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Khi nio cin tham vin bac s§, dugc sj"'

Dang sir dung loai thudc khac, bao gdm ca thudc ké don va khéng ké don, thudc tir dugce liéu hodc
thuc pham chirc ning.

Phu nir du dinh ¢6 thai, dang c6 thai hodc cho con bu.

Ngudi ¢6 van dé vé tim, gan, than.

Ngudi cao tudi.

Néu can thém thong tin xin hoi y kién bac sy hodc duge s§.

Han dung ciia thude: 36 thang ké tir ngay san xuét.

Cang ty CP Duge ph.zm \ gime \pIM!m
" 27 \ uvén Thai Hoe, P MY Binh, TP, Long Xuyén, An Giang

San suat tai: Chi phanh Cong tv C P Duge pham \"lmt\ph arm -

- Nhia maby san xuat I}uo( pham Agimexpharm
ABGIMEXPHARM Pudng Vi Trong Phung. K. Thanh An. P My Théi, TP Long Xuyén. An Giang
GMP-WHQO DT: 076.3857300  Fuax: 0763857301 ; '

Ngay xem xét sira ddi, ciip nhat lai ni dung hwéng din sit dung thube: .../.../...

HUONG DAN SU DUNG THUOC CHO CANBQ Y TE

Cac dic tinh dwgc lye hoc, dwge dong hoc:

Cac dic tinh dwgc lyce hoc:

Acenocoumarol 1a mot dan chit coumarin khang vitamin K. Nhimg thudc nay wc ché enzym
vitamin K epoxid reductase, dan tdi ngén can qué trinh chuyen acid glutamic thanh acid gamma-
carboxyglutamic ciia c4c protein tién than cia cac yéu to dong mau II, VII, IX, X.

Nhu vay la cac dan chat coumarin khang vitamin K c6 tac dung chéng déng mau gién tiép bang
cach ngan can su téng hop cac dang hoat dong cia cac yéu td dong mau trén (11, VII, IX, X).

Sau khi ung acenocoumarol, tac dung dbi vai thoi gian prothrombin kéo dai thuong dat téi da
trong vong tir 24 dén 48 gio, tuy thudc lidu dung. Sau khi ngimg thubc 48 gio, thoi gian
prothrombm tr& vé mire trude khi ding thube.

Sau khi uong, n6i chung, cdc dan chét coumarin khang vitamin K gay ha prothrombin mau trong
vong 36 dén 72 gid. Cén bang diéu tri bang thudc khang vitamin K doi héi nhidu ngay. Sau khi
ngimg thuée, tac dung chéng dong mau con co thé kéo dai thém 2 - 3 ngay. Thude cé thé han ché
duge su phat trién ctia cac cuc huyét khdi da c6 trudce va ngan ngira duge cac triéu chimg huyét
khéi tac mach thr phat, tuy khong ¢6 tac dung tiéu huyét khoi truc tiép vi khong dao nguoc dugc
thuong tén ciia mé bj thiéu mau cuc bo.

So v&i wafarin va phenprocoumon, acenocoumarol c6 lgi thé 1a thoi gian tac dung ngén hon.
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Cic dac tinh dwge dong hoc: ' ”
Acenocoumarol dugc hap thu nhanh qua duong tiéu hod. Sinh kha dung dudng udng dat .60{.’/0‘ MO}
phén déng ké ddng phan S(-)-acenocoumarol qua chuyén héa bugc dau tai gan, trong khi sinh kha
dung cua dong phén R(-+)-acenocoumarol 1a 100%. Thudc gan manh véi protein huy¢t Euorng (99%).
Néng do dinh cua thude trong huyét tuong dat trong vong 1 - 3 gior. Thé tich phan bo 0,16 — 0,34
lit’kg. Acenocoumarol qua nhau thai va mgt phan nho dwoc phat hién trong sita me. ,
Acenocoumarol bi chuyén hoa & gan bdi hé enzym cytochrom Pyso (isoenzym CYP2C9 chuyén
hoa ddng phan S, ddng phan R bi chuyén héa boi mét so isoenzym khac) thanh cdc chat chuyén
hoa amin va acetamid khong c6 hoat tinh. Mt vai chat chuyén hoa khac nhu diastereoisometric
alcohol va chat chuyén héa hydroxyl 6 thé c6 hoat tinh. Cac nha lam sang can biét kha nang mot
s& nguoi bénh nhay cam cao véi acenocoumarol do tinh da hinh cua ty lap thé ¢ gan, va c6 thé
phai giam liéu & ngudi bénh do.

