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Thanh phin: Mdi vién nén bao phim cé chira: 1z

Clopidogrel bisulphat tvong duong voi clopidogrel 75mg [

Ta duge vua du 1 vién

(Lactose monohydrat, Crospovidon, Microcrystallin cellulose, Glyceryl Behenat, Hydroxypropyl Methyl
cellulose. Titanium Dioxid, Purified Talc, Ferric oxide red, Polyethylen Glycol 6000)

Mo ti san pham: .

Vién nén bao phim. Vién hinh tron, hai mat 161, mau ndu.

Dugce lyc hoe: o
Clopidogre! la mot dan chit thienopyridin co cu tric va tac dung dugc ly trong tu ticlopidin. 1a chét tre che ket lap
tiéu ciu. Clopidogre! la tidn chét (prodrug) véi tac dung fre ché két tap tiéu cau phy thuge vao chuyén hoa o gan
thanh chét chuyén hoa thiol ¢o hoat tinh.

Chuyén hoa sinh hoc xay ra qua 2 bude: Clopidogrel bi oxy héa ban diu thanh chat chuyén hoa trung gian 1a 2-oxo-
clopidogrel, sau dé chuyén hoa tiép thanh chét chuyén hoa thiol co hoat tinh. Con dudmg chuyén hoa lién guan mot
s0 isoenzym Cytochrom p450 (vi du nhu CYP3A4, CYP2CI9, CYP1A2, CYP2B6). Clopidogrel la mot chat trc ché
thu thé adenosin diphosphat (ADP receptor), chat chu:,'én hoa ¢6 hoat tinh ctia Clopidogrel gin chon loe va khéng
canh tranh voi 4i luc thdp vao vi tri P2Y12 cua thy thé ADP trén bé mat tiéu chu, do do sé (e ché sy gin ciia ADP
vio thy thé va diin 16i Grc ché hoat héa phirc hop glycoprotein GPlb/11a tiéu cAu, phire hop niy can thiét dé gan
fibrinogen tiéu cAu lam trc ché két tap tieu ciu. Clopidogrel con (¢ ché giai phong hat ddc (chia ADP, calci va
serotonin) tidu cAu qua trung gian ADP va hat alfa (chira fibrinogen va thrombospondin), cdc hat nay chura céc chat
¢6 tae dung tang cuong ngung tp tiéu cau, Tiéu ciu tidp xic véi clopidogrel duy tri dnh huong d@én hét doi sdng cua
tidu cdu (7-10 ngay). Khong gidng nhu aspirin, clopidogrel va ticlopidin tre ché ngung tap tigu cAu khong bat hoat
cyclooxygenase dé ngin chan tong hop prostaglandin va thromboxan A.

Khi ubng liéu hang ngay clopidogrel 75 mg, tac dung uc ché ngung tp tiéu cdu xudt hicn trong ngdy didu tri dau
tién va dat duoc e ché 40 - 60% & mirc &n dinh khodng 3-7 ngay. Sau khi ngimg thudc. su ngung tp tiéu clu va
thoi gian chay mau trg vé mire ban dau trong vong § ngay.

Duge ding hoc:

Hap thu: Clopidogrel hap thu nhanh va khong hodn toan qua duomg ubng, lugng hip thu it nhat 50% licu
ubng. Khi uéng liéu 75mg clopidogrel, ndng do clopidogrel trong huyét tuong o thoi diém 2 gitr sau khi udng rat
thdp, thudng dudi gioi han dinh luong (0,00025 mg/lit). Néng do cao nhét cta chét chuyén héa chinh trong huydt
tuong ciia clopidogrel (dan chit acid carboxylic khdng hoat tinh d6i voi ngung tap ticu cu) 1a 3 mg/lit & thoi diém |
ity sau khi uéng.

Phan bd, chuyén hoa: Clopidogrel la tién chét va duoe chuyén hoa qua gan. phan lon thanh dan chét
carboxylic acid la chat chuyén hoa khong hoat tinh. Chuyén hoa qua gan bai isoenzym cytochrome Pysq bao gbm
CYP3A4, CYP2C19, CYPI1A2, CYP2B6. Chét chuyén hoa co hoat tinh 1a mot dan chét thiol, nhung rt khong 6n
dinh néu tach ra khoi huyét twong. Clopidogrel va chit chuyén hoa chinh gén voi protein huyét twong ty 1€ cao (98%
va 94%).

