PONTAZOL

Q;} Vién nén Cilostazol 50 mg/100 mg

,

Thong baio igay cho beic sT hodic dugc sT nhig téc dung khong mong muon gap phai khi sir dung thuéce

THANH PHAN VA HAM LUQNG
Mdi vién nén co chira:

Hoat chit:
Vien nén Cilostazol 50 mg: Cilostazol .................. 50 mg
Vien nén Cilostazol 100 mg: Cilostazol ................. 100 mg

Td dwge vira dii: Cellulose vi tinh thé 102, lactose monohydrat 200. hydroxypropyl

cellulose, natri croscarmellose, magnesi stearat.

DANG BAO CHE

Vién nén mau tring dén tring nga, hinh tron, hai mit phing, mét mat dugce dap chim chir
“HERA”. mot mit co vach ngang, canh va thanh vién lanh ldn.

CHI PINH

Cilostazol duoe chi dinh dé cai thién khoang céch di bg toi da va khong dau ¢ nhimg bénh
nhan bi dau cach hoi., khong dau khi nghi ngoi va khong ¢6 bing chimg hoai tir md ngoai vi
(bénh dong mach ngoai vi Fontaine giai doan II).

Cilostazol 1a liéu phap thay thé cho nhitng bénh nhén co diéu chinh 16i séng (bao gb6m ngling
hat thube va cac chuong trinh tap thé duc (co gidm sat)) va céc bien phép can thiép thich hop
khic nhung khong cai thién day di cdc triéu chimg dau cach hoi.

LIEU DUNG VA CACH DUNG

Liéu dimng

Lidu khuyén céo cua cilostazol 12100 mgx 2 lin/ngay.

Nén bt diu cilostazol béi cac bac si co kinh nghiém trong gidm sat dau cach hoi.

Béc si nén déanh gia bénh nhan sau 3 thang diéu tri vai muc dich ngimg cilostazol néu khong
thiy tac dung hodc cic triéu chimg khong dugc cai thién.

Bénh nhén dang didu tri bang cilostazol nén tiép tuc didu chinh 181 séng (nglmg hut thuéde va
tap luyén), va cac can thiép dugce 1y (nhu ha lipid mau va diéu tri ché)ng két tap tiéu cau) dé
giam nguy co bién cb tim mach. Cilostazol khong thé thay thé cho cac phuong phap diéu tri
nay.

Khuyén cdo giam Jidu xudng 50 mg x 2 1An/ngay ¢ nhirng bénh nhan dang dung thuéc trc ché
manh CYP3A4. nhu mot sé macrolid, thudc khang nim azol, chat tc ché protease hodc thude
e ché manh CYP2C19, nhu omeprazol.

Ngtroi cao (uoi

Khong co yéu ciu dic biét vé liéu cho nguoi cao tudi.

Tre em

Chua xac dinh duoc tinh an toan va hiéu qua cla cilostazol & tré em.

Suy than
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Khong cin didu chinh liéu & nhiing bénh nhin c6 do thanh thai creatinin > 25 ml/phat.

Chéng chi dinh cilostazol cho bénh nhin co6 do thanh thai creatinin < 25 ml/phut.

Suy gan

Khong cin didu chinh liéu lugng & nhitng bénh nhin bi suy gan nhe. Khong c6 di liéu &

bénh n%lz"m suy gan vira hay ning. Vi cilostazol dugc chuyén hoa nhiéu bdi cic enzym gan,

nén chdng chi dinh cho bénh nhan suy gan vira hodc ning.

Cich ditng

Dung dudng udng.

Nén udng cilostazol 30 phit truée bira &n sang va bira dn toi. Dung cilostazol véi thic dn

duoc chirng minh lam tang nong do tdi da trong huyét tuong (Cpy) cla cilostazol, co thé lién

quan dén tang tan sut cac phan Gng khong mong mubn.

CHONG CHI DINH

- Qu4 mén v&i hoat chét hodc voi bét kv t4 duge ndo ciia thude.

- Suy thén niing: d§ thanh thai creatinin < 25 ml/phut.

- Suy gan trung binh hodc nang.

- Suy tim sung huyét.

- Phu nit mang thai.

- Bénh nhén co bét kv xu hudng chay mau da biét ndo (nhu loét dudng tiéu hoa dang hoat
dong. dot quy Xuat huyé‘t ghn day (trong vong sau thing). bénh vong mac dai thao duong
tang sinh, tang huyét ap duge kiém soat kém).

