
56 ?ox10

2. Bao bi truc ti6p:
- Vf 10 vi6n n6n.

2. Bao bi ngodri:
- HQp 3 vi x 10 vi6n n6n.

MAU NHAN THUOC

AAf,mr.tAnt@ rnro.rca.,n

Crybotas'
Cilostazol 50 mg

Carr t, CP DoF pham At
27 NguylnTMi H*, P My Bnh,TP. Long Xuyon. An Giang.
9, rurt d Chl nhloh COr, t (P Out( phlli Aglh.rph.m
Xha rn{y dn nat Duq. phln Aglnqhm
Dudng V[ Trcng PhurE, lC Thanh An, P. Mi thdt, TP Long Xuyan, An Giang

eOvrE
CLrC QUAN ry DUOC

EA PHO nuypt'

. ndm...dclf

cn6t tuqng

g

a*
4
F
E
E
€
t
F

E

69

69
50 69

69
90

69

6r
Vo+,oltIu

c!c
cp
o

oo-

go
9. .C3('EO,d a-l.ro,a6
2-@
r9

uqq^ '.nuord 6u69 uV 1ql ua,(nx 6uot 'pleff pql I{ ,lqueH uv queql ,ldts 6unqd 6uo1 nA
IryJ pnlEurrad urqdooFv

:6, |Dt|Nqad rnl&qttf p Wana:t4 FmwfDuow
ueqail 'aruuod 6ue!9 uV Arl ualnx 6ml ,prq qulg IW ,BtS DH teql ualn6N lZ

ft rduo, lro0s fqof p|lD.uq{ unttuuttv

,seloqfuf,
nrvxmrsvfl 6n.rp uolrdgoserS Q

6ur OS lozelsoltJ

E

2
Keep
Read

dr\i9-oH/u

a

WHO-6MP

lndications - Contraindications -
Undesirable elfects - Precautions
Oosage - Administration and other
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out of reach of children
carefully the instructions before use
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HTIdNG nAN stlnqNc rnu6c
Rx

Crybotas' 50
Thuiic ndry chi ding theo tton thu6c
Dqc ki huong d6n sfr dgng trufc khi drlng
D6 xa tAm tay tr6 em

Thirnh phAn cdng thtfrc cho I vi6n:
Thdnh phAn ho4t ch6t:

fraSi vien Crybotas@ 50 chfa 50 mg Cilostazol.

Thdnh phAn t6 dugc:

Mannitol, Tinh bQt ng6, Calci carboxy methyl cellulose, Hydroxypropyl methyl cellulose 606, Natri
lauryl sulfat, Colloidal silicon dioxid, Magnesi stearat.

D?ng biro ch6: Vi6n ndn trdn mdu tring, duong kfnh 6,0 mm, hai m{t trcrn.

Chi ilinh:
DiAu tr! con dau c6ch h6i do bQnh tlQng m4ch chi du6i m4n tfnh dti cii thiQn khoing cSch cho nguoi
tli b0; thu6c chi hpn chti dtng hing hai AC OiCu tr! con dau cSch h6i khi thay tl6i lOi sOng vi c6c can
thiQp thich hqp khrlc th6t bai.

C6ch dtng,lidu dtng:
C6ch dtng: Cilostazol u6ng 2ldnlngiry, ui5ng xa bira 5n, trudc bffa 5n chfnh it nh6t 0,5 gio, ho{c
sau b&a dn chfnh it nh6t 2 gid, kh6ng nOn ui5ng thu6c hic d6i.

BQnh nhdn dang tli€u tri cilostazol khi cAn chi ttinh ngirng thu6c ho{c giim liAu kh6ng bi hiQu ung
ngugc (tdng ktit tQp ti6u cAu).

Lidu dtng:
Di€u tri giim triQu chftng di khQp khi6ng c6ch h6i do bQnh dQng mqch chi dudi: Li6u thuong dtng
cilostazol o ngudi lon le 100 mgflAn,2ldnlngdy.
N6u sri dgng cilostazol ctng v6i c6c thu6c r?c chi5 CYP2Clg (omeprazol), CYP3A4 (clarithromycin,
diltiazem, erythromycin, itraconazol, ketocotazol) cAn gi6m liAu diSn 50 mg/lAn, 2ldnlngiry.
T6c dpng cta cilostazol kh6ng xu6t hign ngay, thulng bi6u hiQn t6c dpng sau khi bit <tAu diAu tri tir
2-4 tudn. Thoi gian tir khi bat dAu di6u tri di5n khi c6 tirc dung c6 the len d6n l2 tuAn.

