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R Thude ké don
HUONG DAN SUDUNG THUOC
FAROPLAV-A 75/75

o Thuoe nay chi dimg theo don Hioe.

o Doc kv huomg dan sie dung trieoe khi dima. Néu can them thong tin, xin hoi v kién bée si hodic

droe 8T

e Thong bae cho bac si nhitng tie dung kliong mong muon gap phai ki sie dung thuoc.

o D¢ thuoc xa tam tav (1¢ em.

e  Khing dimg thuoe quct i in trén bao bi.

I. Tén thube: FAROPLAV-A 75/75

2. Thanh phin ¢ong thire thude

M&i vién nén bao phim chira:

Hoat cht: Aspirin 75 mg, clopidogrel (dudi dang clopidogrel bisulfat) 75 mg

Ta duoe: microcystallin cellulose (102), partially pregelatinized maize starch (starch-1300).

purified tale. magnesi stearat. colloidal silicon dioxyd, opadry 11 31K50508 (bluc), nude tinh

Khict*.

* Dunge mor bay hot trong quec trinkt sc xuct

3. Dang bao ehé: Vién nén bao phin.

M0 ta: Vién nén bao phim hinh chit nhit maw xanh, mot mat ¢o khic chr ACME. mot mat ¢o

Khia.

4. Chi dinh

FAROPLAV-A 75/75 duge chi dinh d¢ phoug ngira thir phat cie bién ¢ huvét khoi do xo vira

dong mach o bénh nhin truimg thanh da su dung i clopidogrel va acetylsalicylic acid (ASA).

FAROPLAV-A 75/75 la mdt san pham thude két hop lidu ¢6 dinh dé tiép we dicu i trong:

- Hoi chiang mach vanh cip vai doan ST Khdng chénh (dau thit ngue khong on dinh hoac nhdi
mau co tim Khong ¢o song Q). bao gdm ca bénh nhian duoe dat stent sau can thiép mach vinh
duai da.

- Nhéi mau co tim c{ip vai doan ST chénh 16n trén bénh nhin da duoe didu tri thich hop vai liéu
phap dicu tri huyct Khoi.

5. Cach ding, licu dung

Litu dung

Ngweot lom va ngreoi cao tidi 1 vién/ngdy.

FAROPLAV-A 75/75 duge str dung sau khi bat diu dicu tri vai clopidogrel vt ASA riéng biét va

thay the cic san pham clopidogrel va ASA ricne le.
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- Hi chimg mach vanh ¢ip voi doan ST khong chénh (dau thit ngue khéng 6n dinh hodc nhoi
mau co tim khong ¢o song Q): Khoang thoi gian dicu i tHi wu chua duac thiét 1ap. Cac dir
liéu lam sang tng ho su dung thude 1én 16i 12 thing va hicu qua 16i da quan sat duoe trong 3
thiing. Néu ngimg sw dung thude, bénh nhin ¢6 thé duge loi khi tiép tue sir dung mét san phim
thude chéng tiéu ciu.

- Nhdi mau co tim ¢dp tinh voi doan ST chénh 1én: Licu phap nay nén duge su dung ngay khi
¢6 thé sau khi khoi phat triéu chimg va ticp tuc {t nhdt trong 4 twin. Loi ich khi phoi hop hai
thude sau 4 tuan chua duge nghién ciu. Néu ngimg su dung thude. bénh nhan co thé duoe loi
khi !]C‘p tue st dung mot san pham thude chong ticu ciu.

Trong trudmg hop quén udng thude:

- Néu quén udng thude trong vong it hon 12 gid so voi eior thong thudng: nén udng thude ngay
lip tie il licu tiép theo vin uéng theo gior thong thirong,

- Néu quén udng thude sau 12 gir so vai gio thong thuong: bénh nhin nén uong liéu ticp theo
theo gior thong thudng va khong nén udng gap doi licu.

Tre em

An 10an va hiéu qua & wé em va thanh thi¢u nién dudi 18 woi chua duoe thiét lip. Khuyén cio

khong nén dung cho nhom doi trong niy.

Sty thdn

Khong sir dung thude & bénh nhan suy thin nang. Kinh nghiém dic¢u tri con han ché trén bénh nhan

suy than nhe vi trung binh. Do do, nén thin trong Khi st dung o nhimg bénh nhin nay.

Swey gan

Khong st dung thude o bénh nhin suy gan nang. Kinh nghiém diéu tri con han ché trén bénh nhan

suy gan mue do trung binh ¢o chay miu ngi tang. Do do. nén than trong khi s dung o nhimg bénh

nhin nay.

Cuch dung

Dang dudng udng, ¢o thé dimg cing thic dn hode khong

6. Chong chi dinh

- Min cim voi clopidogrel, aspirin hodae bdt cir thanh phan nao cua thude

- Suy gan mue do nang

- Chay mau bénh 1y ¢ip tinh nhu loét da day hodc xut huy€t noi so

Do ¢6 chita ASA. thude ciing chong chi dinh voi

- Bénh nhan di ang voi NSAIDs, hoi ching hen suyén, viem mi, polyps mii, bénh nhan ting té

* . . " ¢ - . . . 3 - - . . w +
bao mast vi aspirin ¢o thé lam nang hon tinh trang man cam (bao gom suy tudn hoan vai do bing,

ha huyet dp. tim ddp nhanh, non)
: - ) R . - N o ‘ 41m
= Suy than nang (do thanh thai creatinin < 30 ml/phit) .
J n
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- Phu nir mang thai 3 thang cudi thai ky

