RX - Thusc nay chi diing theo don thudc Ditne nén bao phim

KACLOCIDE PLUS

DE THUGC XA TAM TAY TRE EM.
POC KY HUGNG DAN SU DUNG TRUGC KHI DUNG
THUBC NAY GHI DUNG THEO DON CUA BAC SY.
THONG BAO NGAY CHO BAC SY HOAC DUGC SY
NHUNG TAC DUNG KHONG MONG MUGN GAP PHAI KHI SU DUNG THUOC.
NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SY

THANH PHAN CONG THUC THUGC: 1vién
Thanh phén dugc chat:

Clopidogre! (dudi dang clopidogrel bisulfate)........ccooiiiii i 75 mg
AASPITIN. ettt e s e bbb s e s s b e 100 mg

Thanh phén ta duge gdm: mannitol, polyethylen glycol 6000, microcrystalline cellulose M101,
microcrystalline cellulose M200, hydroxy propyl cellulose, tinh bot bdp, hydrogenated castor
oil, stearic acid, colloidal silicon dioxide, polacrilin potassium, hydroxypropyl methylcellulose
2910, tale, titanium dioxide, mau dd oxyd sAt................. viadl......cooeeeeeeeee 1viénnénbao phim
DANG BAO CHE: viennénbao phim

MO TA SAN PHAM: Vién nén tron bao phim mau héng, hai mat tron, canh va thanh vién lanh
lan.

CHIBINH:

Phong nglia thi phat do xd vita déng mach & bénh nhan ngudi Idn da ding ca clopidogre! va
aspirin riéng 1&. Day 1a s&n ph&m kéthdp c6 dinh dé ti€p tuc diéu tritrong:

Hoi chiing mach vanh ¢&p khong cé ST chénh én (dau that nguc khéng 8n dinh hay nhdi mau
cd tim khéng ¢6 séng Q) bao gdm bénh nhan da dit stent mach vanh.

Nh&i mau cd tim cdp v8i ST chénh 1énh & bénh nhan da diéu tri huy&t khdi tim mach.
CACHDUNG VA LIEUDUNG:

- Cach dung: Thuéc ké don, diing theo chi dinh cGa thdy thudc, dung dudng uéng.

-Liéudang:

Nénudng 1 vién/ ngay.

Héi chiing mach vanh céip khéng c6 ST chénh Ién (dau that nguc khdng 6n dinh hay nhéi mau co
tim khong c6 séng Q) bao gém bénh nhan da dat stent mach vanh: thdi gian diéu tri t8i uu chua
dudgc thiét lap. D liéu nghién cliu 1am sang trong 12 thang cho théy, thudc ¢6 tac dyng t6i uu
nh&ttrong 3 thang.

Nh6i méu co tim cép vdi ST chénh Iénh & bénh nhan da diéu tri huyét khdi tim mach: viéc didu tri
nén bt ddu cang sdm cang t6t sau khi ¢é triéu ching va ti€p tuc trong it nhat 4 tudn. Lgiich
cia viéc ditng phéi hgp nay sau haon 4 tudn chua dudc thigt1ap.

Trudng hgp quén lidu: Néu bénh nhan quén mét liéu trong vong it hon 12 gid sau gid udng
thudc thudng 1&, hdy udng ngay mét vién va uéng vién ké tiép vao gid thudng 1&. N&u bénh
nhan quén motliéu sau hon 12 gid, chi can udng liéu ké ti€p vao gid thudng 16. Khdng tang gdp
dailiéuthudc dé bu vao liéu quén udng.

Tré em: an toan va hiéu quéa cla thuéc chua dugc thit 1ap trén d6i tugng tré em va thanh thi€u
nién dudi 18 tudi. Do d6, khong khuyén diing cho dditugng nay.

Suy than: khéng nén ding thudc cho bénh nhan suy than ning. Kinh nghiém diéu tri trén bénh
nhan suy than nhe dén trung binh con gidi han. Do d6, nén than trong khi dung cho déi tugng
nay.

Suy gan: khdng nén diing thudc cho bénh nhan suy gan nang. Kinh nghiém diéu tri con gidi
hantrén bénh nhan suy gan vifa cé thé ¢é thé trang xudthuyét. Do dé, nén than trong khidiing
cho dditugng nay.

CHONG CHI BINH:

Quéa man vi clopidogrel, aspirin hay b&tky thanh phan nao clia thuc

Suy gannang.

Chay mau bénh Iy nhu loét da day té trang hay xudt huy&tndi so.

Thubc cé sy hién dién clia aspirin nén phai chéng chidinh véi cac trudng hop:

+ Qué man véi thudc khang viém khdng steroid (NSAIDs), hen suy&n, viém miii, bénh polyp
mai.

