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THANH PHAN CONG THUC THUGC

(Cho 1 vién nén bao phim DogrelSaVi)

Thanh phén dugc chat: .

Clopidogrel (dang clopidogrel Disulfat) .......ccccvcvrriniiiicciiiiii e, 75mg
Thanh phan ta dugc:

Celulose vi tinh thé 101, tinh bdt ngd, silic dioxyd keo, crospovidon, povidon K30, talc,
magnesi stearat, Opadry AMB red

DANGBAO CHE: Viénnénbao phim

MO TA SAN PHAM: Vién nén tron, bao phim mau n&u sang, hai mat khum, mét mét tron,
motmatcéd s6 75.

CHiDINH

Dy phong bac hai lam giadm nguy cd tai bi&n tim mach sau nhdi mau cd tim, dot quy va bénh
ly ddng mach ngoaibién.

Diéu tr hdi chiing mach vanh c4p (dau thit nguyc khdng 8n dinh, nhdi mau cd tim khéng c6
ST chénh Ién va nhdimau cd tim ¢é ST chénhlén).

Biéu tri hoi ching dau thit nguc 8n dinh man tinh: Clopidogrel dudc s dung thay thé aspirin
& ngudi bénh co dau thit ngyc n dinh man tinh khong thé dung nap aspirin. Nhiing ngudi
bénh b bénh mach vanh cé triéu chiing véi nguy co cao dan tdi bién c& tim mach nén phdi
hdp aspirin vdi clopidogrel.

Cdc tinh trang xd vida dong mach va thiéu mau co tim khac:

Clopidogrel dugc khuy&n céo sif dung nhu mdt thudc chdng k&t tap tiéu cdu thay thé hozc
phéi hop vdi aspirin trong dy phong huyét khéi & ngudi bénh sau phau thuat bac cdu mach
vanh s dung tinh mach hién ghép néi.

Phéi hgp véi aspirin dé dy phong tai hep mach sau can thiép mach qua da va stent mach
vanh.

Clopidogrel ¢6 thé dugc lya chon trong liéu phap khéng tiéu cdu & nhitng ngudi bénh thay
van tim nhan tao ma khéng thé diing aspirin hodc ding aspirin nhung ¢é bién chdng huyét
khéi.

LIEUDUNG, CACH DUNG

Liéudung

Ngudilon

Sau nhdi médu co tim, dét quy va bénh Iy déng mach ngoai bién: 75 mg/ngay, uéng 1 lan.

Héi chiting mach vanh cép:

Dau that nguc khong 8n dinh, nhdi méau cg tim khéng ¢6 ST chénh 1&n: NEu ngudi bénh dugc
Iya chon can thiép mach vanh qua da, liéu ban ddu 300 mg trudce khi can thiép it nh&t 2 gig,
say dé 75 mg/ngay (phdi hap véi 75 - 325 mg aspirin/ngay). N&u ngudi bénh khong thé dung
aspirin thi liéu dau tién clopidogrel 300 - 600 mg trudc can thiép it nh&t 24 gig, sau d6 1a 75
mg/ngay, kéo dai it nhdt 12 thang.

Nhéi mau co tim ¢6 ST chénh lén: Lidu duy tl 75 mg/ngay (phdi hop véi 75 - 162 mg
aspirin/ngay), thdi gian diéu tri < 28 ngay. C6 thé ding 1 liéu du tién 300 - 600 mg/ngay néu
ngudi b&nh cé chi dinh can thiép mach vanh. Sau can thiép mach vanh, ngudi bénh i€p tuc
uédng 75 mg/ngay, kéo daiitnhdt 12 thang.

Dat stent déng mach vanh & ngudi bénh khdng c6 nguy ¢d cao chay mau hoéc c6 van dé vé
dung nap clopidogrel: Thai gian diéu trj ly tudng la 12 thang sau dat stent gidi phong thudc
cham, liu diéu tri hang ngay. Thdi gian diéu trj t8i thiéu 1 thang n&u dat stent kim loai trdn, 3
thang v6i dit stent giai phong sirolimus va 6 thang néu stent gidi phéng paclitaxel. NEu
ngifng thudc diéu tri s6m c6 thé dan t6i huy&t khéi trong stent va nhdi mau co tim (gay nhdi
mau cd tim va/hodc tl vong).

