DuoPlavin® 75

Clopidogrel lacetylsalicylic acid
vién nén bao phim

THUOC BAN THEO BON
DOC KY HUONG DAN S p .
DE XA TAM TAY TRE EM.

mg/100 mg

THONG BAO NGAY
THUOC.

THANH PHAN

- Hoat chat chinh: Clopidogre! va acid acetylsalicylic.

Mi vién chira: 75 mgq clop; . i ic (ASA)
. e pidogrel (dwéi dang hydrogen sulphat) va 100 mg acid acetylsalicylic (ASA). . 5
\ qw Augc vién nhan: mannitol (E41), macrogol 6000, cellulose vi inh the, low substituted hydroxypropylcelluose, tish bt ngd
dau thau dau hydrd-héa, acid stearic va oxid silic khan dang keo

: . a
- Ta duoc bao vién: lactose monohydrat, hypromellose (E464), titani dioxid (E171), triacetin (E1518), oxid st 66 (E172). v
meSSmccm.

DANG BAO CHE Lo
_.ucouﬂé 75 mg/100 mg I3 vién nén bao phim hinh bau dyc, hai mat hoi 18, mau héng séng, 06 khc ‘C75' & mdtmat va

O mat kKia.

CHI DINH

DuoPlavin duoc chi Ginh 68 dyr phong thir phat cAc bién o huyét kni do xorvira & bénh nhan ngu trréng thanh dang ding
4 clopidogrel va acid acetylsalicylic (ASA). DuoPlavin [ thubc phéi hop lidu o6 dinh aé tiép tuc q__,mc tn trong:
. %. _MS@ mach vanh cap khong c6 doan ST chénh 1én (dau that nguc khong n dinh hodc nhdi méu co tim
¢a nhirng bénh nhén danq g t stent sau khi can thiép mach vanh qua da . o
* Nhoi mau co tim c4p 6 doan Mq u_q@n%_g trén bénh nhan duoc diéu tri ndi khoa i didu kién dé dung ligu phap tieu SO1
huyét.
Xin xem thém théng tin myc dugc le hoc.
LIEU DUNG VA CACH DUNG
Lieu diing
* Nguon iém va ngun gia
u? %3 DuoPlavin méi ngay mét liéu duy nhét 75 mg/100 mg.
uoFiavin dwrgc dung sau khi da khéi tri clopidogrel va ASA riéng Ié. RIS
- Trén bénh 5%@8_. chimg mach w_%nﬂ. &M@»MS ¢6 doan ST chénh n (dau thit nge khong &n dinh hoge ”»a. _H._”,_ _.m
tim khong ¢6 séng Q): Théi gian diéu trj toi wu chura droc xac dinh chinh thire. DI ligu tir thir nghiém _wa ng %,._8
VIEc sir dung Ién dén 12 thang, va li ich t6i da dugc nhn thay sau 3 thang (xem dugc dong hoc). Neu ngung
DuoPlavin, bénh nhan cé thé vn dugc hudng loi khi tiép tuc ding mot trong hai thudc khang tiéu cau. S
- Trén bénh nhén nhéi méu co tim c4p c6 doan ST chénh lén: Nén bt dau Giéu tr cang som cang tot sau kh w_s. p ;
chimg va tiép tyc diéu tri it nhat 4 tuan I8. Loi ich ciia sy phdi hop clopidogrel véi ASA ngoai pham vi 4 M_ n Scﬂcqﬁ_”o
nghién ciru trong bénh canh nay (xem duge 6ong hoc). Néu ngung dung DuoPlavin, bénh nhan cd thé van dugc huong
Iri khi tiép tuc ding mét trong hai thudc khang tiéu cAu.
Néu quén ubng mét lidu: :
- Trong <oamo chira qué 12 gicr sau gitr ubng thubc thuromg 16: bénh nhan nén diing ngay mot lidu rdi sau 66 ubng idu ké tiep
vao gior thurdng €. |
- Néu 84 qué 12 gitr: bénh nhan nén ubng liéu ké tiép vao gitr thirdmg 16 va khong duge tang libu gap doi
+ Tré em .
Tinh an toan va hiéu qué ciia DuoPlavin trén tré em va thiéu nién duéi 18 tudi chira dugce chimg minh. DuoPlavin khong dugc
khuyén dung trén cac dbi tugng nay.
 Suy than
Khéng dugc ding DuoPlavin trén bénh nhan suy than nang (xem chdng ch dinh). Kinh nghiém diéu trj con s.%.% trén bénh
nhan suy thén tir nhe dén trung binh (xem Luru § dZc biét va than trong khi ding). Do d6, phai than trong khi ding DuoPlavin
trén nhirng bénh nhan nay.
¢S n
xyﬂoﬂkowm:.qo dung DuoPlavin trén bénh nhan suy gan nang (xem Chdng chi dinh). Kinh nghiém diéu tr 8: 3: ché trén 8::.
nhan ¢ bénh gan vira phai von |4 doi twgng cb co dia d& chéy méu (xem Luu y déc biét va than trong khi ding). Do 6, phdi
than trong khi dung DuoPlavin trén nhirng bénh nhan nay.

7 DUNG
CHO BAC S HOAC DUQC ST NHUNG TAC DUNG KHONG MONG MUON GAP PHAI KHI SU DUN

khdng cd song

Céach dung .
Ding duwong uong .
C6 thé udng thudc khi déi hodc khi nO.

CHONG CHI PINH e
Vi siz hién dién cta hai thanh phan
- Qué man véi cac thanh phan

3 n nang. . =
- wﬁ%&%%g |y dang hoat ddng nhu loét da day-t4 trang hodc xuat huyét ndi so.

i ra. vi an dién ctia ASA, nén thuoc ciing bj chéng chi dinh trong:

Zo&%&r% ”M_:%h%_mnmo viém khong-steroid %mko& va hol o:.@:m :m:. sms. 39. va B_ﬁc mii. B&nh nhan co bénh
ly dwong bao tir trdrc, ma viéc stz dyng acid acetylsalicylic & ho co 3m.om< ra phan ung qua man ndng (bao gém sdc tudn
hon véi triéu chimg d6 bimg, ha huyét ap, nhip tim nhanh va buén nén)

- Suy than naing (dd thanh thai creatinine < 30 mi/phdt).
- Ba thang cuéi thai ky (xem Phu nir cd thai va nuéi con bang sia me).

CANH BAO VA THAN TRONG KHI DUNG THUOC

trong san phdm, chang chi dinh ding DuoPlavin trong truémg hop:
hoat chat hoac bt ky ta dugc ndo dugc ligt ké trong danh muc t4 duge

Vi nguy co chdy méu va cac phan (mg bat Igi vé huyét hoc, nén xem xét thuc hién ngay xét nghiém dém &. lrgng té bao mau
vashoic cac xét nghiém thich hop khac mdi khi xuat hién cAc triéu chirng |am sang goi ¥ xuat huyét trong qua trinh q_wc.a.ﬁx.ma
Téc dung khong mong mudn). Vi la thuoc khang tiéu cau kép, nén than trong khi dung DuoPlavin frén bénh m:wz cd so. bi tang
nguy co' chdy méu do chén thuong, phau thuat hodc cac tinh trang bénh Iy khéc va trén bénh :ﬁ: dang dieu trj voi cac s&n
NSAIDs khéc, bao gdm thuée rc ché COX-2, heparin, thubc trc ché glycoprotein IIb/llla, cac thube e ché tai hip thu serotonin
¢ chon loc (SSRIs), thudc tiéu sgi huyet hoc cc thudc két hop véi ting nguy co xudt huyét nhu 4 pentoxifylline (xem Tuong
tc voi céc thuoc khac va cac dang twong tac khac). Phai theo ddi kj moi dau hidu xuat huyét trén bénh nhan, k& ca chay mau
an, d3c biét 1a trong nhirng tudn dau dieu trj vamhodc sau cac thi thuat hodc phau thuat tim xam 14n. Viée déng thar st dung
DuoPlavin véi céc thube khang dong khéc khdng dugc khuyén nghi vi c6 thé [am tang cuong 40 chdy mau (xem Tueong tac van
cac thuoc khéc va cac dang twong tac khac).

