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Pllavic s mg

Clopidogrel 15 mg
Vién nén bao phim

D& xa tim tay tré em.

Doc kif hudng diin sif dyhg trudc khi ding.

Ih&n; N:: ngay cho bic s§ hodc duge s§ nhimg phan dng c6 hpl g§p phdl khi sir
ung thuéc.

THANH PHAN CONG THUC THUGC
Thanh phin hogt chét:
Mai vién nén Plavix chifa 75 mg clopidogrel (dang hydrogen sulp}
Thanh phin téa duge:
+ . té dudc vién nhén: mannitol (E421), du hidrogenated castor, microcrystalline
cellulose, macrogol 6000, low-substituted hydroxypropylcellulose,
¢+ tadugc bao vién: lactose monohydrate, hypromellose (EAG4), trlacetin (E1518),
oxid sat (E172), titan dioxide (E171), sdp carnauba,

DANG BAO CHE
Vién nén bao phim

CHIDINH

Phéng ngula thii phét cde bién cd huyét khdi do xd vila dong mach

Clopidogrel dugc chi dinh ding cho:

+ Cacbénhnhén 1a ngudi 18n bl nhdl méu cd tim (tif vAl ngdy dén It hdn 35 nghy),
A6t quy do thidu mdu cye b (1 7 nghy dén It han 6 thang) hode bgnh Ly dong
mach ngoai bién d& thanh 1ap,

+Cac bénh nhén |a ngudi 16n bj héi ching mach vinh ¢dp tinh:

- Hbl chiing mach vanh cép tinh khong <6 doan ST chénh [én (dau thilt ngyc khong
6n dinh hoc nhdl mdu cd tim khéng c6 s6ng Q), bao gdm cc binh nhiln b dit gih
a6 mach vanh (stent) trong qud trinh can thidp ding mach vinh qua da, diing két
hgp vl acetylsalicylic acid (ASA).

Nhi mau cd tim cdp tinh c6 doan ST chénh 1én dung két hgp vdi acetylsalicylic acld

& bénh nhén dugc didu trj ndl khoa vA didu trl bAng thutc téu sgi huyét.

Du'f:hdng cdc bidin ¢ thuyén tdc-huyét khol v huyt khdl do xo vira trén bnh nhdn rung
nhi:

B&nh nhan trudng thanh bj rung nhi ¢b It nh&t mit yéu 8 nguy cd ghp clc bidn cb
mach méu, khéng thé sif dung dudgc thude khing vitamin K (VKA) vA ¢ nguy cd xuit
huyét thap, cé thé dugc chi djnh dung clopidogrel két hgp vdl acetylsalicylic acld dé dy
phong huyét kh6l do xd viTa va cdc bién 6 thuyén tic-huyét khél, bao gbm cd dot quy,
DEbiét thém nhiing théng tin khic hily tham khdo myc DAC TINH DUGC L/C HOC.

LIEU DUNG, CACH DUNG
Lidu ligng

Clopidogrel dugc khuyén diing véi liu duy nhiit 75 mg/nghy,

3 bénh nhan bi hél chimg mach vanh cdp tinh:

= Hbi ching mach vanh cdp tinh khéng c6 doan ST chénh lén (dau thit ngyc
khéng 6n dinh holic nhdi mau cd tim khéng ¢6 séng Q); nén bt ddu didu tr| b‘gg
clopidogrel véi lidu nap 300 mg ding mét lan duy nhéit va sau dé tiép tyc véi Lk
75 mg mét [3n/ngdy (két hdp vél acetylsalicylic acld (ASA) 75 mg - 325 mg hang
ngay). Do lidu acetylsalicylic acid cAng cao thi nguy cd xufit huyét cang cao, do vy
khéng nén dung acetylsalicylic acid véi lidu vigtqua 100mg. Thii glan didu tr| t6|
vu chua dudc xéc dinh chinh thic, DT ligu tf cdc nghién cdtu 18m sdng hd trg vige
dlng d&n 12 thang, vA Igl lch t81 da dude ghl nhBA tif théng thd 3 (tham khao myc
DAC TINH DUGC LUC HOC)
NhdI méu cd tim cip tinh c6 doan ST chénh Ién: dung clopldogrel mot lidu mdi
ngdy 75 mg, khdl tr| vai lidu nap 300 mg két hgp vdl acetylsalicylic acid vh véi c6
holic khéng lam tidu sgi huy@t. & bnh nhin trén 75 tél, khong ding ligu nap
IGe khal dbu d1eu tel. Ligu phip két hgp nén duge khdl dho chng chng tot sau
khi bt dbu c6 trigu chifng v tidp tyc duy trl dén (t nht A tudn. Ll eh coa sy kit
hop gila clopidogrel vdl acatylsalicylic acid ding sau 4 tubn chu/a duge nghién cdu
(tham khdo myc BAC TINH DUGC LUC HOC),

@ bénh nhin bj rung nhi, nén ding clopldogrel 75 mg 18U duy nhiit/nghy két hgp vél

acetylsalicylic acid (75-100mg) (tham khdo mye DAC TINM DUGE LUC HOC)

Néu quén ding mdt lidu
Trong vong dudi 12 gids sau khi dang lidu theo ljch trinh thdng thuding: bénh nhan
nén ding ngay 1 (Bu vA sau d6 dung liEu ké t1ép thea ddng lich trinh thdng thuting
Néu trén 12 glés theo ljch trinh théng thiding: bénh nhAn nén ding 118w ké tiép theo
ljch trinh théng thuldng vb khbng nén diing ghp dbi libu

D6 chula €6 d0 dir(ipu vi hidu qui nén khong diing clopidogrel cho tré em (tham khio
myc DAC TINH DUGIC LYC HOC)

+ Bénhnban suy thin
Chif ¢é nhidu kinh nghiém ding clopidogrel & nhifng bnh nhan suy thin (tham khio
CANH BAO VA THAN TRONG KHI DUNG THUOC)

+  Bénhahan suy gan
Chua o6 nhidu kinh nghiém dang clopidogrel & nhimng bénh nhan suy gan vira von 1h
nhitng ngudl cé thé tang db xult huyst (tham khao CANH BAO VA THAN THONG KHI
DUNG THUOC)
Dudng ding
Dudng ubng.
pung trong holic ngodl bTa dn,

CHONG CHI D|NMH:

M3n edm vl hoat chilt chinh hodc val bt ky thanh phiin ndo ¢ thube,
» . Dang xudit huydt binh Iy nhif lodt tidu héa hode xulit huydt nhl so.
= Suygan ning
CANH BAO VA THAN YRONG KHI DUNG THUGC
Xudt huyét v cde rdf loan v& huyét fioc
Do nguy cd xult huybt vA At the dung ngoal y v huyét e, nbn trong qud tinh didu
trf néu thily ¢6 nhimg trigo ching Lam sang gol y xult huydt i phal ahanh ehbng thie
hién ngay vide dim v bho miu va/hay che xét nghlém thich hep (xem phan TAC DUNG
KHONG MONG MUON CUA THUGC), GIong nhif cdc thudc khang téu ciu khac, nén than
trong dung clopldogrel & nhting benh nhan ¢ nguy cd bl xudt huyét nhu chn thudng,
phiu thudt hay ede teang thil benh Iy khac vh & nhng bEn nhBn darig ding acetylsa
Ieylic aeid, che thube khAng viém khong sterold bao gdm cAc chit tc chd men Cox-2,
hepafin hay thuGe dc ché thy thé glycoprotein 1b/ilfa, hodc cde chit de ché sy a1 hap
thu serotonin ¢6 chon loc (SSRIs), hode cde thube khac b [18n quan dén nguy co xudt
huydt nhw phentoxifylline (xém myc TUONG TAC, TUGNG KY CUA THUGC). Bonh nhan
ién dudc theo dbl mbt cAch thin trong LAt ky diu hidu xulit huy@t nao bao gom xuft
huyét &n, dic bigt I Lrong vl (O8N dBu cia didu tr) vA/holic sau khi thue hién cAc tha
thut xdm 18 & tim hay phiu thudt, Khong khuyén cdo st dung két hop clopldogrel
val khang déng ubng do ket hgp niy <6 thi [dm ting cudng db xult huyét (xem myc
TUONG TAC, TUONG KY CUA THUGC).
Néu bgnh nhan dugc 1én chudng trinh phau thudt va tam thil khding can dén higu qua
khang tiéu chu, nén ngung ding clopldogrel 7 ngAy trde phiu thudt, Bénh nhan nén
thbng bdo cho bac s7vA nha o bidt ho dang ding clopidogrel trfdc kil [6n ké hoach
phiiu thudt vh trude khi ding thém bt ky thude nbo khic. Clopidogrel 1Am kéo dai thesi
glan chay mau va nén ding thin trong & nhng bénh nhn c6 sang thildng cb xu hildng
XUt huy®t (dSc bIgt (5 xult huyst da ddy-radt vA xudt huyét ndl nhn),
Nguti bénh nén duge bidt ring khi ding elopldogrel (dan e UGy hny ki hop vl
avoiylsalieylic aetd) vl thn glar imdu ngimg ehdy 6 th dil hon binh thuding v nén
thong bo bt ky nhiing xuat huydt bat thuding (vi tef holc thél glan) cta ho cho bdc sl
Xudt huyét gidm tidu ctu huydt khal (T1P)
Xuiit huy@t gldm tdu chu huydt khél di duge ghi nhdn nhung rét hidm gdp sau khi
ding clopldogrel, dbi khi chl sau mOtthd glan nghn dimg thube, Hign tugng ny drge
bidu hidn BEng gidm 66 g tiu cdu vA thigu mau huyét tén vi mach di kém véi hodc
1h cde biéu hign vd thin kinh, r61 logn chidc niing thin holic s61. Xufit huybt glhm tdu
clu I3 tinh trghg de doa tinh mang doi hol phal x(f trf ngay bho gdm ch phudng phip
loc huy#t tudng,