Higu chinh liéu & nhiing ngudi bénh suy than, ngudi gia 1a khong cén thiét.

Tréem

Chua c6 théng tin vé liéu t8i uu cho tré em, cdc thdng tin vé li€u & tré em rat han ché, cén c6
cac nghién cliu ti€p tuc. Nghién ciu cho thdy tré < 24 thang dung 0,2 mg/kg/ngay, ding 1
14n/ngay c6 hidu qué tudng dudng nhu ngudi Idn diing liéu théng thudng. BGi veitré em > 2
tudi, chua c6 liéu t67 uu dugc khuyén céo, tuy nhién khong dudc diing liéu cao hon clia ngudi
I6n, c6 thé duing liéu ban ddu 1 mg/kg, sau dd hiéu chinh tiy theo dép tng.

Suythan

Kinh nghiém diéu tri véi clopidogrel & ngudi bénh suy th&n con han ché. Vi vay cén than
trong khi s dung clopidrogrel & nhiing ngudibénh nay.

Suygan

Chua cé nhiéu kinh nghiém ding clopidogrel & nhiing ngudi c6 bénh gan viia la nhitng ngugi
¢6 thé c6 tang bi chy mau. Than trong khi duing clopidogret cho nhiing ngudibénh nay.
Cachdiing

Duing dudng udng. Cé thé uéng thusc trong hodc ngoaibifa an.

N&u quén thudc, cdn phai udng ngay khi nhd ra, cang sém cang 6t va ti€p tuc lai lich udng
thudc binh thudng. N&u nhé ratiéu diing d& quén gan thai diém lidu k€ tiép thi bd qualidu da
quén va thyc hién theo dlng lich udng fiéu k€& ti€p. Khong dugc udng hai lidu tai mot thai
diém.

CHONG CHIDINH

- M&n cam véi thudc hodc véi batky thanh phan nao clia thudc.
- Suyganning.

- Pangcé chdy mau bénh ly nhuloéttiéu hod, chdy maundiso.

CANH BAO VA THAN TRONG KHI DUNG THUGC
- @ nhitng ngudi bénh bj nhdi méu cd tim cdp tinh, khéng nén bét ddu diéu tri véi clopidogrel
trong v&i ngay ddu sau khibjnhdi mau catim.

- GiBng nhu cdc thudc khédng tiéu cdu khdc, clopidogrel nén dugc ding than trong véi
nhitng ngudi bénh ting nguy co chay méu do chén thudng, phiu thuat hoic céc tinh trang
bénh Iy khac. NEu mét ngudi bénh chudn bi duge phlu thuat ma khdng mudn c6 &nh huéng
khéng tiéu cdu, nén ngung diing clopidogrel 7 ngay trudic khi phau thuat.

I, - - ot - T

¢ S T Y T

- Xu#t huyét giam tidu cdu (trong vong 2 tuén diéu tri Gau tién) da xay ra & mot s& trudng
hop dan t9i tit vong, trong trudng hap xay ra xudt huyét gidm tiéu cdu cén thay huyét tuong
capciu.

- O nhiing ngudi bénh c6 tién sl con thi§u mau ndo thodng qua hodc dbt quy, €6 nguy cd tai
phét con thi€u mau ndo cuc bd, néu két hop diéu tri dy phong bang aspirin ph&i hop vdi
clopidogrel tang hiéu qua so véi diing clopidogrel don thuén nhung lam téng nguy cd chay
mauldén.

- Nguy cd chay mau dudng tiéu héa tang khi st dung clopidogrel, do d6 phai than trong khi
diing cho ngudi bénh ¢ t8n thuong § dudng tiéu héa cé xu hudng chay méau nhu bj loét.
Trong thdi gian diéu tri biing clopidogrel cling cén than trong néu st dung cac thudc khac ¢
nguy cd gay loét dudng tiéu hda.

