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Ry Prescription Drug 3 x 10 Tablets

PINCLOS

Clopidogrel Tablets 75 mg

Each film coated tablet contains:
Clopidogre! Bisulfate
equivalent to Clopidogrel 75 mg
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inceépta INCEPTA PHARMACEUTICALS LTD 4
Dewan |dns Road. Zirabo, Savar, Dhaka, Bangladegh . 3

Dosage and Administration: Storage:

As directed by the Physician Store in a cool & dry place, below 30°C
Indications, Contra-Indications, Protect from light

Precautions and other information:

Please read the enclosed leaflel Keep out of reach of children.
Specification In-House Read carefully the leaflet before use.
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M&i vién nén bao phim cé chira: e 2 ?3. ‘2? i 55
Clopidogrel Bisulfate Bia chi -} 2;;
tirong dwrong Clopidogrel 75 mg SZEEEE
San xubt béi wﬁﬁdﬁg’
incEpta INCEPTA PHARMACEUTICALS LTD. Ml S E £ 528

Dewan ldris Road, Zirabo. Savar, Dhaka, Bangladesh

Ligu lwomg - cach ding: Bao quan:

Theo su chi dan cia thay thude Bdo quan noi khd mal, dudn 30°C

Chi dinh, chéng chi dinh, Trénh dnh séng

khuyén céo v cdc théng tin khéc: a )

Xin xem huéng d&n trong hop Bé thube xa tAm tay tré em. |

Tiéu chudn: Nha san xuat Boc ki hiréng dan triedre khi ding.
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Ry-thudc bdn theo don

PINCLOS
(Vién nén bao phim clopidogrel 75 mg)

CANH BAO PAC BIET:

Chi sit dung thubc nay theo don

Poc k¥ hudng dén sit dung trude khi sit dung.

Khéng diing gud liéu chi dinh.

N&u cdn thém théng tin, xin hdi ¥ kién bdc sT.

Xin thong bdo cho bdc sT biét néu xdy ra bdt ky tde dung ngogai ¥ nao trong qud trinh sit

dung.
Khong ding thudc di qud han si dung.
D& thudc ngodi tdm voi ciia tré.

THANH PHAN:

M3i vién nén bao phim c6 chifa:

Hoat chdt: clopidogrel bisulfat USP tudng duong clopidogrel .........ceee.. 75 mg

T4 duge: lactose, cellulose vi tinh thé€, natri lauryl sulphat, tinh bdt natri glycolat,
croscarmellose natri, silic dioxid keo (Aerosil 200), magnesi stearat, HPMC 15 cps, HPMC
5 cps, polyethylen glycol 6000, titan dioxid, talc tinh ch€, oxid sdt d3, polysorbat 80
(Tween 80), methanol*, methylen clorid*.

*: bay hoi trong qud trinh sdn xudt, khéng tham gia vao thanh phin cudi ciing cia vién.
DUQC LUYC HQC : y

Clopidogrel 1a chdt e ché€ k&t tap tiu cdu. v,
Clopidogrel ¢6 tic dung tfc ché chon loc 1én qud trinh gdn adenosin diphtsphat (ADP) Ién

thu thé ctia né & tiéu cdu va hé qui 13 sy hoat hod trung gian ADP cda phuc hdp "
glycoprotein GPIIb/TIa, do d6 ¢6 tic dung ifc ché sit k&t tap cda ti€u ciu. clopidogrel con »
ttc ché su két tap ti€u ciu do viéc chen sy khuéch dai qud trinh hoat hod tiéu ciu or su

phong thich ADP.

DUGC PONG HOC :
Sau khi udng, clopidogrel duge hip thu nhanh nhung khéng hodn toan, hip thu t6i thi€u A
dat 50%.

Clopidogrel chuyén hod chi yéu tai gan, chit chuyén hod chinh 13 din xudt acid
carboxylic khdng hoat tinh, Ch&t chuyén hod nay chi€m 85% ludng thufc trong huyét
wong va dat ndng do dinh trong huyét tuong (khodng 3mg/l sau khi uéng mot liéu 1ap lai
75 mg) sau khi uéng thuéc 1 gid. clopidogrel va din xuft acid carboxylic gén két cao véi
protein (98% vdi clopidogrel va 94% vdi chit chuyén héa).

