang cholesterol va triglycerid huyét thanh, giam thyroxin va
triiodothyronin huyét thanh.

Than: Creatin niéu, tang creatin kinase huyét thanh, ting estrogen
va androgen trong nudc tiéu.

Khac: Phat ban, viém da, mét moi, viém tinh mach huyét Kkhéi.

Liéu lwgng va cach ding

Cach diung:

Vitamin E nén dung qua dudng udng. Néu khong ubng duoc, hoic
nghi ngd hép thu kém, co thé tiém bip hodc tiém tinh mach.

Liéu lwong:

Diéu tri thiéu hut vitamin E:
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O tré so sinh thiéu thang nhe can: 25 - 50 dvqt/ngay, dat duoc
ndng d6 binh thuong trong vong 1 tuan.

O tré em thiéu hut vitamin E do hoi chimg kém hap thu: Udng
vitamin E dang phan tan trong nude véi lidu 1 dvqt/kg hang ngay
dén khi ndng d6 tocopherol huyét twong tang 1én dén gioi han binh
thuong va duy tri ndng dé binh thuong trong vong 2 thang.

Nguoi 1on: 60 - 70 dvqt/ngay.

Phong thiéu hut vitamin E:

O tré so sinh nhe can: Lidu vitamin E 1a 5 dvqt/ngdy trong
vai tudn ddu sau khi sinh. Nong do tocopherol huyét twong nén
dugc kiém soat.

Nguoi lon: 30 dvqt/ngay.

Du phong bénh vong mac mit & tré so sinh thiéu thang hodc loan
san phé quan phdi thir phat sau liéu phap oxy: 15 - 30 dvqt/kg
(10 - 20 mg alphatocopherol/kg) mdi ngay dé duy tri nong do
tocopherol huyét twong gitra 1,5 - 2 microgam/ml (khong khuyén
cao).

Xo nang tuyén tuy: 100 - 200 mg dl-alpha tocopheryl acetat hodc
khoang 67 - 135 mg d-alpha tocopherol.

Bénh thiéu betalipoprotein - mau: 50 - 100 mg dl-alpha tocopheryl
acetat/kg hodc 33 - 67 mg d-alpha tocopherol/kg.

Bénh thiéu méu beta-thalassemia: Ubng: 750 dvqt/ngay.

Bénh té bao hdng cau hinh liém: Udng: 450 dvqt/ngay.

Twong tac thude

Vitamin E hodc dang chuyén hoa 1am giam hiéu qua cua vitamin K
va lam tang hiéu qua cua thudc chéng dong mau.

Duing dong thoi vitamin E va acid acetylsalicylic c6 nguy co giy
chay mau.

Vitamin E c6 thé lam tang hép thu, st dung va du trlr vitamin A.
Vitamin E bdo v¢ vitamin A khdi bi thoai héa do oxy hoa lam cho
nong d¢ vitamin A trong té bao ting 1én; vitamin E ciing bao vé
chdng lai tic dung cta chimg thira vitamin A. Tuy nhién, cac tac
dung nay con dang tranh luan.

Vitamin E lidu trén 10 dvqt/kg c6 thé lam cham dép tng cia viée
diéu tri sit & tré em thiéu mau do thiéu sit. Tré so sinh nhe can
dugc bd sung sét c6 thé 1am ting thiéu mau tan mau do thiéu hut
vitamin E.

Str dung qué thira dau khoang c6 thé 1am giam hép thu vitamin E.
Colestyramin, colestipol, orlistat c6 thé can tré hap thu vitamin E.
Str dung cach nhau it nhat 2 gio.

Do 6n dinh va bio quéin
bé trong chai 1o nit kin, tranh anh sang.
Dang acetat v sucinat khong 6n dinh véi kiém.

Théng tin qui ché

Vitamin E ¢6 trong Danh muc thudc thiét yéu tin dugc ban hanh
1an tha VI, ndm 2013 va Danh muc thude tan duge thudc pham vi
thanh toan cua quy bao hiém y t&, nam 2015.

Tén thwong mai

Austen-S; Auvinat, Biorich E; E-Care 400 Natural; Enat; E-NIC
400, E-OPC 400 Vitamin E thién nhién; E-Tot; Etovit - 400;
Eurovita - E400; Ezavit; Fine life Natural E 400, Fine Life Vit-E
400; Fonat E; Hanobaek;, Homtamin Beauty, Kensivit;, Metid;
Natopherol; Natural Vitamin E400 TR-G, Nicee; pms-vitamin E
400 1U; Procaps Vitamin E; Queenlife E; Rob Vitamin E; Usatonic-
Natural Vitamin E; Uscpherol 400; Veronco, Vietra.

ALPRAZOLAM

Tén chung qudc té: Alprazolam.
Maia ATC: NO5SBA12.
Loai thudc: Chdng lo au, chéng hoang so.

Dang thudc va ham lwong
Vién nén: 0,25 mg, 0,5 mg, 1 mg, 2 mg.
Dung dich uéng: 0,1 mg/ml, 1 mg/ml.

Duoc Iy va co ché tac dung

Alprazolam 1a mot triazolobenzodiazepin c6 tac dung ngian chéng
lo au, chéng trAm cam va dugc ké don rong rai trong diéu tri cac
tinh trang lo 4u, hoang so. Alprazolam tan trong lipid do d6 thdm
dugc vao hé than kinh trung wong.

Alprazolam lam ting din truyén acid gamma aminobutyric
(GABA) 1a chét din truyén than kinh gy trc ché trong ndo do gin
vao cac thy thé benzodiazepin dac hi¢u. Trong co thé, GABA e
ché dang ké sy din truyén cua nhidu chét din truyén trung gian
quan trong nhu noradrenalin, serotonin, dopamin va acetylcholin.
Céc benzodiazepin chi c6 tac dung diéu tri triéu chimg, khong
chita dugc nguyén nhan giy bénh. Dung thudc kéo dai s& 1am ting
nguy co phu thude thude, do d6 thude nay chi dugc dung didu tri
trong thoi gian ngén.

Duoc dong hoc

Sau khi udng liéu duy nhét, thudc duoc hip thu tét & duong tidu
hoéa; ndng d6 dinh huyét twong dat duoc trong vong tir 1 dén 2 gio.
Nira doi trung binh huyét twong 1a 11 dén 15 gid. 70 dén 80% alpra-
zolam duoc gén vao protein huyét twong, chii yéu 1a albumin.
Alprazolam dugc chuyén hoa chu yéu qua qua trinh oxy hoa
& gan dugc xiic tac boi cytochrom P, 3A4 va P, 2D6 dé tao
ra cac chét chuyén hoa ban dau 1a alpha-hydroxyalprazolam va
4-hydroxyalprazolam. Ca hai chat nay déu c6 ai luc voi thu thé
benzodiazepin thép hon alprazolam va néng do trong huyét tuong
ciing thip hon alprazolam 10%. Trong huyét twong, nong d6 cua
chit chuyén hoa

4-hydroxyalprazolam 16n hon ndng d6 cua alpha-hydroxyalpra-
zolam, nhung trong nuée tidu din chat alpha-hydroxyalprazolam
c6 ndng dd cao hon nhiéu so v&i 4-hydroxyalprazolam. Piéu
nay c6 thé do tinh chat khong 6n dinh in vitro clia dan chat
4-hydroxyalprazolam. Cac thudc trc ché P,,, lam giam chuyén
hoa va giam thanh thai alprazolam nén lam ting nong do¢ huyét
twong cta thube. Can chu y khi ding ddng thoi alprazolam véi cac
thudc tre ché coenzym CYP3A (vi dy; fluoxetin, diltiazem, khang
sinh nhoém macrolid, isoniazid, sertralin, paroxetin, nude ép buoi,
amiodaron).

Sinh kha dung duong udng cua thube 1a 88% + 16%. Thai trir
qua than binh thuong 1a 20% liéu dung. P9 thanh thai trung binh
1a 0,74 + 0,14 ml/phut/kg. Thé tich phan b trung binh 14 0,72 +
0,12 lit/kg thé trong. P thanh thai chuyén hoa giam, ntra doi thai
trir ting & ngudi bi béo phi, xo gan, & ngudi cao tudi. Bé cit ngay
cac con hoang so, co thé cin dat ndng do trong huyét twong cao
hon.

Chi dinh

Céc hoi chirg hoang sg, ¢6 hodc khong kém theo chirng s¢ khoang
tréng; cac trang thai lo 4u lién quan dén chimg trim cam, c6 hodc
khéng c6 cac yéu tb tim - thé.

Chéng chi dinh

Suy ho hép man tinh hodc cép tinh, yéu co hé hip, hoi ching ngimg
thd khi ngu.
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Nhuoc co.

Suy gan nang.

R4i loan tm than man tinh.
Quéa man véi cac benzodiazepin.
Glocom goc hep cap tinh.

Thén trong

Phai giam lidu d6i v6i nguoi cao tudi, ngudi suy gan va than,
nhugc co, suy ho hap (nhu hen, viém phé quan man, bénh phdi tic
nghé&n hodc giam thong khi). Viéc didu tri két hop vai cac thude khac
¢6 tac dung & than kinh trung wong s& 1am ting nguy co xdy ra cic
tac dung phy; khong duoc udng ruou trong thoi gian didu tri. Giéng
céc benzodiazepin khac, ding thuong xuyén alprazolam c6 thé gay
phu thudc thude.

Than trong khi dung ddng thoi alprazolam véi ketoconazol,
itraconazol va cac thubc chéng nam khéc thudc nhém azol, vi cac
thubc nay lam giam dang ké su chuyén hoa qua qua trinh oxy hoa
nhd cytochrom Py, 3A 6 gan.

Khong dung thude don thuan doi véi bénh nhan bi lo 4u ¢6 trAm cam.
Khéng dung thude tiém c6 chira benzyl alcol cho tré so sinh.
Thubc gay budn ngu, anh huong dén van hanh may méc, xe co.

Thoi ky mang thai

Alprazolam qua dugc nhau thai, néu diéu trj kéo dai co thé gdy ha
huyét ap, ha calci huyét, giam chtic nang ho hap va ha than nhiét
¢ tré mdi sinh. Than trong khi dung cho phy nit mang thai.

Thoi ky cho con bu

Chuyén hoa ciia cac thude benzodiazepin ¢ tré so sinh cham hon &
nguoi 16n nén cé thé gay tich lity cac thude benzodiazepin va cac
chat chuyén hoa cua chiing; do d6 ngudi me dang cho con bi néu
sir dung cac thudc nhom nay co thé gay tinh trang an than, bo ba va
st can & tré. Theo nguyén tic chung, ngudi me dang didu tri voi
alprazolam khong nén cho con bu.

Tac dung khong mong mudn (ADR)

Céc tac dung khong mong mudn lién quan dén alprazolam (budn
ngu, an than...) 1a tac dung chi van chu yéu cia benzodiazepin va
thuong gia tang khi ndng do thude & trang thai can bang cao.
Budn ngi va giam kha nang phan tng true nhitng bt tric xay ra
khi di duong hodc trong cong viéc 1a nhitng triéu chirng da gap &
it nhit 30 - 40% nguoi bénh ding thude, nhung thudng s& giam sau
it ngay diéu tri.

Thuong gap, ADR > 1/100

Thén kinh trung wong: Ngu ga.

It gap, 1/1 000 < ADR < 1/100

Thén kinh trung wong: Chong mat, nhirc dAu, run dau chi, réi loan
ddng van.

Tiéu hoa: Pau da day - rudt.

Mit: Nhin mo.

Hiém gdp, ADR < 1/1 000

Thén kinh trung wong: Phan tmg nghich thudng (thi du d& kich
dong), gy g6, do gidc, mét tri nhd, 1t 1an (6 ngudi cao tudi).

Ti€u héa: Kho miéng.

Tiét niéu - sinh dyc: Bi tiéu tién, giam ham mudn tinh duc.

Khéc: Kich img da, dau khép, rdi loan thong s6 huyét hoc.

Liéu lwong va cach ding

Thubc duge dung theo dudng udng. Udng cac thuéc nhom
benzodiazepin (trong do cé alprazolam) cung véi nude ép budi
s€ lam tang sinh kha dung cuta thudc; vi vay can than trong khi
dung dong thoi hai loai nay. Dung thudc nude ddm dic can phai
pha loang trong it nhat 30 ml dung méi (nudc, nude hoa qua, soda)
hodc v6i thirc an mém 16ng (chdo, sét tao) ngay trude khi ung.

Vién thudc tan trong miéng phai dugc dung ngay sau khi lay ra khoi
lo dyng. Néu chi uéng nira vién thi phai bo di nira con lai vi khong
6n dinh. Phai 1iy vién thubc bang tay that kho rdi dat vao ludi.
Thudc tan nhanh trong nude bot; sau dé ¢ thé nudt (véi nude
hodc khong). Khi mé lo thude 1an dau thi hily bé miéng bong day;
sau khi 14y thudc phai day kin lo thudc dé tranh Am.

Néu dung vién thubc giai phong chdm, nén ubng ngay mét lan,
vao budi sang. Néu udng vao budi tdi, nong do dinh trong huyét
tuong s& cao hon 30% va xuat hi¢n sém hon 1 gio. Phai nudt ca
vién, khong dugc nhai, can v&. Sinh kha dung trong trudng hop
nay hoan toan bang sinh kha dung ctia vién thudc thong thuong
nhung toc do hép thu & éng tiéu hoa cham hon. Diéu nay khién cho
ndng do thude trong huyét twong tuong ddi 6n dinh va dugc duy tri
trong khoang 5 dén 11 gio sau khi uéng. Thirc an chi anh huong
t6i toc do hap thu, khong anh huong toi mic do hap thu khi ding
vién giai phong chdm: Nong do dinh huyét tuong ting 25% khi
ubng vién giai phong cham 2 gid sau bita an nhiéu md; thoi gian
dat t6i nong d6 dinh rit ngén 1/3 so véi uéng thude ngay sau khi
an nhu’ng ¢6 thé dai hon 1/3 néu udng trude khi an 1 gid hodc hon.
Liéu dung tuy theo tung truong hop va bao gio cung phai dung
lidu nho nhat co tac dung (nhit 1a & ngudi cao tudi, nguorl sa sut
tri tu¢, ngudi méc bénh gan, béo phi hay ¢ albumin huyét thap)
dé tranh hién twong an than qua murc. Néu lo au xuét hién luc sang
som hodc cac triéu ching xuét hién giita cac 1an ubng thude giai
phong nhanh & bénh nhan truée do da 6n dinh thi cin phai diéu
chinh liéu hodc duy tri liéu hang ngay nhung chia thanh nhiéu liéu
nho hon dé udng nhiéu 1an hon. Cac lidu ding dé diéu tri lo au dudi
day duoc ap dung véi dang thudc giai phong nhanh. Hién nay,
thudc dang giai phong cham chua duoc ding dé didu tri lo 4u.
Diéu tri cac trang thai lo du: Uéng 0,25-0,50 mg/l?m; 3 lﬁn/ngéy;
khi can thiét cir cach 3 - 4 ngay c6 thé tang t6i liéu t6i da 3 hodc 4 mg/
ngay. Ngudi cao tudi hodc ngudi bénh thé trang yéu nén bét dau voi
lidu 0,25 mg/lan; 2 - 3 lan/ngay. C6 thé tang din liéu nay, néu xét
can thiét va néu dung nap duogc thude.

Piéu tri cdc trang thai hoang so: Nén ding lidu bat ddu 12 0,5 mg/
lan, udng 3 1an/ngay; nhidu ngudi bénh cin téi 5 - 6 mg/ngdy va
d6i khi toi 10 mg/ngay méi du dé dap tng. Tang lidu khi can thiét,
cach 3 hodc 4 ngay co thé ting nhung lugng gia ting khong dugc
qua 1 mg/ngay. Thoi gian didu trj téi vu chwa rd, nhung sau mot thoi
gian dai hét con hoang sg, c6 thé giam lidu dan c6 theo dbi can than.
Véi dang thude giai phong cham: Liéu tiy timg truong hop, lleu
thuong dung 6 nguoilénla3 - 6 mg/ngay, udéng mot 1an. Néu can
liéu cao hon nén ting lidu than trong dé tranh tac dung phu. Liéu
ban d4u 13 0,5 - 1 mg/ngay udng mot lan; sau d6 néu can thi cir mdi
3 - 4 ngay lai ting, mdi 1an ting khong qua 1 mg/ngay. Tang lidu
cho dén khi c6 tac dung, dén khi xuét hién khong dung nap thube,
lidu téi da 1a 10 mg ngay mot lan.

Diéu tri duy tri va giam lieu: Viéc giam licu phai tir tir va bénh
nhan phai dugc theo doi chat ché. Neu cac triéu chirng khong mong
mubn cia thube xuat hién, phai tro vé lidu trude d6 va sau khi di on
dinh lai viéc giam lidu phai tr tir hon. Cin chia 1am nhiéu liéu nhé,
ubng 3 - 4 lan/ngay vao liic tinh thirc trong ngay (voi thube giai
phong nhanh), uéng mét 1an vao budi sang (véi thude giai phong
cham). Néu chuyén tir ding thudc giai phong nhanh sang thude
giai phong cham van dung téng lidu trong mot ngay nhu trude
nhung udng lidu d6 1am mot 1an chir khong chia nhiéu 1an. Véi
bénh nhén dung liéu trén 4 mg/ngay, can danh gia dinh ky va phai
xem xét viée giam liéu.

Khi ngimg diéu tri phai giam lidu tir tir trude khi nging han, mdi
lan giam 0,5 mg, cach 3 ngay giam mét lan, cho ti lac con 2 mg/
ngdy s& giam mdi 1an 0,25 mg, cach 3 ngay giam mot 1an cho dén
het.
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Liéu dung diéu tri chdng lo au cho tré em téi 18 tudi, chua xac
dinh dugc d¢ an toan va hiéu qua.

¢} nguoi 1on, ¢ thé dung thudc theo duong thut hodc dat thube
(dang vién dan) vao hau mén trong trudng hop khong ubng duoc.
Chi tiém bap khi khong thé dung thudc theo dudng udng hodc dudng
tiém tinh mach.

Tuwong tac thudc

Tac dung trc ché hé than kinh trung wong s& ting 1én khi ding cac
benzodiazepin (ké ca alprazolam) dong thdi véi cac thude hudng
than, cac thudc chdng co gidt, cac thudc khang histamin, rugu va
cac thude e ché hé than kinh trung wong khac. Alprazolam lam
tang tac dung cia rugu.

Céc thude tic ché chuyén héa alprazolam qua cytochrom P, 3A
lam giam manh chuyén hoa va do thanh thai ctia alprazolam; do d6
khong dung alprazolam cho ngudi bénh dang diéu trj v6i nhiing
thudc nay (thi du cac thudc chéng ndm nhém azol nhu itraconazol,
ketoconazol). Nhitng thube dudi dy 1a nhitng chatrc ché cytochrom
P,., 3Ac6 thé co ¥ nghia 1am sang, nén can phdi than trong khi
dung phdi hop véi alprazolam: Cimetidin, fluoxetin, fluvoxamin,
nefazodon, propoxyphen, cac thudc tranh thai udng.

Nhitng thudc sau c6 kha ning lam giam chuyén hoa va thanh thai
alprazolam nén can tranh dung dong thoi hodc phai rit than
trong khi ding dong thoi véi alprazolam: diltiazem, isoniazid,
cac khang sinh macrolid (erythromycin, clarithromycin), sertralin,
paroxetin, ergotamin, cyclosporin, amiodaron, nicardipin va
nifedipin, delavirdin.

Do 6n dinh va bao quén
Pung trong bao bi kin, tranh anh sang va gitt ¢ nhiét do trong
khoang tir 15 dén 30 °C.

Qui lidu va xir tri

Triéu chirng: Ngu ga, 14 1an, réi loan diéu phdi dong tac, trc ché
ho hap, giam phan xa va hon mé. Tir vong do qua liéu alprazolam
cling da xay ra. Nhitng truong hop tir vong vi qua liéu do ding
phdi hop mot benzodiazepin (ké ca alprazolam) va ruou ciing da
duogc thong bao.

Xt tri: Theo d3i ho hdp, mach va huyét 4p cho ngudi bénh. Cung
v6i nhimg chi dinh diéu tri hd trg chung phai tién hanh rira da day
ngay. Phai bao dam thong khi duong tho, truyén dich. Néu huyét
ap ha co thé dung cac thude 1am ting huyét ap. Viéc tham phan chi
c6 gia tri han ché. Khi xir tri ding thude qué lidu do cb y, phai nhé
1a ngudi bénh c6 thé di udng nhiéu thue khac nhau. Flumazenil
1a chét dbi khang dic hiéu thy thé benzodiazepin, duoc chi dinh dé
XU tri mot ph?in hodc toan bg cac tac dung an thin cia cac benzodi-
azepin va co thé dung trong céc truong hop da biét hodc nghi ngd
qué liéu cia mot benzodiazepin. Flumazenil chi duoc dung nhu
mét thude phu trg trong diéu trj qua lidu céc benzodiazepin. Sau
khi diéu tri v6i flumazenil nguoi bénh phai duoc tiép tuc theo ddi
thém vé cac tac dung an thin trd lai, suy giam ho hap va céc tac
dung ton du khac ctia benzodiazepin trong mét thoi gian thich hop.
Théy thubc phai chi ¥ dén nguy co xay ra co giat khi didu trj bang
flumazenil, dac bi¢t & nhling nguoi sir dung benzodiazepin dai
ngay.

Théng tin qui ché
Thudc hudng tam than.

Tén thwong mai
Frixitas; Toranax 0.25; Zypraz.

ALTEPLASE

Tén chung qudc té: Alteplase.
Ma ATC: BO1ADO02, SO1XA13.
Loai thudc: Thudc tan huyét khoi.

Dang thudc va ham lwgng

Lo 50 mg bot dong kho (29 triéu dvqt), chan khong, c6 chira
polysorbat 80, kém lo 50 ml dung méi (nudc cét pha tiém) dé pha
tiém.

Lo 100 mg bot dong kho (58 triéu dvqt), khong chan khong, co
chtra polysorbat 80, kém lo 100 ml dung méi (nudc cét pha tiém)
dé pha tiém va mot dung cu chuyén.

Lo 2 mg bot déng kho, c6 chira polysorbat 80, dé pha dung dich,
ding catheter (6ng thong) tinh mach.

Dugc Iy va co ché tac dung

Alteplase, mot chét hoat hoa plasminogen mé cua ngudi (t-PA)
san xut bang cong nghé DNA tai to hop, 1a thude tan huyét khdi.
Alteplase 1am tan cuc huyét khdi bang cach gin vao fibrin va lam
tang tbc do chuyén plasminogen thanh plasmin. Plasmin 13 mot
serin protease twong ddi khong ddc hiéu co kha ning thoai bién
fibrin, fibrinogen va cac protein dong yéu té déng méau khéc, vi du
cac yéu t6 V, VIII va XII. Alteplase c6 4i luc cao v6i fibrin, nhung
rat it tic dung dén cac giai doan khac trong hé déng mau. Thude
khéng c6 tinh chit khang nguyén.