7. Cauh bio va than trong khi ding thube

Roi loan méu vi et hoce

Do nguy co chiy mau vi xuat huyt, danh gid sé luong hong cdu vivhodce cic xét nghiém thich
hop khac nén duge tién hanh ngay khi ¢o cic triéu chimg lam sang cho thiy ting nguy co chay
mau trong sudt qué trinh diéu tri. Ciing nhu cic thude khang tiéu ciu khae. nén ding thude thin
trong trén bénh nhin tang nguy co chidy mau do chin thuong. phiu thudt hodc cac diéu kién bénh
Iv khac va trén bénh nhin dang duoc diéu tri vai thude chong viém non-steroid (NSAIDs) ké ca
ae ché chon loc Cox-2, heparin, thude e ché glycoprotein 1b/lia, thude te ché i hip thu chon
loe serotonin (SSRIs), cdc thude tiéu sgi huyét hode cie thude ¢6 lién quan dén nguy co chay méiu
nhu pentoxifyllin. Bénh nhin cin duge theo dai than trong bat ki ddu hi¢u chay mau nio ké ca ddu
hi¢u chay mau bi che diu, dac biét trong tudn dau diéu tri vivhode sau cdc thu thudt xam lin tim
mach hodc phiu thudt. Sy phdi hop thude vai thude chong dong dudmg udng khang duoe khuyén
¢ao vi lam tang cudng doé chay mau.

Bénh nhan cin thong bio voi bac si néu dang su dung thude khi duoc chi dinh bat ki phiu thudt
niao va truoe khi su dung bat ki thude nao. Néu bénh nhan duge chi dinh phﬁu thudt, cin xem xét
lai sur edn thiét caa liéu phap khing tidu ¢iu kép va can nhic st dung mot thude Khing ticu cau
don le. Néu bénh nhin cin ngimg tam thoi ligu phip Khing ticu ciu. nén ngimg diéu tri thude 7
ngay truve khi phiu thudt.

Thube kéo dai thai gian chay maw va nén duge dang thin trong trén bénh nhan bi cac 16n thuong
¢ the gy chay mau (dic bi¢t da day-rudt va mat).

Bénh nhan nén duge canh bio vé vide st dung thude ¢o thé Lam thoi gian chay méu kéo dai hon
vit khuyén cao bénh nhan can bio cio npay vai bac si khi xay ra chay mau bat thuong.

Ban xudt huyét gicm tiéu edau huvét khoi (170

Ban xudt huyét giam tiéu ciu hoyét Khéi (TTP) duoe ghi nhin hiém edp sau khi st dung
clopidogrel, dac trung boi giam s6 lugng tiéu cau va thidu miu tan mau vi mach lién quan Wi won
thuong thin Kinh, rdi loan chire nang thin hoge s6t. TTP 1d mat nguyén nhan gy W vong tiém
tang, yéu cau dicu tri nhanh chong bao gom phuong phip tach hong ciu.

Nudit hueyét mae phes

Xudt huyét mic phai duoe ghi nhan sau khi dimg clopidogrel. Trong cic truong hop xae dinh thoi
gian dong mau timg phin hoat héa PTT) kéo dai kém hode khong kém chay miu., xudt huyét
mac phai nén duoe cin nhic. Bénh nhin duge chian dodn xac dinh xudt huyét mace phai nén duoc
gidm sdt va dicu trj boi cac bic sy chuyén khoa, va nén ngimg sir dung clopidogrel.

Dot quy do thi¢u man cuc bo gan day
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O nhimg bénh nhén bi con thi¢u mau nio thoang qua gin day hodic dot quy ¢o nguy co cao bi thiéu
mau cuc bo tai phat. su két hop gitta ASA va clopidogrel da duge chimg minh 14 lam tdng chay
maiu.

Cytochrom P450 2C19 (CYP2C'1Y)

Duge ly di truyén: trén bénh nhin ¢o chuyén hoa CYP2C19 chim, clopidogrel o lidu Khuyén cio
it tao thanh cic chat chuyf:n hoa ¢o hoat tinh han vi co tic dung nho hon dén chire nang cui licu
ciu. C6 sdn cic xét nghi¢m dé xdce dinh Kicu gen CYP2C19 trén ngudi,

Vi clopidogrel duge chuyén hda mot phin thanh chit chuyén héa co hoat tinh qua CYP2C19. sur
dung cic thube ¢d tac dung tre ché hoat dong cua enzym ndy din 16i lam giam nfmg do chit chuyén
héa ¢6 hoat tinh. Méi lién quan teén lam sing vai tuong tic nay 1a chua chac chan, Khong nén
phi hop clopidogrel vai cdc thude (e ché CYP2C 19 manh hodic trung binh.

Co char CYP2CS

Cin thin trong trén bénh nhan duoe diéu i dong thai clopidogrel voi cae thude 1a co chat cua
CYP2CS.

Phan iing chéo vai cac thienopyridin

Bénh nhin cin duge danh gia tién s tang man cam vai cdce thienopyridin (nhu clopidogrel,
ticlopidin, prasugrel) vi da ghi nhan phan tng di tng cheo gitra cac thienopyridin. Cic
thienopyridin ¢6 thé giy phan Gmg di tng trung binh dén ning nhw phit ban, phimach hoac phan
g chéo huyét hoe nhu pidm ticu cdu va gidm bach cdu. Vai bénh nhan da timg c6 phan tmg di
g vivhode phian tmg huyét hoe vai mot thicnopyridin ¢o thé tang nguy co cae phan (ng bat loi
twong ty véi mot thienopyridin khae. Khuyén cio theo di cie ddu hicu ting man cam trén bénh
nhan ¢6 di Gng da biét voi cic thienopyridin.

