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UGNG DAN SU DUNG THUOC

Vién nén bao phim

DASARAB

Thudc¢ bén theo don
P¢€ xa tim tay tré em
Poc ki huéng din sif dung truéc khi dung
Thong bdo ngay cho bac s§ nhitng tdc dung khong mong mudn khi sit dung thuéc

PHAN 1. HUGNG DAN SU DUNG THUOC CHO NGUGI BENH

1.

Y

Thanh phin, ham lugng cia thudc:

MJ4i vién nén bao phim chita:

Clopidogrel bisulfat

tuong dudng Clopidogrel « - eoeeienvinennns 75 mg

T4 duge: Lactose monohydrat, cellulose vi tinh thé (M101), BHA, HPMC EIS,
crospovidon, tale, HPMC E6, titan dioxyd, PEG 6000, polysorbat 80, dau thau dau, mau
sunset yellow, mau brilliant blue, mau erythrosin lake .

M& ta san phd&m: Vién nén tron, bao phim mau hong tim, mdt mat c6 ddp gach ngang,
mat kia tron.

Quy cdch déng géi: Hop 2 vi x 14 vién/ Hop 10 vi x 10 vién.

Thudc dung cho bénh gi?

Sin phim DASARAB chifa thanh phén chinh ¢6 tdc dung dugc 1y 1a Clopidogrel, thudc
nhém thudc duge goi 12 thudc e ché két tip ti€u cdu. Ti€u cdu 1a nhitng cdu tric rat
nhd, nhd hon hdng cdu va bach cau, ching sé k&t dinh v4i nhau trong qud trinh dong
mau. Nh& vao viéc ngin ngira syt két dinh nay, cdc thudc dc ché két tap tiéu cdu lam
gidm nguy cd thanh 14p cuc mdu dong (thanh 1ap huy&t khai).

DASARAB dugc ding dé dé phong viéc thanh lip cuc mdu dong (huy€t khdi) trong
1dng mach m4u bi xd ciing (d6ng mach), goi 1a huy&t khdi do xd vita dong mach, diéu
ndy c6 thé din dén cdc bi€n c§ do xd vita dong mach (nhur ddt quy, bénh tim hodc uf
vong).

Ban c6 thé dugc chi dinh ding DASARAB dé€ dé phong viéc thanh lip cuc mdu dong
va gidm nguy cd clia cdc bi€n ¢d trdm trong nay Vi:

Ban bi xd citng dong mach (con goi 1a xd vita dong mach), va

Ban di bi bénh tim, dot quy hodc bénh ly ddng mach ngoai bi€n, hodc

Ban bi dau nguc loai ning nhu “dau thit nguc khong 8n dinh” hoic “nhéi méu cd tim”
(dau tim). Bédc s§ ciing c6 thé cho ban ding acid acetylsalicylic (mét hoat chat c6 mit
trong nhiéu thudc 1am gidm dau va ha st ciing nhu dé dy phong dong mau).
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Poc k§ thong tin trén t3 huéng din st dung khi ding thuGc. Néu ban c¢6 bat ky thic
mic ndo vé viéc ding thudc clia ban, hiy tham khdo y ki€n béc sj.

5. Nén ding thudc nay nhu thé nao va liéu lugng?
Ludn ding thudc chinh x4dc nhu hudng din cia bdc s hodc dugce sy. N&u ban chua rd,
hay hdi lai cho chdc chin.
Liéu dung:
Liéu thong thudng 1 vién/ ngay.
Bic s§ ¢6 thé cho ban ding lidu 300 mg (4 vién) n€u ban bi dau ngyc ning 1 1dn khi bit
diu diéu tri. Sau d6, liu khuyén cdo 12 1 vién/ ngay.
Ban phdi diing thudc kéo dai theo chi dinh clia bc s§.
Thong bdo cho bac s§ néu ban ¢6 dy dinh phiu thuét (k€ c4 phiu thuit ring).
Dang bao ch€ nay khong thich hgp sit dung cho tré em, khuyén cdo chon dang bao ché
khdc phu hgp hon.
Cach dung:
Thudc ding dudng udng. Udng thudc cing hodc khdng cung bira dn.
6. Khi nao khéng nén diing thudc nay?
Khong nén ding thudc nay néu ban:
» Man cdm v6i clopidogrel hodc bat ky thanh phdn nao ciia thudc.
> Dang bi bénh ¢6 thé gy chdy m4u nhu loét da day hodc chdy mdu bén trong nio.
» Bibénh gan néng.
Né&u ban gip phdi mdt trong nhitng tinh trang trén hodc ban cé nghi ngd gi, hdy tham
khdo ¥ ki€n béc sy trudc khi dung thudc.
7. Téc dung khéng mong mudn
Nhu cdc thudc khdc, DASARAB c6 thé giy tdc dung khong mong mudn, nhung khong
phdi ai cling gép phai.
Théng bdo ngay cho bdc sy néu ban gdp phdi cdc tdc dung sau:

- S6t, cdc ddu hiéu nhiém tring hoic mét mdi qui mic. Py c6 thé do sy gidm tuy
hi€m gip clia mot s8 t€ bao mdu.

- D&u hiéu bénh gan nhu vang da va/ hodc mit (vang da), c6 hodc khong c6 chiy mau
va/ hodc I 1an.

Sung miéng hodc cdc rdi loan trén da nhu phat ban va ngita, phong rop da. Bay c6 thé
12 dau hiéu ctia phdn ng di @ng.

Tdc dung khong mong mudn thuong gdp nhdt khi ding clopidogrel la chdy mdu:

Chdy mdu c6 thé xdy ra d da day hodc rudt, bim tim, tu mdu (chdy méu hodc bim tim
bat thudng dudi da), chdy mdu mii, ti€u ra mdu. Trong mdt s3 it trudng hdp, dd c6 bdo
cdo chdy mau trong mit, trong diu, phdi hodc khdp.

Néu ban bi chdy mdu kéo dai khi uéng clopidogrel.:

Né&u ban bi thuong hay vét didt, mau c¢6 thé ngirng chdy chdm hon binh thudng. D6 1a do
tdc dung cla thudc. N€u d6 1a vét dit hay vét thuong nhd nhu vét dit mat do cao réu,
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thi khong c6 gi ddng quan tim. Tuy nhié€n, néu ban ¢6 nghi ngd, ban phdi lién lac vdi
béc sy clia ban ngay.