Trong nhdi mau co tim cap, diéu trj bang chét hoat hoa plasminogen
mé nhim tang tai twdi mau cua dong mach vanh, giam dugc kich
¢& nhdi mau, giam duge nguy co suy tim sau nhdi mau va giam tir
vong. Can phai bit dau didu tri cang som cang tt trong vong 6 gio,
cham nhit 1a 12 gi0 sau khi xuét hién triéu chung.

Chat hoat hoa plasminogen mo ciing duge dung trong didu tri
nghén dong mach phdi. Trudce khi diéu tri, phai xac minh chan
doan bang chup X-quang mach va/hodc biang cac k¥ thuat khong
xam nhap hodc xam hai, thi du chup cét 16p phéi.

Chat hoat hoa plasminogen mé ciing dwoc ding trong diéu tri dot
quy thiéu mau cuc bd cip va chi didu tri theo chi dan cia béc si
chuyén khoa than kinh.

Thubc con duoc dung dé lam thong dng thong bi tic, khoi phuc
chirc nang thong tinh mach trung tam.

Duoc dong hoc

Alteplase ding tiém tinh mach. Thudc khong hap thu qua dudng
tiéu hoa. Alteplase ndi sinh ton tai trong huyét tuong dudi dang
tu do va duéi dang phirc hop trong tudn hoan véi cac chét e ché
protease trong huyét tuong.

Tac dung gy tan cuc mau va huy fibrin cua alteplase phu thudc
vao lidu. O ngudi bénh dung liéu duy tri truyén tinh mach alteplase,
ndng d6 6n dinh & muc 0,45 microgam/ml alteplase trong huyét
twrong c6 thé ngin ngira tai phat tic dong mach vanh sau khi lam
tan hoan toan cuc mau; nhung voi néng do én dinh 0,34 microgam/
ml thi khong thé ngin ngira dugce. Mic dii mirc d hiy fibrinogen
& ngudi bénh dung alteplase c6 thé phu thude vao liéu, nhung cac
chi s6 xét nghiém chirc ning cAm mau thuong khong ding duogc dé
du doan ti 18 bién chimg chay mau & ngudi bénh dung thube nay.
Thude dao thai nhanh ra khoi mau chi yéu qua gan véi do thanh
thai khoang 550 - 650 ml/phiit. Sau khi tiém truyén tinh mach,
ndng do thudc trong huyét twong giam theo 2 pha. O’ ngudi nhdi
mau co tim, nira doi ciia alteplase trong pha phan bd ban dau (t,,
alpha) khoang 3,6 - 4,6 phut va trong pha thai trir cudi (t,, beta)
khoang 39 - 53 phiit. Nam phut sau khi nging tiém truyén, thude
con lai dudi 50% lugng thudc ban dau trong huyét twong, mudi
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phut sau khi nging tiém truyén thude con lai dudi 20% va hai muoi
phiit sau khi ngimg tiém truyén, chi con lai dugi 10%. Vi vay co
thé tién hanh som cac phdu thudt can thiét sau khi dd ngimg tiém
truyén.

Chi dinh

Nhéi méu co tim cAp;

Nghén mach phdi cép, nang;

Dot quy thiéu méau cuc b cip (chi didu tri theo chi dan ciia bac si
chuyén khoa than kinh);

Khéi phuc chirc nang thong tinh mach trung tam.

Chéng chi dinh

Qué4 mn vdi alteplase hodc bit ¢l thanh phin nao trong cong thirc.
Chdng chi dinh dung liéu phap alteplase trong diéu tri nhdi mau co
tim cap vi lam ting nguy co chay méau trong nhiing truong hop sau:
Co dia chay mau, nguy co chay mau va dang diéu tri chéng dong
ubng. Co tién sir dot quy chay méu, tién sir tai bién mach méau
nao; chady mau ngi tang nhiéu (duong tiéu hoa hodc tiét niéu - sinh
duc), m6i qua phau thudt trong ndo hodc trong cot sdng trong vong
2 thang tr¢ lai, phinh dong mach - tinh mach hoéc bién dang dong
mach - tinh mach; u 4c tinh trong so; ting huyét 4p nang khong
kiém soét.

Chéng chi dinh dung liéu phép alteplase trong diéu tri dot quy thiéu
méu cuc bo cAp vi lam ting nguy co chay méau c6 thé dan t&i bét luc
dang ké hodc tir vong trong nhitng trudng hop sau:

Dot quy kém theo co giat; dot quy nang; tién st dot quy & ngudi
dai thao dudng; dot quy hodc tén thuong ning & dau trong vong 3
thang; giam glucose huyét (< 50 mg/100 ml); ting glucose huyét
(> 400 mg/100 ml); c6 bang ching chay mau ndi so hodc nghi
chay méau dudi nhén (danh gia trude diéu tri); moi qua phiu thuat
noi so hodc nodi cot sdng (trong vong 3 thang); xoa bop tim ngoai
16ng nguc kéo dai; nghi c6 md xé dong mach chii; phiu thuét 16n
hoic chén thuong nang & du trong vong 2 tuan; tién sir xuat huyét
nodi so; ting huyét ap khong kiém soat ¢ thoi diém diéu tri (tim
thu > 185 mm Hg hodc tdm truong > 110 mm Hg); ting huyét ap
phai didu tri ngay luc bit diu dot quy; chay mau ndi tang nhiéu
(trong vong 3 tudn); u 4c tinh ndi so; bién dang hodc phinh dong
mach - tinh mach; co dia chdy mau bao gém ma khong gidi han vao
ngudi bénh hién dang st dung thube chéng dong, dang c6 thoi gian
prothrombin > 15 gidy hodc c6 INR (ti 1& chuén hoa qudc té) > 1,7;
str dung heparin trong vong 48 gid trude khi bét dau co dot quy va
¢6 thoi gian hoat hoa timg phan thromboplastin (aPTT) tang (danh
gid trudce didu tri); co s6 lwong tiéu cau < 100 000/mm?.

Nhiing ti€u chuén loai bo khac: Piéu trj tAn cong bét budc dé ha
thép huyét ap; choc dong mach tai vi tri khong ép dugc; mdi qua
choc dbt séng that lung trong vong 1 tudn; danh gia 1am sang goi y
¢6 viém ngoai tdm mac sau nhdi mau co tim.

Thén trong

Xt tri nhdi méu co tim hodc tic dong mach phéi phai duoc thuc
hién ddng thoi véi diéu tri alteplase. Chong dong mau dong thoi
v6i heparin, c6 thé gop phan gy chay mau. Theo ddi cac vi tri ¢6
kha ning chay mau. Liéu> 150 mg di kém ting nguy co chay méau
néi so. Tranh tiém bip va xir tri khéng co ban ddi véi ngudi bénh.
Phai giam thiéu choc dong mach va tinh mach, tién hanh choc cin
than vao tinh mach va chi khi can thiét, tranh choc tinh mach canh
trong va dudi don dé giam thiéu chay mau & nhimg vi tri khong
¢ép dugc. Phai tranh choc dong mach khong ép duoc, néu can phai
dung dong mach trén va xa nhit c6 thé ép dugc bang tay. Khi co su
¢b chay méau nghiém trong, phai ngirmg ngay alteplase va heparin.
C6 thé hity tac dung ctia heparin bang protamin sulfat. Tranh ding

aspirin trong 24 giod sau dung alteplase, dung trong vong 24 gi¢ s€
lam tang nguy co bién ddi xuat huyét.

Tang nguy co chay mau khi dung chat gy tan cuc huyét va nén
can nhéc vai loi ich cua diéu tri cho nhitng bénh sau: Méi qua phau
thudt 16n (ghép dong mach cé tim nhan tao, sinh d¢ cuia san phu,
sinh thiét mot co quan cua co thé, trudce day da choc vao mach mau
khong ép dugc); bénh mach nio; mdi bi chay mau duong tiéu hoa
hodc duong sinh duc - tiét niéu; m&i bi chan thuong; tang huyét ap
(tam thu > 175 mmHg va/hodc tdm truong > 110 mmHg); c6 nhiéu
kha nang c6 cuc dong mau ¢ tim trai (thi dy, hep van 2 14 c6 rung
tdm nhi); viém ngoai tim mac cfip; viém ndi tAm mac ban cép do
vi khudn; cac khuyét tit cAm mau bao gdm nhirng khuyét tat do rdi
loan nghiém trong gan va than; rdi loan gan dang ké; bénh vong
mac xuét huyét do dai thao duong hodc nhitng bénh mét khéc bi
xuét huyét; viém tinh mach huyét khdi nhiém khuan huyét hodc
6ng thong nhi thét bi tic tai vi tri bj nhiém khuin nghiém trong;
tudi cao (trén 75 tudi); ngudi bénh dang dung thude udng chdng
dong, bat ctr bénh nao trong d6 chay méau gy nguy hiém dang ké
hoac do vi tri chay mau khién phai xu tri dac biét kho khan.
Alteplase nho giot cathete: Khi dung dé khoi phuc chirc ning
cathete, nén dung than trong & nhirng ngudi da biét hodc nghi co
nhidm khuin cathete. Trudc khi dung, danh gia cathete dbi véi
nhitng nguyén nhan khac gay chiic ning cathete yéu kém. Tranh
dung stre ép qua nhidu khi nho giot vao cathete.

Thoi ky mang thai

Chét hoat hoa plasminogen mé lam ting nguy co chay mau, vi vay
chi duoc phép ding thudce nay cho nhimg chi dinh khan cép trong
didu kién va co s& ¢6 san thiét bi va can bo c6 kha nang xir tri dwoc
chay mau.

Thoi ky cho con bu

Khoéng c6 dir lidu vé tich tu alteplase trong sita me, nhung khong
chic 1a glucopeptid nay c6 thé hap thu nguyén ven qua dudng tiéu
hoa cua dua tré. Can than trong khi dung alteplase trong thoi ky
cho con bu.

Tac dung khong mong muén (ADR)

Tac dung khong mong mudn phd bién nhat cua alteplase trong tat
ca cac ca da dugc chi dinh 1a chay mau.

Thuong gap, ADR > 1/100

Tim mach: Ha huyét ap, nhip tim cham.

Thén kinh trung wong: Sbt.

Da: Bam méu (1%).

Tiéu hoa: Chay méu duong tiéu hoa (5%), budn nén, nén.

Tiét niéu - sinh duc: Chay mau dudng tiét niéu - sinh duc (4%).
Huyét hoc: Chay mau (chay mau 16n 0,5%, chay méau nho 7%).
Tai chd: Chay mau tai vi tri choc cathete (ding phac dd nhanh,
15,3%).

It gap, 1/1 000 < ADR < 1/100

(Giéi han ¢ nhiing tac dung khong mong mudn quan trong hoic de
doa tinh mang).

Than kinh trung wong: Chay mau trong so (0,4 - 0,87% khi ding
lidu < 100 mg).

Khac: Chay mau miii, chdy mau loi, chdy mau ngoai tim mac, chay
mau sau phiic mac. Su tiéu nhanh cac cuc huyét khéi co thé gay
loan nhip nhi va/hodc that do tai twdi mau.

Hiém gap, ADR < 1/1 000

Chung: Di Gng, phan tng phan v¢, phat ban va may day (0,02%),
co thit phé quan, phu thanh quan.

Tuan hoan: Nghén mach do tinh thé cholesterol sau huyét khéi
ngoai vi.
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Bo sung nhiing tac dung khong mong mudn di kém sir dung trong
nhdi méu co tim: Chen nhi thét, sdc do tim, suy tim, nglrng tim, tai
phat nh6i mau/thiéu mau cuc bo, thoat vi co tim, phén ly dién co,
tran dich ngoai tdm mac, viém ngoai tdm mac, phun nguoc & van
hai 14, chén ép tim, nghén mach huyét khéi, phti né phoi, nhip tim
nhanh thét, nhip tim cham, bién dang nhi thét noi so do thodt vi,
viém tai thanh mac xut huyét.

B6 sung nhiing tac dung khong mong mubn di kém véi sir dung
trong ngh&n mach phoi: Tai phat nghé&n mach phdi, phii phoi, tran
dich mang phdi, nghén mach huyét khdi.

B6 sung nhiing tac dung khong mong mubn di kém véi sir dung
trong dot quy: Phu ndo, lam thoat vi ndo con tai bién ngap mau, con
dot quy thiéu méu cuc bd méi.

Hwéng dén cach xir tri ADR

Chay mau nhe: Ap dung cac bién phép tai chd, thi du bang ép noi
chay mau. B6i thudc chéng tiéu fibrin, thi du acid aminocaproic c6
thé gitip 1am ngimg chay mau nhe dai ding. Khong can thiét phai
ngug liéu phap tiéu huyét khdi trir khi nhitng bién phap néi trén
khong co két qua va da xac dinh 1a nguy co déi véi nguoi bénh
vuot troi so vai loi ich khi tiép tuc didu tri.

Chay méu khong kiém soat dugc hodc chay méau noi tang: Ngimng
liéu phap tiéu huyét khéi. Néu can, thay thé mau di mit va cam
mau bing cach ding mau twoi toan phin, hdng cdu khdi, chat
két tha lanh hodc huyét teong dong lanh tuoi, tiéu ciu va/hodc
desmopressin. C6 thé ding cac dung dich lam ting thé tich huyét
tuong, nhung khong dugc ding dextran vi chét nay c6 tac dung tic
ché két tu tiéu cau. Néu dang ding heparin phai ngimg va xem xét
ding protamin 1a chit dbi khang heparin.

Nhip tim chdm: Néu can, ding atropin.

Loan nhip do ti tu6i mau: Ding thudc chéng loan nhip thich hop,
thi du lidocain hodc procainamid. Sdc dién trong truong hop 6 nhip
nhanh thit hodc rung thit.

Phan tng qui man nhe: Ding thudc khang histamin va néu can
glucocorticoid.

Phan ting qua man ning hodc phan vé: Ngimg liéu phap tiéu huyét
khéi va dung adrenalin, glucocorticoid liéu cao theo yéu ciu.

Ha huyét ap dot ngot: Néu ha huyét ap dot ngdt xay ra trong khi
dang tiém truyén lidu cao, nhanh, phai giam toc do truyén. Néu ha
huyét 4p dot ngdt xay ra trong nhitng hoan canh khac hodc khong
déap ung v6i sy giam toc do truyén, thi dat ngudi bénh & tu thé
Trendelenburg va/hodc tiém cac dung dich 1am ting thé tich huyét
tuong (ngoai dextran), atropin, va/hodc ding thudc tang huyét ap,
thi du dopamin, tiry theo din bién 1am sang.

St trén 39 °C: Dung paracetamol. Khong nén ha sot bang aspirin
néu da co bién ching chay mau do alteplase.

Liéu lwgng va cach dung

Cach dung:

Alteplase chi dung dé tiém tinh mach. Thoat mach khi tiém truyén
alteplase c6 thé gdy bam mau va/hodc viém.

Pha thanh dung dich: Lo 50 mg, dung lo dung méi kém theo (50 ml
nudc cit pha tiém) dé pha; khong duoc lic; ndng do cubi cung la
1 mg/ml. Lo 100 mg, dung dung cu chuyén véi lo dung moi kém
theo (lo 100 ml nudc cit pha tiém) dé pha, lo 100 mg khong c6
chan khong; ndng do cudi cung 1a 1 mg/ml. Co thé pha lodng
dung dich tiém véi dung dich tiém natri clorid 0,9% dé c6 nong do
0,5 mg/ml. Tranh lic nhiéu trong khi pha lodng; khi tron phai xoay
nhe nhang va/hodc lic cham. Khong ding cac dung dich tiém
truyén khac ké ca nudc vo khuin pha tiém dé pha loang thém dung
dich da pha.

Liéu dung:

Nhoi méu co tim cdp: Alteplase tiém tinh mach cang sém cang tot
sau khi c6 triéu chimg dau tién v6i tong liéu 1a 100 mg; tong licu
khong duoc qua 1,5 mg/kg cho nguoi bénh can nang dudi 65 kg.
Tdng lidu 100 mg c6 thé cho trong 1 gio 30 phut (phéc dd nhanh)
hodc trong 3 gio. Nén dung phac dd nhanh khi didu tri nhdi méau
co tim trong vong 6 gid; con phac d6 3 gid nén dung khi nhdi mau
co tim qua 6 gio.

Tiém trong 1 gi& 30 phit (phac db nhanh): Tiém ngay cé lidu 15 mg
vao tinh mach, sau d6 truyén tinh mach 0,75 mg/kg trong 30 phut,
t6i da khong qua 50 mg, sb con lai truyén tiép trong 60 phiit sau.
Tiém trong 3 gid: Tiém ngay ca liéu 10 mg vao tinh mach, sau d6
tiém truyén tinh mach 50 mg trong 1 gi, tiép theo truyén 40 mg
con lai trong 2 gid tiép sau.

Luu y: Tt ca ngudi bénh déu phai ding cang sém cang tbt
162 - 325 mg vién nhai aspirin khong tan trong rudt, sau dé tiép
tuc ding hang ngay. Dung két hop heparin tiém tinh mach véi diéu
tri thudc hoat hoa plasminogen mo. O ngudi bénh nhdi mau co tim
cap, phai bat dau diéu tri heparin trong gio' dau va tiép tuc trong
24 - 48 gid. Liéu thich hop 12 60 dvqt/kg (t6i da 4 000 dvqt) tiém ca
lidu mot lac, sau d6 truyén lién tuc 12 dvqt/kg/gid (t6i da 1 000 dvqt/
gio). Can diéu chinh liéu dé dat aPTT 4n dinh (thoi gian hoat hoa
tirng phan thromboplastin) trong 50 - 70 gidy (hodc & trong khoang
1,5 - 2 1an gi6i han trén ctia dbi ching).

Nghén mach phéi nang, cdp: Cho tong lidu 100 mg; tong lidu
khong dugc qua 1,5 mg/kg cho nguoi bénh co thé trong dudi
65 kg. Khoi ddu tiém tinh mach ca lidu 10 mg trong 1 - 2 phut.
Luong thudc con lai tiém truyén tinh mach trong 2 gio. Dung két
hop heparin tiém tinh mach véi diéu tri thudc hoat hoa plasminogen
mo. Phai bt ddu diéu tri heparin trong gid déu va tiép tuc trong
24 - 48 gid. Lidu thich hop 1a 60 dvqt/kg (t6i da 4 000 dvqt) tiém
ca liéu mot lac, sau do truyén lién tuc 12 dvqt/kg/gio (t6i da 1 000
dvqt/gio). Can diéu chinh liéu dé dat aPTT 4n dinh (thoi gian hoat
hoa tirmg phin thromboplastin) & trong khoang 1,5 - 2 gié tri binh
thuong.

Dét quy thiéu mdu cuc bg cap: Cho lidu trong vong 3 gio dau
tir khi co tridu chimg dau tién. Luu y: Khong nén bt dau ding
chit chdng dong (nhu heparin) hodc tac nhan khang tiéu cau (nhu
aspirin) trong vong 24 gid sau khi bat diu dung alteplase; ma nén
bat du dung aspirin giita khoang thoi gian tir 24 - 48 gid sau khi
bat ddu dot quy.

Téng liu: 0,9 mg/kg (t6i da 90 mg) trong 60 phut.

Nguoi bénh < 100 kg: Tiém ngay ca liéu 0,09 mg/kg (10% liéu
0,9 mg/kg) vao tinh mach trong 1 phut, tiép tuc tmyén tinh mach
lién tyc 0,81 mg/kg (90% liéu 0,9 mg/kg) trong 60 phiit.

Ngudi bénh > 100 kg: Tiém ngay ca lidu 9 mg (10% liéu 90 mg)
vao tinh mach trong 1 pht, tiép tuc truyén tinh mach lién tuc
81 mg (90% liéu 90 mg) trong 60 phiit.

Khong nén ding cho nguoi gia ngoai 80 tudi.

Khoi phuc chirc nang théng tinh mach trung tam: Nho giot alteplase
ndng d6 1 mg/ml vao cathete. Liéu ding cho mot xoang; déi véi
catheter da xoang, xtr Iy mdi 14n mot xoang. Lidu thuong ding 1a
2 mg, sau 2 gid nhéc lai liéu néu cin thiét. Téng liéu khong qua
4 mg.

Nguoi bénh < 30 kg: Lidu ding 1a 110% thé tich bén trong cua
cathete, khong dwoc qua 2 mg/2 ml, giit trong cathete tir 0,5 dén
2 gid. Sau 2 gid c6 thé nhéc lai lidu néu cathete van con bj tic.
Ngudi bénh > 30 kg: Lidu dung 1a 2 mg (2 ml), giir trong cathete
tir 0,5 dén 2 gio. Sau 2 gio ¢ thé nhic lai lidu néu cathete van con
bi tac.
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Liéu cho tré so sinh, tré nho va tré em:

Tré <10 kg: Pha loang 0,5 mg trong dung dich natri clorid 0,9%
dé c6 mot thé tich bang thé tich bén trong cta xoang; nho giot
vao xoang trong 1 - 2 phut, dé giit trong xoang trong 1 - 2 gio,
sau d6 hut ra khoi cathete, khong truyén vao nguoi bénh; x6i rira
cathete bang dung dich natri clorid 0,9%.

Tré > 10 kg: Pha 1 mg trong 1 ml dung dich natri clorid 0,9%;
dung mot thé tich bang thé tich bén trong cua xoang; tbi da
2 mg trong 2 ml cho mot xoang; nhé giot vao mdi xoang trong
1 - 2 phit; dé giir trong xoang trong 1 - 2 gid; sau d6 hit ra khoi
cathete, khong truyén vao ngudi bénh; rira cathete bang dung dich
natri clorid 0,9%.

[Luu y: Mot sé co so ding liéu thdp hon (thi du, 0,25 mg/0,5 ml)
cho tré so sinh hoic tré nho < 3 thang tudi].

Tuong tac thudce .
Aspirin va heparin da dugc dung cung va sau khi tiém truyén
alteplase trong xir tri nhdéi mau co tim cdp va nhdi mau phédi. Vi
heparin, aspirin hodc alteplase c¢6 thé gy bién chimg chay méau, nén
cAn theo doi cn than vé chay mau, déc biét ¢ vi tri choc dong mach.
Cefamandol, cefoperazon, cefotetan, acid valproic: Nhitng thudc
nay c6 thé gay ha prothrombin huyét, ngoai ra acid valproic c6 thé
trc ché két tu tiéu cau. Dung dong thoi véi thude tiéu huyét khdi co
thé lam ting nguy co chay mau ning, vi vay khong nén dung.
Corticosteroid, acid ethacrynic hodc salicylat: Co thé xay ra loét
hodc chay mau da day trong khi diéu tri bing nhiing thudc nay va
gdy tang nguy co chay mau nang ¢ nhiing nguoi bénh dung li¢u
phap tiéu huyét khoi.