hal
Mau khé dBng mac phal dil dugc bdo cdo sau khi ding clopldogrel, Trong triling hyp
xdc nhin c6 sy kéo dal thsl glan thromboplastin hoat hoa tfng phan (aPTT) ddn doc c6
hoc khéng c6 xust huyét, tnh trang mau khé dong mac phal nén duge nght (a1, Bénl
nhan dude chin dodn xée dinh |d mau kho dbng m:(. phal nén dude chdn dodn va divy
tr| béi cdc bic s chuyeén khoa, va clopldogrel nén dugc ngung.
Bénh nhn viia mdL b dBtquy do thidu mdu cuc by
Trong didu kign con thidu che dir iy, clopldogrel khong dude khuyén cho sit dung
trong vong 7 ngdy du sau dit quy cdp do thiéu méu cyc bo,
450.2C19 [CYP2C19)
Dugc |y di truydn hoc: & bnh nhn e chuyén hod cia men CYP2C19 kém, néu dung
lI8u clopidogrel theo khuyén cdo thi chit chuyén hod ¢6 hogt tnh difge hinh thanh
thp hdn, do d6 mb tae dung trén chilc nang tdu cBu kém di. DA 6 che xét nghidm aé
kiém tra xem bnh nhn mang kiéy gen quy dinh men CYP2€ 19 ndo,
Do clopidogrel dugc chuydn hod mot phin bl men CYP2C 10 thanh chat chuyén hod
hoot ddng, nén viée st dyng cc thube e ehé hoat tinh men nhy ¢ thé [am glam nong
49 chist chuyén hod c6 hoat tinh ciia clopidogrel. MGI 1IBn quan gi(ra 1Am sdng val tudng
the nby 1 khong chie ehiin, Do do, dé than trong khong nén dung két hap clopldogrel
g)n Ac::' ::ggc gc ZM 'mm" l\:y vUa men CYP2C19 (xem myc TUONG TAC, TUONG Ky
cho danh sach cac thube e chy n
e s ché& men CYP2C19, ndn xem thém myc DAC
Ec.ixl:;‘ll‘ﬂﬂﬂ - "
N thin trong 6 ahng binh nhiin didu tr) ddng thisl véi clopidogr
Cchiit CYP2CB (xem myc TUONG TAC, TUONG KY C'\'JA THLOC), Nttt
Phon.ing chéo gida cde dine.
Bénh nhin chn dugc danh gl vd tdn sir qud min vol thienopyridine (nhy clopidogrel
ticlopidine, prasugrel) vi di c6 nhng phdn i, chéo gilTa cde thienopyridine duge béo
cho (xem phin TAC DUNG KHONG MONG MUSN CUA THUOC). Cde thienopyridine cé
thé ghy ra phan Ung d| tng 1 nhe dén nng nhd phit ban, phi mach holic phan ng



huyét hoc chéo nhu gidm tidu cu va gidm bach ciu trung tinh, Nhing bénh nhiin trudc
diy 84 cé phan Ung dj ing vi/hole phdn tng huyét hge véi mét thienopyridine ¢6 thé
ting nguy cd phdt trién phan ing nhuf vily holic khic vél thienopyridine khie. Khuydn
khich nén glam sit cac déiu higu qua min & benh nhan di tng vél ce thienopyridine,

Suy thin
Chuia c6 nhidu kinh nghigm ding clopldogrel & nhiing bénh nhin suy thn. Do dé, nén

g:)&: él)'ong khidong elopidogrel cho nhitng bénh nhn ndy (xem muc LIEU DUNG, CACH

Suy gon

Chufa cd nhidu kinh nghi¢m ding clopldogrel & nhifng b§nh nhan bénh gan vén |
nhiing ngudi o6 thé tang d b xusit huyét. Do vy, than trong khi ding clopidogrel cho
nhiing bénh nhdn ndy (xem myc LIEU DUNG, CACH DUNG).

14 dupc

Plavix ¢ chiia lactose. B§nh nhin cd vin @b di truyen hiém #4p gdm khéng dung nap
galactose, thidu hyt men Lapp lactase hay kém hip thu glucose + galactose khong nén
diing thuse ndy,

Pl:vuhc‘é chife du thiu ddu hydrat hod cé thé 1A nguyén nhén gdy réi loan da day va
tidu chdy.

SUDYNG THUGC CHO PHY NO' €O THAI VA CHO CON BU

Phy nil mang thal

Khong ¢6 dlt ligu am sing v vide diing clopldogrel trong e mang thal, do d6 nhu mét
bién phap phdng ngifa, khang thich hop sit dung clopidogrel trong thal ky. Nghién ¢(iu
Sddng vt khdng cho thiy tic hai tryic tidp hode gldn tidp lién quan dén vige mang thal,
s phét trién ciia phdi/bao thai, qud trinh sinh dé holic phét tridn sau sinh.

Phy 0t dang cho con bi

Hign chuabiét ligu clopidogrel ¢ dugc bai tiét trong stta mg. Cac nghin citu trén dong
Vit 48 cho thiy sy b tigt cla clopidogrel trong slfa me. Nhi mét bién phdp phong
ngira, cho con b khdng nén duge tidp tuc trong khi didu tri véi Plavix.

Sy sinh sdn

Clopidogrel khdng dnh hifdng dén kha ning sinh sdn trong cdc nghién citu & dng vit.

ANH HUSNG COA THUSC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Clopidogrel khdng dnh hudng hojc dnh hudng khéng ddng ké 1én kha nding 1] xe holic
vin hinh mdy méc.

TUONG TAC, TUONG KY CUATHUSC

Cdie thubc o6 In quan dEn nguy cd xudt huyét: 6 kha ning ting nguy cd xust huyét
do ting téc dung phu. Vige dung ddng thdl cdc thude cé L16n quan dén nguy co xust
huyét o?“ dugc thyc hign thin trong (xem muc CANH BAO VA THAN TRONG KHI DUNG
THUOC).

Thuse khdng d6ng didng ddng ubng: Khdng khuyén cdo s dung két hgp clopldogrel
v8i khing déng uSng do két hgp ndy cd thé 1am thing cudng db xust huyét (lem myc
CANH BAO VA THAN TRONG KHI DUNG THUGC). Miic di vide st dyng clopidogrel liy 75
mg/ ngdy khéng lam bién déi tinh chat dude ddng hoc cuia S-warfarin hay Chi 6 binh
thudng héa quéc té (INR-Intemational Normalized Ratio) & bénh nhén dang diing dai
han warfarin, ding ehung clopidogrel va warfarin lam ting nguy cd xuft huyét do cfic
téc dhng dbc 1ap trén sy chm méu,

Thudc e ché thy thé glycoprotein lib/lifa; thin trong khi diing két hgp véi clopidogrel
(xem muc CANH BAO VA THAN TRONG KHI DUNG THUGC).
Acetylsalicylic acid (ASA): acetylsalicylic acid khéng lam thay d61 kha nling (fc ché sy
két tip tidu chu do ADP qua trung glan clopidogrel, nhung clopidogrel gla ting hidu
qud cua acetylsalicylic acid trén sy k&t tap tiéu cdu qua collagen. Tuy nhién, vide ket
hgp 500 mg aspirin 2 1n/ ngdy véi clopidogrel 1 Bn/ ngay khéng 1Am ting cé y nghila
vidc kéo dal thai gian chdy méu do diung clopidogrel. Tugng tic dugc Iyc hoc gitla
clopidogrel vd acetylsalicylic acid ¢6 thé xdy ra va lam ting nguy ¢ xulit huyét. Do dé,
<lin thin trong khi dung phdi hgp (xem myc¢'CANH BAO VA THAN TRONG KHI DUNG
THUGC). Tuy nhién, clopidogrel va acetylsalicylic acld d& ting duge ding chung cho
d&n mbt ndm (xem myc DAC TINH DUGC LUC HOC)

Reparin: trong mét nghién cu lam sang thyc hi¢n trén nhitng ngudi khoé manh, viéc
dung két hgp vdi clopidogrel d8 cho thiy khdng cin thay déi lidu ding clia heparin
hode 1dm thay d8i tdc dung cva heparin trén sy dong mau. Vige dung két hgp vai
heparin khéng dnh hudng dén sy \ic ché két tap tiéu cau do clopidogrel. Tudng tic
dugc e hoc gilia clopidogrel va heparin |3 c6 thé xdy ra vi 1dm ting nguy cd xust
huyét. Do dé, cAn thin trong khi dung ph&i hdp (xem myc CANH BAO VA THAN TRONG
KHI DUNG THUOC).

Thudc tidu sgl huyét: tinh an todn khi dung phdl hgp clopldogrel vdi ¢ac thubc tidu sgi
huydt diic higu hay khdng die hidu fibrin 45 dugc danh gid & nhing bénh nhan bj nhoi
mdu cd tim, Ty 1& xulit huyét c6 y nghtia trén 1Am sing |a tudng ty so véi khi chi ding
thusc théu si huyét va khi dng heparin két hop véi acetylsalicylic acid (xem phin TAC
DUYNG KHONG MONG MUBN CUA THUOC).

Thudc khéng viém khéng sterold (NSAIDs): trong mét nghién ciu ldm sang thyc hién &
nhimg ngudl khde manh, khi dung két hgp clopldogrel vai naproxen'cé hign tugng gia
thng xust huydt dy dby &n. Tuy nhidn, hidn nay do khdng 6 nghidn citu tudng téc gl
clopidogrel véi tat cd cac thude khang vidm khéng sterold khac, nén khdng r8 sy két
hap niy ¢ lam thng nguy co xulit huyét da ddy rubt hay khdng. Do d6, nén thin trong
Khi diing phéi hop clopidogrel véi cic thube khing vilim khéng steraid bao gdm cac
thudc dc thi Cox-2 (xem myc CANH BAO VA THAN TRONG KHI DUNG THUGC).

Cdc chdit de ché sy té] héip thu serotonin 6 chon lpc (SSRIs). Vi S5R) cb Anh huding dén
qué trinh hoat héa tidu chu va [bm thng nguy cd xult huyét, két hgp ddng thi 55R1vél
clopldogrel nén dudc thc hign mét cach thén trong,

Két hop didu trf khdct

Do clopldogrel difge chuyén hod midt phin thanh chst chuyén hod cb hoat tinh béi men
CYP2C19, nén vidie st dung thuc (e ché hoat tinh coa men nay cb thé dbn dén ldm
gldm ndng b cia chit chuyén hoa cb hoat tinh cda clopidogrel. Lién quan gilla (3m
sdng Vol tuong thc ndy 13 khdng chic chin, Tuy nhién d€ thin trong, khdng nén ding
két hgp chit Ge ché manh hay vila men CYP2C19 véi clopidogrel (xem myc CANH BAO
VATHAN TRONG KHI DUNG THUGC),

Thuée (e ché manh hay vifa men CYP2C19 bao gbm omeprazole va esomeprazofe,
fluvoxamine, fluoxetine, moclobemide, voriconazole, fluconazole, ticlopidine,
carbamazepine, vh efavirenz.