Nira doi thai trir cia acenocoumarol khoang 8 -11 gio. :

Thubc dao thai chi yéu qua nudc tiéu (60% trong khoang 1 tuan) ¢ dud¢i dang chuyén hoa va mot
phan qua phan(29% trong khoéng 1 tudn).

Chi dinh, lidu dung, cich dung, chong chi dinh: W

Chi dinh: &

- Bénh tim gdy tdc mach: Du phong bién chimg huyét khéi tic mach do rung nhi, bénh van hai 14,
van nhan tao. . .

- Nhbdi méu co tim: Dy phong bién chimg huyét khéi tac mach trong nhoi méu co tim bién chimg
nhu huyét khéi trén thanh tim, rdi loan chirc ndng that trai nang, loan dong that trai gay tac
mach khi diéu tri tiép thay cho heparin. Dy phong tai phét nh6i méu co tim khi khong dung
dugc aspirin. , o

- Diéu tri huyét khéi tinh mach sau va nghén mach phoi va du phong tai phat khi thay the tiep cho
heparin. , ' ‘ .

- Dy phong huyét khoi tinh mach, ngh&n mach phdi trong phau thuat khép hang.

- Du phong huyét khéi trong dng thong.

Liéu dung:

Liéu luong phai dugc diéu chinh nhim dat muc dich ngan can co ché dong mau téi mirc khong

xay ra huyét khéi nhung tranh dugc chay mau tu phét. Liéu ding tuy thude vao dép Gng diéu tri

cua ting nguoi.

Liéu uong thong thuong: Trong ngay dau la 4 mg/ngdy, ngay thir 2 1a 4 - 8mg/ngay. Liéu duy tri

tir 1-8mg/ ngay tuy theo dap g sinh hoc. Viéc diéu chinh thuong tién hanh tirng nac 1 mg.

Theo ddi sinh hoc va diéu chinh liéu:

| Xét nghiém sinh hoc thich hop 1a do thoi gian prothrombin (PT) biéu thi bang ty s chuan hoa

| quoc té INR (International Normalized Ratio). Thoi gian prothrombin cho phép tham do cac yéu

|0 II, VII, X la nhimg yéu t bi giam boi thudc khang vitamin K. Yéu t6 IX ciing bi giam boi

' thude khang vitamin K, nhung khéng duge tham do bai thoi gian prothrombin .

| INR 1a mét cach biéu thi thoi gian Quick c6 tinh fién d6 nhay cua thudc thir (thromboplastin) ding
de lam xét nghiém, nén giam dugc nhimg thay doi that thuong gitra cac labo.

Khi khdng ding thubc khang vitamin K, INR & nguoi binh thuong 1a 1. Khi ding thuée trong nhimg

tinh hudng dudi dy, trong da sb truong hop dich INR can dat 14 2,5, dao dong trong khoang 2 va 3.

INR duéi 2 phan énh ding thude chéng déng méau chua du. INR trén 3 la dung thira thude. INR trén

| 51aconguy cochay mau.

Nhip do kiém tra sinh hoc: Lan kiém tra dau tién tién hanh 48 gio + 12 gid sau lan uéng thube

khéng vitamin K ddu tién dé phét hién sy tang nhay cam ciia cé nhan. Néu INR trén 2, béo hiéu s&

qua liéu khi can bang, vi vay phai giam bét liéu. Nhitng lan kiém tra sau tién hanh hang ngay hoac

cach nhat cho t6i khi INR 6n dinh, sau d6 cach xa dan tiy theo dap (mg, dai nhét 1a 12 tuan mot

1an. Céan bang diéu tri d6i khi chi dat sau nhiéu tuan. Sau mdi lan thay d6i liéu, phai kiém tra INR

1 - 2 ngay sau d6 va nhic lai cho t6i khi dat 6n dinh.

Nhin chung, INR tir 2 - 3 dugc khuyén cdo dé phong hoac diéu tri huyét khdi tic tinh mach, bao gom




nttps:/ivnras.com/arug/

nghén mach phoi. rung nhi, bénh van tim, hodc van sinh hoc. INR tir 2.5 dén 3.5 duge khuyeén céo sau

nh6i mau co tim, ngudi bénh van tim co hoc, hodic & mot sb ngudi bénh c6 huyét khéi hoic hoi chung

khang phospholipid. INR cao hon ¢6 thé dugc khuyén céo cho tic mach tai phat.