Tang tac dung/ddc tinh: Alteplase c6 thé lam ting mirc do/tac
dung ctia cac chat chong dong, cua drotrecogin alfa.

Mirc d/tac dung cta alteplase c6 thé ting 1én boi cac tac nhan
khang tiéu ciu, cac dugc thao (c6 tinh chit chéng déng, khang
tiéu cau), cac chat chong viém khong steroid, cac salicylat.

Giam tac dung: Murc do/tac dung cua alteplase co thé giam boi
aprotinin, nitroglycerin.

bo 6n dinh va bao quén )
Can phai bao quan bdt alteplase pha tiém tranh anh sang va dé¢ ¢
nhiét d6 tir 15 - 30 °C hodc dé tu lanh & 2 - 8 °C. Bot alteplase pha
tiém khong chira chit bao quan, khi pha v6i nu6c cat pha tiém, phai
bao quan dung dich nay ¢ 2 - 30 °C va st dung trong vong 8 gio.
Cén phai bao quan bot alteplase ding nho giot cathete trong ti
lanh, ¢ 2 - 8 °C. Pha thanh dung dich: Thém 2,2 ml nuéc cAt pha
tiém vao lo; khong duoc lic; nong d¢ cudi cing 1a 1 mg/ml. Khi
da pha thanh dung dich, phai bao quan dung dich nay ¢ 2 - 30 °C
va sir dung trong vong 8 gid. Khong tron céc thube khac vao
dung dich truyén.

Tuwong ky )

Khong tron bat ky thudc khic trong lo chira dung dich alteplase
hodc khong ding céc thude khéc trong cting ddy truyén tinh mach.
Qui lidu va xir tri

Théng tin vé ngd doc cap alteplase con gigi han. Nhin chung,
alteplase & nguoi voi lidu quy dinh van co thé giy tang qua mirc
cac tac dung duogc 1y va ngoai ¥, chu yéu 1a tac dung trén cam mau.
Vi vay phai than trong khi sir dung thudc nay.

Théng tin qui ché )

Alteplase c6 trong Danh muc thudc tan dugc thugc pham vi thanh
toan ciia quy bao hiém y té, nam 2015.

Tén thuwong mai
Actilyse

ALVERIN CITRAT

Tén chung qudc té: Alverine citrate.
Maia ATC: A03AXO08.
Loai thudc: Chdng co thét co tron.

Dang thudc va ham lugng
Vién nén: 40 mg; nang: 60 mg, 120 mg.
Vién dan dat hau moén: 80 mg.

Duwge ly va co ché tac dung

Alverin citrat ¢6 tac dung truc tiép dac hiéu chéng co thét co tron
& duodng tidu hoa va tir cung, nhung khong anh huong dén tim,
mach mau va co khi quan & lidu diéu tri.

Gan day tac dung ctia alverin citrat trén duong tiéu hoa dugc xac
dinh do 3 co ché: Chen kénh calci; lam giam tinh nhay cam cuia
rudt; (e ché thu thé serotonin SHTIA.

Duoc dong hoc

Sau khi dugc hap thu tir dwdng tiéu hoa, alverin citrat chuyén hoa
nhanh chéong thanh chét chuyén hoa c6 hoat tinh, néng do cao
nhét trong huyét tuong dat dugc sau khi udng 1 - 1,5 gio. Sau d6
thudc duoc chuyén hoa tiép thanh cac chit khong con hoat tinh va
dugce thai trir ra nude tiéu bz"mg bai tiét tich cuc & than.

Chi dinh

Chéng dau do co thét co tron ¢ dudng tiéu hoéa nhu hoi chimng
rudt kich thich, bénh dau tai thira cta rudt két, dau do co thit
duong mat, con dau quan than.

Théng kinh nguyén phat.

Chéng chi dinh

Qué min v6i bat ky thanh phan nao cua thudc.
Téc rudt hodc liét rudt.

Téc rudt do phan.

Mit truong luc dai trang.

Thén trong

Phai dén kham thay thudc néu xuét hién céc tridu chimg méi hodc
céc tridu chimg con dai ddng, x4u hon, khong cai thién sau 2 ngay
diéu tri.

Vién dan dit hdu mon co thé giy phan ung duong tinh khi kiém tra
chéng doping. Cac van dong vién can luu y.

Thoi ky mang thai

Mic du khong giy quai thai nhung khong nén dung thudc trong
thoi ky mang thai vi bang chimg vé d6 an toan trong cac nghién
cliu tién 1am sang con giGi han.

Thoi ky cho con bu

Khong nén dung thudc trong thdi ky cho con bu vi bang ching vé
d6 an toan con gidi han.

Tac dung khong mong muén (ADR)
Budn nén, dau du, chong mat, ngira, phat ban, phan tng di tng
(ké ca phan vé).

Huéng din cach xir tri ADR
Cac ADR thuong nhe, khong can phai xir tri. Néu thay ngira, phat
ban, can ngimg thudc, theo ddi phan tmg phan vé tuy rat hiém xay ra.

Liéu lwong va cach ding

Dung dudng udng hodc dit hau mon.

Ubng: Nguoi 16n (ké ca nguoi cao tudi) mdi 1an 60 - 120 mg dudi
dang citrat, ngay 1 - 3 lan.
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Dit hiau mon: Mdi 1an 80 mg, ngay 2 - 3 lan.
Tré em dudi 12 tudi khong nén ding.

Do 6n dinh va bao quén
Dé ¢ noi kho rao, nhiét do khong qua 25 °C.

Qus lidu va xir tri

Triéu chirng: Ha huyét 4p va triéu chimg nhidm doc giéng atropin.
Xir tri: Nhu khi ngd doc atropin: Néu do ubng qua liu thi phai rira
da day, nén cho uéng than hoat tinh trude khi rira da day va cln ¢6
bién phap hd tro diéu tri ha huyét ap.

Théng tin qui ché

Alverin citrat ¢6 trong Danh muc thudc thiét yéu tan duoc ban hanh
14n thtr VI, ndm 2013 va Danh muc thudc tan duge thudc pham vi
thanh toan cta quy bao hiém y té, nam 2015.

Tén thuwong mai

Akavic; Averinal; Beclorax; Cadispasmin,; Dofopam; Dospasmin,
Eftispasmin; Gloverin, Harine; Kasparin, Medilspas; Motalv;
NDC-Alverin; Nicspa;, NIC-SPA; pms-Sparenil; Qbipharine;
Quinospastyl; Savisang; Spacmarizine; Spalaxin, Spas-Agi,; Spas-
Meyer; Spasdipyrin; Spasmaboston; Spasmapyline; Spasmavidi;

Spasmcil;  Spasmebi;  Spasmedil;  Spasovanin;,  Spaspyzin;
Spasrincaps; Spasvina; Vacoverin.
AMANTADIN

Tén chung qudc té: Amantadine.

Maia ATC: N04BBO1.

Loai thude: Thude khang virus cim A; thudc diéu trji bénh
Parkinson.

Dang thudc va ham lugng

Dung dudi dang amantadin hydroclorid hodc amantadin sulfat.
Vién nén 100 mg.

Vién nang 100 mg.

Sir6 10 mg/ml.

Duoc Iy va co ché tic dung

Amantadin 12 mot dan chét tong hop tir adamantan (1 amin ba vong
d6i xtmg). Thude c6 hai tac dung khac nhau va khong lién quan
dén nhau: Tac dung khang virus cim A (ching nhay cam) va tac
dung chéng hoéi chig Parkinson.

Tac dung khang virus cum typ A chung nhay cam, nhung khong
hodc ¢6 rat it hoat tinh di vé6i virus cam B. Co ché tac dung chua
dugce biét day du. Khi ubng, amantadin wc ché virus sao chép do
ngin chin hoat tinh ctia protein M, ctia virus cim A. Protein M, 1a
mdt protein clia toan by mang virus, c¢6 chirc nang nhu mét kénh
ion cén thiét d hat virus (virion) mét 16p vo boc, nén khi protein
M, bi trc ché, amantadin 1am hat virus khong mat mang bao vo boc
nén khong giai phong duoc acid nucleic vao trong té bao tac chu,
do d6 lam giam tao thanh céac hat virus (virion) méi, nhu vay lam
giam lay nhiém sang cac té bao méi.

Trong giai doan cudi ciia chu trinh sao chép, amantadin ciing ngan
chédn sy truong thanh cta virus & mot vai chung cim A (thi du
chung H,). Amantadin khong tdc dong dén sy bam dinh va xdm
nhap cia virus ciim A vao té bao, ciing nhu khong can tré tong hop
c4c phan tir cia virus, chirc ning té bao binh thuong, tao mién dich
do vic xin virus ciim bét hoat.

Amantadin dugc dung dé diéu tri triéu ching nhiém duong ho hap
khong co bién chiing va du phong nhidém ctim do virus cim A nhay

cam véi thude. Trude khi ding thude, phai tham khao cac khuyén
cao dich ciim cua dia phuong, vi cac chung virus cim luu hanh va
tinh nhay cam véi thuéc lién tuc thay ddi, va kha nang xuét hién
virus cim khang amantadin c6 thé 1am giam hiéu qua ctia thudc.
Khi ding amantadin trong vong 24 - 48 gid sau khi bit dau c6 triéu
chimg cim typ A & ngudi 16n va tré em khée manh, thude da lam
giam sinh san virus va lam giam st (cuong d¢ va thoi gian), dau
dau, cac triéu chimg ho hép, va ngudi bénh tré lai binh thudng
nhanh. Chua rd két qua khi diéu tri muon sau 48 gio. Hiéu qua diéu
tri amantadin dé phong ngira cac bién ching nang cta ciim A chua
13, s6 lidu con it.

Bién phap dy phong cum mua va bién chung nang cua cum chu yeu
1a hang nam ding véc xin cim mua bat hoat. Amantadin ding dé
phong nhiém cim mua virus A c¢6 hiéu qua khoang 60 - 90% dbi
v6i nhiém cam A nhay cam. Nhung amantadin chi ¢6 hiéu qua du
phong cim virus A, con oseltamivir va zanamivir ¢6 hiéu qua du
phong ddi véi ca 2 cim A va B khi céc chung nhay cam véi thude.
Tac dung bao vé ciia amantadin va cua vic xin phong cum cé tac
dung cong luc.

Nhidm ctm gia cAm virus A: T6 chire Y té thé giéi khuyén céo nén
ding mét thude tre ché neuraminidase (nhu oseltamivir) dé didu tri
cim gia cam. Khong nén dung amantadin don doc khi da co san
oseltamivir. Tuy nhién c6 thé didu tri viém phéi ning hodc dién
bién nang béng mot thude e ché neuraminidase va mot adamantan
néu biét virus H,N, nhay cam véi adamantan.

Ngoai ra, amantadin con dugc dung d¢ di€u tri zona.

Tdc dung chéng héi chimg Parkinson: Amantadin tic dung nhanh
trong vong 48 gio sau khi udng. Hiéu qua nhdm vao tam chimg ciia
bénh Parkinson (run, cimg co, mét van dong), nhung chimg mét
van dong dugc cai thién nhiéu. Amantadin cling co tac dung ddi
v6i céc bién chimg ngoai thap do cac thude an than kinh, hidu qua
trong dwong cac thudc khang acetylcholin tong hop. Amantadin
dugc ding trong cac hinh thai nhe va méi bt dau gay khé chiu
trong sinh hoat, hodc ngudi bénh khong dung nap dugc lidu t6i uru
ctia levodopa do c6 cac tai bién phu; ¢ nhimg ngudi bénh nay, cho
phu thém amantadin c6 thé cho két qua tét. Hiéu qua diéu trj cudi
cung cua amantadin kém hon levodopa.

Co ché tac dung hién nay chua biét day du: Céc triéu ching cua
bénh Parkinson duoc coi 1a do thiéu hut dopamin & cac thé van cua
ndo. Amantadin lam ting giai phong dopamm & tién sinap, chen tai
hap thu dopamin vao cac noron tién sinap, dong thai c6 mot s6 tac
dung khang acetylcholin. Amantadin cling c6 kha nang lam giam
loan van dong (dyskinesia) gay ra do levodopa ¢ bénh nhan bi bénh
Parkinson, c¢6 thé 1a do thudc tac dong nhur mot thude dbi khang thy
thé N-methyl-D-aspartat.

Duoc dong hoc

Hap thu: Amantadin hip thu tot qua dudng tiéu hoa. Sau khi udng
duy nhit mot nang 100 mg, C,,, trong huyét trong dat duoc 0,22
microgam/ml trong vong 3,3 gio. Néu udng dung dich 100 mg,
C, .. khoang 0,24 microgam/ml trong vong 2 - 4 gio. Néu ubng
dung dich 100 mg ngay 2 lan trong 15 ngay, C, .. khoang 0,47
microgam/ml. Néu udng vién 200 mg lic d6i & nguoi trudng thanh
19 - 27 tudi hodc & ngudi 60 - 70 tudi, C_ tuong tmg khoang 0,51
hodc 0,8 microgam/ml. Nong d6 amantadin trong huyét thanh &
ngudi cao tudi udng lidu 100 mg hang ngay xap xi nong do dat
duogc 0 nguoi tré tudi udng lidu 200 mg hang ngéy, chuard nhu vﬁy
la do suy giam chirc nang than & ngum cao tudi hay do cac yéu tb
khac lién quan dén tudi. Sau khi uéng 200 mg hang ngay, 3 nguoi
bénh bi suy than nang ¢ biéu hién nhiém dc, nong do 6 on dinh cao
trong mau (2,5 - 4,4 microgam/ml). Du6i 50% ngudi udng 1 lidu
duy nhit 200 mg amantadin da phét hién dugc mot chat chuyén hoa
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clia amantadin, chat acetylamantadin trong huyét tuong. 0] nhﬁng
ngudi phat hién duoc trong huyét twong chét chuyen hoa d6, ndng
d6 cua chit chuyén hoa nay biéu hién toi 80% nong do amantadin
hién co.

Sinh kha dung 1a 86 - 90%.

Phan bd: Thude phan bd vao cac mod va dich co thé chua dugc
biét day du. O dong vat, thude phan b vao tim, phdi, gan, than va
lach. Sau khi uéng amantadm thudc phan bd vao nuée mili, ndng
do thudc thap hon nong do huyét twong. Thude phan bd mot ty 1¢
16n vao hong cau; ty 18 thudc trong hdng cau/thude trong huyét
teong 1a 2,7 6 nam c6 chirc nang than binh thuong va 1,4 6 nam
¢6 chirc nang than bi tén thuong nang. O mo6t bénh nhan, néng do
amantadin trong dich ndo tiy x4p xi bang % ndng d6 trong mau.
Amantadin phan bé vao sira me. Thé tich phan bé sau khi tiém tinh
mach amantadin: 3 - 8 lit/kg & ngudi khoe manh. Amantadin gin
vao protein huyét thanh khoang 67% trong pham vi ndng d6 0,1 - 2
microgam/ml.

Thai trir: Nira doi thai trir cia amantadin thay doi tir 9 - 37 gio,
trung binh 24 gid hodc thap hon. Hé s thanh thai ciia amantadin
giam, ndng do thubc ting trong huyét trong va nira doi thai trir co
thé kéo dai & ngudi cao tudi khoe manh so véi ngudi truong thanh
it tudi hon. O nam, cao tudi (60 - 76 tudi), amantadin c6 nira doi
khoang 29 gio (trong khoang 20 - 41 gio).

Ngoai ra, nira doi amantadin kéo dai it nhat gp 2 -3 1an & nguoi
c6 chirc ndng than suy giam (thi du Cl_ <40 ml/phut/1,73m?). Nira
doi dao dong tir 18,5 - 81,3 gid & ngudi bénh ¢ hé sé thanh thai
creatinin 13,7 - 43,1 ml/phat/1,73m? va trung binh la 8,3 ngay
(trong khoang 7 - 10,3 ngay) ¢ ngudi bénh dang thim phan méau
nhiéu ngay.

Thude bai tiét qua nudc tiéu (80 - 90% & dang khong dbi) qua cu
than va 6ng than. Tuy nhién da xac dinh duogc it nhét 8 chét chuyén
hoa. Amantadin bi N-acetyl hoa va khoang 5 - 15% liéu hép thu
duoc bai tiét ra nuée tiéu dudi dang acetylamantadin.

Acid hoa nuéc tiéu lam ting toc do bai tiét thuéc. Amantadin dao
thai rt it qua thAm phan mau. O ngudi suy than udng 1 lidu 300 mg,
chi 5% lidu hodc it hon duoc thai trir vao dich tham phan sau 4 gio
thdm phan mau.

Chi dinh

Hoi chimg Parkinson.

Hoi chimg ngoai thap do cac thude an than kinh.

Phong va diéu tri cim A (khi biét chic hodc nghi ngd do virus cum
A nhay cam véi thudc).

Chéng chi dinh

Min cim véi adamantan (amantadin, rimantadin) hodc véi mot
thanh phén cua thude.

Co tién sir loan t4m than.

Phu nit dang mang thai.

Phu nit dang cho con bu.

Than trong

Phai thong bao cho ngudi bénh 1a thude anh hudéng x4u 1én kha
nang tap trung va kha nang phéi hop van dong, & nguoi can co
phan xa nhanh, vi du nguoi van hanh may moéc hodc lai xe co
dong co. Phai giam lidu va theo ddi chit ché cac déu hidu ngd doc
amantadin & cac dbi tuong sau:

Suy than, hodc méc bénh gan.

Suy tim r méau, phi ngoai vi, ha huyét ap thé ding.

Loan tAm than, co giat.

Pang dung thudc co tac dung kich thich hé thn kinh trung wong.
Qua 65 tudi.

C6 tién str viém da dang eczema.

Ngimg dung thudc dot ngot & ngudi bénh Parkinson s& 1am bénh
tién trién x4u di nhanh chong.

Do amantadin c6 thé lam dan dong tir, thudc khong dugc ding cho
ngudi bi glocom goc dong chua dugce diéu tri.

Phai theo ddi can than khi giam lidu amantadin hogc ngimg thudc,
dac biét ¢ nguoi dang dung thudc an than kinh, vi c6 thé xuét hién
hoi ching 4c tinh an than kinh.

Phai chii y dén chung virus A khang thudc trude khi diéu tri. Phai
tham khao thong béo dich t& dia phuong.

Ngudi méc bénh Parkinson khong duge udng nhidu rugu trong thoi
gian dung thudc.

Phu nit mang thai hodc cho con bu.

Dong kinh hay loét da day.

Thoi ky mang thai
Chéng chi dinh ding cho ngudi mang thai.

Thoi ky cho con bu

Chdng chi dinh trong thoi ky cho con bii. Amantadin 1am ting hoat
tinh dopamin, anh huéng 1én sy bai tiét prolactin ctia tuyén yén, c6
thé dan dén ngimg bai tiét sita.

Tac dung khong mong muén (ADR)

Thuong gap, ADR > 1/100

Da: Mang luéi xanh tim: Réi loan van mach & da lam cho da bi
d6i mau, co cac van (xay ra khi udng thudc dai ngay, chii yéu ¢ chi
dudi, khong co t6i loan chtrc nang than hay tim mach, ma la do co
thit tiéu dong mach va tiéu tinh mach & da; triéu ching nay giam
khi dé chan cao. Thudng xuat hién trong vong 1 thang dén 1 nim
sau khi bat diu uéng amantadin).

Tam than: Choéng mat, mat ngu, tram cam, lo 4u, d& bi kich thich,
16 1an, nhire dau.

Tim mach: Ha huyét ap thé dimg, phu ngoai bién.

Tiéu hoa: Chan an, tao bon, ia chay, budn ndn, khd miéng.

H6 hap: Kho mili.

It gap, 1/1 000 < ADR < 1/100

Ho hap: Kho tho.

Heé than kinh trung wong: Mét phdi hop dong tac, kho phat am.
Tam than: Loan tam than, kho tap trung, ao giac, hinh thanh ¥
tudng tu tu.

Tiét niéu - sinh duc: Bi dai, dai rat.

Mit: Réi loan thi giac, phu giac mac, liét day than kinh thi giac.
Hiém gdp, ADR < 1/1 000

Mau: Giam bach cau, giam bach cau trung tinh.

Da: Nbi min, viém da dang eczema.

Than kinh: Pong kinh. Hoi chimg 4c tinh an than kinh (khi giam
lidu hodc ngimg thubc)

Mit: Con d4o nhin cau.

Tiét niéu - sinh duc: Giam tinh duc, r6i loan xuét tinh.

Hwéng dén cach xir tri ADR

Theo ddi thudng xuyén chirc ning than va cac triéu ching rdi loan
than kinh.

Ngung thube néu can.

Liéu lwong va cich ding

Cich ditng: Ubng amantadin 1 1an hodc t6t nhat chia 1am 2 1an dé giam
thiéu tac dung phu. Néu mét nga, udng liéu cudi cach xa gio ngu.
Liéu ding:

Diéu tri bénh Parkinson:

Liéu phéap dung 1 thudc: Lidu thong thuong 1a 100 mg/lan, ngay
ubng 2 lan. Liéu t6i da 1a 400 mg/ngay, chia lam nhiéu lan. Can
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theo ddi chit chd ngudi ding amantadin lidu cao. Phai ding liéu
thip nhét c6 hidu qua déi véi ngudi bénh trén 65 tudi vi co tiém
ning hé sb thanh thai than bi giam & lira tudi nay. Khi ngimg diéu
tri amantadin, phai giam lidu dan dan dé tranh bénh ning lén. Cach
1 tudn, giam nira liéu.

Dung két hop véi levodopa: Liéu duy tri ctia amantadin 1a 100 -
200 mg/ngay; con lidu levodopa thi dugc ting dan 1én, nhu vay lam
giam bt duge dao dong tac dung doi khi xay ra do dung liéu phap
dopamin don ddc, nhung amantadin ciing rat hiru ich ddi véi ngum
bénh khong thé tang lidu levodopa do tac dung khéng mong mudn.
Dbi v6i nguoi mic bénh ning két hop hodc ngudi dang udng lidu
cao cac thudc chdng Parkinson khac: liéu ban dau 1a 100 mg/ngay.
Sau 7 - 14 ngay dung lleu lOO mg/ngay, liéu c6 thé tang 1én 100
mg/lan, 2 lan m&i ngay néu can.

Khong dugc ngirng amantadin dot ngdt ¢ nguoi bénh Parkinson.
Piéu tri cac héi chitng ngoai thap: 100 mg/lan, ngay udng hai lan;
lidu t6i da 1a 300 mg/ngay chia lam 3 1an.