Bénh nhan nén thong bao cho béc si va nha si rang minh dang dung DuoPlavin tnedre khi 1én lich phau thuat va tnede khi dung
bat ctr mdt thuoc méi nao. Khi cén nhac phau thut lya chon, nén xem lai nhu cdu cia liéu phap khang tieu cau kép va xem xét
str dyng mot thudc khang tiéu cau don ddc. Néu bénh nhan phai tam thi ngung dling ligu phdp khang tiéu cau, nén ngimg
thudc DuoPlavin 7 ngay trude khi mo.

DuoPlavin kéo dai thoi gian chdy mau va nén than
(dac biét 2 xuat huyét tiéu héa va ndi nhan ciu).
Ciing nén béo cho bénh nhan biét rang khi udng DuoPlavin thi phai mat mdt thari gian dai hom thueng 1 mau mos ngung chay,
va ho nén béo cho béc sT biét moi xuat huyét khac thudmg (vi tri va thxi gian),

Ban xuat huyét gidm tiéu cau huyét khoi (TTP= thrombotic thrombocytopenic purpura)

trong khi dung trén bénh nhan co cac sang thurong ¢d xu hudng chay mau

TTP da dugc bao céo trong mot sd rat hiem tredng hop sau khi diing clopidogrel, ddi khi sau mdt phoi nhiém ngan. Dac diem
cda tinh trang bénh Iy nay a gidm tieu cdu va thiéu mau tan huyét do bénh ly vi mach két hgp voi cac dau hiéu than kinh, ri
loan chirc néing thdn hodc sot. TTP 1& mt bénh cd tém nang tir vong cn didy kip thé, ke ca loc huyét trong.

Bénh méu khé dong mac phai

Bénh mau kho dong mac phai da dugc bdo cao sau khi dung clopidogrel. Trong treong hop kéo dai théi gian thromboplastin
hoat héa tirmg phan duge phan lap xac dinh di kém hodc khdng kém chdy mau, cdn can nhdc dén bénh mau kho dong mac
phai. Bénh nhan cé chan doan xac dinh cua bénh mau khd ddng mac phai cdn duoc xi 1y va didu tri bar cac chuyén gia, va nén
ngung st dung clopidogrel.

Con thiéu mau ndo thodng qua hodc dot quy gdn diy
Trén bénh nhan gdn ddy bj thiéu mau cyc b3 nio thodng qua hodc dot quy cd nguy cor cao tai phat tai bién thidu mau cuc bd,
phdi hop ASA va clopidogrel dugc chirng minh 14 lam ting xuAt huyét ndng. Do do, viéc phdi hep thudc nhur thé cin duor thic
hién than trong ngoai nhimg tinh hubng am sang ma phdi hep thude d3 duoc cheng minh 13 ¢4 loi.

Cytochrome P450 2C19 (CYP2C19)

Dugc di truyén hoc: & nhirng bénh nhan co chuyén héa CYP2C19 kém. clopidogrel & liéu khuyén cdo it tao thanh cac chat
chuyén hda cd hoat tinh clia clopidogrel va cd dap img chirc nang tiéu cau nho homn. Da ¢ cac xét nghiém d& xac dinh kiéu gen
CYP2C19 & bénh nhan.

Vi clopidogrel dwgc chuyén hda thanh chat chuyén hoa co hoat tinh mdt phan nhér CYP2C19, viée st dung cc thudc (e ché
hoat tinh ctia men nay dy kién sé lam gidm ndng dd clia chat chuyén hoa cd hoat tinh cta clopidogrel. Mi lién quan |am sang
cla sy trong tac nay khdng rd rang. D& than trong, khdng nén st dung dong theri cac thude tre ché CYP2C19 manh hodc trung
binh (xem Twong tac vai cac thude khdc va cac dang twong tac khac danh myc cac thude tre ché CYP2C19, va xem dugc ddng
hoc)
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tudc khdc va cc dang tiromg tc KNAC)

Phan (mg chéo gia nhimg thiendpyndines

aenhnmrvmmdsnhgﬁ‘*“ s’ qud mén cim vori cac thienopyridines (nhu clopidogrel iclopidine, prasugrel) do phan
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Thén trong cin thidt vi 20 ASA |
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* Trén 1 em dueon 18 L vl 08 T8 06 sy kbt hop gira ASA va hdi chimg Reye. Hl thitng Reye 1a bénh rét hidm gép nhumg
of thé gty tir vong , .
%,mwwmmmﬂx(mdew\ngM) yorgenase

Duong By hoa .

Nén than trong khi ding DuoPlavin irén bénh nhan o) tiln si loét da day hodc xudt huyét da day-ta trang hodc 06 cAc tridy
Mbmwmmwﬂﬁwﬂubﬂdadﬁyvacbmédﬁnd&mﬂlhuyéldaday,dcmcdungkhongm,g
mﬂmuuyuoammmmg&pmud&y.qm.mwn.am&a.vamélhuyétueummacaunhang
triéu chimg khdng quan trong & duomg Biéu hda trén, nw kho béu, thuximg gép va o thé xdy ra bt o o ndo trong khi didy
m,NymAcnbndrhbaodcdéuhéuumbélvéméthuyéLngaydkhikhOngoONuchungMuhda!nmcdo Nén bao
cho bénh nhan biét cac dau hidu va théu chimg cila cAc tac dung phy khdng mong mudh trén duomg tidu héa va cAn phai 1am
qinéudnngxéym(xem Tac dung khbngmongmubn)

Té duox

DuaPiavin chira lactose. Bénh nhan o6 nhimg vén a2 di truydn hidm gap v& khdng dung nap galactose, thibu men latase o
ching 10c Lapp hodc kém hap thu glucose-galactose khdng nén diing thudc nay. e tame
Thubc nay cdn chira dau thu ddu hydrd-hda o6 thé gy ndng byng va tidu chy

Phy nir co thai va nudi con bang sira me

Phu nie c6 thai

Hign khding co sb ligu 1am saing vé phar nhiém véi DuoPlavin trong thai ky, Khdng nén ding DuoPlavin trong ba thang dAu va
ba théng gilra thai ky triz khi tinh trang [m sang cila thai phy @i hoi cAn didu trj vi dopidogrelASA iaddi:
Vi sy hién dién cila ASA, DuoPiavin bl chng chi dinh trong ba thang cudi thai ky
Clopidogre!-

Vi khdng o6 80 s6 iy vé viée phot nhiém clopidogrel trén phy nir ¢ thai. 13t hon 14 khong nén sir dung clopi

1 i o e phu n ai, khong nén sir dung clopidogrel trong sudt

Nghién ciry tréin 6ong vat khdng cho thay tac dyng nguy hai tryc tiép hoac gidn tidp nd0 6&n qua trinh mang thai. su phal ré
phdVthal nhi, sy sinh & hasic phal Hén sau khi sinh. - bl ot ol

»

ASA.
L&Mp@ndén?OOmghg&y)f
Ngfuén ciru 18m sang cho théy nhimg béu 1én dén 100 mg/ngay, duroe sir dung han hep trong san khoa, vén cn theo ddi d3c
biét, 19 ra an toan
&waﬂw y

©0 du kanh nghiém lm sang vé vic sir dyng libu trén 100 mgingay 38n 500 mg/ngay. Do 6, nhimg khuyén nghi duoi
aymmmmmsmwmummmmmwmmm
Lieu 500 mg/ngay trir lén-
chméu&agmmmunmwmmmnmxwmmmﬁm&sb|:ounmcngmen
Giru dich 18 hoc gon  cho théy tng nguy o' sy thai va dj dang fim va tat ho thanh byng sau khi dung thudc e ché sy ting
xgmg‘ar\df\mfg&:ma.ky..Ngwcqmyeld&uhdidaﬂgtinmnngh‘:m1%,la\khoéng1.5%.Nguyooduvc
s 'ang theo liéu diing va thoi gian diéu trj. Trén dong vat, viée diing thudc irc ché 13ng hop prostaglandin dugrs chimg minh
mga‘idgzﬁﬂhsnhmOtod&lmhidwcﬂhﬁ\hﬁMWdeamaiki).M\gnéndimaddaceMsaﬁcyan
rhoys "?"'é‘Wmmmmmwwu':aangmmvgmmacanaénmnmzmamai
kv(méngmusmmai).Mgﬁ&;mﬁwgmmmwgrgénmgm

trung binh (xem Canh bao va than trong khi ding, Duge dng hoc)