Thai trir: Clopidogrel va cc chét chuyen héa dugc thai trir gua nude tiéu va phan. Khodng 50% liéu udng
duge thai trir qua nudc tiéu va 46% thai trir qua phéan, Thoi gian ban thai cua chit chuyén héa chinh 12 8 gio sau khi
ubng liéu don va liéu 1ap lai.

Nghién ciru duge déng hoc ctia chit chuyén hoa chinh cho thay sinh kha dung cua clopidogrel khéng bi
anh hudng b thie an.

Duge vy hoc di truyén: Tinh da hinh thai gen clia CYP2C19 ¢o thé anh huong dén dap tmg duge dong hoc
va duoe luc hoc cua clopidogrel.

Suy thén: Sau khi dung clopidogrel 75 mg mdi ngay 1ap lai & nhimg bénh nhan suy thin nang (do thanh
thai creatinin tir 5 dén 15 ml / phit), su e ché su két tap tiéu cau thép hon (25%) so voi nhing bénh nhan khoe
manh, tuy nhién, viéc kéo dai thoi gian chdy mau cling tuong nhu @ nhitng bénh nhén khoe manh diung 75mg
clopidogrel moi ngay.

Suy gan: Sau khi ding clopidogrel 75 mg mdi ngay trong 10 ngay ¢ nhing bénh nhan suy gan nang, tc ché
su tong hop tiéu cu 1a twong ty nhu ¢ bénh nhan khée manh. Théi gian chay mau trung binh kéo dai cling tuong v
¢ hai nhom.

Chung toc: Alen CYP2C19% | tuong (rng véi chuc nang chuyén hoa day du, trong khi do alen CYP2C19%2
va CYP2C19#3 khong c6 chirc nang. Ty 1¢ nhiing ngudi mang alen CY P2C19 giam chire nang trong qu?m thé chung
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phu thude vao ching toc. Da 56 nhimg nguoi co chuyén hoa kém da lrdng (85%), chau A (99%)
ning CYP2C19%2 va CY P2C19%3. Cac alen khéc it chire nang va cling it gap hon.
Chi dinh: ) .

Dy phong bdc hai lam giam nguy cu tai bién tim mach sau nhoi mau co tim, dotquy va b
ngoai bién. Clopidogrel duoc lua chon thay thé aspirin trong dy phong cac bién co tim mach, mz
bénh nhan can dir phong bing thude khang tiéu céu._ _ ‘

Piéu trj héi chimg mach vanh cip (dau thit nzuc khong on dinh, nhéi mau co tim khéng co ST
va nhdi mau co tim co ST chénh 1&n). ,

Diéu tri hoi ching dau thit ngure 6n dinh man tinh: Clopidogrel duge st dung thay thé aspirin & nhiing
bénh nhén co dau théit ngyre on dinh man tinh kKhong thé dung nap aspirin. Nhitng bénh nhan bénh mach vanh ¢o
triéu chiérmg vai nguy co cao d&n 161 bién c6 tim mach nén phdi hop aspirin vai clopidogrel.

Cac tinh trang vira xo dong mach va thidu mau co tim khac: Clopidogrel duoc khuyén cdo sir dung nhu mot
thude chéng két tap tiéu cau thay thé hodc phoi hop voi aspirin rong du phong huyét khoi ¢ bénh nhan sau phau
thudt bic cAu mach vanh sir dung tinh mach hién ghép noi.

Phéi hop voi aspirin dé du phéng tai hep mach sau can thi¢p mach qua da va dat stent mach vanh.

Clopidogrel ¢ thé duoc lua chon trong ligu phap khang tiéu cau & nhimg bénh nhan thay van tim nhan tao
ma khéng thé dung aspirin hodc dang aspirin nhung co bién chimg huyél khéi.