Cdc tdc dung khong mong mudn khdc:

Rdt thuong gap, c6 thé dnh hudng hon 1 trong 10 ngudi

R&i loan tiéu héa, c¢6 thé gip dau bung, non, chdn dn, viém da day, tdo bén.

Pau nguc, phil mach, ting huyét dp.

Pau diu, chéng mit, mét mdi, dau mdi ngudi.

Ngita, ban dé.

Ting cholesterol huyét.

Nhiém khuin tiét niéu.

Chdy mdu, ban dd, chdy mdu cam.

Bit thudng chifc ndng gan.

Pau khdp, dau lung.

Khé thd, viém mii, viém ph& quin, nhiém tring hd hap trén.

Hoi chitng gid cim.

Thudng gap, o thé dnh hudng dén 1 trong 10 nguoi

Rung nhi, suy tim, nhip nhanh, ngat.

SGt, mat ngd, chéng mit, lo du.

Cham.

Tdng uric mdu, gut.

Tdo b6n, chdy mau ti€u héa, nodn.

Viém bang quang.

Thi€u mdu, chdy mau.

Chudt riit, dau day than kinh, yéu cd.

Puc thdy tinh thé, viém két mac.

It gdp, c6 thé dnh hudng dén 1 trong 100 nguoi

C4c ADR nay it gap nhung trim trong, ¢6 thé de doa tinh mang:

Suy gan cip, mit bach cdu hat, di @ng, phdn v€, ph4t ban, phd mach, thi€u méu, ting
bilirubin huyét, co thit ph& quin, héng ban da dang nhiém sic, chdy méu mang phdi,
viém gan, viém phdi k&, chdy m4u ndi so, hoai tif thi€u méu cuc bd, chdy mdu ndi nhan,
viém tuy, hoi chitng Stevens-Johnson, gidm ti€u cdu, xudt huyét gidm ti€u cau, hoai t
da nhim doc, viém mach, gidm bach ciu trung tinh trim trong.

Thuéc cé thé gdy ra cdc tdc dung khong mong mudn khdc, thong bdo ngay cho bdc sy
néu gdp phdi nhitng tdc dung khong mong mudn sau khi sit dung thudc.

Nén tranh dung nhitng thudc hoic thyc phdm gi khi dang sif dung thuéc nay?
Thong bdo cho bdc s§ hodc duge s§ clda ban vé tit cd cdc loai thudc ma ban dang st
dung hoic sif dung gin ddy, bao goém cé cdc thuGc ké don hogc khong ké don, cic
vitamin hodc thudc tif dugc liéu.
Mot s8 thude ¢6 thé dnh hudng dén viéc udng clopidogrel hodc ngugc lai.
Ddc biét, thong bdo cho bdc s3 hodc dugc s néu ban dang sit dung cdc thudc sau:
Thudc c6 thé 1am ting nguy cd chdy mdu ciia ban nhu:
Thudc khdng dong dudng udng (cdc thudc ding dé€ 1am gidm déng mdu).
Thudc khéng viém khong steroid (cdc thudc ding d€ lam gidm dau va/ hodc viém
clia cd hoic khép). \J
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10.

11.

12.

13.

Heparin hodc cdc thudc 1am gidm dong mdu dudng tiém khac.
Ticlopidon, céc thudc khang tiéu cau khéc.
Thudc Gc ché tdi hdp thu serotonin chon loc (bao gém nhung khdng han ch& véi
fluoxetin, fluvoxamin) (thudc ding dé diéu tri trim cdm).
Omeprazol hoic esomeprazol (thudc di€u tri viém loét da day).
Fluconazol hoic voriconazol (thudc diéu tri nhiém nam).
Efavirenz, Thudc diéu tri nhiém HIV.
Carbamazepin.
Moclobemid (thudc diéu tri trim cdm).
Repaglinid (diéu tri d4i thdo dudng).
Paclitaxel (diéu tri ung thu).
N&u ban bi dau nguc ning (dau thit ngyc khong 6n dinh hodc bénh tim) ¢6 thé duge chi
dinh ding acid acetylsalicylic, mot hoat cha't ¢6 mit trong nhi€u thudc lam gidm dau va
ha sot. Thinh thodng ding acid acetylsalicylic (khong qud 1000 mg trong 24 gid) thi
cting khong ¢ van dé gi, nhung n€u dung trong thdi gian dai trong trudng hop khdc thi
can héi y ki€n bdc s¥.
Néu ban gdp bat ky truong hgp nao & trén (hodc ban khéng chdc chdn), hay thdo ludn
vdi bdc sy trudc khi uéng thudc.
Sit dung DASARAB vdi thiic dn

C6 thé udng thudc cing hoic khong cling bita an.

Cén lam gi khi m§t l4n quén khéng dung thuéc?

Tt nhat khong nén quén dung thudc. Néu ban quén ding 1 liéu, nhung chua tré qué 12
gid, ban cif udng lai 1 vién va sau d6 udng vién k€ ti€p vao gid thong 1é. N&éu ban quén
udng qud 12 gid, udng liéu k& ti€p vao gid thong 1é. Pirng udng ting gap doi li¢u dé ba
cho 14n quén udng thudc. Ban c6 thé kiém tra ngay udng li€u cudi cling bing cch theo
doi trén lich dudce in & vi thude.

Né&u ban mudn ngirng thudc

Ti€p tuc st dung thudc cho dén khi bdc s§ bdo ban ngirng. Khong duge tu y ngitng
thudc. Ludn 1am theo chi din cia bic sy.

N&u ban ¢6 thic mic gi khi sif dung thudc nay, hay lién hé vdi bac sy hodc dudc sy .

Cén bdo quan thudc nay nhu thé nao?
Giir thuSc trong bao bi gdc ciia nha sdn xuat, ddy kin.

P& thudc noi kho rdo, tranh 4nh sdng, nhiét d6 khong qud 30°C, va ngodi tdm vdi cla
tré em.