- @ nhitng ngudi bénh chuyén hoa kém qua CYP2C19 dung clopidogre! & liéu khuyén cdo,
sy chuyén hda thanh dang cé hoat tinh cla clopidogrel it hon va tac dung trén chic ning
clia tiéu cdu ciing thap han. Do clopidogrel dugc chuyén héa thanh dang c6 hoat tinh mat
phén bdi enzyme CYP2C19, nén khi st dung cac loai thude c ché hoat ddng clia enzym
nay s& dan dén lam giam néng do cla cac chdt chuyén héa c6 hoat tinh clia clopidogret va
jlam gidm hiéu qua didu tri. S& dung déng thai véi thuSc dc ché CYP2C19 khéng duge
khuyén khich.

- Ngudi bénh cdn dugc danh gia vé tién sl dj Gng vdi thudc ¢é nhan thienopyridin (nhu
clopidogrel, ticlopidin, prasugrel) vi da cé béo cdo vé dj Ging chéo gilla cac thuc ¢6 nhan
thienopyridin. Cac thienopyridin c6 thé gay phan (ing dj ting tif nhe dén nang nhu phat ban,
phit mach, cac phan Ung trén huyét mach nhu gidm tiu cdu va gidm bach céu trung tinh.
Ngudibanh di ¢ng véi mdt thudc chila nhan thienopyridin tif trudc ¢6 thé c6 nguy cd cao phat
trién phan ng di tng, phan Ung trén huy&t mach tudng tu hodc phan tng khac khi ding
thudc chda nhan thienopyridin khac. Vi vay, cén theo dbi cac ddu higu clia qua mén trén
ngudi bénh ¢é tién st di ing vdi thienopyridin.

- Chuac6 kinh nghiém ding clopidogrel & nhiing ngudi bénh suy than. Do dé nén than trong
khiduing clopidogrel cho nhiing ngudibénh nay.

- Chua ¢6 nhiéu kinh nghiém diang clopidogrel & nhitng ngudi bénh bénh gan vita la nhiing
ngudi c6 thé ¢6 tang bi chdy mau. Than trong khi dung clopidogrel cho nhiing ngudi bénh
nay.

s{/DUNG THUGC CHO PHU N C6 THAI VA CHO CON BU

Phu nii cé thai

Céc nghién ciiu qué trinh sinh s&n & chudt va thd phat hién khéng cé ddu higu tam suy yéu
kha nang sinh s&n hoéc hu thai do clopidogrel. Tuy nhién, chua cé cac nghién ciu ddy di va
¢6 kiém soat trén phu nii mang thai. Do chua c6 cac dit liéu, clopidogrel khong dugc khuyén
ding trong thdi gian mang thai.

Phu nd chocon bu

Céc nghién cliu & chudt cho thdy clopidogrel va/ho#ic cac chét chuyén hoa cla clopidogrel
dugc bai tiét qua slia. Chua cé thang tin cho biét clopidogrel ¢ bai ti€t qua sita ngudi hay
khéng. Do d6 cén can nhic vigc ngiing cho con bu trong thdi gian dung clopidogrel hodic
ngiing clopidogrel tly thudc vao mic do can thiét phai ding thudc & ngudi me dang cho con
ba.

ANHHUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Clopidogrel khéng c6 ho#c c6 dnh hudng khdng dédng ké Ién kha nang lai xe va van hanh
may méc.

TUONG TAC, TUONG KY cUATHUGC

Tuong tac chathudc

- Acid acetylsalicylic (ASA, aspirin):

ASA khéng lam thay d8i kha nang Gic ché ngung tap tiu cdu do ADP clia clopidogrel, nhung
clopidogrel gia ting hiéu qua clia ASA trén su ngung tap ti€u cdu do collagen. Tuy nhién,
viéc két hgp 500 mg aspirin (ASA) 2 ladn/ngay véi clopidogrel 1 {an/ngay da khang lam tang
¢6 ¥ nghia viéc kéo dai thdi gian chdy mau do dlng clopidogrel. Tudng tac dugc iuc hoc gitta
clopidogrel va ASA c6 thé xay ra, lam ting nguy cd chay mau. Do d6, can than trong khi
dung phdihgp.