+ Bénh nhan c6 cac bénh dudng bao trudc dé, trong dé viéc sl dung aspirin c6 thé gay phan
(ing qua mén (bao gém s&c tudn hoan kém theo db bling mat, ha huyét ap, nhip tim nhanh va
non mia).

+ Suy than néng (d6 thanh thai creatinin < 30 mi/phiit)

+ Phu nii ¢6 thai & 3thang cudithaiky.

CANH BAO VA THAN TRONG KHI DUNG THUGC:

Xudt huyét va réi loan huyét hgc:

Théan trong khi diing thudc cho bénh nhan ¢é nguy co xuét huyét do chén thuong, phau thuat
hay do cac nguyén nhan bénh Iy khac va & bénh nhan dang diéu trj v8i cac thudc NSAIDs khac
nhu thudc tc ché COX-2, heparin, thudc tc ché glycoprotein lib/lita, thudc tic ch& cé chon loc
serotonin (SSRIs), thudc tiéu huy&t khdi, hodc cac thudc khac lién quan dén nguy cd chay
mau nhu pentoxifyllin. Bénh nhan nén dugc theo ddi bt ky ddu hidu chay mau nao nhu xuét
huy&t &n, dac biét trong tudn dAu diéu trj va/hodc sau phau thuat tim c6 xam ldn. Khéng
khuy&n cdo k&t hgp vdi thuc chéng ddng dudng udng vicd thé gay ting nguy cd chay mau.
Banh nhan nén théng bao cho bac sT hodc nha sTvé viéc sl dung thube trudc bét cd ca phau
thuat nao da dudc sip x&p hay trudc khi udng bat ky mot loai thude nao khac. N&u bénh nhan
phai diing thudc khang két tap tiéu cdu, nén diing thudc 7 ngay trude khi phau thuat.

Thudc gay kéo dai thai gian chdy mau va nén dugc sl dung than trong & bénh nhén cé tn
thuong hay ¢6 xu hudng chay mau (ch y&u & dudng tiéu héa va mat)

B&nh nhan cling nén dugc thong béo réng cé thé m&t nhiéu thdi gian hon binh thudng dé
ngung chay mau khi dung thudc, va bdo cdo bat ky tinh trang xudt huyét bat thudng nao cho
bac sl

Ban xudt huyét gidm tiéu cdu huyét knéi (TTP): TTP da dudc bao céo rdt hiém gap sau khi sl
dung clopidogrel, thinh thodng sau khi st dung mét thdi gian ngén. N6 dugc déc trung bdi giam
tidu cAu va thi6u mau tan mau do vi khudn két hgp rdi loan chiic nang than hosc s6t. TTP ja
mot tinh trang c6 kha nédng gay ti vong doi hdi phai diéu tri kip thdi bao gém c& tach huyét
tuong.

Hemophilia mdc phi: Hemophilia mé&c phai da dudc bao cao khi sif dung clopidogrel. Trong
trudng hgp thdi gian thromboplastin trng phan hoat hoa kéo dai cd kém hoéc khong kém xuét
huyét, hemophilia méc phai nén dugc xem xét. Bénh nhan duge chdn doan hemophilia méc
phéi nén dugc diéu tri bdi chuyén gia va ngung dung clopidogrel.

DGt quy hodc con thigu mau ndo thoang qua gan day: © nhitng bénh nhan da bj dot quy hay c6
con thi6u mau ndo thoang qua gan day, co nguy ¢d cao bj thiéu mau cuc bo tai phat, sy két
hop aspirin v6i clopidogre! ¢6 thé lam ting nguy cd chay mau. Do d6, can théan trong khi diing
thuéc cho d&i tugng bénh nhan nay.

Cytochrom P450 2C19 (CYP 2C19): Dugc dong hoc: & bénh nhan chuyén héa kém CYP
2C19, clopidogre! & lidu diéu tri, ft chuyén hoa thanh dang ¢6 hoat tinh va &nh hudng it dén
chiic nang tiéu cdu. Khi clopidogrel dugc chuyén héa mdt phdn thanh chuyén héa co hoat
tinh b&i CYP2C19, viéc diing c4c thudc tic ché enzym nay ¢6 thé lam giam néng do chat
chuyén héa ¢ hoat tinh ¢lia clopidogrel. Viéc sl dung phdi hgp véi thudc dc ché CYP2C19
manh va trung binh khéng dugc khuyén khich.