Tr6nh dtng khi c6 suy gan vtra vi n{ng, ho4c c6 suy th4n v6i mric loc cAu th4n dudi 25 mllphittl,73 m2.

MQt s6 luu f il{c biQt vG xfr lf thuiic trufc vi sau khi sir dgng thuiic:
Kh6ng c6 y6u cAu d{c biQt v€ xft lj thu6c sau khi su dung.

ChSng chi tlinh:
Di ung v6i cilostazol ho{c b6t ky thinh phAn nio cria thu6c.

Suy thfn n{ng: DQ thanh thAi creatinin < 25 ml/phrit.

Suy gan vtra ho{c n{ng.
Suy tim sung huyiSt.

Phu n[ c6 thai.

B6nh nh0n dE xu6t huy6t (nhu vi6m lodt da diy tii trang dang ho4t dQng, dQt quy do xu6t huylit neo

trong vdng 6 th6ng, bQnh v6ng mac tdng sinh do d6i th6o dudng, tdng huy6t 6p chua ki6m so6t t6t).

nhdn c6 ti6n sti nhanh thAt tdm thu th6t da da chua
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u tri thich hgp, b6nh nhdn c6 khodng QT kdo dii
B6nh nhin c6 ti6n st r6i lo4n nhlp tim nhanh n{ng.

BQnh nhin dugc diAu tri ddng thdi vdi hai ho{c nhi€u hon thu6c ric ch6 t6t t4p ti6u cAu hodc c6c

thu6c ch6ng il6ng (nhu acid acetylsalicylic, clopidogrel, heparin, warfarin, acenocoumarol,
dabigatran, rivaroxaban ho{c apixaban).

BQnh nh6n dau thdt nggc kh6ng 6n <tinh, nh6i m6u co tim trong vdng 6 th6ng qua, ho{c c6 can thiQp

mach vinh trong vdng 6 th6ng.

Cinh b6o vi thfln trgng khi dtng thu6c:
Cilostazol dirng de lim giim tti khfp khi6ng giin circh khi di mQt qudng ddi o ngudi bi bQnh m4ch
ngoai bi6n kh6ng dau khi nghi vd kh6ng c6 md ngoai vi bi hoai tr}. Thu6c chi dirng diOu tri hdng hai
sau khi thay d6i tOi sOng vd c6c can thiQp kh6c (nhu b6 hfit thuiSc ki6m so6t huytit 6p, tliAu hda lipid
huy6t, ki6m so6t bQnh tl6i th6o dudng, gi6m bdo) th6t bai. Sau 3 th6ng di€u tr!, ntiu khdng d0, c6 thO

c6n nhic ngtng thu6c.

Trrfurh dtng cilostazol khi c6 t6n thucrng gan vira ho{c ndng, t6n thucrng thfln khi eGFR (t6c tlQ lqc
ciu th4n u6c luqng) <25 mllphtt/1,73 m2.

Sg phir hqp cta tti6u tri vdi cilostazol n6n dugc xem x6t cAn th{n ctng v6i c6c lua chgn diAu tri kh6c
nhu t5i th6ng m4ch m6u.

Dga tr6n co ch6 t6c dpng, cilostazol c6 th6 gdy nhlp tim nhanh, <ilinh tr6ng nggc, Io4n nhlp nhanh
valho4c ha huytit 6p.S1r gia ting nhip.tim li6n quan vdi.cilostazol li khoing 5 tt6n 7 nhip/phrit;o
nhirng bQnh nhdn c6 nguy co ndy c6 th6 gdy ra con dau thSt nguc.

Nhirng bQnh nh6n c6 nguy co cao bi c6c bi6n c6 tim m4ch nghiCm trgng do tdng nhlp tim, nhu bQnh

nh6n bi bQnh m4ch vdnh 6n dinh, cAn dugc theo d6i ch4t ch6 trong khi di6u tri bdng cilostazol, trong
khi ch6ng chi <linh sr? dgng cilostazol o bQnh nhdn dau thdt nggc kh6ng 6n dlnh ho{c nh6i m6u co
tim/can thiQp m4ch vdnh trong vdng 6 th6ng gAn ddy, ho4c c6 ti€n sri r6i lo4n nhip tim nhanh
nghi0m trgng (xem ph n Ch6ng chi dinh).

CAn thfln trgng khi kO don cilostazol cho bQnh nhdn bi ngo4i t6m thu th6t ho{c nhT vi bQnh nhdn
rung tdm nhi hoflc cu6ng dQng tdm nhT.