Liéu ¢ nguoi cao tuéi: Liéu khoi ddu phai thap hon liéu nguoi 16n. Liéu trung binh cin bing
trong diéu tr1 thuo*ng chi bang 1/2 t6i 3/4 lidu ngudi 16m.
Diéu tri noi tiép heparin-liu phdp: Do tac dung chong dong mdu chdm cua cdc thuéc khang
vitamin K, nén heparin phai duoc duy tri véi liéu khong d01 trong sudt thoi gian cén thiét, , nghfa la
cho t6i khi INR nim trong tri s mong mudn 2 ngay lién tiép. Trong truémg hop ¢6 gidm tiéu cau do
heparin, khong nén cho khang vitamin K sém ngay sau khi ngimg heparin vi ¢6 nguy co ting dong
méu do protein S (chéng dong mau) bi giam sém. Chi cho khang vitamin K sau khi da cho cac
thudc khéng thrombin (danaparoid hozc hirudin).

Cén ding thuoc chong déng mau 5 ngay trude khi phau thuat. Neu ngay truée khi phau thuat INR

> 1,5 thi can cho udng vitamin K dang tiém 1 - 5mg. Neu cdm mau tét thi c6 thé cho ding lai

thuoc (acenocoumarol) véi liéu duy tri binh thudng vao t6i ngay phiu thuét hoic sang hom sau.

Bénh nhan dimg thudc trude khi phiu thuat duge coi 1a ¢6 nguy co huyét khdi cao nén c6 thé can

hd tro bing mot loai heparin phan tir lugng thip (dung véi lidu didu tri). Can dirng heparin phan

tir lugng thap it nhat 24 gior truée khi phau thuat. Néu phau thuat cé nguy co chay mau cao, khong
duoc dung lai heparin phan tir luong thép trong vong it nhét 48 givr sau phdu thuat.

Bénh nhan dang dung thudc (acenocoumarol) can phiu thuat gap ma c6 thé cham lai khoang 6 -

12 gio thi ¢6 thé cho tiém tinh mach 5 mg vitamin K dé dao nguoc tac dung chong dong. Néu

khong thé tri hoan thi phai cho dung cé vitamin K tiém va hdn hgp prothrombin khé (vi du 25 don

vi/kg) va phai xét nghiém xéc dinh INR trudc khi phau thuét.

Céch dung: H

Acenocoumarol thudmg duge uéng mot 1an vao ciing mdt thoi diém mdi ngay.

Chéng chi dinh:

Man cam d4 biét véi cdc din chit coumarin hay v6i bat cir thanh phén nao cta thude.

Thiéu hut vitamin C, viém mang trong tim do vi khuén, loan san mau hoac bat ky rdi loan mau

nao co tang nguy co xuat huyét.

Tang huyét ap (nang).

Suy gan ning, dic biét khi thoi gian prothrombin da bi kéo dai.

Nguy co chdy mau, méi can thiép ngoai khoa vé than kinh va mat hay kha nang phai m lai.

Tai bién mach méau ndo (trir trudng hop nghén mach & noi khac).

Suy than nang (Cl, <20 ml/phut).

Gian tinh mach thuc quan.

Loét da day - té trang dang tién trién.

Khong duoc phdi hop véi aspirin lidu cao, thuéc chong viém khong steroid nhan pyrazol,

miconazol ding duong toan than, 4m dao; phenylbutazol, cloramphenicol, diflunisal.

Khong dung acenocoumarol trong vong 48 gid sau khi sinh.

Céac truwdng hop thﬁn trong khi dung thube:

Cic tinh trgng can thén trong:

- Phai luu y dén kha nang nhén thirc cia ngudi bénh trong qua trinh diéu tri (nguy co ubng thube
nham) Hudng dan can than dé ho tuan thu chi dinh chinh xéc, hiéu rd nguy co va thai d6 xu ly,
nhat 1a véi ngudi cao tuon

- Phai nh4n manh viéc uong thuoc déu hang ngay vao cung mot thoi diém.

- Phai xét nghiém kiém tra ty s6 chuan héa qudc té (INR) dinh ky va tai cung mot noi.

- Trudng hop can thiép ngoai khoa, phai xem xét timg trudng hop dé diéu chinh hoac tam nging
dung thube chong, dong mau, can cir vao nguy co huyét khéi cua ngudi bénh va nguy co chay
mau lién quan dén timg loai phau thuat.

