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THANH PHAN:

Thanh phan hoat chat:

Clopidogrel (dudi dang clopidogrel bisulfat) ......... 75 mg

Thanh phdn ta dwge: Lactose, microcrystalline cellulose 101, tinh bot my,
silicon dioxyd, HPMC 6 cps, HPMC 15 cps, PEG 6000, ponceau 4R, titan dioxyd, tal

PVP, colloidal
cviuadal

vién.

DANG BAO CHE: Vién nén bao phim mau hdng, thanh va canh vién lanh 13n.

CHI PINH:
- Phong ngira h:.:ycft khoi do xo viea déng mach. Thude duoc ding trong cdc (ruong hop:
! + Nhdi méu co tim (tir vai ngay cho toi dudi 35 ngay), dot quy thiéu mau cyc b (tir 7 ngay

I cho t&i dudi 6 thang) hodc bénh Iy dong mach ngoai bién.

+ Hoi ching mach vanh cép:

!4 « Hoi chimg mach vanh cdp khdng c6 ST chénh Ién (dau thét ngyc khong 6n dinh hoge

f nhdi mau co tim khong c6 song Q), bao gom bénh nhan dat stent qua can thiép mach
vanh qua da, dung két hop voi acid acetylsalicylic (aspirin).

Nhai médu co tim cdp co ST chénh 1én, diing két hop véi aspirin cho bénh nhan diéu tri

A T

bing thuée tan huyét khoi.

- . Phong ngua huyér khéi do xo vita dgng mach va thuyén téc huyé! khoi cho bénh nhdn rung
nhi- Véi bénh nhdn rung nhi co it nhéit mgt yéu té nguy co xay ra bién cb mach mau, khong
thich hop diéu tri bang thudc khang vitamin K, va bénh nhén c6 nguy co chay méu thip,
clopidogrel dugc chi dinh két hop vai aspirin dé phong ngira huyét khéi do xo vira dgng mach

va thuyén tic huyét khoi, bao gom dét quy.

i CACH DUNG, LIEU DUNG:
| Céch dimg: Thube cé thé dugc ubng trong hoic xa bifa an. Nén udng thudc vao 1 gio ¢b dinh trong
! ngay.
Liéu hegng: ‘ ‘
g /lan/ngay (1 vién/lan/ngay).

Liu ubng hang ngay cho ngudi lén: 75 m
Vi bénh nhén bi hoi chimg mach vanh cép:
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f _ -' ) Hﬁl\ﬂﬂmﬁl ach vanh cdp khéng c6 ST chénh 1én (dau thit nguc khong én dinh hofic nh;

S n@“uti\n hong c6 séng Q): Lidu ban ddu 300 mg duy nhét trong ngay dau tién, sau dé

. nep tuc ding liéu 75 mg/lan/ngay (két hp vai aspirin 75 mg-325 mg/ngay).

b Do-g‘guy o chay méu, liéu aspirin khéng nén vurgt qua 100 mg.

+ " Nhd'mau co tim cdp co ST chénh 1én: Lidu ban ddu 300 mg duy nhat trong ngay dau tién,
sau d6 tiép tuc ding lidu 75 mg/lin/ngay két hop véi aspirin. DOi véi bénh nhén trén 75
tudi, khong dung lidu nap 300 mg lic bit ddu diéu tri.

- Vi bénh nhén rung nhi: dung liéu 75 mg/ldn/ngay, két hop vai aspirin 75-100 mg/ngay.

Tre em: Khong nén sir dung thude cho tré em do hiéu qua cta thubc trén doi tugng ndy chua duge

thiét Igp.

Bénh nhdn suy thdn: Chua c6 nhiéu kinh ngiém ding clopidogrel & bénh nhén suy than, do dé nén

str dung thén trong.

l.

oy

CHONG CHI PINH:

Di img véi clopidogrel hoac bat ky thanh phan nao ciia thudc.

Suy gan nang.

Nguoi dang bi chay mau (vi dy loét da day ta trang, chay mau ndi s9).