Thén trong lién quan dén ASA

- Bénh nhin ¢ tién sir hen hodc di Gng vi nhimg ngudi niy €6 nguy ¢o phan Gng qud min cao

- Bénh nhan bi gout do dung lidu thap ASA lam tang nong 4o urat

- O tré em dudi 18 twoi, ¢6 thé ¢o moi lién quan gitra ASA va hai chimg Reve. Hoi chimg Reye
rdt hiém gap nhung co thé gy tr vong.

- Clin cO s gidm saty & chiit che o nhing bénh nhin bi thicu glucose-6-phosphate dehydrogenase
(GOPD) do nguy co tan miu,

- Aleohol €6 thé lam ting nguy co ton thuong dudng ticu hoa khi dung ASA. Bénh nhin nén duge
khuyén cio vé cic nguy co ton thuong duimg ticu hoa vi chay méu trong khi ding clopidogrel két
hop vai ASA va alcohol, dic biét 1a néu bénh nhan i neuoi nghien rugu man tinh hoae nghién
ruou nang.

Duong ticu hoa (GI)
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Can sur dung thude thin trong o nhitng bénh nhin ¢6 ticn su loét da day hoiic xuat huy¢t da day
hofie tricu chimg nho trén duong ticu hoa trén vi loét da diy ¢o the din dén chay mau da day. Cic
tic dung khong mong mudn trén dudmg tiéu hoa bao gom dau da diy, o nong, buon non, non va
chay mau duong tidu hoa ¢o thé xay ra. Cic tricu chimg nho trén dudmg tiéu hoa, chang han nhur
Kho tiéu, 1a thudng gap vi o the xay ra bat et lic nio trong khi di¢u tri. Cie bac sinén cinh bio
bénh nhén cic diu hi¢u loét va chay mau dudng ticu hoa, ngay ca khi khong ¢o cac tricu ching
trén dudng tiéu hoa treoe do. Bénh nhan nén duge thong bao vé cac diu hi¢u va wicu chimg cua
cie tde dung khéng mong mudn trén duong ticu hoa va nhimg bude can thue hién néu xay ra cic
tac dung Khong mong muon.

O nhing bénh nhan dong thai st dung nicorandil va NSAID bao gom ASA va LAS, ¢ nguy co
cao bi bién ching ndng nhu loét, thung va xudt huyét duong tidu hoa.

8. Su dung thude cho phy nir ¢6 thai va cho con bi:

St dung thuoe cho phu nie ¢6 thai

Khong ¢ dir li¢u vé viée su dung thude o phu nir mang thai, Khong nén st dung thude trong hai
tam ¢d nguyét dau tién cua thai ky trir khi tinh trang lim sang cua bénh nhin yéu cau diéu trj voi
clopidogrel/ASA

Do ¢ thanh phin ASA, chéng chi dinh sir dung thude o tam ci nguyet tha ba.

St dung thudc cho phut nie cho con bit

Chua 1o vé vice clopidogrel ¢6 di vao sira me hay khong. Cac nghién ciu twén dong vit cho thay
clopidogrel duge bai tiét vao sita. ASA duge bai tiét vio sita me mot luong nho. Vi thé, khong nén
cho con bu khi dang diéu tri véi thude.

9. Anh huwong cua thude 1én kha nang Lii xe, vin hanh may moce

Thude co thé gdy ra cice tic dung trén than kinh trung vong nhu nhie dau, chong mat...nén cin
thiin rong Khi ldi xe va van hanh may mac,

10. Twong tac, tuong Ky cua thuc

Caae thude lien quan véi nguy co ehay mdn: tang nguy co chay man do tic dong hiép dong. Cin
thin trong khi su dung dong thoi vai cic thude lign quan voi nguy co chay mdu.

Thudic chang dong diring wing: khdng khuyén cio su dung dong thoi voi cic thude chdng dong
dudng udng vi ¢o (hé lam tang cuong dé chay midu. Mie da clopidogrel 75 mg/ngay khong lim
thay ddi duge dong hoe cua S-watarin hode chi 56 binh thuong hoa quie & (INR) trén bénh nhan
dung wafarin kéo dai, nhung ding dong thii clopidogre] vai walarin lam tang nguy co chay miu
do cic thude déu ¢o tic dong doc lap 1én su cim mau.

Thuoe ire ché glyeoprotem Ih/Ia: clopidogrel nén duge dung thiin trong trén bénh nhin dang s

dung thuoe tic ché glycoprotein Hb/1a.
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Heparin: trong mdt nghién clu lam sing tién hanh tén d6i tuong khoe manh, clopidogrel Khong
yéu ciu thay doi licu ding cta heparin hoac khong lam thay doi tic dung cua heparin 1én sir dong
mau. Ding dong thoi vai heparin khong lam anh huong dén sy e ché két tap ticu ciu cua
clopidogrel. Tuong tic duge lue hoe gitra clopidogrel va heparin ¢o thé lam tiang nguy co chay
mdu, vi vy can than trong khi sir dung da."mg thoi.