Tir bét 0u thang thir 6 cila thai ky, tht ca cac thube e ché tdng hop prostaglandin cd thé 1am cho:
+ thal nhi phot nhidm véy

. 80 tinh tim phdi (36ng A9ng mach sérm vA ting 4p phdi)

- i logn chirc nang thin, cb thd 1y tridn dén suy than vin thidu &
+ me va tré so sinh, vo cudl thai kj, phor nhibm vot

- khd nding kéo dai thor gian chdy mau, b thé xdy ra téc dung ching két tap tibu chu ngay ca vén lidu rét thp;

- e ché sy co that tir cung din adn chgm chuyén da hodc chuyén dg kéo da
Nubi con bang sira me TR
Khoing rd clopidogrel ¢ dugre 6ét vao sira me hay khing cacngmenumtrenaongvmmomyoasubmmmadop'dm'
vao trong sua. ASA dugc biét 14 tiét vag siya me v&i nhimmg lwomg han ché Nén mmmmmmwwaﬂ"@“
trj voi DuoPlavin
Kha ning sinh sin
Kndng cd du héu v8 khd ndng sinh san v DuoPlavin. Khdng 6 béng chimg clopidogrel anh hurémg dén kha ndng sinh san
trong cAo nghién curu trén ddng vt Khong rd liéu ASA cb anh hurdmg kha ndng sinh sdn hay khdng
anh hwdmg cla thube dbi véd cong vide
Mot 88 tac dyng khdng mong mubdn nhvy chéng mat cd thé xdy ra, nén than trong trong nhimg truémg hop ndy
TUONG TAC CUA THUOC VO1 CAC THUOC KHAC VA CAC LOAI TUONG TAC KHAC

Nquywwﬁi huyé! tang cao do tac ddng hd tro libm nang. Nén than lrong 861 vor vide diing cung 10¢ ¢Ac thudc lign quan dén
nguy o0 Xudl huyét (xem Canh béo va than trong khi dng thudc)

Vibc sit dyng dng thori DuoPlavin voi thubc khang ddng dang ubng khdng duge khuyén nghj vi o6 thé 1am tang marc 66 chdy
mau (xem Luru y 64c biét va than trong khi diing). Mac du viée sir dung clopidogrel 75 mg/ngay khong 1am thay d& dugc dong
hoc cua S-warfarin hodc chi s6 binh thuing héa quéc t (INR) & nhiimg béoh nhén I ligu dai ngay, dung ddng thoi clopidogre
véi warfanin 1am tAng nguy co chdy mdu do céc tac dung khong phy thude trén sy cAm mau
Nén (h4n trong khi ding DuoPlavin trén bénh nhan dang dibu tri ddng thori vér thube (rc ché glycoprotein lIb/lla (xem Canh béo
va than trong khi dung)
Trong mdt nghién ciru 14m sang dugre thye hién trén ngudn khde manh, clopidogrel khong nhat thiét 1am thay doi | U heparin
hodc anh hurdng dén tac dung cia heparin trén sy 8dng méau. Dang chung véi heparin khéng anh hudng gi aén s (rc ché két
tap tiu cAu do clopidogrel gay ra. C6 thé ¢6 moL twang tac duge lye hoc gilra DuoPlavin va heparin, dan 6én tang nguy co
chdy mau. Do d4, phai than trong khi dbng thtri sur dyng hai (hubc nay (xem Canh béo va thn trong khi dung),

kil
D4 an toan khi sir dung dbng thér clopidogrel, thudc liéu si huyét dac hidu hodc khdng dac higu véi fibrin, va heparin da dugre |
84nh gia trén bénh nhan nhdi méu co tim cAp. Ty 1& mén méc cua xudt huyét ¢ ¥ nghia 1am sang (wong ty nhu ty 1§ nay da |
quan s4 dugc khi ding chung cAc thudc tidu 51 huyét va heparin véi ASA (xem T4c dyng khang mong mudn). DY an toan cia
vibc ddng théi sir dung DuoPlavin véi cac thudc tiéu sgi huyét khac chura duge chinh thire chimg minh va nén than trong khi
dung chung (xem Canh bao va (hjn trong khi dung)

Trong mdt nghién ciru 1am sang dugc thye hién trén ngudi khoe manh tinh nguyén, viéc dong thoi sir dyng clopidogrel va
naproxen [am 1ang chdy mau &n & duong tiéu hoa. Do d6, khong nén ding chung véi cac thube NSAIDS ké ¢a thube (rc ché
COX-2 (xem Canh bdo va than trong khi dung).
Dir liéu thuc nghiém g ¥ rdng ibuprofen cd thé (rc ché_téc dung ctia asprrin liéu th4p trén sy két tp tiéu cau khi ching duge
diing cung ldc. Tuy nhién, nhimg han ché cda nhimg dir liéu nay va sy thiéu chic chén khi ngoai suy cac $0 liéu ex vivo sang
tinh hudng 1am sang ham y ring khéing thé dua ra mot két ludn chic chdn dbi voi vic str dyng ibuprofen thuong xuyén, va
khdng ¢ tac dyng c6 y nghia 13m sang nao dugc xem la co thé do viéc thinh thodng str dung ibuprofen (duoc luc hoc). |
Metamizole ¢4 thé Iam gidm tac ddng ciia ASA trén sy két tap tidu cAu khi dung 6dng thoi. Do 46, nén than trong ddi von su két
hgp nay & nhimg bénh nhan ding liéu thip ASA dé bao vé tim.
SSRIs:
Vi SSRIs &nh huémg hoat héa tiéu ciu va tang nguy ;:o chdy mau, nén thin trong khi diing SSRSs vo1 clopidogrel.

d- y . g .
Vi clopidogrel dugc chuyén hoa thanh chat chuyén héa cd hoat tinh mét phan nher CYP2C19, viée stz dung nhimg thudc (rc
ché hoat tinh cia men nay dy kién s lam gidm ndng d3 ciia chil chuyén héa 6 hoat tinh cla clopidogrel. Lién quan lam sang
clia twong téc ndy chura chic chdn. D than trong, khéng nén sir dyng déng thai nhimg thudc irc ché CYP2C19 manh hodc |

Nhimg thubc (rc ché mgnh va trung binh thy thé CYP2C 19 gbm c6, Wi du, omeprazole va esomeprazole, fluvoxamine, fluoxetine,
moclobemide, voriconazole, fluconazole, ticdopidine, carbamazepine, va efavirenz. |
Thubc ¢ ché bom proton (PP):

Omeprazole 80 mg mét t4n mé ngay ding hosc déng thir vi clopidogrel hodc cach 12 giér gilra cac 1 diing cua 2 thudc lam-
giém sy tiép xiic cua chat chuyén héa o hoat tinh 14 45% (i ti) va 40% (éu duy tn). Sy syt gidm nay lién quan dén sy gidm

SUt 33% (Weu ti) va 21% (Iéu duy 1) clia Urc ché két tip tiéu chu. Esomeprazole dy kién b twong tac trong ty véi clopidogrel.

Cac db béu khdng nhét quén vé di chimg lm sang cua trong tic duge ddng hoc (PKY dugc lye hoc (PD) v céc bién of tim |
mach chinh da dugc ghi nhin tir c3 hai loai nghién clru 3m sang va nghién ciru quan sat D8 thén trong, khong nén sir dyng

chung vol omeprazole hodc esomeprazole (xem Canh bao va than trong khi dung). .

Sur giém st it 16 1t hom cua viéc bép xiic cac chét chuyén héa dugc quan sét thiy vdi pantoprazole va lansoprazole.

Nong 85 huyé! twong cua chét chuyén hoa o hoat tinh gidm 20% (liéu ti) va 14% (Léu duy tr) trong qué trinh didu trj 8dng thér |
VO pantoprazole 80 mg 1 #&n mdi ngay. Diu nay of lién quan dén vic suy gidm (rc ché két tap tiéu cdu trung binh tromg img

18 15% va 11%. Cac két qué néy chi ra rdng dopidogrel cd thé ding chung von pantoprazole.

Khdng o6 bang chirng cho thdy cac thudc khéc lam gidm acid da day nhu thudc (re ché H2 hodc cac thudc khang acid gdy can

trd hoat tinh khéng tiéu cu cua clopidogre!

