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Rx HUGNG DAN SU DUNG THUOC CHO CAN BO Y TE

Pidocar

(Clopidogrel 75mg)
Thudc bdn theo don. Boc ky hudng dan s dyng trude khi dong. PE xa tim tay cia tré em.
Thdng bdo ngay cho bdc sT hodc duge sT nhing tdc dyng khdng mong mudn gdp phdi khi s dyng thudc.

THANH PHAN: M3i vién nén bao phim chia
Clopidogrel bisulfat tuong duong
Clopidogrel 75 mg

Td dugec: Microcrystallin cellulose, tinh bt ngd, natri croscarmellose, natri stearyl fumarat, colloidal anhydrous silica, HPMC, PEG 400, PEG
6000, bdt talc, lactose monohydrat, titan dioxyd va oxid sit do.

DUGC LYC HOC

Nhém dugc ly: Thudc dc ché sy két tap tifu cdu. Ma ATC: BO1AC-04.

Co ché tic dyng

Clopidogrel 12 mot tién ch4t, mdt trong nhitng chét chuyén héa clia nd 1 chat e ch& sy ket tap tifu cdu. Clopidogrel phdi duge cdc enzym
CYP450 chuyén héa dé tao thanh chdt chuyén hda cé hoat tinh (c ché sy k&t tap tifu cdu. Chat chuyén hda c6 hoat tinh clia clopidogrel
tc ch& chon lgc vigc gdn clia adenosin diphosphat (ADP) véi thy thé P2y, cla tifu cdu va qua dé Uc ché hoat héa phic hgp glycoprotein
GPIIb/llla qua trung gian ADP, do dd ma (c ché sy k&t tap tifu cdu. Do sy gdn k€t khong th€ ddo nguge dugc, nén nhilng ti€u cdu nay bj
anh hudng trong ca quing ddi cdn lai cla ching (khodng 7-10 ngdy) va sy héi phuc chic ndng tiéu cdu binh thuting xdy ra véi t6c do phi
hop voi sy chu chuyén tifu cdu. Sy két tip tifu cdu do céc chét chil vén khong phai ADP gdy ra cing bj (c ché bési téc dung chen sy
khuéch dai qud trinh hoat hoa ti€u cdu tir sy phéng thich ADP.

Do ch4t chuyén héa cé hoat tinh dugc hinh thanh bdi cdc enzym CYP450, ma mot s8 trong do cd tinh da hinh hoic 1a d6i tugng bj dc ché
b&i cdc thudc khdc, nén khong phai bénh nhan ndo cling dat dugc sy Uc ché tiéu cdu ddy ad.

Hiéu qua dugc lyc hoc

Liéu 13p 1ai 75 mg mdi ngay 1am (c ch& ddng k& sy két tap tiéu cdu do ADP tir ngdy ddu tién; sy dc ché ndy ngdy cang ting va dat trang
thdi 6n dinh trong khodng ngay 3 dén ngay 7. O trang thdi 6n dinh, mdc Uc ché trung binh véi lifu 75 mg mdi ngdy trong khodng 40% va
60%. Sy két tap tiéu cdu va thdi gian chdy méu d4n d4n trd vé gid trj co bdn, thdng thuding trong vdng 5 ngay sau khi ngling diéu trj,
Tinh an todn va hiu qua 1dm sang

Tinh an todn va hiéu qud clia clopidogrel da dugc ddnh gid trong 5 nghién ctdu mi d6i v6i han 88000 bénh nhdn: nghién cdu CAPRIE, so
sdnh clopidogrel vdi acetylsalicylic acid (ASA), va cdc nghién ciu CURE, CLARITY, COMMIT va ACTIVE-A so sdnh clopidogrel véi gid dugc,
C2 hai nhém thuSc déu diing két hgp vdi ASA va ligu phdp chudn khic.

Nhéi mdu cd tim (MI) va dét quy vida mdi xdy ra hogc bénh déng mach ngoai bién di thanh lip

Nghién ciiu CAPRIE quy ty 19185 b&nh nhan bj huy&t kh&i do xd via déng mach biéu hién qua nhéi mau co tim méi vira xdy ra (< 35
ngay), dot quy viia méi xdy ra (khodng thdi gian gila ngay thit 7 va 6 thdng) hodic bénh djng mach ngoai bién da thanh Iap (PAD). B&nh
nhin duge chia ngdu nhién vdo nhém ding clopidogrel 75 mg/ngdy hay ASA 325 mg/ngdy, va dugc theo ddi trong 1 d&n 3 ndm. Trong
nhém nhéi mdu co tim, hdu h&t b&nh nhén diing ASA trong vai ngdy ddu sau khi nhéi mau co tim cdp tinh.

Clopidogrel 1am gidm dang k€ ty 18 mic phai tai bi€n thigu mau cyc b méi (tiéu chi k€t hgp clia nhéi méu co tim, dot quy do thidu méu
cyc bd va tit vong do mach méu) khi so sénh véi ASA. Khi phdn tich theo y dinh difu tri, dd quan sdt dugc 939 tai bién trong nhém
clopidogre! va 1020 tai bi€n trong nhém ASA (muc gidm nguy cd tuong d6i (RRR) 8,7%, [95% Cl: 0,2 d&n 16,4], p=0,045), tuong tng véi,
¢t mBi 1000 bénh nhin dugc diéu trj trong 2 ndm, thi ¢d thém 10 bénh nhin dugc phdng nglfa céc tai bi€n thifu mdu cyc by méi [CI: 0
d&n 20]. Phan tich téng tI vong nhu mdt tiéu chi phy khdng dua ra bat ki sy khdc bigt déng k8 nao gila clopidogrel (5,8%) vA ASA
(6,0%).

Khi phan tich theo phdn nhém bénh nhan tiy thujc bénh Iy lic chon bénh (nhéi méu co tim, dot quy do thifu mdu cyc by va PAD), cho
thdy Igi ich cao nhdt (dat dugc y nghia théng ke & p=0,003) & nhing bénh nhdn bj b&nh PAD (dic biét 1a nhiing ngudi cé tién sir nhéi
méu co tim) (RRR=23,7%, Cl: 8,9 d&n 36,2) va kém hon (khong khdc biét ddng k& so vdi ASA) & bénh nh&n dot quy (RRR=7,3%, CI: -5,7
d&n 18,7 [p=0,258]). 0 nhiing bgnh nhan dugc nhan véo thil nghigm trén nén duy nhat 1d nh6i méu co tim mdi xdy ra, clopidogrel thap
hon v& lugng nhung khdng khdc biét cé ¥ nghia thdng k& so véi ASA (RRR=-4,0%, Cl: -22,5 dén 11,7 [p=0,639]). Thém vao d6, phdn
nhém bénh nhan theo tudi cho thdy Igi ich cla vigc dung clopidogrel & nhing bénh nhan trén 75 tudi kém hon so v6i nhing bénh nhan <
75 tudi.

Vi nghién ciu CAPRIE da khong c6 ¥ dinh dénh gid higu qud clia tling phan nhém bénh nhan, do d6 khdng 1o 1a ¢6 sy khdc bigt vé muc
gidm nguy cd tuong ddi lién quan thy thudc cdc bénh Iy Idc nhan bénh 1a that hay do may rii.

Hgi chiung mach vanh cdp

Nghién ciiu CURE quy ty 12562 bénh nhdn c¢6 hdi ching mach vanh ¢4p khong ¢ doan ST chénh I&n (dau thdt ngyc khdng 8n dinh hay
nhéi méu co tim khong cé séng Q) va dén khdm trong vong 24 gid sau khi khi phat con dau thét ngyc gdn nhdt hodic nhiing trigu ching
phi hgp véi thifu mdu cyc b). Bénh nhidn phdi c6 hodc 14 thay ddi trén ECG tuong Ung v6i thi€u mdu mdi hoc ting enzym tim hodc
troponin | hodic T it nh&t g4p ddi giéi han binh thuting trén. B&nh nhan dugc chia ngiu nhién ding clopidogrel (liéu nap 300 mg, tiép theo
12 75 mg/ngdy, n=6259) hay gid dugc (n=6303), ca hai nhém déu didu trj k&t hgp véi ASA (75 - 325 mg 1 In/ngdy) va cc diéu tri chudn
khdc. B&nh nhan dugc diéu trj 18n d&n 1 nim. Trong nghién cdu CURE, c6 823 (6,6%) bénh nhan diing két hop thuc d6i khdng thy thé
GPIIb/lla. Heparin dugc st dung & hon 90% bénh nh4n va ty 18 xuit huy€t tuong ddi gila clopidogrel va gid dugc khéng bj dnh hubng mét
céch cd ¥ nghfa bdi sy k&t hap véi heparin.
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S6 bénh nh&n gip tiéu chi chinh (tIr vong do tim mach (CV), nhéi mau ca tim, dot quy) & nhém diing clopidogrel 13 582 (9,3%) va 719
(11,4%) & nhém diing gid duge, véi miic nguy co tuong ddi gidm 20% (95% CI 10% - 28%, p=0,00009) nghiéng v& nhém clopidogrel (vdi
gidm mdc nguy co tuong d6i 1a 17% khi bénh nhan dugc didu trj bdo tn, 29% khi bénh nhan dugc 1am k§ thudt can thigp ddng mach
vanh qua da (PTCA) c6 hoéic khong c6 d3t stent va 10% khi bénh nhan dugc phdu thust bic ciu dong mach vanh (CABG)). Céc bién cf
tim mach méi (tiéu chi chinh) dugc dy phéng trong khodng thi gian nghién citu 0-1, 1-3, 3-6, 6-9 v 9-12 théng véi mic gidm nguy co
tuong déi tuong (ng 12 22% (CI: 8,6, 33,4), 32% (CI: 12,8, 46,4), 4% (CI: -26,9, 26,7), 6% (Cl: -33,5, 34,3) va 14% (CI: -31,6, 44,2). Do
d:. tir sau 3 théng diéu tri, loi ich clla nhém ding clopidogrel + ASA mang lai khong ting nhiéu hon nila, trong lic nguy co xufit huyét vin
ton tai.