- Bénh nhan cé tién stir nhanh nhip thit, rung that hofic ngoai tdm thu that da 6, di hoic chua
duoc diéu tri ddy di va & nhimg bénh nhén kéo dai khoang QTc.

- Bénh nhén co tién st r6i loan nhip nhanh nghiém trong.

_ Bénh nhan duge didu tri dong thoi voi hai hode nhidu thude chéng két tap hodc chong
dong mau bd sung (nhw acid acetylsalicylic, clopidogrel, heparin, warfarin,
acenocoumarol, dabigatran, rivaroxaban hodc apixaban).

- Bénh nhén co6 con dau thit nguc khong én dinh, nhdéi mau co tim trong vong 6 thang qua,
hoiic di can thiép mach vanh trong 6 thang qua.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Sur phi hgp cua diéu tri vdi cilostazol nén dugce xem xét cAn than cung voi cac lya chon diéu

tri khac nhur tai thong mach mau.

Dua trén co ché hoat ddng, cilostazol co thé gay nhanh nhip tim. danh trong nguc. rbi loan

nhip tim nhanh va/hodc ha huyét ap. Su gia tang nhip tim lién quan dén cilostazol khoang 5

dén 7 bpm; do do, & nhimg bénh nhan coé nguy co, didu nay co thé giy ra cdc con dau tht

nguc.

Bénh nhan co thé ting nguy co gap phai cde tac dung phu nghiém trong vé tim do tang nhip

tim. nhu bénh nhan ¢6 bénh mach vanh on dinh. nén dugc theo ddi chat ché trong khi diéu tri

voi cilostazol. chdng chi dinh cilostazol ¢ nhiing bénh nhéin dau thét nguc khéng on dinh.
hojic nh6i mau co tim/can thiép mach vanh trong vong 6 thang qua, hodc tién sir loan nhip
nhanh nghiém trong.
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Cin thén trong khi ké don cilostazol cho bénh nhan ngoai tim thu nhi hodc that va bénh nhén
rung hodc cudng nhi.

Bénh nhén nén dwoc canh bao dé bdo cao bt ky trudng hop chay miu hode d& bdm tim nao
trong khi diéu tri. Trong trudmg hop chay mau vong mac, nén ngung dung cilostazol.

Do tac dung irc ché két tip tidu cdu coa cilostazol, co thé ting nguy co chay méau khi két hop
voi phiu thuat (bao gdm céc phuong phap xam l4n nhé nhu nhd ring). Néu bénh nhén can
phiu thuét khéng cap thiét va khong cin tic dung chong két tap tiéu cau, nén ngimg
cilostazol 5 ngay trude khi phau thudt.

Hiém hoiic rat hiém giip nhiing bdo cdo vé cac bat thuomg huyét hoc bao gOm giam tiéu ciu,
gidm bach ciu, mét bach cu hat, giam toan thé huyét ciu va thiéu mau bat san. Hau hét bénh
nhan héi phuc khi ngimg sir dung cilostazol. Tuy nhién. mét sd trudong hop giam toan thé
huyét cau va thiéu médu bit san da din dén tir vong.

Ngoai viée bao cao cac dot chay mau va d& bam tim, bénh nhédn can duge canh bao dé bao
cdo kip thoi bat ky diu hiéu nao co thé goi ¥y su phat trién sém coa rdi loan mau nhu sOt va
dau hong. Cin tién hanh do cong thirc mau diy di néu nghi ngor nhiém trung hodc ¢ bat ky
bing chirng ldm sang nao khac vé rdi loan mau. Can ngung st dung cilostazol ngay néu ¢é
bang chung lam sang hodc xét nghiém vé bét thudng huyét hoe.

Trong trudng hop bénh nhin diung thube (e ché manh CYP3A4 hoic CYP2C19. nong do
cilostazol trong huyét twong duoc chimg minh la tang 1én. Trong nhitng trudng hop néy. nén
dung liéu cilostazol 50 mg x 2 lan/ngay.

Cén than trong khi diung dong thoi cilostazol voi bét ky thude ndo co kha ning lam giam
huyét ap do ¢o thé giy ha huyét ap cung v6i nhanh nhip tim phan xa.