Mt 56 nghién clru 1am sang khéc (3 dugr thyc hién voi copidogrel v cc thubc durgc dung chung khéc d8 khao sét tiém nang

trong téc duoe lye hoc va dugc 8ong hoc. Kndng théy bét ky tuong tac dugr lye hoc od y nghia ndo khi ding chung clopidogrel

vii atenolol, nifedipine, ho4c c3 atenolol va nifledipine. Hom nira, hoat tinh duoc luc hoc cua dlopidogrel khdng bj anh hudmg |

dang ké bdi viéc ding chung vir phenobarbital, hoic estrogen.

Duoc ddng hoc clia digoxin hoac theophyliine khdng thay d5i khi Buge ding chung vin dopidogrel. Thube khang acid

lam thay 65! mirc 63 hap thu clopidogrel :

Dir liéu tir nghién ciru CAPRIE chl ra rang Phenytomn vé Tolbutamide la cac chét chuyén héa bdi CYP2C9 6 thé an toan khi
dung chung vor clopidogrel. T

Cac thufc I chét nén clia CYP2C8: Clopidogrel cho thlly tang phori nhiém repaglinide & nguot inh nguybn khde manh. Cac
nghién ciry in vitro chl ra réng sy tang phoi nhiém repaglinide 13 do G ché CYP2C8 béi sy chuyén hda glucuronide cua
dopidogrel. Do nguy co nng 63 huyét twong tang, viéc sir dyng ddng thoi cua clopidogrel va cac thubic 43 bj logl bo trudc d6
bén sy chuyén hda qua CYP2CS (e.g., repaglinide, paciitaxel) can nén than trong (xem Canh bao vé thin trong khi ding)

Céc thubc khac dung cing I vin ASA:

Cac twong tac von ASA d3 durgc bao cio voi nhimg dugc pham sau ddy.

- Thubc lgi éu urat (benzbromarone, probenecid, sulfinpyrazone); Cn than trong vi ASA cd thé (rc ché tac dyng clia thube loi
niéu ural thdng qua sy thai trir canh tranh acd unic.

- Metholrexat' V) sy hién dién cia ASA, nén than trong khi ding methotrexat & libu cao hon 20 mghudin cling vén DuoPlavin,
vi nd cb thé (rc ché s thanh thai methotrexat & thén, din dén ddc Linh ty xuong.

- Tenofovir: Viéc diing chung vor tenofovir disopraxdl fumarate va NSAIDs ¢ thé 1am tang nguy co suy thin.

- Acid Valproic- diing ng thon salicylate va acid valproic c6 thé 1am giam protein gén két vari thy thé chuyén hoa acid valproic
|am téng ndng 6 1bng v ty do acid valproic rong huyét tuomg.

. Vaocine thily 83u- Cac bfnih rhén 6urr Khuyén nghi Khng nén ding salicylate rong khodng 6 i sals khi iém ngora vaccine

thily d5u. MOt s5 truramg hop xdy ra hi chimg Reye sau khi sir dyng salicylate khi nhibm thily d3u (xem Cénh béo va thin
ikhi dung).

X MMmmnmmawmwwwmvmmmmmdwwmmmwm&nmn
dluy‘\Ml.

- Nicorandil: (Y bénh nhan sir dyng dng thai nicorandil va NSAIDs bao gbm ASA va LAS, o6 sy gia tang nguy co clia cAc bién
chimg néng nhu loét, thiing da day 14 trang hogc xuét huyét (xem phan 4 4)

- Céc twomg the khic v ASA: Cc twomg the voi libu cao (khéng viém) clia ASA cling 8 8ugc bao céo voi nhimg thudc sau
8y thubc (rc ché men chuyén (ACE), phenytoin, thubc chen béta, thube loi tiéu, va thubc ha dudng huyét ubng

- Ruou: Rugu cb thé 1am taing nguy oo 1bn thugng duomg tibu hba khi ding voi ASA. Bénh nhén cdn dugc t vén vé nguy co

18 thuomg va xut huyét duong éu héa khi ding dopidogrel két hop ASA vér rugu, dc bigt khi ubng rugu dai ngay hodc

nghién rugu ngng (Luru y dac bigt va tan rgng khi dng)
- Céc tuong tac khéc vor clopidogrel va ASA: Hon 30.000 bénh nhan da dugc nhn vao cac thir nghiém lam sang véi dopidogrel

kit hop v ASA dung & libu duy trl thap hon hojc béing 325 mg, v dbng thér dugc ding nhibu thubc khc nhau bao gbm
ubc lor tiéu, thubc chen béta, thubc ACE, thubc dbi khang cald, thubc ha cholesterol, thuc gidn mach vanh, thubc chéng

441 thio duomg (bao gom insulin), thubc chéng agng kinh va thudc bi Khang GPIIb/Ila ma khdng thay biéng chimg tirong tac
bt lgi o6 y nghia lam sang. -
Ngaai nhimg théng tin twang tac thubc cy thé duge md t trén day, cac nghién ciru lyong tc véi DuoPlavin va mt s thubc
mmdungmbemm\anmbbnhmvfmhuy&uﬂmmmucmn

zbc;\'“" h miln S&¢ phan vé*, bénh huyét
thanh, phan ung phan vé,
phdn (rng qua mén chéo
gilra cac thudc trong nhom
| thienopyndines (nhwr ticlopidine,

| prasugrel) (xem Canh bao va
th@n trong khi dung)™, lang
n4ng trigy chimg d| (mg hodc

| di &ng thic 8n*

gc DUNG KHONG MONG MUON |
an toan cua clopidogrel da dugc danh gia trén hon 42.000 bénh nhan tham gia vao cac nghién ciru IAm sang, bao gdm hon
@o.ooomnma‘{qcaiéumvoidopidogrmmvﬁmvamaooowmnma.-vcaiéuui1rﬂmtr?gmnn'gngnptﬁn
mg'bétlmcbynghla_lamsangduqcn.lﬁnméym\gb&mgmuhnbn.nghiéncwCAPRIE(Mnghiéndmsosénh
dopidogrel don dfc véi ASA) va céc nghién ciru CURE, CLARITY va COMMIT (cc nghién ciru so sénh clopidogrel kém ASA |
vﬁ??mm&dﬁﬁ?mmﬁywm'wnwmwwmmwmw
= o tnh va chi o i i . |
evonks merlemlie ng nghigm tir cac nghién clru 1dm sang, cac phan mg bt lgi ciing d3 dugre
(hay mau 1a phan (ing dugre bao cdo nhiéu nhit trong cic nahién o J | '
:norl;dwcbéowotrongméngdéuﬂum. trong céc nghién ciru lm sang cling nhu trong kinh nghiém hau méi, ma phin
nghién cru CAPRIE, trén bénh nhn dugc didu trj vii copidogrel hodc ASA. 1y 18 méi mdc chuna o '
mws,a;.rgbmam&ahmwmmmwmmdopbogzam o
mngm&mmcuas.mmmwm:my&mmmmmvﬁwmmmmmmaym
wm&:mmmmmm&nwmmmsmymwmnbenhnhanvénaéummubcm
msmaymmmmb&dummm.ﬁwmaasxaavadomummvse.sxa&vﬁgﬁdm !

nbm,
Gc phdn (g bét lgi xdy ra véri clopidogrel don tr vO1 ASA don trj hodc voi clopidogrel k&t hop vai i

\ clopidog ASA
wmsapg.hoacdobwnhanwmwodwcﬁﬂ\mumgbimsau. - g e
In sual cla ching dugc dinh nghla bing qui wdc sau ddy: thdng g3p (21100 dén <1/10); it gap (21/1.000 dén <1/100),

Bm gp (21/10.000 8én <1/1.000); ekt hém (<1/10.000), khong 1 (khng thé L heoma tir & idw hidn o .
m'*”‘"wb"@dwcmmwmmmmmmmm:fmm wgng tir s0 ligu hién c6). Trong mdi hé co

‘ !
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RAI loan mau v Gidm téu chu Gidm bach cdu | Ba '
' . n xult huyédt gidm ti
hé bach huydt gidm bach cdu, trung tinh, k8 ca | huyét khdi u(#P‘)i(x’:m“gA?;\u
gidm bach clu gidm bach cu bao va thin trong khi ding),
: trung tinh trungtinh ndng | suy Wy xuong®; thidu mau

bat san, thidu mau toan dong,
thidu mau 2 déng, mat bach
cu hat, gidm tidu cAu ngng,
b&nh méu khé ddng méc phai
type A, gidm bach chu hat,
thidu mau, thibu mau tan
huyét & bdnh nhan thidu hyt
men glucose-6-phosphate
dehydrogenase (G6DP)*
(xem Canh bao va thdn trong
khi ding)
HQI chirng Kounis (dau thét
ngye do co thit dj (mg/nhdi
mau co tim do d) Ung) trong
bdi cdnh phan Ung qua mln
do acid acetylsahcylic* hodc
clopidogrel*

RAI loan chuydn
hba va dinh

duwrdng

Ha dudng huyét*, théng phong
(gat)* (xem Canh bao va thén
Urong khi dung)




vét md. vidm mach (bao gdm ban
xudt huydt Henooh~Sch6nloin).