CANH BAO VA THAN TRONG KHI DUNG THUOC:
Bénh nhan suy giam chirc ning CYP2C19: Clopidogrel 12 mét tién chat, dugc chuyén hoa boi
CYP2C19 thanh chit chuyén héa co hoat tinh trc ché tiéu cau. Qua trinh chuyén héa nay co
thé bi anh hudng boi sy bién ddi gen cia CYP2C19 hoic cic thuée e ché CYP2C19, lam
giam tac dung chéng tiéu cdu cua clopidogrel. Do d6 tranh ding déng théi véi céc thude e
* ché CYP2C19 va bénh nhan chuyén héa qua CYP2C19 kém.
Nguy co chay mau: Céc thude nhém thienopyridin, trong d6 c6 clopidogrel 1am tang nguy co
chay mau. Thudc (rc ché két tdp tiéu cdu trong sudt doi sng cuia tiéu cdu (7-10 ngay). Do chét
chuyén héa c6 hoat tinh cua clopidogrel ¢é nira dési thai trir ngén. nén c6 thé khdi phuc lai kha

ndng cAm mau bing cach truyén tiéu cau.
Ngimg ding thudc 1am ting nguy co tai bién tim mach. Néu phai tam ngung thudc (dé diéu
trj chdy méu hodic phdu thudt cé nguy co 16n gdy chay méu), can ding lai sém nhit khi c6 thé.
Ngimg diing thudc S ngay trude khi phau thut.
Ban xuat huyét giam tiéu cau huyét khdi (TTP), doi khi gdy tir vong, di dugc bao céo sau khi
dung clopidogrel. Tri¢u chimg déc trung 1a giam tiéu cau, thiéu mau tan mau vi mach, roi loan
than kinh, suy thén, sot.
Phan img chéo giira cac thude nhom thienopyridin: Phan (ing qué man bao gdm phat ban, phu
mach hodc phan img huyét hoc da dugc béo cdo trén bénh nhén ding clopidogrel, bao gdm ca

- bénh nhdn c6 tién sir mAn cam hofic phan img huyét hoc véi céc thienopyridin khéc (nhu
ticlopidin, prasugrel).
Té duge ponceau 4R trong thuoe cé thé gdy phan (mg dj img. Ngudi bénh cé cac bénh ly di
truyén hiém gap nhu khong dung nap galactose, khong dung nap lactose (thiéu enzym Lapp
lactase), kém hép thu glucose-galactose khéng nén diing vi thude co chira lactose.
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ﬁ\uﬂqmwcnﬂo PHU NU' CO THAI VA CHO CON BU:

2o hdi [ia . 2 Y . '
nitieo thisi: Nghién ciru trén dong vat khong thy doc tinh sinh san. Chua c6 dir liéu nghién

A T .
fh}}\dfyd‘mﬁ'lpﬁu nir 6 thai. Do dé, chi nén dung clopidogrel & ngudi mang thai khi that cin
I. {. i S -

Pf? H:'i' cho con bu: Céc nghién ciru trén dong vat cho thiy clopidogrel va cht chuyén héa dugc
bai tiet vao sira, Tuy nhién chua cé théng tin cho biét clopidogrel co bai tiét qua sira me hay
khéng. Do d6 cin cin nhic vige ngirmg cho con ba trong thai gian ding clopidogrel hodc ngirng
thuoc tiy thude vio mirc do cén thiét phai dung thudc & nguoi me dang cho con bu.

Am} HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Thudc khong gay dnh hudng téi kha nang lai xe va véin hinh may méc.

TUONG TAC, TUONG KY:

- Cac thube lién quan dén nguy co chay mau nhu hude chdng dong dudng udng, thube irc ché
thy thé Glycoprotein I1b / lla, aspirin, heparin, thudc lam tan huyét khdi, thudc khang viém
khang steroid (NSAID), thube chéng trim cam nhém trc ché téi hdp thu serotonin chon loc

~ (SSRI): ding cuing clopidogrel c6 thé [am ting nguy co chay méu.
Warfarin ding dong thi véi clopidogrel ¢6 thé 1am tang cuong dd chay mau.
Trong mdt nghién ciru |4m sang, diing dong thoi clopidogrel va naproxen lam ting xuat huyét
tiéu héa 4n. Do d6, than trong khi ding ddng thai clopidogrel véi cic thude NSAID bao gbm
cac thude irc ché Cox-2.