- Theo ddi can than va diéu chinh liéu cho phti hop & ngudi suy thn vira va nhe hodc ha protein mau.

- Tai bién xuét huyét d& xay ra trong nhimg thang dau diéu tri nén cin theo ddi chat ché, dac biét
khi ngudi bénh ra vién tré vé nha.
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- Khdng nén dimg thude dot ngdt.
- Thanh phan ta duoc cua thudc nay cé lactose vi vdy khong nén dung thudc nay cho bénh nhan
bi di truyén khong dung nap galactose, bi thiéu hut lactase hoac kém hap thu glucose-galactose.
Cic khuyén céo dung thudc cho phuy nir ¢6 thai va cho con bu:
Thoi ky mang thai:
D ¢6 thong ké khoang 4% di dang thai nhi khi nguoi me dung thuéc nay trong quy dau thai ky.
Vao cdc quy sau, van thdy co nguy co (ca say thai). Vi vay tranh dung cho phu nir ¢6 thai, dac biét
la trong 3 thang dau va 3 thang cubi thai ky. Chi dung thudc khi khong thé cho heparin.
Thaoi ky cho con bu:
Tranh cho con bii. Néu phai cho bd thi nén b vitamin K cho dua tre.
Tsc dong ciia thude dén kha ning l4i xe va vin hanh mdy méc: H
Thubc khong gdy anh huong dén kha ning 1ai xe hay vén hanh may moc.
Twong tic cua thubc véi cac thude khac va cdc loai twong tdc khac:

| R4t nhiéu thudc c6 thé tuong tac véi thude khang vitamin K nén can theo rdi ngudi bénh 3-4 ngay

sau khi thém hay bt thudc phdi hop.
Chong chi dinh ph(fi hop:

- Aspirin (nhét 12 véi liéu cao trén 3 g/ngdy) lam tang tac dung chong dong mau va nguy co chay
méu do tc ché ngung tap tiéu cau va chuyén dich thudc udng chong dong méu ra khoi lién két
vOi protein huyet tuong.

- Miconazol: Xuét huyét bt ngd c6 thé ning do ting dang tu do trong méu va (i ché chuyén hoa
ctia thu6c khang vitamin K.

- Phenylbutazon lam ting tac dung chéng déng mau két hop vai kich ing niém mac dudng tiéu
hoa.

- Thuéc chdng viém khong steroid nhém pyrazol: Tang nguy co chay mau do (rc ché tiéu cdu va
kich mg niém mac duong tiéu hoa.

Khéng nén phéi hop:

- Aspirin vé6i lidu dudi 3 g/ngay.

- Cac thude chéng viém khong steroid, ké ca loai \rc ché chon loc COX-2

- Cloramphenicol: Tang tac dung ctia thubc uéng chéng dong méau do lam giam chuyén hoa thudc
ndy tai gan. Néu khong thé tranh phdi hop thi phai kiém tra INR thudng xuyén hon, hiéu chinh
liéu trong va sau 8 ngay ngimg cloramphenicol.

- Diflunisal: Tang tic dung cia thuéc udng chéng déng méu do canh tranh lién két v6i protein
huyét tuong. Nén dung thude giam dau khac, thi du paracetamol.

Thén trong khi phéi hop:

Alopurinol, aminoglutethimid, amiodaron, androgen, thudc chéng trdm cam cudng serotonin,
benzbromaron, bosentan, carbamazepin, cephalosporin, cimetidin (trén 800 mg/ngay), cisaprid,
colestyramin, corticoid (trir hydrocortlson dung diéu tri thay thé trong bénh Addison), cyclin, thube
gay doc te bao, fibrat, cac azol tri nam, fluoroquinolon, cac loai heparm ndi tiét tb tuyén giap, thube
gdy cam Ung enzym, cac statin, macrolid (trir spiramycin), neviparin, efavirenz, nhom imidazol,
orlistat, pentoxifyllin, phenytoin, propafenon, ritonavir, lopinavir, m{t s6 sulfamid (sulfametoxazol,
sulfafurazol, sulfamethizol), sucralfat, thudc tri ung thu (tamoxifen, raloxifen), tibolon, vitamin E
trén 500 mg/ngay, rugu, thudc chong két tap tiéu cau, thube tiéu huyét khéi,...cling lam thay déi téc
dung chong dong mau.