Cin than trong khi ding dong thoi cilostazol vdi bit ky tic nhan tre ché két tap tiéu cau khac.
Ta dwoc

Thube cé chira lactose. Bénh nhan khong dung nap galactose, thiu hut lactase toan phan
hodc hoi ching kém hép thu glucose va galactose (cac bénh di truyén hiém gap) khong nén
ding thudc.

SU' DUNG THUOC CHO PHU NU CcO THAI VA CHO CON BU

Phu nit ¢ thai

Khong co dir li¢u diy da vé sir dung cilostazol ¢ phy nir co thai. Cac nghién ctru trén dong
vat cho thay doc tinh sinh san. Nguy co tidm 4n cho con nguoi khéng duge xac dinh. Khong
dung cilostazol trong thoi ky mang thai.

Phu nit cho con bu

Cilostazol di vao sita me da duge bdo céo trong cdc nghién ciru trén djng vat. Chua rd sy bai
tiét cua cilostazol trong sira me ¢ con nguoi. Do tac dung co hai tiém tang O tré so sinh duge
ba sita me ¢6 didu tri, khong khuyén cdo su dung cilostazol trong thoi gian cho con bu.

Kha ning sinh san

Cilostazol lam suy giam co hoi phuc kha néng sinh san cua chudt cai nhung khong lam suy
giam kha nang sinh sin ¢ cac loai dong vat khac. Khong rd y nghia 1dm sang.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Cilostazol ¢6 thé gdy chong mit va canh béo bénh nhin thin trong trudc khi 14i xe hodc van

hanh may moc.
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TUONG TAC THUOC

Thudc tic ché két tdp tiéu cau

Cilostazol 1a mot chit tre ché PDE III ¢6 hoat tinh chdong két tap ticu cau. Trong mot nghién
ctru lam sang ¢ nhiing déi trong khée manh, cilostazol dugc ding 150 mg x 2 lan/ngay trong
5 ngay khong kéo dai thoi gian chay mau.

Acid acetyisalicylic (ASA)

Ding dong thdi ASA véi cilostazol trong thoi gian ngin (< 4 ngay) goi y tang 23-23% kha
nang Urc ché két tap tiéu ciu ex vivo do ADP so vii ASA don thudn.

Khong ¢6 xu hudng rd rang v& thn suit tac dung phu xudt huyét & bénh nhin dung cilostazol
va ASA cao hon so v6i bénh nhén ding gia duoc va cac lidu trong duong cua ASA.
Clopidogrel va cdc thudce chong két tap tiéu cau khdc

Dung dong thoi cilostazol va clopidogrel khong ¢6 bat ky anh huong nao dén s lugng tiéu
cAu, thoi gian prothrombin (PT) hodc thoi gian thromboplastin tung phan hoat hoa (aPTT).
T4t ci cdc dbi twong khoe manh trong nghién ciru déu c6 thdi gian chay méiu kéo dai khi chi
dung clopidogrel va vigc dung ddng thoi vai cilostazol khong lam tang thém dang ké thoi
gian chay mau. Than trong khi dung dong thoi cilostazol véi bit ky loai thude ndo co tic
dung trc ché két tap tiéu cAu. Cén luu ¥ theo di thoi gian chay mau trong cic khoang thoi
gian. Chéng chi dinh cilostazol & nhiing bénh nhén ding thém hai thude chéng két tap/chdng
dong mau tro lén.

Ghi nhén ty 1€ xuiit huyét cao hon khi sir dung dong thoi clopidogrel. ASA va cilostazol
trong thir nghi¢ém CASTLE.

Thudc uéng chong déng mau nhie warfarin

Trong mdt nghién clru lam sang dung liéu duy nhat, khong ghi nhén su (¢ ché chuyén héa
cua warfarin hodc anh huong dén cac thong s6 dong mau (PT. aPTT, thoi gian chay mau).
Tuy nhién, nén than trong & nhirng bénh nhan dung ca cilostazol va thude chong dong méau
bat ky. va cin theo ddi thudng xuyén dé giam kha nang chay mau.

Diéu tri b%mg cilostazol dugc chéng chi dinh & nhirng bénh nhén ding thém hai thude chéng
két tﬁp/chéng déng mau tro 1€n.