Phén ting chéo gitia céc thienopyridines: Bénh nhan nén dudc danh gia vé tién sii qua mén
v6i thienopyridines (nhu clopidogrel, ticlopidin, prasugrel) vi phan tng chéo gilia cac
thienopyridine da dudc bao cdo. Thienopyridine ¢6 thé gay cac phan Gng di Uing nhu ngda,
phit ho#c phan (ing chéo trén huyét hoc nhu gidm tidu cdu, gidim bach cau trung tinh. Bénh
nhan c6 tién sit phan tng di ing va/hodc phan dng trén huy&thoc véi mot thienopyridine c6
thé tang nguy cd phan ¢ng tuong tu hodc phan (ng khac trén mat thienopyridine khac. Theo
d6icac ddu hiéu qua man 8 bénh nhan dj ing véi thienopyridine.

Thén trong do Aspirin:

+B&nh nhan c6 tién sii hen suyén hodc dj ting vi ¢6 thé ting nguy co phan Gng qua méan.
+Bénh nhan bi gout vi liéu th&p Aspirin c6 thé 1am tang ndng dé urat

+ Tré em dudi 18 tudi, cé thé cé méi lién quan gilia Aspirin va hdi ching Reye. Hoi ching
Reye rat hiém gap nhung c6 thé gay ti vong.

+ Bénh nhan thiéu hut enzym glucose-6-phosphate dehydrogenase (G6PD) vi nguy ¢d tan
huyét. )

+ Rugu co thé 1am tang nguy cd t6n thuong da day rudt khi ding aspirin. Bénh nhan nén
duge t van vé nguy co t8n thuong da day rudt va xudt huyét khi udng clopidogrel phdi hgp
vdiaspirin cung vdirugu.

Hé tiéu héa (GI): Than trong & bénh nhan cé tién sl loét hoac xudt huy8t da day ta trang hoéc
Géc trigu chiing & dudng tiéu héa trén vi c6 thé dan dén xuét huy&t da day. Tac dung khéng
mong mudn trén hé tiéu hoa gém dau da day, ¢ néng, budn ndn, ndn va xudt huy&ida day cé
thé xay ra. Bac sTnén canh béo d&u hiéu loét va xudt huyét da day méac di khong cd trigu
ching trén da day trudc do.

Thudc ¢6 chia lactose monohydrate nén bénh nhan méc bénh di truyén hiém gip khdng
dung nap galactose, thiéu men lactase ho#c rdi loan hdp thu glucose-galactose khong nén
st dungthudc nay. ’

Thudc ¢6 chifa hydrogenated castor oil nén cé thé gay rdiloan tiéu hoa nhe va tiéu chay.
Thubc cé chifa ta duge mannitol nén bénh nhan bi r6i loan di truyén hi€m gap nhu khong
dung nap fructose khong nén dung thudc nay.

SUDUNG THUGC CHO PHY NI CO THAIVA CHO CON BU:

Phu nif mang thai: khdng c6 dif liéu trén 1am sang vé sl dung phdi hop clopidogrel va aspirin
trén phu nif c6 thai. Khdng nén s dung thudc trong séu thang dau thai ky néu khong thyc sy
cén thiét. Do cé aspirin nén chdng chidinh thude trong 3 thang cudi thai ky.

Phu nif cho con bt Hién chua biét liéu clopidogrel c6 dugc bai ti6t trong sia me hay khong.
Cac nghién cliu trén dong vat da cho thdy sy thai trir clia clopidogrel trong sifa me. Aspirin
thai trir mot lugng rét it trong sta me. Nhu mdt bién phap phong ngira, nén ngling cho con b
khi dung thudc

Kha nang sinh san: Khong co dii liéu nghién ctiu &nh huéng clia thudc d€n kha ning sinh
san.

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

Thubc khéng &nh hudng hay anh hudng rdt it d8n kha néng lai xe va van hanh may moc. Tuy
nhién, do cé tac dung phuy it gap trén than kinh la dau ddu va chong mat, nén cén than trong
khi ding cho ngudilai xe hay van hanh may méc.

TUONG TAC, TUONG KY CUA THUSC:

Céc thudc ¢6 lién quan dén nguy cd chdy mau: C6 kha nang tang nguy cd chdy mau do tang
tac dung phu do 6 nén than trong khi dung déng thdi véi cac thuc nay.

Thubc khdng déng ding dudng ubng: Khong khuyén céo st dung k&t hop clopidogrel véi
khang dong udng do k&t hdp nay co thé lam tang cudng dd xudt huy&t. Mac du viéc sl dung
clopidogrel liéu 75 mg/ngay khong 1am bién déi tinh chat duge ddng hoc clia S-warfarin hay
INR & bénh nhan dang diing dai han warfarin, ding chung clopidogrel va warfarin 1am tang
nguy co xuithuyé&tdo cac tdc ddng doc 1ap trén su cdm méu.