A md lien kit trong khdp), viém khop, dau khop,

I — T ek
gap I R4 nhéng rd
m Thudng gdp Hibm ghp t hidm, khdng ré 'm co quan Thuémg gdp it gbp Hiém gdp RAL hidm, K
ap 1 biéu bi
RAi lagn tam thin Ao giac, 1u 1in RS loan da vAmd | Bm may, NGi mdn, ngua, chy Vidm da bong AU (h(;:l::: :
dudi da miu dudi da (ban xullt nhidm 4o¢, MO chU‘:’q ho!
RS lagn hd thin Xult huybt ndy wo R& loan vi giac | huyéU Johnson, héng ban da & o
kinh (Mt 88 trnwémg hop ching ngod! ban YT 1L | chum
Ao bio cio ob kil cfp tinh AGEP). pht mach "°d; .
cuc o vong, ddc bidl qus méndothud(’ phét ban a
dwg“)m lhudcvdt‘ngm(h(iuua‘(( v
(LY 0| cAm choéng nh\mg tridu chung toan than (DRESS),
vang héng ban ndl mén hodc tréc viy mé
d 1 day 45, cham, lichen phdng, ban
R& logn ma Chily mau mét (két e o5 QY J
mac. nhan ciu, vdng r
o) 6iloan nguc vi Ching vi to Xudt hyyét "‘"Q'C;”‘t' hu;bvtn
sinh sdn (n(1 héa tuyén vi)| vt md viém mach (bao
R& boan ai vA Chéng mjt MAL thinh re* hodic i lai* = 4 ban xult huyél Henoch-Schonlein),
md dgo ha huyét ap =
RA loan mach | Tu mbu Xubt huydt nang, xudf huyél 61 loan co-xuong Xulit huyét co -xuong (tran mau
mau

ha huyét 4p

RS loan ho hip, | Chiy mau cam

I6ng nguc va trung
thit

Xust huyét duong hé hip (ho ra ‘H
MAu, xudt huyét phéi), co that phé
Quan. viém phéi ké., viém phéi, phu
| Phéi khang do tim vai vibe gy dung
au di vA trong béi cAnh phin ung
qQud min cAm do acld acetylsalicylic,
viém phéi tdng bach cSu eosin

R&i loan da Xudit huyét tidy
day-rudt héa, tdy chiy,
dau bung, khé

Loétdadayvaloéttd | Xulthuyétsau | Xusit huyét dudmg tidu hoa va sau
trang viém dj dby. 61 |  phic mac PhGC mac véi két cyc i vong, viém
mia, budn ndn. tao ty, r6i loan dudmg tidu héda trén
bén, ddy hoi (Vitm thue qudn, loét thuc quén,
thing da day, viém da day dn mdn,
viém tA trang &n mon, ung loét hodc
thing da day-ta trang)*, r8i loan
dudng tidu hda dudi (ung loét rudt
non (hdng trang, héi trang) v rudt
9ia ( Gai trang va tryc trang), viém
83l trang va thung rudt)®, cic tridu
chimg Auding titu héa trén® nhy dau
da day (xem Canh bdo va thin trong
khi dung). nhimg phin (ng duding
Uéu héa lién quan ASA c6 thé hodc
kh&ng lidn hé véi xust huyét, va c6
thé xdy ra & bit ky lifu ndo cia acid
acetylsalicylic va & bénh nhdn c6
hodc khdng cé tridu ching canh bso
ho3c tién s trudc ddy clia céc bién
€O titu hda nghiém trong®. Viem dai
trang (k€ cd vidm loét dai trang hodc
viém dai trang 1€ bdo lympho), viém
midng, viem tuy cdp trong bénh dn?‘
Phan Ung qua min cadm do acid
acetylsalicylic*

tdu

RS loan gan mat Suy gan cdp, tén thuong gan, chu

yéu té bdo gan®, viém gan, tdng men
gan®, xét nghiém chuic ndng gan bt
thudng, viém gan man tinh.

Néu bénh nhan 82 udng mdt ibu 8¢, ciin phéi cho nhp vign. Néu ngd 6dc & mirc trung binh, o6 thé gay 6i: néu thal bai thi chi

dinh rira da day. Sau 69, cho ding than hoat {chit hép phy) va natri sulphat (thudc nhidn tromg). Nén chi dinh kidm héa hudre

uéu(&mmm\nm3ma&gmmaﬁwmﬁ&..nﬁnmmuaéumawcmmuonga&

voi ngd 8¢ ndng. Nén diéu tri tréu chimg B4i vin cac ddu hibu khac clia ngd dic

DUOC LUC HOC

Nhom dirgre fy-trj liéu: thubc dre ché kit tép tibu ciu loa trir heparin, M3 ATC: BO1AC30

Co ché tac dong

Clopidogrel & mt 6ién chét, mit trong nhimg chét chuyéin hoa ciia nd 1 chit trc ché két tap tidu cAu. rel phai dugrc

cac men CYP450 chuyén héa 6 tao thanh chét chuyén hoa o hoat tinh (rc ché sy két t3p tidu cAu. ChAt chuyén héa cb hoat

tinh 2 clopidogre! (rc ché chon loc sy kit gén ciia adenosin diphasphat (ADP) woi thy thé P2Y.; ciia nd trén tiéu cAu va qua

86 irc ché sy hoat héa phirc hop glycoprotein GPIIVIlka qua trung gian ADP, nhé vy (rc ché sy két tap tidu cAu. Vi sy két gén

khing thé dao nguoc dugc, nén nhimg biku chu ndy bi nh hudmg trong & quéng d6i con ki clia chiing (khodng 7 - 10 ngay)

via sy hi phyc chirc néing Biéu cau binh thuomg xdy ra & mit tbe 65 phi hop voi sy chu chuyén tiéu chu. Sy két t3p tidu cAu

do céc chi chii vén khing phéi ADP gdy ra ciing bj (rc ché boi tac dyng chen sy khuéch dai hoat tinh tidu cAu do ADP dugrc
thich gy ra.

m héa b hoat tinh dugr hinh thanh béi cac men CYP450, ma mit sb trong d6 ob tinh da hinh hoac 14 dbi tugng

bj (rc ché bin cac thubc khéc, nén khong phai bénh nhan nao cing co sy (e ché téu cu thda dang.