Khong st dung thudc sau ngay hét han in trén bao bi (hdp va vi thudc).
Nhitng ddu hiéu va triéu chitng khi dung thuéc qua liéu
Dung thudc chinh xdc nhu huéng din clia bac s§. N€u ban ding qué li€u hoic tré em

nudt phai thudc, lién hé ngay véi béc sy va trung tim y t&€ gan nha.

Cén phai 1am gi khi ding thudc qud liéu khuyén cédo ‘,Q
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14.

15.

Ngung ding thudc va lién lac ngay vdi bac s§ hodc trung tim y t€ gan nhat. Mang theo
vién thudc ciing vdi bao bi dé bac sy bi€t ban dd udng thudc gl va c6 bién phdp xit 1y
kip thdsi.

Nhitng diéu ciin than trong khi ding thudc nay
Trudc khi ding thude, thong bdo cho bdc sy néu ban dang c6 cdc vdn dé vé sic khde sau
day:
Né&u ban ¢6 nguy cd xuit huy€&t nhu:

Bénh c6 thé c6 nguy cd chdy mau bén trong (nhu loét da day).

Ban c6 r8i loan vé m4u c6 thé gdy chdy mdu ndi tang (chdy miu & cdc mo, cd quan
hay khdp).

Ban bi chin thuong nang.

Ban vira dugc phiu thuit (k€ c4 phiu thuit ring).

Ban sé& dudc phdu thuit (ké cd phdu thuét ring) trong vong 7 ngay nifa.
Ban tirng bi cuc mdu dong trong ddng mach nio (dét quy do thi€u mdu nio cuc bd)
trong vong 7 ngly gin day.
Né&u ban ¢6 bénh than hodc gan nang.
Ban tirng bi di ng hoic phdn tng vdi bat ky thudc nao ding di€u tri bénh cla ban.
Trong khi ding thudc:
N&u ban sip phiu thuit (k€ cd phiu thuit ring).
Thong bdo ngay cho bac sy néu ban gip phéi tinh trang (ban xudt huyét gidm ti€u cau
huyé&t kh&i) bao gdm s6t va bim tim dudi da, c6 thé xudt hién dudi dang cdc ddu chim
mau dé, keém hodc khong kém mét mdi khong rd nguyén nhan, i lan, vang da hoic
mit (vang da).
Thudc ¢6 chita lactose, thong béo cho bac sy néu ban da timg duge cho biét ban khong c6
kha ning dung nap mot loai duong nao.
Thudc c¢6 chita polysorbat 80, mau sunset yellow, mau brilliant blue, mau erythrosin
lake ¢6 thé gdy di (ng, ddu thau diu c6 thé gay dau bung, tiéu chay.
Néu ban gdp phdi cdc truong hgp trén (hodc néu ban khong chdc chdn), hdy thdo lugn
vdi bdc sy ciia ban trudc khi ding thudc.

Phu nit mang thai hodc cho con bu

Thong bdo cho bdc s§ néu ban dang mang thai, nghi ngd dang mang thai, c6 y dinh
mang thai hodc dang cho con bd. Tham khdo ¥ ki€n béc sy trude khi dung thudc.

Ldi xe va vdn hanh mdy mdc

Clopidogrel khong gdy anh hudng hodc dnh hudng khong dang ké trén khd ning ldi x
va vin hanh mdy méc.

Khi nao cAn tham vin bdc sy, dugc s§.
Né&u cin thém thong tin xin héi ¥ ki€n bdc s§ hodc dudgc sy.

16. Han dung ciia thudc: 36 thing k€ tif ngay sdn xuat.

<
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PHAN 2. HUGNG DAN SU DUNG THUOC CHO CAN BO Y TE

1.

PAC TINH DUGC LUC HQC:

Nhém dugc ly: Thudc e ché két tap ti€u cdu. Ma ATC: BO1AC04.

Clopidogrel 12 tién chét, mot trong nhitng chit chuyén héa clia né 1a chat e ch€ két tp
ti€u cdu. Clopidogrel dugc chuyén héa bdi CYP450 thanh chat chuyén héa c6 hoat tinh
e ché& két tap tiéu cAu. Chat c6 hoat tinh nay e ché chon loc sy gdn k&t clia adenosin
diphosphat (ADP) véi receptor P2Y 1 tifu ciu va sy hoat héa trung gian ADP ti€p theo
cda phitc hgp glycoprotein GPIIb/ Illa, do d6 e ché két tap ti€u cau. Vi syt gin k&t nay
1a khong thudn nghich, ti€u ciu nay duy tri dugc tudi tho t8i da (khodng 7 - 10 ngay) va
st phuc hdi chifc ning ti€u ciu binh thudng xudt hién khi lugng ti€u cau thay thé & ti 1§
nhit dinh. Su @c ché két tip tiéu cdu cidm ng bdi tdc nhan khdc ADP ciing bi tc ché
bdi st ngin chan viéc khuyéch dai hoat héa tiéu cau do gidi phéng ADP.

Vi chét chuyén héa c6 hoat tinh dugc tao ra bdi enzym CYP450, mét s0 dang thd hinh
enzym ndy bi e ch& bdi cdc thudc khic, do d6 khong phai tat cd bénh nhan déu c6 sy
ttc ch& két tap ti€u cau thich hgp.

St dung lidu lip lai 75 mg/ ngay cho tdc dung c ché sy két tap tiéu cdu cdm ing ADP
bit ddu tir ngdy ddu tién, né gia ting lién tuc va dat trang thdi hing dinh giira ngay thi
3 va tht 7. G trang thdi hiing dinh, mic d§ c ché trung binh quan sit & liéu 75 mg/
ngay 1a 40 va 60%. Su ttc ché két tap ti€u ciu va thdi gian chdy mdu trd vé gid tri binh
thudng trong vong 5 ngdy sau khi ngung diéu tri.

PAC TINH DUGC PONG HOC:

Hap thu

Clopidogrel duge hdp thu nhanh chéng sau khi udng li€u don va lieu lip lai 75 mg/
ngay. Nong do dinh trung binh trong huyét tuong clia dang thudc khong déi dat duge
sau khodng 45 phiit (khodng 2,2 - 2,5 ng/ ml sau khi udng liéu don 75 mg). B hap thu it
nhit 12 50% phu thudc vao su bai ti€t cdc chit chuyén héa cilia clopidogrel qua nudc
ti€u.