- Clopidogrel dugc chuyén héa thanh chat chuyén héa cé hoat tinh bai CYP2C19. Sir dung céc
thuée irc ché CYP2C19 c6 thé dan dén giam ndng do chét chuyén hoa ¢6 hoat tinh, do dé
giam tic dyng cua clopidogrel. Khong nén ding dong thoi véi cac thude i ché CYP2C19
manh va trung binh nhu omeprazol, esomeprazol, fluvoxamin, fluoxetin, moclobemid,
voriconazol, fluconazol, ticlopidin, carbamazepin, efavirenz.

- Thuéc ire ché bom proton (PP1): Omeprazol, esomeprazol lam giam ndng do chét chuyén hoa
c6 hoat tinh cia clopidogrel, do dé lam giam tac dung trc ché két tap tiéu cu.

- Céc thude chuyén hoa boi CYP2CS: Chat chuyén héa cua clopidogrel irc ché CYP2C8 lam
ting nong d trong huyét tuong cua cdc thude chuyén héa qua CYP2C8 nhur repaglinid,

* paclitaxel.

TAC DUNG KHONG MONG MUON:

Chay méu 1a ADR thudng gap nhét khi st dung clopidogrel. Nguy co chay mau phy thugc nhiéu
yéu t6, bao gdm ca nhimg thuc diing kém va tinh trang nhay cam cia bénh nhan.

Thueomg gap (1/100 £ ADR <1/10):

Mach mau: ty mau.

Hb hép, 16ng ngyc va trung that: chay mau mili.

Tiéu hoa: chay mau dudng tiéu hoa, tiéu chay, dau bung, kho tiéu.

Da va cic md dudi da: bam tim

il
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Jr gip K000 £ XPR/< I 100):

Méu'%§ B¢ bach huyét; giam tiéu cdu, giam bach cAu, ting bach cdu va acid.

Than kith:.chay 'méd ndi so, nhirc ddu, dj cam, chéng mat.

Mit: chay mau.
Tiéu hoa: loét da day t4 trang, viém da day, nén, budn nén, tao bon, day hoi.

Da va cdc md dudi da: phat ban, ngira, chay mau (ban xuét huyét).

Tiét niéu: dai ra méu.
Xét nghiém: thoi gian chay mau kéo dai, s lugng bach cau trung tinh giam, s lugng tieu cau

]
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giam,

Hiém gap (1/10000 < ADR < 1/1000):

Mau va hé bach huyét: giam bach cdu nghiém trong.

Tai va mé dao: chéng mat.

Tiéu héa: xuét huyét sau mang bung.

Khéc: nir héa tuyén v.

Rdt hiém gdp (ADR <1/10000), tdn sudt chwa ré:

I Mau va hé bach huyét: ban xuét huyét giam tiéu ciu huyét khdi, thiéu mau bat
: hat. giam tiéu cdu ning, mau kho dong typ A, giam bach cdu hat, thiéu mau
Tim mach: hoi chig Kounis (dau thét nguc do dj tng, dj (mg gy nhdi mau co tim).
Mi&n dich: bénh huyét thanh, phan img phan v¢, phan ing qua man chéo giita cac thienopyridin.

san, mét bach ciu

i{l Tam thén: 4o gidc, 1 lAn.
b Thén kinh: ri loan vi gidc.
| Mach mau: chay mau nghiém trong, chay mau vét thuong phdu thuat, viém mach, ha huyét 4p.
Hoé hép, 16ng nguc va trung thét: chdy mau dudng ho hap (ho ra méau, xudt huyét phdi), co that phé

quan, viém phdi k&, viém phoi tang bach cdu wa acid.
Tiéu hoa: xudt huyét dudng tiéu hda va xuat huyét sau phiic mac gdy tir vong, viém tuy, viém dai

trang, viém miéng. ’
Gan mét: suy gan cap. viém gan, xét nghi¢m chirc néng gan bat thuong.
Da va cdc md dudi da: viém da bong nudc (hoai tir thugng bi nhiém doc, hoi chimg Stevens
Johnson, hong ban da dang, ngoai ban mun mu toan than cdp tinh (AGEP), phui mach, hoi chimg
qua mén do thudc, hoi chimg phét ban do thubc véi ting bach cau wa acid va nhimg trigu ching
toan than (DRESS), hong ban ndi man hojc tréc vay, ndi mé day, cham , liken phing.

Co xwong va mé lién két: chay mau trong khop, viém khdp, dau khdp, dau co.

Tiét niéu: viém cAu thin, ting creatinin mau.

Khac: sot.