S dung clopidogrel trong nghién ctu CURE 1am gidm nhu céu diéu trj tiéu sgi huy8t (RRR=43,3%, Cl: 24,3%, 57,5%) va thudc ic ché thy
thé GPIIb/llla (RRR=18,2%, Cl: 6,5%, 28,3%).

SO lugng bénh nhan gdp déng tiéu chi chinh (tf vong do tim mach, nhéi mdu co tim, dot quy hay thifu mdu cyc bd khé tri) 12 1035
(16,5%) & nhdém ding clopidogrel v 1187 (18,8%) & nhdm ding gid dugc, véi mic gidm nguy co tuong d6i 1A 14% (95% CI clia 6% -
21%, p=0,0005) nghiéng vé nhém ding clopidogrel. Lgi ich ¢6 dugc chl y&u 12 do muc gidm c6 y nghia thdng ké clia ty 18 mic MI [287
(4,6%) & nhém ding clopidogrel va 363 (5,8%) & nhém ding gid dugc]. Khéng quan sét thdy dnh hudng trén ty 18 tdi nhip vién vi dau
thdt ngyc khong &n djnh.

KEt qua dat dugc & cdc nhom dan s6 v6i cdc dic tinh khdc nhau (nhu dau thit ngyc khng 6n dinh hoic MI khéng cé séng Q nguy cd
thdp hay cao, ddi thédo duding, sy c&n thist di vdi thi thuat tao mach mau méi, tubi, gidi tinh...) giSng véi két qud phan tich trén tigu chi
chinh, Bdc biét, trong mdt phan tich phdn nhém gm 2172 bénh nhin (17% clia dan s§ CURE) c6 gid dd mach vanh (stent) (Stent-
CURE), diI ligu cho th&y khi so sdnh clopidogrel véi gid dugc trén cac tiéu chi chinh (tIf vong do tim mach, nhdi méu co tim, dot quy) mic
gidm nguy co tuong d&i cé ¥ nghfa théng ke I3 26,2%, Igi ich nghiéng v& nhém ding clopidogrel vd mic gidm nguy co tuong ddi cing cb
y nghia théng k& 14 23,9% d6i vdi cdc tidu chi phy (tF vong do tim mach, nhdi mau co tim, dgt quy hodc thifu mau cyc b kho trj). Hon
nda, tinh an toan cla clopidogrel & phan nhém bénh nhan ndy khéing 1am ddy 1&n mt sy lo ngai dic biét ndo. Do vay, k&t qud clia tap
hgp bénh nhan ndy phii hgp véi cdc két qué chung.

Lgi ich quan st thdy cla clopidogrel ddc 1dp véi cc liéu phap diéu trj tim mach c&p tinh hay dai han khdc (nhu ligu phdp ding heparin /
heparin trong lupng phan tU thdp, thudc chen thy thé GPIIb/Ila, thuSc ha lipid médu, thuSc chen B va thuSc dc ché enzym chuyén
angiotensin). Hiéu qud quan sét thdy clia clopidogrel cling ddc Iap v6i liéu ASA (75-325 mg x 1 l4n/ngay).

0 bénh nhan nhéi m4u co tim cp cé doan ST chénh Ien, tinh an todn va higu qud clia clopidogrel d dugc ddnh gid trong 2 nghién clu
ngu nhién, mb d6i, so sdnh véi gid dugc 12 CLARITY vi COMMIT,

Nghién ciiu CLARITY quy tu 3491 bénh nhan dén khdm trong vong 12 git k& ti khi khdi phdt triéu chiing nhéi mdu cd tim ¢ doan ST
chénh 1&n vd dugc |8n k& hoach difu tri tan huy&t khdi. B&nh nhan dugc ding clopidogrel (liéu nap 300 mg, ti€p theo 1d 75 mg/ngay,
n=1752) hay gid dugc (n=1739), cd 2 nhém ndy déu dung k&t hgp voi ASA (150 - 325 mg nhu lidu nap, tiép theo 1a 75 - 162 mg/ngay),
mot thudc tigu sgi huy&t, va heparin khi thich hgp. B&nh nhdn dugc theo dGi trong 30 ngay. Tigu chi chinh | k&t hgp céc tigu chi bao gbm
tinh trang t4c cla djng mach vanh thli pham gdy nhéi mdu dya trén chyp mach vanh trudc lic xust vién, hodc ti vong hodc nhéi méau co
tim tai phdt trudc khi chyp mach vanh. B8i véi bénh nhin khdng dugc chup mach vanh, tiéu chi chinh bao gém tif vong hay nhéi méu co
tim ti phdt vdo ngdy thi 8 hay trudc lic xut vién. Nhém b&nh nhdn ndy bao gém 19,7% phy ni? vd 29,2% bé&nh nhan > 65 tui. Téng
cdng c6 99,7% bénh nhin diing thulc tigu sgi huy8t (dic hidu cho fibrin: 68,7%, khéng dic hidu cho fibrin: 31,1%), 89,5% ding heparin,
78,7% dung thudc chen B, 54,7% ding chit ic ch& enzym chuyén angiotensin va 63% diing statin,

15% bénh nh4n & nhém ding clopidogrel v 21,7% & nhém ding gid dugc gap tiéu chi chinh, bifu thj qua mdc gidm nguy co tuyét doi I3
6,7% va mifc gidm ty sudt chénh Ia 36% cd Igi cho nhém clopidogrel (95% Cl: 24, 47%, P <0,001), chll y&u lign quan d&n viéc gidm s8
dong mach bj téc c6 lién quan vdi nh6i méau. Lgi fch ndy td ra xuyén sut & tat cd céc phan nhém duge quy djnh trudc bao gbm tudi, gidi
tinh, vj tri nh8i mau, va loai thudc tidu sgi huyét hodic heparin dugc sit dyng.

Nghién citu COMMIT véi thi&t k& bt cip 2x2 da thu nhdn 45852 bé&nh nhin dén khdm trong véng 24 gid sau khi khdi phat trigu ching nghi
ngds do nhéi mdu co tim véi cic b4t thudng trén ECG tuong thich (nhu ST chénh I&n, ST chénh xubng hodic bisc nhdnh trdi). Bénh nhin
diing clopidogrel (75 mg/ngdy, n=22961) hodc gid duge (n=22891), k&t hop voi ASA (162 mg/ngdy), trong 28 ngay hodc d&n khi xuft vién.
GOp tiéu chi chinh bao gdm t vong do bat ky nguyén nhan ndo va sy xudt hign 14n ddu cla téi nhdi mdu, dot quy hodc ti vong. Dan s
nghién ciiu bao gém 27,8% phu ni v 58,4% bénh nhan > 60 tudi (26% > 70 tufi) va 54,5% bénh nhan diing thudc tidu sgi huyét.
Clopidogrel 1Am gidm c6 ¥ nghfa nguy co tuong d6i clia tif vong do moi nguyén nhdn 1 7% (p=0,029) va nguy co tuong di cia gdp céc
tiéu chi bao gbm tai nhdi mdu, dot quy hodc tl vong 12 9% (p=0,002), tuong Ung véi mic gidm nguy co tuyét dbi theo thi ty 12 0,5 % va
0,9%. Lgi ich ndy t6 ra xuyén sudt & t4t ca cac phdn nhém bao gém tudi, gidi tinh, c6 hay khong ding thuSc tiéu soi huyét va dén nhip
vién sém hon 24 gid.

Rung nht

Céc nghién ciu ACTIVE-W va ACTIVE-A, céc thil nghiém riéng biét trong chuong trinh ACTIVE, bao gdm nhilng bgnh nhdn bj rung nht
(AF), nhiing ngudsi c6 it nh4t mét y&u t& nguy co ddi véi cdc bifn cf tim mach. Dya trén tiéu chi thu nhdn, bdc sT thu nhdn bénh nhan vao
nghién ciiu ACTIVE-W né8u ho 13 dng vién cho liéu phép diéu trj d6i khdng vitamin K (VKA) (nhu warfarin). Nghién cdu ACTIVE-A bao gbm
nhing bénh nhan khong thé diéu tri VKA bdi vi ho khong thé hodc khdng mudn nhan didu tri.