NOn cinh brio bQnh nhdn th6ng b6o ni5u c6 b6t k) d6u hiQu chAy m6u ho{c aE Ui UAm tim trong khi
di6u tri. Trong trudng hgp chdy miiu v6ng mac, cAn ngLmg iliAu tri vdi cilostazol (xem phdn Chiing
chi dinh vd Tuong tdc).

Do t6c dpng rlc ctrti t<tit tQp ti6u cAu n0n cilostazol c6 th6 lim tdng nguy co chiy m6u khi ph5u thudt
(bao g6m cic ti6u phSu nhu nh6 rdng). N6u bQnh nh6n tii5n hdnh phiu thuat vd t6c dpng fc ch6 ktit
tpp ti€u cAu li kh6ng cAn thii5t, n6n ngtmg cilostazol 5 ngdy tru6c ph6u thu4t.

Hiifm ho4c r5,t hitim c6 chc brio c6o b6t thuong vA truytit hgc bao g6m giAm ti6u ciu, gi6m bach cAu,

m6t b4ch cAu hat, gi6m huy6t ciu vd thi.Su m6u b6t san. HAu hi5t c6c bQnh nh6n hdi phr,rc sau khi
ngung dtng cilostazol. Tuy nhi€n, mQt sO trucrng hqp gi6m huytit cAu vi thi6u m6u b6t san c6 th6

dan tor tu vong.

Ngodi b6o c6o vA ch6y m6u vd aC Uam tim, b6nh nh6n c6n du-o. c canh b6o dO kip thoi b6o c6o ngay b6t
kj,triQu chtmg niro c6 th6 d6n t6i ph6t hiQn s6m cira rt5i loan t4o miiu nhu st5t ve dau hgng. NOn tii5n hanh
x6t nghiQm c6ng thftc m6u n6u ph6t hiQn nhi6m khuAn ho{c c6 triQu chimg l6m sang vti r6i loan tAo m6u.
Cdn ngung thu6c ngay n6u c6 triQu chung lAm sdng hoflc c4n l0m sang b6t thuong vA huy6t hqc.
Trong truong hqp bQnhnhdn dtng tt6ng thoi cric thu6c t?c ch6 manh CYP3A4 ho{c CYP2C19, n6ng
d6 cilostazol trong huy6t tuong dd duoc th6y ld tdng l€n. Trong nhfng tru]ng hqp nhu vfy, n€n sft
dr,rng li6u cilostazol 50 mg x 2 lAn/ngdy.

khi dirng cilostazol d6ng thoi v6i b6t kj,thu6c ndo g6y giim huy6t 6p do khi ndngCin thdn
hu kdm nh nhanh Tdc
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thQn trgng khi hcvp cilostazol vdi k, uc t0p kh6c (xem Tuong tdc).

Sfr dgng thu5c cho phg nil c6 thai vi cho con br[:

Thdi ki cd thai:
Cho dtin nay, chua c6 nghiOn cr?u vA 6nh huong cria cilostazol l6n php nt c6 thai. Tr€n d6ng v4t
thpc nghiQm cho th6y cilostazol.ldm gi6m trgng luong thai, ting t! lQ b6t thucrng v€ tim m4ch, th{n,
xuong; @5t thuong vSch li€n th6t, quai ddng mach cht, d6ng mach dudi ddn; chflm c6t h6a). Do d6,
tr6nh dtng cilostazol ry phU nir mang thai.
Phq nir c6 khi ndng mang thai hoic dang sri dung c5c biQn phrip tr6nh thai n6n tham khno y ki6n b5c
s! cAn thdn tru6c khi di6u trl v6i thu6c niy.
fhdi kj,cho con bil:
Cilostazol dugc bii ti6t vdo sffa tr€n dQng vqt thgc nghiQm, do d6 cdn ngtmg cho con bri khi dtng
thu6c ho4c drng thu6c do nguy co d6i vditre b[ me.

Anh hu0ng cfra thu6c l6n khi nlng l6i xe, vin hinh m{y m6c:
Vi thu6c c6 th6 gdy ch6ng m{t, mQt m6i, m6t ngt, dau dAu, thfn
khi su dung thu6c.

trgng l6i xe vd vdn hdnh moc

Tuong t6c, tuong ky cfra thu5c:
Tuong t:ic cfra thutic vfi c6c thu5c khfc vir c6c lo4i tuong trlc kh6c:
Chiit tic cne tet tQp ti€u ciu: Cilostazol ld ch6t fc cne pOp III (phosphodiesterase III) c6 t6c dung
ric chi5 kiit t{p ti6u cAu. Trong mQt nghi€n cr?u tr€n nguoi khoe mpnh, dilng cilostazol 150 mg x -
l6n/ngdy trong vdng 5 ngdy kh6ng thdy k6o dei thdi gian chiy mdu.