Thudc tie ché enzym cytochrom P-450 (CYP)

Cilostazol dugce chuyén héa rong rai bdi cdc enzym CYP. dic biét 1a CYP3A4 va CYP2CI19
va & mirc do thép hon 1a CYP1A2. Chit chuyén hoa dehydro, co hiéu luc gip 4-7 lan
cilostazol trong viéce 1rc ché két tap tiéu ciu. hau nhu dugce hinh thanh chu yéu qua CYP3A4.
Chét chuyén hoa 4'-trans-hydroxy, ¢6 hi¢u luc bing 1/5 so voi cilostazol, hau nhu duge hinh
thanh chi yéu qua CYP2C19. Do dé, thude te ché CYP3A4 (nhu mot sé macrolid, khang
nam azol. chét rc ché protease) hodc CYP2C19 (nhu thude e ché bom proton. PPI) lam ting
tong hoat tinh dugce ly va co thé ¢6 kha nang lam tdng tdc dung khong mong mudn ciia
cilostazol. Do do, dbi v6i nhimg bénh nhan dung dbng thoi céac chét e ché CYP3A4 hodc
CYP2C19 manh. ligu khuyén cdo 1a 50 mg x 2 lan/ngay.

Dung cilostazol v6i erythromycin (mot cht tre ché CYP3A4) lam ting AUC cua cilostazol

1én 72%. keém theo tang 6% AUC cua chat chuyén hoa dehydro va tang 119% AUC cia cht
chuyén hoa 4'-trans-hydroxy.
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Dua trén AUC, hoat tinh dugc ly tong thé cua cilostazol ting 34% khi ding déng thei véi
erythromycin.

Ding déng thoi cilostazol véi ketoconazol (mdt chit (rc ché CYP3A4) 1am tang 117% AUC
cua cilostazol, kém theo giam 15% AUC cua chét chuyén héa dehydro va ting 87% AUC
ciia chdt chuyén hoa 4-trans-hydroxy. Dua trén AUC, hoat tinh dugc Iy tong thé cua
cilostazol ting 35% khi dung dong thdi vai ketoconazol. Dua trén nhitng dir licu nay, liéu
khuyén céo cta cilostazol 1a 50 mg x 2 lAn/ngay khi c¢6 miit ketoconazol va cac thude tuong
tu (nhu itraconazol).

Dung cilostazol vai diltiazem (mot chit trc ché CYP3A4 yéu) din dén ting AUC cua
cilostazol 1én 44%, kém theo ting 4% AUC cua chét chuyén hoa dehydro va ting 43% AUC
cua chit chuyén héa 4'-trans- hydroxy

Dua trén AUC, hoat tinh duoce 1y tong thé cua cilostazol ting 19% khi dung dong thoi véi
diltiazem. Dua trén nhitng dit liéu nay, khong cén diéu chinh lidu.

Dung mot liéu duy nhit 100 mg cilostazol véi 240 ml nude buoi (chit (rc ché CYP3A4 &
rudt) khong co anh huong dang chu y dén duoge dong hoc cha cilostazol. Dua trén nhiing dir
liéu nay, khong can diéu chinh liéu. T4c dung lién quan dén 1am sang déi véi cilostazol van
¢o thé ¢é voi lugng nude budi cao hon.

Dung cilostazol voi omeprazol (mot chét trc ché CYP2C19) lam ting AUC cua cilostazol 1én
2% kém theo AUC ciia chit chuyén héa dehydro tang 68% va AUC cua chét chuyén hoa
4'-trans-hydroxy giam 36%. Dua trén AUC, hoat tinh duge ly tong thé ting 47% khi dung
dong thoi véi omeprazol. Dya trén nhitng dir liéu nay, liéu khuyén céo cua cilostazol 1a 50
mg x 2 ldn/ngay khi c6 omeprazol.

Co chdt enzym cytochrom P-450

Cilostazol da duge ching minh lam tang AUC cua lovastatin (co chit nhay cam voi
CYP3A4) va axit f-hydroxy cua l‘lO 1én 70%. Can théan trong khi dung dong thoi cilostazol
véi cic co chit CYP3A4 c6 chi sb didu tri hep (nhu cisaprid, halofantrin, pimozid, dan xudt
ergot). Thén trong trong truong hop dung ddng thoi véi statin duge chuyén hoa bai CYP3A4,
nhu simvastatin, atorvastatin va lovastatin.

Chdt cam 1ing enzym cy!ochrom P-450

Tac dung cua cac chat cam ung CYP3A4 va CYP2CI19 (nhu carbamazepin, phenytom
rliamplcm va St. John's wort) trén ducrc dong hoc cua cnlostazol chua dugce danh gn Vé mit
ly thuyet tac dung chéng két tap tiéu cAu co thé bi thay doi va cin duoc theo ddi can thén khi
dung dong thoi cilostazol véi cic chat cam ung CYP3A4 va CYP2C19.