Phén bé:

Clopidogrel va chit chuyén héa tudn hoan chinh (khong c6 hoat tinh) gdn k&t thudn
nghich v6i protein huyét tuong (tudng Ung véi 98% va 94%) in vitro. Gin k&t ndy khong
bdo hda trong khodng ndng do rong in vitro.

Chuyén héa:

Clopidogrel dudgc chuyén héa chli y&€u bdi gan. In vitro va in vivo, clopidogrel dugc
chuyén héa qua 2 con dudng: Mot con dudng chuyén héa bdi esterase din dén thiy
phan thanh din chdt acid carboxylic khéng c6 hoat tinh (85% chdt chuyén héa tuan
hoan), mot con dudng qua trung gian da cytochrom P450. Pau tién clopidogrel dugc
chuyén héa thanh 2-oxo-clopidogrel, sau d6 chuyén héa ti€p thanh dang chat chuyén
héa c6 hoat tinh, mot din chat thiol ctia clopidogrel. Con dudng chuyén héa nay qua
trung gian bdi CYP3A4, CYP2C19, CYP1A2 va CYP2B6 in vitro. DAin chit thiol ¢6
hoat tinh cla clopidogrel ma da dugc phdn ldp in vitro, né gin k€t nhanh chéng va
khong thuin nghich v6i receptor ciia tiu cu, vi vay e ch& sy két tap cla ti€u cau.
Thai tru:

Sau khi uéng clopidogrel ddnh ddu ddng vi phdéng xa '“C, khodng 50% dugc bai tiét
trong nudc tiéu va khodng 46% trong phan sau khi udng 120 gis. Sau khi udng liéu don
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75 mg clopidogrel, thdi gian ban thdi cla thudc khodng 6 gid. Thdi gian bdn thdi cla
cha't chuyén héa tudn hoan chinh 1a 8 gid sau khi udng li€u don va li€u lap lai.

Dugc Iy hoc di truyén:

Tinh da hinh thdi gen ciia CYP2C19 ¢6 thé dnh hudng dén ddp @ng dudc dong hoc va
dugc luc hoc cia clopidogrel.

CYP2C19 tham gia vao tao cd 2 chi't chuyén héa c6 hoat tinh va chit chuyén héa trung
gian 2-oxo-clopidogrel. Dugc dong hoc va tdc dung khdng ti€u cdu cla chdt chuyén héa
¢6 hoat tinh ciia clopidogrel khi dinh Iugng bing thyc nghi€ém k€t tap ti€u ciu ngoai co
thé khdc nhau tdy theo genotyp ciia CYP2C19. Céc bién thé di truyén cta CYP450
khéc ciing c6 thé tdc dong dén tao chit chuyén héa c6 hoat tinh cla clopidogrel.

Alen cia CYP2C19*1 tuong tng vdi chifc ning chuyén héa day di, trong khi d6 alen
CYP2C19*2 va CYP2C19*3 khong ¢6 chdic ning. Ty 1€ ngudi mang alen CYP2CI9
gidm chitc ning trong quan thé chung phu thudc vao chiing toc. Pa s6 nhitng ngudi c6
chuyén héa kém da tring (85%), chau A (99%) c6 alen gidm chitc ning CYP2C19*2 va
CYP2C19*3. Cdc alen khdc it chifc ndng va cling it gap hon.

Nghién cifu cho thdy nhém bénh nhén c¢6 tinh trang chuyén héa kém va trung gian c6 ty
1& cao bi€n ¢6 tim mach (t¥ vong, nhdi mdu cd tim va ddt quy) hodc huyét khoi do dat
stent so vGi ngudi ¢6 chuyén héa manh.

Dugc dong hoc trén cdc doi tugng ddc bigt

Dugc dong hoc cilia cdc chit chuyén héa c6 hoat tinh ciia clopidogrel & nhitng doi tugng
dac biét nay chua rd.

Suy thdn

Sau khi s dung liéu lip lai 75 mg clopidogrel/ ngdy & bénh nhdn suy thin ning (Clc:
tr 5 dén 15 mL/ phit), sy c ch& két tip ti€u cau gay ra bdi ADP thip hon (25%) so vdi
ngudi khde manh, tuy nhién, thdi gian chdy mdu lai tuong ty nhu ¢ nhém ngudi khoe
manh st dung clopidogrel 75 mg/ ngay. Ngoai ra, dung nap trén lam sang tot & tat cd
cdc bénh nhan.

Suy gan

Sau khi diing liéu lip lai clopidogrel 75 mg/ ngay trong 10 ngay & bénh nhan bi suy gan
ning, su e ché& k&t tap ti€u cau gy ra bdi ADP wrong tf nhut & ngudi khée manh. Thai
gian chdy mdu trung binh twong duong nhau & cd hai nhém.

Chiing tgc

Su phd bién ciia alen CYP2C19 din dén sy chuyén héa bdi CYP2C19 kém va trung
gian khdc nhau tiy theo ching tdc/ din tdc.

CHI PINH:

Dy phong bic hai 1am gidm nguy cd tai bi€n tim mach sau nhdi mdu co tim, dot quy va
bénh ly dong mach ngoai bién. Clopidogrel dudc luc chon thay th€ aspirin trong du
phong cdc bi€n ¢d tim mach, mach nio & nhitng bénh nhan cin dy phong bing thudc
khéng ti€u cau.

Piéu tri hoi chitng mach vanh cip (dau thit nguc khong 6n dinh, nhdi mdu co tim khdng
¢6 ST chénh 1&n va nhdi mdu cd tim ¢6 ST chénh 1én).

Piéu tri hoi ching dau thit nguc 8n dinh man tinh: Clopidogrel dugc sit dung thay th€
aspirin & nhitng bénh nhin c6 dau thit ngyc dn dinh man tinh khong th€ dung nap
aspirin. Nhitng bénh nhan bénh mach vanh c6 tri€u ching véi nguy cd cao din t6i bi€n
¢4 tim mach nén phéi hgp aspirin véi clopidogrel.
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LIEU DUNG - CACH DUNG:

Liéu diing:

Liéu dugc tinh theo clopidogrel, phdi chd ¥ d&€n dugc 1y hoc di truyén & ngudi chuyén
héa kém.