Diéu tri va phong bénh ciim A nhay cim véi thuoc khéng bién
chirng:

Nguoi 16n (thiéu nién va ngu’oi tru’c’mg thanh < 65 tuéi) Liéu théng
thuorng 200 mg/ngay, ¢6 thé udng 1 1an, hodc tét hon chia lam
2 1an. Liéu nay can glam O nguoi bi suy tim sung huyet phu ngoa1
bién, ha huyét ap thé dung hodc suy than. Nha san xuét cho ring
liéu 100 mg/ngay dwoc khuyén céo dung cho ngudi ¢ biéu hién
nhiém doc hé than kinh trung uwong hodc ¢ bo phan khac khi dung
lidu 200 mg.

Ngum cao tudi (> 65 tudi): 100 mg/ngay ubng 1 lan (licu tdi da).
Liéu nay cé thé glam déi voi mot s0 nguoi cao tuoi.

Tré em: 1 - 9 tudi: 5 mg/kg/ngay chia lam 2 lan (Nha san xuét
khuyén cdo: 4.4 - 8,8 mg/kg/ngay). Téi da 150 mg/ngay; > 10 tudi
va <40 kg: 5 mg/kg/ngay. Téi da 150 mg/ngay; > 10 tudi va > 40 kg:
100 mg/ldn ngay udng 2 lan.

Thoi gian diéu tri: Khi diéu tri, amantadin phai cho ung cang sém
cang t6t, nén trong vong 24 - 48 gid sau khi co triéu chimg ho hap
do cam A. Didu trj kéo dai c6 thé cho tdi 5 ngay hodc 24 - 48 gid
sau khi hét cac tridu ching. Khi du phong, amantadin thudng cho
trong 2 - 4 tué‘m sau khi tiém vic xin phong virus cam (ding dé bd
trg cho tiém véc xin). Thoi gian dy phong bang thudc khang Vlrus
phu thudc vao ting ngudi bénh. Dé c6 hidu qua t6i da, phai udng
thudc khéng virus hang ngay trong thoi gian hoat dong ctia cim
trong cong dong.

Liéu trong suy than:

Liéu amantadin phai dugc diéu chinh can than khi dung cho ngudi
suy than. Mot s6 nha 1am sang khuyén cao phai iy mau thuong
xuyén dé dinh luong ndng do thude.

Mot s6 nha san xuét da khuyén cédo nhu sau: Cl: 15 - 50 ml/
phat/1,73m?: Ngay dau 200 mg, tiép theo lidu duy tri 100 mg/lan/
ngay cho nguoi bénh co C1_: 30 - 50 ml/phut/1,73m?* hoac 1 lan
cach nhau 2 ngay cho nguoi bénh ¢6 Cl_: 15 - 29 ml/phat/1 73m
Nguoi bénh ¢6 CI < 15 ml/phut/ 1 73m va thdm phan méau udng
200 mg cach nhau 7 ngay/lan.

Vi diéu chinh liéu dya vao do thanh thai creatinin c6 thé chi uéc
lwong liéu t6i wu cho timg ngudi bénh, nén phai theo ddi can than
céc bénh nhan dé phat hién sém cac tai bién phu va liu c6 thé phai
giam thém hoic ngimg thube néu cin.

Tham phan mau rat it c6 tic dung dao thai amantadin.

Twong tac thude

Thubc khang acetylcholin: Amantadin c6 thé lam ting tic dung
thin kinh va tac dung khang acetylcholin ¢ ngudi dang dung
thudc c6 hoat tinh khang acetylcholin. Néu dung amantadin cho
ngudi bénh di dung t6i gin ngudng dung nap ciia thudc khang

acetylcholin, c6 thé xay ra nhiém doc atropin gay bi 1an vé dém va
hoang tucmg Liéu cua thudc khang acetylcholin phai giam trudc
khi bit dau liéu phap amantadin hoac phai giam lidu cta ca 2 thudce
trude khi xuét hién tac dung phu giéng atropin.

Vic xin virus cim: Amantadin hydroclorid khong can tr dap tmg
mién dich ctia vic xin ciim bat hoat va thudc c6 thé cho déng thoi
v6i vic xin.

Tinh an toan va hiéu qua ciia ding ddng thoi vic xin virus cam séng
vao mii va thubc khang virus cam (nhu amantadin, oseltamivir,
rimantadin, zanamivir) chua dwoc nghién ctru. Vi cac thudc khang
V1rus cim lam giam 520 chép cua virus cum, nén khong dugce dung
véc xin virus cim sdng vao miii cho téi khi it nhat 48 gio sau khi
nglmg amantadin va khong dugc cho amantadin it nhat 2 tuan sau
khi dung véc xin virus séng nho mii.

Thudc kich thich h¢ than kinh trung wong: Dé tranh kha ning tang
kich thich h¢ TKTW do tac dung cong luc, cAn than trong khi dung
amantadin cho ngudi dang dung cac thude kich thich TKTW.
Cotrimoxazol: Mé sang nhiém doc da xay ra & mot ngudi bénh
dung én dinh amantadin, khi bat dau dung cotrimoxazol. Khi
ngimg ding thude, hét mé sang.

Thube chéng loan nhip: Quinin va quinidin lam gidm thanh thai
amantadin qua than.

Thudc loi tiéu: Bénh nhan Parkinson d3 6n dinh véi amantadin
lidu 300 mg/ngay di phat trién cac tridu chimg nhiém doc cua
amantadin nhu mét phdi hop dong tac khi di, giat co va la lan
7 ngay sau khi bat dau diéu tri triamteren va hydroclorothiazid. Tac
dung nay duoc cho 1a do ng than giam tiét amantadin.

Thubc khang histamin c6 tic dong dén hé than kinh trung wong
(thubc c6 tic dung khang acetylcholin) dung dong thoi véi
amantadin c6 thé 1am ting céc tac dung phu 1én hé than kinh.

bo on dinh va biao quin
Bao quan amantadin trong lo kin, dé noi kho réo, nhiét do 15 - 30 °C.
Tranh dé dong lanh dung dich amantadin.

Qua lidu va xir tri

Khong co thude giai doc dac hiéu dbi voi qua lidu amantadin. Néu
qué lidu méi xdy ra, thi cin rira ngay da day hodc giy noén. Can
phai didu tri hd tro toan than (dam bao thong khi, giit duong thd
thong, cung cép oxy, hd hép hd trg) va phai theo ddi tinh trang tim
mach, huyét 4p, mach, ho hap, than nhiét, dién giai, luu lucmg nudce
tiéu, pH nudc tiéu. Can cho ngum bénh nhidu nudc va néu can thi
truyen dich tinh mach. C6 thé dung chét 1am toan nudc tiéu dé lam
tang toc do dao thai amantadin. Can theo ddi ngudi bénh xem c6
dau hiéu bi kich thich hodc dong kinh khong; néu co thi phai dung
thudc an than va thudc chdng co giat. Truyén chdm vao tinh mach
physostigmin 1 - 2 mg mdi 1an, cach nhau 1 - 2 gi¢ cho ngudi 16n
va 0,5 mg mdi lan, cach nhau 5 - 10 phut (t6i da 1a 2 mg/gio) cho
tré em s& c6 tac dung tot trong trudng hop hé than kinh trung wong
bi ng¢ doc amantadin. Phai theo ddi xem nguoi bénh c6 bi loan
nhip tim va ha huyét 4p hay khong; néu can thi phai diéu tri loan
nhip va ha huyét 4p. Phai can than khi dung cac thudc cudng giao
cam nhdm duy tri tan s6 tim va huyét ap, vi cac thudc nay co thé
lam cho ngudi bénh dé bi nhip nhanh thit nghiém trong.

AMBROXOL

Tén chung quéc té&: Ambroxol.
Ma ATC: RO5CBO06.

Loai thudc: Thudc long dom.
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Dang thudc va ham lugng

Ambroxol chi yéu duge dung duéi dang mudi hydroclorid.

Vién nén 30 mg.

Dung dich udng, lo 50 ml: 30 mg/5 ml.

Thube tiém: 15 mg/2 ml.

Khi dung: 15 mg/2 ml.

Sir6: 15 mg/5 ml, 30 mg/5 ml.

Nang giai phong cham 75 mg.

Duoc Iy va co ché tic dung

Ambroxol 12 mot chét chuyén hoa ctia bromhexin, ¢6 tac dung va
cong dung tuong tu nhu bromhexin. Ambroxol cé tac dung lam dom
16ng hon, it quanh hon nén dé bi tdng ra ngoai, vi vy thudc co tac
dung long dom. Mot vai tai liéu c6 néu ambroxol cai thién dugc
triéu ching va lam giam s6 dot cép tinh trong bénh phdi tic nghén
man tinh nang.

Két quéa nghién ctru gin ddy cho thiy ambroxol c6 tinh chat khang
viém va c6 hoat tinh ciia chat chong oxy hoa. Ngoai ra, ambroxol
con o tac dung gay té tai chd thong qua chen kénh natri & mang té
bao. Ambroxol ¢ thé kich thich téng hop va bai tiét chat dién hoat
phé nang. Thubc di dwoc coi 1a mot cht hoat hoa chit dién hoat
phé nang. Tuy vay, thudc khong c6 hiéu qua khi ding cho ngudi
me dé phong hoi chimg suy ho hép ¢ tré so sinh, nhung thudc co
hiéu qua khiém tén khi diéu tri sém cho tré nho phat bénh.

Khi dung ambroxol c¢6 tac dung dbi voi nguoi bénh U protein phé
nang, ma khong chiu rira phé quan. Ambroxol ciing c6 tac dung
bai tiét acid uric qua nudc tiéu, tac dung nay phu thudc vao lidu.
Liéu t6i thiéu c6 hiéu qua 1am giam acid uric huyét trong khodng
250 - 500 mg/ngay chia lam 2 lan. Liéu cao téi 1 g van dung nap tot.
Duoc dong hoc:

Ambroxol hdp thu nhanh sau khi uéng, thuc khuéch tan nhanh tir
méu dén mo véi ndng d6 thude cao nhét trong phoi. Sinh kha dung
khoang 70%. Nong d6 tdi da trong huyét twong dat dugc trong
vong 0,5 - 3 gid sau khi ding thude. Vi lidu diéu tri, thude lién két
v6i protein huyét tuong xap xi 90%. Nira doi trong huyét turong tir
7 - 12 gid. Ambroxol dugc chuyén hoa chi yéu ¢ gan. Thudc bai tiét
qua than khoang 83%.

Chi dinh

Céc bénh cap va man tinh & dudng ho hap c6 kém tang tiét dich phé
quan khéng binh thuong, dic biét trong dot cép ciia viém phé quan
man, hen phé quan.

Chéng chi dinh

Ngudi bénh di biét qua min v6i ambroxol hodc cac thanh phéan
ctia thudc.

Loét da day t4 trang tién trién.

Than trong

Cén cht ¥ v6i nguoi bi loét dudng tiéu hoa va cac truong hop ho
ra méau, vi ambroxol ¢6 thé 1am tan cac cuc dong fibrin va lam xuét
huyét tré lai. Chi diéu tri ambroxol mot dot ngén, khong do phai
tham kham lai.

Thoi ky mang thai

Chua c6 tai lidu noi dén tac dung xdu khi dung thube trong lic
mang thai. Dii sao ciing can than trong khi ding thudc nay trong 3
thang dau cua thai ky.

Thoi ky cho con bu

Chua c6 thong tin vé ndng d¢ ciia bromhexin ciing nhu ambroxol
trong stra.

Tac dung khong mong muon (ADR)
Thwong gap, ADR > 1/100
Tiéu héa: Tai bién nhe, chu yéu sau khi ti€ém nhu ¢ ndng, kho tiéu,

d6i khi budn nén, non.

It gap, 1/1 000 < ADR < 1/100

Di (g, chu yéu phat ban.

Hiém gdp, ADR < 1/1 000

Phan tmg kiéu phan vé cp tinh, nang, nhung chwa chéc chin 1a co
lién quan dén ambroxol, miéng kho va ting cac transaminase.
Hwéng dén cach xir tri ADR

Ngimng diéu tri néu can thiét.

Liéu lwgng va cach ding

Udng: ubng véi nudc sau khi an.

Ngudi 16n va tré em trén 10 tudi: 30 - 60 mg/lan, 2 1an/ngay.

Tré em 5 - 10 tudi: 15 - 30 mg/lan, ngay 2 lan.

Tiem bcfp hodc tinh mach

Nguoi 16n va tré trén 10 tudi: 15 mg/lan, ngay 2 - 3 lan.

Tré em 5 - 10 tudi: 7,5 mg/lan, ngay 2 - 3 lan.

Khi dung:

Nguoi 16n va tré em trén 10 tudi: 15 mg/lan, ngay 1 - 2 lan.

Tré em 5 - 10 tudi: 7,5 mg/lan, ngay 2 - 3 lan.

Twong tac thude
Dung ambroxol voéi khang sinh (amoxicilin, cefuroxim,
erythromycin, doxycyclin) 1am tang né)ng d0 khang sinh trong nhu
mo phéi.

Khong phdi hgp ambroxol véi mét thude chong ho (thi du codein)
hodc mét thude 1am kho dom (thi du atropin): Phdi hop khong hop 1y.
P 6n dinh va bao quén

Bao quan trong 19 kin, & nhiét 46 phong.

Qua lidu va xir tri

Chua c6 bdo cdo vé déu hiéu qué lidu. Néu xay ra, can ngimg thude
va diéu tri triéu chung.

Théng tin qui ché

Ambroxol ¢6 trong Danh muc thude tan dugce thude pham vi thanh
toan ciia quy bao hiém y té, nam 2015.

Tén thwong mai

Abrocto; Adiovir, Ambrocap;, Ambroco; Ambroflam; Ambron,;
Ambrotor; Ammuson; Amsolyn YY; Amucap, Ancolator, Axomus,
Babysolvan; Becobrol 30; Befabrol; Cadiroxol; Clobunil;
Cozz Expec; Halixol; Latoxol; Legomux; Lobonxol; Lucyxone;
Meyerbroxol; Mucosolvan; Mussan; Muxol; Nabro; Naroxol;
Olesom; Ovenka;, Qamasol; Ramol syrup; SAVIBroxol 30;
Shinoxol; SP Ambroxol; Unibraxol Tab; Vinka; Xolibrox.

AMIKACIN

Tén chung qudc té: Amikacin.

Ma ATC: J01GB06, DO6AX12; SOIAA21.

Loai thudc: Khang sinh ho aminoglycosid.

Dang thudc va ham lugng

Dung dich tiém amikacin sulfat (c6 sulfit dé 6n dinh): 50 mg/1 ml
(dung cho tré em) va 250 mg/ml (2 ml, 4 ml).

Bot amikacin sulfat dé pha tiém (khong c6 sulfit): Lo 250 mg hodc
500 mg bot, kém theo twong tmg 2 ml hodc 4 ml dung méi dé pha
thudc tiém.

Biéu thi liéu luong va ham lugng ctia amikacin sulfat dudi dang
amikacin. 1,3 mg amikacin sulfat trong rng véi 1,0 mg amikacin.
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Duoc Iy va co ché tic dung

Amikacin sulfat 1 khang sinh ban tong hop ho aminoglycosid.
Thubc diét khudn nhanh do gin hin vao tiéu don vi 30S cua
ribosom vi khuén va ngin chin sy tdng hop protein cta vi khuan.
Aminoglycosid bi thu giif va xAm nhap qua mang té bao 1a mot qua
trinh phu thudc nang lvong wa khi. Nhu vay, hoat tinh aminoglycosid
bi giam nhiéu trong mdi truong ky khi. Aminoglycosid c6 dic diém
1a c6 tac dung hau khang sinh, nghia 1a hoat tinh diét khuan van con
sau khi ndng d6 thudc trong huyét thanh di xubng dudi ndng do
trc ché t6i thiéu. Dic tinh nay c6 thé giai thich hiéu qua cua thude
ding mét 1an trong ngay.

Hoat tinh khéng khuan ctia amikacin chii yéu chdng cac truc khuan
Gram am wa khi. Amikacin dugc dung dé didu tri nhiém khudn
ning, ké ca nhiém khuén trong 6 bung, viém phac mac do cac
vi khuén gram am nhay cam, bao gdm: Acinetobacter, E. coli,
Enterobacter, Klebsiella, Proteus, Providencia, Pseudomonas.
Amikacin thuong dung dau tién dé diéu tri nhiém khuan Gram am
bénh vién, nhét 1a & nhitng ving vi khudn khang gentamicin va
tobramycin.

Thude khong c6 tac dung chdng cac vi khuan ky khi va khong tac
dung trong méi trudng acid hodc ¢ ap suit oxygen thap. Thude
tac dung han ché déi véi da sé vi khudn Gram dwong. Strept.
pneumoniae va Strept. pyogenes khang thudc manh. Amikacin
tac dung hiép dong véi penicilin dé wc ché Strept. faecalis hodc
alpha Streptococcus, v&i cac penicilin chdng Pseudomonas
(aztreonam, imipenem, ceftazidim...) dé wc ché Pseudomonas, va
v6i metronidazol hodc cac thube chdng vi khuédn ky khi khac dé
{rc ché cac vi khudn ky khi. Thubc ciing tac dong hiép ddng véi
nafcilin hogc oxacilin dé chong Staphylococcus aureus.

Amikacin 1a mot aminoglycosid khéng lai phan 16n cac enzym
lam bat hoat thubc do ca 2 loai vi khuan Gram 4m va Gram dwong
tiét ra. Do do, thubc c6 thé tac dung trén cac vi khuan khang cac
aminoglycosid khac.

Theo thong bao cua Ban giam sat quoc gia vé tinh khang thude
ctia vi khudn (ASTS) ctia B6 Y té Viét Nam nam 2002: Muc do
khang amikacin cua Escherichia coli 1a 7,5%, muc d6 khang
cua loai Enterobacter 1a 24,4%, cua loai Krebsiella 1a 18,1%,
cua loai Citrobacter 1a 19,2%, cua loai Proteus, la 10,7%, cua
Staphylococcus aureus 1a 20,8%, cua Moraxella catarrhalis 1a 0%.
Pseudomonas aeruginosa khang amikacin 1a 33%, loai Acinetobacter
la 46,7%, Staphylococcus viridans 1a 85,4%, Staphylococcus
pyogenes 1a 67,2%.

Duoc dong hoc

Amikacin hép thu kém qua dudng tiéu hda. Sau khi tiém bap 1 lidu
don 7,5 mg/kg amikacin cho nguoi 16n cé churc nang than binh
thuong ndng do dinh huyét twong 17 - 25 microgam/ml dat duogc
trong 45 phit dén 2 gio. Khi truyén tinh mach véi lidu 7,5 mg/kg
trong 30 phiit, ndng do dinh ciia thude trung binh 38 microgam/ml
dat ngay sau khi truyén, giam xudng 18 microgam/ml 1 gid sau va
va 0,75 microgam/ml 10 gio sau.

Sau khi tiém 10 gio, amikacin khuéch tan nhanh vao co thé (xuong,
tim, thi mat, mé phoi, mat, dom, chét tiét phé quan, dich mang phdi
va hoat dich).

Nira doi trong huyét thanh 1a 2 - 3 gio & nguoi 6 chitc ning than
binh thuong va 30 - 86 gio & nguoi cd suy chlrc nang than nang.
Nira doi trong huyét thanh 14 4 - 5 gid & tré nho 7 hodc trén 7 ngay
tudi dé du thang, 7 - 8 gid ¢ tré dé nhe can 1 - 3 ngay tudi.

O nguoi 16n ¢6 chtrc ning than binh thudng, 94 - 98% lidu don,
tiém bip hodc tinh mach, dao thai khong bién dbi qua cau than
trong vong 24 gio.

Amikacin thim qua nhau thai va khuéch tan vao dich nudc 6i.
Nong do dinh trong huyét thanh cta thai nhi bang 16% ndng do
dinh trong huyét thanh cua ba me.

O tré so sinh, tiém bap liéu 7,5 mg/kg amikacin thi sau 30 phut
ndng d6 dinh trong huyét thanh 1a 17 - 20 microgam/ml. O tré em
3,5 thang tudi, sau 30 - 60 phut ndng do dinh trong huyét thanh 1a
11,8 - 23 microgam/ml va sau 12 git khong phat hién duge thude
& trong huyét thanh. Tré em dén 6 tudi voi liéu tiém bap 7,5 mg/kg
thudc amikacin, sau 30 phut dén 60 phut ndng d6 dinh trong huyét
thanh 1a 9 - 29 microgam/ml va sau 12 gi¢ khong phat hién duoc
thude & trong huyét thanh.

Nbng d6 amikacin thdm rit thip vao dich ndo tiy sau khi tiém bép
hodc tinh mach. O tré nhé, néng dd thube trong dich ndo tay béng
10 - 20% ndng d6 thude trong huyét thanh dong thoi, nhung khi
mang nao bi viém, néng d6 thube trong dich ndo tuy c6 thé b%mg
50% ndng do thudc trong huyét thanh dong thoi.

Tham phan mau va mang bung loai bé dugc amikacin.

Chi dinh

Diéu tri nhiém khuan 6 bung ning (ké ca viém phiic mac) do céc vi
khuan Gram am, can két hop véi cac khang sinh khéc.

Amikacin két hgp véi ampicilin hodc cephalosporin thé hé 3 diéu
tri viém mang ndo do vi khuan gram am.

Diéu tri nhiém khuin ning, de doa tinh mang, dic biét chua biét
nguyén nhan hodc nhiém khuan mau nghi do tryc khuan Gram am.
Thubc dung phdi hop v6i cephalosporin, penicilin va cac khang
sinh khac, phu thudc vao loai nhiém khuén.

Diéu tri phai dua vao két qua nudi cdy vi khuan.

Théng thuong, nén phdi hop véi mot khang sinh beta-lactam.

Khi nhiém khuin toan thdn do P aeruginosa, phdi hop véi
piperacilin.

Néu viém ndi tAm mac do S. faecalis hoac alpha Streptococcus,
phéi hop véi ampicilin hodc benzylpenicilin twong tng.

Dé diéu tri vi khuan ky khi, phdi hgp v6i metronidazol hodc mot
thudc chdng vi khuan ky khi khac.

Gentamicin van la thuc hang dau dé diéu tri nhiém khuan Gram
am, dac biét vi ré. Amikacin chi dugc dung ddc biét trong cac
truong hop c6 thé co khang gentamicin hodc tobramycin.

Chéng chi dinh
Qu4 man véi cac aminoglycosid, bénh nhugc co.