Trong céac thir nghiém 1dm sang, hut thube (gdy ra cam tmg CYP1A2) lam giam 18% nong
do cilostazol trong huyét tuong.

Cde twong tdce ¢6 kha nang khdc

Can than trong khi dung dong thoi cilostazol véi bét ky thudc ndo khic cd kha nang lam
giam huyet ap do ¢o thé co tac dung ha huyét ap cong voi nhip tim nhanh phan xa.

TAC DUNG KHONG MONG MUON

Cac phan ng co hai duge bao cao pho bién nhét trong céc thir nghiém lim sang la dau dau
(> 30%), tiéu chay va phén bét thuong (> 15% mdi phan (mg). Nhitng phan tng nay thuong
c6 cudng do nhe dén trung binh va doi khi duge giam b6t khi giam liéu.
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Rér thuiong gip (ADR = 1/10):

Hé than kinh: Dau dau.

Tiéu hoa: Tiéu chay, phan bat thudng.

Thuong giip (1/100 <ADR < I/10):

Mau vi hé bach huyét: Bdm mau.

Chuyén héa va dinh dudng: Phi (ngoai vi, mit). chan an.

Hé thin kinh: Chong mit.

Tim: Danh trdng nguc, nhip tim nhanh. con dau thiit ngue, loan nhip tim, loan nhip ngoai tim
thu that.

Ho hip. 16ng ngue va trung thit: Viém miii, viém hong.

Tiéu hoa: Budn nén va nén, khé tidu, diy hoi. dau bung.

Da va mo dudi da: Phat ban, ngira.

Toan thin va tai chd: Dau nguc, suy nhuoc.

Jt gap (171000 < ADR < 1/100):

Mau va hé bach huyét: Thiéu méu.

Hé mién dich: Phan ing di img.

Chuyen hoa va dinh dudng: Tang duong huyet dai thao duong.

Tém than: Lo au.

Than kinh: Mit ngti, nhimg gidc mo bét thuong.

Tim: Nhoi mau co tim, rung nhi, suy tim sung huyét, nhip nhanh trén thit. nhip nhanh tht,
ngat

Mach mau: Xuét huyét mit, chay mau cam, xudt huyét tiéu hoa, xudt huyét khong dic hiéu,
ha huyet ap tu thé dirng.

H6 hap, 16ng nguc va trung théit: Kho tho, viém phdi, ho

Tiéu hoa; Viém da day.

Co xuong va mo lién két: Dau co.

Toan thin va tai chd: On lanh, kho chiu.

Hiém giip (1710000 < ADR < 1/1000):

Mau va hé bach huyét: Kéo dai thoi gian chay mau, tang tiéu cau.

Thén va tiét niéu: Suy than.

Chura ré tin suiit:

Maiu va hé bach huyet Xu hudng chay mau* giam tiéu cau, giam bach cAu hat, mat bach cau
hat, giam bach cu, giam todn thé huyét céiu, thiéu mau bét san.

He thin kinh: Liét nhe, giam xuc giac.

Mit: Viém két mac.

Tai va mé cung: U tai.

Mach mau: Nong bung, tang huyet ap ha huyét ap, xudt huyét ndo, xudt huyét ph()l xudt
huyet cor, xuat huyét dudng hd hép, xuit huyét dudi da.

H6 hip. 16ng ngyuc va trung tht: Viém phdi ké.

Gan mét: Viém gan, chirc nang gan bit thuong, vang da.

Da va md dudi da: Cham, phat ban trén da, hoi chirng Stevens-Johnson. hoai tir bidu bi
nhiém doc, may day.
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Thén va tiét niéu: Déi rat, ddi ra mau.

Toan thén va tai chd: Sot, dau.

Xét nghi¢m: Tang né“mg do acid uric, tang uré mau, tang creatinin mau.

Ting tan sudt tim dap nhanh va phu ngoai vi dugc ghi nhan khi két hop cilostazol véi cac
thudc giin mach khac lam nhanh nhip tim phan xa, nhu thudc chen kénh canxi
dihydropyridin.

Tac dung ngoai y duy nhét din dén viéc ngimg diéu tri & > 3% bénh nhan duoc diéu tri bang
cilostazol 1a dau dau. Cac nguyén nhén ngung thude thuong xuyén khac bao gom tim dap
nhanh va tiéu chay (cé hai 1,1%).