Aspirin (ASA): Dirng d6ng thoi cilostazol vd aspirin trong thoi gian ngin (< 4 ngdy) cho th6y t6c
dgng r?c chi5 t<6t tap tiOu cAu tdng 23-25% so vdi Chi airng aspirin.

Kh6ng th6y 16 tAn su6t cao hon cria tiic dgng phr,r xu6t huy6t o bQnh nh6n dirng cilostazol ctng
aspirin so v6i bQnh nh6n dtng gi6 duoc vh liAu aspirin tuong ducrng.

Clopidogrel vd cdc thu6c ch6ng k1t tQp fidu ciu khdc:Ding il6ng thoi cilostazol vd clopidogrel
kh6ng 6nh huong <t6n s6 tuqng ti6u cAu, thoi gian prothrombin (PT) hay thoi gian thromboplastin
tirng ph6n ho4t h6a (aPTT). Tat ca ngudi tinh nguyOn kh6e manh trong nghiCn cfu c6 kdo dai thdi
gian chAy mriu khi chi dirng clopidogrel mQt minh vd khi dirng d6ng thdi vdi cilostazol kh6ng gdy
tric dQng drlng kC tr6n thdi gian chhy m6u. CAn th{n trgng khi ding ddng thoi cilostazol v6i b6t.k}
lo4i thu6c ndo gdy ric chti ktit tap ti6u cAu. CAn cdn nhic theo ddi ttinh kj,thoi gian chiy m6u. Ch6ng
chi dinh cilostazol AOi vOi bQnh nhin dang tli€u tr! v6i 2ho{c nhi6u hcrn thu6c ch6ng k€t t6p tieu

cAu/y6u t6 ch6ng d6ng m6u.

Trong thri nghiQm CASTLE, ti lQ cao hon vC chiy miiu dugc quan s6t th6y khi dirng d6ng thoi
clopidogrel, ASA vd cilostazol.

Cdc thu6c chting .d6ng dudng u6ng nhr warfarin: Trong mQt nghiOn criu l6m sing dtng lidu don,

khdng th6y fc chti sy chuyiSn.h6a warfarin hay t6c d6ng tr€n c6c th6ng s6 d6ng mrlu (PT, aPTT, thdi
gian chAy m6u). Tuy nhi6n, cAn th4n trgng o bQnh nh6n dirng ci cilostazol v6i b6t kj,t6c nh6n ch6ng

d6ng kh6c, vir y€u c0u theo dSithudng xuy6n nguy co chiy mriu.

Ch6ng chi dinh dtrng cilostazol d6i vdi bQnh nhdn dang <li6u tri v6i 2 ho4c nhi€u hon thu.5c chdng

tift t6p ti6u cAu/y0u t6 ch6ng d6ng m6u.

Cdc chdt uc ch€ Cytochrom P'-450 Ci lostazol dugc
ch6t

chuy6n h6a m4nh boi c6c enzym CYP,
chuy6n h6a dehydro, ch6t c6 ho4t lyc irc
hinh thdnh chri y6u th6ng qua CYP3A4.

cu thc ln CYP3A4 va CYP2C I 9 VA it hon ld I A2
che tct tap ti€u cau gap 4- Ian cilostazo u dugc

I I thdnh chuCh6t chu h6a 4 I ,trans-
7
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crh CYP3A4 ( I du, cac macrol Id, azol khSn ob
thu6c uc chi5 bom proton

t"
muon cua cl

PP Is) ldm tdng t6nob
kh6ng mong ostazo I CAn xem x6t
nhu bQnh nhAn di6u tr! it6no

'b thdi vol cac thu6c

Ding cilostazol cing v6i erythromycin (ch6t fc ch6 CYP3A4) d6n t6i tang AUC cria cilostazol
72%o,kdm theo tdng 6% AIJC cria ch6t chuyiSn h6a dehydro vh tdng ll9% AUC cria ch6t chuy6n h6a

4'-trans-hydroxy.

Dga tr6n AUC, t6ng ho4t lgc cria cilostazol t6ng lOn 34%khi dirng d6ng thdi v6i erythromycin. Dga
tr6n nhirng dir liQu niry, xem xdt li6u cilostazol 50 mg x 2 lAn/ngdy n6u dtng chung v6i thui5c

erythromycin ho4c clarithromycin.