Liéu uéng hang ngay & ngudi 16n 1a 75 mg/ ngay.

Sau nhéi mdu co tim, djt quy; bénh Iy dpng mach ngoai bién: 75 mg x 1 1an/ ngay.

H{i ching mach vanh cdp

Pau thit nguc khong 6n dinh, nhdi mdu cd tim khong ¢6 ST chénh 1én: Néu bénh nhian
dudc Ira chon can thiép mach vanh qua da, liéu nap ban diu 300 mg truSe khi can thiép
it nhat 2 gid, sau d6 75 mg/ ngay (phdi hgp 75 - 325 mg aspirin/ ngdy). Néu bénh nhin
khong thé ding aspirin thi ding liéu dau tién clopidogrel 300 - 600 mg trudc can thiép it
nht 24 gi®, sau d6 12 75 mg/ ngay, kéo dai it nhat 12 thang.

Nhdi mdu ¢o tim ¢6 ST chénh 1én: N€u bénh nhin diéu tri bio t&n thi udng clopidogrel
75 mg/ ngay (phdi hgp aspirin 75 mg - 162 mg/ ngay). Thdi gian di€u tri < 28 ngay,
thudng 1a cho dén khi ra vién. C6 thé dung 1 liéu diu tién 300 - 600 mg/ ngay néu bénh
nhin ¢6 chi dinh can thiép mach vanh. Sau can thiép mach vanh, bénh nhin ti€p tuc
udng 75 mg/ ngay, kéo dai it nhit 12 thdng.

Liéu ding cho tré em: Chua c6 thong tin vé li€u tdi uu cho tré em, cdc thdng tin vé liéu
& tré em rat han ché, cin c6 cdc nghién citu thich hgp. Nghién citu cho thiy tré < 24
thdng ding 0,2 mg/ kg/ ngay, ding 1 1an/ ngdy c¢6 hiéu qud tuwong duong nhu ngudi 16n
diing liéu thong thudng. P&i v6i tré em > 2 tudi, chura ¢6 liéu t6i wu duge khuyén céo,
tuy nhién khong duge diing liéu cao hon cia ngudi 16n, c¢6 thé diung liéu ban ddu 1 mg/
kg, sau d6 hiéu chinh liéu tuy theo dip @ng.

Dang bao ché& khong thich hgp dung cho tré em, khuy€n cdo chon dang bao ché khic
phu hgp hon.

Bénh nhdn suy thdn, ngudi cao tudi: Khong can chinh liéu cho bénh nhin suy thin,
ngudi cao tudi.

Bénh nhédn suy gan: Kinh nghiém diéu tri con han ché€ 8 bénh nhin suy gan trung binh,
nhitng b&énh nhin nay c6 thé bi chdy m4u.

Cach dung:

Thudc dung dudng udng. Udng thudc cing hodc khong cling bita in.

Néu ban quén ding 1 liéu:

- Trong vOong 12 gid sau thdi gian udng thudc thdng thudng: Cho bénh nhin udng ngay
li€u da quén, sau d6 udng liéu ti€p theo nhu binh thudng.

- N€u qué thdi gian udng thudc thong thudng trén 12 gid: BS qua li€u dd quén, cho
bénh nhin udng li€u ti€p theo nhu binh thudng, khdng udng gap doi liéu dé b vao liéu
da quén.

CHONG CHI PINH:

Bénh nhin min cdm v&i clopidogrel hodc véi bat ky thanh phan nio cia thudc.

Pang ¢6 chdy mau bénh ly nhu chdy mdu da day td trang, xudt huy€t vong mac hodc
xud't huy€t ndi so.

Suy gan nang.

N
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CANH BAO VA THAN TRONG KHI DUNG THUOC:

Clopidogrel 1am kéo dai thdi gian chdy mdu, cin thin trong khi sit dung cho nhitng
bénh nhin bi ting nguy cd chdy mdu do chin thuong, phiu thuit hoic chdy mau bénh
Iy nhu loét da day t4 trang, chdy mdu ndi nhin, chdy mdu ndi so. Néu bénh nhin cin
phu thudt, phdi ngitng thudc trude 5 ngay.

Khi nghi c6 xudt huyé€t hodc rdi loan vé huyét hoc trong qud trinh diéu tri bing
clopidogrel phdi xét nghiém s6 lugng hong cau va cdc xét nghiém thich hgp khdc.

Xudt huyét gidm ti€u cdu (trong vong 2 tudn diéu tri ddu tién) di xdy ra & mot s6
trudng hgp din téi tf vong, trong trudng hgp x4y ra xuit huyét gidm ti€u cdu cin thay
huyé&t tuong cap citu.

3 bénh nhén c6 tién skt con thi€u m4u ndo thodng qua hodc ddt quy, c6 nguy co tdi phat
con thi€u mdu ndo cuc b, n€u két hgp diéu tri dy phong bing aspirin phdi hgp
clopidogrel khdng chi 1am ting hiéu qud so vdi dung clopidogrel don thuan ma con lam
ting nguy cd chdy mdu lén.

Nguy cd chdy mdu tiéu héa ting khi st dung clopidogrel, do d6 phdi thin trong khi
dang cho bénh nhan ¢6 t6n thuong & dudng tiéu héa c6 xu hudng chidy mdu nhu bi loét.
Trong thdi gian di€u tri bing clopidogrel ciing cin thin trong néu st dung cdc thudc
khdc c6 nguy co gay loét dudng tiéu hda.

Can thong bdo cho bénh nhan bi€t ho dé bi bAm tim va chdy m4u, thdi gian chdy mdu
kéo dai trong thdi gian st dung clopidogrel. Bénh nhan ciing cin thong bdo cho thdy
thuGc va nha sy ring ho dang st dung clopidogrel trudc khi ho phdi phiu thuit hodc
ding thudc khic.