- Warfarim: Khong nén ding k&t hop clopidogrel v6i warfarin vi c6 thé lam tang muc do chay
mau.

- Heparin:

Trong mét nghién clu lam sang & nhiing ngudi khod manh, viéc dung két hgp véi
clopidogrel da cho thdy khéng cin thay déiliéu diing clia heparin ho#ic thay déi tac dong clia
heparin trén sy déng méau. Viéc dung két hgp vdi heparin khdng anh hudng dén sy ngung
tap tiéu cdu do clopidogrel.

Tuong tac dudc luc hoc gitla clopidogrel v heparin 1a cé thé xay ra, lam ting nguy cd chay
mau. Do d6, cdn than trong khi dung ph&i hgp.

- Thuéc tan huyét khéi:

Tinh an toan khi dung phdi hop clopidogrel, r--PA (activase recombinant tissue plasminogen
activator) va heparin da dugc danh gia & nhiing ngudi bénh mdi bi nhéi mau co tim. Ty 1
ch&y méau c6 y nghia trén |am sang quan sat dugc khi diing ri-PA va heparin két hgp ASA.
Chua ¢6 dit liéu vé tinh an toan cla viéc diing ph&i hgp clopidogre! véi cac thuc tan huyét
kh&i (nhu eptifibatid, ticlopidin, tirofiban), nén than trong khi diing phdi hgp. Anh huéng ctia
clopidogrel va céc thudc o ché k&t tap tiu cu khac c6 thé gia ting, din d&n sy ting nguy
cd chdy mau.

- Thubc chéng déng dudng udng:

S dung déng thdi clopidogrel véi thudc chdng dong dudng uéng khdng dugc khuyén khich
vi né c¢é thé ting cudng dd chay mau. Tudng ty nhu vdi cac tic nhan khang tidu cdu,
clopidogrel c&n dugc s dung than trong & ngudi bénh cé nguy co chdy mau ti chén thuong,
phéu thuat hodc sang thuong bénh ly khdc va & nhiing ngudi bénh dugc diéu tri véi aspirin,
heparin, chat tc ché glycoprotein lib/Hla hodc thuSc khdng viém khéng steroid (NSAID) bao
g6m cé chét Gic ch& COX-2. Ngudi bénh cin theo dbi c4n than bat ky ddu hidu chay mau nao
bao gém chay mau bi che khuat, déc biét |a trong nhiing tuan dau cla diéu tri hodc sau khi
gidi phau tim ho#c sau phau thuat.

- Thuéc ch6ng déng dudng tiém:

Mét tuong téc dugc luc hoc giita clopidogrel va heparin ¢ thé xdy ra, dn dén sy ting nguy
co chay mau. Vivay, viéc si dung ddng thdi phai dugc tién hanh cdn than.

- Chét tc ché glycoprotein lib/illa:




glycoprotein lIb/iila (nhu abciximab, xemilofiban, orbofiban va sibrafiban..)

- Céc tdc nhan chdng tap két tidu cdu khdc (nhu eptifibatid, ticlopidin, tirofiban,..):

Anh hudng chia clopidogrel va cac thuSc dc ché k&t tap tiéu cdu khac o thé gia tang tac
dung, dén dén sy ting nguy co chay mau.

- Thudc khéng viém khéng steroid (NSAID):

Trong mdt nghién cifu 1am sang & nhiing ngudi khoé manh, khi diing k&t hop clopidogrel vdi
naproxen ¢ hién tugng gia ting xudt huyét da day &n. Tuy nhién, do khéng cé nghién ctiu
tuong tac gitta clopidogrel véi cac NSAID khéc, hién.nay khang rd sy k&t hgp nay ¢ lam
ting nguy co chay mau da day rudt hay khong. Do dé nén than trong khi diing phéi hgp
clopidogrel vdicdc NSAID.