Dirng d6ng thoi ketoconazol (chAt ric ch6 CYP3A4) vir cilostazol d6n tdi tdng I l7%otrongAUC cta
cilostazol, cirng v6i gi6m 1 5Yo trong AUC cria ch6t chuyCn h6a dehydro vi tdng 87% trong AUC
cfia ch6t chuy6n h5a 4'-trans-hydroxy, din t6i t6ng ho4t lyc tdng 35%khi,ph6i hoo vdi ketoconazol.

Dya tr6n nhirng d[ ligu ndy, xem x6t li6u cilostazol 50 mg x2ldnlngity n6u dirng chung vdi thu6c

ketoconazol ho4c c6c thu5c tuong tF (nhu itraconazol).

Dirng cilostazol d6ng thoi vdi diltiazem (ch6t fc ch6 y6u CYP3Aa) din t6i tdng AUC cfia cilostazol

44o/q tlng 4Yo trong AUC cria ch6t chuy€n h6a dehydro vd tdng 43%6 trong AUC cfia ch6t chuydn

h6a 4'-trans-hydroxy. Dga tr6n AUC, t6ng ho4t lgc cta cilostazol t6ng l6n l9% khi dtrng chung vdi
diltiazem. DUa tr0n nhirng dir liQu ni,y, kh6ng cdn phdi di6u chinh li6u cilostazol.
Dirng li6u tton cilostazol 100 mg voi.240 ml nu6c 6p qu6 buoi chtm (mQt ch6t tc ch6 CYP3A4
trong ruQt) h.org 6nh huong d6ng kO di5n dugc dQng hqc cta cilostazol. Dga tr6n nhirng dfr lieu
niy, kh6ng cin thi6t phni di6u chinh li6u cilostazol. MQt sO t6c dung l6m sing li6n quan cria

cilostazol vin c6 th0 xAy ra d lugng cao ctia nu6c dp qua buoi chtm.
D.rng cilostazol ctrng v6i omeprazol (ch6t fc cnti CypZClg) lnm t[ng AUCcria cilostazoll€n22Yo,
d6ng thoi AUC ctia ch6t chuy6n h5a dehydro tdng 68Yo vd AUC cria ch6t chuy6n h6a 4'-trans-
hydroxy gitm 36Yo, d6n t6i t6ng hoqt luc tdng 47% khi phOi hqp vdi omeprazol. Dga tr6n nhirng dfr
li6u ndy, li6u khuyOn c6o cfia cilostazol ld 50 mg x2ldnlngiry n6u dtng chung v6i omeprazol.

Co chiit cytochrom P-450: Cilostazol cl6 dugc cho th6y ldm tlng AUC cira lovastatin (co ch6t nh4y
cim d6i v6i CYP3A4) vd acid p-hydroxy c0a n6 bingTO%.

CAn thfln trgng khi dtng cilostazol d6ng thoi vdi co ch6t CYP3A4 c6 khoing di6u tri hep (vi du
cisaprid, halofantrin, pimozid, d6n xu6t n6m cga ge). CAn thpn trgng trong trudng hqp dtng tt6ng
thdi vdi ciic statin dugc chuyCn h6a bdi CYP3A4 nhu simvastatin, atorvastatin, lovastatin.
Chtit cdm nng enzym cytochrom P-150: T6c dQng cfia c6c ch6t gay cim (mg CYP3A4 vd CYP2Clg
(nhu carbamazepin, phenytoin, rifampicin vd St. John's wort) tr6n dugc dQng hgc cria cilostazol
chua dugc d6nh gi6. Tr0n llf thuy6t, t6c dung ch6ng k6t tflp ti6u cAu c6 th6 bi thay aOi va cAn theo
ddi bQnh nhdn ch{t ch6 khi dirng cilostazol voi c6c thuiSc g6y cim ung CYP3A4 vi CYP2CI9.
Trong c6c nghiOn ct?u l0m sdng, hft thu6c 16, Gety cdm (mg CYP lA2) ldm giim n6ng dQ cilostazol
trong huy6t tuong 18%.

Cdc ruong tdc khdc: CAn thpn trgng khi dirng d6ng thdi cilostazol v1i bdt ct thui5c ndo c6 khd ndng
gi6m huytlt 6p do c6 thC hiep d6ng t6c dqng h4 iry vli nhlp tim nhanh phdn x4.