Thén trong

Phai dung amikacin than trong, dac biét dbi véi nguoi cao tudi va
tré nho, vi c6 nguy co cao doc cho tai va cho than. Phai giam sat
chire nang thinh gidc va chirc nang than. Tranh dung thube kéo dai
va/hodc lap lai. Can phai tranh dung ddng thoi hodc nbi tiép véi
cac thube khac c6 doc tinh cho thinh giac hogc than (ca ding toan
than va tai chd).

Khong ding qua liéu khuyén céo.

Nhét thiét phai dinh lvong ndng do thudc trong huyét thanh khi
ding cho nguoi bi tén thuong than.

Khi ngudi bénh udng nhidu nude va co chire ning than binh thudong
thi it nguy co nhidém doc than, néu khong vugt quéa lidu khuyén cao.
Viéc kiém tra chirc ning than trong qua trinh diéu tri bang
aminoglycosid & ngudi bénh cao tudi cé suy gidm chirc ning than
la dac biét quan trong.

Phai dung than trong amikacin v6i cac nguoi bénh r6i loan hoat
dong co, nhu nhugc co hodc Parkinson, vi thube nay lam yéu co
tram trong, do tic dung kiéu cura ciia thudc 1én lién két than kinh co.
Gidng cac khang sinh khac, dung amikacin c6 thé gy tang sinh cac
vi sinh vat khong nhay cam. Néu xuét hién didu do, phai tién hanh
diéu tri thich hop.
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Thoi ky mang thai

Aminoglycosid c¢6 thé gay hai cho thai nhi khi dung cho ngudoi
mang thai.

Néu ding amikacin trong khi mang thai hoic bit dau c6 thai trong
khi dang ding thudc, ngudi bénh phai dwoc thong bao 1a co kha
nang nguy hiém cho thai nhi, ké ca hgi chimg nhuoc co. Vi vay,
viéc ding thudc an toan cho ngudi mang thai chua duge xac dinh.

Thoi ky cho con bu

Amikacin khuéch tan rat it vao sita me. Khong biét rd amikacin
¢6 dao thai vao trong sira hay khong. Theo nguyén tic chung,
khéng cho con b khi ding thudc, vi nhiéu thude duoc tiét vao sita.

Tac dung khéng mong mudn (ADR)

ADR phu thudc vao liéu dung.

Thuong gap, ADR >1/100

Toan than: Chong mat.

Tiét niéu: Protein niéu, tang creatinin va tang uré mau.
Thinh giac: Giam kha nang nghe, doc vai hé tién dinh nhu budn
nén va mét thing bang.

It gap, 1/1 000 < ADR <1/100

Toan than: Sét.

Méu: Tang bach cdu 4i toan.

Da: Ngoai ban.

Gan: Tang transaminase.

Tiét niéu: Tang creatinin mau, albumin ni¢u, nudc tiéu co héng
cdu, bach cau va ddi it.

Hiém gap, ADR < 1/1 000

Toan than: Nhirc dau.

Mau: Thiéu mau, giam bach cAu, giam tiéu cau.

Tuén hoan: Tang huyét ap.

Thén kinh: Di cam, run, nhuge co, liét.

Céc co quan khac: Dau khép.

Tai: Piéc.

Huwéng din cach xir tri ADR

Céc thudc loi tiéu tic dung nhanh nhu furosemid ting nguy co doc
v6i thinh giac va than.

Néu nguoi bénh trude d6 da didu tri voi cac thude co nguy co doc
v6i tai hodc than nhu cac aminoglycosid khac thi phai cha ¥ dén su
nguy hiém do tich Ity thude.

Mot s6 ché pham c6 chira natri sulfit (chat 6n dinh) c6 thé gy di
tng manh, dac biét v4i nguoi co tién st hen.

Khi suy than, chi dung amikacin khi that can va diéu chinh lidu theo
su thay ddi néng d0 creatinin mau hodc do thanh thai creatinin.
Phai giam st chiic nang than va thinh giac. Can phai kiém tra nong
d6 thudc trong huyét thanh.

Liéu lwong va cach ding

Cach dung:

Amikacin sulfat dung tiém bip hodc truyén tinh mach. Dé tiém
bap, ding dung dich sin 6, c6 ndng do thich hop 50 hodc 250 mg/ml,
khong dugc pha lodng. Dé truyén tinh mach, dbi véi ngudi 16n,
pha 500 mg amikacin vao 100 - 200 ml dich truyén thong thuong
nhu dung dich natri clorid 0,9% hoac dextrose 5%. Liéu thich hop
amikacin phai truyén trong 30 - 60 phut.

Débi véi tré em, thé tich dich truyén phu thudc vao nhu cau nguoi
bénh, nhung phai da dé c6 thé truyén trong 1 - 2 gid ¢ tré nho, hodc
30 - 60 phut ¢ tré 1on.

Liéu luwong:

Liéu amikacin sulfat duoc tinh theo amikacin va gidng nhau khi
tiém bép hodc tinh mach. Liéu luong phai duya vao can nang ly
tudng tinh theo chiéu cao.

Liéu thong thuong ddi voi nguoi 16n va tré 16n tudi, co chirc ning
than binh thudng 14 15 mg/kg/ngay, chia lam cac liéu bang nhau dé
tiém cach 8 hodc 12 gio/lan.

Liéu hang ngay khong dugc vuot qua 15 mg/kg hodc 1,5 g. Diéu tri
khong nén kéo dai qua 7 - 10 ngay va tong liéu & ngudi 16n khong
duoc vuot qua 15 g. Can tranh ndng do dinh trong huyét twong 16n
hon 30 - 35 microgam/ml va ndng do day trong huyét tuong 1én
hon 5 - 10 microgam/ml.

Tré so sinh va tré dé non: Liéu nap dau tién 10 mg/kg, tiép theo 1a
7,5 mg/kg cach nhau 12 gio/lan.

Hién nay c6 chirng ctr 1a tiém khang sinh nhém aminoglycosid
1 1an/ngay, it nhat ciing tic dung bang va c6 thé it doc hon khi licu
duoc tiém lam nhiéu lan trong ngay. Tiém amikacin ngay 1 lin
thuén tién hon, cho néng d6 thudc thoa dang trong huyét thanh, va
trong nhiéu truong hop da thay thé hin phac dd tiém nhiéu 1in hang
ngay (tiém lam 2 - 3 lan trong 24 gi%). Phai tham khao huéng dan
ctia dia phuong néu c¢6 vé liéu luong va ndng do thube trong huyét
thanh. Phai tranh dung phac d6 lidu cao, tiém 1 lan/ngay amikacin
cho nguoi bi viém ndi tdm mac do vi khuin Gram duong, viém néi
tam mac HACEK (Haemophilus, Actinobacillus, Cardiobacterium
hominis, Eikenella corrodens, Kingella), bong trén 20% di¢n tich
co thé, sbt giam bach cAu trung tinh, viém mang ndo hoic CI <20
ml/phut. Hién nay chua c6 du ching cir dé khuyén cao ding lidu
cao, tiém 1 1an/ngay cho ngudi mang thai.

O ngudi c6 ton thwong than, nhét thiét phai dinh luong ndng do
amikacin huyét thanh, phai theo ddi k¥ chirc nang than va phai
diéu chinh liéu.

Cin cir vao ndng do thude trong huyét thanh va mirc do suy giam
ctia than, d6i voi nguoi suy than, c6 thé ding cac liéu 7,5 mg/kg
thé trong, theo cac khoang cach thoi gian ghi trong bang duéi day,
tuy thudc vao néng d0 creatinin huyét thanh hodc vao do thanh thai
creatinin.

Creatinin trong D¢ thanh thai Khodng cich liu
huyét thanh creatinin diing
(micromol/l) (ml/phat/1,73 m?) (gi0)

<110 > 100 12
111-150 100 -55 15
151-200 54 - 40 18
201 - 255 39-30 24
256 - 335 29-22 30

=336 <22 >36

Twong tac thude

Duing dong thoi hodc nbi tiép amikacin véi cac tic nhan gay doc
v6i than hodc thinh giac khac ¢6 thé 1am ting doc tinh nguy hiém
ctia aminoglycosid. Dung amikacin v6i cac thudc phong bé than
kinh co, c6 thé ting nguy co gdy chen thin kinh co din dén liét
ho hap. Amikacin c6 thé lam ting tic dung thudc gidn co cura va
thuc gy mé. Amikacin con co thé tuong tic véi mot sé thude
khéc nhu cac penicilin hoat phé rong, furosemid, bumetanid, hoac
indomethacin.

P 6n dinh va bio quéin

Bé4o quan amikacin sulfat tiém ¢ nhiét do 15 - 30 °C, tranh dong
lanh. Néu gilt & nhi¢t d6 phong, bao quan dugc it nhét 2 nam ké tir
ngay san xuét. Tranh anh sang.

Twong ky,
Khéng dugc tron 1dn amikacin véi cac thudc khac, dic biét 1a véi
khang sinh nhém beta-lactam.
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Qui lidu va xir tri

Khi gip qué liéu hodc cb phan ung doc, c6 thé chay than nhan
tao hodc thim phan mang bung dé diy nhanh qué trinh thai trir
amikacin. O tré so sinh, c6 thé thay mau.

Théng tin qui ché

Amikacin c¢6 trong Danh muyc thubc thiét yéu tdn dwgc ban hanh
lan thir VI, ndm 2013 va Danh muc thudc tdn dugc thudc pham vi
thanh toan ctia quy bao hiém y té, nam 2015.

Tén thwong mai

Abicin 250; Akicin inj.; Amikabiotic; Amikacina; Amikaye;
Amiktale; Amisine; Amkey, Biodacyna, Chemacin, Daehandakacin,
Inakin; Itamekacin; Kacina; Kiaso Inj.;, Koprixacin Inj;
Kupramickin, Likacin, Midakacin; Mikacin, Mikalogis; Psudon;
Risabin; Sanmica; Scomik,; Selemycin; Siam-Amikacin; Solmiran;

Thekacin; Unidikan, Uzix, Vinphacine.

AMILORID HYDROCLORID

Tén chung qudc té: Amiloride hydrochloride.

Ma ATC: CO3DBO1.
Loai thudc: Thudc loi tidu gitr kali.

Dang thudc va ham lwong

Vién nén khong bao: 5 mg.

Duoc Iy va co ché tic dung

Amilorid 12 mot thudc loi tiéu giit kali.

Amilorid c6 tac dung giir kali thong qua trc ché tai hip thu natri &
dng luon xa, 6ng gop nho phan vo va éng gop, didu nay lam giam
dién thé am cua long dng va lam giam tiét ca kali va hydro, hau
qué 1a 1am giam bai xuét kali va hydro. Co ché nay giai thich phan
16n tac dung gitr kali cua amilorid. Khong gidng spironolacton,
amilorid tac dung ngay ca khi khong c6 cuong aldosteron.

Duoc dong hoc

Amilorid hép thu khong hoan toan & dwong tiéu héa. Amilorid
hydroclorid thuong bit dau tac dung trong vong 2 gid sau khi uéng
1 lidu, tac dung loi tiéu dat t&i da sau 6 dén 8 gid, kéo dai khoang
24 gi0, sinh kha dung khoang 50%.

Amilorid hydroclorid khong bi chuyén hoa & gan, dwoc dao thai
qua than & dang khong bién déi. Udng 20 mg amilorid hydroclorid,
khoang 50% thai trir qua nude tiéu va 40% qua phan trong vong
72 gid. Amilorid hydroclorid it tic dong dén téc do loc cau than
hodc luu lugng mau qua than. Nira doi trong huyét thanh tir 6 dén
9 gid. Nira doi cudi cung 14 20 gio. Bénh nhan suy than, nta doi
cubi cung dén 100 gio.

Chi dinh

Phu (c6 lién quan dén suy tim @ huyét, xo gan va cuong aldosreton,
trong ting huyét ap): Amilorid c6 thé ding mét minh hodc phdi
hop véi cac thude loi tiéu nhom thiazid, clorthalidon hodc lgi tiéu
quai va céac thudc chdng ting huyét 4p khac, nhim tranh mét kali
va amilorid dugc chi dinh cho ngudi can phai duy tri ndng do kali
huyét binh thudong. Pay 1a mot chi dinh quan trong vé mit 1am
sang, vi du v&i nguoi dang ding digitalin hodc ¢6 réi loan nhip
tim nang.

Tang huyét ap: Amilorid ding phéi hop véi cac thude loi tiéu
nhém thiazid va cac thudc chéng tang huyét ap khac dé han ché
ha kali huyét.

Xo gan c6 trudng: Amilorid ding liéu don ciing c6 thé da dam bao
loi tiéu, han ché mAt kali va giam nguy co nhiém kiém chuyén hoa,

nhung ciing c6 thé ding két hop véi cac thude loi tiéu manh hon
khi can ma van duy tri dwoc can bing dién giai trong huyét thanh.
biéu trj céc loai phu thuong Kkét hop vdi cac loai lgi ni€u co tac
dung nhanh va manh nhu thiazid, furosemid ...

Chéng chi dinh

Tang kali mau khi néng d6 kali trén 5,5 milimol/lit (mmol/lit).
Duing dong thoi véi cac thude giir kali khac hodc bo sung kali.

V6 niéu, suy than cép hodc man, ¢6 bénh than do dai thao duong.
Qué man vé6i amilorid.

Than trong

Ngudi bénh c¢6 nguy co ting kali mau nhu khi nhiém toan hé hip
hoac toan chuyén hoa, dai thao duong hodc chirc nang than bi
giam. Khi creatinin mau tdng qua 130 micromol/lit, uré mau tang
trén 10 mmol/lit hoac nguoi bénh cao tudi.

Than trong ¢ nguoi bénh c6 suy gan.

Thoi ky mang thai

Khi nghién ctru trén dong vat, khong thiy c6 nguy co dang ké nao. Tuy
nhién, déi véi phu nit ¢6 thai, chi ding thudc nay khi thét can thiét.

Thoi ky cho con bu

Chura biét rd amilorid c6 phan b trong sita me hay khong. Do tiém
ning phan tmg c6 hai cho tré dang bu, cin quyét dinh hodc ngimg
cho bu hodc ngimng thude, tuy theo tinh quan trong cua thue dbi
v&i nguoi me.

Tac dung khong mong muén (ADR)

Thwong gap, ADR > 1/100

Toan than: An khong ngon, mét moi, dau dAu, chong mat.

Hé tiéu hoa: Budn ndn, ndn, ia chay, dau bung, tdo bon, chan an,
bung trudng.

Chuyén héa: Tang kali méau, ha clor mau.

Co - xuong: Chudt rut.

It gap, 1/1 000 < ADR < 1/100

Toan than: Ngu ga.

Tim mach: Ha huyét 4p thé ding.

Than kinh trung wong: Dj cam, 1@ 1an, trim cam.

Da: Rung toc, rung 16ng.

Chuyén héa: Giam natri huyét, toan chuyén hoa.

Hiém gdp, ADR < 1/1 000

Toan than: Liét duong.

Tim mach: Pau thit nguc, loan nhip tim, danh tréng nguc.

Thén kinh trung wong: Run chén tay, bon chdn, mét ngu, giam tinh
duc.

Ti€u hoa: Khat nudc, dﬁy hoi, khd miéng, kho tiéu, vang da (1%),
xuét huyét tiéu hoa.

Da: Phat ban, ngua.

Ho6 hép: Ho, kho tho, ngat mi.

Co: bau ¢ nguc, lung, cd, tay chan va vai.

Tiét niéu - sinh duc: Pa niéu, kho tiéu tién, co that bing quang, tang
tam thoi uré, creatinin mau.

Mit: Ri loan thi giac.

Tai: U tai.

Liéu lwgng va cach ding

Nén udng amilorid trong bita an hodc vira in xong dé giam tac
dung khong mong mudn & dudng tiéu hoa.

Amilorid hydroclorid ding liéu don: Lic dau thuong ubng 10 mg,
1 14n hodc 5 mg, 2 lan trong mot ngay. Tong lidu trong mot ngay
khong dugc qua 20 mg amilorid (twong duong 4 vién 5 mg). Sau
khi dat dugc tac dung lgi tiéu, co thé giam lidu, mdi 1An giam 5 mg,
cho dén khi dat liéu thip nhat van c6 hiéu qua.



180  Amilorid hydroclorid

DTQGVN 2

Amilorid ding két hop véi thuoc loi tiéu khéc:

Khi thubc loi tiéu khac dwoc dung cach quing, thi phai ubng
amilorid cting thoi gian véi thude loi tiéu do.

Tang huyét ap: Mdi ngay ding 5 dén 10 mg, dong thoi cting vai lidu
thong thuong trong diéu tri cao huyét ap ciia cac thiazid. Thudng
mot ngay khong can thiét ding qua 10 mg amilorid hydroclorid.
Trong bat ky truong hop niao, mot ngay ciing khong duoc ding qua
20 mg vi tac dung ha huyét ap khong ting ma lai gy mét can bing
chat dién giai.

Suy tim sung huyét: Luc diu, dung 5 dén 10 mg/ngdy cing véi
liéu thuong dung cia thudc loi tidu khéac. Néu chua dat duoc loi
tiéu v6i lidu thap nhét cia ca hai thudc, co thé ting tir tir lidu cua
ca hai thudc, song liéu amilorid hydroclorid khéng duoc vuot quéa
20 mg/ngay. Ngay khi dat dugc tac dung lgi tiéu, thu giam liéu
cua ca hai thudc dé didu tri duy tri. Liéu lugng cua ca hai thube
duoc xac dinh boi sy bai niéu va muc kali mau.

Xo gan ¢6 truéng: Nén bt dau vai lidu thap amilorid (5 mg), cong
v6i 1 1idu thap ciia mot thude loi tiéu khac. Néu cin, 6 thé tang liéu
ctia ca hai thudc mot cach tir tir, song lidu amilorid hydroclorid
cling khong dugce vugt qua 20 mg/ngay.

Ngudi cao tudi: Bit ddu 5 mg mot 1an ngay dau, sau do dung cach
nhat.

Nguoi bénh suy théan: Néu d6 thanh loc creatinin cia than 1 10 - 15
ml/phut, ding 50% liéu binh thudng va néu do thanh loc creatinin
< 10 ml/phat, khong nén dung.

O tré em: Chua xé4c dinh duoc do an toan va hiéu qua cua thubce
d6i v6i tré em. Mot sé chuyén gia gi6i thiéu liéu ding 0,4 - 0,625
mg/kg/ngdy cho tré em ting huyét ap, déi vé6i tré em can ning tir
6-20kg.

Twong tic thude

Khi dung amilorid cing v&i thude e ché men chuyén dang
angotensin (ACE), nguy co ting kali mau co thé ting. Vi vay,
néu cac thude nay dugc chi dinh dung dong thoi do di xac dinh
kali mau giam thi phai dung chiing mot cach than trong va thuong
xuyén kiém tra kali méau.

Khoéng nén dung lithi cung amilorid vi né lam giam su thanh thai
lithi ¢ thén va tang nguy co ngd doc lithi.

Viée dung dong thdi amilorid hydroclorid véi cac thube chong
viém khong steroid (NSAIDs) ciing c¢6 thé giy tiang kali mau va
suy than, dac biét voi ngudi bénh cao tudi. Vi vay, khi dung dSng
thoi amilorid véi céc thude chéng viém khong steroid, can phai
kiém tra chirc nang than va muac kali mau mot cach than trong.
Khi dung két hop véi cac thude loi tidu thiazid, amilorid c6 thé
tac dung hop luc véi thiazid, clorpropamid dé lam ting nguy co
gidm natri mau.

Tréanh an nhiéu thyuc phém chtra nhiéu kali nhu chudi, cam, chanh,
dua hiu, man, 18, khoai tay, sira...

P 6n dinh va bao quan

pé trong chai lo kin, & chd mat, tranh anh sang va am.

Qui lidu va xir tri

Chua c6 s6 liéu va ciing chua biét thudce nay c6 thé thim tach dwoc
hay khong.

Nhitng du hi¢u va triéu chimg chung nhat 1 mét nudc, mat can
béng chat dién giai. Phai ngimg dung thudc va theo ddi ngudi bénh
chit ch&. Chua c6 thude giai doc dac hiéu. Néu méi uéng amilorid,
phai gay non hodc rira da day. Néu kali méau tang, phai ding cac
bién phép hitu hi¢u dé giam kali méu.

AMIODARON

Tén chung qudc té: Amiodarone.

Ma ATC: C01BDO1.

Loai thudc: Thudc chdng loan nhip tim.

Dang thudc va ham lwgng

Vién nén: 100 mg, 200 mg, 400 mg.

Ong tiém: 150 mg/3 ml.

Chii y: Tod chiém 37,3% (khéi lugng/khdi lwong) trong phan tir
amiodaron hydroclorid.

Duwoc Iy va co ché tic dung

Amiodaron 14 mét thube chéng loan nhip tim nhém 11T (theo phén
loai Vaughan Williams). Tac dung chdng loan nhip va dién sinh 1y
ctia amiodaron phirc tap va khéc véi tic dung cia cac thude chdng
loan nhip tim khac hién cd. Nghién ctru trén dong vat cho théy
amiodaron c6 tac dung ngan chan va/hodc loai bo dugc cac loan
nhip tim gay ra trong thyc nghi¢m.

Co ché tac dung chua dugc biét diy du. Amiodaron chu yéu la
mot thude chdng loan nhip tim nhom III nhung ciing c6 tic dung
gidng cac nhom khac, bao gdm mét s tac dung chdng loan nhip
tim ciia nhém I. Tac dung co ban clia amiodaron trén co tim la kéo
dai thoi gian dién thé hoat dong va thoi ky tro c¢6 hiéu qua dan t6i
cham qua trinh tai cyc. Amiodaron ngin can ion natri ngoai té bao
di vao té bao thong qua kénh natri nhanh, nhu vy lam giam tde do
khtt cyc t6i da cla pha 0 cua dién thé hoat dong. Giéng céc thubce
chdng loan nhip tim nhém I, amiodaron dugc cho 1a phdi hop voi
kénh natri nhanh ¢ trang thai bét hoat va trc ché phuc hi sau tai
cuc mot thoi gian va tac dung chinh phu thudc dién thé bi phan
tach tiép theo ra khoi kénh Na. Amiodaron it ¢6 i lyc d6i voi kénh
natri nhanh hoat hoéa.

Tac dung trén dan truyén tim va thoi ky tro: Amiodaron kéo dai
thoi ky tro co tim, bao gém nhi, thit, hé théng His-Purkinje, nut
xoang, nat N-T cling nhu cac duong phu. Tac dung ctia amiodaron
dén dan truyén co tim chua duoc 16 1im, nhung thude to ra lam
giam dan truyén nhi - thit sau khi tiém tinh mach 1 lidu hodc sau
khi udng lau ngay. Su giam nay phu thudc vao tan sd tim. Giam dan
truyén nhi - thit cang 16n khi tin sb tim cang nhanh.