Thuéc dc ché glycoprotein lib/lita: Nén than trong khi phéi hop vdi thudc tic ché glycoprotein
lib/Hla.

Heparin: Trong mot nghién cttu 1am sang thuc hién trén nhiing ngudi khoé manh, viéc diing
két hop véi clopidogrel da cho thay khong cén thay d6i lidu diing clia heparin hodc lam thay
dditac dung ciia heparin trén su dong mau. Viéc diing két hop véi heparin khong anh hudng
dén sy tc ché k&t tap tiéu chu do clopidogrel. Tudng tac dugc luc hoc gitta clopidogrel va
heparin la ¢cé thé xay ra va lam tng nguy cd chay mau. Do dé, cén than trong khi ding phai
hop

Thudc tiéu sgi huyét: Tinh an toan khi duing phdi hop clopidogrel véi cac thudc tidu sgi huyét
d&c hiéu hay khong déc higu fibrin da dugc danh gia & nhitng bénh nhan bi nhéi mau ¢d tim.
Ty 1& chdy mau c6 y nghia trén lam sang la tuong tu so v8i khi chi diing thudc tiéu sgi huy&tva
khi duing heparin k€t hgp véiaspirin

NSAIDs: Trong mét nghién ctiu 1am sang thyc hién & nhiing ngudi khde manh, khi diing két
hgp clopidogrel véi naproxen ¢6 hién tugng gia tang xudt huyét da day 4n. Do dé, nén than
trong khi diing phdi hgp clopidogrelvéi cdc NSAID bao gém cac thuc tic ché COX-2
S$SRIs: Vi SSRI anh hudng dén sy hoat héa tiéu cdu va lam tang nguy cd chay mau, két hgp
d6ng thai SSRI véi clopidogrel nén dugc thuc hién métcachthantrong.

Metamizol: metamizol ¢6 thé lam giam hiéu qué clia aspirin trén sy két tap tiéu ciu. Do d6,
nén than trong khi phéi hop & nhitng bénh nhan dung liéu thap aspirin dé bdo vé tim mach.
K&t hop diéu trf khdc vdi clopidogrel: Do clopidogrel dugc chuyén hod mot phén thanh chét
chuyén ho4 ¢é hoat tihh bdi CYP2C19, nén viéc sif dung thuc e ché hoattinh clia men nay
c6 thé din dén lam giam néng do cha chat chuyén hoa ¢é hoat tinh clia clopidogrel. Lién
quan giita 1am sang véi tuong tac nay 1a khdng chac chén. Tuy nhién dé than trong, khéng
nén dang két hop chét e ché manh hay trung binh CYP2C19 vsi clopidogrel. Thudc tic ché
CYP2C19 bao gém omeprazole va esomeprazole, fluvoxamine, fluoxetine, moclobemide,
voriconazole, fluconazole, ticlopidine, carbamazepine, va efavirenz.

Thudc tic ché bam proton: Omeprazole, esomeprazole lam gidm hinh thanh chat chuyén hod
hoat dong chia clopidogrel dan dén gidm tac dung Gc ché két tap tiéu cau. DU liéu trén lam
sang con chua déng nhat. Tuy nhién, dé than trong, khong nén diing két hap clopidogrel vdi
omeprazole va esomeprazole.

Chat chuyén hod hoat dong cla clopidogrel gidm khang rd rét khi dung két hgp clopidogrel
véi pantoprazole hay lansoprazole. Do d6, ¢6 thé k&t hgp pantoprazole véiclopidogrel.




Chua 6 biing chiing cho thdy céac thudc lam giam acid da day khac nhu thudc chen thu thé
H, hay khang acid ¢6 anh hudng 1&n hoat tinh khang ti€u ciu ctia clopidogrel.

Nhiing thubc tdc déng lén chat nén CYP2C8: Clopidogrel lam ting tac hai clia repaglinide &
ngudi khde manh bdi cac chat chuyén héa glucuronide cia clopidogrel. Do nguy ¢d téng
néng dd trong huyét tuong, ditng déng thdi clopidogrel va cac thudc chuyén hoa chl y&u bdi
CYP2C8 (viduy, repaglinide, paclitaxel) c&n dudc xem xétthan trong.

Két hop diéu trj khdc vdi aspirin:

Than trong khi ph&i hgp véi cac thuc tang thai trit acid uric (benzbromarone, probenecid,
sulfinpyrazone) vi aspirin c6 thé (c ché tac dung ciia thudc tang thai trir acid uric thong qua
canh tranh thai trf v6i acid uric.