Cha't chuyén hda ¢é hoat tinh, din xuat thiol, hinh thanh bdi sy oxy hod clopidogrel thanh
2-oxo-clopidogrel va su thiiy phin k€ ti€p. Qud trinh oxy héa chi y&u bdi CYP Pysp 2B6
va 3A4 va § pham vi nhd hon bdi 1A1, 1A2 va 2C19. Chat chuyén héa thiol ¢6 hoat tinh,
gdn k&t nhanh chéng vdi cdc thy thé trén tidu cau, lam e ché thp két ti€u ciu. Chit
chuyén héa nay khong phdt hién duge trong huyét twong.

Clopidogrel va cdc chit chuyén héa duge thii trir chli y&u qua nudc tiéu va qua phén;
khodng 50% liéu udng dudc bai ti€t qua nudc tiéu va khodng 46% bai ti€t qua phin sau 5
ngay udng thudc. Thi gian ban huf clia thudc 13 8 gidf sau khi diing liéu don va cdc liéu
15p lai. Thitc &n khdng dnh hudng dén sinh kha dung cda clopidogrel.



CHI PINH:

- Gidm cdc bi€n ¢d do xd vita ddng mach (nhdi mdu cd tim, ddt quy va tai bi€én mach méu
n30) & bénh nhén ¢6 tién sit xo vira ddng mach biéu hién bdi d6t quy thi€u madu cuc bd (i
7 ngay dén it hon 6 thdng), nhdi mdu cd tim (tr vai ngdy dé€n it hdn 35 ngay) hoic bénh 1y
ddng mach ngoai bi€n.

- Bénh nhin bi héi chitng mach vanh cip tinh ma khong ¢6 ST chénh (dau thit ngye
khong &n dinh hoic nhdi mdu co tim khong ¢6 séng Q), ding k&t hop vdi acid
acetylsalicylic.

LIEU LUONG VA CA CH DUNG:

Thudc ding dung udng. Ding theo sy chf din cda béc s7 didu ri.

Liéu thong thudng:

Ngwoilon:

Liéu duy nhat 75 mg/ngay, cé thé diing cling hay khong cling bita in.

T J bénh nhin bi héi chitng mach vinh cip khéng c6 doan ST chénh (dau thit nguc khong
“6n dinh hodc nhdi mdu ¢o tim khéng ¢6 séng Q): nén bat dau diéu tri véi li€u 300mg

clopidogrel & ngay diu tién, sau d6 ti€p twc véi liu 75mg/mgdy (két hgp véi acid

~acetylsalicylic 75-325 mg/ngay) & nhitng ngay tiép theo.
 Nguoi gia hodc bénh nhan suy thin:

Khéng cdn diéu chinh liéu.

Tré em va thanh nién:

Chura ¢4 dit liéu v& su an toan va hiéu qua cia thudc déi vdi bénh nhin dudi 18 tudi.
Khéng diing cho phu nit mang thai vi nudi con bii do thudc chuta duge nghién citu diy di
trén nhém dbi tudng nay.

CHONG CHI DINH:

Qu4d man vdi clopidogrel bisulfat hay bat cif thinh phin nio ciia thudc.

Suy gan ndng.

Pang ¢6 chdy mdu bénh Iy nhu loét tiéu hda hodc chdy mdu trong ndo.

Phu ni&t mang that hodc nudi con bi.

Tré dudi 18 tudi. /

KHUYEN CAO VA THAN TRONG: 1N

J nhitng bénh nban bi nhdi mau co tim c¢Ap tinh, khong nén bﬁ&dau diéu tri v6i
clopidogrel trong vai ngay ddu sau khi bi nhdi mdu co tim.

GiSng nhit cdc thudc khing ti€u ciu khdc, clopidogrel nén dudc ding thin trong véi
nhitng bénh nhin ting nguy ¢d chdy mdu do chin thugng, phiu thuit hodc cdc tinh trang
bénh 1y khdc. Nén ngung ding clopidogrel 7 ngiy trudc khi phiu thuit dé tranh &nh
hwdng khing ti€u cau.

Clopidogrel kéo dai thdi gian chdy mdu va nén dudc ding thin trong vdi nhitng bénh
nhan ¢6 sang thuong ¢6 khd ning chdy mdu (nhit 13 da day rudt va ndi nhin).

Ngudi bénh nén dugc biét khi diing clopidogrel kéo dai han binh thudng phdi ngung diing
khi xuit hién chdy mdu va nén théng bdo nhitng chdy madu bat thudng cho béc si. Ngusi
bénh nén thong bdo cho bdc si va nha s bi€t 12 dang ding clopidogrel tritde khi hen lich
phiu thujt va trude khi diing bat k¥ loai thudc méi nio.