Nghién citu ACTIVE-W da ching minh ring diéu trj chng ddng véi thulc ddi khéng vitamin K hidu qud hon so véi clopidogrel va ASA,
Nghién cdu ACTIVE-A (n=7554) 1 mdt nghién cdu d6i ching da trung tdm, ng&u nhién, mi doi, so sdnh véi gid dugc, theo d6 nghién clu
so sanh clopidogrel 75 mg/ngdy + ASA (n=3772) vi gid dugc + ASA (n=3782). Lifu khuyEn cdo cho ASA la 75-100 mg/ngdy. B&nh nhdn
dugc diéu trj d&n 5 ndm,

Bénh nhin dugc chon ngdu nhién trong chudng trinh ACTIVE 12 nhilng ngudi d@ ghi nhan AF, tic I AF thuting xuyén hodc it nhét 2 dot
bénh lién tuc trong 6 thang viia qua va c6 it nhit mdt trong cdc y&u t6 nguy cd sau: tubi > 75 hofic 55 - 74 hodc ddi thdo dudng cén diéu
trj bing thudc, hodic nhdi médu cd tim hodc bénh dong mach vanh; diéu tri ting huyét &p; dot quy trubc d6, con thi€u mau ndo thodng qua
(TIA), hoic nghén mach khong thudc hé théng thdn kinh trung wong; rdi loan chdc ndng thét tréi vdi phan sudt t6ng mau tht trdi <45%;
hodc bénh mach mdu ngoai bién. Diém trung binh CHADS, 4 2,0 (trong khodng 0-6).
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Tiéu chi chinh loai trir chil y&u 12 b&nh nhan dugc ghi nhin bénh loét da diy t4 tring trong vbng 6 thang trudc; xult huyét ndi so trudc do;
gidm tiéu cAu dang k& (tiéu cdu <50 x 10°1); c4n ding clopidogrel hoac thuSc chéng déng duding uSng (OAC); hodc khong dung nap bét ky
thanh phdn no trong hai thudc.

73% bénh nhdn tham gia vdo nghién ciu ACTIVE-A khdng th diing VKA theo danh gid clia bdc s, khong tudn thi theo dai INR (1} s
binh thubing héa qubc t&), ban chdt d& mic hodc chdn thuong ddu, hodc nguy co chdy méu dic hidu; DI vdi 26% bénh nhan, quyt dinh
clia béc sT dya trén sy khong sdn ldng diing VKA clia b&nh nhén.

Nhém bénh nhan ndy bao gém 41,8% phy nd. Tudi trung binh 1A 71 tudi, 41,6% bénh nhan >75 tudi. Téng cong ¢6 23,0% banh nhin
diing thuc chdng loan nhip, 52,1% diing thuSc chen P, 54,6% dung thudc Uc ch& enzym chuyén angiotensin va 25,4% ding statin,

S8 bénh nhan gip tiéu chi chinh (thdi gian xdy ra dft quy 1&n d4u, nhéi mdu co tim, ngh&n mach khéng thujc hé théng thdn kinh trung
uong hodc tlf vong do mach mdu) I1a 832 (22,1%) trong nhém di8u trj véi clopidogrel + ASA vA 924 (24,4%) trong nhém diing gid dugc +
ASA (mic gidm nguy cg tuong d6i 12 11,1%, 95% CI clia 2,4%-19,1%, p=0,013), chi y&u 1A do gidm ding k& ty 18 dot quy. D6t quy xdy ra
& 296 bénh nhan (7,8%) ding clopidogrel + ASA va 408 (10,8%) bénh nhan ding gid dugc + ASA (mic gidm nguy co tuong ddi 13 28,4%,
95% Cl, 16,8%-38,3%, p=0,00001).

DUGC BONG HOC

Hap thu: Sau khi udng liéu duy nhat hoZc I3p lai 75 mg/ngay, clopidogrel dugc hdp thu nhanh. Néng d6 dinh trung binh trong huyét tuong
clia clopidogrel khong bién ddi (khodng 2,2 — 2,5 ng/ml sau khi uSng mat liéu duy nhdt 75 mg) dat dugc khodng 45 phit sau khi uSng. Ty
& hdp thu it nhét 1a 50%, dya trén sy bai tiét clia céc chdt chuyén héa clia clopidogrel trong nudc tidu.

Phén bd" Clopidogrel va chat chuyén héa chinh (khong hoat tinh) g4n két thuan nghich in vitro véi protein huyét tuong ngudi (theo thir ty
98% va 94%). Sy gin k&t khong bdo hda in vitro xdy ra véi ddy nng do rong.

Chuyén hda: Clopidogrel dugc chuyén héa rong rdi & gan. In vitro va in vivo, clopidogrel dugc chuygn héa theo hai con dubing chuyén héa
chinh: mgt dudng qua trung gian cdc esterase va din dén sy thlly gidi thanh ddn chat acid carboxylic khéng c6 hoat tinh (85% higng chat
chuy&n héa trong mau), vd mét dudng qua trung gian nhiéu cytochrom P450. Clopidogrel dugc chuyén héa I4n du thinh chdt chuyén héa
trung gian 2-oxo-clopidogrel. Sy chuyén héa tip theo clia ch4t chuyén héa trung gian 2-oxo-clopidogrel din d&n sy hinh thanh chdt chuyén
héa cd hoat tinh, mdt ddn chét thiol cla clopidogrel. /n vitro, dudng chuyén hda nay 1A qua trung gian CYP3A4, CYP2C19, CYP1A2 va
CYP2B6. Chit chuyén héa thiol c6 hoat tinh, dd dugc phan I4p in vitro, nhanh chong gdn két khong thuan nghich véi cc thy thé tidu cdu,
qua d6 dc ché sy két tAp tifu cdu.

Crmax clia chét chuyén hoa cé hoat tinh cao g&p 2 14n sau khi diing clopidogrel liéu duy nhat 300 mg cling nhu sau 4 ngdy dung liéu duy trl
75 mg. Cna dat dugc trong khodng 30 d&n 60 phit sau khi ding thudc.

Thai tro: O ngudi, sau khi uSng mot li€u clopidogrel dugc dénh d&u véi "C, khodng 50% dugc bai tiét trong nuc tidu va khodng 46% dugc
bai tiét trong phan trong khodng théi gian 120 gid sau khi uSng. Sau khi uSng liéu nap duy nht 75 mg, clopidogrel c6 thdi gian ban thai xdp
x1 6 gid. Thi gian ban thai clia ch4t chuyén héa chinh (khdng hoat tinh) trong tuin hodn 12 8 gid sau khi diing liéu duy nhdt va lidu 1Ap lai.

Duge di truyén: Clopidogrel dugc hoat héa bdi nhiéu enzym CYP450 da hinh. CYP2C19 tham gia vao sy hinh thinh cht chuy&n héa c6 hoat

tinh 1n ch4t chuyén héa trung gian 2-oxo-clopidogrel, Dugc dong hoc clia chdt chuyén héa cé hoat tinh clia clopidogrel vA cc téc dyng

khdng tifu cdu, dugc do bing thir nghiém k&t tap tidu ciu ex vivo, khdc nhau tiy ki€u gen CYP2C19. Allen CYP2C19*1 tuang Ung wdi chic
néng chuyén héa tron ven trong khi cdc allen CYP2C19°2 va CYP2C19*3 tuong ng véi mot sy gidm sit chuyén héa. C4c allen CYP2C19*2
va CYP2C19*3 chiém 85% s6 allen gidm chic ning & ngudsi da tring chuyén héa kém va 99% & ngudi chdu A chuyén héa kém. Céc allen

khdc lién quan v6i sy thiéu hodc gidm chuy8n héa gém c6 CYP2C19*4, *5, *6, *7 va *8, nhung nhing allen ndy it ph§ bign trong dan s&

chung. Mot b&nh nhan v6i tinh trang chuyén héa kém s& c6 2 allen gidm chdc nang nhu dinh nghia & trén. Tdn sudt duge cong bo ddi vdi

cdc kifu gen CYP2C19 chuyén hda kém 12 khodng 2% d6i véi ngudi da tring, 4% d6i véi ngudi da den va 14% d6i véi ngudi Trung Quic. C6

sén cdc xét nghiém dé x4c dinh kifu gen CYP2C19 clia bénh nhan.

Céc dai ugng ddc bigt

Duge dgng hoc clia chat chuyén héa c6 hoat tinh clia clopidogrel khdng dugc biét ré & nhiing d6i tugng dic biét ndy.

Suy thén: Sau nhing liéu clopidogrel Ip lai 75 mg/ngay trén cic d6i tugng suy than ning (thanh thai creatinin tir 5 d&n 15 mi/phit), tdc

dyng tic ché sy két tap tifu cdu do ADP géy ra th&p hon (25%) so véi cdc d6i tugng khde manh, tuy nhién, sy kéo dai thdi gian chdy mdu

tuong ty nhu da thdy trén ngudi khde manh dugc ding clopidogrel 75mg/ngdy. Ngodi ra, sy dung nap 1&m sdng trén c4c bénh nhan déu tét.

Suy gan: Sau nhing liu 1p lai clopidogrel 75mg/ngay trong 10 ngay & nhilng b&nh nhan suy gan ning, tc dung dc ché k&t tap tiu cdu do

ADP gdy ra tuong ty nhu di thdy trén cdc déi tugng khde manh. Tac dyng kéo dai théi gian chdy méu trung binh ciing tudng ty nhau gida 2

nhém.

Ching téc: Ty 18 hién hanh clia cdc allen CYP2C19 gdy nén sy chuyén héa trung gian va kém clia cdc CYP2C19 khéc nhau tly vio chiing

toc. Trong y van, chi c6 nhing 6 lidu han ch& trén cdc qudn thé ngudi chdu A dé ddnh gid y nghfa 1&m sang cla vigc xdc dinh kifu gen

clia CYP ndy trén hiu qud 1am siang cla cdc bign cf.

CHI BINH

Dy phong bién c6 do huyét khdi dong mach

Clopidogrel dugc chi dinh &:

- Céc bénh nhin nhdi méu co tim (tif vi ngay dén it hon 35 ngay), dt quy do thifu mdu cyc by (tl 7 ngdy dén it hon 6 thang) hodc bénh
Iy ddng mach ngoai bién da thanh Idp.

