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Noclaud 50 mg vidn ndn

Noclaud 100 mg vidn ndn

Cilostazol

09c ki hudng din stl d1ng rrttdc khi ding. Nfu cln rhin thdng tin tin htii i kifn cla bdc sl
Thudc niy chi ding theo st1 k0 don cia biic si

rHAUH pnAru

Ho4t chdt Mdi viOn ndn chria 50 mg hoac 100 mg cilostazol.

Tri du[c: cellulose vi tinh thd, tinh bQr ng6, calci carmellose, hypromellose 2g 10, magnesi srearat.

DANc BAtl cHE cdn ruudc
Vi6n ndn.

Md tC:

Viin n$n ltloclaud 50 ng: vi0n ndn hinh rdn, phing, cd gd v5t nghi0ng, miu trdng ho6c gdn nhrr trdng, drldng kinh kho6ng 6,0 mm.

Mqt mot c6 ch0 E cdch di0u, mdt cdn lEi c6 md 601.

Vifin ndn l,lodaud 100 ng; vi6n ndn hinh trdn, phing, cri gd v6t nghi6ng, mdu trdng hofc gdn nhrr trdng, dudng kinh kho6nq 8,0

mm. M0t mit cd ch0 E cach digu, mat cdn laicd ma 602

cAc oAc rlruH du sArue

Chidinh didu tri

Cilostazol duqc chi dinh dd cdi thi6n khodng c6ch di b0 tdi da vd khOng dau d b0nh nh6n mdc chfng dau cdch h6i md khdng dau hjc

nghivi khdng cd hoai tirtdchric ngoai bi0n (b0nh ddng mach ngoai bi0n Fonraine giai doan ll).

Cilostazol ld lua chgn thri hai cho nh0ng b0nh nh6n dd thr,rc hien thay ddi l6i sdng (bao 96m ngrlng hrjt thudc vb luyOn tap didu d0l vd

c6c bi0n ph6p can thiQp thich hgp kh6c nhung vdn khdng cdi thi6n cdc rriQu chrlng dau c5ch hdi.

Lidu dtng vd cdch dtng

lilu dtng

Li6u khuydn cdo cilostazol ld 100 mg ngiy 2 ldn.

Cilostazol cdn til,tgc s0 dqng bdi b6c si cd kinh nghiQm trong di6u tri b0nh dau c6ch h6i (xem muc C6nh b6o vb thdn trOngl.

C6c biic si phii d6nh gid lpi tinh trang bOnh nhdn sau 3 th6ng di6u tri dd ngilng cilostazol ndu kh6ng dqt dugc higu qui di6u tri hoac

cdc tri$u chfng khdng duqc cdi thiOn.

B0nh nhdn dutqc di6u tri bdng cilostazol cdn ti6p tuc thr,tc hi0n thay ddi tdi sdng (ngilng hrit thudc vtr luyQn r0pl vtr st dqng cdc thudc

kh6c (nhu ha lipid mdu vi chdng kdr tap ildu cdul dd ldm gi6m nguy co bidn cd tim mpch. Cilostazol khdng thay thd duoc cho c6c tri

li0u nby.

NOn gi6m lidu xudng 50 mg ngiy 2 l6n d' nhring bQnh nhdn dang dtng c6c thudc ric chd manh CYP3A4, nhu mQt sd macrolid, ciic

thudc khdng ndm nhdm azol, cdc chdt ric chd protease, hoic thudc ric chd mqnh CYP2C19 nhu omeprazol (xem mgc Cinh b5o vd

thin trgng vd mrlc Tr,tong t6c vdi c6c thudc kh6c vd c6c dqng tudng t6c khiic).

Nq[diqri

Khdng cd yOu c6u dic biflt vd li6u dDng cho ngudi gia.

Trd em

00 an todn vtr hiQu qu6 crla cilostazol d tr6 em chua dugc nghi0n c0u.