QUA LIEU VA CACH XU TRI:

Triéu chimg: Ding qua lidu clopidogrel co the gdy kéo dai thoi gian chay mau va dan dén bién
chimg xuat huyét.

Xir tri: Khong co thudc giai doc ddc higu. Truyén tiéu cdu dé ddi khang tac dung dugc 1y cua

clopidogrel.
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D‘cm_wﬁc; 'HQC:
Nh pedy: Thuée ik ché két tép tiéu cau. MA ATC: BOTACO4

(fl"‘pi 1 ﬁ‘_@'ﬁé“ chét. mot trong nhimg chét chuyén hoa cua nd ¢o tac dyng (rc ché két 1

tidu cAu. Clopidogrel phai duge cdc men CYP450 chuyén hoa dé tao thanh chét chuyén hoa cl:;.
hf‘%l linh irc ché két tap tidu chu. Chét chuyén hoa c6 hoat tinh cua clopidogrel (¢ ché chon lgc sy
gén két cua adenosin diphosphat (ADP) véi thy thé P2Y 2 cua no trén tidu clu va qua d (rc ché sy
h'i’?‘ héa phic hop glycoprotein GPIIb/Illa qua trung gian ADP, nhir vy irc ché sy két tdp tidu
Ci‘m. V.i s gin két 1a khong thugn nghich, nén nhimg tidu cAu ndy bj anh huong trong ca quéng dari
Cf’" lai cua ching (khoang 7-10 ngay) va sy hdi phyc chire nang (iéu cau binh thuimg dién ra & mot
tbc dd phit hp vai sy chu chuyén tidu cu. Sy két tap tiéu cau do cac chat chi van khéng phai
ADP géy ra ciing bj rc ché bai tac dung chen sy Khudch dai hoat tinh tiéu cdu do ADP duge phéng
thich gay ra. Vi chat chuyén hda c6 hoat tinh duge hinh thanh boi cac men CYP450, ma mét sd
trong d6 c6 tinh da hinh hodc la doi tugng bi ¢ ché boi cac thube khac, nén khong phai bénh nhan
nao cling ¢o su uc ché tiéu cau thoa dang. Nhimg lidu clopidogrel 75 mg/ngay lap lai nhiéu lan gy
nén sy e cheé rd rét dbi voi su két tap titu ciu do ADP gay ra tu ngay dau tien: tac dyng nay tang

din va dat trang thai én dinh trong khoang tr ngay 3 dén ngay 7. (5 trang thai on dinh. mirc uc ché
0% dén 60%. Su ket tap tidu cdu va

trung binh dugc nhan thdy voi lidu 75 mg/ngay vao khoang 4
thoi gian chay mau diin dén tro vé trj sb ban diu trong vong 5 ngay sau khi ngung diéu tri.

PAC TINH DUGC PONG HOQC:

Hap thu

Sau cac lidu udng duy nhét va I3p lai 75 mg/ngay, clopidogrel duoc héip thu nhanh. Nong do dinh

trung binh trong huyét trong cua clopidogrel khong bién ddi (khoang 2.5 ng/ml sau khi udng mot
idu 75 mg) dat dugc khodng 45 phiit sau khi uong. Ti € hép thu it nhat 1 50%, dya trén sy bai tiet
cac chét chuyén hoa cua clopidogrel trong nudce tiéu.

Phdn bo
Clopidogrel va chit chuyén héa chinh trong méu (khéng ¢ h
vitro véi protein huyét tuong nguoi (theo ti 1§ tuong (g la 98%
hoa in vifro xay ra v6i mot phd nong d¢ rong.

Chuyén hoa

Clopidogrel dugc chuyén hoa ¢ gan. In vitra va in vivo, clopidogrel duoc chuyén héa theo hai con
duong chuyén hoa chinh: mot duong qua trung gian cic esterase din dén sy thuy phan thanh dan
chit acid carboxylic khong c6 hoat tinh (85% lugng chélt chuyén hoéa trong mau), va mot dudmg
qua trung gian nhidu cytochrom P450. Clopidogre! dugc chuyén hoa lin dau thinh chit chuyén
hoa trung gian 2.oxo0-clopidogrel. Sy chuyén hoa tiép theo cua chét chuyén hoa trung gian 2-0X0-
clopidogrel din dén sy hinh thanh chit chuyén haa ¢o hogt tinh, maot din chat thiol cua
clopidogrel. In vitro, duong chuyén hda ndy chu yéu qua trung gian CYP2C19 va mot O enzym
CYP khac bao gﬁm CYP3A4, CYPIA2 vi CYP2B6. Chit chuyén hoa thiol ¢6 hoat tinh, da dugic
, phan lap in vitro, gén két nhanh chong va khong thudn nghich vai céc thy the tidu cau, qua do uc

ché sy két tdp tiu cau.