Thuéc ite ¢hd bdm proton:

Omeprazole 80 mg diing 1 13n ngdy holic 3 cling thi gian véi ding clopidogrel hogic
12 glds trong khoang gllla thdsl glan diing cGa 2 thuc Lhm gidm hinh thanh chit chuyén
hod hoat ddng cun clopidogrel 45% (ieu nap) vA 40% (ligu duy tri), Gidm hinh thanh
chit chuyén hod hoat ddng nay cé tién quan dén gidm 39% (lieu nap) vA 21% (liéu duy
tri) thc dyng (c chd két tip tidu chu. Esomeprazole dugc cho 13 c6 ciing mbt tdng tic
nhu vily véi clopidogrel,

Céc nghién cdu [Am sdng va quan sét ghi nhdn cic dit l1du khéng 8Bng nhit trén 4nh
huding'18m shng d6i vai cic tudng thc dude dong hoc/ dudc Ifc hoc ndy xét trén chc
bién 6 (8m shng ning. Do vy, 4€ thin trong, khbng nén diing két hgp clopidogrel
véi oémcpm‘zole vl esomeprazole (xem myc CANK BAO VA THAN TRONG ¥HI DUNG
THUOC).

Chit chuyén hoé hoat dgng cia clopidogrel gidm it & rét hon khi ding két hgp
clopldogrel véi pantoprazole hay lansoprazole.

NBNg 46 trong huyét tang clia chat chuyén hos hoat ddng glar 20% (Iiéu nap) va 14%
(ligu duy tri) khi két hap véi pantoprazole 80mg mét Lan/ npdy. Didu nay gin lidn v
gldm trung binh sy két tp tiéu cu 13n (Ugt 13 15% (Ieu nap) va 11% (lidu duy tr), Chc
kit qua ndy cho thdy cb thé két hgp pantoprazole véi clopidogrel.

Chua c6 bing chiing cho thily cic thudc 13m glam acid da day khéc nhuf thudc chen
thy thé H2 hay thudc khéng acid cb dnh hudng 1éd hoat tinh khing tiéu chu clia clop)-
dogrel.

Céc thube khdc: D3 cb mét 56 cde nghidn cu 18m sdng khéc sl dung clopidogrel vét
hgp véi cic thube khéc nhim quan st sy tuong tic vé dude lyc hoc va disge ddng hoc.
Khéng c6 tudng thc €6y nghla 13m sing vé m3t dugc 1We hoc khi diing két hep clop)-
dogrel vdi atenolol, nifedipine, hojc ca hal thudc atenolol va nifedipine. Hon nlia, tioat
tinh duge (¢e hoc cua clopldogrel cling khéng bi dnh hudng nhigu khi dling két hgp véi
phenobarbital hojc estrogen.

Duge ddng hoc cha digoxin hodc theophylline khdng bi thay d6i khi két hap véi
clopidogrel. Thubc khéng acld da day khong [bm thay d6i mic 88 hdp thu cha
clopidogrel.

DU li¢u tif nghién cdu CAPRIE cho thdy ring phenytoin va tolbutamide 13 nhling thudc
duige chuydn héa bisl CYP2C9 cb thé duge két hgp an toan vél clopidogrel.

NhiIng thudc téc dfng lén cd chéit CYP2C8; Clopidogrel d3 cho thay tang ndng 6 cia
repaglinide § ngudi khoe manh, Céc nghién citu in vitro d3 cho thy ting nong d6 cta
repaglinide (3 do (c ché CYP2C8 bdi cée chét chuyén héa glucuronide cha clopidogrel.
Do nguy cd ting ndng d¢ trong huyét tudng, diing ddng thif clopidogrel va cic thuse
chuyén héa chi yéu béi CYP2CB (vi dy, repaglinide, paclitaxel) c3n dugc xem xét thin
trong (xem myc CANH BAO VA THAN TRONG KHI DUNG THUGC),

Ngoai nhifng thong tin tudng tac thudc dic higu md t3 trén 8y, cac nghidn < vé
tdng téc gilla clopldogrel vdi mdt s8 thudc thudng ding trén bénh nhan bi bénh iy
huyét khéi do xd vila dgng mach chua dugc thic hién. Tuy nhién, nhlng bénh nhan
dudc dua vao chc nghién cdu 1am sang cé dung clopidogrel cling d3 diing két hdp véi
céc thuc khic bao gdm Igfi tiéu, chen béta, (e ché men chuyén, thuéc ha cholesterol,
thube gidn moch vanh, thudc didu trj dai théo dudng (bao gom insulin), thubc chéng
déng kinh, vA thusc.d6i khang GP Ifb/llla mb khdng thiy cb cac tudng thc ngoal ¥ cb
y nighfa lam sing ndo.

Tudng ty nhu cic thube e ch@ P2Y,, dusing udng khic, sif dung 8bng thifi clopidogrel
va thude chis vn oplold cé thé tri hodn va giam hap thu clopidogrel cé thé 13 do (3m
chim qué trinh 1am réng da day. Anh hudng trén 13m sang 15 chua biét. Can nhic s
dyng chat chdng két tap tiéu cau duing tiém trén bénh nhan bi hai ching mach vanh
cdp cain s dung morphin hojc cac chit ch van opioid khac.

TAC DYNG KHONG MONG MUGN CUA THUGC

Thang béo ngay cho bic s§ holc dugc s§ nhiing phén dng cé hai gip phai khi sit
dyng thuéc,

Tém tét vé tinh an toan

D8 an todn cla clopidogrel 43 dugc danh gia trén 44.000 bénh nhan tham gia vao cic
nghién cifu 1dm sang bao gdm trén 12,000 bénh nhan Augc didu tri tif 1 ndm ted 1én.
Nhin chung, Clopidogre! 75 mg/ :ry an todn tudng ty nhif acetylsalicylic acid 325 mg/
ngdy trong nghién cifu CAPRIE bt ké tu6i téc, gidi tinh hay ching tde. Cic tic dung
ngoai y lién quan dén |am sang ghl nhin trong céc nghién clu CAPRIE, CURE, CLARITY,
COMMIT va ACTIVE-A s& diigic néu bén dudi, Ngodl cic tic dyng ngosl  dudc ghi nhdn
tif e nghlén ciiu 3m saing, cAc phdn Ung bat I¢i khdng xult phat tif cic nghién ciy
18m sang clng d3 dudc ghi nhan,




Xudt huyét 1 phan dng thuing thay nhat ¢4 trong nghién clu ldm sang cling nh giai
doan hau mal trong d6 chi yéu duge ghi nhén trong thang didu tri dau tien,

Trong nghién cdu CAPRIE, & c4c bénh nhan digu tri vi clopidogrel hojc acetylsalicylic
acld, ty 1& xust huyét chung cho bét ky loai xuat huyét ndo [a 9,3%. CAc trudng hap
xudt huyét ning la tudng ty nhau gilla nhém ding clopidogrel so véi nhém diing
acetylsalicylic acid,

Trong nghién clu CURE, ty [& bién ¢8 xuat huyét ning & nhém ding clopidogrel +
acetylsalicylic acid khéng ting qué mdc trong vong 7 ngay sau phau thut bic cau
mach vanh trén bénh nhan ngiing thudc hdn 5 ngay tridc phau thuat. & bénh nhan van
ding lidu duy tri trong vong 5 ngay truéc khi phiu thudt bc ciu, bién c6 xust huyét
#uéit hién véi ty 1& 9,6% & nhém diing clopidogrel + acetylsalicylic acid so vdi 6,3% &
nhém chi dung acetylsalicylic acid + gia dugc.

Trong nghién cdu CLARITY, nhin chung c6 hién tugng ting ty 1é xust huyét dnhom dung
clopldogrel + acetylsalicylic acid (17,4%) so v6i nhém ding gia dudc + acetylsalicylic
acid (12,9%), Ty 1€ xudt huyét ndng |3 tudng tu nhau gida hai nhém (1,3% so véi 1,1%).
Ty |& nay la tuong ty & hai nhém khi phan tich theo phan nhém bénh nhin theo dic
tinh ldc ban dau, loal thuc tiéu sgi huyét hay liéu phép heparin sif dung.

Trong nghién cdu COMMIT, ty 1€ xuét huyét chung ma khéng phai xuat huyét ndo ning
hofc xuit huyét ndo (a thap v tuong dudng gilla hai nhém.

Trong nghién clfu ACTIVE-A, ty & xuat huyé@t n3ng (3 cao hdn & nhém diing clopidogrel
+ acetylsalicylic acid so vdi nhém gia dudc + acetylsalicylic acid (6,7% so vdi 4,3%).
Xudt huyét ning chir yéu c6 ngudn géc ngodi so & ca hai nhém (5,3% & nhém ding
clopidogrel + acetylsalicylic acid, 3,5% & nhém dung gld dudc + acetylsalicylic acid),
chii yéu 12 xudt huyét da day rubt (3,5% so véi 1,8%). Xust huyét ndi so & nhém ding
clopidogrel + acetylsalicylic acld cao hon so véi nhém diing gia dudc + acetylsalicylic
acid (1,4% so vél 0,8%). Ty 1& xudt huyét gy tif vong 1a khéng cé khac biét ¢é y nghia
théng ké (1,1% & nhém dung clopidogrel + acetylsalicylic acid so véi 0,7% & nhém gid
dugc + acetylsalicylic acid), ty 1& ot quy, xut huyét ndo cling vdy (0,8% so véi 0,6%),
Béng li§t ké céc tac dung ngogiy

Céc thc dyng ngoal ¥ xuat hién trong cic nghién cdu 13m sang holic ty phat dugc ghi
nhén trong bang dudi ddy. Tan su3t ca ching dudc dinh nghfa theo quy udc nhu sau:
hay gdp (>1/100, <1/10), khéng thudng gép (>1/1.000, <1/100); hiém gip (>1/10.000,
<1/1.000), rat hiém gap (<1/10.000), khéng rd (khong thé udc ludng bing cic dir lidu
dang cé), & méi nhém phan loal tan sust, cic tic dyng ngoal ¥ dudc trinh bay theo thil
ty mifc 4§ nghiém trong gidm dan.