Thuoe lam tan huvét khoi: sy an toan khi ding clopidogrel voi cic thude ticu fibrin hode thude
lam tan huyét non-fibrin va heparin di duoc danh gid trén bénh nhin nhdi mau co tim cip tinh. Ty
¢ chay miu trén 1am sing tuong tr nhu khi két hop cic thude tan huyét va heparin voi ASA. Su
an toan cua viée sir dung dong thoi voi cac thude tan huyét khéi khic chua xéce dinh va cin thin
trong

NSAIDs: trong mot nghién el lam sing tién hanh trén ngudi tinh nguyén khoe manh, phi hop
clopidogrel va naproxen lam ting mdt mau tiéu hda, Cin thin trong khi phdi hop vai NSAIDs ké
ci thude (e ché Cox-2.

Metamizol: Metamizol ¢6 the lam giam tic dung ciia ASA doi vai su két tap ticu cdu khi dimg
dong thoi. Do do. sur két hop nay nén duge sir dung thin trong o nhitng bénh nhan dung ASA liéu
thip dé bao vé tim mach.

SSRIs: vi SSRIs anh huong dén sur hoat hoa tiéu ciu vi lim tang nguy co chay madu. vi thé cin
than trong khi ding déng thivi SSRIs vai clopidogrel.

Liéu phap phoi hop khde voi elopidogrel: clopidogrel duge chuyén hoa mt phin qua CYP2C19
thinh chit chuyén hoa ¢o hoat tinh, vi thé khi st dung cic thude ¢o hoat tinh e ché CnzZym niy co
the din toi lam giam nong do chit chuyén hoa co hoat tinh. Mai lién quan trén lim sing voi tuong
tidc ndy 1a chua chice chin. Khong nén phdi hop clopidogrel voi cae thude e ché CYP2C19 manh
hodc trung binh.

Céc thude e ¢ché manh hodc trung binh CYP2C19 nhu omeprazol, esomeprazol, Quvoxamin,
fluoxetin, moclobemid. voriconazol, uconazol, ticlopidin, carbamazepin va efavirenz.

Thuse tie ché bom proton (P

St dung omeprazol 80 my/lan/ngay cing thoi diém vai clopidogrel hode 12 tiéng trude hodc sau
khi dung clopidegrel lam giam ndng do chat chuyén hoa ¢ hogt tinh khoang 43% (licu nap) va
40% (liéu duy tri). Tac dong nay lién quan dén sir giam 39% (licu nap) va 21% (lidu duy tri) kha
ndng e ché két tip tiéu cau. Lsomeprazol cling ¢6 twong tac tuong ur.

Cac dir liéu khong ddng nhat trén lam sing cua chi s6 PK/PD (duoe dong hoc/duoe luc hoe) doi
vai cde bién ¢6 tim mach chinh duge phi nhin tir ¢a cic nghién ciru quan sat va nghién etu lam
sing. Khong nén ding dong thoi clopidogrel vai omeprazol hode esomeprazol.

Nong do chat chuyén hoa giam it hon duge ghi nhan khi dung pantoprazol hoac lansoprazol. Nong

f{x g

do trong huyét tuwong cua chat chuyen hoa ed hoat tinh giam 20% (licu nap) va 14% (liéu duy ey
= nir) | -
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khi dang két hop vii pantoprazol 80 mg/lan/ngdy. Tic dong nay lién quan dén su giam Kha ning
e ché két tap tiéu cau 15% va 11% twong tng. Cac két qui nay cho th:'i,\' clopidogrel ¢ thé ding
cung voi pantoprazol.

Khéng ¢6 biang chimg danh gia anh huong 1én hoat tinh khing tiéu cau cua clopidogrel khi dang
vai cac thude lam giam acid da day nhu e ché 112 hoje cic antacid.

Li¢u phip khing retrovirus ting cudmg (ART): Bénh nhin HIV duge diéu tri bang li¢u phap khang
retrovirus tang cuomg (ART) ¢6 nguy co cao bi bién ¢b mach miu. Viée sir dung déng thdi
clopidogrel vai li¢u phap khing retrovirus ting cuong khong duge khuyén khich.

Cae thuoe khde: mét s6 nghién ciru 1am sing dugc tién hanh dé ddnh gid tiém ning tuong tac duoc
dong hoc va duge lue hoe khi két hop clopidogrel va cic thude khic. Khong co tong tic duoc
lue hoe ¢d y nghia trén [am sang Khi dang dong thai clopidogrel va atenolo, nitedipin hode ca
atenolol va nifedipin. Ngoai ra, dde tinh duoc lye cua clopidogrel ciing khong bi anh huong khi
phéi hop voi phenobarbital hoje oestrogen.

Duoe dong hoe cua digoxin hode theophyllin kKhong bi thay doi khi két hop vai clopidogrel. Cac
antacid Khong lam thay doi sur hip thu cua clopidogrel.

D liéu tir nghicn edu CAPRIE cho thiy rang phenytoin va tolbutamid (chuyén héa qua CYP2C19)
¢6 thé phoi hop an toan vai clopidogrel.