Lidu dung va cach dung:
Lif:eu duoc tinh theo clopidogrel, phai cht ¥ dén duoc ly hoc di truyén ¢ ngudi ch uyén hoa kém. 4 o
_Liéu ubng hang ngay 6 nguoi lon 1a 75 mg/ngay. _ ' (&=
Sau nhéi mdu co tim, dot quy, bénh ly dong mach ngoat bién: 75 mg/ngay, uong | lan. "
Héi chitng mach vanh cap:

Pau thit nguc khong on dinh, nhéi mau co tim khéng ¢a ST chénh 1én: Néu bénh nhan duoc lua chon can
thiép mach vanh qua da, liéu nap ban ddu 300 mg truée khi can thigp it nhat 2 gio, sau do 75 mg/ngay (phoi hop vai
75 - 325 mg aspirin/ngay). Néu bénh nhin khéong thé diing aspirin thi ding lidu dau tién clopidogrel 300-600 mg
trude can thiép it nhat 24 gio, sau d6 1a 75 meg/ngay, kéo dai it nhét 12 thang.

Nhéi méu co tim ¢6 ST chénh 1én: Néu bénh nhan diéu tri bdo thn thi ubng clopidogrel 75 mg/ngay (phoi
hop véi aspirin 75 mg -162 mg/ngay). Thoi gian didu tr] < 28 ngay. thuong la cho dén khi ra vién. Cé thé dung 1
lidu dau tien 300-600 ma/ngay néu bénh nhan ¢6 chi dinh can thigp mach vanh. Sau can thiép mach vanh, bénh nhan
tiép tuc ubng 75 mg/ngay. kéo dai it nhét 12 thang.

Dat stent dong mach vanh & bénh nhan khéng c¢6 nguy co cao chay mau hodc ¢d véin dé vé dung nap
clopidogrel: Thoi gian dicu tri Iy twong la 12 thang sau dat sient giai phong thube cham, liéu dicu tri hang ngay.
Thot gian diéu L t6i thidu | théang néu dat stent kim loal tran, 3 thang véi dat stent giai phong sirolimus va 6 thang
néu stent giai phong paclitaxel. Néu nging thudic didu tri som co thé dan toi huyét khéi trong stent va nhbi mau co
tim (gdy nhoi mau co tim va/hodc tir vong).

Hiéu chinh liéu ¢ nhitng bénh nhan suy thin, nguoi gia la khong cn thiét.

Liéu ding cho tre em:

Chura ¢6 thong tin vé lidu téi ru cho tré em, cac thong tin vé lidu & tré em rat han ché, can co cac nghién
ctu tiép tuc. Nghién clru cho théy tré < 24 thang ding 0.2 mg/kg/ngay, ding | lan/ngay c6 hiéu qud tuong duong
nhu ngudi 16n diung lifu thong thudng, Dbi voi tré em > 2 tuoi, chua co licu t6i wu duge khuyén céo. tuy nhién
khong duge ding liéu cao hon cta ngudi 1om, €6 thé dung liu ban ddu | mg/kg, sau d6 hiéu chinh ty theo dap ung.
Trigng hop quén licu:

- Trong vong chua day 12 gio: bénh nhan nén diing lidu ngay lap tic va sau do ding lidu ké tiép vao dung
gitr quy dinh.

- Trong hon 12 gid: bénh nhin nén dung liéu tiép theo theo thoi gian quy dinhi va khdng nén tang liéu gap

USC FHAM

doi.
Suy than:

Kinh nghieém diéu tri 1a gioi han ¢ bgnh nhan suy than. Cén thén trong khi dicu trj trén dbi tuomg nay.
Suy gan.

Kinh nghiém didu tri 1a gi6i han & nhimg bénh nhén suy gan trung binh, ¢6 thé ¢ cac vét thuong chay mau,
Can than trong khi didu tri trén doi tuong nay.

Chéng chi dinh:

Man cam véi bt cir thanh phin nao cua thude.,

Chay méu bénh ly tién trién nhu trong loét da day hoac xufit huyét ndi so.

Phu nir cho con bi.

Suy gan ning hodic vang da the mat.

Cianh b#o va than trong khi dung thube:

Do clopidogrel 1am kéo dai thoi gian chay mAu. can thin trong khi st dung cho nhing bénh nhan cé nguy
co chay mau do chéin thuong, phau thudt, hodc chay mdu bénh Iy nhu loét da day ta trang, chay mau noi nhin, chay
mAu ndi so. Néu bénh nhén cin phau thudt, phai ngimg thude trudc 5 ngay.