Phin logl theo | Hay gép |Khéng Hiém gép |Rat hiém gip, khong ra*
cd quan thuéing gép
Céc rdi loan vé Giadm tiéu cdu, |Giam bach | Xuat huyét giam tidu cau
méu va mach gidm bach cautrung |huyét kh3i (TTP), bénh
bach huyét cau, ting tinh, bao | thiéu mdu bat sin, gidm
bachcaudi |gdmca toan thé huyét cau, mat
toan truting bach cau hat, giam tiéu ciu
hgp giam |nghiém trong, mau kho
bach cdu |déng méc phai, gidm bach
nang cau hat, thidu mau.
Céc rbiloan vé Hol chling Kounis (dau thét
tim mach ngyc dj dng/nhdi mau cd
tim di dng) do qua man véi
clopidogrel*
Céc réiloan Bénh huyét thanh, phan (ing
hé théng mién dang phan vé, tAng phan
dich (ing qué mén chéo giila
céc thienopyridine (nhu la
ticlopidine, prasugrel) (xem
myc CANH BAO VATHAN
TRONG KHI DUNG THUGC)*,
héi chding ty mién insulin cé
thé dan dén ha dudng huyét
nghiém trong, dc biét &
nhiing bénh nhan dai thao
duBing c6 HLA DRAA4 (thuting
& Nhat Ban)*
Céac réiloan gidc, a 1an
tam than
[Cc rdl logn hé XuBt huyét R oan vl gidc, mat v giac
than kinh ndl 5o (cb val
triding hgp tl
vong), nhic
dau, dj cam,
chodng vang
Cherbiloan Xudt huyét
Ve mit mit (két
mac, nhn
cau, ving
mac)

Céc r3i loan Chéng mit
V& tai va tién
dinh
Cacroiloanvé |Tymau Xuat huyét nghiém trong,
mach mau xust huy@t vét mé, viem
mach, ha huyét 3p
Cac rdi loan vé |Chéy Xudt huyét dudng hd hap
hé hap,ngyc  [mau (ho ra mau, xuat huyét
vatrungthdt |cam trong phéi), co thit ph&
quan, viém ph8i mé k&,
bénh phéi do té bao Ua
bach cau di toan
Cécr6iloan vé | Xust Loét da day va | Chdy Xudt huyét da day rudt va
da day rudt huyét loéttd trang, |mdusau |sau phiic mac dan dén ti
daday |viémdaday, |phicmac |vong,viém tuy, viém dai
rudt, tiéu |ndn, budn trang (ké ca loét hodc viem
chdy, dau [nén, tio bon, dai trang t& bao lympha),
bung, day hai viém miéng
khé tiéu
Cac rdi loan vé Suy gan cap tinh, viém gan,
gan-mat xét nghiém chuc néng gan
bat thugng
Cécrdiloan  |Thém tim | Phét ban, Viém da béng nudc (hoai tir
vé dava md ngla, ban biéu bi nhi&m déc, hdi chiing
dudida xust huyét Steven Johnson, hng ban
da dang, hgi ching ngoai
ban mun mu toan thén cip
tinh (AGEP)), phl mach, hgi
chiing ting man cam do
thudc, phat ban do thugc
vdi tang bach cau i toan
va triéu chiing toan than
(DRESS), ban @6 di Ung, ndi
man hodc tréc da, may day,
cham, bénh lichen phéng
Hé théng sinh Vi to nam
san va cac rdi gidi
loan tuy@n vii
Cacrailoan Xut huyét cd- xudng (chay |
vé cd xudng, mau trong khdp), viém
mé lién két va khdp, dau khdp, dau cd
xudn,
Céc rbi loan vé Tiéu méu Viém cau than, ting creati-
than va dudng nine huyét
tiéu
Cécrdi loan Chay S6t
toanthan hay |mau ndi
tai nai tiém tiém
chich
Cac Kéo dai thai
xét gian chay
nghiém mau, giam
lugng bach
ciu trung tinh,
gidm lugng ,
tiéu cau L

* Thong tin lién quan dén clopidogrel v4i tan suat “khdng ro”

Bdo cdo cac phan (ng bat Igi nghi ngd do clopidogrel gdy ra sau khi dudc cip phép
|2 quan trong. Bigu nay cho phép tiép tuc viéc gidm st can bing |gi ich/nguy ¢d cia
thudc. Céc chuyén gia chdm séc stic khde dudc yéu cau bdo cdo bat ky phan Ung bat (gi
nao nghi ngd do thudc gy ra.

QUA LIBU VA CACH XU TRI

Qué lidu do diing clopidogrel cé thé gay kéo dai thi gian chdy méu vA céc bién ching
xudt huyét sau d6. Néu cd xudt huyét, nén &p dyng cac ligu phip didu tr| thich hep.
Khéng cé thudc gidl dgc¢ hoat tinh cia clopidogrel. Néu cdn phai nhanh chéng digu
chinh hign tugng kéo dai thdi gian chdy mau, truydn tiéu cdu c6 thé ddo ngudc tic
dyng cla clopidogrel.

PAC TINH DUGC LYC HOC

Phén loal dugc hoc trong digu trj: chat dc ché két tap tiéu cdu khdng bao gom heparin,
ATC Code; BOLAC-04,

Cd ché téc dung

Clopidogrel la mdt tién chat, mdt trong cc chit chuyén hoa hoat ddng cua né 3 chat
(fc ché két tap tiéu cau, Clopidogrel phai dugc chuyén hod b&i men CYP450 dé tao
thanh chat chuyén hod cé hoat tinh U ché sy két tap tiéu cau. Chat chuyén hod cé hoat



tinh ca clopidogrel (e ché chon loc [én vj trf gén clia adenosine diphosphate (ADP) tai
thu thé P2Y,, clia ti€u cdu va sy hoat héa sau d6 clia philc hgp glycaprotein GPIIb/llia
qua trung gian ADP, do d6 Uc ché két tap tiéu cau. Do sy gdn két nay 13 khéng héi phuc,
céc tiéu cau da gén két v8i thudc sé chju anh hudng trong sudt ddi sdng con lai cua tiéu
cau (tudi tho clia tigu cau 1a khoang gan 7- 10 ngay) va téc d hai phuc chifc néng clia
tiéu cau ve binh thudng xdy ra tring vdi téc 4 san sinh tiéu cau. Sy két tap tiéu cau gay
ra do cac chat déng van khac khong phai ADP cling bj (ic ch& béng cach chen su khuéch
dal cia hoat hod tiéu cau do viéc phdng thich ADP.
Do chit chuyén hod hoat déng dudc thanh 1ap tif men CYP450, mét s6 cac men nay (a
da hinh hay la d6i tudng bj (ic ché ctia thudc khac, nén khéng phai tat ca bénh nhin
deu s& dugc Uc ché tiéu cau thich dang,
Dugc luc hoc
Ligu (8p lai 75 mg clopidogrel mbi ngay lam dic ch& dang k& sy két t3p tiéu cau do ADP
ki ngay dau tién; su e ché nay ngay cang ting va dat muc 6n dinh vao ngay 3 va ngay
7. Sau khi dat mic &n dinh, mdc Uc ché trung binh véi ligu 75 mg mbi ngay (a trong
khodng 40% va 60%. K&t tdp tiéu cau va thdi gian chdy mau din din trd vé gid trj ban
dau, thudng trong khodng 5 ngay sau khi ngung didu tri.
Tinh an todn va higu qué 16m sang
Tinh an toan va hiéu qua cta clopidogrel d3 dugc danh gia trong 5 nghién clfu mu doi
vdi hdn 88.000 bénh nhan: nghién clu CAPRIE, so sanh clopidogrel vdi acetylsalicylic
acid; va cac nghién ciiu CURE, CLARITY, COMMIT va ACTIVE-A so sanh clopidogrel v8i
gid dudc, ca hai nhém thudc deéu ding két hgp vai acetylsalicylic acid va (iéu phap
chudn khic.
lN_llil mau cd tim va dot quy, vifa mdi xdy ra, bénh dgng mach ngoai bién da thanh
ap
Nghién ciu CAPRIE quy tu 19.185 bénh nhén bi huyét khéi do xd vila déng mach biéu
hién qua nhdi médu cd tim mdi vifa xdy ra (<35 ngay), dot quy mdi xay ra (khoang thdi
gian gilla ngay thi' 7 va 6 thang) hay bénh ddng mach ngoai bién da thanh lap, Bénh
nhén dudc chia ngdu nhién vao nhém duing clopidogrel 75 mg/ngay hay acetylsalicylic
acid 325 mg/ngay va dugc theo ddl trong 1 dén 3 ndm. Trong nhém bi nhdi mau cd
tim, phan [8n bénh nhan dung acetylsalicylic acid trong vai ngay dau khi b nhdi mau
catim.
Keét qua nghién clu cho thy clopidogrel lam gidm ¢d ¥ nghia ty [& mac phai bién cd
thidu mau cyc bd méi (tiéu chi két hgp nhdi mau cd tim, d6t quy do thigu mau cuc
bd va tif vong do mach mau) khi so sénh véi acetylsalicylic acid. Khi phén tich theo y
dinh didu trj, 939 bién c6 d3 quan sit dudc trong nhém clopidogrel va 1.020 bién ¢d
d3 quan sat dudc trong nhdm acetylsalicylic acid (mic gidm nguy cd tudng déi (RRR)
8,7%, [95% ClI: 0,2 d&n 16,4]; p = 0,045), (xem hinh 1, bang 1) tudng Ung vdi, cif moi
1.000 bénh nhan dudc digu tr| 2 n&m, thi cé thém 10 bénh nhan dugc phong nglfa céc
bi€n c& thi€u méu cuc b mdi [Cl: 0 d€n 20]. Phan tich téng s6 tif vong nhuf 1a mét tidu
chi phu da khéng dua ra bat ky sy khac biét dang ké nao gila clopidogrel (5,8%) va
acetylsalicylic acid (6,0%).
Bang 1. Phén tich cac bién ¢d chinh trong Nghién ciiu CAPRIE

Clopidogrel Acetylsalicylic acid
Bénh nhén 9599 9586
Ddt quy thiéu mau (tifvong hodc khdng) 438 (4,6%)  461(4,8%)
Nhoi mdu cd tim (tvong hodc khong) 275(2,9%)  333(3,5%)
Tl vong do mach mau khéc 226 (2,4%) 226 (2,4%)
Téng 939(9,8%) 1020 (10,6%)

Hinh 1 — Bién ¢ mach mau tir vong hodic khéng tir vong
trong nghién ciru CAPRIE

BIEN C6 MACH MAU GAY TU VONG HOAC KHONG TU'VONG
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Khi phén tich theo phan nhém bénh nhan tuy thudc bénh ly lGc tuyén chon (nhdi mau
cd tim, 44t quy do thiéu mau cyc b va bénh ddng mach ngoai bién) cho thdy lgi ich
cao nhat (dat dudc y nghia thong ké ¢ p =0,003) & nhiing bénh nhén b| bénh déng
mach ngoai bién (nhat 13 nhiing ngud) d4 c6 tién sif nhdl mau cd tim) (RRR = 23,7%; CI:
8,9 dén 36,2) va kém han (khéng khac biét dang ké so vdi acetylsalicylic acid) & nhiing
bénh nhan bj dét quy (RRR = 7,3%; Cl: -5,7 dén 18,7 {p=0,258)). & nhilng bénh nhén

dudc nhan vao thil nghiém trén nén duy nhét 13 nhdi méi cd tim mdi xay ra, vé con &
thi nhém diing clopidogrel 6 bién c6 it hdn, nhung khéng khic biét ¢6 y nghta théng
ké so vdi acetylsalicylic acid (RRR = -4,0%; CI: -22,5 dén 11,7 {p=0.639}), Thém vao dé,
phan nhém bénh.nhan theo tudi tac cho théy I¢i ich cia viée dung clopidogrel & nhiing
bénh nhén trén 75 tudi thl kém han so vé] nhiing bénh nhén 575 tudi,

Vi muc dich cia nghién cdu CAPRIE khéng bao gbm dénh gid hifu qué ca ting phin
nhém bénh nhan, do d6 khéng rd 1a ¢6 sy khac biét vé mdic gidm nguy cd tudng d6i idn
quan gilfa cac bénh Iy nén ban dau (3 tht hay 13 do may ri.