Tac dung khong mong mudn:

Céc biéu hién chay mau la bién chimg hay gép nhat, c6 thé Xay ra trén khép co thé: Hé than kinh
trung uong, cac chi, cac phu tang, trong 6 bung, trong nhan céu,.

Dai khi xay ra tiéu chay (c6 thé kém theo phan nhiém md), dau kho'p riéng lé.

Hiém khi xay ra: Rung toc; hoai tir da khu trg, ¢6 thé do di truyén thiéu protein C hay dong yéu t6 1a
protein S; man da di ung.

Rét hiém thay bi viém mach méu, tén thwong gan.

Huéng dan cdch xie tri ADR:
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Xem muc Qua lidu va cach xir tri.

Qua liéu va cich xir tri: ,
Triéu chz?ng

Biéu hién néi bat cua qua liéu 1a xuét huyet c6 thé xay ra trong vong 1 - 5 ngay sau khi uong thude.
Céc biéu hién xuét huyét c6 thé nhan thdy: Mii chay mau, nén ra méu, ho ra mau, xuét huyét da day
- rudt, xuat huyét am dao, d4i ra mau (v6i con dau quén than), xuét huyét dudi da, chay mau nuéu,
tu mau, va chay mau trong khép hay rong kinh.

C6 thé thdy triéu chimg nhip tim nhanh, ha huyét ap, rdi loan tudn hoan ngoai vi do mat mau, budn
non, nén mura, tiéu chay va dau bung.

Xz tri:

Xu tri qua liéu thuong cdn cir vao INR va cac dau hiéu chay méu, cac bién phap diéu chinh phai |
tudn tu dé khong gdy nguy co huyét khdi. Néu da dung thuoc chdng dong nhung khong dung
vitamin K, cén xét nghiém lai INR 2 - 3 ngay sau dé dam bao rang INR da xudng.

- Néu INR < 5, & mirc didu tri, ngudi bénh khong ¢ biéu hién chay méu hodc khong can hiéu
chinh nhanh déng mau truéc phau thuat: Bo 1 lan udng thude, roi lai tiép tuc diéu tri véi lidu
thap hon khi da dat INR mong mudn. Néu INR rét gan v6i INR mong muén, thi giam liéu ma
khong can phai bo 1an udng thudc.

- Néu 5 <INR < 8, khéng c6 biéu hién chay mau khac ngoai chay méu loi hodic chay méu cam:
Bo 1 hoic 2 lan udng thudc chong dong mau, do INR thuong xuyén hon rdi khi da dat INR
mong mudn, udng lai thubc véi liéu thap hon.

- Néu 5 <INR < 8, cé chay mau nhe: Ngimng thude, cho dung vitamin K tir 1 - 3 mg theo dudng
truyén tinh mach cham. Chi dung lai acenocoumarol khi INR < 5.0.

- Néu INR > 8, khong c6 chay mau: Ngimg acenocoumarol, dung 1 - § mg phytomenadiol \
(vitamin K1) (str dung dang thudc tiém thay cho duong udng). Sau 24 gi& néu INR van cao thi
lap lai diéu tri v6i vitamin K. Chi dung lai acenocoumarol khi INR < 5,0.

- Néu INR > 8, chay mau nhe: Ngimg thudc, cho dung vitamin K tir 1 - 3 mg theo dudng tiém |-
tinh mach chdm. Sau 24 gid néu INR vin cao thi lip lai liéu vitamin K. Chi dung lai
acenocoumarol khi INR < 5,0.

- Trong trudng hop c6 biéu hién chay mau ning hodc quéa liéu ning (vi du INR > 20): Ngtmg thudc,
tiém tinh mach chdm 5 mg vitamin K, cho dung hén hgp prothrombin kho (yeu t6 II, VIL, IX va
X) 25 - 50 don vi/kg (néu khong c6 hdn hgp prothrombin khd thi thay Ihe bang huyét tuong tuoi
dong lanh 15 ml/kg nhung hi¢u qua s& kém hon). Khong nén dung kém yeu t6 Vlla trong trudng
hop cép ctru déo nguoc tic dung chdng dong.

- Truong hgp ngd doc do tai nan, thi cling phai danh gia theo INR va biéu hién bién chimg ¢
méu. Phai do INR nhiéu ngay sau d6 (2-5 ngay), cd tinh dén nira doi kéo dai cua thube chd
déng mau. Dung vitamin K dé hiéu chinh tac dung cua thudc chong déng mau. *
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