Tac dung cua amiodaron trén tinh tro va dan truyén trong tim biéu
hién bang tang khoang PR va QT. Sau khi uéng thudc 1au ngay,
PR va QT diéu chinh theo tan s tim (QTc) ting trung binh khoang
10 - 17% va 10 - 23%, tuong tmg. QT kéo dai do amiodaron hiém
khi gy loan nhip.

Tac dung chéng loan nhip va dién sinh ly ctiia amiodaron khi tiém
tinh mach va khi ung lau ngay khac nhau. Sau khi tiém tinh mach
1 lidu, tac dung chu yéu cua thude 1a & trén nat nhi - thit véi kéo
dai thoi ky tro hitu hiéu va kéo dai thoi gian dan truyén trong nut,
con khi ubng lau ngay, thoi gian dién thé hoat dong va thoi ky tro
& nhi, that va nat nhi - that déu kéo dai.

Tac dung ddi v6i nut xoang: Amiodaron thudng 1am suy giam chirc
nang nit xoang. Khi uéng lau ngay, tin s xoang giam khoang
10 - 20%; nhung sau tiém tinh mach 1 liéu, thay d6i ctia nhip xoang
khéng 1 rang. Nhip xoang chdm hodc ngirng xoang hodc bléc tim
¢6 thé xay ra & 1 s6 nguoi bénh. Amiodaron lam giam tinh tyr dong
nat xoang: Amiodaron c6 thé lam giam mot phan tinh ty dong do
lam ting thoi gian dién thé hoat dong va lam giam d6 ddc khir cuc
tam truong ¢ nut xoang.

Amiodaron tac dung 1én hé théng His-Purkinje va ca cac dudng
phu dan truyén ctia nit nhi - that va co ché vong vao lai. Tac dung
dién sinh 1y ciia amiodaron 1én cac duong dan truyén phu, nat nhi -
thit, hé théng His-Purkinje va/hodc co nhi va that, c6 thé gop phan
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ngin chan va lam hét con nhip nhanh kich phat trén thit do vong
vao lai.

Tac dung khang adrenalin: Amiodaron trc ché khong canh tranh
voi dap ung alpha va beta adrenergic khi c6 kich thich giao cam
va dung catecholamin. In vitro va in vivo, cac sb liéu cho thiy
thudc dbi khang khong canh tranh véi tac dung tim mach (nhu
nhip tim nhanh, ting huyét ap, ting tiéu thy oxy co tim) gy ra do
epinephrin, norepinephrin, va/hodc isoproterenol. Co ché chinh xéac
{rc ché adrenalin con chua rd. Tuy véy, hoat tinh khang adrenalin
ctia amiodaron c6 thé gop phan lam thudc c6 hiéu qua chdng loan
nhip va chdng dau thit nguc.

Tac dung sinh loan nhip: Giéng nhu cac thudc chdng loan nhip
khac, amiodaron c6 thé lam loan nhip nang lén hodc gay ra cac
loan nhip méi. Thudc co thé gay rung that, loan nhip nhanh that
kéo dai, taing khang v6i soc dién, va nhip nhanh that khong dién
hinh (xo#n dinh).

Tac dung tim mach: Amiodaron thuong lam thu gian co tim va co
tron mach mau, do d6 1am gian mach toan than va mach vanh. Sau
khi tiém tinh mach 5 mg/kg amiodaron, huyét 4p dong mach, sirc
can mach ngoai vi va mach vanh, ap luc cudi tim truong that trai
(LVEDP) thudng giam, trong khi d6, luu lwong vanh c6 thé ting
nhét thoi va chi sb tim c6 thé tang nhe. Gian mach mot phén co
thé do tac dung giin mach cua chét polysorbat 80 c6 trong dung
dich tiém. Amiodaron lam giam tiéu thu oxy ctiia co tim nén co6 tac
dung bao vé co tim thiéu mau. Tiéu thu oxy co tim giam c6 thé do
giam tin s tim, sirc can mach ngoai vi va c¢6 thé do ca giam co
bop co tim.

Tac dung d6i v6i tuyén giap: Amiodaron trc ché men khir iod
ngoai giap, din dén giam chuyén ddi & ngoai vi thyroxin (T)
thanh triiodothyronin (T,). Nong do thuyét thanh cta thyrotropin
(TSH, hormon kich thich gidp) thuong ting lic dau nhung trd lai
mirc ban dau hodc thip hon tri s6 ban dau trong vong vai thang
cho dén 1 nam mic du van tiép tuc diéu tri. Bat ké ¢6 thay dbi
ndng d6 hormon giap trong huyét thanh, da s6 ngudi bénh ding
amiodaron van c6 tuyén giap hoat dong binh thuong. Tuy nhién
giam nang hodc ting nang giap van c6 thé xay ra.

Céc tac dung khac: Amiodaron tre ché hoat tinh ctia phospholipase
(nhu phospholipase A, A,, va C) in vitro. Tuy nhién, san sinh céc
phirc hgp amiodaron-phospholipid trong mét s co quan c6 thé gay
ra céc tac dung phu.

Amiodaron vé 1y thuyét (rc ché hoat tinh cua a-galactosidase trong
té bao.

Do tac dung phu ctia amiodaron c6 tiém ning gay tir vong va kho
khan trong xur tri khi dung amiodaron, nén trudc ddy amiodaron
khong duoc coi 1a thude hang dau dé diéu tri loan nhip that de doa
tinh mang ma thuong chi ding khi cac thudc chong loan nhip khac
duoc coi la vo hiéu qua hoac khong dung nap dugc. Tuy vay, hién
nay amiodaron duogc coi la thudc duoc wa thich dé didu tri cac loai
loan nhip thét de doa tinh mang, mot phan vi hiéu qua twong dwong
hodc hon va it ¢6 nguy co gay loan nhip hon. Ngoai ra, amiodaron
la mdt trong mot $6 it thube chéng loan nhip nhanh that duoc coi la
¢6 thé chip nhan duoc ddi voi ngudi cao tudi va déi véi ngudi co
chire ning tim suy giam dan. Thubc chi duoc dung trong bénh vién
va do thiy thudc c6 kinh nghiém.

Duoc dong hoc:

Hap thu: Sau khi ung, amiodaron hip thu cham va thay dbi &
dudng tiéu hoa; sinh kha dung tuyét di trung binh 50% (pham
vi: 22 - 86%). Nong do trong huyét twong khi ding 1 liéu thay doi
nhiéu giita cac ca nhan. Sau khi ung, ndng do dinh trong huyét
tuong thuong dat dugc trong vong 3 - 7 gid. Thoi gian thude bét
dau tac dung chong loan nhip thay dbi nhiéu, dap tng diéu tri

thuong khong 1 cho tdi 1 - 3 tuan sau khi diéu tri, ngay ca khi
ding lidu tAn cong. Thoi gian tac dung chdng loan nhip thuong kéo
dai 10 - 150 ngay sau khi ngumg li¢u phap dai ngay. Thirc an lam
tang téc d6 va mirc do hip thu.

Phén bd: Sau khi udng dai ngay, amiodaron va N-desethylamiodaron
phan bb vao nhiéu mé va dich co thé, nhung qua nhau thai it, co
vao sita me. Nong do thude & md thuong vugt qua nong do thude
trong huyét twong cung luc. Sau li¢u phap dai ngay, n6ng do cua
chit chuyén héa thudng cao hon nhiéu so véi ndng do thude khong
chuyén hoa ¢ hau hét cac mo, trir mé md. Thude gan vio protein
khoang 96%.

Thai tru:

Thudc chuyén héa manh, c6 thé & gan va rudt va/hodc niém
mac dudng tiéu hoa thanh it nhdt 1 chét chuyén héa chinh,
N-desethylamiodaron, chit chuyén héa nay c6 hoat tinh dién sinh
ly va chong loan nhip twong tu nhu amiodaron. Thudc va chét
chuyén héa N-desethylamiodaron thai trir hau nhu hoan toan vao
phan qua duong mat.

Nira doi cia amiodaron dai hon nhiéu khi ding nhiéu lidu so
v6i lidu don. Sau khi tiém tinh mach 1 liéu duy nht, nira doi
thai trir trung binh 1a 25 ngay (9 - 47 ngay); ntra doi thai trir
ctia N-desethylamiodaron 16n hon hodc bing ctia amiodaron. Sau
khi udng nhiéu ngay, nira doi thai trir trung binh 1a 53 ngay, ciia
N-desethylamiodaron trung binh 57 - 61 ngay. B¢ thanh thai co
thé nhanh hon & tré em va giam & ngudi cao tudi (> 65 tudi).
Thubc khong thidm phan dugc (ca chit chuyén hoa).

Chi dinh

Loan nhip that:

biéu tri hodc phong tai phat cac loan nhip that de doa tinh mang
da dugc chan doan chic chin (nhu rung thét tai phat, nhip nhanh
thét c6 rdi loan huyét dong, tai phat) va khong d4p tmg hoic khong
dung nap v6i cac thude chdng loan nhip khac.

Piéu tri hd trg cho diéu tri rung that hodc nhip nhanh thét tro véi
hdi sirc tim - phoi, khang khir rung dién (nhu sau 2 - 3 1an sc dién
khong dd), va 1 thude co mach (thi du epinephrin, vasopressin).
Diéu tri nhip nhanh thit don dang va da dang khong kém theo dau
thit nguc, phu phdi hodc giam huyét ap (duwdi 90 mm Hg) hoic
diéu tri nhip nhanh that c6 huyét dong 6n dinh.

Kiém so4t nhip nhanh thit da dang c6 khoang QT binh thuong.
Du phong loan nhip thdt va dot tir do ngirng tim:

Du phong thtr phat v6i loan nhip that nguy hiém tinh mang (rung
thit tai phat, nhip nhanh thit c6 r6i loan huyét dong) khong dap
(g voi cac liéu ddy du cua cac thude chdng loan nhip da st dung
truge d6 hodc khong dung nap véi cac thude chéng loan nhip da
Iva chon.

Du phong tién phat nhip nhanh that kéo dai (thi du nhip nhanh that
kéo dai > 30 gidy va/hodc c6 két hop vdi huyét dong khong én
dinh), rung thit hodc ngimg tim dot ngdt & ngudi bénh nhdi mau
co tim bi loan nhip that khong kéo dai.

Loan nhip nhanh trén that:

Chuyén nhip tir rung nhi sang nhip xoang binh thudng & bénh nhan
bi rung nhi kéo dai < 48 gio. Mac du sbc dién thuong dugc lya
chon, nhung néu dung thudc, amiodaron tiém tinh mach thuong la
thudc duge chon wu tién trong mot sb thudc duge chon dé chuyén
rung nhi sang nhip xoang & ngudi c6 chirc nang thit trai bao ton
hodc suy. O bénh nhan hoi ching Wolff-Parkinson-White c6 suy
tim man hodc rung nhi hoac cuéng dong nhi do hoi chiing tién kich
thich thudc cling dugc Iya chon ban dau dé chuyén nhip.

Kiém soat tan sb tim & ngudi bénh bi rung nhi va suy tim (khong
c6 duong phu).
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Du phong rung nhi sau phau thuat trong phau thudt tim - 1ong nguc.
Nhip nhanh c6 phitc hgp QRS rong co ché chua rd:

Amiodaron c6 thé dung khi c6 bénh mach vanh va/hodc céd suy
giam chirc ning that trai.

Diéu tri loan nhip that va trén that trong bénh co tim phi dai.
Chéng chi dinh

Séc tim.

Loan nang nut xoang ning dan dén nhip chdm xoang nang (trir khi
dat may tao nhip tam thoi).

Bléc nhi - that d6 2 va do 3 (trir khi dat may tao nhip tam thoi).
Nhip cham da gay ngét (trir khi dat may tao nhip tam thoi).

Loan nang giap; man cam véi iod.

Tranh tiém tinh mach trong suy ho hép ning, truy mach hogc giam
huyét ap ning.

Tranh tiém ca lidu mot lic (bolus) trong suy tim sung huyét hoic
bénh phi dai co tim.

Thubc c6 thé gy xodn dinh: Thudc chéng loan nhip nhom IA
(quinidin, hydroquinidin, disopyramid), thuc chéng loan nhip
nhom III (sotalol, dofetilid, ibutilid), cac thudc khéc nhu: Bepridil,
cisaprid, diphemanil, erythromycin tinh mach, mizolastin,
moxifloxacin, spiramycin tinh mach, vincamin tinh mach, sultoprid
(xem muc Twong tac thudc).

Min cam da biét véi amiodaron hodc voi bat cir thanh phan nao
ctia thudc

Thén trong

Amiodaron 12 mot thudc c6 doc tinh cao, c6 tiém nang gay doc tu
vong, dic biét nhiém doc phéi, nén thude phai dugc dung ¢ bénh
vién, duéi su giam sat cua thly thude chuyén khoa c¢6 kinh nghiém.
Amiodaron khéng duoc ding cho ngudi cé nhip tim cham, bléc
xoang - nhi, bléc nhi - that hoic ca réi loan dan truyén ning khac,
trr khi c6 mdy tao nhip.

Khi dung amiodaron, can tranh phoi nfmg.

Hang ndm phai kham mit.

Tiém truyén tinh mach phai cham: Néu truyén lau hodc lap lai
nhiéu 14n, cin phai dung éng cathete dé tiém tinh mach trung tam.
Than trong véi ngudi suy tim sung huyét, suy gan, ha kali huyét,
rdi loan chtre ning tuyén gidp, giam thi luc hodc ngudi bénh phai
can thiép phiu thuit. Lidu cao c6 thé gay nhip tim cham va rdi loan
dan truyén v6i nhip tu that, dic biét & nguoi bénh cao tudi dang
ding digitalis. Than trong khi ding két hop véi cac chét chen beta
hoic cac thude chen kénh calci, vi nguy co gdy cham nhip va blbc
nhi thit. Dung amiodaron tinh mach c¢6 thé lam niang thém tinh
trang suy tim. RSi loan dién giai, ddc biét ha kali huyét, c6 thé xay
ra khi dung phéi hop véi digitalis hodc véi cac thude chdng loan
nhip khéc, viéc phdi hop nay c6 thé c6 tic dung giy loan nhip.
Ciing cin than trong v&i ngudi qua man véi iod.

Thoi ky mang thai

Amiodaron va desethylamiodaron qua hang rao nhau thai. Tac
dung c6 hai tiém tang gdm cham nhip tim va tac dung lén tuyén
giap & tré so sinh. Amiodaron c6 thé tac dung 1én chire néng tuyén
giap cua thai nhi, gdy nhidm doc va lam cham phat trién thai nhi.
Thude c6 thé gay budu giap trang bam sinh (thiéu nang hoic cuong
giap trang). Vi vay khong dung amiodaron cho ngudi mang thai.

Thoi ky cho con bu

Amiodaron va chét chuyén hoa cua thude bai tiét nhidu vao sita me.
Do thudc c¢6 thé 1am giam phat trién cua tré bu sira me, mat khac
do thudc chira mot ham lugng cao iod nén khong ding thude cho
nguoi cho con bii hodc phai ngimg cho con bu néu budc phai sir
dung amiodaron. Ciing can quan tim dén viéc thubc dao thai chim
khéi co thé sau khi di ngimg ding thude.

Téc dung khéng mong mudn (ADR)

Khi ding dudng udng, trong giai doan dau tién (vai ngay, tuan hodc
nam), cac tac dung khong mong mudn c6 thé chwa xuat hién va
thudng phu thudc vao lidu dung va thoi gian diéu tri (diéu trj lién
tuc trén 6 thang). Cac tic dung phu nay c6 thé kéo dai vai thang sau
khi ngimg thudc va c6 thé hdi phuc khi giam lidu.

Amiodaron tich liily & nhiu mé nén c6 thé gy nhiéu tac dung c6
hai ¢ nhitng nguoi bénh diéu tri loan nhip that véi lidu cao (trén
400 mg/ngay). Cac phan tmg c6 hai nguy hiém nhat 1a nhiém doc
phéi, bénh than kinh, loan nhip nang, xo hoa tuyén giap va tén
thuong gan. Ngimg dung thudc khi nghi ngd xut hién phan tng
¢6 hai nguy hiém. Tuy nhién cac phan tng c6 hai khong phai bao
gio ciing duoc hdi phuc sau khi ngimg thube. Ty 18 va mirc do phan
{g c6 hai ting theo liéu va thoi gian didu tri. Vi vay chi nén dung
lidu thip nhét c6 thé.

Thwong gap, ADR > 1/100

Thén kinh: Run, kho chiu, mét méi, té cong hodc dau nhdi ngdn
chan, ngon tay, mat diéu hoa, hoa mét va di cam.

Tiéu hoa: Budn ndn, ndn, chan dn va tdo bon.

Tuan hoan: Ha huyét ap (sau tiém), tic dung gay loan nhip, nhip
tim cham, bldc nhi that va suy tim.

H6 hip: Viém phé nang lan téa hodc xo phdi hodc viém phdi k&.
Da: Man cam anh néng gdy ban do, nhiém séc t6 da.

Mit: Réi loan thi giac.

Noi tiét: Suy giap trang, cudng giap trang.

Céc phan tmg khac: Nong bimg, thay dbi vi giac va khiru giac, rdi
loan dong mau.

It gap, 1/1 000 < ADR <1/100

Toan than: Pau ddu, ri loan gidc ngi.

Thén kinh: Bénh than kinh ngoai vi hodc bénh co.

Tim mach: Loan nhip (nhanh hodc khong déu), nhip cham xoang,
va suy tim @ huyét.

Hiém gap, ADR <1/1 000

Méu: Giam tiéu cau.

Théan kinh: Tang ap luc ndi so.

Da: Ban da, mét s6 truong hop viém da troc vay, rung toc, 16ng va
ban do sau chup X - quang.

Gan: Viém gan, X0 gan.

Mit: Viém than kinh thi giac.

Céc phan tmg khac: Phan ng qua man gdm ca phan vé sau tiém
tinh mach.

Hwéng din cach xir tri ADR

Cén theo ddi 1am sang chat ché va diéu trj cac phan tng c6 hai. Ha
huyét 4p chi xudt hién sau truyén tinh mach, xir tri bang cach giam
toc do truyén. Phai diéu tri ha kali huyét va suy tim trudc khi ding
amiodaron. Nhip tim chdm thuong phu thudc vao liéu dung. Mot
) nguoi bénh cao tudi (nguoi bi suy niit xoang) da bi nhip cham
nang, tham chi ngimg xoang. C6 thé xay ra rdi loan dan truyén nhu
bléc xoang nhi va cac murc do bléc nhi that khac nhau. Tac dung
gdy loan nhip xut hién chu yéu khi dung phdi hop amiodaron véi
digoxin, cac thubc chéng loan nhip khac va v4i nguoi bénh ha kali
huyét. Can ngimg thudc khi xay ra loan nhip ning.

Céc phan Gng c6 hai 1én hé than kinh va hé tiéu hoa xdy ra ¢
khoang 20 - 40% s6 ca diéu tri khi méi dung thube va mat di
trong vong 1 - 2 thang diéu tri. Bénh day than kinh ngoai vi va
bénh vé co it gip nhung ning va khong phai ludn luén cé kha
nang hdi phuc.

Ca suy giap lan cuc‘mg giap da xéy ra khi diéu trj v6i amiodaron.
Tod chiém 37,3% (kh01 lwong/khéi lugng) trong phan tir amiodaron
hydroclorid, vi vy cin danh gi4 chirc ning tuyén giap trong va sau
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diéu tri (trong vong 2 - 3 thang). Suy giap c6 thé xay ra nhanh, xtr
tri bang cach giam lidu tir tir va didu tri can than bang L-thyroxin.
Chirc ning tuyén gidp s& hdi phuc trong vong 3 thang sau khi
ngimg ding thubc. Cuong giap ciing ¢6 thé xay ra nhanh, can phai
ngimg ding amiodaron. Céc thubc khang giap trang doi khi khong
¢6 tac dung, xir tri bang glucocorticoid liéu cao (prednisolon 1 mg/kg)
trong vai tuan.

Mién cam anh sang c¢6 thé xay ra, can phai giam liéu va hiém khi
phai ngimg ding thude.

Cén kiém tra thuong xuyén cic phan Gng c6 hai dbi voi gan.
Transaminase thuong ting khi méi dung thube, néu transaminase
tang tir 1,5 - 3 lan trén mirc binh thuong, can phai giam liéu hodc
ngimg thude. Xo gan va vang da co thé xay ra. Néu c6 nghi ngo vé
nhiém doc gan nghiém trong phai ngimg thude.

Vi lang dong gidc mac khong tridu chimg gip ¢ hau hét cac ngudi
bénh, thudng c6 thé phat hién bang kham mét bang dén khe. Vi
ling dong giac mac va rdi loan thi giac c6 thé phuc hdi sau khi
giam liéu hodc ngimg thudc. Dung thudc nho mit methylcelulose
dé 1am giam d6 nang cua vi ling dong.

Viém phé nang lan téa va xo phdi 1a phan tmg c¢6 hai thuong gap
va c6 thé gy tir vong & mot vai nguoi bénh. C6 hai dang nhiém
doc phéi: mot dang co thé phat hién sém vai lidu thap va cé co ché
mién dich, dang thir hai lién quan dén thoi gian didu tri va liéu,
phu thudc vao doc tinh tryc tiép cia thube. Triéu chimg 1a kho tho
(c6 hodc khong co bénh canh toan than). Ngudi bénh kho thé can
dugc kiém tra ky ludng khi co nghi ngdy viém phé nang. Can nging
thudc ngay va c6 thé sir dung corticosteroid.

Liéu lwong va cach ding

Cach dung:

Amiodaron c6 thé udng, tiém truyén tinh mach (t5t nhat 14 vao tinh
mach trung tm); c6 thé tiém tinh mach ngoai bién va vao trong
xuong. Thudc ubng thudng duge udng 1 lan/ngay. Néu lidu cao >
1 g hodc khong dung nap dugc do udng thi c6 thé ubng lam 2 1an,
cung vé6i thire an. Déi v6i tré nho, thude vién co thé nghién, phan
tan trong nudc. Khong duge cho uéng dung dich tiém (gay kich
ung).

Thubc tiém: C6 thé dung trong lidu phap chng loan nhip cép cho
t6i khi nhip 6n dinh va chuyén sang udng. C6 thé tiém trong 48 -
96 gid; nhung co thé van an toan khi dung dai hon. Rét it khi ding
dén 3 tuén.

Dung dich amiodaron pha lodng dugc cho 1am 3 pha: Pha tan
cong nhanh, pha tin cong chdm va pha duy tri.

Dung dich amiodaron c6 néng d6 > 2 mg/ml phai tiém qua dng
cathete tinh mach trung tdm. Néu truyén lau qua 2 gio phai dung
chai bang thuy tinh hodc bing polyolefin. Nha san xudt khuyén
céo dung 6ng truyén bang PVC (dng duoc dung trong nghién ciru
lam sang).