H3I chiing mach vanh cap

Nghién cifu CURE quy tu 12.562 bénh nhén bj h6i chifng mach vanh cip khéng ¢ doan
ST chénh én (dau that ngyc khdng 8n dinh hay nhdl mau cd tim khéng cé s6ng Q) va
nh@p vién trong vong 24 gid ké tif khi khdl phat dgt dau thit nguc xay ra gan nhat hay
triéu chifng phit hgfp véi thiéu mau cuc bd. Bénh nhan phai cé hodic [ thay déi trén ECG
tuang Ung vdi thidu mau cuc bd mdi hay tng men tim hay troponin | hay T it nhit gép
2 gidi han binh thudng trén. Bénh nhan dude chia ngdu nhién dung clopidogrel (300
mg liéu nap sau dé la 75 mg/ngay, n=6.259) hay gla dudc (n=6.303), cd hal nhom deu
ph6i hgp diéu trivdi acetylsalicylic acid (75-325 mg mdt [an/npay) va cac didu tr| chudn
khéc. Bénh nhén dudc diéu trj dén 1 nSm. Trong nghién clu CURE, €6 823 (6,6%) bénh
nhén dlng phéi hgp thudc dai khang thu thé GPIIb/Ifla. Heparin dudc sif dyng cho trén
90% bénh nhan va ty 1é xudt huyét tudng déi gilia clopidogrel va gld dugc khong b dnh
huting mét cach cé nghia bdi su két hgp véi heparin,

S6 bénh nhan gap cac két cuc chinh (td vong tim mach, nhdi-mau cd tim hay dét quy)
& nhém dung clopidogrel 14 582 (9,3%) vA 719 (11,4%) 8 nhém ding gla duge, vél mifc
giam nguy cd tudng déi la 20% (khodng tin cy 95% la 10-28%,; p=0,00009) nghléng
vé nhém clopidogrel (mdc giam nguy cd tudng déi [a 17% khi bénh nhan dudc diéu
tri bao tdn, 29% khi bénh nhan dudc thyc hién nong mach vanh qua da (PTCA) c6 hay
khong c6 dit stent va 10% khi bénh nhan dude phiu thuft bic cdu mach vanh (CABG)).
Dy phong dudc cac bién ¢4 tim mach mdi xdy ra (két cuc chinh) trong ¢ac khoang thai
gian 0-1, 1-3, 3-6, 6-9 va 9-12 thang v8i mic glam nguy cd tudng déi tudng dng 1a 22%
(khodng tin cay: 8,6; 33,4), 32% (khodng tin ciy: 12,8; 46,4), 4% (khoang tin cdy: -26,9;
26,7), 6% (khodng tin cdy: -33,5; 34,3) va 14% (khoang tin cy: -31,6;44,2), (bdng 2, hinh
2). Do vy, tif sau 3 thang diéu trj, g fch do nhém diing clopidogrel + acetylsalicylic
acid mang lai khéng téng nhiu hdn nila, trong lic nguy cd xudt huy8t van tén tai
(Nhilng luu y d3¢ biét va canh bao khi st dung thudc).

Bang 2 - Cac bién cé 1dm sang trong phén tich chinh ctia nghién cifu CURE

Tiéu chi lam sang Clopidogrel Gia duge Giam nguy cd
(+acetylsalicylic (+acetylsalicylic  tudng d6i(%)
acid)? acid)°
(n=6259) (n=6303) (Khoang tin cjy
95%)

Tiéu chi chinh (TU vong 582 (9,3%) 719(11,4%) 20% (10,3; 27,9)
tim mach, nh&i méu cd tim, P=0,00009
dot quy)
Pong tiéu chi chinh (TU 1035 (16,5%) 1187 (18,8%) 14% (6,2; 20,6)
vong tim mach, nhéi méau P=0,00052
cd tim, dét quy, thiéu mau
cuc bd khang tri) i3
Tat ca cac tiéu chi ddn:®
Tltvong tim mach 318 (5,1%) 345 (5,5%) 7% (-7,7; 20,6)
Nhoi mau cd tim 324 (5,2%) 419.(6,6%) 23% (11,0; 33,4)
Dot Quy. 75 (1,2%) 87(1,4%) 14% (-17,7; 36,6)
Thiéu mau cuc bd dai ding 544 (8,7%) 587 (9,3%) 7% (-4,0; 18,0)

¢ Cac bién phap chuan khac da duge st dung khi thich hgp.

b Céc tiéu chi ddn khéng dai dién cho phan tich vé tigu chi chinh va dBng tiéu chi chinh,
mala tdng s6 bénh nhan trai qua mét bién c5 trong qua trinh nghién citu,

Hinh 2 — Tir vong tim mach, nhdi mau co tim va dgt quy, trong nghién ciru CURE

" TUVONG TIM MACH, NMCT, BQ
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Slf dyng clopidogrel trong nghién cdu CURE (am gidm nhu ciu didu tri tiéu sgi huyét

(RRR=43,3%, khodng tin cdy: 24,3%, 57,5%) va nhu c3u sUf dung thudce lc ché thy thé
GPIIb/llla (RRR=18,2%; khoang tin cay: 6,5%, 28,3%).




S8 lugng bgnh nhan g3p ddng thai nhigu két cyc chinh (td vong tim mach, nhdi mu cd
tim, dt quy hay thi€u mau cuc bj khang tri) la 1.035 (16,5%) & nhém diing clopidogrel
va 1187 (18,8%) & nhém diing gia duge véi muc giam nguy cd tudng d6i 14 14% (khodng
tin céiy 95% cia 6-21%, p=0,0005) nghiéng v nhém dung clopidogrel. Lgi ich ¢é duge chu
yéu la do muic gidm c6 y nghiia thdng ké clia ty & mac nhal mau ¢d tim (287 (4,6%) & nhém
duing clopidogrel va 363 (5,8%) & nhém diing gia dugc]. Higu qua v ty L& tai nhap vién vi
dau thit ngyc khdng 6n dinh da khéng dudc ghinhan.

K&t qué xét trén cac din s6 mang cac dic tinh khac nhau (vi du nhu dau thit ngyc
khong 8n dinh hay nhdi mau cd tim khéng séng Q, nguy cd thép hay cao, nhu ¢3u phai
i tudi mau mach vanh, tudi, gidi v.v...) 13 giéng vdi két qua phan tich tiéu chi chinh.
Dic biét, trong mét phan tich phan nhém gam 2.172 bénh nhén (17% clia dén s6 CURE)
6 dét gl d8 mach vanh (stent) (gol 1a dan s8 Stent-CURE), Cac dif liéu cho thay, so
sénh clopidogrel véi gid dugc, clopidogrel chiing minh dugc ring gidm c6 y nghia nguy
cd tudng déi (RRR) 14 26,29 cho cde két cyc chung chinh (tit vong tim mach, nhdi mau
€0 tim, ddt quy) va cling gidm c6 ¥ nghia nguy ¢d tudng d6i RRR 14 23,9% cho céc két
cyc chung phy (tf vong tim mach, nhdi méau cd tim, dét quy hodic thigu méu cuc bé
khdng tri). Hon nla, 48 an toan clia clopidogrel & phan nhém bénh nhan nay khong
gdy ra méi quan tdm dic biét ndo. Do véy, két qua cla tap hgp bénh nhan ndy 12 phil
hgp véi céc két qua chung,

Lgiich cua clopidogrel la doc 13p véi cac digu tri tim mach dai han hay & gial doan cap khac
(nht! ligu phap diing heparin/ heparin trong lugng phan tif thap, (ic ché thuy thé GPIIb/Illa,
thude ha lipid mau, U ché béta va tic ché men chuyén). Higu qua cia clopidogrel ghinhan
dugc cling dc 1ap véi ligu clia acetylsalicylic acid (75-325 mg mét lan/ngay).

G'bénh nhan bj nhdi mau cd tim cép cé doan ST chénh Ién, 36 an todn vd higu qua clia
clopidogrel d3 dudc danh gia trong hai nghién ciiu ngdu nhién, m déi, so sanh véi gla
dudgc [a CLARITY va COMMIT.

Nghién cifu CLARITY quy ty 3.491 bénh nhan nhap vién trong véng 12 2id ké tu khi khdi
phat trigu chiing nhdi mau cd tim c6 doan ST chénh én va dude dy tri didu tri tiéu sgi
huyét. Bénh nhan ding clopidogrel (300 mg lidu nap sau dé 1a 75 mg/ngay, n=1,752)
hay gia dugc (n=1.739), ca hai nhém nay déu diing két hgp véi acetylsalicylic acid (150-
325 mg nhu la lidu nap, sau d6 1 75-162 mg/ngay), thudc tiéu sgi huyét va heparin néu
can. Bénh nhan dugc theo dai trong 30 ngay. Tidu chi chinh 13 g0p cdc tiéu chi bao gom
tinh trang tic cla déng mach vanh thi pham gay nhdi mau difa trén chup mach vanh
truddc lic xudt vién, hodc tif vong hodc nhdi mau cd tim tai phat trudc khi chup mach
vanh. § nhilng bénh nhén khéng dudc chyp mach vanh, tiéu chi chinh bao gom tif
vong hay nhoi mau cd tim tal phat & ngdy 8 hay trudc lic xudt vién. Dan s& bénh nhan
nay bao gdm 19,7% niT va 29,2% bénh nhin 2 65 tui, Téng cdng b 99,7% bénh nhan
dung tiéu sgi huyét (fibrin dac hiéu: 68,7%, fibrin khdng ddc hidu: 31,1%), 89,5% dung
heparin, 78,7% dung chen béta, 54,7% dung (fc ché men chuyén va 63% dung statin.
€6 15% bénh nhan & nhém diing clopidogrel va 21,7% & nhém diing gia dude g3p két
cuc chinh, biéu thi qua mifc gidm nguy co tuyét doi 1a 6,7% va 36% muc glam ty s6
chénh cé Idi cho nhom dung clopidogrel (khodng tin cdy 959%: 24,47%; p<0,001), chi
yéu lién quan dén gidm muic d6 tic cha dong mach vanh gay nhdi mau. Lgi ich 1 hang
dinh & tat ca cac phén nhém dic hiéu bao gdm tusi, gidi tinh, vi tri nhdi mau va loal tidu
sgi huyét hay heparin sif dung (xem Hinh 3 va Bang 3 bén duéi).

