X rhutic ndy chi dung theo don thudc

DAKLIFE 75mg

Clopidogre! (Dudi dang Clopidogrel bisullat) 75mg

D& xa tdm lay tré em

Boc ky hutdng dan sif dyng trudc khi ding

THANH PHAN CONG THUC THUOC

- Thanh phén hogt chal:

Clopidogrel (dudi dang Clopidogrel bisulfat)..................... RS S RS A R 75mg
- Thanh phan 14 duge:

Lactose, Avicel 101, PVP K30, Disolcel, Acid stearic, Aerosil 200, DST, Avicel 102, HPMC E6, PEG
6000, Talc, Titan dioxyd, Nau oxyd sat, DO 0xyd SAL .........c.occvvvcimvisicicniicisnricniiesinnsen. VU@ A0 1 Vi8N
DANG BAO CHE:

Vién nén bao phim tron, mau hdng, mt mat tron, mOt mat co khic s6 75"

CHI DINH:

- GIam cdc bifn cd huy&t khdi do xo vila & bénh nhan c6 tién st xd vila dOng mach biéu hién bdi A0t quy
thigu médu cyc b (ti 7 ngdy dén It han 6 thdng), nhéi mau ca tim (17 vai ngay dén it han 35 ngay) hodc
bénh ly ddng mach ngoai bién da thanh I13p.

- K&t hop vdi acetyl salicylic acid dé diéu trj cho b&nh nhan bj hoi chimg mach vanh cip tinh ma khdng
co doan ST chénh I&n (dau thdt ngyc khang 6n dinh hodc nhdi mau cotim khdng ¢ s6ng Q).

- Phdng ngifa cic bién cd huy8t kh6i xo via huy&t khdi va rung tam nhi.

- 0 nhiing b&nh nhan ngudi 16n co rung 1Am nhi voi It nhaL 1 y&u 16 nguy cd bién ¢ mach mau, khong
phit hgp cho vige diu trj bing thubic khang vitamin K va nhilng ngudi c6 nguy co chdy méu thdp,
clopidogrel dugc chi dinh ding @ k&t hgp vél aspirin lidu thip d& phong chBng xa vila huy8t khbi va
huyét khdi, bao gbm ddl quy.

CACH DUNG, LIEU DUNG:

* Cach ding: Ding duding udng.

* Li€u ding:

- Ngudi trdng thanh vd ngudi gid: Clopidogrel dugc khuyén dung vai liéu duy nhdl 75mg/ngdy ding
trong hay ngodi ba dn.

- 0 bénh nhdn bj hoi ching mach vanh cap tinh:

+ Hoi chimg mach vanh cdp tinh khong c6 doan ST chénh I&n (dau thit ngyc khdng 6n dinh hodc hodc
nhdi méau ca tim khéing c6 song Q), nén bat ddu diu trj bdng clopidogrel vdi liéu nap 300mg ding mot
ldn duy nhat va sau d6 tiép tyc vai lidu 75mg mot 14n/ngay (k&t hop vi ASA 75mg-325mg hang ngdy).”
Do liéu ASA cang cao thi nguy co xudt huy8t cing cao, do vy khong diing ASA véi liéu vugt qud 100mg.
Thai gian diéu trj 16i wu chua duge xac dinh chinh thic. DT lifu thi nghiém 1dm sang hd trg viéc ding
d€n 12 thang va lgi [ch 18i da duge ghi nhdn tirthang thir 3 (tham khao Duye lic)

+ Nhdi médu cd tim cdp tinh c6 doan ST chénh I&n: ding liéu nap k&t hgp véi ASA sau dé ding 75mg
mbi ngdy kel hop voi ASA. 0 bénh nhin trén 75 tudi, khéng ding lifu nap loc khoi ddu diéu
tri. Ligu phép ket hgp nén dugc khdi ddu cang sdm cang t6t sau khi bit ddu c6 triéu ching va tidp tyc
duy tri dén It nhat 4 tudn. Lgi ich cla sy k&t hgp gida clopidogrel véi ASA ding sau 4 tudn chua duge
nghién cuu.

- Tré em va thiu nién: Chua c6 di lieu v8 sy an toan va hibu qu cla thudc doi vai bénh nhan tré em.
CHONG CHI DINH:

- Man cdm véi bat ky thanh ph4n nio clia thude.

- BEnh gan ngng.

- Benh nhin bj bénh loét duding tiéu hoa tién trién, chiy méu ndo.

- Phy ni c6 thai, phy nd cho con ba.