- Cdc bénh nhan bj hdi ching mach vanh cip tinh;

+ Hol ching mach vanh c4p tinh khéng c6 doan ST chénh 18n (dau thit ngyc khong 6n dinh hodic nhéi mdu co tim khdng cé séng Q), bao
g6m cac bénh nhan c6 dit gid dd mach vanh (stent) trong qué trinh can thiép djng mach vanh qua da, ding k&t hgp vdi acetylsalicylic
acid (ASA).

+ Nhi méu co tim c&p tinh c6 doan ST chénh I&n ding k&t hgp véi ASA & bénh nhan dugc diéu tri ndi khoa va diéu trj biing thudc tidu sgi
huy#8t.

" -
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Dy phong cdc bién cd xd vila huyét khéi va huyét kh6T nghén mach trong rung nhi

0 nhing bénh nhan ngudi I6n bj rung nhi c6 it nhdt mot y&u 16 nguy co bién cf mach m4u, khdng thich hgp cho viéc diu trj bAng thusc

khdng vitamin K (VKA) va nhing ngudi it c6 nguy co chdy mdu, clopidogrel dugc chi dinh k&t hop véi ASA cho dy phdng bién cf xo vila
huy&t khdi va huyt kh6i nghén mach, bao gém ddt quy.

LIEU LUGNG VA CACH DUNG

Ngudi trudng thanh va ngudi gia:

Clopidogrel dugc khuy&n ding véi liéu duy nhdt 75 mg/ngay.

- bénh nhan bj hi ching mach vanh c4p tinh:

+ HQi ching mach vanh cdp tinh khong c6 doan ST chénh Ién (dau thdt ngyc khong 6n dinh hodc nhéi méau co tim khong c6 séng Q), nén
khdi déu diéu tri bng clopidogre! vdi liéu nap 300 mg diing mot I4n duy nhét va sau d6 ti&p tyc véi liéu 75 mg mot I4n/ngay (k8t hop véi
ASA 75 - 325 mg hang ngay). Do liu ASA céng cao thi nguy co chdy mdu cang cao, do vdy, khng diing ASA véi lidu vuot qud 100 mg.
Thai gian diéu trj t6i w chua duge xdc dinh chinh thic. DT ligu thir nghiém 1dm sang hd trg viéc ding d&n 12 thdng, va Igi fch t6i da
duge ghi nhdn tir thang tha 3.

+ Nh6i médu co tim cdp tinh c6 doan ST chénh I1&8n: Nén b4t du diéu trj bing clopidogrel véi liéu 75 mg diing mdt 14n duy nhét sau khi khdi
ddu diéu trj voi mGt liéu nap 300 mg két hgp vdi ASA va c6 hodc khong co thudc tidu sgi huyét. O bénh nhan trén 75 tui, khong ding
liéu nap lic khdi ddu diéu tri. Ligu phdp k&t hgp nén dugc khdi ddu cang s6m cang 16t sau khi bit du cé triéu ching va tiép tyc duy trl
dén it nhdt 4 tun. Lgi ich clia sy két hop gida clopidogrel véi ASA diing sau 4 tufn chua dugc nghién cifu,

- 0 nhing bgnh nhan bj rung nhi, nén bét ddu diéu trj blng clopidogrel véi liéu 75 mg ding mot 1n duy nhét. ASA (75-100 mg méi

ngdy) nén dugc bt ddu va ti€p tuc dudi dang ligu phdp k&t hgp véi clopidogrel.

N&u quén ubng Pidocar: N&u quén udng mot liéu Pidocar, nhung bénh nhdn nhé ra trong vong 12 gid sau g uSng thulc thuding 18, hay

udng ngay 1 vién va udng vién k& ti€p vao giy thubng 18. N&u quén udng thubc hon 12 gid, chi cAn ulng lidu k& ti€p vao gits thuding 8.

Khéng ting gdp dbi liéu thuSc dé bl vao liu quén udng.

Bénh nhi: Clopidogrel khdng nén dugc sif dung & tré em vi chua rd higu qud diéu trj.

Suy thén: Kinh nghiém diéu trj cdn han ch& & nhing bénh nhan suy than,

Suy gan: Kinh nghiém diu trj cdn han ch& & nhiing b&nh nhin c6 bénh gan mic d9 trung binh - ngudi ¢d thé co thé tang chdy mdu.

Cach ding:

Diing duding ubng, c6 thé kém véi thic n hay khong.

Khéng dugc nhai, bé hoic nghién vién thudc ma phai nubt nguyén vién.

CHONG CHI BINH

Bénh nhan qud min vdi clopidogrel hodc bt ky thanh phdn ndo clia thudc.

Bénh nhan suy gan ndng.

B&nh nhén bj chdy mau b&nh Iy nhu loét tiéu héa hodc chdy mdu trong ndo.

Phy ni c6 thai hodc cho con bd.

THAN TRONG

Réi loan chdy mdu va huyét hpc

Do nguy co chdy méu va cdc téc dyng bét Igi vé huy8t hgc, nén trong qud trinh diéu tri cd nhiing triéu ching Idm sang ggi y chdy mdu thi

phdi nhanh chéng thyc hién ngay viéc d&m t& bio mau va/hodc cdc xét nghigm thich hgp khdc. Giéng nhu nhiing thudc khéng tiu cdu

khdc, n&n than trong khi ding clopidogrel & nh@ing b&nh nhan c6 nguy co tAng chdy méu do ch&n thuong, phiu thudt hoic tinh trang bénh

Iy khdc v & nhing bénh dang dugc diéu trj vi ASA, heparin, chdt dc ché thy thé glycoprotein Iib/llla hodc thufc khdng viém khong

steroid (NSAIDs), bao gém ch&t (c ch& COX-2, hodc thudc dc ché téi h&p thu chon loc serotonin (SSRI), hodc cdc thufc khic lign quan

dén nguy chdy mau huy&t nhu pentoxifyllin, B&nh nhan phdi dugc theo dai cn than bit ky d4u higu chdy méu ndo bao gm chiy mau 4n,
dic biét 13 trong vai tudn ddu dibu trj vi/hodic sau khi thyc hién cdc thll thudt xm 14n tim hoic phiu thudt. Khéng khuy&n cdo sif dyng két
hgp clopidogrel véi warfarin do k8t hgp ndy 6 thé 1am tang cudng dd chdy mau.

NEu bénh nhan dugc 1&n chuong trinh phiu thudt va khong cdn dén higu qud khang tiu cdu, nén ngung dung clopidogrel 7 ngdy truéc khi

phdu thudt. B&nh nhan nén thdng bdo cho bic ST vd nha sT biét 12 dang ding clopidogrel trudc khi hen lich phdu thut va trudc khi dung

b4t ky loai thuSc mai no. Clopidogrel 1Am kéo dai thdi gian chdy mdu va nén ding than trong & nhing bénh nhan cd tén thuong ¢6 xu
hudng chdy mdu (ddc biét |a da day rudt va ndi nhan).

Bénh nhan nén bist ring khi dung clopidogrel (don ddc hodc k&t hap véi ASA), phdi mét thdi gian dai hon binh thudng dé cdm mdu, va

nén thong bao nhilng chdy méu b4t thuling cho bac sT.

Ban xudt huyét gidm tiéu cdu huyét khdi (TTP)

Ban xuft huy8t gidm tifu cdu huy8t kh6i (TTP) di dugc bdo cdo nhung rét hi€m gap sau khi ding clopidogrel, d6i khi chi sau mdt thdi gian

ngén dng thulic. Hign tugng ndy dugc biéu hién bing gidm s& lugng tiéu cdu va thigu mdu tin huy8t hdng cdu nhd di kém véi hodc 12 cdc

biéu hién v& thdn kinh, r8i loan chic ning thdn hodic s6t. TTP 14 tinh trang de doa tinh mang doi hdi phdi xU tri ngay bao gém cd phuong
phdp trich huyé&t tuong.

Mdu khd déng mic phdi

Mdu khé déng mdc phdi di dugec bdo cdo sau khi ding clopidogrel. Trong trubng hgp dd dugc xdc nhdn cd kéo dai thdi gian

thromboplastin timg ph4n hoat hod (aPTT) c6 hodic khong c6 chdy mau, nén xem xét d&n médu khé dong méc phai. Bénh nhan dugc chén

dodn méu khd déng méc phdi phdi dugc theo doi va diéu trj bdi cdc chuyén gia, va nén ngung ding clopidogrel.

Bt quy thiéu mdu cyc bg gdn diy

Do thigu di ligu, clopidogrel khdng dugc khuy&n ding trong 7 ngdy déu tién sau khi dot quy thigu mau cuc bd cp tinh,
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Cytochrom P450 2019 (CYP2C19)

Dugc di truyén hoc: O nhiing bénh nhan 1a ngudi chuyén héa kém CYP2C19, clopidogrel & liéu khuyn cdo it tao thanh cdc chat chuyén
hda cd hoat tinh clia clopidogrel hon va it c6 téc dung trén chic ning tiu cdu hon. C6 sin cdc xét nghiém dé xdc dinh kidu gen CYP2C19
clia bénh nhén.