Hinh 3 - Ty |§ bién c5 gdp clia myc tidu chinh trong nghién clfu CLARITY
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Clopidogrel Placebo
(N=1752) (N=1739)

Dya trén ty s6 chénh cta sy tdc dong mach vanh tha pham (TFG 0/1), tif vong hodc

nhdi mau cd tim bng chup mach so sanh clopidogrel véi gia dudc (OR: 0,64 [0,53 d&n
0,76]; p <0,001)

Bang 3 - Ty |§ bién ¢& gép trong muc tidu chinh ctia Nghién cifu CLARITY

Clopidogrel Giaddugc1739 OR  Khoang
1752 tin cfy
95%

S& (%) bénh nhan bién ¢6 gbp 262 (15,0%)  377(21,7%) 0,64 0,53;0,76
Tac IRA( déng mach vanh thu

pham)

N (d6i tugng trai qua chup mach) 1640 1634

6 (%) bénh nhan bdo cdo tiéu chi 192 (11,7%) 301 (18,4%) 0,59 0,48;0,72
18m sang

Tlrvong

S6 (%) bénh nhén bao cao tidu chi 45 (2,6%) 38(2,2%) 1,18 0,76;1,83
lém sang

Nhdi mau cd tim tai phat
56 (%) bénh nhan bao cdo tiéu chi
(dm sang_

Nghién ctiu COMMIT la nghién cdiu dugc thiét ké bat cip quy tu 45.852 banh nhin nhip
vién trong vong 24 gid ké tir e khat phit tridu ching nghi ngd 13 do nhdl méu cd
tim vai sy hd trg chdn dodn cla nhiing bt thudng trén ECG (nghia [d dogn ST chénh
1én, ST chénh xu6ng hay bléc nhanh trdl). Bnh nhin dung clopidogrel (75 mg/ngay,
n=22.961) hay gia dugc (n=22.891), két hgp véi acetylsalieylic acid (162 mg/ngay) trong
28 ngay hay cho dén khi xudt vign. Cdc ddng két cyc chinh bao gdm tif vong do bat ky
nguyén nhén nao va bién ¢ tai nhdi mau diu tién, dot quy hay ti vong. Dan 56 nghlén
c(fu bao gbm 27,8% nl, 58,4% bénh nhén = 60 tudl (26% = 70 tudl), va 54,5% bénh
nhén diing tidu sgi huyét.

Két qua nghién clfu cho thdy clopidogrel di lam gidm c6 y nghia nguy cd tudng d6|
tlf vong do bat ky nguyén nhiin nao 13 7% (p=0,029) vi nguy cd tudng d6i ciin két hp
cdc két cyc gom nhdi mdu ca tim tal phét, dot quy hay ti vong |3 9% (p=0,002), biéu
thi qua muic gidm nguy cd tuyét d6i [3n Ut La 0,5% vd 0,9%. Lgl ich nay 1A hing dinh

bt ké nhom tusl, gidi, c6 hay khéng cé ding tiéu sgi huyét va dude quan sat thiy rit
s6m trong 24 gig nhip vign.

44 (2,5%) 62 (3,6%) 0,69 0,47;1,02

C uArong Hol chifng mach vanh cip (ACS)

Vige chuyén déi tif mat chit (e ché thy thé P2Y,, manh hdn sang phéi hgp clopidogrel
+ aspirin sau glal doan cp trong Hoi chitng mach vanh edp da duge danh glé thong
qua d ligu két cuc ldm sang trong hai nghién ciru nglu nhién do nghién ciu vién khdi
xudng (investigator -sponsored studies - 155) - TOPIC va TROPICS-ACS.

Lgl ich 1am sang thu dudc tif cac chét de ché P2Y,, manh (ticagrelor va prasugrel) trong
céc nghién cliu quan trong clia ching, chiing minh didu trf cac thuse ndy ¢6 lién quan
dén viéc giam dang ké cdc bién c8 thidu mdu cuc b téi phat (bao gdm huyét khél trong
stent cdp tinh va bén cp, nhdl mau cd tim, tdi théng mach khin cép). Mic du Igi fch
quan st dudgc |a nhit quan trong suét ndm dau tién, cac bién & thidu mau cuc b6 tai
phit sau H3i chiing mach vanh cip dugc ghi nhén gidm nhigu hdn trong nhiing ngdy
dau didu tri. Ngudc lal, cc phin tich hju dinh di ching minh sy gla tang déng ké vA ¢
y ngha théng ké nguy cd xudt huyét khi sif dyng cdc chit dc ché P2Y,, manh, chi yéu
xdy ra trong giai doan duy tri, sau thang dAu tién sau HoI chiing mach vanh cip, TOPIC
va TROPICS-ACS dudc thiét ké dé nghién cdiu bién phap giam thidu bién c8 xust huyét
trong khi van duy tri hiéu qud ctia thube.

TOPIC (Thdi gian Uc ché tiéu cu sau hl chiing mach vanh cap - Timing Of Platefet
inhibition after acute Coronary syndrome)

Nghién ciu ngdu nhién, nhiin m& bao gdm cac bénh nhan Hal chiing mach vanh clip
<dn can thigp mach vanh qua da (PCI). Bénh nhin diing aspirin kém theo thudc tc ché
P2Y,, manh va khéng gdp bién c6 bat I sau mbt thang dudc chi djnh chuyén sang
dung aspirin ligu ¢6 dinh phéi hgp véi clopidogrel (xudng thang vdi ligu phdp khang
két tp tiéu cau kép (DAPT)) hojc tiép tyc dieu tri hién tal (li§u phap khang két tap tidu
cau kép (DAPT) khéng thay déi).

Nghién clfu d& phén tich dif ligu tif 645/646 bénh nhan mdc nhdi mau cd tim ST chanh
1&n hodc nhdi mu cd tim ST khéng chénh hodc dau thit ngyc khéng 8n dinh (xubng
thang DAPT (n = 322); DAPT khéng thay d6i (n = 323)). Tién hanh theo dbi mét ndm dugec
thyc hién trén 316 bénh nhén (98,1%) trong nhém xubng thang DAPT va 318 bénh nhin
(98,5%) trong nhém DAPT khéng thay d6i, Thai glan theo dai trung binh cho ¢a hal nhém
13 359 ngdy. Céc dijc diém cua nghién clfu doan hé 14 tudng ty nhau gitfa 2 nhém,

Két cyc chinh, bao gbm téng hap két cyc tf vong do blén c6 tim mach, dot quy,
téi thong mach khan cdp va xudt huyét theo BARC (Bleeding Academic Research
Consortium) 22 trong 1 ndm tif khi mac Hoi chiing mach vanh cdp, xdy ra & 43 bénh
nhan (13,4%) trong nhém xudng thang DAPT, va 85 bénh nhin (26,3%) trong nhém
DAPT khéng thay i (p<0,01). Sy khic biét 6 ¥ nghia thdng ké ndy chi yéu do cic
bién c6 xust huyet it han, khong cé sy khac bigt & cdc bién c6 thisu mau cyc b (p=
0,36), trong khi xudt huyét BARC >2 xdy ra it hdn & nhém xubng thang DAPT (4,0%) so
v6i14,9% & nhém khong thay déi DAPT (p <0,01), Chc bién ¢6 xust huyét bao gdm tat
cd xudt huyét theo BARC xdy ra ¢ 30 bénh nhan (9,3%) trong nhém xuéng thang DAPT
va 76 bénh nhn (23,5%) trong nhém DAPT khéng thay déi (p <0,01).

TROPICS-ACS (Ddnh 9ld kha ndng dap ting véi thudc te ché iy cau trong ligu phdp
digu trj khdng tiu cdu l8u dai trén héi ching mach vanh cdp - Testing Responsiveness
to Platelet inhibition on Chronic Antiplatelet Treatment for Acute Coronary Syndromes)
Nghién cu ngdu nhién, nhin m¢ bao gdm 2610 bénh nhan Hi chiing mach vanh cdp
6 ddu an sinh hoc dudng tinh d can thiép mach vanh qua da thanh cong. Bénh nhan
dudc phan ngiu nhién vao nhém prasugrel 5 hoic 10 mg/ngdy (Ngay 0-14) (n = 1306)
hoiic prasugrel 5 hoic 10 mg/ngay (Ngay 0-7) sau d6 xudng thang véi clopidogrel 75
mg/ngay két hdp vdi acetylsalicylic acld (<100 mg/ngdy) (Ngay 8-14) (n = 1304), Xét
nghiém chifc nang tiéu cu (PFT) sé dugc thuc hidn vio ngay 14. Céc bénh nhén chi st
dyng prasugrel s& tiép tuc dung prasugrel trong 11,5 thang,

Cdc bénh nhan trong nhém xudng thang digu trj khang két tap tifu ciu dude xét
nghiém phan Ung tidu cau cao (high platelet reactivity - HPR). N&w HPR=46 ddn v,
bénh nhan dudgc 1én thang véi prasugrel 5 hodc 10 mg/ngay trd gl trong 11,5 théng;
néu HPR <46 don vi, bénh nhén tiép tucdiing clopidogrel 75 mg/ngay trong 11,5 thang,
Do dé, nhanh xuding thang theo hudng din trén c6 cA banh nhin sil dyng prasugrel
(40%) hodc clopldogrel (60%). Tét ca bénh nhan dugc tiép tyc ding aspirin va duge
theo ddl trong m{t ndm.