Tuong tdc thttc an Ne uong cilostazol cirng vol bira an co nh reu mo co th6 d6n tdi tdng
dung kh6ng ti€u

nong d0
dinh l€n di3n 90% va AUC l6n

,A
den 24'%. M0t so th6o dugc ldm tdng titc cau cua

cilostazol: Co linh llng,
gtng, s6m, b4ch qu6, h4t

Tuomg ky cfra thu5c:

c6ry hoi, qua et qu5t, cdy d[ra, hring chanh ) dAu q t6i, nghe,
Inho trd xanh, hat de, cam th do, tAn co ba 16, leu

ua anh th ho,
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Thuong g{p
lvi5t 

bam m6u

it eap lrniiSu mau

Hitim gpp ltnoi gian chiy m6u kdo dii, tdng tii5u cAu

n6i lo4n m6u vi he bach huytit

IDC chay miiu, giAm ti6u cAu, gi6m b4ch cAu

In4t, m6t b4ch ciu h4t, gidm b4ch cAu, thitiu

lmrlu b6t sAn

Chua rd tAn su6t

R5i lo4n hQ mi6n dich It gap loi *e
Thuong gap lehn lngoai bi€n, m{t), bii5ng 6nR6i loqn dinh du0ng vd chuy6n h6a

it e?p lTang duong huy6t, <t6i th6o ilucrng

R6i lo4n t6m thAn It gap
l,^
lLo au

R6t thuong gqp loau dAu

Thuong g4p iCh6ng m6t

it eap lrra6t ngt, gi6c mo b6t thuong

R6i lo4n hQ thAn kinh

Chua rd tAn su6t lLiet nhg, giim cim gi6c

ROi loan mdt Chua 16 tAn sudt ivicrn k6t mac

n6i lo4n tai vi mC cung Chua rd tAn su5't lU tai

loann

lnro",
trr5ng ngr,rc, nhip tim nhanh, tlau thit
r6i loan nhlp tim, ngo4i t0m thu

Thucrng gqpR6i lo4n tim mach

[NtrOi mau co tim, rung t6m nhi, suy tim sung

Itruyiit, tim nhanh tr€n th6t, nhip nhanh th6t,

Ingdt

it e4p

lxu6t r,uyi5t mit, chay m6u cam, xu6t huy6t

Iti6u h6a, xu6t huy6t kh6ng xric d!nh, ha huyi5t

lap tu ttrti aung

it gap

lNOng birng, tlng huy6t irp,hqhuy6t 6p, xu6t

lrruyct nao, xu6t huy6t ph6i, xu6t huyi5t co,

lxu6t huy6t duong hd h6p, xu6t huy6t du6i da

Chua 16 tAn suAt

Rdi lopn mach m6u

Thucrng g4p lViem mfri, vi€m hgng

it gap irno tno, vi6m phdi, ho

ROi lo4n h6 hAp, ngyc vd trung thdt

Chua rd tAn su6t lvie* pn6i te ,l (

Do kh6ng c6 c6c nghidn cr?u tinh tuong ky c[ra khOng tr6n I nav vol cac kh6c.

Trlc dgng kh6ng mong mu6n:
C6c ph6n tmg c6 hai duoc ph6n nh6m theo tAn su6t: RAt thudng g[p (ADR > l/10), thuong gAp (1/100
S ADR < l/10), it gdp (1/L000 S ADR < l/100), hii5m gap (l/10.000 S ADR < l/1.000), r6i hi6m gap
(ADR < l/10.000); kh6ng thc u6c luqng tin su6t tlugc liQt k0 "chua 16 tin sudt".
C6c phin trng kh6ng mong mu6n thudng gdp nh6t trong c6c thti nghiQm l6m sdng li nhric dAu (>
3}yo), ti0u chdy vi phdn bdLt thuong (> ls%).Nhirng phin ung ndy thudng nhg di5n irung binh vd d6i
khi gi6m bot khi gi6m li€u.