Do clopidogrel dugc chuyén héa mdt phdn thanh chat chuyn héa c6 hoat tinh bdi CYP2C19, st dyng cdc thulc dc ché hoat tinh clia
enzym ndy s& c6 thé 1am gidm ndng do cht chuyén héa c6 hoat tinh clia clopidogrel. Sy lién quan trén 1Am sing ciia tuong tic nay 1A
khong chéc chdn. Nhim than trong khong khuyén cdo st dung déng thdi clopidogrel véi cc chdt dc ché manh hoiic vila phai CYP2C19,
Chat nén CYP2C8

Cdn than trong & nhilng bénh nhan diéu trj d6ng thdi clopidogrel va véi chdt nén CYP2CS.
Phdn ung chéo gida cdc thienopyridin

Bénh nhan cén dugc ddnh gid vé tién st qud min véi thienopyridin (nhu clopidogrel, ticlopidin, prasugrel) do di c6 bio cdo vé phin dng
chéo gilta cdc thienopyridin. Thienopyridin cé thé gdy ra phdn Ung di ng ti nhe d&n nidng nhu phat ban, phil mach hoic phédn (ng chéo
huyét hoc nhu gidm tiéu cdu va gidm bach cdu trung tinh. Nhing bénh nhan da phét sinh phdn ing dj ing trudc va/hoiic phdn dng huyét
hoc ddi véi mgt thienopyridin c6 thé 1am tang nguy co phat sinh cling hodc khac phan dng d6i vdi thienopyridin khdc. Khuyén cdo gidm
sét cc d4u hiéu qud min cdm & bénh nhén dj Ung véi thienopyridin.

Suy thn

Kinh nghiém diéu trj véi clopidogrel con han ché & nhiing bénh nhdn suy thdn. Vi vy nén sif dyng clopidogrel thdn trong & nhilng bénh
nhadn nay.

Suy gan

Kinh nghiém con han ché & nhitng bénh nhdn cé bénh gan mic do trung binh - ngudi 6 thé c6 thé tang chdy mdu. Vi vay nén sl dyng
clopidogrel thdn trgng & nhdng bénh nhan nay.

T4 duge lactose

San phdm ndy cd chia lactose, nhding bgnh nhan méc céc rdi loan di truyén hi€m gp vé dung nap galactose, ching thiu hyt lactase Lapp
hoc r8i loan h&p thu glucose-galactose khdng né&n sif dung thufc nay.

PHY NO €O THAI VA CHO CON BU

Thai ky mang thai: Khong cé d ligu Iam sang vé viéc sir dung clopidogrel trong khi mang thai, khéng nén sit dyng clopidogrel trong sudt
thai ky. Nghién ctu trén ddng vét khng cho thdy téc hai tryc ti€p hodc gidn tip t6i sy mang thai, sy phdt trin phoithai, qud trinh sinh né
hodc sy phat trifn sau sinh.

Théi ky che con bu: Khéng rd clopidogrel ¢ dugc bai tiét trong sfa me hay khdng. Cdc nghién clu trén déng vat di cho thdy cd sy dao
thdi clia clopidogrel trong sila me. khdng n&n cho con bii trong khi diu trj v6i clopidogrel.

TAC DONG CUA THUOC KHI LAI XE VA VAN HANH MAY MOC

Clopidogrel khong anh hudng d&n khd ndng i xe vin hinh may mdc.

TUONG TAC THUGC

Thudc chéng déng dudng udng: Khiing khuyén cdo sif dung déng thdi clopidogrel vdi thufc chéng dong vi cd thé 1am ting cubing do chdy
mau. Mc d sif dung clopidogrel 75 mg/ngdy khdng thay d8i dugc dong hoc clia S-warfarin hodc chi s6 binh thuding héa quic t& (INR) &
nhing bénh nhan dugc didu tri dai han bing warfarin, s dyng déng thdi clopidogrel véi warfarin 13m tang nguy cd chdy mdu vi tdc dung
ddc 13p trén sy dong méu.

Chat uc ché thy thé glycoprotein 1ib/lla: Clopidogrel nén dugc sif dung than trong & nhiing bénh nhin dung déng théi chét Uc ché thy thé
glycoprotein lIb/lla.

Acetylsalicylic acid (ASA): ASA khong lam thay d6i khd ning dc ch# ket tap tiéu cdu qua trung gian ADP ciia clopidogrel, nhung clopidogrel
gia tang higu qud clia ASA trén sy k&t tAp tifu cdu qua collagen. Tuy nhién, viéc k&t hgp 500 mg ASA 2 Iin/ngay véi clopidogrel 1 I&n/ngay
khong 1am ting ddng k€ viéc kéo dai thdi gian chdy mdu gdy ra bdi clopidogrel. Tuong tic dugc Iyc hoc gida clopidogrel v acid
acetylsalicylic ¢d thé xdy ra va tdm ting nguy cd chdy mau. Vi vdy, cdn thin trong khi sl dyng phéi hgp. Tuy nhién clopidogrel va ASA di
duge ding phéi hgp trong gén 1 nim.

Heparin: Trong mft nghién ciu 1dm sing thyc hién trén nhidng ngudi khde manh, vidc ding k&t hgp véi clopidogrel da cho thdy khong cdn
thay d6i liéu clia heparin hodc 1am thay d6i tdc dung clia heparin trén sy déng mau. Vidc ding két hgp véi heparin khong dnh hubng dén sy
tc ché ket tap tiéu cdu do clopidogrel. Tuong téc dugc lyc hoc gidia clopidogrel vA heparin A c6 thé xdy ra va tdm ting nguy co chdy mau.
Vi vay, c4n than trong khi st dyng phdi hgp.

Thudt tiéu sgi huyét: Tinh an todn khi ding dBng thdi clopidogrel véi cdc thuSic tidu sgi huy8t dic higu hay khdng ddc hiéu fibrin va
heparins d dugc ddnh gid & nhiing b&nh nhan bj nhéi mé4u co tim cdp tinh. Ty 18 chdy méau ¢ ¥ nghia trén 1am sang I3 tuong ty nhu quan
sdt vdi khi chl diing thuc tidu sgi huy8t va heparin ph8i hgp vdi ASA.

NSAIDs: Trong mot nghién ciiu 1am sang dugc thyc hién & nhiing ngudi tinh nguyén khde manh, khi diing déng thdi clopidogrel va naproxen
co hign tugng gia ting chdy méu da ddy 4n. Tuy nhién, hign nay do khdng ¢6 nghién cdu tuong tic gilta clopidogrel vdi tét cd cdc NSAID
khdc, nén khong rd sy k&t hgp ndy 6 1am ting nguy co chdy mdu da day rut hay khong. Do d6, nén thin trong khi ding phi hgp
clopidogrel v6i céc NSAID bao g8m céc thudc dc ché COX-2,

Thu6t Uc ché tai hdp thu chon loc serotonin (SSAIs): Do SSRI dnh hudng dén hoat hda tiéu cdu va 1am tang nguy co chdy mau, nén thin
trong khi sif dyng déng thdi SSRI v6i clopidogrel,

Ph6i hgp diéu tri khdc; Do clopidogrel dugc chuyén héa mot phdn thanh chét chuyén hda cd hoat tinh bdi CYP2C19, st dung cdc thudc Uc
ché hoat tinh clia enzym nay s& c6 thé 1am gidm ndng do chat chuyén héa c6 hoat tinh clia clopidogrel. Sy lién quan trén lam sing clia
tuong tac nay 14 khdng chic chidn. Nhim thin trong khang khuyén cdo sif dyng déng thdi clopidogrel véi cdc chat dc ché manh hoc viia
phéi CYP2C19.

Cic thuBc 1A chit Gc ch€ CYP2C19 manh hodc vira bao gém omeprazol va esomeprazol, fluvoxamin, fluoxetin, moclobemid, voriconazol,
fluconazol, ticlopidin, carbamazepin, va efavirenz.
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Thudt ve ché bom proton (PPI): Dling omeprazol 80 mg 1 |4n/ngdy cling lic clopidogrel hay cch nhau 12 gits 1Am gidm mic tidp xic véi
chét chuyén héa c6 hoat tinh clia clopidogrel khodng 45% (so véi liéu khdi ddu) va 40% (so véi li6u duy trl). Sy dc ché k&t tap tidu cdu gidm
khodng 39% (so vdi liéu khdi ddu) va 21% (so vdi liéu duy trl). Esomeprazol dy kién s& tao ra tuong tdc tuong ty véi clopidogrel.

DU ligu vé tdc dong trén 1dm sang clia tuong tdc duge ddng hoc (PK) / duge Iyc hoc (PD) nay trén bién ¢6 tim mach duge bdo cdo tir quan
st va nghién ciu 1dm sang khong nhdt quan. Nhdm than trong khong khuyén cdo sif dung ddng thdi clopidogrel véi omeprazol hodc
esomeprazol.

D3 quan sat thdy pantoprazol hodc lansoprazol it 1am gidm ti€p xtc véi chat chuy&n héa c6 hoat tinh clia clopidogrel hon.

Ding déng thdi pantoprazol 80 mg 1 I&n/ngay véi clopidogrel 1am gidm néng df trong huy8t tuong clia chat chuyén hda cé hoat tinh clia
clopidogrel 20% (so vdi liéu khdi ddu) va 14% (so véi lidu duy trl). Difu ndy lién quan véi sy gidm Gc ché két tap tidu c4u trung binh tuong
dng 12 15% v& 11%. K&t qud ndy cho thdy co thé sif dyng déng thdi clopidogrel vdi pantoprazol.

Khéng cé bing ching cho thdy cdc thuic khdc 1Am gidm acid da day nhu thubc chen Hz hodc thuSc khdng acid tuong tdc véi hoat tinh
khdng ti€u cdu cla clopidogrel.

Cdc thudc khdc: DA c6 mdt s8 céc nghién cliu 1Am sang khac sif dyng clopidogrel k&t hgp vdi cdc thuSc khdc nhim quan sdt sy tuong tc
vé duge dong hoc va dugc Iyc hoc. Khéng cd tuong tic c6 v nghia 14m sdng vé dugc lyc hoc khi ding k&t hop clopidogrel véi atenolol v
nifedipin, hodc cd 2 thudc atenolol va nifedipin. Hon nia, hoat tinh duge lyc clia clopidogrel cling khéng bj dnh hudng déng k& khi dung ket
hgp véi phenobarbital hodc estrogen.