Keét cyc chinh ghi nhin duge (bao gdm ty 18 tit vong do bién ¢6 tim mach, nhdi mau co




tim, 46t quy vh xust huyét theo BARC 2 2 sau 12 thang) cho thiy khong thua kém gila2
nhém. 95 bénh nhain (7%) trong nhém xuGng thang theo hudng dn va 118 bénh nhin
(9%) trong nhém a6 chidmg (p cho so sanh khbng kém hdn = 0,0004) mc phai mét bién
o, Nhém xubng thang theo hidng din khong lam thng nguy cd téng hyp céc bién c6
thidie mdu cyc bh 12,5% & nhém xubng thang so véi 3,2% & nhém déi chiing; p cho so
shnh khong kém han = 0,0115), cling nhu khbng khic bidt c6 § nghia trén kit cuc thil
Phat chinh cGa xulit Ny &t theo BARC #2 ((5%) trong nhém xuéng thang so véi 6% trong
nhém déi ching (p = 0,23)), Ty 16 tich Iy tt ca chc bién €6 xulit huyét (BARC nhom 1-5)

1b 9% (114 bién ¢&) trong nhém xudng thang theo huéing din hudng diin va 11% (137
bién e8) trong nhém A6l ching (p = 0,14), § ean 4 (

Rung nhi
Céc nghlén cdu ACTIVE-W vh ACTIVE-A (& che nghidn ciy riéng ré trong chudng trinh
nghién clu ACTIVE, quy ty cic bénh nhén bj rung nhi cé it nhit mot yéu t6 nguy cd bign
o magh méu, Difa trén tiéu chulin nhin bénh, bic 57 thy nhén bénh nhan vao nghign
cllu ACTIVE-W néu ho L3 Ung vién clia lifu phap khang vitamin K (nhu warfarin). Nghién
clu ACTIVE -A bao gdm cac bénh nhdn khéng thé ding ligu phap khang vitamin k do
ho khéng thé hay khéng mudn diing thubc nay,
Nghlén cliu ACTIVE-W cho thiy liéu phdp khang déng véi khéng vitamin K higy qud hdn
clopldogrel + acetylsallcylic acid
Nghlén ¢du ACTIVE-A (n=7.554) |a mGt nghién cdu nghu nhién, ma 48, da trung tam,
a6l chiing gia dudc, so sanh clopidogrel 75 mg/ngy + acetylsalicylic acid (n=3,771)
v6) g1 dugc + acetylsalicylic acid (n=3,782), Litu khuyén céo clia acetylsalicylic acid |3
75-100mg/ngay. Bénh nhin dugc diku tr| dén 5 nam.
Bénh nhiin dugc chia ngu nhién trong chuong trinh ACTIVE dén kham véi rung nhi d%
duge chiin dodn qua hb sd, nghla la rung nhi thudng xuyén hay cé it nhat 2 dot rung
nhicach khosng trong vang 6 théng va ¢ it nhat mbt yéu t6 nguy cd sau déy: tugi > 75
hay 55-74 tu6i va c6 thém hoc (4 04l thio dudng phal ding thudc, 43 bj nhdl mau cd
tim ¢6 ghi trong hb sd hay bénh dgng mach vanh ghi trong hb 8d; 43 didu trj ting huyét
Ap nguyén phat; tién st dbt quy, con thidu mau niie thoéng qua (T1A) hay thuyén tc
104n than nhung khbng & hé than kinh trung udng; r6i loan chlc ndng that tri vdi phan
xulit téng mAu that trdi < 45%; bénh dong mach ngogi bién ghi nhjn trong ho sg, Diém
CHADS2 trung binh (4 2,0 (khoangti/ 0-6),
Tiéu chl loal trir chinh 1 bénh nhn cé tign si loét da day-rut trong vong 6 thang
trdic; tin sl xust huyét ndi so; gidm tiéu chu cé nghta (s6 lugng tiéu chu < 50 x 10°/1);
ybu chu phal dung clopidogrel hay khang dbng ubng hay khéng dung nap vél mét
trong 2 thubc nhy,
€6 73% bénh nhin dugc nhin vao nghién cifu ACTIVE-A khéng thé diing khéng vitamin
K dyatrén danh gid ca bac s, khong thé twin thi viéc theo db) bAng INR (international
normalised ratio) duge, d& ngs hay chin thudng ddu, hay nguy cd xust huyét dic higu;
con 1al 26% bénh nhin 14 do quyét dinh cla bac dy/a trén vigc bénh nhan khéng
mudn dung khéng vitamin K.
Nghlén ciu ACTIVE-A c6 41,8% bénh nhan (4 gid nir, Tusi trung binh 14 71, 41,6% =75
tudl. Téng cong cb 23% bénh nhan diing thube chéng loan nhip, 52,1% ding chen béta,
54,6% dling dc ché men chuyén va 25,4% diing statin,
56 bénh nhan gip két cyc chinh (xby ra A6t quy, (3n dbu, nhbl méu cd tim, thuyén tdc
tokn thén khéng thudc hé thin kinh trung udng hay td vong do bién c6 mach mau)
& nhém clopidogrel + acetylsalicylic acid 1d 832 (22,1%) v 924 (24,4%) & nhém gia
dugc + acetylsalicylic acid (mdc gidm nguy cd tidng déi 13 11,1%; khoang tin ciy 95%;
2,4:19,1%; p=0,013) (bing 5); chl y&u |a do gldm manh ty 1§ dot quy, Dot quy xdy ra &
296 (7,8%) bénh nhén & nhoém dung clopidogrel + acetylsalicylic acid va 408 (10,8%)
bénh nhéin & nhém ding gid dugc + acetylsalicylic acid (mdc giam nguy co tdng déi 1a
28,4%; khodng tin ciy 95%; 16,8-38,3%; p=0,00001) (bang 5, hinh 4)
Bing 4 - Bing tom tét dénh gid tin suit xdy ra bién cd chinh
58 (%) cdc Bién c5

Clopidogrel+  Gidduge+  Gidmnguy Gidtr|-p

acetylsalicylic acetylsalicylic  cdtudng

acid (N=3772) acid (N=3782) d8i (%) (KTC

95%)

L&m sang chinh
Nhdl méu cd tim/dét
quy/ tc mach hé théng
khéng 1a hé than kinh
trung udng (HTKTU)/tl
vong tim mach *

Nhdl méu cd tim (TU
vong hodc khéng)

Pét quy (TU vong hodc
khéng)

Thc mach hé théng
khong & hé than kinh
trung udng

TU vong do bénh tim
meeh

 Chitinh bién c6 dbu tién

832 (22,06) 924 (24,43) 11,1(2,4

dén19,1)

0,0133

84(2,23) 105 (2,78)

285 (7,56) 391(10,34)

50(1,33) 48 (1,27)

413 (10,95) 380 (10,085)

Bang 5 - Tém tit tn sust clia cc 1dm sang muc tidu phy va l3m sang khéc
(ITT - cdc bién cd ldm sang da dénh gid)

S8 (%) cdc Bién ¢d
Clopidogrel +  Gla dugc + Glam nguy cd
acetylsalicylic acetylsalicylic  tudng déi (%)

Lém sang acid (N=3772) acid (N=3782) _ (KTC95%)  Gidtrp
DGt quy (T vong 296 (7,85) 408 (10,79) 28,4 (16,8 4én 38,3) 0,00001
hodc khéng)

Dot quy thiéu mau 235 (6,23) 343(9,07)  32,4(20,2dén42,7)
Dot quy xudt huyét 30 (0,80) 22(0,58) -36,3 (-136 dén

21,4)
Dot quy khéng xac 41 (1,09) 51(1,35) 19,6 (-21,4 dén
dinh 46,7)
Tt vong toan b 8251(21,87) B41(22,24)  1,9(-8,048n10,9) 0,6958
Nhdi mau ca tim (TU 90 (2,39) 115 (3,04) 21,9(-3,0dén40,7) 0,0789
vong hodc khéng)
Tdvong machméu 600 (15,91) 599 (15,84)  -0.2(-12,2dén 10,5 0,9759
TAc mach hé théng 54 (1,43) 56 (1,48) 35(-40,3dén33,6) 0,8521

khéng 18 hé than

kinh trung uang
Hinh 4 - Ty 1§ blén cé a4t quy, theo thi glan (phan theo céc bién ¢4 1Am sang)
151 Gib duldcsaspirin:
408 véi che bién c6 (10.8%)
3
&0
T
&
]
S PLAVIX+ aspirin:
ol | 296 bién 6 (7.8%)
] 28.4% RRR (p=0.00001)
£
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=
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Thang tif lic phan ngau nhién

& bénh nhi

Trong mét nghién clu dung lidu ting dan trén 86 tré sd sinh hay tré nho dén 24 théng
tudi c6 nguy cd b huyét khéi (nghién ciu PICOLO), clopidogrel dugc danh gia bng cac
mufc liBu lién tiép nhau 0,01; 0,1 v 0,2 mg/kg & tré sd sinh va tré nhé va lidu 0,15 mg/
kg chi cho tré sd sinh. Ligu 0,2 mg/kg tao ra ty (& trung binh dc ché két tap tiéu cau |a
49,3% (sif dung 5 M ADP dé gdy két tap tiéu c3u) va ty |8 nay |a tudng duang véi ngudi
18n khi diing liBu 75 mg/ngay.

Trong mét nghién cfu ngau nhién, mi doi, nhém song song (nghién clu CLARINET),
906 bénh nhan tré em (sd sinh va tré em) bi bénh tim bam sinh gay tim tai mdc ds
glam nhe cé shunt déng mach phéi val ddng mach chi dudc chia ngau nhién diing
clopidogrel 0,2 mg/kg (n=467) hay gia dudc (n=439) cung véi didu tri ¢ ban két hgp
cho dén khi phau thuat cla gial doan 2. Thai gian trung binh gilla gidn shunt dén lic
ding thude nghién clu 1an dau 13 20 ngay. Khodng 88% bénh hhan ding ddng thdi
acetylsalicylic acid (ligu tif 1 dén 23 mg/kg/ngay). Khéng cé khic biét ¢ y nghia théng
ké giifa cAc nhom xét trén gdp céc tiéu chi chinh gom tf vong, huyét khai trong shunt
hay ty [& phai can thiép lién quan dén tim trudc 120 ngay tusi sau mét bién c& dudc
xem |a huyét khi ty nhién (89 [19,1%)] & nhém clopidogrel va 90 [20,5%] & nhém gid
dudgc). Xudt huyét |3 tac dung ngoai ¥ hay g3p nhat d ca nhom dung clopidogrel va gia
dudc, tuy nhién khong c6 khac biét ¢6 y nghia vé ty 1& xuit huyét gilla 2 nhém. Khi theo
d6i an toan cia nghién cifu trong dai han, c6 26 bénh nhan van can shunt & thai diém
1 ndm tudi dung clopidogrel dén 18 thang tudi. Khdng cd thém lo ngai ndo vé an toan
dudc ghi nhdn trong thi gian theo ddi dai han nay,

CAc nghién cliu CLARINET va PICOLO dulgc thuc hién béng cach sif dung dung dich pha
ché sdn cla clopidogrel. Trong mot nghién cdu vé kha dung sinh hoc tudng quan &
ngudi lén, dung dich pha san clopidogrel cho thay cé mifc g tudng tu va ty & hap thy
hdi cao hdn cla chat chuyén héa luu hanh (bat hoat) so véi dang vién dd dudc phép
IUu hanh trén thi trudng.