CANH BAO VA THAN TRONG KHI DUNG THUOC

- Do clopidogrel lam kéo dai thoi gian chdy mdu, cdn thdn trogg khi sir dyng cho nhiing bénh nhan cé
nguy cd chdy mau do chén thuong, phdu thudt hodc chdy mau bénh Iy nhu loét da day t4 trang, chay
mau ndi nhan, chdy mau ndi so. NEu bénh nhan cdn phau thuat, phdi ngung thudc truéc 5 ngay.

- Khi nghi c6 xudt huyét hodc rdi loan vé huyét hoc trong qué trinh didu tri bing clopidogrel phai xét
nghiém s0 lugng hdng cdu va cdc xét nghiém thich hgp khéc.

- Xudt huy€t gidm tiéu cdu (trong vong 2 tudn didu trj ddu tidn) da xay ra & mot sd trubing hgp dan 14i tl
vong, trong truding hop x3y ra xudt huyét gidm tiéu cdu cdn thay huy€t tuong cip ciu.

- 0 nhiing bénh nhan co tién st con thifu mu ndo cyuc bd, ndu k&t hop didu trj dy phong bing aspirin
phi hgp vdi clopidogrel tang hiéu qua so véi ding clopidogrel don thudn ma cdn 1am tang nguy cd chay
mau lan.

- Nguy co chay mau tiéu hoa tang khi st dung clopidogrel, do d6 phai than trong khi ding cho bénh
nhan cé t6n thuong & duding tidu hba c6 xu hubing chay méu nhu bj loét. Trong thdi gian diéu trj bing
clopidogrel ciing cdn th3n trong néu sif dung céc thubc khac cd nguy cd gy loét duling tidu héa.

- Nhiing b&nh nhan c6 suy gan hoic suy thdn cing cdn sif dung thin trong. Cho dén nay, c6 rat it cic
thong tin lien quan dén tinh an toan cia clopidogrel bl vdi cac doi tugng nay.

- C4n théng bo cho bénh nhan biét ho d& bj bdm tim va chdy mau, thdi gian chdy méu kéo dai trong
thdi gian sif dyng clopidogrel. B&nh nhin ciing cdn thdng bdo cho thdy thudc va nha s réng ho dang sif
dyng clopidogrel trutic khi ho phai phdu thuat hodc ding thudc khéc.

- (/ bnh nhdn dang ding thudc khang tifu cdu 2 thudc (clopidogrel va aspirin) sau dit stent gidi phong
thudc cham, cd mit s8 bang chiing cho thdy ty I8 huy8t khdi mudn trong stent (thubing dan t6i nhéi mau
co tim va/hodc t vong) tAng cao sau khi nging clopidogrel, ngay ca & nhiing bénh nhan da diéu trj dai
ngay. Thoi gian diéu trj 16i wu 2 thuc khang tifu cdu con chua dugc biét, co thé tiép tyc vd han dinh &
nhing ngudsi c6 nguy co chdy méau thip. Mac du thudng khuyén cdo ngimg clopidogrel trudc dy dinh
phiu thut, nén can nhic dya trén nguy co chdy méau clia timg bénh nhan a8 quyét dinh.

*Canh bdo 14 duge:

DAKLIFE 75mg cd thanh phdn ta dugc lactose: bénh nhdn c6 cac van dé di truyén hiém gdp nhu khbng
dung nap galactose, kém hip thu glucose- galactose, thifu enzym lactase thl khdng nén diing.

sU DYNG THUGC CHO PHY N CO THAI VA CHO CON BU

- St dyng thudc cho phy nif ¢d thai: Thyc nghiém trén thd va chuft khdng thdy dnh huting cla
clopidogrel gay dgc tinh cho thai nhi. Tuy nhién chua c6 nghién ciu naq tifn hanh trén phy ni ¢d thai.
Do d6, chl st dung clopidogrel cho nhiing phy ni cd thai khi that cdn thlgi'.

- 8tr dyng thudc cho phy nif che con bi: Thic nghi@m trén ddng vat cho thdy clopidogrel va chat
chuyén hda dugc bai 1€t qua sia. Cho dén nay, chua c6 thng tin cho biét clopidogrel ¢ bai tiét qua siia
me hay khdng. Do dé cdn cin nhic viéc ngiing cho con b trong thoi gian ding clopidogrel hodc ngling
clopidogre! tiy thubc vao muc df cdn thiét phai ding thuc 6 ngudi me dang cho con bi.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Glopidogrel khéng c6 hodc anh hutng khdng ddng k€ dén khd nang 14i xe va van hanh may moc.
TUONG TAC, TUONG KY CUA THUDC

* Tuong tdc cia thudc:

- Acelyl salicylic acid: Co thé xdy ra tang nguy co chdy mau khi k&t hgp acetyl salicylic acid 500mg x
2 1n/ngay véi clopidogrel 75mg/ngay. Thin trong khi k&t hgp hai thufic trén.