TAn su6t ph6n ung quan s6t duoc trong giai doan luu hirnh tr6n th! trucrng duoc coi li "Chua rd tAn
su6t" (kh6ng th6 u6c tinh duoc tt dir liQu c6 sin).
C6c phin fng b6t lgi tlugc biio c6o trong cilc thri nghiQm l6m sdng vi trong khi luu hdnh tr6n thi
trudng duoc bao g6m trong bing du6i ddy:

--...:\
.ssp)

rY ql
PHAI

TPHAI

Jv
}l

sl
*\l
Ntl,fr
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R0t thuong g4p Ti6u ch6y, phAn b6t thudng

Thuong g4p Bu6n n6n vd n6n, kh6 ti6u, dAy hoi, dau br,rng

it eap Vi€m dp ddy

R6i loan ti6u h6a

Vi6m gan, chr?c ndng gan b6t thulng, ving daR6i lo4n gan m6t Chua 16 t6n su6t

Thuong g[p Ph6t ban, ngfraR6i lo4n da vi m6 du6i da

Chua rO tAn su6t Chdm, ph6t ban da, hQi chung Stevens-
Johnson, ho4i tri bi6u bi nhi6m d6c, mdy day

ROi lo4n co xuong vir m6 li6n k6t It g6p

Hitim gap Suy th4nR6i loqn th6n vd tiet nieu

Chua 16 tAn su6t D6i ra m6u, d6i r6t

Thuong g4p Dau nguc, suy nhugc

it eap 6n l4nh, kh6 d

R6i lopn todn thdn vi t4i vitri dirng
.i

thuoc

Chua rd tAn su6t S6t, dau

Xdt nghiQm Chua rd tAn su6t Ting acid uric, t6ng ur6 m6u, tdng creatinin
m6u

Qu6 tidu vh cich xir tri:
Qud liiu:
C6 dt it th6ng tin v6 qu6 liAu cilostazol d ngudi. TriQu chung que lidu cilostazol c6 th6 dp ttorin
trudc qua bi0u hiQn,ciatdc dung dugc lf qu6 mfc: Dau dAu trAm trgng, ti6u ch6y, h4 huyi5t 5p, nhlp
tim nhanh, c6 th6 r6i lo4n nhlp tim. LD56 cta cilostazol o chuQt le > 5 g/kg thd trgng vd o ch6 ld> 2
g/kg th6 trgng.

Xtc tr[:
Theo d6i cAn thpn vi diAu tri h6 trg, do cilostazol
hgn v.oi loc.m6u ngodith4n. Khi c6 bi0u hi6n.qu6 I
ni5u cAn thi€t dua bQnh nh6n tltin benh vi6n diAu tri.
Tich cgc theo d6i tl6 c6 biQn phrip xri trf kip thoi.

g.6n protein huy6t tuong tj, 16 cao n6n kh6ng phir
i6u n4ng cAn cho bQnh nh6n ngrrng thu6c ngay vd

Dic tinh dugc lgc hgc:

Nh6m dugc lli: Thu6c ch6ng huytit kh6i, ch6t chOng tet t6p ti€u cAu trtr heparin
Md ATC: 801AC23.
Cilostazol ld mQt din ch6t quinolinon ftc chiS phosphodiesterase ti5 beo, chon loc hon t6n
phosphodiesterase III, g6y t6c dpng fc ch6 t6t tap ti6u cAu vd giSn m4ch. Co chti t6c dung cta
cilostazol chua duoc bi6t AAy dir. Thu6c c6 trlc dgng ric ch6 phoiphodiesterase typ III ctatibdo,
d6n tdi ng[n ch{n gi6ng h6a, do tl6 ldm tdng ndng dg 4Mf vdng irong ti6u cAu v-d m4ch milu. Su
tdng n6ng d0 AMP vong ldm cho giSn mach vd r?c ch€ kCt tQp ti6u cAu. Cilostazol ric ch6 c6 h6i
phgc k6t tfp ti6u cAu gdy ra boi nhi6u y6u td kich thich nhu thrombin, ADP, collagen, acid
arachidonic, epinephrin, stress ch6n thuong. Nghi6n cftu in vitro cdn cho th6y cilostazol cO tt',C irc
ch6 sg phi <tai cria t6 bio co tron.
Cilostazol t6c dpng l6n cd ldng mach vd chric n6ng tim m4ch.
cilostazol c6 titc dgng.gi6n m4ch kh6ng d6ng nh6t, gdy gi6n
m4ch vtng <t6t s6ng c6, dgng mach cinh, vd dQng mach mac

TrCn vat cho th6v
dQng SO vot dOng

trdn. DOng mach th4n kh6ng
d6p vol titc dung cua cilostazol. goii fd, c t6ng ip tim co co
t I I tdm thu th6tm,

trng
uu mau vdnh,

N
tinh

ilo
treo trdng

lhm
ra

nh
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hoac nhip nhanh Ci lostazol con co titc dung Idm thay oo lipoprotein,
-i ' ).

ay ool nong
gi am oo

triglycerid va tdng
x

nong do lipoprotein ti trong cao (HDL), kh6ng am th oo cho esterol
todn phAn, ipoprote ln t)i trong thAp (LDL), ipoproteln (ra)