DAC TINH DUGC DONG HOC

Hép thu

Sau khi dung dudng ubng litu ddn ddc va cde lidu lp lal 75 mg/ngdy, clopidogrel
nhanh chéng dudc hap thu. Nong dé dinh trong huyét tudng cla clopidogrel khdng
bj bién d8i (gan 2,1-2,5 ng/ml véi lidu 75 mg udng duy nhat) dat dugc khodng 45 phit

sau dung. Hip thu dat it nhat 509, dya trén s\ bai tiét chit chuyén hoa clopidogrel
qua nuéc tiéu,




Phin bé

Clopidogrol va chat chuyén hod [uu hinh chinh (khng hoat ddng) gin két c6 hdi phuc
Initro véi protein huy@t tudng (18n (ugt 15 98% va 94%). Sy gén két in vitro 1 khdng bio
hod xuydn subt dal rong v ndng dd.

Chuyén hoé

Clopldogrel dudc chuyén ho chi yéu tal gan, In vitro vh In vive, nhén thdy clopldogrel
dudc chuyén hod qua 2 con duding chuyén hod chinh: mét qua trung glan men esterase
VA 190 ra 61 thuy phiin thanh dBn chit acid earboxylic bt Hoat (chim B5% chit chuyén
hod 1t hinh), vh mét Ia qua trung glan cia nhigu men cytochrome P450, Dhu tidn,
clopldogrel dugc chuyén hos thanh chit chuyén hod trung gian i 2-oxo-clopidogrel,
Sy chuyén hod tiép theo cla cht chuyén hod trung gian 2-oxo-clopidogrel tao ra chat
chuyén hod hogt déng La mét din xust thiol cda clopldogrel. Invitro, con dudng chuyén
hod nay qua trung gian cic men cytochrome CYP3A4, CYP2C19, CYP1A2, vA CYP286,
Chitchuyén hod hoat dong thiol nay duge phan [ap trongin vitro, gAn két nhanh chéng
v khbng hd! phuc véi cc thy th tidu cdu tir 46 mb de ché két thp tiéu chu.

€, i chit chuyén hod c6 hoat tinh khi dung IiBu nap 300 mg cao gp 4 13n khi dung
It duy tri @ nghy thi 4. € xust hién khoAng 30-60 phat sau khi diing

Thal trir

Khi ubng mét lidu clopidogrel ¢6 dénh dfu “C & ngudl, c6 khoang 50% dude bai tigt
trong nudc tidu va ghn 46% trong phin trong khoang 120 gl sau khi dung thuéc. Sau
khi uBng lidu duy nhat 75mg, clopidogrel cé thisi glan ban huy g3n 6 gie. Théi glan ban

huy thal tril cia chét chuydn héa Iuu hanh chinh (3 8 gi& sau khi dung lidu duy nhit
va diing lidu 13p lal.

Dugle ly di truyén hoc ‘
Men CYP2C19 tham gia vao sy thanh 13p cA hai chiit chuyén hoa hoat djng va chit
chuydn hod trung glan 2-oxo-clopidogrel. Khi do Iudng bing cic phudng phap phan
thch kit tp tiéu chu ex vivo, thc ddng khang tidu cbu va dudc déng hoc clia chit chuyén
hod hoat déng cla clopldogrel 13 khic nhau tuy theo kiéu gen CYP2C19.
Kidu hinh CYP2C19* 1 tudng Ung véi chuyén hod chic ning day dd trong khi dé céc kidu
hinh CYP2C19*2 va CYP2C19*3 tudng dng véi chuyén hod mét chic ning. Cac kiéu hinh
CYP2C19*2 v CYP2C19*3 chiém B5% cac kiéu hinh gidm chilc néng & ngudi da tring va
99% & ngudi Chiu A. Cac kiéu hinh khic cé chife ning suy gidm hojc thiéu hyt bao gom
CYP2C19°4, 5, *6, *7 va *8 nhung ching it gdp hon trong dén s6 chung. Mt bénh nhan
& trang thai kém chuyén hod thi s& s& hilu 2 kidu hinh mét chirc n3ng nhu dinh nghta
néu trén, Tan xufit da dudc cong b vé kiéu gen CYP2C19 kém chuyén hod 13 gin 2% &
ngudi da trdng, 4% & ngudsi da den va 14% & ngudi Chiu A, Hién a3 c6 céc xét nghlém
ding kiém tra kidu gen CYP2C19.
Mt nghién ciu bit chéo trén 40 ngudi khoé manh, chia [3m 4 nhém mai nhém cé 10
ngudl cing cb chit chuyén hod CYP2C19 gdm cyc nhanh, [ugng I6n, trung gian va kém,
dudc ddnh gl v tinh chit duge déng hoc v dép dng khdng tiéu cBu bing cach diing
1ieu 300 mg clopidogrel sau d6 1A iku 75 mg/nghy va 600 mg sau d6 13 150mg/ngay,
mbi cdch dung kéo dbi trong 5 ngdy (A€ dat trang thal 8n dinh). Khdng cb sy khac bidt
16 rit ndo vé cAc chiit chuyén hod hoat déng v trung binh (e ché két tap tiéu cau (IPA=
Inhibition platelet aggregation) giia nhém chuyén hod cyc nhanh, lugng [6n va nhém
trung glan. & nhém chuy@n hod kém, chét chuyén hod hoat dong gidm 63-71% so véi
nhém chuy@n hoa (Ugng 18n. Sau diing lidu 300mg/75mg, dp (ng khang tidu chu giam
& nhom chuyén hod kém véi IPA trung binh (5 M ADP) 13 24% (24 gi¢) va 37% (ngay
5) 50 V81 1IPA (3 39% (24 glds) vi 58% (ngay 5) 4 nhém chuyén hod lugng |6n va 37% (24
g19) vh 60% (nghy 5) & nhém chuyén hod trung glan. Khi nhém chuyén ho4 trung gian
nhén dugc lidu 600mg/150mg, chit chuyén hoa hoat tinh xust hién cao hdn khi ding
300mg/75mg. Hon nila, IPA (3 32% (24 gi&) va 61% (ngdy 5), cao hdn & nhém chuyén
hod kém ding li8u 300mg/75mg va tudng dudng vl cdc nhém chuyén hod CYP2C19
khiie dung liéu 300mg/75mg. Lidu thich heip cho nhém bénh nhin ndy chua dudgc xdc
1Bp trong ch¢ nghién cdu 1am sang ¢6 tinh dén két cuc,
DBng nhat véi cae két qua néu trén ddy, mbt phan tich téng hdp tif 6 nghién cltu trén
335 bnh nhiin ¢ dung clopldogrel & trang thai 6n djnh cho thay chat chuyén hod hoat
tinh gidm 28% & nhém chuyén hod trung gian, 72% & nhém kém chuyén hoé trong khi
d6 (fc ché két tap tiéu cu (5 1M ADP) gidm véi khac bigt IPA [3n lUgt 1a 5,9% vh 21,4%
khi so véi nhém chuyén hod lugng 18n.
Anh huéng cia kiéu gen CYP2C19 trén cc két cyc L&m sang trén bénh nhin diga tri
bing clopidogrel chua dudc ddnh gid trong cdc nghién cdu ngau nhién, tien cdu c6
nhém ching. Tuy nhién, c6 mét s6 cac phén tich hdi cdu dé danh gi téc dong nay
trén bénh nhan diédu tri bing clopidogrel cé cac két qua phan tich kiéu gen, d6 |a cac
nghién cu: CURE (n=2.721), CHARISMA (n=2.428), CLARITY_TIMI 28 (n-227), TRITON-
TIMI 38 (n=1.477) va ACTIVE-A (n=601), cling nhd mét s6 cdc nghién cdu doan hé 43
dugc cbng bb.
Trong nghién cdu TRITON-TIMI 38 va 3 trong s6 cac nghién clfu doan hé (Collet,
Sibbing, Glustl) nhém két hgp ce bgnh nhin vé trang thal chuyén hod kém va trung
glan b ty 18 che bidn ¢6 tim mach (L vong, nhdi méu cd tim va dot quy) va huyét khéi
trong stent cao hdn nhém chuyén hoé lugng 16n.
Trong nghién ciu CHARISMA v mdt nghién clu doan hé (Simon), ty |& gia ting bién ¢6
chi duge ghl nhén & nhém chuyén hod kém khi so sénh véi nhém chuyén hod lugng 16n.
Trong chc nghién cliu CURE, CLARITY; ACTIVE-A va mbt nghién cliu doan hé (Trenk),
khéng thiy c6 tAng ty 1§ bién c6 dfa trén tinh trang chuyén hod,
Khéng c phan tich ndo trong s6 cac phéin tich trén ¢6 di ¢d mau thich hgp dé tim thay
st/ khic bigt vid kit cyc & nhém chuyén hod kém.

Dugc ddng hoc cia chit chuyén ho hoat ddng clia clopidogrel khang dugc biét rd trén
nhém dén s6 dic biét nay,

Suy than

Uc ché sy két tap tiéu cdu qua trung glan ADP thip hdn 25% 50 Véi ngudi khoé manh
sau khi dung lIBu l3p lai 75 mg clopidogrel mbi ngay trén bénh nhan suy than ndng (6
thanh th creatinine tif 5-15ml/pht). Tuy nhién, thii gian chay mau kéo dai |3 tudng
dudng vdi ngudsi khoé manh diing 75 mg clopidogrel mdi ngay. Hdn nila, dung nap lam
sang (a t6t cho tat ca bénh nhan,

Suygan

Ue ch‘é sy két t3p tiéu cBu qua trung gian ADP |3 tudng dudng véi ngusi khoé manh sau
khi dung ligu 13p lai 75 mg clopidogrel m&i ngay trong 10 ngay trén bénh nhan suy gan
néng. Sy kéo dai thdll gian chdy mau trung binh ciing tudng dudng nhau gilla 2 nhém.
Chiing téc

Ty 1§ ngudi ¢6 cac kigu hinh CYP2C19 giy ra sy chuyén hoa CYP2C19 trung gian hay kém
khéc bigt tuy theo sdc toc/chiing tdc (xem phan dugc Iy di truyen hoc). Theo y vin, cb
sy han chétrén dir liéu c6 s3n clia ddn s6 chau A gitip dénh gid anh hudng lam sang ciia
viéc xéc dinh kiéu gen clia men CYP nay |&n cac két cuc lam sang.

QUY CACH BONG GO

Hp 1vix 14 vién nén bao phim

DIBU KIEN BAO QUAN

Bao quan thudc & nhiét d6 khéng qué 30°C.

HAN DUNG

36 thang ké tif ngay san xuat.

TIBU CHUAN CHAT LUQGNG: TCCS

TEN, B|A CHI CUA €d S8 SAN XUAT THUGC
Sanofi Winthrop Industrie
1, rue de la Vierge, Ambarés & Lagrave, F-33565 Carbon Blanc Cedex, Phap.