- Heparin: Dung k&t hop véi clopidogrel ¢o thé gia tAng nguy co chdy méu,

- Thufic khdng viém khdng steroid (NSAID): C6 hién tugng gia ting xudt huy8t da day dn khi dung
phdi hgp naloxon véi clopidogrel cho ngudi khde manh, chua co k&t qud nghién clu vé sy ph6i hgp gita
clopidogrel vai cac NSAID khac. Cdn than trong khi phGi hop clopidogrel vii NSAID.

- Thudc chbng déng dudng ubng: Dung dbng thoi clopidogrel dudng ulng véi thufic chdng ddng méu
khong dugc khuy€n khich vi nd c6 thé lam ldng cubng do chdy mau. Mac du dubng uSng clopidogrel
75mg/ngay da khong thay ddi duge ddng hoc clia S-warfarin hodc ty s6 binh thuding hda qudc té (INR)
& nhitlng bénh nhan duyc didu trj bing warfarin dai han, vigc dung chung clopidogrel véi wartarin [am
lang nguy co chay mau vi lac dyng dic 13p Lrén qua trinh ddng mau.

- Thudc tc ché thy 1h& glycoprotein Ib/lla: Thin trong khi diing k8t hgp véi clopidogrel vi cé thé 1am
ting nguy co xuil huy@t do chdn thuong, phdu thudt hay cdc bénh ly khéc.

- Thubic tiéu sgi huy#1: Tinh an todn khi dung phdi hop clopidogrel véi cdc thufc tiu sgi huyét dic hidu
hay khdng dic hiéu fibrin va heparin duge danh pid 0 bénh nhin nhdi mau co lim cip tinh. Ty 18 chdy
mau dang k& v& mat 1am sang twong ty khi chl dung thudc tidu sgi huy8t va heparin duge didu trj phol
hop vai ASA.

- Cédc thuft Anh hudng hodc chuyén hda bol cytochrom P450: Co (hE gy lwong tic dugc ddng hoc,
do clopldogel ¢ ché chuyn hoa cla isoenzym CYP2C19 1am tdng ndng d cac thudc sau: Phenytoin,
tamoxifen, tolbutamid, warfarin, torsemid, lluvastatin, thulc chdng viem khong steroid. Cc thuic uc
chd@ CYP2C19 (vi dy: Omeprazol, cimelidin, fluconazol, ketoconazol, etravirin, felbamal, fluoxetin,
fluvoxamin) c6 thé [am gidm ndng A0 chdt chuyén hda cb hogt tinh trong huyél twong cla clopidogrel



va lam giam tac dyng khang tidu cu.

- Thubc tre ché bom proton: Co thé gy tuong tac duge ddng hoc vbi clopidogrel (lAm gidm ndng db
chat chuyén hda c hoat tinh clia clopidogrel) va tuong tac dugc e hoc (Iam gidm tac dyng khang tiéu
cdu), do thudc trc ché bom proton (c ché CYP2C19 lam cho gidm tac dung cua clopidogrel Tac dung
cta clopidogrel c6 thé gidm di khi dung k&m cac thudc sau: Cdc thudc chen kénh calcl, khing sinh
nhém macrolid, thudc chéng viém khong steroid, thufc Uc ch& bom proton, cdc thudc (c ché
CYP2C19.

- Nghién ciru duge dfng hoc cia chal chuyén héa chinh: Cho thdy sinh kh3 dung ciia clopidogrel
khdng bj anh huding bdi thirc an.

* Twong ky cua thuc:

Do khdng cd cac nghién ciu vé tinh tuang ky clia thudc, khéng tron Idn thulc ndy véi cac thubc khac
TAC DUNG KHONG MONG MUGN CUA THUDC (ADR)

Chady mau |2 ADR thuding g&p nhat ciia clopidogre!, chdy méu co thé xdy ra & bat ky vj trl ndo. Nguy cd
chdy mau phu thudc nhiéu y&u 16, bao gém c3 nhiing thulic ding kém cd thé dnh huling dén tinh trang
ddng mau va tinh nhay cam cua b&nh nhan.

* Ratthudng gdp (ADR > 1/10)

- Tiéu hda: RAi loan titu hoa co thé d&n 27%, co thé gap dau byng, nbn, chan dn, viém da day, tio bén.
- Tim mach: Dau ngyc (8%), phit mach (4%), ting huy€t &p (4%).

- Hé than kinh trung vong: Dau d4u (3-8%), chong mat (2-6%), m&t mbi (3%), dau mdi ngutii (6%).