Dugc dong hoc clia digoxin hodc theophyllin khéng bj thay ddi khi k&t hgp véi clopidogrel. Thudc khdng acid da day khong thay d6i mic do
h&p thu clopidogrel.

DT ligu tir nghién ciu CAPRIE cho thdy ring phenytoin va tolbutamid - dugc chuyén héa bdi CYP2C9 cd thé dugc két hgp an toan voi
clopidogrel.

Chat nén CYP2C8: Clopidogrel lam ting muc tip xic vai repaglinid & ngudi tinh nguyén khde manh. Nghién cilu in vitro cho thdy sy gia
tang ti€p xdc véi repaglinid 13 do Uc ché CYP2C8 bdi cdc chat chuyén héa glucuronid clia clopidogrel. Do nguy co ting ndng df trong huyst
tuong, nén thin trong khi sif dyng déng thdsi clopidogrel véi thufic chuyén héa chil yéu bdi CYP2C8 (nhu repaglinid, paclitaxel).

Ngodi cdc thdng tin tuong tdc thudc dic hiu md ta trén ddy, cdc nghién clu vé tuong téc gida clopidogrel va mét s6 thufc thudng ding
trén bénh nhdn bj bénh Iy huy&t khdi do xo vila ddng mach chua dugc thyc hién. Tuy nhién, nhing bénh nhan dugc dua vao cac thir nghiém
ldm sang co dung clopidogrel cling dd ding déng thdi véi cdc thubc khdc bao gém cd thudc Igi tifu, thuSc chen beta, thuc dc ché enzym
chuyén angiotensin, chat chen kénh calci, thudc gidm cholesterol, thudc gidn mach vanh, thuSc diéu tri d4i thdo dutng (k€ cd insulin), thudc
chdng ddng kinh va thudc ddi khdng GPIIb / Illa md khdng thdy cd céc tdc dung bt Igi ndo ¢ ¥ nghia 14m sang.

TAC DUNG KHONG MONG MUGN

Tém tit h6 su an toan: Tinh an toan clia clopidogrel d4 dugc ddnh gid trén 44000 bénh nhan tham gia cdc nghién ciu lAm sing, trong
dd c6 hon 12000 b&nh nhan diu trj tir 1 ndm trd 18n. DY dung nap chung clia clopidogrel 75 mg/ ngdy tuong ty véi ASA 325 mg/ngdy
trong cac nghién cifu CAPRIE b&t k& tubi tdc, gidi tinh hay chiing tdc. Cdc phan dng b&t Igi cé ¥ nghia 1&m sdng dugc ghi nhan trong cdc
nghién ctu CAPRIE, CURE, CLARITY, COMMIT va nghién ciu ACTIVE-A dugc néu dudi ddy. Ngoai kinh nghiém tUr cdc nghién cdu ldm
sang, cdc phdn ing bat Igi ciing dugc bido cdo ty phét.

Chdy m4u 1 phin (ng phy ph§ bién nhit duge bio cdo chil yEu trong thdng ddu didu tri, c trong cdc nghién clu IAm sang cling nhu
trong cdc bdo cdo sau khi luu hanh.

Trong nghién cdu CAPRIE, & nhiing b&énh nhan diéu trj vdi clopidogrel hodc ASA, ty |é chdy mdu chung cho bt ky loai chdy mau nio 12
9,3%. Ty & cdc trudng hop trdm trong thi tuong ty nhau d6i voi clopidogrel va ASA.

Trong nghién ciiu CURE, phdi hgp clopidogrel va ASA khong gdy chdy médu quéd mic trong vong 7 ngdy sau khi phdu thuat bic cdu dong
mach vanh & nhing bénh nhan ngirng didu trj trén 5 ngdy trudc khi phiu thudt. O cc bénh nhan ven didu trj trong vong 5 ngdy clia phiu
thudt bic cdu, ty 18 bién cd 12 9,6% & nhém ding clopidogrel phéi hgp véi ASA, vd 6,3% & nhém dung gid duge phdi hgp véi ASA. ]
Trong nghién ciiu CLARITY, nhin chung cé hién tugng ting ty 18 chdy mdu & nhém ding clopidogrel phdi hgp véi ASA so véi nhém ding

gid dugc phdi hop voi ASA. Ty I8 ndy tuong ty & 2 nhém khi phin nhém bénh nhdn theo d4c tinh lic ban d4u, phuong phdp tidu sgi huyét

hodc c6 difu trj v6i heparin hay khong.

Trong nghién ciu COMMIT, ty 1& chdy mau chung ning ma khong phai chdy méu ndo hay chdy mdu ndo 1a th4p va tuong ty & ci 2 nhom.,

Trong nghién cilu ACTIVE-A, ty 18 chdy mau I6n hon & nhém diing clopidogrel phdi hgp véi ASA so vdi nhém diing gid dugc phSi hgp voi

ASA (6,7% so v0i 4,3%). Chiy mdu n3ng chii y&u bdt ngudn ngodi so & cd 2 nhém (5,3% & nhom ding clopidogrel phdi hgp vai ASA;

3,5% & nhom gid dugc phdi hgp vdi ASA), chil y8u qua duting tiéu hda (3,5% so véi 1,8%). C6 sy chdy mdu ndi s qud mic & nhdm ding

clopidogrel phdi hgp vdi ASA so véi gid dugc ph8i hgp véi ASA (tuong Ung 1,4% so voi 0,8%). Khéng cb sy khdc bigt cé § nghia théng k&

vé ty 18 tlf vong do chdy mdu (1,1% & nhém diing clopidogrel ph8i hgp véi ASA va 0,7% & nhom gid dugc phdi hgp vdi ASA) va dot quy

chdy méu (tuong Ung 0,8% va 0,6%) gilla cdc nhém.

Céc phan tng bAt Igi co thé xdy ra trong cdc nghién clu 14m sdng hoic dd dugc bio cdo ty phét dugc trinh by dudi ddy. Tén sudt quy

dinh nhu sau: thubng gip (=1/100 dén <1/10); it gdp (=1/1000 dén <1/100); hiém gip (>1/10.000 d&n <1/1.000); rdt hifm gdp

(<1/10.000), khong ro (khong thé udc tinh duge tir dif liéu c6 sén). Trong mdi co quan, phan ng bat Igi dugc thé hign theo thi ty mic db

gidm dén.

Céc rdi logn mau va hé bach huyét

it ggp: Giam tiéu cdu, gidm bach cdu, ting bach cdu eosin.

Hiém gdp: Gidm bach cdu, bao gém gidm bach cdu nghiém trong.

R4t hiém gap: Ban xudt huyét gidm tiu cdu huy8t khdi (TTP), thi€u mdu bat sn, gidm toan thé huyét cdu, mét bach cdu hat, gidm tiéu

cdu ning, méu khd déng mic phdi typ A, gidm bach cdu hat, thi€u mdu.

Rdi loan tim

Khéng ré: Hoi ching Kounis (dau thdt nguc do dj Ung va dj ting gy nhdi m4u cd tim) lién quan d&n phan tng qud mdn do clopidogrel.

R6i logn hé théng mién dich Al

R4t hiém gdp: Bénh huyét thanh, phan dng phin vé.
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Khdng ré: Phan tng qué min chéo gidla cdc thienopyridin (nhu ticlopidin, prasugrel).

Rdi logn tdm thdn

Rét higm gap: Ao giac, 1a 1An.

RO loan hé thdn kinh

It gép: Chay méu ndi so (mt s6 trubng hop dd dugc bdo cdo gdy tir vong), nhic ddu, di cdm, chdng mit.
R4t hiém gdp: REi loan vi gidc.

R6i logn mét

It gdp: Chay mdu mit (k&t mac, mét, vong mac).

Rdi logn tai va mé dao

Hiém gdp: Chdng mat.

R6i logn mach mau

Thuong gap: G ty méu.

Rat hiém gdp: Chdy mdu nghiém trong, chdy mdu vét thuong phdu thuat, viem mach, ha huyét 4p.

RGi loan ho hap, I6ng ngyc va trung that

Thudng gdp: Chdy mdu cam.

Rat hiém gdp: Chdy mdu dudng hd hdp (ho ra mau, chdy mau phi), co thit ph& qudn, viém phéi ké, vim phéi ting bach ciu eosin.
Rdi logn tiéu hoa

Thudng gdp: Chdy mdu dubng tiéu hda, tidu chay, dau bung, khé tiéu,

It gdp: loét da day va td trang, viém da day, non, budn non, tdo bon, ddy hoi.

Higm gdp: Chdy méu sau phic mac

R4t hiém gdp: chiy mdu tidu hdéa va sau phic mac gdy tf vong, viém tyy, viém dai tring (bao gdm loét dai tring hodc viém dai trang
ting t& bdo lympho), viém miéng.

RO logn gan-m4t

Rat hiém gdp: Suy gan cdp tinh, viém gan, bat thubng cdc xét nghiém chiic ning gan.

Rdi logn da va mb dudi da

Thudng gdp: BAm tim.

It gdp: Phét ban, ngda, da chdy mdu (ban xust huyét).