O bénh nhan dang ding thudc khdng tidu cdu 2 thudc (clopidogrel va aspirin) sau dit
stent gidi phong thudc chdm, ¢6 mot s& bing ching cho thiy ty 1& huyét khdi mudn
trong stent (thudng din t6i nhdi méu cd tim va/ hodc tif vong) ting cao sau khi ngitng
clopidogrel, ngay cd § nhitng bénh nhin da diéu tri dai ngdy. Thdi gian diéu tri ti wu 2
thu6c khdng ti€u cdu con chua dugc biét, c¢6 thé ti€p tuc vd han dinh & nhitng ngudi c6
nguy cd chdy mdu thap. Mic du thudng xuyén khuyén cdo ngirng thudc trude dy dinh
phiu thudt, nén cin nhic dva trén nguy cd chdy méu cia titng bénh nhan dé quyét dinh.
Nhitng bénh nhin c¢6 suy gan hodc suy than ciing can si dung thin trong. Cho dén nay,
c6 rdt it cdc thong tin lién quan dén tinh an toan cla clopidogrel ddi vdi cdc ddi tugng
nay.

Mdu khé déng mdc phdi

Chitng mdu khé dong mdc phdi da duge bdo cdo sau khi dung clopidogrel. Trong trudng
hgp kéo dai thdi gian thromboplastin hoat héa titng phan (aPTT) kém hoic khong kém
xudt huy€t, chitng mdu khé dong mic phdi nén dugc theo dbi va diéu tri bdi chuyén gia
va nén nging clopidogrel.

Cytocrom P450 2C19 (CYP2C19):

Dudc di truyén hoc: & bénh nhén 1a ngudi chuyén héa CYP2C19 kém, clopidogrel &
liéu khuy€n cdo dudc chuyén héa it hon va tdc dung trén chitc ning tiéu ciu kém hon.
Cdc thir nghiém dugc cung cip d€ x4c dinh ki€u gen CYP2C19 ctia bénh nhan.

Vi clopidogrel duge chuyén thanh chi't chuyén héa ¢6 hoat tinh mot phdn do CYP2C19,
viéc slf dung cdc thudc e ch€ hoat tinh clia enzym nay c¢6 thé 1am gidm ndng do chat
chuyén héa c6 hoat tinh clia clopidogrel. Lién quan ldm sang cla tudng tdc nay chua ro.
TGt nhat, khdng nén dung clopidogrel dong thdi vé6i cdc thude e ché manh hodc trung
binh CYP3A4.
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Co chdt CYP2C8

Thén trong & bénh nhén di€u tri dong thdi clopidogrel vdi cdc thudc 1a cd chat CYP2CS.
Phdn ung chéo giita cdc thienopyridin

Bénh nhan can dugc dinh gid vé tién s qui min vdi cdc thienopyridin (nhu
clopidogrel, ticlopidin, prasugrel) vi d@ c¢6 bdo cdo phdn ng chéo gilta cic
thienopyridin. Thienopyridin ¢ thé gy ra cdc phdn @ng qud min tif nhe d&€n niang nhu
phdt ban, phd mach hodc cdc phdn ng huy€t hoc nhi gidm ti€u cau va gidm bach ciu
trung tinh. Bénh nhdn ting c6 phdn d@ng di Wng va/ hodc huy&t hoc vdi mot
thienopyridin trude d6 c6 thé tang nguy cd gip phdi phin @ng twong tu hoic phin tng
khdc v6i cdc thienopyridin khdc. Khuyén cdo theo ddi cdc dau hiéu clia phdn @ng qua
mén § bénh nhan da ting di Wng vdi thienopyridin.

Cdnh bdo va thdn trong lién quan td dugc

ThuGc ¢6 chia lactose, bénh nhan bi bénh di truyén hi€m gip kém dung nap galactose,
thi€u hut Lapp lactase hodc rdi loan hap thu glucose-galactose khong nén sit dung.
Thudc c6 chia polysorbat 80, mau sunset yellow, mau brilliant blue, mau erythrosin
lake c6 thé gdy di ng, dau thau diu c6 thé gay dau bung, tiéu chay.

P& xa tim tay tré em.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU
Phu ni¥ mang thai:

Nghién cifu trén thd va chudt khong thdy 4nh hudng clia clopidogrel giy doc tinh cho
thai nhi. Tuy nhién chwa ¢6 nghién cttu nao ti€n hanh trén phu nit mang thai. Do d6, chi

stt dung clopidogrel cho phu nif mang thai khi thit cin thiét. E

Phu nit cho con bii:

Thyc nghiém trén dong vat cho thdy clopidogrel va chit chuyén héa dudc bai ti€t qua
sita. Cho dé€n nay, chua c6 thong tin cho biét clopidogrel c6 bai ti€t qua sita me hay VIF
khong. Do d6, can cin nhdc viéc ngitng cho con bi trong thdi gian ding clopidogrel
hodc ngirng clopidogrel thy thufc vao mitc do cin thi€t phdi diing thudc & ngudi me
dang cho con bu.

Kha ndng sinh sdn

Nghién citu trén dong vat khong thdy clopidogrel 1am thay ddi kha ning sinh sdn.

TAC PONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Clopidogrel khong c6 dnh hudng hodc 4nh hudng khong ding ké dén khi ning 14i xe
hodc vin hanh mdy méc.

-
w
-3

i

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC: :
Tuong tdc duge dong hoc
Cédc thudc dnh hudng hodc chuyén héa bdi cytocrom P450 c6 thé giy tuong tdc dugc
dong hoc, do clopidogrel ifc ché chuyén héa cia isoenzym CYP2C19 lam ting nong do
cdc thudc sau: Phenytoin, tamoxifen, tolbutamid, warfarin, torsemid, fluvastatin, thudc
chdng viém khdng steroid.

Cédc thudc @c ch€ CYP2CI9 (vi du omeprazol, cimetidin, fluconazol, ketoconazol,
etravirin, felbamat, fluoxetin, fluvoxamin) c6 thé 1am gidm ndng do cha't chuyén héa cé
hoat tinh trong huy€t twong cia clopidogrel va 1am gidm tdc dung khdng ti€u cau.

A
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Thuéc itc ché glycoprotein IIb/ llla: Thén trong khi dung clopidogrel & bénh nhin dang
ding ddng thdi cdc thudc e ché glycoprotein IIb/ Ila.