Chua c6 nhiéu kinh nghiém diing clopidogrel & nhiing bénh nhin suy gan mic do vira,
nhitng ngudi ¢6 thé ¢6 ndi tang bi chdy miu. Thin trong khi diing clopidogrel cho nhitng
bénh nhiin nay.

Khong nén dung két hgp clopidogrel v4i warfarin vi n6 ¢6 thé 1am ting mitc d6 chiy m4u.



Vi ¢6 kha ning lam ting nguy cd chady mdu, nén thin trong khi ding phdi hop clopidogrel véi
acid acetylsalicylic, thudc khdng viém khong steroid, heparin, hoiic thudc tan huy&t khéi.
TUGNG TAC THUOC:

Warfarin : khdng nén diing k&t hgp clopidogrel vdi warfarin vi né ¢6 thé 1am ting mitc do
chdy miu.

Acid acetylsalicylic: khong 1am thay d8i khd ning Gc ché ngung tap ti€u ciu do ADP clia
clopidogrel, nhung clopidogrel gia ting hi€u qud cia acid acetylsalicylic trén sif ngung tip
ti€u cdu do collagen. Tuy nhién, viéc k&t hgp 500 mg aspirin 2 ldn/ngdy vdi clopidogrel 1
lan/ngdy da khong lam ting ¢6 ¥ nghia viéc kéo dai thai gian chdy médu do diing
clopidogrel. Tudng tdc giita clopidogrel va acid acetylsalicylic 1a c6 thé x3y ra, 1am ting
nguy c¢d chdy méau. Do d6, cin thin trong khi diing phéi hgp.

Heparin: tuong tdc duge luc hoc gifta clopidogrel va heparin 14 c6 thé xdy ra, lam ting
nguy cd chdy mau. Do dé, cin than trong khi ding phdi hop.

Thubc khdng viém khong steroid (NSAID): nén thin trong khi ding phoi hgp clopidogrel
vdi cdc NSAITD do ¢6 hién tugng gia ting xuat huy&t da day an.

K&t hgp diéu tri khdc: khoéng c6 tudng tdc €6 ¢ nghia 1dm sing vé mit dude Iuc hoc khi
diung k&t hop clopidogrel vdi atenolol, nifedipin, hodc cd hai thudc atenolol va nifedipin.
Hon nita, hoat tinh dudc luc hoc ciia clopidogrel ciing khéng bi 4nh hwdng nhiéu khi ding
k&t hgp véi phenobarbital, cimetidin, hodc oestrogen.

Dudc dong hoc ctia digoxin hodc theophyllin khong bi thay ddi khi két hgp vdi
clopidogrel.

Thudc khdng acid da day khong 1am thay ddi thai gian hip thu cla clopidogrel.

Phenytoin va tolbutamid c6 thé dude két hdp an toan vdi clopidogrel.

Cdc thudc khdng ndm (ketoconazol, fluconazol, voriconazol). Cdc thuc khdng ndm c6 tic
dung c ch& enzym CYP2C19, 1am chiam qu4 trinh chuyén héa ciia clopidogrel, do d6 1am
gidm ndng d6 cta chat chuyén héa cé hoat tinh thiol trong huyét tuong, lam gidm hodc
mAt tic dung cda thudc. Vi vy trdnh diung d6ng thdi clopidogrel vdi cdc thudc khdng
nim.

Bupropion: clopidogrel ¢6 thé 1am ting ndng do trong mdu va ting tdc dung ciia
bupropion, do d6 [am ting tdc dung phu ciia bupropion nhit kich dgng, khé miéng, mat
ngti, nhic ddu/dau nita ddu, bubn nén/ndn, tdo bén, run. Vi thé nénstranh diing ddng thdi
hai thuSc nay vdi nhau.

Statin: cdc thudc nhém statin c6 thé giy dc ché sy hoat héa‘ed@ enzym CYP, lam chim
qu4 trinh chuyén hda cla clopidogrel thanh chit chuyén héa 6 hoat tinh, vi vay lim gidm
hodc mat tdc dung cla thudc. Chita ¢é bing chifng 16 rang vé nguy cd tudng tic thudc
gifta statin va clopidogrel, do dé nén than trong khi sit dung dong thdi clopidogrel vdi cdc
thuSc nhém statin.