Cde thuoc la co chat ciia CYP2CS: clopidogrel Tam tang hip thu cia repaglinid wén nguot tinh
nguyén khoe manh. Cic nghién ¢ in viro cho thay sy hip thu repaglinid tang Ién do CYP2CS
bj tre ché boi chit chuyén hoa glucuronid cua clopidogrel. Do nguy co tang ndng dé huyét wong.,
can thin trong Khi ding tl(‘:ng thoi clopidogrel va cie thude chuyén hoa ch yéu qua CYP2CS.
Liéu phap phos hop khde vai ASA: cic tuong tic vai ede thude sau ddy di duge bio cio véi ASA:
Thude tang diao thai acid uric nicu (benzbromaron, probenccid. sulfinpyrazon): Cin thin trong vi
ASA ¢O thé (e ché tic dung cua cic thude 1rén thong qua viée canh tranh logi bo acid uric.
Methotrexat: do ¢ thanh phin ASA, nén thin trong khi st dung liéu cao hon 20 mg/tudn
methotrexat vai FAROPLAV-A 75/75 vi ¢6 the e ché thanh thai methotrexat o than, din dén doe
tinh trén iy xuong.

Tenofovir: St dung dong thoi tenofovir disoproxil fumarate va NSAID ¢6 thé lam tng nguy co
suy thin,

Acid valproie: Viée sir dung dong thoi salicylat va acid valproic ¢ thé dan dén giam lién két
protein cua aeid valproic va e ché chuyén hoa acid valproic dan dén tang néng do acid valproic
tr do va trong huyét thanh.

Vac-xin thuy dau
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Khuyén cdo rang bénh nhin khong duye s dung salicylat trong Khoang thai gian siu tudn sau khi
tiém vic-xin thay diu. Cic trudng hop mac hoi chimg Reye, dd xdy ra sau khi sur dung salicylat
trong khi nhiém thuy dau.

Acctazolamid: Thin trong Khi dung dfmg théi salicylat vai acetazolamid vi €6 nguy co nhiém toan
chuyén hoa.

Nicorandil: O nhimg bénh nhin dong thoi su dung nicorandil va NSAID bao gdm ASA va LAS,
¢O nguy co cao bi bién ching nang nhu loét, thung v xudt huyét dudmg tiéu hoa.

Céc wong tic khic vai ASA: Tuong tic voi cic san pham thude sau day véi liéu ASA cao hon
(khing viém) ciing di duge bio cio: thude e ché men chuyén ungiotensin, phenytoin, thude chen
beta. thude 1o tiéu va thude ha duong huyét udng.

Alcohol: Aleohol ¢6 thé lam ting nguy co t6n thuong duong tiéu hoa khi ding ASA. Bénh nhin
nén duge khuyén cio vé cac nguy co ton thuong duong tiéu hoa va chay médu trong Khi ding
clopidogrel két hop vai ASA va alcohol, dic bic¢t 1 néu bénh nhin la nguot nghién ruou man tinh
hoace nghién rugu ning.

Cede trong tde khac vai elopidogrel va A4S

Hom 30.000 beénh nhin tham gia vao cac tha nghiém lam sang voi clopidogrel cing ASA vai licu
duy tri thap hon hodic bing 325 mg voi nhicu san pham thude dong thii khic bao gdm thude loi
tiéu, thude chen beta, thude Ge ché men chuyén, thuoe doi khing canxi, thude giam cholesterol,
thude gian mach vanh, thube diéu tri dai thao dudng (bao gom insulin), thude ching dang kinh va
thude dbi khing GPIb / Hla ma Khong ¢6 bing chimg v tuong tac bit loi ¢6 y nghia trén lam
sang.

Ngodi ¢ice thong tin wong tie voi cac thude cu the duoe mé ta & trén, cic nghién clu twong tic
vGi FAROPLAV-A 75/75 va mdat s thude thudomge duge s dung & bénh nhin mice bénh xo vira
dong mach da khong duge thue hién.

Ciing nhu cic thude e ché P2Y 12 duong udng khac, viée su dung cie chat chi van opioid ¢o kha
nang lam cham va giam hip thu clopidogrel ¢o 1& 1a do lam tdng da day cham. Su lién quan trén
ldm sang chua duge biét. Can ¢an nhic viée st dung mot thuoe chong ket tip ticu ¢au o bénh nhin
bi hoi chirmg mach vanh cip khi cin ding d{‘mg thai morphin hode cac chiat chi van opioid khic.
11. Tie dung kKhong mong muon eua thuoe

Cac tac dung khéng mong mudn duge phit hién trong cic thir nghiém lam sang holde qua cic bao
cao duge trinh bay rong bang dudi day. Tan suit xudt hién duoc quy dinh nhu sau: dneong gap
(=1/100 dén < 1710, it gap (Z1/1,000 den = 1/100), hiém gap (110,000 dim < 11,000, it hicm
gap (< 1/10,000), chira ¥é (khong thé wede tinh tie div licu c6 sany.
Réi toan mdu va bacl huyét

It gap: Giam ticu cau, giam bach cau, tng bach cau i toan
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Hiém gap: Giam bach ciu trung tinh, ké ci giam bach cdu trung tinh nghiém trong
Rat hiém gap. chua ro: Ban xudt huyét giam tiéu ciu huyét khdi (TTP). thiéu méu bat san. suy ty.
giam bach ciu hat, giam ticu ciu nghiém trong, chay mau mac phai, thicu méau

Roi loan tim

Rét hiém gip. chua ro; Hoi chimg Kounis (co that mach vinh do di ang/ nhoi mau cor tim do di
tng) trong truomg hop phan img quia man do ASA hoje clopidogrel