- Két hgp diéu tri khdc:

Do clopidogrel dugc chuyén héa thanh dang c6 hoat tinh mdt phan bél enzym CYP2C19,
nén khi st dyng céc loai thuéc tc ché hoat dong clia enzym nay sé dan dén lam giam néng
d6 cla cac chdt chuyén héa ¢é hoat tinh cla clopidogre! va lam gidm hiéu qué diéu tri. SU
dyng déng thdi vdi thudc e ch& CYP2C19 khdng dugc khuyén khich.

Céc loai thudc tic ché CYP2C19 bao gém omeprazol va esomeprazol, fluoxetin, fluvoxamin,
moclobemid, voriconazol, fluconazol, ticlopidin, ciprofloxacin, cimetidin, carbamazepin,
oxcarbazepin va chloramphenicol.

M6t 86 nghién cliu 1am sang da dugc ti€n hanh véi clopidogrel va cac thudc duing dong thdi
khac d8 xem xét kha nang tuong tac dudc ddong hoc va duge dong hoc.

- Cdc chat dc ché bom protor:

Mac di cac béing chiing vé su tic ché enzym CYP2C19 ¢c6 thay ddi trong nhém céc chit tic
ché& bom proton, cac nghién clu lam sang cho thay cé sy tuang tac gilia clopidogrel véi co
thé tat cA céc thude trong nhém nay. Vi vay, st dung déng thai clopidogrel véi céc thudc dc
ché bom proton nén trénh, tri khi that cén thi€t. Khong ¢é bing chiing cho thdy cac loai
thudc lam giam acid da day khac chéng han nhu thudc khdng thu thé H, hodic cac thudc
khang acid can thiép vao hoat dong khang tiéu cau cla clopidogrel.

Thudc khang acid da day khong 1am thay d8i thai gian h&p thu clia clopidogrel.

D liéu tif céc nghién clu véi microsom gan ngudi chi ra ring chat chuyén héa acid
carboxylic clia clopidogrel ¢6 thé (ic ché hoat dong clia enzym CYP2C9. Diéu nay co thé
dan dén sy ting néng do huyét tueng clia cac thusc nhu phenytoin, tolbutamid va NSAID 1a
cac thude dugc chuyén héa bdi CYP2C9. DT liéu tir nghién cliu CAPRIE (mdtnghién ciu so
sénh clopidogrel véi aspirin) chi ra ring tolbutamid v phenytoin c6 thé dudc ding an toan
d6ng thai véi clopidogret.

Ngoai cdc thong tin tudng tac thudc cu thé duge mo tA & trén, cac nghién ciu tuong téc clia
clopidogrel v8i mét s8 thudc thudng dung & nhiing ngudi bénh ¢6 huyét khdi dong mach
(atherothrombotic disease) da khéng dudc thyc hién. Tuy nhién, cac ngudi bénh tham gia
v&o thii nghiém 1am sang khi diing déng thdi clopidogrel vdi mét loat cac thudc bao gém
thudc Igi tiéu, thudc chen beta thudc dc ché enzym chuyén, chat d6i khang calci, cac chat
lam gidm cholesterol, thudc gian mach vanh, cac thudc tri dai thao dudng (bao gém ca
insulin), thudc chdng dong kinh va ch4t déi khang GPIIb/Illa nhung khéng ¢6 bing chiing vé
¥ nghia tuong tac lam sang batigi.

Dugc ddng hoc cla digoxinhodc theophylinkhong bi thay ddi khi két hgp véi clopidogrel.
Tuong ky clia thuée

Do khdng c6 cac nghién ciu vé tinh tuong ky cGa thudc, khong tron 1an thudc nay véi cdc
thudc khac. ’

TAC DYUNG KHONG MONG MUON CUA THUGC (ADR)

Chay méu la ADR thudng gap nhat cha clopidogrel, chay mau c6 thé xay ra & bat ky vi tri
nao. Nguy cd chdy mau phu thudc nhidu y&u t8, bao gém cé nhiing thudc ding kém c6 thé
anh hudng dén tinh trang déng mau va tinh nhay cam clia ngudibénh.