Cyclosporin: clopidogrel nén dugc sif dung than trong khi diing dng thdi véi cyclosporin
A trong ghép than vi nguy c¢d trdng tdc thudc ¢6 thé 1am gidm ndng dd cyclosporin A va
giy ra sif thdi ghép c4p tinh.

ANH HUGNG PEN KHA NANG LAI XE VA VAN HANH MAY MOC :

Chua c6 bdo cdo lién quan, tuy nhién clopidogrel ¢6 thé giy tic dung phu dau dau, chéng
mit, mat thing bing. Do d6 nén than trong khi 141 xe hodc vin hanh mdy mée.

SU DUNG CHO PHU NU CO THAI VA CHO CONBU :

Liic ¢6 thai : Cdc nghién cifu qud trinh sinh sdn & chudt va thd phdt hién khong c¢6 dau
hi€u 1am suy y€u khd ning sinh sin hodc hy thai do clopidogrel. Tuy nhién, chita ¢6 céc



nghién citu diy dd va cdé ki€m sodt trén ngudi phu nit mang thai. Vi viy, khéng ding
clopidogrel trong thdi gian mang thai.
Liic nudi con bii : Nghién citu dac hiéu duge ddng hoc bing cdch thye hién ddnh déu
phéng xa clopidogrel cho thay phan ti¥ me hodc chit chuyén héa clia n6 dugc bai ti€t qua
sifa. D61 véi chudt dang cho con bu, clopidogrel giy nén si phat trién hoi cham cda chudt
con. Do thudc chira dudc nghién cifu day di trén tré bi me, vi vy khong ding clopidogrel
cho phu nif nudi con bu.
TAC DUNG KHONG MONG MUON:
Chdy mdu : & céc bénh nhin diéu tri véi clopidogrel hodc acid acetylsalicylic, ty 1€ chdy
mén chung cho bat k¥ loai chdy méu nao 13 9,3%. Cdc trudng hgp ning chiém ty 1& 1a
1,4% doi véi clopidogrel va 1,6% déi v6i acid acetylsalicylic. J bénh nhin ding
clopidogrel, ty 18 xdy ra chdy m4u da diy rudt 1 2,0%, va phii vao niim diéu tri tai bénh
vién 11 0,7%. O bénh nhan diing acid acetylsalicylic ty 1€ nay 1a 2,7% va 1,1%.
Ty 1& ciac chdy mdu khdc thi cao hdn & cdc bénh nhin ding clopidogrel so vdi acid
acetylsalicylic (7,3% so v8i 6,5%). Tuy nhién, ty l& cdc trudng hdp trim trong thi nhut nhau
dsi véi cd hai nhém diéu tri (0,6% so vdi 0,4%). Cac trudng hdp dude bdo cdo thudng
xuyén nhit ddi v6i cd hai nhém di€u tri 12: ban xudt huyét, v&t thim tim, khoi tu mau va
“chdy mdu cam. Céc trudng hgp dude bdo cdo it thudng xuyén hon 13 tu m4u, ti€u ra mdu
" va chdy mdu & mit (chd yéu la k&t mac).
Ty 1& xudt huyét ndi so 1a 0,4% d6i véi bénh nhin dung clopidogrel va 0,5% ddi vdi bénh
nhé&n dimg acid acetylsalicylic.
Vai trudng hgp tf vong di dudc bdo cdo (nhdt 12 xudt huyét ndi so, da day rudt va sau
phiic mac); ciing di c¢6 bdo cdo cdc trudng hgp xudt huyét ning & cdc bénh nhan ding
clopidogrel két hop véi acid acetylsalicylic, hodc clopidogrel véi acid acetylsalicylic va
heparin.
Huyét hoc : gidm bach cdu trung tinh trAm trong (< 0,45 x 10°/1) d& quan sdt duge & 0,04%
bénh nhin ding clopidogrel va § 0,02% bénh nhin diing acid acetylsalicylic.
Ty 16 gidm tidu cdu ning (< 80 x 10°/1)  0,2% bénh nhin ding clopidogrel va & 0,1%
bénh nhin diing acid acetylsalicylic; rat hi€m trudng hgp s6 ti€u cdn d&€m duge < 30 x

10°/1 44 duge bdo céo. ;EA;