Pha lodng: Truyén tdn cong nhanh hogc truyén bd sung: Thém 3 ml
amiodaron dam dic vao 100 ml dung dich dextrose 5%. Nong do
cudi cung 1,5 mg/ml.

Truyén tan cong chdm va truyén duy tri: Thém 18 ml amiodaron
dam dac vao 500 ml dung dich dextrose 5%, néng dd cudi cung
1,8 mg/ml. Truyén duy tri tiép theo ¢6 thé ding ndng do 1 - 6 mg/ml.
Déi voi ngimg tim thtr phat do nhip nhanh that khong c6 mach
hodc rung that, liéu tdn cong ddu tién c6 thé pha véi 20 - 30 ml
dung dich phu hop.

Téc do truyén:

Loan nhip thit & nguoi 16n: 15 mg/phit trong 10 phut (pha tin
cong nhanh), sau d6 1 mg/phut trong 6 gid (pha tén cong cham)
sau d6 0,5 mg/phit (pha duy tri ban dau) trong 18 gid; truyén lidu

bd sung 150 mg trong 10 phat (voi tbe do 15 mg/phut). Truyén
tdn cong (nhanh) ban diu, téc do truyén khong dugc vuot qua
30 mg/phut. Phai giam sat chat toc do truyén ban dau; khong duge
vuot quéa toc do khuyén cao. Dung bom truyén thé tich, khong
ding bom dém giot vi ¢6 thé bi dudi lidu.

Liéu luong:

Tré em:

Loan nhip trén that va loan nhip thét (bét dau didu tri tai bénh
vién dudi su giam sat cua théy thude chuyén khoa):

Ubng: So sinh: bit dau 5 - 10 mg/kg ngay ubng 2 lan, trong 7 - 10
ngay, sau do giém lidu dé duy tri 5 - 10 mg/kg/ngéy, 1 thang tudi
- 12 tudi: Bit dau 5 - 10 mg/kg (t6i da 200 mg) 2 lan/ngay trong
7 - 10 ngay, sau d6 giam lidu, duy tri5- 10 mg/kg ngay udng 1 lan
(t6i da 200 mg/ngay); 12 - 18 tudi: 200 mg/lan, 3 lan/ngay trong
1 tudn, sau d6 200 mg/lan, 2 lan/ngay trong 1 tudn, sau do thudong
200 mg/ngay, diéu chinh theo dap tmg.

Tiém truyén:

So sinh: Bit ddu 5 mg/kg trong 30 phit, sau 5 mg/kg trong 30 phut
cho cach nhau 12 - 24 gid/lan; 1 thang tudi - 18 tubi: Bat dau 5 - 10
mg/kg trong 20 phit dén 2 gid, sau truyén lién tuc 300 microgam/
kg/gio, tang 1én tiy theo dap Gng, t6i da 1,5 mg/kg/gio; khong
duogc vuot qua 1,2 g trong 24 gio.

Rung thdt va nhip nhanh that khéng c6 mach kém ddp irng véi séc
dién:

Tiém tinh mach: So sinh: 5 mg/kg trong it nhat 3 phut; 1 thang tudi -
18 tudi: 5 mg/kg (t6i da 300 mg) trong it nhét 3 phut.

Nguoi lon:

Nhip nhanh kich phat trén that, nhip nhanh thdt, rung nhi va flutter
nhi (bit dau diéu tri tai bénh vién dudi sy giam sat cla bac sy
chuyén khoa ):

Ubng: Bit dau 200 mg/lan, 3 1an mdi ngay trong 1 tuan, sau d6
200 mg/lan, 2 lan mdi ngay trong 1 tuan, sau do lidu duy tri thong
thuong 200 mg hodc it hon mdi ngay, tily theo dap ung. Liéu tan
cong cao t6i 1,6 g/ngay trong 1 - 3 tudn, tiép theo 600 - 800 mg/
ngay va liéu duy tri t6i 400 mg/ngay duoc dung & My. Phai can
nhic dén tiém ning tac dung phu ning, nén ding lidu thap nhat co
hiéu qua.

Tiém truyén khi c6 ddy du didu kién theo ddi va cép ctru: Bét dau
5 mg/kg trong 20 - 120 phit, kém theo giam sat dién tim do, sau
d6 truyén néu can, tiiy theo dép ng t6i toi da 1,2 g trong 24 gio.
Rung thit hodc nhip nhanh thit khong mach khang khir rung:
Tiém tinh mach 300 mg hodc 5 mg/kg (ding bom tiém c6 san
thudc hodc pha lodng trong 20 ml dung dich dextrose 5%), néu
can, c6 thé cho thém 1 lidu 150 mg (hodc 2,5 mg/kg) tiém tinh
mach, tiép theo 1a truyén amiodaron 900 mg trong 24 gid.

Loan nhip thdt de doa tinh mang:

Udng: Liéu tan cong: 800 - 1600 mg/ngay trong 1 - 3 tuan hodc cho
t6i khi c6 dap tmg diéu tri ban dau. Diéu chinh liéu khi da kiém
soat dugc loan nhip hoic tai bién phu xudt hién, giam lidu t6i 600 -
800 mg/ngay, cho trong khoang 1 thang. Liéu duy tri 400 - 600 mg/
ngay; néu co thé, than trong giam liu t6i 200 mg/ngay.

Tiém truyén tinh mach: Liéu trong 24 gio dau khoang 1000 mg,
phai tinh riéng cho tirng nguoi bénh.

Pha tin cong: Lidu tin cong nhanh ban dau: 150 mg cho véi tdc
do truyén 15 mg/phut (nghia 1a trong vong 10 phit). Sau do, lidu
tan cong cham: 360 mg cho véi toc do 1 mg/phit (nghia 14 trong
6 gio). Liéu truyén trong pha duy tri dau tién: 540 mg cho véi toc
dd 0,5 mg/phut (nghia 14 trong 18 gi®). Sau 24 gio du:

Truyén duy tri: 0,5 mg/phut (trc 1a 720 mg trong 24 gid) c6 thé
than trong cho trong 2 - 3 tuan, khong can chi ¥ dén tudi, chirc
nang than, hodc chirc nang thét tri ctia ngudi bénh.
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Phat hién dot rung that hogc nhip nhanh that c6 huyét dong khong
én dinh: Truyén bd sung 150 mg véi tbe do 15 mg/phat (tic 1a
trong 10 phut).

Ngung tim do nhip nhanh thit mit mach hodc rung that: Liéu
tan cong dau tién: 300 mg duy nhat (pha lodng vao 20 - 30 ml
dung dich tiém dextrose 5%) tiém nhanh tinh mach hodc trong tiy
xuong. C6 thé tiém tinh mach nhanh thém mét liéu don 150 mg.
Chuyén liéu tiém tinh mach sang uéng: Liéu t&i wu udng phu thude
vao liéu lugng va thoi gian liéu phap tinh mach, ciing nhu sinh kha
dung cia thudc udng.

Thoi gian liéu phap tinh mach Liéu uéng hang ngay
Liéu 720 mg/ngay (0,5 mg/phut) ban dau
<1 tudn 800 - 1600 mg
1 -3 tudn 600 - 800 mg
>3 tudn 400 mg
Truong hop dac biét:

Suy gan: Khuyén cdo giam liéu.

Suy than: Khong can giam licu.

Ngudi cao tudi: Than trong, tuy lidu tuong ty nguoi tré. Liéu cao
dé gy nhip tim cham va r6i loan dan truyén.

Twong tac thude

Pa sb thubc nghién ctru cho t6i nay cho thiy co twong tac véi
amiodaron udng, c6 it s6 liéu vé amiodaron tiém. Twong tac ¢
thé xay ra khong nhitng khi phdi hop ma con co thé xay ra sau
khi ngirng amiodaron vi ntra doi thai trir ctia amiodaron dai va
thay doi.

Tranh phéi hop: V6i cac thube gy xoén dinh: thudc chéng loan
nhip tim nhom IA (quinidin, hydroquinidin, disopyramid), nhém
IIT (dofetilid, ibutilid, sotalol), bepridil, cisaprid, diphemanil,
erythromycin ti€ém tinh mach, loratadin, pimozid, mizolastin,
vincamin tiém tinh mach, moxifloxacin, spiramycin tiém tinh
mach, sultoprid: Tang nguy co loan nhip thit, xoén dinh.
Artemether, everolimus, lumefantrin, nilotinib, céc thubc trc
ché protease, rivaroxaban, silodosin, tetrabenazin, thioridazin,
tolvaplan, ziprasidon.

Amiodaron cé thé lam tang nong do/tdc dung ciia: Cac thude
chen beta, glycosid trg tim, cyclosporin, cac co chit CYP 2A6;
CYP 2C9 (nguy co cao), CYP 2D6, CYP 3A4, dabigatran,
etexilat, eplerenon, everolimus, fentanyl, fesoterodin, flecainid,
céc thude trc ché HMG-CoA reductase, lidocain, maraviroc, cac
co chat P-Glycoprotein, phenytoin, pimecrolimus, cic thudc kéo
dai QT quinidin, rivaroxaban, salmeterol, silodosin, tamoxifen,
tetrabenazin, thioridazin, tolvaptan, thube ddi khang vitamin K,
ziprasidon.

Nong do/tac dung ciia amiodaron c6 thé ting do: Alfuzosin, thudc
chéng loan nhip nhom IA, artemether, azithromycin, cac thude
chen calci (khong dihydropyridin), cimetidin, ciprofloxacin, cac
thubc trc ché CYP 2C8 (trung binh), CYP 2C8 (manh), CYP 3A4
(trung binh), CYP 3A4 (manh), gabudotrol, lumefantril, nilotinib,
céc chét trc ché P-glycoprotein, cac thude trc ché protease, quinin.
Amiodaron ¢é thé lam giam nong do/tic dung cia: Cac thudc
chéng loan nhip nhom IA, codein, dung dich iod, tramadol.

Nong dé/tac dung ciia amiodaron c6 thé bi giam do: Cac thudc gin
v6i acid mat, thube cam ung CYP 2C8 (hi¢u qua cao), CYP 3A4
(manh), deferasirox, orlistat, peginterferon alpha-2b, cac thudc
cam tmg P-glycoprotein, phenytoin, cac dan chat cua rifamycin.
Nudc ép bugi: Uc ché chuyén héa amiodaron dang udng & niém
mac rudt thong qua CYP 3A4, nén lam tang nong d6 amiodaron

trong huyét tuong. O nguoi khoe manh, ubng nude ép budi dong
thoi v6i amiodaron dang udng, AUC va ndng do dinh amiodaron
trong huyét tuong ting khoang 50 va 84%, theo thir tur, va nong d
desethylamiodaron huyét twong giam xudng dudi mirc phat hién
duge. Do dé, khéng dugc udng nudc ép budi trong khi diéu tri
béng amiodaron udng.

P 6n dinh va biao quén

Béo quan vién nén amiodaron hydroclorid tranh 4nh sang va dé
trong d6 bao gbi kin ¢ nhiét do phong khoang 25 °C. Bao quan
amiodaron hydroclorid tiém ¢ nhi¢t d phong (15 - 25 °C), tranh
anh sang va nhiét d¢ cao. Cac 6ng tiém dung dich ddm dac phai dé
trong hop gidy dé tranh anh sang cho ti khi sir dung, nhung dung
dich amiodaron pha lodng khong can phai tranh 4nh sang khi dung.
Tuy amiodaron hydroclorid hip phu vao éng déy truyén PVC, liéu
thubc va thoi gian tiém nghién ctru trong thyc nghiém 1am sang da
duogc nha san xuét tinh dén. Do d6, nha san xuat khuyén céo dung
b déy truyén bang PVC va phai theo sat ché do truyén da dugc goi
y trong khi truyén tinh mach.

Sau khi pha loang dung dich ddm dac amiodaron hydroclorid véi
dung dich dextrose 5% t6i ndng do 1 - 6 mg/ml trong tai PVC,
thuc mat tac dung dudi 10% sau 2 gio & nhiét do phong, nhung
néu diing binh chira bang thiy tinh hodc polyolefin thi thuc khong
mét tic dung sau 24 gid & nhiét do phong. Do d6, nha san xuét
khuyén cdo néu truyén amiodaron qua 2 gio thi phai ding binh
chira bang thiy tinh hay polyolefin.

Twong ky

Thubc tiém amiodaron pha lodng v6i dung dich dextrose 5% twong
ky v6i aminophylin, cefamandol nafat, cefazolin natri, mezlocilin
natri, heparin natri, natri clorid, natri bicarbonat.

Qua lidu va xir tri

Triéu chung: Ha huyét ap, nhip xoang chdm va/hoac bléc tim va
kéo dai khoang QT, sdc do tim, nhidm doc gan. Doi khi gy tir
vong.

Xu tri:

Néu méi udng thude, gay nén, rira da day, sau do dung than hoat.
Néu hén mé, co giat, phai dat ngi khi quan trude khi rira da day.
Theo d&i dién tim dd vai ngay sau khi qua liéu, nhip tim, huyét ap.
Nhip tim cham: C6 thé tiém thudc chii van beta-adrenergic (nhu
isoproterenol) hodc may tao nhip tim qua tinh mach. Nhip tim chdm
do amiodaron thuong it dap ung vai atropin.

Bldc nhi - tht: Dit may tao nhip tim qua tinh mach. Truyén dich tinh
mach va dat nguoi bénh ¢ tu thé Trendelenburg dugc khuyén cho dé
diéu tri ban dAu giam huyét ap.

Ha huyét ap: Dung thubc huéng co duong tinh va/hodc thude co
mach nhu dopamin truyén tinh mach hodc norepinephrin truyén
tinh mach.

Phai giam sat enzym gan. Thdm phan mau hoic mang bung
khong lam tang dao thai amiodaron hodc N-desethylamiodaron.

Théng tin qui ché

Amiodaron hydroclorid ¢6 trong Danh muc thudc thiét yéu tan
duoc ban hanh 1an thtt VI, ndm 2013 va Danh muc thudc tan duoc
thudc pham vi thanh toan ciia quy bao hiém y té, nim 2015.

Tén thwong mai
Adatot-200;
Cordomine; Cormiron; Miradone; Syndaron; Zydarone.

Aldarone;  Amidorol;  Biodaron;  Cordarone;
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AMITRIPTYLIN

Tén chung qudc té: Amitriptyline.

Ma ATC: NO6AAO9.

Loai thudc: Thubc chdng trim cam ba vong co tac dung an than.
Dang thudc va ham lugng

Vién nén: Amitriptylin hydroclorid 10 mg, 25 mg, 50 mg, 75 mg,
100 mg, 150 mg.

Thubc tiém: Amitriptylin 10 mg/ml.

Dugc Iy va co ché tac dung

Amitriptylin 1a thuéc chdng tram cam ba vong, lam giam lo au va
¢6 tac dung an than. Co ché tic dung cta amitriptylin 1 trc ché tai
nhdp cac monoamin (amin don), serotonin va noradrenalin ¢ cac
noron monoaminergic (€ bao than kinh amin don). Tac dung trc ché
tai nhap noradrenalin va serotonin dugc coi 14 ¢6 lién quan dén tac
dung chéng trdm cam cua thudc. Amitriptylin ciing c6 tac dung
khang cholinergic & ca thin kinh trung wong va ngoai vi.

Duoc dong hoc

Amitriptylin dugc hap thu nhanh chéng va hoan toan qua duong
tiém va duong ubng (sau khi tiém bép 5 - 10 phat va sau khi uéng
30 - 60 phit). Nong do dinh trong huyét trong xuét hién 2 - 12 gid
sau khi uéng hogc tiém tinh mach. Amitriptylin phan b rong khip co
thé va lién két nhiéu voi protein huyét twong va mo. Véi lidu thong
thuong, 30 - 50% thudc dao thai trong vong 24 gi. Amitriptylin
chuyén hoa bang cach khir N-methyl va hydroxyl hoa. Trén thuc
té hau hét liéu thude duge dao thai dudi dang cac chat chuyén hoa
lién hop glucuronid hodc sulfat. C6 rét it amitriptylin & dang khong
chuyén hoa dugc dao thai qua nude tiéu, qua mat va theo phan. Co
su khac nhau nhiéu vé nong do thudc trong huyét twong giira cac
cé thé sau khi ubng mét lidu thong thuong nén nira doi trong huyét
twong va nira doi thai trir ciia thude thay déi nhidu (tir 9 dén 50 gid)
giita céc c4 thé. Amitriptylin khong gay nghién.

Chi dinh

Piéu tri trim cam, dic biét trim cam ndi sinh (loan than hung trAm
cam). Thudc it tic dung d6i v6i trAm cam phan Gng.

biéu tri chon loc mot sb truong hop dai dAm ban dém & tré em 16n
(sau khi d loai bo bién chirng thire thé dudng tiét niéu bang céc tric
nghiém thich hop).

Dau day than kinh.

Chéng chi dinh

Man cam v6i amitriptylin.

Khéng duoc dung ddng thdi véi cac chét irc ché monoaminoxydase.
Khéng dung trong giai doan hdi phuc ngay sau nhdi méau co tim.
Khong dung cho nguoi bi suy gan nang.

Khong dung cho tré dudi 12 tudi vi tic dung va do an toan chua
duoc xac dinh.

Than trong

Co tién st dong kinh; bi tiéu tién va phi dai tuyén tidn liét; suy giam
chuirc nang gan; tang nhan ap goc hep; bénh tim mach (loan nhip,
bléc); bénh cudng giap hodc dang diéu trj v6i cac thube tuyén giap,
u té bao wa crom, suy gan.

Nguoi bénh da diéu tri voi cac chat tc ché monoamin oxydase,
phai ngimg dung thudc nay it nhat 14 ngdy méi duoc bat dau didu
tri bang amitriptylin.

Dung céc thude chong trim cam ba vong ciing véi cac thube khang
cholinergic c6 thé lam ting tac dung khang cholinergic.

Thoi ky mang thai

Céc thudc chong tram cam ba vong qua dugc nhau thai. Amitriptylin,
nortriptylin gay an than va bi tiéu tién & tré so sinh. Toc do giam

cac triéu chimg tir vai ngay dén vai tuan phu thudc vao toc do giam
ndng do thudc & tré so sinh. Vi vay trong ba thang cudi thai ky,
amitriptylin chi dugc dung véi chi dinh nghiém ngat, can can nhic
loi ich ctia nguoi me va nguy co cho thai nhi.

Thoi ky cho con bu

Amitriptylin va cac chat chuyén héa c6 hoat tinh dugc bai tiét vao
stta me voi lugng ¢ thé anh hudng dang ké cho tré em & liéu diéu
tri. Can phai quyét dinh ngimg cho con ba hodc ngimg thude, co
can nhic tim quan trong cia thude ddi véi nguoi me.

Tac dung khong mong muén (ADR)

Céc phan (g c6 hai chu yéu biéu hién tac dung khang cholinergic
cta thudc. Cac tac dung nay thudng duoc kiém soat bang giam
lidu. Phan (mg c6 hai hay gap nhat 14 an than qua mic (20%) va rdi
loan diéu tiét (10%).

Phan g c6 hai va phan tng phu nguy hiém nhét lién quan dén
hé tim mach va nguy co co giat. Tac dung gay loan nhip tim gidng
kiéu quinidin, 1am chdm dan truyén va gdy co bop. Phan tng qua
mén ciing c6 thé xay ra.

Thwong gap, ADR > 1/100

Toan than: An thin qua mirc, mat dinh hudng, ra mo héi, ting
thém an, chong mat, nhirc dau.

Tuén hoan: Nhip nhanh, héi hop, thay doi dién tam dd (song T det
hodc dao nguoc), bldc nhi - that, ha huyét ap thé dimg.

Noi tiét: Giam tinh duc, liét duong.

Tiéu hoa: Budn nén, tdo bon, khod miéng, thay ddi vi giac.

Thén kinh: Mét diéu phdi.

Mit: Khé diéu tiét, md mat, gidn dong tir.

It gap, 1/1 000 < ADR < 1/100

Tuén hoan: Tang huyét 4p. Tiéu hoa: Non.

Da: Ngoai ban, phtu mat, phu ludi.

Théan kinh: Dj cam, run.

Tam than: Hung cam, hung cam nhe, khé tap trung, lo au, mét
ngu, 4&c mong.

Tiét niéu: Bi tiéu tién.

Mit: Tang nhan ap. Tai: U tai.

Hiém gdp, ADR < 1/1 000

Toan than: Ngét, s6t, phu, chén an.

Mau: MAt bach cu hat, tang bach clu ua eosin, giam bach cAu,
giam tiéu cau.

Noi tiét: To va & dan ong, sung tinh hoan, tang tiét sita, giam bai
tiét ADH.

Tiéu hoa: la chay, liét rudt, viém tuyén mang tai.

Da: Rung toc, may day, ban xuat huyét, man cam véi anh sang.
Gan: Vang da, tdng transaminase.

Than kinh: Con dong kinh, réi loan van ngén, tridu chimg ngoai thap.
Tam than: Ao gidc (ngudi bénh tdm thin phén liét), tinh trang
hoang tudng (ngudi bénh cao tudi).

Huéng din cach xir tri ADR

Hiém gdp ting mét moi, budn ngl vao budi sang, va ca ha huyét ap
thé dig vao budi sang néu nguoi bénh ding mét lidu duy nhét vao
lic di ngii. SOt cao da xdy ra khi sir dung thudc chong trim cam ba
vong ciing véi cac thude khang cholinergic hodc cac thude an than
kinh, dac biét khi thoi tiét nong.

Nguoi bénh cao tudi bi sa sit tri tué va ton thuong nao c6 khuynh
huéng phan ung khang cholinergic hon ngudi bénh trung nién. Cac
nguoi bénh d6 can ding lidu thap hon. Bénh than kinh ngoai vi, hon
mé va dot quy (tai bién mach ndo) 1a nhirng phan Gng phu hiém
xdy ra. Tuy nhién khéng thé xac dinh duoc mdi lién quan nhan -
qua v&i didu tri bang amitriptylin.

Theo di khi ngimg thudc: Ngimg thude dot ngdt sau khi diéu tri
kéo dai co thé gdy nhtic dau, budn nodn, kho chiu toan than. Gidm



186  Amitriptylin

DTQGVN 2

lidu tir tir c6 thé gy ra céac triéu chimg thoang qua nhur kich thich,
kich dong, réi loan gidc ngi va mo; cac tridu chimg nay thuong hét
trong vong 2 tuan.

Mt s rat it truong hop hung cam xay ra tir 2 dén 7 ngay sau khi
ngimg diéu tri dai ngay véi cac thude chdng trAm cam ba vong.
Liéu lwong va cach ding

Liéu dung tily theo timg truong hop cu thé.