D{c tinh duqc tlQng hgc:
Hiip thu: Cilo.stazol duqc h6p thu qua duong u6ng. Khi u6ng m6t li6u d<yn 100 mg cilostazol cing

. .l
bfra 5n c6 nhi6u md sE ldm tdng hdp thu cilostazol, Cmax s€ tdng khoing g}YovitAUC tdng khoing
25%. Sinh kh6 dgng tuyQt tl6i cria cilostazol chua dugc bitit.
Phdn phiii.' Cilostazol gin vdi protein huytit tuong la 95 - 98Yo, chi ytlu gan v6i albumin. Tj lQ

trung binh gin protein huy6t tuong cria chAt chuy6n hoa3,4 dehydro-cilosiazol ld97,4o/o; ctta 4'-
trans-hydroxy-cilostazol ld 66Yo. PhAn cilostazol tg do trong huy6t tuong cta cilostazol o nhirng
bQnh nh6n suy th4n cao hcrn 27o/o so vdi ngudi binh thuong.
ChuyAn h6q: Cilostazol chuy6n h6a manh o gan boi enzym cytochrom P-450 chri ytiu le CYP3A4,
phAn nho do CYP2C l9 thinh ch6t chuy6n h6a thii trir cht y6u qua nudc ti6u. C6 2 ch6rt chuyi5n h6a
chfnh con hoat tfnh: 3,4 dehydrocilostazol vd 4'-trans-hydroxy-cilostazol ld nhirng ch6t chuy€n h6a
c6 hoat tfnh m4nh nhAt, chitim ft nh6t 5Oo/oho4ttinh dugc hoc. Sau khi u6ng 100 mg cilostazol c6
gin ph6ng xq,560/o t6ng c6c ch6t phan tfch trong huy6t tuong ld cilostazol, cdn lai 15 yold3,4
dehydro-cilostazol (c6 t6c dung hoat tfnh ric chti phosphodiesterase III cao gep a-7 lAn so vdi
cilostazol) vir4Yo ld 4'-trans-hydroxy-cilostazol (t6c dgng dugc l1f bing l/5 cilostazol).

Thdi tru: Cilostazol thii trir chri yi5u du6i d4ng ch6t chuy6n h6a c6 vd kh6ng c6 ho4t tinh qua nudc
tidu Qa%) vd qua phdn(20%). Kh6ng dinh lugng dugc cilostazol d1ng kh6ng chuy6n h6a trong
nudc ti6u, <20 li6u dugc bdi titit d nudc ti6u ld 3,4 dehydro-cilostazolvd30Yo li6u dugc bni ti6t
trong nudc ti6u ld 4'-trans-hydroxy-cilostazol.
PhAn cdn l4i dugc bei ti6t dudi d4ng cic ch6rtchuy6n h6a khric. Nria ddi thii trtr cfia cilostazol vi ch6t

chuy6n h6a c6 hoat tfnh ld 1 I - l3 gio. Nhirng bgnh nhAn diAu tri k6o dii, cilostazol vi ch6t chuyiSn h6a

c6 hopt tfnh tich lffy trong m6u g6p 2 lAn vd d4t n6ng d0 b6o hda trong m6u sau vdi ngiy.
Duoc dQng hgc cria cilostazol o nguoi tinh nguyQn khoe m4nh tuong duong nhu b€nh nhdn bi clau

c6ch h6i do bQnh dQng mach chi dudi.

Kh6ng c6 bang chimg vA cilostazol g6y cim vng enzym gan.

Kh6ng c6 dfr tieu O nnfrng bQnh nh0n suy gan vla diSn n[ng vd vi cilostazol.dugc chuy6n h6a manh

boi c6i enzym gan, kh6ng n6n dtng thu6c o nh&ng b6nh nhdn ndy (xem phdn Chiing chi dinh).

Qui crich il6ng g6i:

HQp 03 vi, hdp 6 vi, h6p l0 vi x vi l0 vi6n.

Di6u kiQn bio quin, h4n dtng, ti6u chuAn ch6t tuqng cfra thu6c:

Di6u kiQn bio quin: Oe O nniQt dO dudi 300C, tr6nh Am vi 6nh s6ng.

H3n dtng cfra thu6c: 36 th6ng ki5 ttr ngiy s6n xu6t.

Ti6u chuin ch6t lugng: TCCS.

TGn, dia chi cria ccr s& sf,n xu6t thu6c:
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