Roi loan hé miién dich

Rat hiém gap. chua ro: Sée phin vé, bénh huyét thanh, phin (ng phin v¢, phan (ng qua min chéo
gitra cac thienopyridin (nhu ticlopidin, prasugrel. hoi chimg khing insulin tr mién, ¢6 thé dan dén
ha dudmg huyét nang, dic biét & bénh nhan mang kKhang nguyven HLA DRA4 (thuong gdp o dan
0 Nhat Ban). lam nang thém cde tricéu chang di dng caa di dog thue pham

Rii loan chuyén héa va dinh duing

Rat hiém gap, chua rd: Ha dudmg huyét, gout

Rbi loan tam thin

Rat hiém gip. chua ro: Ao gidc, nhim lan

Réi loan hé thin kinh

It gip: Chay mau ndi so (da ghi nhin mét s6 truong hop tr vong), dau diu, rdi loan cam gidc,
chong mat.

Rét hiém gap. chua rd: ROI loan vi gide, mdt vi gide

Roi foan nit

it gdp: Chay miu mat (mang két. con NEUETL, VONE 1ic)

Roi loan tai

Hiém gap: Chong mat (vertigo)

Rat hicm £dp. chua ro: Nghe kém hodc a tai

Rii loan mach

Thudmg gip: Tu miu

Rat hicm gap. chua ro: Xudt huyét nghiém trong. xudt huyét do vét thuomg phiu thuit, viém mach,
ha huyét ap

Réi loan hé hip, ngue vi trang thit

Thuomg gap: Chay mau cam

Rét hiém gap, chua ra: Chay mau dudmg ho hip (ho ra maw, xudt huyét phéi), co thit phé quin.
viém phoi k&, phi phoi khong do tim khi st dung lau dai v trdmg hop phan (g quéa man do
ASA. viém phdi tang cosin
Risi loan tiéu héa

Thuong gap: Xuat huyeét tiéu hoa, ticu chay. dau bung, kho ticu
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[t gap: Loét da day-1a trang, viém da day, nén. budn non, diy hoi, tdo bon

Hiém pap: Xuit huyét sau mang bung

Rat hiém gap, chua ro: Tir vong do xudt huyét ticu hoa va xudt huyét sau mang bung, viém tuy.
viém dai trang (bao gom viém loét dai tdng, viém dyi trang vi thé), viém miéng.

Rii loan gan mat

Rat hiém gip, chua rd: Suy gan cip, viém gan, chire ndng gan bat thudng, tang enzym gan

Réi loan da va mé dwdi da

Thudmg gap: Tham tim

It gip: Phat ban, ngtra, xuit huyét da

Rét hiém gap, chua ré: Viem da bong rép (hoai 1 thugng bi do nhiém ddc, hoi chimg Steven-
Johnson, héng ban da dang. mun mu ngoal ban todn thin ¢ip tinh (AGEP)), phit mach. hoi chimg
qua mdn do thude. hoi chimg phat ban do thude kém tang cosin v tricu chimg win than (DRESS).
ban do hodc troc vay, may day, cham hoa, beénh liken phing

Roi logn hé sinh san va tuyén vir

Hiém gip: Chimg vii to o nam gioi

Réi logn co xwong vi mo lién két

Rat hiém gap, chua rd: Ty mau khop, viém Khévp, dau co, dau Khap

Roi logn thin va tiét ni¢u

It gip: Tiéu ra mau

Rét hiém gap, chua rd: Suy thin, suy thin ¢ip (dic biét & bénh nhan dang suy thin, mat bu tim,
hoi chimg than ha hoac diéu tri dfm;_: thost vai thude Toi tiéu)., viem cau than, creatinin mau rng
ROi loan tong thé va tai vi ri ding thube

Thuomg gip: Chay mau tai chd tiém

Rat hicm gap. chua ro: SOt phu

Xét nghié¢m

it gap: Chay mau kéo dai, giam s luong bach ciu trung tinh, giam so luong ticu ciu

Thang bio cho bidc si nhivng tac dung khéng mong muon gap phai khi s dung

12. Qua licu va cich i tri:

Clopidogrel

Qui licu clopidogrel ¢6 thé lam chay mau kéo dai va din i cic bién ching mat mau. Khéng co
thude giai dac dic hicu, trong trudmg hop cin thict, co thé xem xét truvén tidu cau.

ASA

Cie tricu chimg sau day ¢6 lién quan dén nhiém doc vira phai: chong mit, nhire dau, G tai, nhim

lan va cdce tricu chimg tiéu hoa (budn ndn. ndn va dau da day).




https://trungtamthuoc.com/

Khi nhiém doc ndng. rdi loan nghiém trong trang thii cin bing acid-base xay ra. 1 ang thong Khi
ban diu dian dén nhiém kiém ho hip. Sau do, nhiém toan ho hip xay ra do hau qud cua vige te ché
trung tim ho hip, Nhidm toan chuyén héa cling phat sinh do su hién dién cua salicylat. Vi tré em.
e 5o sinh va tré mdi bict di thuomg chi duge nhin thily o giai doan nhidém doe mudn, thuong sé
dat dén giai doan nhiém toan.

Céc triéu chimg sau day ciing ¢6 thé phét sinh: tang thian nhiét va giir nude, din dén mit nude, bon
chon, co gidt. 4o gide va ha dudng huyét, Suy nhuoe hé théng thin kinh co thé din dén hon mé.
tryy tim mach va ngimg ho hap. Licu gdy ur vong ctia aacid acetylsalicylic la 25-30 g. Nong do
salicylat trong huyét tong teén 300 mg/l (1,67 mmol/l) goi v dén nhiém doc.