R4t hi€m gap: Viém da béng nudc (hoai tir bifu bl gay de, hdi chimg Stevens Johnson, héng ban da dang, hdi ching ngoai ban myn mi

todn thdn cdp tinh (AGEP)), phit mach, hdi ching qué min cdm do thudc, hdi chiing phdt ban do thudc véi ting bach cdu ua eosin va
nhiéu trigu ching toan than (DRESS), héng ban néi mén hoic tréc vy, ndi mé day, cham liken phing.

R6i loan hé thdng sinh sdn va tuyén vii

Hiém gdp: Nt héa tuy&n vi

R@i loan co xuong, m6 lién két va xuong

Rat hiém gdp: Chdy mdu co-xuong (ty mdu khdp), viém khép, dau khdp, dau co.

Rdi loan thdn va tiét nidu

it gdp: Béi ra mau.

R4t hiém gdp: Viém cdu thin, ting creatinin mdu,

R6i logn chung

Thudng gdp: Chdy mau tai chd thing.

Rét hiém gdp: S6t.

Theo ddi

Jt gdp: Kéo dai thdi gian chiy mdu, gidm s6 lugng bach cdu trung tinh, gidm s& lugng tifu cdu.

Théng bdo cho thdy thuSic tdc dung khdng mong mun gdp phai khi st dung thudc.

QUA LIEU VA XU TRI

Mot truting hgp cf y ding qud liéu clopidogrel (14 vién 75 mg), khdng thdy tdc dung khéng mong mudn nao. Khdng ¢ diu trj dic hidu
va banh nhan héi phyc ma khong d€ lai di ching. O ngudsi khde manh khi diing lidu duy nh4t 800 mg clopidogrel, thdi gian chdy méu tang
18n 1,7 14n so vdi khi dung lidu duy nhdt 75 mg/ngay.

Chua c6 thudc gidi doc dic hiéu, truyén tiéu cdu co thé giéi han dugc téc dyng clia clopidogrel.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAD

Khuy&n cdo sif dyng thudc theo ddng liu chi dinh va theo chi din cla bic 5| K ¢ qud han sif dung.

NEu cdn thém théng tin xin hdi y kién bac sT hodc dugc sT. L RARL
Ngay xem xét sira d6i, cdp nhat I3i ngi dung hudng dén sir dyng Ihuﬁr 20 12 2017 e
HAN DUNG: 36 thang k& tir ngay sin xuit, s/ nhua Ty AA BUk
BAO QUAN: Noi khd, mat (dudi 30°C). Trénh &nh séng. o [ YV VI VVITS
TIEU CHUAN:  TCCS. «\ DYMEDHA
TRINH BAY: Hop 01 vi, vi 14 vién, L\PARL

Hop 02 vi, vi 14 vien, N2 0

San xudt tai CONG TY C§ PHAN P oV Z . -
166 - 170 Nouydn Hug, Tuy Hoa, Pha ven Vit ham  HUYNH TAN NAM

T8NG GIAM BOC
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Rx  HUGNG DAN SU DUNG THUOC CHO BENH NHAN

Pidocar

(Clopidogrel 75 mg)
Thuét bdn theo don. Poc ki hudng din sd dyng trudc khi ding. DE xa tim tay cda tré em.
Théng bdo ngay cho bdc s hodc dugc st nhilng tdc dyng khéng mong mudn gdp phdi khi s dyng thudc.

THANH PHAN: M3i vién nén bao phim chia

Clopidogrel bisulfat tuong duong

Clopidogrel 75 mg

Td duge: Microcrystallin cellulose, tinh bt ng, natri croscarmellose, natri stearyl fumarat, colloidal anhydrous silica, HPMC, PEG 400, PEG
6000, bt talc, lactose monohydrat, titan dioxyd va oxid st do.

MO TA SAN PHAM

Vién nén hinh try, bao phim mau héng nhat, hai mat 18i, mdt mit cé dap s§ 75, mét mat c6 dip ki hidu O, canh va thanh vién lanh I3n.
THUGC DUNG CHO BENH Gi?

Pidocar cha clopidogrel thudc nhém thudc chng tiu cdu. Tidu cdu cd c4u tric rdt nhd trong mdu ty lai véi nhau trong qud trinh déng méu.
Bing cdch ngdn ngifa sy tic nghén ndy, cdc sin phdm chéng tifu cdu gidm nguy co hinh thanh cyc mdu déng (mét quéd trinh gol 1a huyét
khdi).

Pidocar dugc ngudi 16n st dyng dé ngan ngita huy8t khéi (cyc méu déng) hinh thanh trong cdc mach mau dd xd cing (dgng mach), mét
qud trinh dugc goi 12 bénh thifu mau cuc bd, cd thé din dén cdc bién b huyst khdi xo vila (nhu dot quy, dau tim, hoZic tU vong).

Pidocar dugc ké toa dé giGp ngin ngira déng médu va gidm nguy co cla cdc bién cf nghiém trong nay khi:

- CO tinh trang xo cing ddng mach (cdn goi 1 xo vlila ddng mach), va

- 3 ting trdi qua con dau tim, dot quy hodic ¢6 b&nh ddng mach ngoai bién, hoic

- P tung trdi qua mot loai dau nguc nghiém trong goi 1A "dau thdt nguc khéng 6n dinh* hoZc ‘nhéi mdu cd tim* (dau tim). BE diéu trj tinh
trang ndy bac sT c6 thé da dat mot stent vao dong mach bj tdc hodc thu hep dé khoi phyuc hiéu qud Iw théng mdu. Cling nén sif dung acid
acetylsalicylic (m6t chdt cé trong nhiéu loai thuSc diing dé gidm dau va ha s6t cling nhu ngdn ngifa dong mau) dugc ké béi bac s

- C6 nhip tim bt thudng, tinh trang goi I3 'rung nhT, v khdng thé ding thudc dugc goi 14 'chdt chdng ddng dubing uing' (thubc déi khéng
vitamin K) dé ngan ngifa cdc cuc mau déng méi hinh thanh va ngin nglia sy phét trién cuc mau dong da cd. ‘Thulc chéing déng mdu' cd

higu qud hon acid acetylsalicylic hoic két hgp sl dyng Pidocar va acid acetylsalicylic trong trubing hgp nay. Béc s nén k& toa Pidocar va acid
acetylsalicylic n&u ngudi bénh khéng thé uwing thudc chéng dng dubing ung va khdng ¢é nguy cd bj chdy mdu nhiu.

NEN DUNG THUGC NAY NHU THE NAO VA LIEU LUGNG?

Ludn lubn diing thuSc ndy ding nhu hudng din clia bdc sT hay dugc s,

Kiém tra véi béc sT hodc dugc sT néu khong chéc chdn.

Liéu khuy&n céo, bao gém cd b&nh nhén c6 tinh trang ‘rung nhT" (nhip tim b4t thuting), 1d uSng m&i ngdy mot vién 75 mg clopidogrel cling
hodic khdng cling véi thifc An, va vao ciing mét thi diém méi ngay.

Néu bj dau ngyc ndng (dau th&t ngyc khdng 6n dinh hodc dau tim), béc ST c6 thé ké toa 300 mg clopidogrel (1 vién 300 mq hoic 4 vién 75
mg) mét I&n khi bit ddu diéu tri. Sau do, liéu duge khuyén cdo Ia mdt vién 75 mgq clia clopidogrel m3i ngay nhu dugc m6 ta d trén.

Nén ding clopidogrel khi bac sT van tiép tuc k& don.

KHI NAO KHONG NEN DUNG THUGC NAY?

Khéng nén dung thudc:

« NEu dj dng (qué min cdm) véi clopidogrel hodc bat ky thanh phdn khac clia thudc nay,

« NEu cd tinh trang bénh Iy dang gy chdy mau nhu loét da day hodc chidy mau trong ndo.

« NE&u bj bénh gan nghiém trong.

N&u c6 hodic nghi ngd c6 bat ky diéu ndo trong nhiing diéu trén hdy hdi y ki€n béc sT trude khi ding clopidogrel.

TAC DUNG KHONG MONG MUGN

Gi6ng nhu tt ca céc loai thudc, thudc ndy co thé gy ra cdc phan Ung phy, mic di khdng phdi véi moi ngudi ding thudc.

Lién h& véi bac sT ngay néu gap:

- S6t, d&u hiéu nhidm tring hodic mét mdi. Dy c6 thé 12 do sy gidm hi€m hoi clia mgt s6 t& bao mau,

- C4c d4u hiéu clla cdc vAn dé v& gan nhu da vi/hoiic mit vang (ving da), c6 hodc khBng cé xudt hién chdy mau dudi da dudi dang diu
chdm dd va/hodic 10 1n.

- Sung trong miéng hodc cdc rdi loan da nhu phét ban va ngla, rop da. Day c6 thé 1a ddu hidu clia mdt phdn ng dj ung.

Phén dng phy thudng gap nhat vdi clopidogrel 12 chdy mau.

Chdy méu c6 thé xdy ra khi xudt huyét trong da day hodic rudt, bdm tim, ty mau (chdy mdu b4t thubng hodc tham tim dudi da), chdy médu
mii, méu trong nudc tifu. Trong mot s& it trudng hgp, chdy mau trong mat, bén trong dau, phdi hodc khdp cling dd duge bédo cdo.

NE€u dd ¢ kinh nghiém bj chdy méu kéo dai khi ding clopidogrel

Né&u bj ¢4t hoic b thudng, cd thé mat nhiéu thdi gian hon binh thudng dé ngung chiy mau. Biéu nay lién quan d&n cdch thiic hoat dong cla
thudc vl né ngdn nglia khd ndng hinh thanh cdc cuc mdu ddng. BEi véi nhiing v&t cdt nhd va vt thuong nhu cao rdu, diéu ndy thubing
khong d4ng lo ngai. Tuy nhién, néu lo 4u d&n viéc chdy mau, nén lién hé ngay véi bdc s,

Cac téc dyng phy khdc bao gdm:

Phdn ung phy thudng gdp (cd thé dnh hudng dén 1 trén 10 ngudi):
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Tiéu chdy, dau byng, khé tidu hodc ¢ ndng.