Cilostazol co thé 1am ting nguy co chdy médu va nguy co nay co thé ting lén khi dung chung
voi bat ky tac nhan nao c6 kha nang nay.

Nguy co chay méu ndi nhan co thé cao hon & bénh nhan dai thiao duong.

Ghi nhan tang tin sudt tiéu chay va tim déip nhanh & nhimg bénh nhan trén 70 tudi.

QUA LIEU VA CACH XU TRI

Thong tin vé qua lidu cdp tinh ¢ ngudi con han ché. Cac ddu hiéu va triéu chimg c6 the du
doan 1a dau diu dir doi, tiéu chay, nhip tim nhanh va co thé rdi loan nhip tim.

Bénh nhan can duge theo doi va diéu tri hd tro. Nén lam rong da day bing cach giy non hodc
rita da day. néu thich hop.

DUQC LUC HOC

Nhom duge y- Thube chdng huyét khéi, chét tre ché két tap tiéu ciu trir heparin.

Ma ATC: BO1AC23

Co ché hoat dong

Cilostazol va mot s6 chit chuyén hoa la chat trc ché phosphodiesterase 111 ngén chén sir phan
huy AMP vong, dan dén ting cAMP trong nhiéu loai mé bao gom ca tiéu cau va mach mau.
Tac dung duge ly

Tir dir liéu trong 9 nghién ciru di chimg véi gia duge (trong d6 1.634 bénh nhin dung
cilostazol), két luan ring cilostazol cdi thién kha nang tap luyén duge danh gia bing nhing
thay dbi trong Khoang cach di khdp khiéng tuyét d6i (ACD, hodc khoang cach di bo toi da)
va Khoang cach di khap khiéng ban dau (ICD, ho#ic khoang céach di bd khong géy dau) khi
thir nghiém trén may chay bg. Sau khi didu tri 24 tudn, cilostazol 100 mg x 2 lan/ngdy tang
ACD trung binh dao dong tlr 60.4 - 129.1 m, trong khi muc tang ICD dao dong tir 47.3 - 93,0
m.

Mot phan tich tong hop dya trén chénh l&ch trung binh ¢6 trong s6 trong 9 nghién ciru chi ra
ring c6 cai thién dang ké vé tong thé tuyét d6i so voi ban ddu 1a 42 m trong khodng céch di
bo toi da (ACD) dbi véi cilostazol 100 mg x 2 lan/ngay so voi sy cai thién ghi nhéan khi dung
gia duoc. Diéu nay tuong (g véi sir cai thién tuong ddi 100% so voi gia duge. Tac dung nay
xuét hién & bénh nhan dai thiao duong thdp hon so voi bénh nhan khong dai thao duong.

Cac nghién ctru trén dong vat da cho thiy cilostazol ¢o tdc dung gidn mach va diéu nay da
duge ching minh trong céc nghién ciru nhd & ngudi, noi luu lugng mau dén mit ca chin
duge do bang phuong phép chup ciit 16p vi tinh toan than. Cilostazol cing e ché su ting
sinh té bao co tron trong té bao co tron chudt va nguoi in vitro, {rc ché phan ung giai phong
tidu ciu cta yéu td ting trudng co nguén g tir tiéu cdu va PF-4 trong tiéu cau nguoi.
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Céc nghién ctru trén dong vat va trén ngudi (in vivo va ex vivo) dd chi ra rang cilostazol gdy
ra su Uc ché co hoi phuc két tap tiéu cau. Sy tc ché ¢6 hiéu qua chéng lai mdt pham vi ciia sur
két tip (bao gém luc dé 1én ndi mac, acid arachidonic, collagen, ADP va adrenalin); ¢ nguoti,
su e ché kéo dai dén 12 gid, va khi nging sir dung cilostazol, su két tip xay ra trong vong
48-96 gio, ma khong tang két tap hoi phuc. Pa kidém tra tac dung trén lipid huyét twong tuan
hoan ¢ nhitng bénh nhdn dung cilostazol. Sau 12 tudn, so voi gia dugc, cilostazol 100 mg x 2
lin/ngay lam giam chét béo trung tinh 0,33 mmol/l (15%) va tang 0,10 mmol/l (10%) HDL-
cholesterol.