R4t thuong gap, 3/100 < ADR < 10/100

Tiéu h6a: R6i loan tiéu hda cé thé dén 27%, cé thé gap dau bung, nén, chan &n, viém da
day, taobon.

Tim mach: Pau nguc (8%), pht mach (4%}, ting huyét ap (4%).

Hé than kinh trung uong: Pau diu (3 — 8%), chéng mit (2 — 6%), mét mdi (3%), dau mdi
ngudi (6%).

Da: Ngtta (4%), ban d6 (3%).

Noitigtva chuyén héa: Tang cholesterol mau (4%).

Tigt niéu; Nhiém khudn tiét niéu (3%).

Huyét hoc: Chay mau (chdy mdu I6n 4%, chay méu nhd 5%), ban dé (5%), chay mau cam
(3%).

Gan: Chiic nang gan bt thudng (< 3%).

Co va xuong: Dau khdp (6%), dau lung (6%).

Ho hdp: Khé thd (5%), viém mii (4%), viém phé quan (4%), nhi&m tring ho hép trén (9%).
Hdi chiing gia cum (8%).

Thudng gap, 1/100 < ADR < 3/100

Tim mach: Rung nhf, suy tim, nhip nhanh, ngét.

Than kinh: S&t, matngl, chong mat, loau.

Da: Cham.

N&iti6tva chuyén héa: Tang uric mau, gat

Tiéu héa: Tdo bdn, chdy mautiéuhéa, non.

Tiétniéu: Viém bang quang.

Huyéthoc: Thi€u mau, chay mau.

Thén kinh co xuong: Chudt rat, dau day than kinh, y&u co.

Mét: Buc thly tinh thé, viém kétmac.

ftgap, 1/1000 < ADR < 1/100

Céc ADR nay ft gdp nhung trdm trong, c6 thé de doa tinh mang: Suy gan cdp, méit bach cdu
hat, di Ging, phan v&, phat ban, phi mach, thi§u mau, ting bilirubin mau, co that phé quan,
héng ban da dang nhiém sic, chdy méu mang phdi, viém gan, viem phdi k&, chay mau ndi
50, hoai tf thi€u mau cyc bd, chady mau ndi nhan, viém tyy, hoi ching Stevens-Johnson,
giam tiéu c4u, xuat huyét gidm tiéu cdu, hoai t& da nhiém déc, viém mach, gidm bach cdu
trung tinh trdm trong.

Hudng ddn xir tri ADR

Theo dbi dinh ky céc thong s6 cac ddu higu thi€u mau, hemoglobin, hematocrit trong qua
trinh diéu trj béng clopidogrel.

Thay huyéttuong cép cu trong trudng hgp xuét huyét giam tiéu cdu.

QUA LIEU VA CACH XU TRi
Quid lidu clopidogre! sau khi diing ¢6 thé din dén thdi gian chay méu kéo dai va bién ching

B B0 fi

cGiachay mau.

Thuyc nghiém trén dong vat da cho thdy cac bidu hién ciia qué lidu. Cac trig¢u chiing clia qua
liéu clopidogre! 1a ndn, mét I3, kho thd, chay mau tiéu héa. Thic nghiém cho thdy mot lidu
udng clopidogre! 1500 mg ho#c 2000 mg/kg da gay tii vong cho chudt nhat va chudt cdng;
li8u 3000 mg/kg gay tif vong cho khidau cho.

X{i tri qud lidu clopidogrel bing truyén tiu cdu dé lam déi khang tac dung dugc Iy cta
clopidogrel.