oat tinh) gén két thuan nghich in
v 94%). Sur két gan khong bdo
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Tr&:'qﬁ:f. Isa[i.ﬂ‘if ubmg mt lidu clopidogrel duge dénh dAu véi 1*C. khoang 50% dugc bai tié
trong.n tidu va'khdang 46% duge bai tiét trong phén trong khoang thoi gian 120 gio sau khi
uéng. Sau khi udng mét lidu duy nhét 75 mg, clopidogrel co thoi gian ban huy khoang 6 gi. Thai
gian ban thai ciia chét chuyén héa chinh trong méu (khong ¢6 hoat tinh) la 8 giér sau khi dung liéy
duy nhat I3p lai.
Duwege di truyén hoc
CYP2C19 tham gia vao tao ca chét chuyén hoa cd hoat tinh va chéit chuyén héa trung gian 2-oxo-
clopidogrel. Dugc dong hoc va téc dyng khing tié
clopidogrel khac nhau thiy thuge vao kiéu gen ciia CY
chirc ning chuyén héa ddy du, trong khi d6 alen CYP2C] 9*2 va CYP2C19*3 khong co chirc nang.
Pa s ngudi c6 chuyén héa CYP2C19 kém da triing (85%) va chau A (99%) co alen giam chirc
ning CYP2C19*2 va CYP2C19*3. Cic alen khic lién quan dén chuyén héa kém it gap hon bao
gdm CYP2C19*%4, *5, *6, *7, *8. Ty 1§ nguodi mang gen chuyén héa CYP2C19 kém khoang 2%
ngudi da tring, 4% ngudi da den, 14% ngudi Trung Quéc. O ngudi chuyen hoa kém. ndng do chat

chuyén hoa c6 hoat tinh va tac dyng (rc ché két tap tiéu cau giam.

u cdu ctia chit chuyén hda cd hoat tinh cia
p2C19. Alen CYP2C19*1 tuong img voi

L‘ Suy thgn

Sau nhimg liéu clopidogrel l3p lai 75 mg/ngdy trén ngudi suy than nang (d thanh thai creatinin tir
5-15 ml/phut), téc dung trc ché ket tap tiu cAu thdp hon (25%) so v&i ngudi khoe manh, tuy nhién,
sur kéo dai thoi gian chay méu tuong tu nhu da thdy trén ngudi khoe manh dugc dung clopidogrel

75 mg/ngay. Ngoai ra, su dung nap lim sang trén tit ca bénh nhan déu tot.
Suy gan

Sau nhimg liéu clopidogrel 12 nhén suy gan nang, tac dung
irc ché két tap tiéu cdu twong ty nhur trén nguoi

trung binh ciing tuong 1y nhau giira hai nhom.

p lai 75 mg/ngay trong 10 ngay o bénh
khoe manh. Téc dung kéo dai thot gian chay mau

Chung toc
Ti 1é nhimg ngudi mang alen CYP2C19 gay nén sy chuyén héa CYP2CI9 trung binh va kém phu
thude vao chung toc. Trong y vin. chi cé nhirng so liéu han ché trén céc quan thé nguoi chéu A dé
danh gia anh huong |dm sang ciia kiéu gen ciia CYP nay trén céc tai bién trén lam sang.

QUY CACH DONG GOI: Hop 1 vix 10 vién, Hop 3 vi x 10 vién.
PIEU KIEN BAO QUAN: Noi khd, nhiét do khdng qua 30°C. Trénh dnh sdng.
HAN DUNG: 24 théng ké tir ngay sin Xuat,

TIEU CHUAN CHAT LUQNG: TCCS
n xulit; Céng ty CO phin lién doanh duge phim Eloge France Vit Nam

hu cdng nghiép Qué V3, xa Phuong Liéu, huyén Qué V3, Biic Ninh
Fax : 0222.3617.789

Co sirsé
Pijachi: K
Dién thoai: 0222.3617.888
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