Methotrexate: phdi hgp vdi methotrexate li8u cao hon 20mg/ tudn nén than trong vi ¢ thé tc
ché do thanh thai trén than clia methotrexate, d&n dén dc tinh trén xuohg.

Dung déng thdi aspirin véi tenofovir disoproxil fumarate va NSAIDs ¢é thé ting nguy cd suy
than.

Duiing déng thdi vdi acid valproic c6 thé lam g:am sy gén két protein va su Gic ché chuyen héa
ctia acid valproic, d&n dén lam tang tdng ndng do acid valproic va acid valproic ty do trong
mau.

Phéihgp viacetazolamide c6 thé lam tang nguy cd chuyén héa acid.

Dung ddng thdi nicorandil véi NSAIDs bao gdm ca aspirin ¢é thé lam tdng nguy cd loét, thiing
va xudthuyéttiéu hda.

Rugu cé thé lam tang nguy cg tén thucng da day khi dung chung vdi aspirin. Bénh nhan nén
dugc thoéng béo vé nguy cd tén thuong da day va xudt huyét khi ding thudc & nhiing bénh
nhan nghién rugu mantinh hay nang. )

Do khdng c6 cédc nghién ctiu vé tinh tudng ky ctia thudc, khdng tron 1an thude nay véi cac
thuéc khac.

TAC DUNG KHONG MONG MUON COA THUGC:

- Thueng gép (1/100 <ADR < 1/10)

Mach mau: ty mau. Hd héap, nguc va trung thét: chdy mau cam. Tiéu héa: xuét huyét tidu
hoa, tieu chay, dau bung, khé tiéu.

Dava md dudi da: tham tim.

-ftgap (1/1000 <ADR < 1/100)

Mau va hé bach huyét: gidm tiu cau, gidm bach cdu, tang bach cdu &i toan. Mat: chay mau
mét (kétmac, nhdn cdu, véng mac).

Thén kinh: xu&t huyét ndi so (mdt vai trudng hop c6 thé gay tif vong déc biét & ngudi [dn), dau
dau, dicam, chong mat.

Tiéu héa: loétda day va loétta trang, viém da day, budn non, ndbn miia, tdo bén, day hoi.
Dava mé dudi da: ban, ngtia, ban xudt huyét, Than va dudng tiéu: tifu mau.

Céc xét nghigm: kéo dai thdi gian chdy mau, gidm lugng bach cdu trung tinh, gidm s8 lugng
tigu cau.

- Hiém gap (1/10 000 <ADR < 1/1000}

Mau va hé bach huyst: giam bach clu trung tinh. Tai va tién dinh: chéng mat. Tiéu héa: chay
mau sau phic mac. Sinh san: vl to & nam gidi.

- Rt hiém gap (ADR < 1/10000) hay chua ré:

Mau va hé bach huyét: xudt huy8t gidm tiéu cdu, thidu mau batséan, gidm toan thé huyétcau,
méatbach cau hat, gidm tiéu cau nghiém trong, gidm bach cau hat, thiéu mau, suy tly xuong,
thiéu mau tan mau & nhiing bénh nhan thi€u hut GPD.

Tim: Hoi chiing Kounis trong trudng hdp qua man véi aspirin hay clopidogrel.

Mié&n dich: s6c phan vé, bénh huyét thanh, phan Ging qua man chéo gilia cac thienopyridines
(nhu ticlopidine, prasugrel), triéu chiing di Gng do k&t tap tiu cdu.

Chuyén héa: ha dudng huyét, gout. Tam than: o gidc, IG 1&n. Than kinh: rdiloan vi gidc. Tai:
giam kha ning nghe, U tai

Mach mdu: xuét huy&tnghiém trong, xudt huyét vét mé, viem mach, ha huyétap.

Ho hép: chay mau dudng hd hép (nhu ho ra mau, xuét huyét trong phéi), co that phé quan,
viém ph8i mé k&, bénh phdi do t& bao ua bach cu i toan.

Tiéu héa: xudt huyéttiéu héa va sau phic mac dan dén tif vong, viém tuy, réiloan dugng tiéu
héa, viém dai trang, viém miéng.

Gan mat: suy gan cép, tdn thudng gan, viém gan, ting men gan, xét nghiém chifc ning gan
batthudng.

Da va mé dudi da: viem da bong nudc (hoai t& bidu bi nhidm doc, hoi chiing Steven Johnson,
hdng ban da dang, hdi chiing mun m0 toan than cép tinh), phii, hdi chiing ting man cam do
thudc, phat ban do thudc ting bach cdu 4i toan va trigéu ching toan than, ban da dj ing, ndi
mé&n, may day, cham.