Khi nghi cé xudt huyét hogc rdi loan vé huyét hoe trong qua trinh diéu tri bing clopidogrel phai xét nghiém
$6 luong hdng cAu va céc xét nghiém thich hop khac.
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Xuét huyét giam tiéu cdu (trong vong 2 {uan diéu tri diu tién) da xay ra & mat s trudme
vong, trong trudmg hop xay ra xuat huyét giam ticu cdu cin thay huyét tuong cdp clru, & nhitng béntnhangoica si,
con thiéu mau nio thoang qua hogc dgt quy, ¢6 nguy ¢0 tai phat con thieu mau nao cyc bd. neu k @ml tri [d}k.f--
phong bang aspirin phdi hop voi clopidogre! tang hiéu qua so voi dung clopidogrel don thuin ma ¢ 'U\_? 11 Au'ng 3
co chay méu lon. \oo—

Nguy co chay mau ticu hoa tang khi st dung clopidogrel, do do phai than trong khi diung cho ‘Bﬁiﬂag@ﬁ_

tdn thuong ¢ duong tiéu hoa co xu hudéng chay mau nhu bi loét. Trong thoi gian diéu tri bang clopidogrel ciing can
than trong néu st dung cac thuoe khac co nguy ¢o cdy loét dudng tiéu hoa.

Nhiing bénh nhan co suy gan hodc suy thin cling edn s dung than trong. Cho dén nay, cé rat it cac théng
tin lign quan dén tinh an toan cta clopidogrel ddi véi cac doi tugng ny.

Cén thong bao cho bénh nhén biét ho dé bi bam tim va chay mau thoi gian chay mau kéo dai trong thoi
gian sir dung clopidogrel. Bénh nhan cling can thong béo cho thdy thudc va nha sy rang ho dang sir dung clopidogrel
trude khi ho phai phau thudt hode ding thude khac.

(3 bénh nhan dang ding thude khang tiéu ciu 2 thube (clopidogre! va aspirin) sau dat stent giai phong thude
cham, co mot s6 bing ching cho thiy ty 1& huyét khdi mudn trong stent (thuong dan téi nhoi mau co tim va‘hodc
vong) tang cao sau khi ngtmg clopidogrel, ngay ca ¢ nhiing bénh nhan da diéu tri dai ngay. Thai gian dieu tri 16i uu
2 thude khang tiéu céu con chua dugc biét, ¢o thé tiép tuc vo han dinh & nhing nguoi ¢6 nguy co chay mau thap.
Mic dii thuong khuyén cdo ngirng clopidogrel trude du dinh phau thuét, nén cén nhic dya trén nguy co chay mau
ctia timg bénh nhan dé quyét dinh.

Dot quy thiéu mau cuc bo: Do thiéu dii lieu nén clopidogrel khong duge khuyén ding trong 7 ngay déu sau
con dét quy cap.

Phan (g chéo gilta cdc thienopyridin: Bénh nhan can duoce danh gia vé tién su qua man cam véi cac
thienopyridin (nhu clopidogrel, ticlopidin, prasugrel) vi phén ung di tng chéo gifra céc thienopridin da dugc bao
¢40. Thyopyridin cé thé gay phan tng di Gmg nhe hogc nang nhur phat ban, pht mach, hodc cac phan tmg chén doan
huyét hoc nhu gidm tiéu cau va gidm bach cAu trung tinh. Bénh nhan da c6 tién sir dj img truoe do va / hoic phan
(mg huyét hoc voi mt thienopyridin ¢é thé c6 nguy co phan img tuong tir hodic phan tng khéc vai cac thienopyridin
khic. Theo doi cdc dau hidu qua man cam 6 nhimg bénh nhan ¢6 di ng voi thube ha huyét ap.

Cytochrome P450 2C19 (CYP2CI19): G nhirng bénh nhan chuyén héa CYP2C19 thép, clopidogrel v&i licu
khuyén céo tao thanh it chét chuyén hoa hoat tinh cua clopidogre! v ¢6 anh hudng nho dén chire nang tiéu cau. Can
xét nghiém dé xac dinh kiéu gen CYP2C19 ctia bénh nhéan. Vi clopidogrel duge chuyén hoa thanh hoat chét chuyén
hoa mét phin do CYP2CIY nén vice sir dung cac san pham thube tre ché hoat dang ctia enzym ndy s& lam giam miuc
thudc chuyén hoa hoat tinh cia clopidogrelSuy thén

Clopidogrel chita lactose. Bénh nhan ¢6 cac vén d2 di truyén hiém gap khong dung nap galactose. thiéu hut
lactase Lapp hoc réi loan &n mon glucose-galactose khong nén ding thude nay.