Tdng tdc dung/ déc tinh

Clopidogrel ¢6 thé 1am tdng tdc dung/ doc tinh clia cdc thuSe sau: Thudc chdng dong,
thudc chdng ti€u cau, thude hly cuc mau dong, drotrecogin alfa, ibritumomab, salicylat,
tositumomab, warfarin.

Cdc thudc lién quan nguy co chdy mdu: C6 su gia ting nguy cd chdy méu do tdc dung
hiép dong. Than trong khi ding ddng thdi clopidogrel vdi cdc thudc lién quan nguy co
chdy mau.

Thudc khdng déng duong uéng: Dung ddng thdi clopidogrel véi cdc thudc khing dong
dudng udng, bao gdbm warfarin, c6 thé lam gia ting nguy cd chdy mau.

Acid acetylsalicylic(ASA): ASA khong 1am thay déi tdc dung (e ché két tip tidu ciu giy
ra bdi ADP cia clopidogrel nhung clopidogrel ¢6 thé lam ting tdc dung e ché két tap
ti€u cdu giy ra bdi collagen clia ASA. Tuy nhién, ding dong thdi 500 mg ASA, 2 lan/
ngdy gy ting khong ddng k€ su kéo dai thdi gian chdy mdu do clopidogrel. C6 thé xiy
ra tudng tdc dudce luc hoc gilta clopidogrel va ASA lam ting nguy cd chdy mdu. Do dé,
thin trong khi ding dong thdi clopidogrel va ASA. Tuy nhién, clopidogrel va ASA da
dugce dang dong thdi dé€n mot nim.

Heparin: Trong mdt nghi€n citu 1dm sang dudc thuc hi€n ¢ ngudi khde manh, viéc sit
dung clopidogrel khong doi hdi phdi chinh li€u hodc giy thay ddi tdc dung clia heparin
trén sy dong médu. Dang dong thdi heparin khong giy dnh hudng dén tic dung e ché
k€t tap ti€u cau cia clopidogrel. C6 thé xdy ra tuong tic duge dong hoc giita heparin va
clopidogrel, lam ting nguy cd chdy mdu. Do d6, can thin trong khi ding ddng thdi
clopidogrel véi heparin.

Thudc ly gidi huyét khoi: Clopidogrel st dung chung vdi chat ly gidi huyét khéi chuyén
biét fibrin hodc khong fibrin va heparin an todn ¢ bénh nhan nhdi mdu co tim cap. Tan
sudt xudt huy€t trén 1am sang tuong tu nhy sit dung thudc ly gidi huy&t khai véi heparin
va aspirin.

Tédc dung cia clopidogrel ting l1én khi ding cing cdc thudc sau: Dasatinib, thudc chdng
viém khdng steroid, ethyl ester cia acid omega-3, pentosan natri polysulfat, prostacylin,
din chat rifamycin.

SSRI: Do céc thu6e SSRI dnh hudng dén sy hoat héa ti€u cdu va 1am ting nguy cd chiy
mdu, thin trong khi ddng dong thdi clopidogrel véi cdc thusc SSRI.

St dung clopidogrel phdi hgp véi cilostazol ¢6 thé cong hop tdc dung e ché két tap
ti€u cdu. Do d6, can thin trong khi si dung phdi hgp cilostazol véi clopidogrel, ddng
thdi phdi theo ddi thdi gian chdy mdu néu ¢6 phdi hgp.

Giam tdc dung

Thudc e ch€ bom proton ¢6 thé giy twong tdic duge dong hoc vdi clopidogrel (lam
gidm ndng do chit chuyén héa cé hoat tinh cia clopidogrel) va tudng tdc dudc luc hoc
(lam gidm tdc dung khédng ti€u cau) do thudc e ché bom proton ttc ché CYP2C19 lam
cho gidm tdc dung cla clopidogrel.

Té4c dung cia clopidogrel ¢6 thé gidm di khi ding kém cédc thudc sau: Thudc chen kénh
calci, khdng sinh nhém macrolid, thudc chdng viém khong steroid, thudc dc ché bom
proton, cdc thudc ttc ché€ CYP2C19. -'

Trdnh phoi hop %J
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Khuyén cdo tranh phdi hdp clopidogrel véi nhitng thudc duge bi€t ¢ tic dung dc ché
CYP2C19 nhu omeprazol, cimetidin, fluconazol, ketoconazol, voriconazol, etravirin,
felbamat, fluoxetin, fluvoxamin, ticlopidin.

Tuong tdc véi mot so thdo dugc

Mot s6 thido duge 1am ting tdc dung khang ti€u ciu cla clopidogrel: C4 linh ling, ciy
hdi, qud viét quat, cdy difa, hing chanh, ddu qui anh thdo, tdi, nghé, gitng, sim, bach
qud, hat nho, tra xanh, hat dé, cam th4o, dinh huong dé, tin bi, ¢4 ba 14, liéu.

Cdc tuong tac khdc

Mot s6 nghién citu 1am sang dugc thuc hién véi clopidogrel va cdc thudc ding dong
thdi vé khad ning x4y ra tuong tdc dudc luc hoc va duge dong hoc. Khong c¢6 tuong tdc
duge Iwc hoc ¢6 y nghia 1dm sing dugc bdo cdo khi ding dong thdi véi atenolol,
nifedipin, hodc cd atenolol va nifedipin. Hon nira, tic dung dugc ly cda clopidogrel
khong dnh hudng ddng ké khi ding dong thdi vdi phenobarbital hoic oestrogen.

Dugc dong hoc cia digoxin hodc theophylin khong thay ddi khi dung ddng thdi
clopidogrel. Céc thudc khdng acid khong 1am thay ddi mifc dd hap thu cia clopidogrel.
Théng tin tif mdt nghién citu cho thay, phenytoin va tolbutamid, cdc thudc dudc chuyén
héa bdi CYP2C19, c¢6 thé an toan khi diing dong thdi clopidogrel.