Co xudng: chay mau cg xuong (xudt huyéttrong khdp), viem khdp, dau khdp dauco.

Than: suy than, t8n thuong than cdp tinh, viém than - ciu than, tang creatinin huyét. Toan
than: s6t

QUA LIEU VA CACH XU TRI:

* Clopidogrel:

Qua lidu clopidogrel cé thé din dén kéo dai thai gian xuat huyét va nhilng bign chiing xust
huyét. Nén xem xét diéu tri thich hdp néu c6 xuét huyét. Chua c6 thube gidi doc hoat tinh
dugc Iy cha clop:dogrel N&u can, hidu chinh ngay thdi gian xu#t huyét cha clopldogrel
truyén tiéu ciu cé thé gidi han dugc tac dyung clia clopidogrel.

* Aspirin:

Triéu chitng ngd doc trung binh gém: chéng mat, dau déu, U tai, co giat va cdc triéu ching &
dudng tiéu héa (nhu budn nén, ndn va dau da day). Cac triéu chiing ngé ddc néng nhu réi
loan can bing acid-base c6 thé xay ra. Ban dau, ting théng khi dan dén nhiém kiém hd hap.
Sau dé nhiém toan chuyén hoa la két qua ciia tac dung Gc ché trung tam ho hap. Nhiém toan
chuyén héa do sy hién dién clia salicylat. & tré sd sinh, tré méi biét di va tré em chi quan sat
thay nhiém doc & giai doan mudn, ching thudng & giai doan nhiém toan. Céc triéu ching
khac cling ¢6 thé xuét hién nhu: ting than nhigt va ra mé hoi, dén d&én mat nude, bdn chén,
co giat, &o gidc va ha dudng huyét. Suy nhugc than kinh c6 thé d&n dén hon me, tryy tim va
ngung thd. Lidu gay chét clia aspirin 1a 25-30g. N8ng do salicylat trong méu trén 300mg/!
(1,67 mmol/l) c6 thé gay nhiém déc.

* Phai hgp aspirin va clopidogrel:

Triéu ching: tang xudt huyét va cdc bién ching xu&t huyét do dic tinh dugc Iy cla
clopidogre! va aspirin. Phu phdi khong phai nguyén nhan do tim cé thé xay ra khi qua lidu
aspirin cdp va man tinh. )

Bidu tri Khiudng mot liéu dc thi can phai nhap vién. V&inhiém ddc trung binh, ¢ géng gay
nén; ndu that bai, riia da day duge chi dinh. Than hoat tinh (chat h&p phu) va natri sulphat
(nhuan trang) sau d6 dugce ding. Kiém hda nudc tiéu (250 mmol sodium bicarbonate trong 3
gid) trong khi theo dbi pH nudc tidu dugc chi dinh. Chay than nhan tao la phudng phap diéu tri
yu tién cho nhiém doc ning. Pidu tri cac dau hidu nhiém doc khac theo triéu chiing.

THONG TINVE DUOC LY, LAM SANG:

1. Bac tinh dugc luc hoc:

Ma ATC: Clopidogrel BO1AC04, Aspirin AO1ADO5.

Nhém dudc ly: thudc chéng huyét khdi, khang k&t tap tiu cau ngoaitris heparin.

Clopidogrel la mdt tién chit, mét trong nhiing chat chuyén héa clia né 1a chit Uc ché k&t tap
tidu cau. Clopidogrel phai dudc CYP450 chuyén héa dé tao thanh chat chuyén héa c6 hoat
tinh tc ché sy kéttap tiéu cdu. Chatchuyén héa cé hoattinh ciia clopidogre! tc ché chon loc
su gan két cla adenosin diphosphat (ADP) v6i thy thé P2Y12 clia nd trén tiéu cdu va qua dé
tic ché sy hoat héa phic hgp glycoprotein GPIlIb/illa qua trung gian ADP, nhd vay tic ché su
k6t tap tifu cAu. Vi sy gén két khong thé dao ngudc dudc, nén nhitng tiéu cAu nay bi anh
hudng trong c& quang doi con lai cla ching {(khodng 7-10 ngay) va sy héi phuc chitc ning
ti€u cAu binh thudng xay ra 8 mottéc do phit hgp véi su chu chuyén tiéu cau. Su két tap tidu
céu do céac chat chli van khéng phai ADP gay ra ciing bj Uic ché béitac dung chen sy khuéch
dai hoattinh tiéu ciu do ADP dugc phéng thich gay ra.

Vi chét chuyén héa c6 hoat tinh dudc hinh thanh bdi CYP450, ma mot s trong d6 ¢6 tinh da
hinh hodc la déi tugng b Gc ché bdi cac thudc khac, nén khong phai bénh nhan nao ciing ¢6
sy tic ché tiu ciu thda dang.