Sir dung cho phu nir ¢d thai v cho con bi:
Thoi kyy mang thai hode sdp ¢6 thai

Chua c6 dit liéu 1am sang trén phu nif ¢ thai. Nghién ctu trén dong vat cho thiay clopidogrel khong co tac
dong truc tiép hodc gian tiép toi kha nang mang thai, su phat trién cua phoi thai va con non sau khi de. Khong nén
st dung cho phu nir ¢6 thai.

Thai ky cho con bi

Khéng ro thube co di qua sita & ngudi me hay khong. Thubc c6 di qua sita & dong vt nghién cau. Khong
sir dung clopidogrel cho phu nir cho con b
Tic dong ciia thube Kkhi lai xe va vin hanh may méc:

Chua tién hanh nhiing nghién ciru vé anh hudng cia thube dén kha nang lai xe va vén hanh méy moc. Tuy

nhién, dua trén nhitng déc tinh dugce Juc hoc cua thube, clopidogrel duong nhu khong anh huong toi kha niang nay.
KKhi lai xe hodc vin hanh may moc. cdn luu ¥ vi trong qué trinh diéu tri bang thube ¢é thé xay ra chong mat.

Tuong tic thude:

Tuong tic diwge dong hoc:

Céc thube anh huéng hodc chuyén hoa boi Cytochrom P450 €0 thé gay tuong tic dugc dong hoc, do
clopidogrel (¢ ché chuyén hoa cia isoenzym CYP2CI9 lam tang néng do cac thude sau: phenytoin, tamoxifen,
tolbutamid, warfarin, torsemid, fluvastatin, thude chéng viém khong steroid.

Cic thude e ché CYP2C19 (vi du omeprazol, cimetidin, fluconazol, ketoconazol, etravirin, felbamat,
fluoxetin, fluvoxamin) c6 thé 1am giam ndng do chét chuyén hoa cé hoat tinh trong huyét tuong cia clopidogrel va
lam giam téc dung khang tiéu ciu.

Tang tdc dung/dic tinh:

Clopidogrel ¢6 thé lam tang tic dung/dgc tinh clia cac. thube sau: Thube chéng déng, thube chdng tiéu ciu,
thude giam cuc mau doéng, drotrecoein alfa. ibritumomab, salicylat, tositumomab. warfarin. Tac dung cuia
clopidogrel tang 1én khi ding cung cac thube sau: dasatinib, thude chong viém khéng steroid, ethyl ester cia acid
omega-3, pentosan natri polysulfat, prostacyclin. dén chit rifamycin.

Sir dung clopidogrel phdi hop vai cilostazol cd thé cong hop tac dung tre ché ngung tap tiéu cau. Do dd cén
than trong khi st dung phéi hop cilostazol véi clopidogrel. ddng thoi phai theo ddi thivi gian chay mau néu co phoi
hop.
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Giam tdc dung.! | rorery el
. Thuébe e ché bom proton ¢6 thé gdy tuong tic dugce dong hoc vai clopidogrel (lam g ?gﬁlnéﬁ'gﬁﬁél-‘tﬁrﬁ? vl
c}u}yén héa co hoat tin_h cua clopidogrel) va trong tac duge luc hoc (lam giam tac dung khang tiéu \ﬁ}\%ml@ﬁ*ﬂ@\q
ché bom proton trc ché CYP2C19 lam cho giam tdc dung cua clopidogrel. e =
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Tac dung cua clopidogrel c6 the gidm di khi ding kem cde thude saw: Cac thube chen kéﬁr\- calek E@@*}/

=

sinh nhom macrolid, thube chéng viém khdng steroid, thude iic ché bom proton, céc thube tre ché CYP2CTO=
Trdanh phoi hop: _

Tranh phéi hop clopidogrel voi nhimng thuée duoc biél ¢ tac dung lc ¢ché CYP2CI19 nhu omeprazole,
cimetidin, fluconazol, ketoconazol, voriconazol, etravirin, felbamat, fluoxetin, fluvoxamin, ticlopidin.