Litu clopidogrel 75 mgingay 1ap lai nhiéu lan gay nén sy rc ché b rét 851 vin sy kit tép tidu chu do ADP géy ra tir ngay dAu

mummmmvﬁummhmmmumaa&\mlomm&m,mmm&wfx

binh Aot nhén thiy voi kéu 75 mg/ngay vao khodng 40% 6&n 60%. Sy k&t tp téu cAu va thoi gian chady mau dan din try

trj 6 ban Gy trong vong 5 ngéy sau khi ngung Gidu I

Acd (rc ché két tap tibu chu bang sy (rc déo nguoc duge cia prostaglandin cyclo oxygenase va vi
mmmmmh,wdﬁmk&wpb&a vé co mach. Téc dyng ndy kéo dai st quing ddi clia tidu
cAu

D&ueummernw.yrﬁ:gmmmﬂmaéwmahmwmmwwwpuuduwmam
ding ciing kic vori nhau. Trong mdt nghién ciru, khi ding mdt lidu duy nhét ibuprofen 400 mg dugc udng trong vong 8 gidr trude
hodc trong vang 30 phit ngay sau khi ubng 81 mg aspirin phong thich nhanh, thi ASA gidm tac dyng trén sy hinh thanh
thromboxan hodc két tap u chu. Tuy nhién, dikm han ché clia nhimg sb iéu ndy va sy twbu chiic chiln khi ngoal suy 86 Iu
ex vivo sang finh hubing 1&m sang, ham y rang khong thé it ra két luan dir khodt vé viéc sir dyng ibuprofen thutmg xuyén, va
M\gcbtécdungodynghiaIémsaunéoduvcxemlécokhénéngdonﬁnhmoéngwmwm
Tinh hiéu qua va 40 an loan cla dopidogrel kém vii ASA da dugc danh gia trong ba nghién ciru ma ddi trén hon 61.900 bénh
nhén. cac nghién ciru CURE, CLARITY va COMMIT, so sanh clopidogrel kém ASA vii ASA don d0c, ¢ hal idu trj déu duge
diing phdi hop von cac liéu phap chuan khac |
Nghién ciru CURE thu nhdn 12.562 bénh nhén hiil chimg mgch vanh cap khang cd ST chénh Ién (dau thét ngyre khong dn dinh
macmﬂmuwumm\goomomcbwwmvamugmaummmwnaaumgmmm
nhimg trigu chig phis hop vo1 thiu méu cyc b. Bénh nhan doi hél phai b nhimg thay 84 trén ECG twong thich voi
méu cyc b mdi hajc tng men tim hogc iroponin | hay T it nhét gap ddi gii han trén cia i s binh thudmg, Bénh nhan dugc
chia ngéu nhién 6é ding clopidogrel (iu nap 300 mg, tiép theo 14 75 mg/ngay, N=6.259) kém vil ASA (75-325 mg mbi ngay
mét 14n) hodc ASA dom Bbc (N=6.303), (75-325 mg mbi ngay md! Lan) va cac ligu phap chudn khac. Bénh nhén dugre dibu i
i&n B&n mdt ndm. Trong nghién clru CURE, o 823 (6,6%) bénh nhan ddng thiri con ding thém thubc 841 khang thy thé GPIIb/lla.
Heparin dugc s dyng & hon 80% b bénh nhan va 11§ twong d4i clia xut huyét gilra hai nhém clopidogrel kém ASA va ASA
8o 8b¢ khdng bi anh hudmg cb y nghila bén ligu phap heparin dugc dung cng lic ' |
S8 bénh nhan tréi qua tibu chi danh gid két cyc chinh (i vong do tim mach, nhdi méu co tim, 69t quy ) 1a 582 ngudi (9,3%) &
nhém clopidogre! kém ASA va 719 ngutr (11,4%) & nhom ASA, mre gidm nguy co twong 461 (RRR) 14 20% (KTC 95%: 10%-
28%: p=0,00009) 881 véri nhém clopidogrel kém ASA [t 16 gidm nguy oo twong dbi 14 17% khi bénh nhan dugc didu trj bio thn,
29% khi bénh nhan phéi nong 9ng mach vanh qua da (PTCA) cb hodc khdng co a3t stent 13 10% khi duge md bic clu
mach vanh (CABG)| Céc tai bién tim mgch m&i (tiéu chi danh gia chinh) dy phong dugre, véi cac mire gidm nguy co trong
la 22% (KTC: 8,6 68n 33 ), 32% (KTC: 12,8 8én 46,4), 4% (KTC: -26,9 dén 26,7), 6% (KTC: -33,5 8én 34,3) va 14% (KTC: -
31,6 6én 44,2), theo thir ty, trong cAc khodng thor gian nghién ciru 0-1, 1-3, 3-6, 6-9 va 9-12 thang. Nhu vdy, sau 3 thang dibu
irf, lor Ich 4@ nhn théy & nhom clopidogrel kém ASA khdng tang thém nira, trong khi 86 nguy cor xudt huyét vAn tn i (xem
va khi ding).
wzwmhwnghnhdmCtREk&tvpvbivi‘cgiﬂnnmduduéum&uhuyhkh&(RRRMSj%;KTC:
24 3%, 57.5%) va thubc (rc ché GPIIb/Illa (RRR = 18,2%; KTC: 6,5%, 28,3%).
S4 bénh nhan co adng Béu chi k&t cyc chinh (K vong tim mach, nhdi mau co tim, 841 quy hoc thiéu mau cyc bh khang tri) 1a
1,035 ngun (16,5%) & nhém dlopidogrel kém ASA va 1.187 nguor (18,8%) & nhom ASA, i1 gidm nguy co tuomg a6 la 14%
(KTC 95% 6% - 21%, p=0,0005) 6 véri nhom clopidogrel kim ASA. Loi ich nay phan 16n 14 do mirc gidm ¢ y nghia théng ke
anmemwmmus&omwmmnmmmmp(s.a%)ommml.
Khbng thdy tc dyng trén 1 1§ tai nhp vién vi dau that ngyc khdng dn dinh.

i dau co |

e s ke T Tiéu mdu Suy thin®, Suy thin cip (dic biét

SRS trén bénh nhan san c6 suy thin, suy
tim mét b, hdi chimg than hu hodc
diéu tri cung loc vol thudc lof tidu)*,
viém c4u than, ting creatinine mau

ks

i loan toan than | Chidy mau tal ché S8, phis
vA tinh trang tal tém
chd tiém il J
Xét nghiém Thié glan chdy méu
kéo dal, gidm sé lugng
bach cdu trung tinh,
gidm 6 lugng tifu ciu -j

"Khong r&" twrong (mg vér thdng tin duorg béo cao trong cAc tai lBu 33 cong b dbi véi ASA.
“Khdng ro” tromg (mgq véri thong tin dirge bao c4o A8i vér clopidogrel

céocécphén(mgbé'thinghimdsaukhicépphéplwhanhmudcrélquantrong,Diéunaydmphépmeodainé tyc can
gitra li ich/nguy cor cua thudc. Cac chuyén gia cham séc sirc khde duge yéu cAu bao cdo bt ky phdn (mg bt igi nghi
ndo thdng qua hd théng bdo cdo quéc gia clia nubc s tai.

LIEU VA CACH XU TR

Qudlidu sau khi udng clopidogrel c thé lam kéo dai théri gian chay méu va cac bién chimg xudt huyét sau d6. CAn xem xét diduy
fi thich hop néu thay chay mau.

¢hura tim thay chét gii ddc cho hoat tinh dugrc Iy cla clopidogrel. Néu cAn chinh sira ngay finh trang kéo dai thiri gian chdy
ndu, cd 8 truyén tibu cAu dé ddo ngugc tac dung clia dlopidogrel.

&c&m’w ching sau A4y két hop voi ngd dde mire trung binh: chodng vang, nhirc ddu, U tai, I 13n va cc tridu chimg tidu hoa
(hudn ndn, 6i mira va dau da day)

1 ngd 89¢ nang, s& xdy ra cac rdi logn nghiém trong cla thing béng kiém-toan. Tang thang khi lic ban d4u din dén nhiém
kitm ho hdp. Sau dé la nhiém toan ho hip do hé qué ciia tac dyng (e ché trén trung khu hd hip. Nhiém toan chuyén héa ciing
nAlhiéndosvhiend»éna)asahcyiaLVungodocétréem.tnécbnMvébénb\biémmuongd\igapbgiadoanmuén.r&\
ching thudmg da budc vao giai doan nhiém toan.

Cac inéu chung sau day cling c6 thé xuét hign: tang than nhiét va 66 md héi, ddn dén mét nuéc, kich ddng, co gidt, 30 giac va
ha dudmng huyét. Uc ché hé than kinh cé thé din dén hdn mé, truy tim mach, va ngimg thd. Lidu gay tir vong ciia acid
acetylsalicylic la 25 - 30 g. Néng 44 salicylate trong huyét trong cao hom 300 mg/ (1,67 mmol) gon y ngd déc. e
Qua liéu ddi von liéu kél hop b dinh ASA/clopidogrel c6 thé lién quan dén tang xust huyét va cac bién chimg chay mau tiép
theo sau do hoat tinh dugc hoc cua clopidogrel va ASA.