DUQC PONG HOC

Sau khi dung da liéu cilostazol 100 mg x 2 lan/ngay & bénh nhén miic bénh mach mau ngoai
vi, trang thai 6n dinh sé dat dugce trong vong 4 ngay.

Hip thu

C,ax CUa cilostazol va cac chét chuyén hoa chinh trong tuin hoan tang thap hon ty 1& khi ting
lidu. Tuy nhién, AUC ctia cilostazol va cic chat chuyén hoa ting ty 1€ véi liéu.

Phdn b6

05.98% cilostazol lién két véi protein, chii yéu 1a véi albumin. Ty 1€ chét chuyén hoa
dehydro va 4'-trans-hydroxy lién két v6i protein lan luot 12 97,4% va 66%.

Chuyén hda

Thoi gian ban thai biéu kién cta cilostazol 12 10.5 gid. C6 hai chét chuyén hoa chinh,
dehydro-cilostazol va 4'-trans-hydroxy cilostazol, ca hai ddu c6 thoi gian ban thai biéu kién
trong ty nhau. Chét chuyén hoa dehydro c6 hoat tinh chéng két tap tiéu chu gip 4-7 lan hop
chit gde va chét chuyén hoa 4'-trans-hydroxy c6 hoat tinh bing 1/5 lan hop chét gbe. Néng
dé huyét tuong (duoc do bing AUC) cla chét chuyén hoa dehydro va 4'-trans-hydroxy tuong
duong 41% va 12% néng do cilostazol.

Cilostazol dugc théi trir cha yéu qua qud trinh chuyén héa va sau do6 bai tiét chét chuyén hoa
qua nuoc tidu. Cac enzym chinh tham gia vao qud trinh chuyén héa 1a cytochrom P-450
CYP3A4, ¢ muc do thfflp hon la CYP2C 19, va tham chi & muc do thép hon la CYP1AZ.
Khong co bing ching cho thay cilostazol cam g cac enzym gan microsom.

Thai trer

Con duong théi trir chu yéu la nude tiéu (74%), ph?m con lai duoe thai qua phan. Khong do
duoe lwong cilostazol dang khong doi bai tiét qua nude tiéu, va dudi 2% lidu ding dugc bai
tiét duoi dang chat chuyén héa dehydro-cilostazol. Khoang 30% lidu dung dugc bai tiét qua
nude tiéu duéi dang chat chuyén hoa 4'-trans-hydroxy. Phén con lai dugc tao ra dudi dang
cac chat chuyén hoa, khong chét nao trong s6 d6 vugt qui 5% tong lugng bai tiét.

Nguroi cao tuoi

Dugc dong hoc cua cilostazol va cac chat chuyén hoa khong bi anh hudng dang ké boi tudi
tac hoiic gidi tinh & nhimg déi trong khoe manh tir 50-80 tudi.

O nhimg ngudi bi suy than nang, ph?m cilostazol tu do cao hon 27% va ca Cpax Va AUC thﬁp
hon lan luot 29% va 39% so vdi ngudi ¢o chirc ning than binh thuong. Cp,, va AUC cua
chét chuyén hoa dehydro ¢ nguoi suy than ning thap hon 1An luot 41% va 47% so voi nguoi
c6 chirc ning than binh thuong. Cpx V2 AUC cia 4'-trans-hydroxy cilostazol cao hon 173%
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va 209% & nguoi suy thin nang. Thubc khéng duge ding cho bénh nhén 6 dd thanh thai
creatinin < 25 ml/phut.

Suy gan

Khong c6 dir liéu ¢ bénh nhin suy gan trung binh dén nang va vi cilostazol duge chuyén hoa
nhiéu nhd cac enzym gan, khong sir dung thudc cho nhitng bénh nhén nay.

QUY CACH PONG GOI

Hop 03 vi x 10 vién.

BAO QUAN

Bao quén trong bao bi kin, noi kho rao, nhiét do duoi 30°C.

TIEU CHUAN CHAT LUQONG

JP.

HAN DUNG

36 thang ké tir ngay san Xudt.

S6 16 san xudt (Bateh No.), ngay sdn xudt (Mfe. date), han dimg (Exp. date): xin xem 1rén nhén bao
bi.

Scn xuat tai:

Céng ty TNHH Sinh dwge phim HERA

L6 A17 Khu céng nghiép Tir Ha, thi xd Huong Tra, tinh Thira Thién Hué, Viét Nam.
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