Aspirin (ic ché k&t tap tiéu cdu bang sy Uc ché khdng dao ngugce dugce ciia prostaglandin
cyclo oxygenase va vi vay Gc ché sy san sinh thromboxan A2, mét chit gay két tap tidu cau
va co mach. Tac dung nay kéo dai suSt quang ddicdatiéu cau.

2. Pactinh duge dong hoc:

* Clopidogrel:

Hap thu: Sau céc lidu udng duy nhét va I3p lai 75 mg/ngay, clopidogrel duge hdp thu nhanh.
Néng do dinh trung binh trong huyét tuong clia clopidogrel khong bign ddi (khoang 2,2-2,5
ng/mi sau khi uSng mét liéu duy nhat 75 mg) xay ra khoang 45 phit sau khi udng. TT1é hép thu it
nhat1a 50%, dua trén sy bai tiét cac chét chuyén héa clia clopidogrel trong nudc tidu.

Phan bé: Clopidogrel va chat chuyén héa chinh trong mau (khong cé hoat tinh) gén két in vitro
¢6 thé ddo ngudc duge vdi protein huyét tucng ngudi (theo thit ty 12 98% va 94%).

Chuyén héa: Clopidogrel duge chuyén héa rong rai & gan. In vitro va in vivo, clopidogrel duge
chuyén héa theo hai dudng chuyén héa chinh: mdt dudng qua trung gian cac esterase va dan
dén sy thliy giai thanh dan chat acid carboxylic khong cé hoat tinh (85% lugng chét chuyén
héa trong mau), va mot dudng qua trung gian nhidu cytochrom P450. Clopidogrel dugc chuyén
hoa lan d4u thanh chat chuyén héa trung gian 2-oxo-clopidogrel. Sy chuyén héa tiép theo clia
chét chuyén héa trung gian 2-oxo-clopidogrel d&n dén sy hinh thanh chat chuyén héa 6 hoat
tinh, mot dan chat thiol clia clopidogrel. /n vitro, dudng chuyén héa nay 1a qua trung gian
CYP3A4, CYP2C19, CYP1A2 va CYP2B6. Chat chuyén hoa thiol ¢6 hoat tinh, da dugdc phan
1ap in vitro, nhanh chong k&t gén khong déo ngudc dudc véi cac thy thé tidu cdu, qua dé tic ché
sif k&t tap tidu cdu.
Thai trli: Trén ngudi, sau khi udng mot liéu clopidogrel dugc danh diu vdi *C, khoang 50%
dugc bai tiét trong nudc tiéu va khoang 46% dudc bai tiét trong phan trong khoang thai gian
120 git sau khi uBng. Sau khi udng mét liéu duy nhat 75 mg, clopidogrel c6 théi gian ban thai
khoang 6 gid. Thai gian ban thai clia chat chuyén héa chinh trong mau (khéng c6 hoattinh) 12 8
gid sau khi ding liéu duy nh&t va lidu 1ap lai.

Dudc di truyén: Clopidogrel dudc hoat hda b&i CYP450 da hinh. CYP2C19 can du vao sii hinh
thanh chat chuy&n hoéa cé hoat tinh I&n chat chuyén héa trung gian 2-oxoclopidogrel. Duge
déng hoc ciia chat chuyén héa c6 hoat tinh clia clopidogre! va cac tac dung khang tiu cdu,
dugc do bing thi nghiém k&t tap tiéu cdu ex vivo, khac nhau tiy kidu gen CYP2C19. Xét
nghiém dude di truyén ¢6 thé nhan dién céc kidu gen k&t hap vdi tinh bién thién trong hoat tinh
CYP2C19.Ca thé ¢6 nhitng bién thé di truyén clia CYP450 khac cé anh hudng trén kha nang
hinh thanh chat chuyén hoa cé hoat tinh clia clopidogrel.

* Dugc ddng hoc trén nhiing ddi tudng dic bigt: Duge dong hoc clia chét chuyén héa c6
hoattinh clia clopidogrel khdng dugc biét rd & nhiing quén thé déc biét nay.

Suy than: Sau nhiing liéu clopidogrel [ap lai 75 mg/ngay trén cac d&i tugng suy than nang
(thanh thai creatinin tif 5 dén 15 ml/phit), tac dung Gc ché sy két tap tiéu cdu do ADP gay ra
thdp hon (25%) so véi cac ddi tugng khde manh, tuy nhién, sy kéo dai thdi gian chay mau
tuong t nhu da théy trén ngudi khde manh duge diing clopidogrel 75 mg/ngay. Ngoai ra, sy
dung nap lam sang trén tit cd bénh nhan déu t&t.