H¢ da day ruét : néi chung, ty 1& cdc tai bi€n & da day rudt (nhu dau bung;¢hdn in, viém
da diy vi tdo bdn) di gidm ddng ké & bénh nhin didu tri vdi clopidogrel so vdi acid
acetylsalicylic (27,1% so v3i 29,8%). Thém vao d6, s6 cdc tai bién dua dén viéc phai
ngung diing thuéc s6m cling gidm ¢ nhém bénh nhin dung clopidogrel so vdi acid
acetylsalicylic (3,2% so v6i 4,0%). Tuy nhién, ty 1& cdc tai bién ¢6 hai dua dén triéu chiing
l4m sang ning di khong cé suf khdc biét vé théng ké giifa cdc nhém (3,0% va 3,6%). Céc
tai bi€n dugc bdo cdo thudng xuyén nhat clda cd hai nhom di€u tri 1a: dau bung, chdn in,
tiéu chdy, va budn nén. Cdc tai bién it gip khdc 1a tdo bén, dau rdng, nbn, dﬁy hai, va
viém da day.

Céc trudng hgp tiéu chdy dd dudc bdo cdo vdi tin s8 cao hon dang k€ & nhitng bénh nhin
diing clopidogrel so véi acid acetylsalicylic (4,5% so vdi 3,4%). Ty 1& mic tiéu chdy ning
thi twong ty nhu nhau & cd hai nhém di€u tri (0.2% so v6i 0,1%). Ty 1& loét da day hay
hanh ta trang 12 0,7% khi diing clopidogrel va 1,2% khi diing acid acetylsalicylic.

R&i logn da hay réi loan lién quan dén da khdc : ty 1& chung cdc r6i loan & da va cdc 16i
loan phy khdc & bénh nhin diing clopidogrel thi cao hon ddng ké (15,8%) so v4i bénh



nhan ding acid acetylsalicylic (13,1%). Ty 1€ mic cdc tai bi€n ning thi twong tw nhu nhau
& ¢4 hai nhém diéu tri (0,7% so v6i 0,5%).

S& bénh nhin ding clopidogrel bi ban dd nhiéu hon so véi nhém ding acid acetylsalicylic
(4,2% so véi 3,5%). C6 nhiéu bénh nhan bi ngita sdn khi diing clopidogrel so vdi khi diing
acid acetylsalicylic (3,3% so véi 1,6%).

Cdc rdi loan thdn kinh trung wong va ngoai bién : ty 1& chung cdc r6i loan than kinh trung
wong va ngoai bién (nhv dau dau, chéng mit, mat thing bing va di cdm) di gidm déng ké
G nhitng bénh nhdn dung clopidogrel so véi dung acid acetylsalicylic (22,3% so vdi
23,8%).

Réi loan gan va mdt : ty 1& chung cdc rdi loan gan va mat thi twong tv nhu nhau & nhitng
bénh nhan dung clopidogrel ciling nhu dung acid acetylsalicylic (3,5% va 3,4%).

Rat hi€m trudng hgp bi co thit ph&€ quan, phil mach hay phdn @ng dang phdn vé, s6t, dau
khdp, vié;n khdp va mat bach cdu hat da dudc bdo cdo.

QUA LIEU:

o) ngudi khoé manh tinh nguyén, khong thay ¢6 tdc dung phu nao dugc bdo cdo sau khi
diing liéu duy nhat 600 mg clopidogrel (tuong duong 8 vién 75 mg). Thdi gian chdy mau
ting 1én 1,7 1an tuong duong véi khi dung clopidogrel liéu 75 mg/ngay.

Chura ¢6 thudc gidi doc hoat tinh dugc 1y clia clopidogrel. Truyén tiéu ciu c6 thé gidi han
dudc tdc dung cta clopidogrel.

TIEU CHUAN CHAT LUGNG:
Nha sdn xuat
HAN DUNG:

60 thang k€ tif ngay sin xuit.

S&' 16 sdn xudt (Batch No.), ngay sdn xudt (Mfg. date), han ding (Exp. date): xin xem trén
nhdn hjp va vi.

BAO QUAN:

B4o quédn ndi khd mat, dudi 30°C, tranh 4nh sdng.

DANG BAO CHE VA QUI CACH PONG GOI:

Hop 3 vi x 10 vién nén bao phim.

San xuat bdi: /
INCEPTA PHARMACEUTICALS LTD. (\Eﬁ//

Tru s3: 40, Shahid Tajuddin Ahmed Sarani; Tejgaon I/A, Dhaka-1208; Bangladesh
Nha mdy: Dewan Idris Road, Zirabo, Savar, Dhaka, Bangladesh.

TUQ. CUC TRUONG
PTRUUNG PHONG

Nyuyin Hiay Hing

-

S
N &

A

(g



- i

o
[

Mgt Ve B »
n



	79