Phu phdi khong do tim co thé xdy ra khi qua liu acid acetylsalicylic c4p tinh va man tinh (xem T4c dung khdng mong muén)

Kt qua thu dugc trén cAc quan thé ¢ nhimg dic trung khac nhau (vi dy dau tht ngyc khdng n dinh hodc nhdi mAu ca tm
khdng ¢6 sng Q, cac mirc nguy co thap dén cao, dii tho dudng, cAn tai thang mach mau, twdi, giér, v.v...) phi hop véi cac
ket qué ciia phan tich chinh. D3c bit, trong mt phén tich hau kiém trén 2 172 bénh nhan (17% trong tdng s bénh nhan nghién
ctru CURE) dugc dat stent (Stent-CURE), s0 liéu cho thay, so voi gia dugc, nhém dung clopidogrel cd mic RRR gidm c6 y
nghia |a 26,2% trén gdp cac tidu chi chinh (tr vong im mach, nhdi mau co tim. ddt quy) va mot RRR ciing ¢d y nghia 14 23.9%
60i voi tiéu chi phy (tir vong tim mach, nhdi mau co tim, a4t quy hodc thidu mau cuc bd kho tri) Hon nira, dc tinh an toan cta
clopidogrel trong phan nhém bénh nhan nay khong lam day lén mét sy lo ngai d3c biét nao, nhu vdy, két qua tir phan nhém nay
pha hop véi két qua chung clia nghién ciru
Trin bénh nhan nhdi mau co tim cap cd doan ST chénh Ién, d6 an toan va hidu qua clia dopidogrel d3 dugc danh gia trong
2thir nghiém ngau nhién, mu ddi, ddi chimg gia dugr Ia cac nghién ciru CLARITY va COMMIT
Nghién ciru CLARITY thu nhdn 3.491 bénh nhan dén kham trong vong 12 giér sau khi khéi phat nhéi méu co tim co doan
ST chénh Ién va dugc lén ké hoach didu tr tan huyét khdi. B&nh nhan duorc dung clopidogrel (liéu nap 300 mg, tiép theo I3
75 mg/ngdy, n=1.752) kém véi ASA hodc dung ASA don ddc (n=1.739) (Iidu nap 150 dén 325 mg, tiép theo 1a 75 dén
152 mg/ngay), mdt thudc tan huyét khdi, va heparin khi thich hop. Banh nhan duor theo ddi 30 ngdy. Tiéu chi chinh I3 sy xut
hén cla mjt ddng mach bj tc lién quan dén nhdi mau trén mach 88 trudre khi xudt vién, hodc tr vong hay t4i nhdi mau co tim
tredrc khi chyp mach 86 ddng mach vanh. B4i véi bénh nhan khdng chyp mach d8. i&u chi chinh I vong hodc tai nhdi mau
co tin tinh dén ngdy 8 hogc ngay ra vién. Qudn thé bénh nhan gdm 19.7% 14 ni va 29,2% Ia bénh nhan 2 65 tudi. Téng cdng
00 ®,7% sb bénh nhan dd ding thudc tiéu soi huyét (voi fibrin d3c hidu: 68,7%, khdng fibrin dic hidu: 31,1%), 89,5% dung
hegarin, 78,7% dung thubc chen béta, 54,7% dung thudc ACE va 63% dung statin
Muvi lam phan trdm (15%) s4 bénh nhan & nhém clopidogrel kém ASA va 21,7% & nhém ASA don dic gap tiéu chi chinh, vén
mic gidm nguy co tuydl d4i 1a 6,7% va murc gidm i sudt chénh 1 36% thudn lgi cho clopidogrel (KTC 95%: 24 dén 47%
p:0.001).d\0yéuladogiéms¢560ngrr\odibnﬁcoon&\mnvdnh&méu Loi ich nay 16 ra xuyén subt & tit ca cac phan
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Nghién ciru COMMIT vor thiét ké bt ciip 2x2 da thu nhan 45.852 bénh nhan dén kham trong vong 24 gi¢r sau khi khdi phat cac
Uu chimg nghi nhdi méu car tim vér cdc bt thudmg ECG twong thich (vi du ST chénh I&n, ST chénh xudng hodc biéc nhanh
). Bénh nhan dugce dung clopidogrel (75 mgingdy, n=22.961) kém véi ASA (162 mg/ngdy). hodc ding ASA don ddc
(82 mg/ngdy) (n=22 891), trong 28 ngdy hodc cho dén khi ra vién GOp tiéu chi chinh 13 & vong do moi nguyén nhan va Sy

xétwmnasuahwmumm.wquymacmm.ouénméngmenwug&n27.e%|ancp. 58,4% la bénh nhan 260 tudi
(3% 270 tudi) va 54 5% sq bénh nhan da dung muéc tidu sgi huyét

c luydl a8, theo thir by, 12 0,5% v 0.9%. Loi ich ndy t6 ra nhét quan bt k& tudl, i va o5 ding hay khang dang thudc b
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owogruvmétmuyénhoad\lnhumgmau(kna\goohogumh)gankhmuan hich in vitro Vi pratein huyét twong
nurdn (theo thir ty 1 98% va 84%). Syr két gén khong bao hoa in vitro xdy ra vii mot ndng 49 rong.
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! dudmg qua tnung gian co esterase va din dén sy thiy gidi thanh din chdl acid carbaxylic khong c6 hogt tinh (85% lgng
Al hoa trong méu), va mdt dwdmg qua rung gian nhibu cytochrome P450. Clopidogrel dugr chuyén héa 1An dAu thanh
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héa thial ¢ hoat tinh, 44 @ in vitro, nhanh chong két ddo dugc voi cac thy thé tidu cAu,
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8o bai 5t rong phan trong khadng thoi gian 120 gier sau khi uéng. Sau kmu&wgmot"éfl dom 75 mg, clopidogrel o6 the glan
bén hiy khodng 6 giy. Thii gian ban thai clia chit chuydn hoa chinh trong mau (khang 0 hoat tinh) 13 8 git say

khi dUﬂg lidy
duy nhét va liu 1p 11
- Dvoc d truyén | : caltys | x>
Clopidogrel lién quan 6én wéc hinh thanh ¢4 chal chuyén héa o6 hoat tinh 18n chat chuyén hoa trung gian 2-oxo-clopidogre!

chaonghocdxadét mwénhﬂ?w?nat tinh cla dlopidogre! va cac tac dung khang béu cAy dugc do bing thir nghiém
k& tap &y cAu ex vivo, khac nhau by kidy gen CYP2C19

Ajlen CYP2C19*1 turong g VEi s chuyén hda chire nang tron ven trong khi cac allen CYP2C19°2 va CYP2C 193 teong (mg
voi mot sy giam sit chuyén hoa. Cac allen CYP2C19°2 va CYP2C19*3 chiém 85% sb alen gidm chir nng & ngudi da tring
v 99% & ngudn chau A_ Cac allen Khac két hop vori thiéu hoic gidm chuyén hda gbm o8 CYP2C19%,*5, %6, *7 va *g nhung
ahimg allen ndy it ph bién trong dan sb chung. Tan suéldaobngpéaéivdikvéu gen CYP201quén hoa kém khoang 2%
trong ngudi da trang, 4% & ngudn da den va 14% nguon Trung Qudc. Cac xét nghidm san cd 38 xac dinh kidy gen CYP2C19
cua bénh nhan \ .