Suy gan: Sau nhiing liéu clopidogrel 14p lai 75 mg/ngay trong 10 ngay 8 bénh nhan suy gan
nang, tac dung e ché su két tap tiéu cau do ADP gay ra tudng tu nhu da thiy trén cac ddi
tugng khde manh. Tac dung kéo dai thdi gian chay mau trung binh cling tudng tf nhau gilia hai
nhém.

Chiing toe: T1 18 luu hanh clia céc allen CYP2C19 gay nén sy chuyén héa trung gian v kém
clia CYP2C19 khéac nhau tliy theo chiing tdc (xem Dugc di truyén). Trong y vén, chicé nhiing
s6 ligu han ché trén c4c quan thé ngusi chau A d8 danh gia ¥ nghia 1am sang clia viéc xac dinh
kidu gen clia CYP nay trén céc tai bién k&t cuc lam sang.

* Acelylsalicylic acid (aspirin):

H&p thu: Sau khi hap thu, aspirin dugc thlly phan thanh acid salicylic va dat dén néng d6 dinh
trong huyét tudng trong vong 1 gid sau khi udng, ndng dd aspirin trong huyét tucng cd ban
khdng con phét hién dugc sau khi udng thudc 1,5-3 gid.

Phan b6: aspirin {t gén véi protein huyét tudng va c6 thé tich phan bé biéu ki€n thap (101). Chéat
chuyén héa clia né, acid salicylic, ¢6 1118 gén két cao véi protein huyét tuong, nhing sy gan k&t
tai phy thudc ndng d@ (khong tuyén tinh). & ndng d6 thép (< 100 microgram/mi), khoang 90%
lugng acid salicylic g&n véi albumin. Acid salicylic dugc phan b6 rong rai dén tat ca cac mod va
dich co th, bao gbm hé than kinh trung uong, sita me, va cac md bao thai.

Chuyén héa va Thai trit: aspirin dugc thity phan nhanh chong trong huyét tuong thanh acid
salicylic, véi thai gian ban thai tir 0,3 dén 0,4 gid d8i véi cac liéu aspirin tif 75 dén 100 mg.
Acid salicylic chll yéu dugc phan Ung k&t hop & gan dé tao thanh acid salicyluric, mdt phenol
glucuronide, mot acy! glucuronide, va mot s& chét chuyén hoa thi yéu. Acid salicylic trong
vién phdi hgp c6 thai gian ban thai trong huyét tudng khoang 2 gid. Su chuyén héa salicylat
¢6 thé bao hda va do thanh thai toan than gidm & cac ndng d6 cao hon trong huyét thanh do
kh& nang han ché clia gan trong viéc tao ra acid salicyluric 1&n phenol glucuronide. Sau khi
udng nhitng liéu ddc (10-20 g), thdi gian ban thai trong huyét tuong c6 thé tang trén 20 gid. le]
li8u aspirin cao, sy thai trif acid salicylic tuan theo dong hoc bac 0 (tic & tc df thai trii hang
dinh so véi néng do trong huy&t tuong), véi thdi gian ban thai biéu kign 1a 6 gid hodc cao hon.
Sui baitiét qua than clia chét c6 hoattinh khéng bj bién déi thy thudc vao pH nudc tiéu. KhipH
nudc tidu thng trén 6.5, sy thanh thai salicylat t do & than ting tif < 5% 18n > 80%. Sau nhiing
li8u didu tri, khoAng 10% dugc bai tiét trong trong nudc tiéu dudi dang acid salicylic, 75% dudi
dang acid salicyluric, 10% la phenol glucuronide va 5% la acyl glucuronide clia acid salicylic.
Dua trén cac dac diém dudc dong hoc va chuyén héa clia ¢a hai hdp chat, it 6 kha nang xay ra
cac tudng tac dude dong hoc co ¥ nghtalam sang.
QUY CACH DONG GOI: Hap 3vix 10 vién nén bao phim, Hop 10 vix 10 vién nén bao phim.
BAOQUAN - HAN DUNG:
Bao quéan : Dugi 30°C. Noi khé rao, tranh anh sang.

Handung: 36 thang ké tif ngay san xuét.
Tiéu chudn: Tiéu chudn co sé (TCCS)

Tén, dja chi cia co sé sin xudt thudc:
CONG TY CO PHAN DUQC PHAM KHANH HOA
Pudng 2/4, Khém Béng Béc, Phudng Vinh Hba,

WHO - GMP Thanh Phd Nha Trang, Tinh Khanh Hoa