Néu liic bt dau tri lidu khong dung dugc thude theo dudong udng,
¢6 thé ding theo dudng tiém bép nhung phai chuyén sang ding
duong ubng ngay khi c6 thé duoc; lidu dung van nhu trude.

Vi thanh nién va ngudi cao tudi dung nap thude kém.

Phai theo ddi chat ché, phat hién sém tinh trang trAm cam tang lén,
xudt hién y dd ty sat, c6 thay di bat thuong vé hanh vi, nhét 14 vao
lac bt dau tri 1iéu hodc mdi khi thay déi liéu.

Nén bét dau véi liéu thip va tang licu tir tir.

Liéu ban dau cho ngieoi bénh ngoai trii: 75 mg/ngay, chia ba lan.
Néu can c6 thé tang toi 150 mg/ngay. Ciing c6 thé udng lam mét 1an
vao lic di nga (c6 thé d& budn ngu lic ban ngay). Liéu tang dugc
wu tién ding budi chiéu hodc budi tdi. Tac dung giai lo va an than
xuét hién rat sém, con tac dung chéng trAm cam c6 thé trong vong
3 - 4 tun diéu tri, thim chi nhiéu tun sau méi théy duoc.

Diéu quan trong 1a phai tiép tuc didu tri thoi gian dai dé c6 thé danh
gid két qua. Thuong it nhat 1a 3 tuan. Néu tinh trang ciia ngudi
bénh khong cai thién trong vong 1 thang, can di kham thay thudc
chuyén khoa.

Liéu duy tri ngoai trii: 50 - 100 mg/ngay. V&i ngudi bénh thé trang
tbt, dudi 60 tudi, lidu co thé ting 1én dén 150 mg/ngay, udng mot
1an vao budi t6i. Tuy nhién, lidu 25 - 40 mg mdi ngay c6 thé du cho
mdt s6 ngudi bénh. Khi da dat tic dung day du va tinh trang bénh
da duoc cai thién, nén giam liéu xubng dén liéu thip nhét co thé
dugc dé duy tri tac dung. Tiép tuc diéu tri duy tri 3 thang hodc lau
hon dé giam kha nang tai phat. Nging diéu tri can thuc hién dan
tung budc va theo doi chat ché vi ¢6 nguy co tai phat.

Doi véi nguoi bénh diéu tri tai bénh vién: Liéu ban dau 1én dén
100 mg/ngay, can thiét c6 thé tang din dén 200 mg/ngay, mot sb
ngudi can t6i 300 mg. Ngudi bénh cao tudi va ngudi bénh tré tudi
(thleu nién) dung liéu thap hon, 50 mg/ngay, chia thanh lidu nho.
Phoi hop thuéc tiém va thuée vién: Mot sb truong hop co thé bét
déu diéu tri bang thubc tiém bip hodc tiém tinh mach trong khoang
1 tudn, liéu ban dau 20 - 30 mg/lan, 4 lan/ngay Tac dung do tiém
t6 ra nhanh hon ubng. Sau dé chuyén sang thudc udng, cang sém
cang t6t.

Huéng dan diéu tri cho tré em:

Tinh trang tram cam: Khong nén ding thudc cho tré em dudi
12 tubi (do thiéu kinh nghiém).

Thiéu nién: Liéu ban dau: 10 mg/lan, 3 lan/ngay va 20 mg lic di
ngt. Cén thiét c6 thé tang dan lidu, tuy nhién liéu thuong khong
vuot qua 100 mg/ngay.

Dai dim ban dém & tré 16n: Lidu goi y cho tré 6 - 10 tudi: 10 - 20 mg
ubng ltc di ngu; tré trén 11 tudi: 25 - 50 mg udng trude khi di ngu.
Diéu tri khong duoc kéo dai qua 3 thang.

Nhan xét:

Nguy co tu tir van con trong qua trinh diéu tri cho dén khi bénh da
thuyén giam.

Viée diéu tri trdm cam kém theo tdm than phén liét phai luén phdi
hop v6i cac thude an than kinh vi cac thude chdng tram cam 3 vong
¢6 thé 1am cho céc triéu ching loan than ning hon.

O ngudi bénh hung - trAim cam, ting nguy co xay ra va kéo dai giai
doan hung cam. Déi voi ngudi dong kinh, cin didu tri chéng dong
kinh mét cach phit hop dé bu trir cho nguy co ting con trong qui
trinh diéu tri.

Nguy co gy ngu c6 thé gay ra tai nan trong khi lao dong, 14i xe...

Nhay cam rugu c6 thé gia tang trong khi diéu tri. Nguy co ting
nhén 4p cép tinh c6 thé xay ra. Nguy co sau ring la bién chimg thong
thuong khi diéu tri thoi gian dai.

Piéu tri dau ddy than kinh:

Ubng, nguoi 16n va tré em > 12 tudi: Dau tién uéng 10 mg budi t6i,
tang dan néu can t6i khoang 75 mg hang ngay.

Twong tac thude

Tuwong tic giita cac thudc chéng trim cam ba vong voi chit tic ché
monoamin oxidase 1a twong tac c6 tiém nang gy nguy co tir vong.
Phéi hop véi phenothiazin gay ting nguy co 1én con dong kinh.
Céc thudc chdng trim cam ba vong trc ché enzym gan, néu phéi hop
véi cac thube chdng dong, c6 nguy co ting tac dung chéng dong
1én hon 300%.

Céc hormon sinh duc, thudc chdng thy thai udng lam ting kha dung
sinh hoc ciia cac thude chdng trdm cam ba vong.

Khi dung physostigmin dé dao nguogc tac dung cia cac thube chéng
tram cam 3 vong trén hé than kinh trung wong (diéu tri 1t 1an, hoang
twong, hon mé) c6 thé gay bldc tim, rbi loan dan truyén xung dong,
gdy loan nhip.

V6i levodopa, tac dung khang cholinergic cta cic thuc chong
tram cam c6 thé 1am da day ddy thirc an cham, do d6 lam giam
sinh kha dung cta levodopa.

Cimetidin trc ché chuyén hoa cac thuc chong tram cam ba vong,
lam ting ndng do cac thude nay trong méau c6 thé dan dén ngo doc.
Clonidin, guanethidin hodc guanadrel bi giam tac dung ha huyét
ap khi str dung ddng thoi vé6i cac thube chdng trdim cam 3 vong.
St dung ddng thoi voi cac thube chéng trAm cam ba vong va
cac thube cudng giao cam lam tang tac dung trén tim mach c6 thé
din dén loan nhip, nhip nhanh, tang huyét ap néng, hoac s6t cao.
Amitriptylin lam tang tdc dung tut huyét ap thé dimg cia cdc
thude ha huyét ap: Acetazolamid, amilorid, ether, furosemid,
halothan, hydralazin, hydroclorothiazid, ketamin, methyldopa,
natri nitroprusiat, nito oxyd, reserpin, spironolacton, thiopental.
Cdc thuéc lam tang nguy co gdy loagn nhip cua amitriptylin:
Artemether phdi hop v6i lumefantrin, clorphenamin, epinephrin,
ether, haloperidol, halothan, ketamin, nito oxyd, procainamid,
quinidin, thiopenthal.

Cdc thudc lam tang tac dung phu ciia amitriptylin: Céc thube khang
muscarin (atropin, biperiden), cac thudc @c ché than kinh trung
uwong (clorpheniramin, clorpromazin, fluphenazin).

Cdc thuéc lam tang tic dung an than cia amitriptylin:
Clonazepam, cloral hydrat, clorpheniramin, codein, diazepam,
morphin, pethidin, rugu.

Cdc thube lam ting nong dé amitriptylin trong huyét tiong,
lam tang doc tinh cua amitriptylin: Clorpromazin, cimetidin,
fluphenazin, haloperidol, ritonavir, thudc tranh thai dang uéng,
verapamil.

Cdc thudc lam giam nong dg amitriptylin trong huyét twong, do dé
lam giam tae dung chong tram cam: Carbamazepin, phenobarbital,
phenytoin, rifampicin.

Cdc thuéc bi giam tac dung khi ding dong thoi véi amitriptylin:
Glycerin trinitrat, isosorbid dinitrat.

Amitriptylin lam giam tic dung cua cic thuc chong dong kinh
(do 1am giam ngudng co giat) nhu acid valproic, carbamazepin,
ethosuxinid, phenobarbital, phenytoin.

Do 6n dinh va bio quan

Thubc tiém amitriptylin hydroclorid phai bao quan & nhiét d6 dudi
40 °C, tbt nhat 1a 15 - 30 °C; tranh dé dong lanh, tranh anh sang vi
¢6 thé tao thanh ceton va tua néu dé tiép xuc véi anh sang. Dang
vién nén amitriptylin hydroclorid phai bao quan trong d6 dung kin
6 nhiét do 15 - 30 °C. Tranh tiép xuc véi nhiét d6 trén 30 °C.
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Twong Ky

Khéng duge pha lodng thude voi nude ép budi hodc do udng co
chtra carbonat.

Qua lidu va xir tri

Triéu chimg: Ngu ga, 1u 1an, co giat (dong kinh), mét tip trung,
gian déng ttr, i loan nhip tim, ao giac, kich dong, thd nong, kho
tho, yéu mét, non, kho miéng.

Xir tri: Chu yéu 1a diéu tri tridu chimg va hd trg, bao gom:

Rira da day: Dung than hoat tinh du6i dang bun nhiéu lan;

Duy tri chirc nang ho hép, tudn hoan va than nhiét;

Theo ddi chtrc nang tim mach, ghi dién tdm dd, theo ddi chit ché
nhip tim (it nhat 5 ngay);

biéu tri loan nhip: Dung lidocain, kiém héa mau t6i pH74 -7)5
bang natri hydrocarbonat tiém tinh mach.

X tri co gidt bang cich dung diazepam, lorazepam theo
duong tinh mach. Khong dung phenytoin vi lam tang nguy co
loan nhip tim. Tham phén mang bung, loc mau, loi niéu, khong cé
tac dung trong x1r tri ngd doc thude chdng trdm cam ba vong.

Vai ngay sau khi ¢6 vé hdi phuc c¢6 thé xuét hién cac hoi chimg
nang: Mé sang, Iu lan, gidy giua, hoang tudng, mét y thirc, co giat,
rung gidt co, ting phan xa, giam than nhiét, huyét ap thap, suy ho
hép va tim mach, loan nhip tim nang cé thé nguy hiém dén tinh
mang. Can theo ddi va xir tri kip thoi.

Théng tin qui ché

Amitriptilin hydroclorid ¢6 trong Danh muc thubc thiét yéu tan
duoc ban hanh 14n thtt VI, ndm 2013 va Danh muyc thudc tan dugc
thudc pham vi thanh toan ciia quy bao hiém y té, nam 2015.

Tén thwong mai
Amilavil.

AMLODIPIN

Tén chung qudc té: Amlodipine.

Ma ATC: CO8CAOL.

Loai thudc: Chdng dau that nguc, chdng ting huyét ap, chat dbi
khang kénh calci.

Dang thudc va ham lwong

Vién nén: 2,5 mg, 5 mg, 10 mg amlodipin.

Nang: 5 mg, 10 mg amlodipin.

Duge ly va cor ché tac dung

Amlodipin 14 dn chét cua dihydropyridin cé tic dung chen dong
vao calci qua mang té bao. Amlodipin ngan chin kénh calci loai
L phu thugc dién thé, tac dong trén cac co tron mach mau va tim.
Amlodipin ¢6 tac dung chdng ting huyét 4p bang cach truc tiép
lam gian co tron quanh dong mach ngoai bién va it c6 tac dung
hon trén kénh calci co tim. Vi vay thudc khong 1am dan truyén nhi
that ¢ tim kém di va ciing khéng anh hwéng xau dén Iyc co co tim.
Amlodipin ciing ¢6 tac dung tot 1a giam sirc can mach mau than, do
d6 lam tang luu lugng mau ¢ thén va cai thién chirc nang than. Vi
véy thube ciing c6 thé dung dé didu tri ngudi bénh suy tim con bu.
Amlodipin khong ¢ anh huéng xau dén ndng do lipid trong huyét
turong hodc chuyén héa glucose, do d6 c6 thé dung amlodipin dé
didu tri tang huyét 4p & nguoi bénh dai thao duong. Amlodipin c6
tac dung tot ca khi dimg, ndm ciing nhu ngdi va trong khi lam viéc.
Vi amlodipin tac dung chdm, nén it co nguy co ha huyét ap cép
hodc nhip nhanh phan xa.

Tac dung chéng dau thit nguc: Amlodipin lam gidn cac tiéu dong
mach ngoai bién, do d6 lam giam toan b luc can & mach ngoai
bién (hau ganh giam). Vi tdn s tim khong bi tic dong, hau ganh
giam lam cong cua tim giam, cing v6i giam nhu ciu cung cip oxy
va ning luong cho co tim. Piéu nay lam giam nguy co dau thit
nguc. Ngoai ra, amlodipin cling gay gian dong mach vanh ca trong
khu vue thiéu mau cuc bd va khu vue duoc cung cfip mau binh
thuong. Sy gidn mach nay lam ting cung cap oxy cho ngudi bénh
dau thit nguc thé co thit (dau thit nguc kiéu Prinzmetal). Diéu nay
lam giam nhu cau nitroglycerin va bang cach nay, nguy co khang
nitroglycerin c6 thé giam. Thoi gian tic dung chéng dau thit nguc
kéo dai 24 gio. Ngudi bénh dau thit nguc c6 thé dung amlodipin
phéi hop v6i thude chen beta va bao gid ciing ding cing voi
nitrat (diéu tri co ban dau thit nguc).

Duoc dong hoc

Sinh kha dung ctia amlodipin khi uéng khoang 60 - 80% va khong
bi anh huong boi thirc an. Nong do dinh trong huyét tuong dat
dugc sau khi udng lidu khuyén céo 6 dén 12 gid. Nira doi trong
huyét twong tir 30 - 40 gio. Nong d6 on dinh trong huyét twong
dat dugc 7 dén 8 ngay sau khi uéng thudc mdi ngay mét lan. Thé
tich phan b x4p xi 21 lit/kg thé trong va thudc lién két vai protein
huyét trong cao (trén 98%). Do thanh thai trong huyét twong t&i
mirc binh thuong vao khoang 7 ml/phut/kg thé trong do bai tiét
chu yéu thong qua chuyén hoa trong gan. Céc chét chuyén hoa mat
hoat tinh va bai tiét qua nude tiéu.

O ngudi suy gan, nira doi ctia amlodipin ting, vi vy c¢6 thé can
phai giam liéu hodc kéo dai thoi gian gitra cac liéu dung.

Chi dinh

Diéu tri ting huyét ap.

Diéu tri dau thit nguc.

Chéng chi dinh
Qué man véi dihydropyridin.

Thén trong

Véi nguoi giam chiic nang gan, hep dong mach chu, suy tim
sau nhdi mau co tim cép, suy tim chua duoc diéu trj on dinh, loan
chuyén héa porphyrin cip.

Thoi ky mang thai

Céc thude chen kénh calci co thé (e ché con co tir cung sém. Tuy
nhién, thude khong c6 tac dung bét lgi cho qua trinh sinh dé. Phai
tinh dén nguy co thiéu oxy cho thai nhi néu gay ha huyét ap & nguoi
me, vi 6 nguy co lam giam tudi mau nhau thai. Pay 1a nguy co
chung khi dung céc thubc diéu tri ting huyét ap, thudc co thé lam
thay d6i luu lugng méu do gian mach ngoai bién.

6} dong vat thuc nghiém, thudc chen kénh calci c6 thé gdy quai thai,
di tt xuong. Vi vay, tranh dung amlodipin cho nguoi mang thai,
dic biét trong 3 thang dau thai ky.

Thoi ky cho con bu
Chua c6 thong bao nao danh gia sy tich lily ciia amlodipin trong
sita me, khong nén sir dung thudc trén phu nit dang cho con bu.

Tac dung khong mong muén (ADR)

Phan tng phu thudng gip nhat ciia amlodipin 13 phu ¢ chan, tir
nhe dén trung binh, lién quan dén lidu ding. Trong thir nghiém lam
sang, c6 dbi chimg placebo, tac dung nay gap khoang 3% trong sd
ngudi bénh diéu tri voi lidu 5 mg/ngay va khoang 11% khi ding
10 mg/ngay.

Thwong gap, ADR > 1/100

Toan than: Phu ¢b chan, nhtc dau, chong mat, doé birng mat va c6
cdm gidc nong, mét moi, suy nhugc.
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Tuan hoan: Panh tréng nguec.

Thén kinh trung wong: Chudt rut.

Tiéu hoa: Budn ndn, dau bung, kho tiéu.

H6 hap: Kho tho.

It gap, 1/1 000 < ADR <1/100

Tudn hoan: Ha huyét 4p qua muc, nhip tim nhanh, dau nguec.
Da: Ngoai ban, ngura.

Co, xuong: Pau co, dau khop.

Tam than: Rbi loan gidc ngu.

Hiém gdp, ADR <1/1 000

Tuan hoan: Ngoai tam thu.

Tiéu hoa: Téang san loi.

Da: Noi may day.

Gan: Tang enzym gan (transaminase, phosphatase kiém, lactat
dehydrogenase).

Chuyén hoa: Tang glucose huyét.

Tam than: La lan.

Mién dich: Hong ban da dang.

Liéu lwong va cach ding

Dé dicu tri ting huyét ap va dau thit nguc, lidu phai phu hop cho
tirng ngudi bénh. Noi chung, khdi diu voi liéu binh thuong 1a
2,5 - 5 mg/lan/ngay. Liéu c6 thé tang dan, cich nhau tir 7 - 14 ngay
cho dén 10 mg/lan/ngay.

Trén bénh nhén cao tudi, bénh nhan suy giam chirc ning gan: Nén
dung lidu khoi dau thap hon (2,5 mg/lan/ngay).

Tré em > 6 tudi: Liéu thong thuong co hidu qua 1a 2,5 - 5 mg/lan/
ngdy. Chua xéac dinh duoc an toan va hidu qua véi lidu vuot qua
5 mg/ngay.

Twong tac thude

Céc thubc gy mé lam ting tic dung chdng ting huyét ap cua
amlodipin va c6 thé lam huyét 4p giam manh hon.

Lithi: Khi ding cung v6i amlodipin, c6 thé gay doc than kinh,
budn ndn, ndn, ia chay.

Thudc chéng viém khong steroid, dac biét 1a indomethacin co thé
lam giam tac dung chdng ting huyét ap ctia amlodipin do e ché
tong hop prostaglandin va/hodc giit natri va dich.

Céc thudc lien két cao v6i protein (nhu din chét coumarin,
hydantoin...) phai dung than trong voi amlodipin, vi amlodipin
ciing lién két cao véi proteln nén nong d6 ctia cac thude noi trén
& dang tu do (khong lién két), co thé thay ddi trong huyét thanh.

bo 6n dinh va bao quan

Béo quan & nhiét do dudi 40 °C, t6t nhét tir 15 - 30 °C trong bao bi
kin, tranh anh sang.

Qua lidu va xir tri

Nhiém doc amlodipin rit hiém.

Duing 30 mg amlodipin cho tré em 1 tudi rudi chi gay nhiém doc
“trung binh”.

Trong trudng hop qué liéu véi thube chen calci, cach xir tri chung
nhu sau:

Theo ddi tim mach béng dién tAm do va didu tri triéu chung cac
tac dung 1én tim mach cing véi rira da day va cho udng than hoat.
Néu cén, phai diéu chinh cac chat dién giai. Truong hop nhip tim
cham va bldc tim, phai tiém atropin 0,5 - 1 mg vao tinh mach cho
ngudi 16n (v6i tré em, tiém tinh mach 20 - 50 microgram/kg thé
trong). Néu cin, tiém nhic lai. Tiém nho giot tinh mach 20 ml dung
dich calci gluconat (9 mg/ml) trong 5 phut cho nguoi 16n; thém
isoprenalin 0,05 - 0,1 microgam/kg/phtt hoac adrenalin 0,05 - 0,3
microgam/kg/phut hodc dopamin 4 - 5 microgam/kg/phut.

Vi nguodi bénh giam thé tich tuan hoan can truyén dung dich natri
clorid 0,9%. Khi can, phai dat may tao nhip tim.

Trong trudng hop bi ha huyét ap nghiém trong, phai tiém tinh mach
dung dich natri clorid 0,9%, adrenalin. Néu khong tac dung thi
dung isoprenalin phbi hop v6i amrinon. Biéu tri tridu ching.

Théng tin qui ché

Amlodipin ¢6 trong Danh myc thudc thiét yéu tan duoc ban hanh
14n tha VI, ndm 2013 va Danh muc thudc tan duge thudc pham vi
thanh toan cua quy bao hiém y té, nam 2015.

Tén thuwong mai

Acipta; Adipin; Agindopin; Aldan Tablets; Alodip 5; Ambelin;
Amcardia-5; Amdepin 5; Amdicopin, Amdicor 5; Amdipress;
Amdirel; Amidile-G; Amip; Amlaxopin; Amlibon; Amlobest;
Amloda; Amlodac 5; Amlo-Denk;
Amloefti; Amloget; Amlomarksans 5; Amlong; Amlopin, Amlor,

Amloboston 5; Amlocor;

Amlorus; Amlosin, Amlostar;, Amlosun; Amlotens; Amlothepam,
Amlothope; Amlotino; Amlovas; Amnorpyn, Ampdiline; Amsyn-5;
Amtas-in 5; Amtim; Apitim 5; Arcadia 5; Aropme; Ausdipine;
Bebloc-5; Belod-5;  Bluepine;  Cardidose-5;
Cardilopin; Cardivasor, Cetaju Tab.; Ceteco Amlocen, Citidipin,
Dalopin; Diezar, Diplin 5; Dipsope; Dorodipin, Emlip-5; Emlocin
5, Enlopin 5; Eroamlo; Flamodip, Foloup, Frandipin, Hasanlor
5, Imedipin; Lodimax; Lodipine-C; Lordivas; Madodipin,
Meyerdipin 5; Mildotab; Monovas; Motamse; NDC-Amlodipin 5;
Normodipine, Pamlonor, Pleamod,; Primodil-5; Pyme Am5 caps;
PymeAlong 5; Ramilo-5; Remedipin; Resines, Samlo-5; Sampine;
SAVI Amlod; Savi Amlod 5; Shadipine,; Sodip, Stadovas; Stamlo;
Telopin Tab.; Tenox; Timol Neo; Tipharmlor; TV. Amlodipin;
TV-Amlodipin; Umecard-5; Varosc Tab.; Vascam,; Woorieverdin,
Xynopine; Xynopine; Zoamco-A; Zolpidon 5.

Becamlodin,

AMOXICILIN

Tén chung qudc t