- Da:Ngua (4%), ban do (3%)

- NGi tigt va chuyén hda: Tang cholesterol méu (4%).

- Tié1 nigu: Nhim khudn tigt nigu (3%).

- Huyét hoc: Chay mau (16n 4%, nhd 5%), ban dd (5%), chay mau cam (3%).

- Gan: Bt thuong chifc nang gan (<3%).

- Cova xuang: Dau khdp (6%), dau lung (6%).

- H6 hap: Kho thd (5%), viem mii (4%), viém phE& quin (4%), nhiém tring hd hdp trén (9%). HY
chung gia cim (8%).

* Thuong gdp (1/100 < ADR < 1/10)

- Tim mach: Rung nhi, suy tim, nhip nhanh, ngat.

- Thdn kinh: S6t, mat ngd, chong mat, lo au.

- Da: Cham.

- N§i tiét va chuyén hda: Tang uric méu, goute.

- Tiéu hoa: Tao bon, chdy mau tieu héa, ndn.

- Tiét nigu: Viém bang quang.

- Huyét hoc. Thiu mau, chiy mau,

- Than kinh c¢ xvang: Chudt rit, dau ddy thin kinh, yéu co.

- Mat: Duc thiy tinh thé, viem két mac

* ft g&p (1/1000 < ADR < 1/100)

Cc ADR ndy It g3p nhung trdm trong, c6 thé de doa tinh mang: Suy gan c4p, mat bach cdu hat, dj
tmg, phan v&, phat ban, phit mach, thifu mau, ting bilirubin méu, co that ph& qudn, hdng ban da dang
nhiém sic, chdy mau mang phoi, viem gan, viém phdi k&, chdy mau ndi s, hoai tir thifu mau cuc bf,
chdy mau ndi nhan, viém tyy, hdi chimg Stevens-Johnson, gidm tiéu cdu, xuit huy&t gidm tiéu cdu,
hoai tif da nhiém dbc, viem mach, gidm bach cdu trung tinh trdm trong.

Thong bao ngay cho bac st hodc duge sinhiing phan ng c6 hai gap phai khi sif dyng thudc

QUA LIEU VA CACH XU TRi

- Qué liéu:

Qud liéu clopidogre! co thé din t6i chdy mau kéo dai va bién chimng cla chdy méu. Thyc nghiém trén
ddng vat da cho thdy cic biéu hién clia qua liéu. Céc tridu chiing cla qué liéu clopidogrel 12 ndn, mét 14,
kho thd, chdy mau tiu héa. Thyc nghiém cho thdy mdt lidu wdng clopidogrel 1500mg
hoic 2000mg/kg di gy tif vong cho chudt nhit va chudt cing: liéu 3000mg/kg gay tif vong cho khi ddu
chd.

- Cach xi tri khi dong thudc qué liéu:

XU trf qué liéu clopidogrel bing truyén tiu ciu dé 1am ddi khang tac dung dugic Iy cha clopidogrel.

DAC TiNH DUGC LYC HQC 7

Nhém duge Iy Thule tc ché ket tap tiéu cu.

M3 ATC:BO1ACO4

- Clopidogrel 12 m{t ddn chat thienopyridin c6 cdu tric va tic dyng dugc ly tuong ty ticlopidin, 1a chat
{c ch& k&t tap tiBu c4u. Clopidogrel 1 tién ch4t (prodrug) véi tac dung (c ché ket tap tidu ciu phy thudc
vao chuyén héa d gan thanh chat chuy€n héa thiol cd hoat tinh.

- Chuyén hoa sinh hoc xay ra qua 2 budc: Clopidogrel bj oxy héa ban ddu thanh chit chuyén héa trung
gian 14 2-oxo-clopidogrel, sau do chuyén hoa tiép thanh chat chuy&n héa thiol co hoat tinh. Con dubing
chuyEn hoa lién quan mot s§ isoenzym cytochrom P450 (vi dy nhu CYP3A4, CYP2C19, CYP1A2,
CYP2P6). Ciing do t4c dyng cua thudc co duge nhd chat chuyén hba nén & nhiing b&nh nhin c6 da hinh
gen khic, tac dung cla thuc thay d8i do d6 c6 thé khdng cb sy dic ché thich hgp vai qué trinh két tap
tifu cau.