Tdc dyng phu It gdp (cd thé dnh hudng dén 1 trén 100 ngudi):

Nhic ddu, loét da day, non, budn nn, tdo bén, khi qué muc trong da day hodc rudt, phat ban, ngila, chong mat, cdm gidc ngia ran va té.
Tdc dyng phy hiém gdp (cd thé dnh hudng dén 1 trén 1000 nguei):

Chdéng madt, v to & nam gidi.

Tdc dyng phy rat hiém gdp (cd thé dnh hudng dén 1 trén 10.000 ngudi):

Vang da; dau byng ning cé hodc khdng cd ching dau lung; sbt, khé thd doi khi co lign quan d&n ho; Phdn (ng dj (ing chung (nhu cm gidce
néng toan than vdi sy khd chju dft ngdt cho tdi khi ngdt xiu); sung trong miéng; rop da; dj Gng da; dau miéng (viém miéng); gidm huyét dp;
It 1An; 3o gidc; dau khdp; dau cd; Thay déi khdu vi thic n,

Tdc dyng phy vdi tin s6 khdng biét (tdn s& khdng thé udc tinh tr dif liéu sdn cd):

Phin (ing qua min vdi dau ngyc hodc dau byung.

Ngoai ra, bac ST ¢d thé nhan thdy nhiing thay dfi trong ket quad xét nghiém méu hodc nudc tidu,

NEN TRANH DUNG NHUNG THUGC HOAC THUC PHAM Gl KHI DANG SU DUNG THUOC NAY?

Cdc loai thuSic khdc va clopidogrel

Hay bdo cho bac sT hodc dugc st néu dang ding, gdn ddy da dung hoidic co thd ding bét ky loai thudc ndo khic, k& cd thudc mua khong cd
dan thudc.

Mot s6 thuSc khdc cé thé anh hudng dén viéc sif dung clopidogrel hodc nguge lai.

Nén cho bdc sT biét néu ubng

- C4c loai thuc cd thé 1am ting nguy co chdy méu nhy:

« Thudc chéing déng dubng udng, thudc ding dé 1am gidm déng mau

« ThuBc chéing viém khong steroid, thudng duge sif dung d& diéu tr] cac tinh trang dau va/hodc viém co va khop

« Heparin hodc bat ky loai thudc chich khdc ding dé 1am gidm ddng méu

« Ticlopidin, thuSc chéng ti€u cAu khac

« Thudc Uc ch¥ tai hdp thu serotonin c¢6 chon lgc (bao gém nhung khdng gidi han chi véi fluoxetin hodc fluvoxamin), thudc thubng duge su \
dung d€ diéu trj trdm cdm

- Omeprazol hoic esomeprazol, thuSc diéu trj b&nh da day khé chiu, .

- Fluconazol hodc voriconazol, thulc diéu trj nhidm ndm, ,

- Efavirenz, mot loai thuSc diéu trj nhidm HIV (b&nh suy gidm midn dich & ngui) )

- Carbamazepin, thudc diéu trj mot s8 dang dong kinh,

- Moclobemid, thuSc chia trdm cém,

- Repaglinid, thufc chda bénh tifu dutng,

- Paclitaxel, thuc diéu trj ung thu.

Néu da c6 kinh nghigm dau ngyc di dgi (dau thdt ngyc khong 6n dinh hodic nhdi mau co tim), cd thé k& toa két hop véi acid acetylsalicylic, o

m6t ch&t hién dién trong nhidu loai thuSic diing a8 gidm dau v ha sét. CQ PHA

St dyng thuding xuyén acetylsalicylic acid (khéng qud 1000 mg trong khodng thdi gian 24 gid) thudng khéng gdy ra van dé, nhung viéc st =

dyng kéo dai trong nhiing hodn canh khdc nén dugc thio ludn véi bac sT. PHAHCO
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Clopidogrel vdi thyc phdm va d6 ubng

Clopidogrel c6 thé diing cling hoic khéng cling véi thic 4n

CAN LAM G1 KHI MOT LAN QUEN KHONG DUNG THUGC?

NEu quén udng mdt lifu clopidogrel, nhung nhé trong vong 12 gid so véi théi gian diing thuSc binh thuding, hay udng thudc ngay va sau dé
udng vién thubc k& ti€p vio thdi di€m binh thuting.

NEu quén trong hon 12 gid, chi c4n diing liu don ti€p theo vao thdi di€m binh thuéng. Khong ding liéu gdp doi dé bl cho vign thudc da
quén.

CAN BAO QUAN THUGC NAY NHU THE NAO?

Bo qudn thuSc noi khd mét (dudi 30°C), trdnh dnh séng.

pé xa tdm nhin va tdm véi cla tré em,

Khéng ding thudc qué han sif dyng.

NHUNG DU HIEU VA TRIEU CHUNG KHI DUNG THUOC QuA LIEu

C6 thé tang nguy co chdy médu.

CAN PHAI LAM G1 KHI DUNG THUOC QUA LIEU KHUYEN CAO

C4n lign hé v6i bac sT hodc khoa cdp citu clia bénh vign gdn nhit.

NHOUNG PIEU THAN TRONG KHI DUNG THUGC NAY

NEu c6 bat ky tinh hudng ndo dugc dé cdp dudi ddy, nén bdo véi bdc T trubc khi dung clopidogrel:

« NEu 6 nguy co bj chdy mdu nhu

- Tinh trang siic khoé khi€n c6 nguy co chdy mdu trong (nhu loét da day).

- R&i loan méau 1am cho d& bj chdy méu bén trong (chdy médu trong mé, co quan hodc khép bat ky trén co thé).

- Bj thuong nghiém trong gin day.

- Phiu thudt g4n ddy (bao gém nha khoa).

- Ph3u thuit theo k& hoach (bao gém cd nha khoa) trong by ngay ti€p theo. ‘V
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» Né&u bj cyc mdu dbng trong ddng mach ndo (dét quy do thifu méu cuc bd) xdy ra trong vong biy ngdy qua.
« N&u bj b&nh than hoic gan. f
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« N&u bj dj iing hodc phan dng véi bit ky loai thudc nao duge s dung d8 diéu tri bénh.

Trong khi ban ding clopidogrel:

« N&n bdo cho bac ST néu co k& hoach phu thuat (bao gdm nha khoa).

« Neén bdo ngay cho béc sT néu phét trién tinh trang y khoa (hay con goi 1d ban xuit huy8t gidm ti€u ciu hay TTP) bao gém sGt va tham
tim dudi da co thé xufit hign dudi dang chdm méu do, c6 hodc khéng c6 triéu chiing mét mi, 1 1n, da holic mit bj vang (ving da).

« N&u bj cdt hodc bj thuong, c6 thé mat nhiu thoi gian hon binh thuting dé dé ngung chdy mdu. Diéu ndy lién quan dén cdch thic hoat
déng cbia thuc vi né ngdn nglla khd ndng hinh thanh cdc cyc mau déng. BGi vdi nhilng vét cdt nhé va chin thuong nhy cao rau, difu
ndy thuding khdng dang lo ngai. Tuy nhién, néu lo 4u d&n viéc chdy méu, nén lign hé ngay vdi bac si.

« Bdc sTco thé yéu cdu xét nghiém mau.

Phy nd cd thai va cho con bi

T6t hon 13 khdng nén dung thudc ndy trong théi ky mang thai.

Néu dang mang thai hofc nghi ngd mang thai, nén bdo vdi bdc si hodc dugc sT trudc khi diing clopidogrel. Néu c6 thai trong khi diing

clopidogrel, hdy hdi y ki€n bac sT ngay vl khdng nén diing clopidogrel trong khi mang thai,

KhGng nén cho con bi trong khi diing thuc nay.

Néu dang cho con bi hodic dy djnh cho con bi, hdy tao déi véi bac si trudic khi ding thuc nay.

Hay hdi béc sT hodc dugc sT d€ dugc tu ven trube khi ding bat cd loai thudic ndo.

Téc dong cha thudc khi 14i xe va vin hanh mdy méc

Pidocar khong anh hudng d&n khd ning I4i xe va van hanh mdy moc.

KHI NAO CAN THAM VAN BAC S, DUGC SI?

C4n tham khdo y kién bac sT hodc dugc sT trudc khi diing thuSc bénh nhan ¢ bénh vé than, gan, tim mach, phy nd ¢6 thai, phy ni cho con
bi hojc cd k& hoach sinh con.
Théng bdo cho bac sT hodc dugc T vé tién st dj dng véi cdc thudc, v& cdc thulc dang st dyng va cdc tdc dyng khdng mong muBn xdy ra
khi diing thufc dé can thiép kip thdi.
Néu cdn thém thdng tin xin hdi y kién bac sT hodc dugc sT.
Ngay xem xét sira d6i, c4p nh4t I13i ngi dung hudng din sir dyng thufc: 20.12.2017.
HAN DUNG: 36 thang ké tir ngay sén xuat.
BAO QUAN: Noi khd, mdt (dudi 30°C). Trdnh dnh sdng.
TIEU CHUAN:  TCCS.
TRINH BAY: Hop 01 vi, vi 14 vién nén bao phim.
Hfp 02 vi, vi 14 vién nén bao phim.
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