Qui liéu voi sy két hop lidu ¢6 dinh ASA/clopidogrel ¢6 thé lién quan dén tang chay mau va cic
bién chimg chay mau sau do do tic dung duoe 1y cua clopidogrel via ASA.

Phua phoi khong do tim mach ¢o thé xay ra khi ding qua liéu acid acetylsalicylic ¢ip tinh va mén
tinh.

Néu di udng qui licu thi nhap vién la cin thiét. Vai nhiém dde vira phai, ¢ thé tién hanh gay non;
néu that bai, tién hanh rira da day. Than hoat tinh va natri sunfat duoe ding sau do. Kiém hoa nudce
tiéu (250 mmol natri bicarbonat trong 3 gio) trong khi cin theo dai pH nude tidu. Chay than nhin
tao la phuong phip diéu tri ua thich cho nhiém doc ning. Dicu tri ede tricu chimg nhiém doc khic.
13. Dae tinh duoge lye hoe:

Nhém duge Ip: thude chong k&t tip tiéu cdu khéng phai heparin

MaATC: BOIAC30

Clopidogrel & mt tién thude. mot trong cic chit chuyén hoa cua no 1a chit te ché két Gip ticu
cdu. Clopidogrel duoe chuyén hoa qua CYP430 d¢ o thanh chdt chuyén hoa ¢ hoat tinh ¢o tic
dung e ché k& tdp ticu cau. Chat chuyén hoa co hoat tinh cia Clopidogrel tre ché chon loe viée
giin adenosin diphosphat (ADP) 1&n thy thé P2Y 12 cua nd tén tico cau va dan o1 hoat hoa trung
gian ADP cua phic hop glyeoprotein GPHD/ATa. do do e ché két tip ticu cau. Do lién két khong
hoi phuc, edie ticu ciu gin clopidogrel s¢ bj tic dong 1én giai doan sau cta dai song ticu cau (khoang
7-10 ngay) va chire nang tiéu cau hoi phuc binh thuomg vai ty I1¢ khéng doi. Su ket tap ticu ciu
gdy ra boi cic chit cha vin khde ngoai ADP cang bi e ¢hé bing cich ngan chan sy khuéeh dai
hoat hoa tiéu ciu bing cich giai phong ADP.

Vi chat chuy¢n héa ¢ hoat tinh duge o thanh boi enzym CYP450, mot sO trong do ¢o cau tric
da hinh hodc bi trc ché boi cae thude khac, khong phai tat ca bénh nhan déu o sir e che tiéu cau
day du.

Liéu lap lai 75 mg clopidogrel hiang ngay lam de ché ding ké ngung tap tiéu ciu do ADP i ngay
diu tién; kha nang te ché ting tr tir va on dinh vao ngay 3 va ngay 7. O trang thai on dinh, mue

.
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gian chay mau tir tir tror vé gid tri binh thuong, thuong thudmg trong vong 5 ngay sau khi ngimg
didu tri.

Aspirin ¢6 tic dung e ché két tip ticu cau bang cich e ché Khong thudn nghich rostaglandin
cyclo-oxygenase va do dé te ché tong hop thromboxan A2, li chit pay két tap tiéu ciu va co mach.
Tic dung nay kéo dai sudt doi :,Gng clia tidu ciu.

14. Dac tinh duge dong hoc:

Clopidogrel

Hép thu

Sau khi udng mot lidu va lidu lap lai 75 me/ngay, clopidogrel duge hap thu nhanh chong. Nong do
clopidogrel trong huyét twong trung binh o dang khong doi (Khoang 2.2-2.5 ng/ml sau khi uong
mot lieu 75 mg) dat dinh 45 phat sau khi ufmg. llflp thu 101 thiéu 50%, dua trén sy bai iét ede chit
chuyén hoa cua clopidogrel trong nude tiéu.

Phn ba

Clopidogrel v chit chuyén hoa chinh (Khong ¢6 hoat tinh) lién két co hdi phuc vai protein nguoi
(98% va 94% tuong (ng) wong nghicn clu in vitro, Lién két Khdng bilo hoa trong mot khoang
néng do rong.

Chivén hioa

Clopidogrel phin lén chuyén hoa qua gan. Trong nghién ciru in vitro va in vive cho thiy
clopidogrel chuyén héa theo hai con dudng chinh: con dudng thir nhit duge trung hoa boi cic
esterase va din toi sur thity phin thanh din xudt acid carboxy lic khong 6 hoat tinh, con dutng con
lai duge trung hoa boi cic cytochrom P450. Clopidogrel diu tién duoe chuyén héa thanh chit
chuyén hoa trung gian 2-oxo-clapidogrel. Sau do, 2-oxo-clopidogrel chuyén hoa thanh chit ¢o
hoat tinh, mat dan xuat thiol cua clopidogrel. Trong nghién ciu i vitro, con duong chuyén hoa
ndy qua trung gian CYP3A4, CYP2C19, CYPIA2 vii CYP2B6. Chit chuyén hoa thiol hoat tinh
duge phin 1dp wong in vitro, 1ién két nhanh va khong hoi phue voi cie thy thé teén ticu cau. do do
tre ché két tap tiéu ciu.