Thubc tre ché tai nhdp serotonin chon loe (SSRIs): vi SSR1s anh hudng dén kich hoat titu cau va lam tang
nguy co chay méu, nén thén trong khi diing SSRIs vdi clopidogrel.

Titong tdc véi mot s6 thao duge:

Mot s6 thao duge lam ting tac dung khang tidu cau cua clopidogrel: Co linh lang, cdy hdi, qua viét quat,
cdy dura. hung chanh, diu qua anh thao.toi. nghé, girmg, sdm. bach qua, hat nho. tra xanh. hat dé. cam thao, dinh
huong do, tn bi, co ba la, lidu.

Tac dung khéng mong mubn

Chay mau la ADR thudng gap nhit cua clopidogrel, chay mau co thé xdy ra & bat ky vi tri nao. Nguy co
chay mau phu thuge nhiéu yéu té, bao gdm ci nhitng thude dung kém co thé anh huémg dén tinh trang dong mau va
tinh nhay cam cua bénh nhan,

Rdt thiong gdp, 3/100 < ARD < 10/100

Tiéu héa: Réi loan tiéu hoa 6 thé dén 27%, c6 thé gap dau byng, ndn, chén an, viém da day. tdo bén.

Tim mach: Pau nguc (8%), phit mach (4%), lang huyét dp (4%). Hé than kinh trung uong: Dau dau (3 -
8%%). chéng mit (2 - 6%), mél moi (3%), dau moi nguroi (6%).

Da: Ngira (4%), ban do (3%).

Noi tiét va chuyén hoa: Tang cholesterol mau (4%). &i—

Tiét niéu: Nhiém khuan tiét niéu (3%). |

Huyét hoc: Chay mau (1én 4%, nho 5%), ban dé (5%), chay mdu cam (3%).

Gan; Bat thuong chire nang gan (< 3%). |

Co va xuong: Pau khap (6%), dau lung (6%).

H6 hép; Khé thé (5%), viém mii (4%), viém phé quan (4%), nhigm tring ho hip trén (9%).

Hoi chung gia cim (8%).

Thwong gép, 1/100 < ADR < 3/100

Tim mach: Rung nhi, suy tini. nhip nhanh, ngat.

Thén kinh: sbt, mat ngii, chéng mat. lo du.

Da: Cham,

Noi tiét va chuyén héa: Tang uric méu, goute.

Tieu hoa: Tao bon, chay mau tiéu hoa, non.

Tiét niéu: Viém bang quang.

Huyét hoc: Thiéu mau. chdy mau.

Than kinh co xuong: Chudt rat, dau diy than kinh, yéu co.

Mit: Duc thuy tinh thé, viém két mac
Jt gap, 1/1 000 < ADR < 1/100

Cac ADR nay it gdp nhung trim trong, co thé de doa tinh mang: Suy gan cAp. mat bach cau hat, dj (g,
phén vé, phat ban, phii mach, thiéu méu, ting bilirubin mau, co thét phé quan, héng ban da dang nhidm séc, chay
mau mang phoi, viém gan, viém phéi k&, chay mau ndi so, hoai tr thiéu mau cuc bd, chay mau ndi nhan, viém tuy,
hoi chimg Stevens-JTohnson, giam tiéu cau, xuit huyét giam ticu cAu, hoai tir da nhiém doc, viém mach, giam bach
cau trung tinh trdm trong.

Qui litu va cich xir tri:

Qué lidu clopidogrel c6 thé din t6i chay mau kéo dai va bién ching cia chay mau. Diéu tri thich hop nén
duoc ap dung khi quat sat thdy tinh trang chay méu. Khdng ¢6 thude giai doc dac hiéu, trong trudmg hop can phai
diéu chinh thoi gian chay mau, truyén tifu cdu co thé phuc hdi tac dung cta clopidogrel.

Quy cach dong goi:

Hap 2 vi x 10 vién.
Bdo quin:

Bio quan noi khé, mat o nhiét do dudi 30°C. tranh anh sang.
Han dang:

36 thang ké tir ngay san xudt.

Tiéu chudin:

USP 38
Nha san xuit:

KWALITY PHARMACEUTICAL PYT. LIMITED.

Nag Kalan, Majitha Road, Amritsar. Punjab, An bé