Ciéc thudc 1a cd chat cda CYP2CS8: Clopidogrel lam ting ndng do repaglinid & ngudi
tinh nguyén khde manh. Cdc nghién cifu in vitro chi ra ring sy gia ting ndng do
repaglinid 12 do sy e ch€ CYP2C8 do chit chuyén héa glucuronid ctia clopidogrel. Do
nguy cd ting nong do huyét tuong, thin trong khi ding dong thdi clopidogrel v6i cdc
thudc duge chuyén héa chi yéu bdi CYP2C8 (nhu repaglinid, paclitaxel).

Ngoai nhitng tuong tiac ké trén, cdc nghién cifu tuong téc giita clopidogrel véi mot s&
thudc thudng ding & bénh nhin bi bénh huyét khdi dong mach chua dudc thuc hién.
Tuy nhién, nhitng bénh nhan tham gia cdc thi nghiém lam sang ding clopidogrel déng
thdi cdc thudc khic nhau bao gdm thudc 1gi ti€u, chen beta, thudc tc ché ACE, thudc
doi khang calci, thudc ha cholesterol, thuéc giin mach vanh, thudc diéu tri ddi thdo
dudng (k€ cd insulin), thudc chdng dong kinh va cdc thudc ddi khdang CPIIb/IIIa, khong
¢6 biing chitng vé tuong tdc bat 1gi ¢6 ¥ nghia 1dm sang.

TAC DUNG KHONG MONG MUON:

Chdy médu 1a ADR thudng gip nhat cia clopidogrel, chdy méu c6 thé xdy ra § bat ky vi
tri nao. Nguy cd chdy mdu phu thudc nhi€u yé&u t8, bao gdm cd nhitng thudc ding kém
¢6 th€ d4nh hudng dén tinh trang dong m4u va tinh nhay cdm clia bénh nhan.

Rd't thuong gdp, 3/100 < ADR < 10/100

Tiéu héa: R&i loan tiéu héa c6 thé dén 27%, c6 thé gip dau bung, ndn, chdn in, viém
da day, tdo bén.

Tim mach: Pau nguc, phd mach, ting huyét dp.

Hé than kinh trung uong: Pau dau, ch6ng mit, mét mdi, dau mdi ngudi.

Da: Ngifa, ban doé.

Noi ti€t va chuyén héa: Ting cholesterol huyét.

Ti€t niéu: Nhiém khudn ti€t niéu.

Huyét hoc: Chdy méu, ban dd, chdy mdu cam.

Gan: Bat thudng chifc ning gan.

Co va xuong: Pau khdp, dau lung. J

H6 hap: Khé thd, viém mili, viém phé quén, nhiém tring h6 hap trén.
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10.

Hoi chitng gid cim.

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

Tim mach: Rung nhi, suy tim, nhip nhanh, ng4t.

Than kinh: S&t, mat ngd, chéng mat, lo 4u.

Da: Cham.

NOi ti€t va chuyén héa: Ting uric miu, giit.

Ti€u héa: Tdo bén, chdy méu tiéu hda, non.

Ti€t niéu: Viém bang quang.

Huyét hoc: Thi€u mdu, chdy mau.

Than kinh cd xuong: Chudt riit, dau diy thin kinh, y&u cd.

Mit: Puc thdy tinh thé, viém két mac.

It gap, 171000 < ADR < 1/100

Cédc ADR nay it gap nhung trim trong, ¢6 thé de doa tinh mang:

Suy gan cdp, mit bach ciu hat, di @ng, phdn vé&, phdt ban, phit mach, thi€u mdu, ting
bilirubin huyét, co thit ph&€ qudn, hong ban da dang nhiém sic, chiy mdu mang phdi,
viém gan, viém phdi k€&, chiy mau ndi so, hoai tif thi€u mdu cuc bd, chiy mau ndi nhan,
viém tuy, hdi ching Stevens-Johnson, gidm ti€u cdu, xuat huy&t gidm tiéu cau, hoai t
da nhiém doc, viém mach, gidm bach cdu trung tinh trim trong.

Xut tri ADR:

Theo dbi dinh ky cédc thong s& cdc ddu hi€u thi€u mdu, hemoglobin, hematocrit trong
qud trinh diéu tri bing clopidogrel.

Thay huyé&t tuong cap cifu trong trudng hgp xuat huyét gidm ti€u cu.

Thudc co thé gdy ra cdc tdc dung khéng mong mudn khdc. Cén theo déi chdt ché va
khuyén cdo bénh nhdn théng bdo cho bdc sy nhiing tdc dung khéng mong mudn gdp phdi
khi sit dung thudc.

QUA LIEU VA XU TRi:

Qud liéu clopidogrel c6 thé din t6i chdy mdu kéo dai va bi€n chitng cla chdy méu.
Thuc nghiém trén dong vat di cho thdy cdc biéu hién clia qué liéu. Céc triéu chitng cia
qué liéu clopidogrel 1a n6n, mét 14, khé thd, chdy m4u tiéu héa. Thuc nghiém cho thdy
mot li€u udng clopidogrel 1.500 mg hoic 2.000 mg/ kg di giy ti vong cho chudt nhit
va chudt cong; liéu 3.000 mg/ kg giy ti¥ vong cho khi ddu ché.

X1t tri qud liéu clopidogrel bing truyén ti€u ciu d€ lam d6i khdng tdc dung dugc 1y ciia
clopidogrel.

CAC DAUHIEU CAN LUU Y VA KHUYEN CAO:
Khong dung thudc qué liéu chi dinh.

Piéu kién bdo quan: Noi kho rdo, trdnh 4nh sdng, nhiét d6 khdng qué 30°C.

Han diung cda thudc: 36 thing k€ tir ngay sdn xuit.

<
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11. TEN, PIA CHI VA BIEU TUGNG CUA €O SG SAN XUAT
San xuat tai:
DAVIPHARM
CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM) '
Lo M7A, Pudng D17, Khu Cong nghiép My Phude 1, Phuong Théi Hoa, Thi x3 Bén Cat,
Tinh Binh Duong, Viét Nam

bién thoai: 0274.3567.687 Fax: 0274.3567.688

12. NGAY XEM XET SUA POI, CAP NHAT
DUNG THUOC:

PHO TONG GIAM pOC
Nguyen Xuén Phirong

, UQ. CUC TRUONG
TRUONG PHONG
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