Nong do dinh C,y,., ciia chit chuyén hoa eo hoat tinh cao gip 2 Lin sau khi ding mét licu clopidogrel
300 mg va 4 ngay sau khi dimg Ticu duy tri 75 mg. e dat duoe i 30 -60 phit sau kKhi udng.
Thai v

Sau khi udng mat liéu clopidogrel ¢ dinh dau "C tén nguoi. gin 50% thude duoe thai trir trong
nude ticu vi gin 46% thai trir trong phiin moi Khodang 120 giosau khi udng. Sau khi udng mot lidu
75 mg. clopidogrel ¢d thoi gian bin thai gan 6 gio. Thoi ian ban thai cua chit chuyén haa hinh

(khong ¢o hoat tinh) khoang 8 gio sau khi dong mot licu va licu lap lai.
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Duoe dong hoe coa chit chuyén hoa co hoat tinh cia clopidogrel chua duge nghién ciru trén ddi
treng dic bidt

Sty Hian

Sau khi udng liéu 1dp lai 75 mg clopidogrel/ngay wén bénh nhin suy thin nang (dé thanh thai
creatinin 5 — 15 mlphat), sy ire ¢hé két tip tidu ciu do ADP thip hon (25%) khi quan sat wén
nguoi khoe manh, tuy nhién, thoi gian chay mau twong tu nhu 1rén ngudi khoe manh udng 75
mg/ngay. Ngodi ra, clopidogrel dung nap tot o it ca dbi wong bénh nhan.

Suy gan

Sau khi udng liéu lap lai 75 mg/ngdy trong 10 ngay trén bénh nhin suy gan ning. su e ché két
tdp tiéu cau do ADP trong wr trén nguoi khoe manh. Thoi gian chay mdu trung binh ciing twong
tr gitra hai nhom.

Chung toc

Sur pho bin ciia allen CYP2C19 din (6i viée chuyén hoa qua CYP2C 19 6 mire trung binh va thip
khic nhau tay theo chung tde/dan toe. Tir cic tai lidu khoa hoe. dir licu han ché & ngudi chau d ¢6
sdn d¢ danh gia v nghia lam sing cta Kicu gen cia CYP nay doi voi két qua dau ra trén 1am sang.
ASA

Haip thu

Sau khi udng, ASA trong thude duge thay phan thanh acid salicylic va dat ndng do dinh cia acid
salicylic trong huyét tuong trong vong | git, do do, ndng do ASA trong huyét twong khéng thé
phat hién duoc sau 1,5-3 pii ding thudc.

*

Phdn bo
ASA lién k&t kém voi protein huyét twong va thé tich phan b thip (10 1). Chit chuyén héa cua
nd, acid salicylic, lién két cao vai protein huyét trong. O nong do thap (<100 microgam/ml).
khoang 90% acid salicylic lién két vai albumin. Acid salicylic duge phan phdi réng rdi cho tit ca
cdc md va chit long trong co thé, bao gom h¢ thong thin Kinh trung vong, stia me va cic mo cia
thai nhi.

Chuyén hoa va thai trir

ASA trong thude bi thuy phan nhanh chong trong huyct tuong thanh acid salicylic, vai nia doi
thai trir tir 0.3 dén 0.4 gidr d6i voi lidu ASA tr 75 dén 100 mg. Acid salicylic duoe thanh thai chu
}rétl o gan dé tao thanh acid salicyluric, phenolic glucuronid, acy! glucuronid va mot s6 chit chuyen
hoa nho. Acid salicylic rong thude ¢o nua doi thai ui trong huyét twong khoang 2 gid. Chuyén
hoa salicylat d¢ bi bio hoa va do thanh thai ¢ia toan bo co the iam mde di ndng do trong huyét
thanh cao hon do kha nang cia gan bi han ché dé o ra ca acid salicyluric va phenolie glucuronid.
Vai licu gay déc ( 10-20g), ntra doi thai trir trong huyét twong ¢6 thé tang 1én hon 20 gio. O licu

ASA cao, thai trir aeid salicylic tidn theo ddng hoe khang ¢ thir ty (nghia 1a toe dd thai wir l\hfmgr e
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doi so vai nong do trong huyét twong), vai nira doi thai trir 11 6 gior hoide cao hon. Su thai trr qua
than cta hoat chat ¢ dang khong bi¢n doi phu thude vio pll nuoc ticu. Khi pH nude tiéu tang wrén
6.5, do thanh thai cia salicylat wr do tiang tir <3% dén> 80%. Sau lidu didu tri, Khoing 10% duoc
tim thiy bai tiét qua nude tiéu dudi dang aacid salicylic, 75% dudi dang axit salicyluric, 10%
phenolic- va 3% acyl glucuronid cua acid salicvlic.

Dya trén cae dac tinh duge dong hoe va trao doi chit cia ca hai hop chit. kho XAy ra cic tuong lic
duge dong hoe co y nghia lim sing.

I5. Quy cich dong goi: Hop 5 vix 10 vién.

16. Di¢u kién bio quan, han ding, titu chuin chit luong cua thude:

Dicu kién bio quan: Bao quan ¢ nhiét do khong qui 30°C. T'rinh danh sing va dé am.

Han dang: 24 thing ké tir ngay sin xudt.

Tiéu chudn chit lugng cua thude: Nl san xudt

17. Tén, dia chi co so san xuit thude:

The ACME Laboratories Ltd.

Dia chi: Dhulivita. Dhamrai, Dhaka, Bangladesh