- Clopidogrel 1a mdt chat (c ché thy thé adenosin diphosphat (ADP receptor), cht chuy&n héa co hoat
tinh clia clopidogrel gan chon lgc va khding canh tranh véi i lyc thdp vao vj trf P2Y12 cia thy thé ADP
trén bé mat tifu cdu, do d6 sé i ché sy gin clia ADP vao thy thé va din tdi c ch& hoat hda phic hgp
GPIIb/Illa tiéu cdu, phic hgp nay cdn thiét dé gn fibrinogen - tiéu cdu 1Am Uc ché ket tap tiéu cdu.
Clopidogrel con ¢ ché gial phong hat dac (chiia ADP, calci va serotonin) tiéu cdu qua trung gian ADP
va hat alfa (chira fibrinogen va thrombospondin), céc hat nay chifa cac chat c6 tic dung tang cubting
ngung tap tiéu cdu. Tiéu cdu ti€p xic vai clopidogrel duy tri dnh hubng dén hét di sGng cla tidu cdu (7-
10 ngay). Khong gidng nhu aspirin, clopidogrel va ticlopidin Uic ché ngung tap tifu cdu khdng bat hoat
cyclooxygenase dé ngan chin t6ng hgp prostaglandin va thromboxan A.

- Khi ung liéu hing ngay clopidogrel 75mg, tac dung iic ch ngung tap tiu cdu xudt hién trong ngay
diéu trj d4u tién va dat dugc (c ché 40-60% & mic Bn dinh khodng 3-7 ngay. Sau khi ngiing thudc, sy
ngung 14p tiéu cAu va thai gian chdy mdu trd vé mic ban ddu trong vong 5 ngay.

DAC TINH DUC DONG HOC

- Hap thu va Phdn b6: Clopidogrel dugc hdp thu nhanh chong sau khi ubng liéu 13p lai 75mg
Clopidogrel, véi néng do dinh trong huygt tuong (khodng 3mg/) cua chdt chuyén hod chinh trong tudn
hoan dat dugc trong khodng 1 gity sau khi uBng. Duge dong hoc clia chdt chuyén hoé chinh trong tudn
hoan thi tuy@n tinh (ndng dd trong huy#ét tuong tang luong (ng vai lidu dung) & day liéu bién thién tir 50
dén 150mg Clopidogrel. Sy hdp thu dat it nhdt 50% can cif theo sy bai tiét trong nudc tifu cla cac chat
chuyén hod clia Clopidogrel. Thic dn khong lam thay ddi dang ké sinh khd dung cla Clopidogrel.
- Chuyén hod va Thai tri: In vitro va In vivo, Clopidogrel duge thuy phdn nhanh chéng thanh cdc dan
xuat acid carboxylic. Dan xuat glucoronid clia acid carboxylic ciing quan st dugc trong huyét tuong va
trong nudc tiéu

+ Clopidogrel va chat chuy&n hoa chinh trong tudn hodn gin két thudn nghich vai protein huy&t tuong
ngudi in vitro (Clopidogrel 98% va chat chuyén hod 84%). G&n két vAn chua bdo hoa & nBng dd 12n dén
100mca/ml in vitro.

+ Clopidogrel Ia tién chal va dugc chuyén hoa qua gan, phan In thanh dan chat carboxylic acid 12 chat
chuyén hda khOng hoat tinh. Chuyén hda qua gan bdi isoenzym cytochrome P450 bao gdm CYP3A4,
CYP2C19, CYP1A2, CYP2B6. Chat chuyén hda cd hoat tinh 12 m{t ddn chét thiol, nhung rat khdng dn
dinh néu tich ra khoi huy€l ong. Clopidogrel va chat chuyén hda chinh gdn véi protein huyét tuong ty
|& cao (98% va 94%).

+ Clopidogrel va c4c chdt chuyén hoa duge thai trir qua nudc tiéu va phan. Khodng 50% liéu ubng duge
thai trif qua nudc tiéu va 46% thai trif qua phan. Thoi gian ban thai clia chdt chuyén hoa chinh 13 8 gio
sau khi udng liéu dan va liéu I3p lai

QuUY CACH DONG GOI

Ep vInhém-nhém; Hop 03 vi x 10 vién; HOp 10 vi x 10 vién; HOp 20 vix 10 vién
DIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUGNG CUA THUOC
Bao quan nai khd, nhiét dj khdng qué 30°C, tranh dnh sang.

Han ding: 36 thang ké LU ngay san xudl

Tiéu chudn chat lugng clia thudc: Tiéu chudn co sb

TEN, DJA CHI CUA c0 SO SAN XUAT THUGC.

A CONG TY cd PHAN DUUC PHAM TV.PHARM
( TV} 27 Nguydn Chi Thanh - Khdm 2 - Phudng 8 - Thanh phd Trd Vinh - Tinh Tra Vinh - Vigt Nam
Tvruasm DT (0294) 3855372, Fax (0294) 3740239
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