Mgt nghién ciru bt chéo & 40 841 trong khde manh, chia lam mdi 10 d6i treng trong 4 nhom chuyén héa CYP2C19 (cuc
nhann,mng,mngbi'nhvakem).da'hgléduvcdoﬂghqcvadépimgkhéngliéudukhnsirdung300mgtréplheolé75mglngay
va 600 mg tiép theo La 150 mg/ngay. mdi tr léu trong tding than gian ta 5 ngay (trang thai n dinh ). Khdng c sy khac bigt ddng
k€ trong pho nhiem v chat d\uyénhéamhqathnhvasumd\éhyngblnhsukél tap tidu cdu (IPA) quan sét duqc gilra cAc
nhom churyén héa cyc nhanh, ring va trung binh. Trong nhom chuyén hoa kém, sy phoi nhidm chét chuyén héa co hoat tinh
gidm 63-71% sa vén nhom chuyén hda rdng. Sau ché &9 18y 300 mg/75 mg, dap umg khang tiéu ciu gidm nhém chuyén héa
kém vir IPA trung binh (5 uM ADP) cua 24% (24 gio) va 37% (ngay 5) so vot IPA cua 39% (24 gio) va 58% (ngay 5) trong nhom
chuyén hda rfing va 37% (24 gio) va 60% (ngay 3) trong nhdm chuyeén haa trung binh. Khi nhém chuyén héa kém nhan ché 4
l.éueoomgqsomg_wphmm»&nméldan\hOaGOMa}thhmensovm.d\édouéqunQHSmg Ngodi ra, IPA Ja
32% (24 go) va 61% (ngay 5), 13 ¢a0 hom trong nhdm chuyén hoa kém nhéin ché 39 éu 300 mg/75 mg, va twong ty vér cac
nhom chuyén hoa CYP2C18 khac nhén ché 89 liéu 300 mg/75 mg. Mt ché 65 liéu thich hop cho nhom bénh nhan nay vin
chura dugc thigl ap trong két cuc cla cac thir nghiém 1am sang. ,

N3t quén voi cac két qua trén, trong mdt phan tich chng gdp bao gdm 6 nghién ciru trén 335 ddi turgmg dugc didu trj voi
clopidogrel & trang thai 6n inh, sy phoi nhim véri chat chuyéin hoa 6 hoat tinh e nhan thy gidm 28% trong nhom chuyén
hoa trung binh, va 72% trong nhom chuyén hoa kem trong khi sy (rc ché két tap béu cu (5 uM ADP) thi giam voi s khéc bidt
trong IPA & 5.9% va 21.4% twong img, khi so sanh voi nhom chuyén hoa rong.

Sy anh hudng cua kiéu gen CYP2C19 trén cac két cuc 1am sang & nhimg bénh nhan duge didu i vai clopidogrel vin chua
&gt danh gid trong cac thir nghiém A8 chimg ngu nhién tién clru. C6 mot s§ phan tich hdi ciry, tuy nhign, dé dnh gia tac
89ng nay & nhirmg bénh nhin Bute iy trj von dopidogrel ma anh hudmg bé két qué céc kiéu gen: CURE (n=2721), CHARISMA
(n=2428), CLARITY-TIMI 28 (n=227). TRITON-TIMI 38 (n=1477), va ACTIVE-A (n=601), cung nhu mét s nghién ciru doan hé
da duoc cong bod. .

Trong nghuén ciru TRITON TIMI 38 ¥& 3 nghién ciru doan hé (Collet. Sibbing, Giusti), nhom két hop cac bénh nhan hodc nhém
chuyéin hoa kém hoac nhom chuyén héa trung binh o6 ty I bién c5 tim mach (7 vong, nhdi mau co tim, va agt quy) hodc huyét
khdi trong stent cao hon so voi nhom chuyén hoa rong. .

Trong nghién ciry CHARISMA va 1 ngheén clru Goan hé (Simon), ting t € bién cd chi diroc nhan thdy trén nhom chuyén héa
kém o vin nhém chuyén hoa rong. e

Trong nghién ciru CURE, CLARITY, ACTIVE-A va 1 nghién ciru doan hé (Trenk), khdng 6 ty 1é bién o8 ting quan sat duor
dya trén tinh trang nhom chuyén hda.

Khéng co phén fich n3o néu trén cb oo méau thich hop A& xéc dinh sy khac biét trong két cuc & nhém chuyén hoa kém.
Cacquén thé d3c bigt

Durorc 8ng hoc clia chét chuyén héa ob hoat tinh ciia dopidogrel khing dugc biét 15 & nhimg quan thé déc biét nay.

- Suy thén e i ta

Sau nhirng liéu clopidogrel 4p lai 75 mg/ngay trén cac 4 twromg suy than n3ng (thanh thai creatinin tir § dén 15 miphut), tac
dung (rc ché st két tap téu chu do ADP gdy ra thép hom (25%) so vén cac 65i tugng khde manh, tuy nhién, sy kéo dai théi gian
chéy méau trong by nhur 5 thiy trén ngui khoe manh duoc ding clopidogrel 75 mg/ngay. Ngoai ra, sy dung nap 1am sang
trén tit c3 bénh nhan déy it
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ADP géy ra trong ty nhu @ théy trén cac 85i tugng khbe manh. Tac dung kéo dai thavi gian chay mau trung binh cling twong
ti nhau giira hai nhém
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- Ching tde

TT18 Wuu hanh cia c4c allen CYP2019 gay nén sut chuyén héa trung gian va kém clia CYP2C19 khéc nhau tly theo ﬁ’;:,";’;;‘;
(xem Dur df truydn). Trong y vain, chi cd nhitng diF fiéu han ché trén cAc qudn thé ngudi chay A gé danh gid ¥ nghia

ola viéo xAc @inh kidu gen ciia CYP nay tran cc bién o6 kBt cuc 14m sang

Acid acetylsalicylic (ASA)

- Hap thy

Sau khi hap thy, ASA trong DuoPlavin dc (hiy gidi thanh acid salcylic vé dat dén ndng a6 dinn trong huyét romg trong voNg
1 %UOM:AW ubng, ndng 49 ASA trong huydt turemg cor ban khoing con phat hién dugre sau khi ubng thube 15 -3 givr

- n .
ASA it gan vér protein huyét tuong va o6 tha tich phén bé bidu kién thap (10 1). Chét chuyén héa cia nd, acid salicyllc wl::é'e
két gin cao voi protein huyét twong, nhung sy két gan lai 18 thude nbng d6 (khdng tuyén tinh)_- 0 ndng ,d&c mg
(€100 microgram/mi), khodng 90% lugng acid salicylic gan vai albumin. Acid salicylic ugrc phan b réng rai dén tat ca

va dich cor thé, bao gdm hé thin kinh trung yong, sira me. va c4c md bao thai

< Sinh chuyén héa va Thai trir 0l
ASA trong DuoPlavin duge thily giai nhanh chéng trong huyét tirog thanh acid salicylic, voi thor gian ban hdy tir 0. i
0.4 9% 80i v cc by ASA ti 75 dn 100 mg, Acid salicylc chi yéu duge phan Ung két hgp & gan @é o thanh acid sa'l"”.'“ o5
mot phenol glucuronide, ot acid saficylc giucuronide, va mt s chét chuyén hda thir yéu. Acid salicylic trong DuoP b
I g1an ban hily trong huybt tomg khodng 2 qity. Sy chuyén héa salicylat c6 thé bao hoa va dg thanh thai toan than g ";
cAc ndng 63 cao hon trong huyét thanh do kha ning han ché ciia gan trong viéc tao ra acid salicyluric |An phenol glucuronide
S?u khi uéng nhimg liéu doc (10 - 20g), theri gian ban hiy trong huyét tuong c6 thé tdng trén 20 gid O lidu ASA cao, sv ;héa'
W acid salicylic tudin theo déng hoc bac 0 (tirc 14 thc 86 théi trir hang dinh so vési nbng 4 trong huyét trong), vé1 thér gian éu"
huy bidu kién 14 6 gi& hoac cao hon Sy bai tiét qua thdn cha chét cb hoat tinh khdng b bién ddi tiry thudc vao pH e %
M PH nuc ibu ting tén 6.5, s thanh tha salcyla y do & than ting i <6% Ién >80% Sau nhirng liu Giéu 1, khoang 1O
dugc bai it trong lrong nudre tidu dutn dang acid salicylc, 75% dudi dang acid salicyluric, 10% I phenol glucuronide v3 3

1a acyl glucuronide cia acid salicyfic |
Dua trén cac dgc diém duoc ddng hoc va chyybn héa cisa c4 hai hap chit. it o6 kha ning xdy ra c4c tong tac duroc Iuc hoc
€0 y nghia 14m sang

QUI CACH BONG GOl

Hop 3 vi x 10 vién nén bao phim .

BAO QUAN

Bao quan thudc noi khé, tranh anh sang, nhiét 49 khdng qua 30°C. D& xa tam tay va tdm nhin cla tré em.

Khdng dugc ding DuoPlavin da qua han ding dugc ghi trén hdp va vi thuoc.

Khéng dugc ding DuoPlavin néu dé y thay bat ky diu hiéu bién chat nao. |
Khdng duroc tigu hity thube qua hé thdng nuére thai hoac chét thai gia dung. Nén héi dugc sivé cach tiéu hiy thude khéng con
can dén. Nhimg bién phap nay sé giip bao vé méi truomg.

HAN DUNG: 18 thang k& tir ngay san xuit.

NHA SAN XUAT
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