DUQC LYC HOC

Nhém duge Iy: Thudc Gic ché kéttap tiéu cdu

Ma ATC: BO1AC04

Cdchétac dung

Clopidogrel 1a mot dan ch&t thienopyridin c6 cdu triic va tac dung dugc ly tuong ty ticlopidin,
1a chat dc ché k&t tap tiéu cau. Clopidogrel ia tién chat véi tac dung dc ché két tap tiéu cdu
phu thudc vao chuyén héa & gan thanh chat chuyén hda thiol ¢é hoattinh.

Chuyén héa sinh hoc xay ra qua 2 budc: Clopidogrel bi oxy héa ban ddu thanh chat chuyén
héa trung gian Ia 2-oxo-clopidogrel, sau d6 chuyén héa ti€p thanh chét chuyén héa thiol cé
hoat tinh. Con dudng chuyén héa lién quan dén mot 6 isoenzym cytochrom P, (vl dy nhu
CYP3A4,CYP2C19,CYP1A2,CYP2B6).

Clopidogrel 1a mot chét tic ché thu thé adenosin diphosphat (ADP receptor), chat chuyén
héa c6 hoat tinh chia clopidogrel g&n chon loc va khéng canh tranh véi &l lyc thdp vao vi tri
P2Y12 clathy thé ADP trén bé mattiéu cdu, do d6 s& tic ché su gén clia ADP vao thy thé va
dan tdi tc ch& hoat héa phic hdp glycoprotein GPlIb/Hla tiéu cau, phic hgp nay cdn thist dé
gan fibrinogen-tiéu cdu lam Gc ché két tap tiéu cdu. Clopidogrel con Gc ché giai phéng hat
déc (chia ADP, calci va serotonin) ti€u cdu qua trung gian ADP va hat alfa (chia fibrinogen
v thrombospondin), céc hat nay chia céc chit cé tac dung tang cudng ngung tap tidu cdu.
Tiéu cdu tiép xtc vdi clopidogrel duy tri &nh hudng dén hét dJi séng cha tidu cdu (7 - 10
ngay). Khéng giéng nhu aspirin, clopidogrel va ticlopidin ¢ ché ngung tap tiéu cdu khong
bathoat cyclooxygenase dé ngin chiin téng hgp prostaglandin va thromboxan A.
Clopidogrel c6 hiéu qua hon aspirin dé lam gidm nguy cd céc tai bién tim mach va ¢6 do an
toan tuong ty. Clopidogre! an toan hon ticlopidin va c6 thé diing 1 l&n/ngay (trong khi
ticlopidin diing 2 idn/ngay) nén nhiéu nha lam sang uu tién dung clopidogrel hon ticlopidin.
Khi uéng liéu hang ngay clopidogrel 75 mg, tdc dung Uc ché ngung tap tiu cdu xuét hign
trong ngay diéu tri ddu tién va dat dugc tic ché 40 - 60% & muc dd 8n dinh khoang 3 - 7 ngay.
Sau khi ngiing thudc, sy ngung tap tiéu cau va thdi gian chay mau trd vé miic ban diu trong
vong 5 ngay.

DUGC BONG HOC

Sau khi ding dudng udng liéu 13p lai 75 mg/ngay, clopidogrel nhanh chéng dugc hép thu.
Tuy nhién néng dé trong huyét tuong cha clopidogrel 12 rdt thdp va dudi gidi han dinh lugng
(0,00025 mg/l) 2 gid sau khi diing thuéc. Hap thu t3i thiéu 1a 50%, dya trén sy bai tiét qua
nudc tiéu clia chat chuyén hod clopidogrel. Clopidogrel dugc chuyén hoa chll yéu tai gan va
ch&t chuyén hoé chll y&u, dang khdng hoat dong, Ia dan xuat acid carboxylic; ddn xudt nay
chiém 85% thanh phan thu6c luu théng trong huyét tuong. Chatchuyén hoa nay datnéng do
dinh trong huyét tuong (xap xI 3 mg/l khi dung liéu 14p lai 75 mg bang dudng udng) khoang 1
gi& sau khi diing thudc. Clopidogrel 1a mot tién chat. Chét chuyén hod hoat ddng, 1a ddn chat
thiol, dugc hinh thanh bdi su oxy-hoa clopidogrel thanh 2-oxo-clopidogrel va su thuy phan ké
tiép. Budc oxy-hod dugc diéu hoa chl y&u bdi cytocrom P, isoenzym 2B6 va 3A4 va é mic
dd thap han bdi 1A1, 1A2 va 2C19. Chét chuyén ho4 thiol hoat dong da dugc phan ly trong
phdng thf nghiém, gin k&t nhanh chéng va khdng héi phuc véi céc thy thé tiéu cdu, do d6
chdng két tap tiéu cu. Chat chuyén hod nay khdng phat hién dudc trong huyét tuong. Dugc
ddng hoc clia chit chuyén hoa luu hanh chinh thi bién d8i tuyén tinh theo day lidu lugng tli
50 mg dén 150 mg clopidogrel (néng do trong huyét tudng gia tang ty 18 véitiéu).

Clopidogre! va chat chuyén hda luu hanh chinh gan k&t thuan nghich trong phdng thinghiém
vdi protein huy&t tuong ngudi (98% vdi clopidogre! va 94% vdichdt chuyédn hod).

Khi diing clopidogrel c6 danh dau “C & ngudi, cé khoang 50% dugc thai trlf qua nudc tidu va
gan 46% thai triy qua phan trong khodng 120 gi& sau khi ding thudc. Théi gian ban thai cla
chét chuyén hod luu hanh chinh (4 8 gid sau khi dung liéu duy nhatva dung lidu lEp lai.

Sau khi dung liu I4p lai 75 mg clopidogre! m&i ngay, néng dé trong huyét tuang cha chét
chuyén hoa Iuu hanh chinh thip hon & nhiing ngudi bénh bénh than néng (dé thanh thai
creatinin tif 5 - 15 mi/ph(t) so v6i nhitng ngudibénh bé&nh than nhe (d9 thanh thai creatinin ti
30 - 60 mi/phat) va so vdi nhitng ngudi khoé manh trong cac nghién cliu khac. Mac du sy dc
ché& ngung tap tiéu cdu do ADP thdp hon (25%) so vdi nhiing ngudi khoé manh, su kéo dai
thdi gian chay mau cling tudng duong véi ngudi khoé manh dung 75mg clopidogrel méi
ngay. Thém vao do, su dung nap thudc thi tSt & tat c& ngudibénh.

Dugc dong hoc va dugce luc hoc cla clopidogrel da dugc danh gid 8 don liéu va da liéu
nghién ctiu & ca nhiing ngudi khoé manh va ngudi bénh xo gan (Child-Pugh nhém A hoéc
B). Liéu hang ngay 75 mg clopidogrel trong 10 ngay 1a an toan va dung nap t6t. Néng dé dinh
(Cne) chia clopidogrel cho c& don liéu va trang thai 8n dinh & ngudi bénh xd gan cao hon vai -
14n so v4i nhiing ngudi binh thudng, Tuy nhién néng do trong huyét tuong ciia chét chuyén
hod luu hanh chinh ciing nhu tac dung ctia clopidogrel trén sy ngung tap tiéu cdu do ADP va
thdi gian chay mau la tudng duong nhau gitta cac nhom.

QUY CACHBONG GOI: Hop 3 vix 10 vién.
BIEU KIEN BAO QUAN: Noi khd, nhiét dd khdng qua 30 °C. Tranh &4nh sang.
HAN DUNG: 36 thang k& tii ngay san xudt.

TIEU CHUAN CHAT LUGNG: USP

Co s¢ san xuadt
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TRACH NHIEM TRON VEN

CONG TY C6 PHAN DUGC PHAM SAVI (SaWipharm J.S.C)
L6 Z.01-02-03a Khu Céng nghiép trong Khu Ché xudt Tan Thuan,
Phudng Tan Thuan Déng, Quan 7, Thanh phd H8 Chi Minh.

Dién thoai: (84.28) 37700142-143-144 - Fax: (84.28) 37700145
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