B0nh nh6n suv th6n

Kh6ng c6n didu chinh lidu cho b0nh nh6n cd thanh th6i creatinin > 25 ml/phrit. Chdng chi dinh dtng cilostazol cho bQnh nhdn c6

thanh th6i creatinin < 25 ml/ph(t.

BOnh nhdn suy gan

Kh0ng c6n didu chinh lidu cho b$nh nh6n suy gan nhg. Chua cd d0 lipu vd vifc dtng thudc cho bOnh nh6n suy gan ndng hodc vila. Do

cilostazol dr"rgc chuydn hda mEnh bdi cdc men gan nOn khdng dirng thudc cho bQnh nh6n suy gan n{ng hoic via.

Cdch dtng

N0n ding cilostazol 30 phut trttdc khi 5n s6ng vi 5n tdi. S0 dUng cilostazol c[rng vdi th0c dn lim tdng ndng d0 dinh trong m6u (Cn,,,]

EGIS PHARMACEUTICALS
crla cilostazol, cd thd gdy tdng tdn sudt xiy ra cdc t6c dgng khOng mong mudn.
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Chdng chi dinh

- Mdn c6m vdi cilostazol ho6c bdr k| thdnh phdn ndo crla thudc- Suy rhf,n ning:thanh th6icreatinin < 25 ml/phrit
- Suy gan ning hoic vria

- Suy tim sung huydr

- Phu n0 cri rhai

- B0nh nhdn cri khuynh hudng dd chiy miiu (nhu loet dq diy tidn tridn, mrii bi xudt huydt nao (trong vdng 6 rhringf, b6nh vong
mac rdng sinh do d6i th6o drrdng, t6ng huydr dp kh6ng drrqc kidm sodr drl.- B0nh nhdn cti tidn s0 nhip nhanh thdt, rung fi51, ngoqi rdm thu thdr da dcri hay kh6ng dugc didu ri rhich hgp, bQnh nh6n c6
khodng 0T, k6o dii

- BQnh nh6n cd ti6n srl rdi loan nhip nhanh nghiOm trong.

- B0nh nhdn dang s0 dung ddng thdi tri hai thudc ch6ng dOng m6u hodc chdng kft rip ridu cdu trd l6n {nhu acid acetylsalicylic,
clopidogrel, heparin, warfarin, acenocoumaror, dabigatran, rivaroxaban hoic apixaban)- B$nh nhdn dau thdt nguc khdng dn dinh, nhdi m6u co tim hoic da can rhi6p mpch vdnh trong vdng 6 rhdng gdn ddy. A

ccnhbdovith{ntrsng 
(f

Chi s0 dung cilostazol d nh0ng bdnh nh6n da rhuc hi0n bign phrip thay ddi 6i sdng (luyOn tap, dn udng didu d0 vi ngring hilt thJdc)
nhung vdn khdng c6i thiqn benh.

Sg pht hgp cia vi0c di6u trl bdng cilostazol cdn duqc xem x6t mdt c6ch cdn rhdn cirng vdi c6c lqa chqn di6u tri kh6c nhut6i ph6n bd

mpch.

Drla tr0n cc chd tiic dung, cilostazol cd thd gdy nhlp tim nhanh, diinh trdng ngrlc, loqn nhip nhanh vi/hoic rur huydt 6p. Su gia tdng

nhip tim do dtng cilostazol li khodng !7 nhip/phr1t; d nhr?ng bdnh nhdn cd nguy co, dnh hrrri'ng niy c6 rhd g6y ra cdn dau thdr ngrlc.

Bdnh nh6n c6 nguy co cao x6y ra c6c tdc drJng phu nghiOm trong do t6ng nhip tim, ching han bdnh nhdn cd bgnh mach vinh dn dtnh,

cdn drryc theo ddi chdt chO trong khi di6u tri vdi cilostazol. Chdng chi dinh dtng cilostazol cho bQnh nhin ilau thdt nggc kh6ng dn

dinh, hoac nhdi m5u cd tim/ can rhi$p mach vdnh trong vdng 6 th6ng gdn ddy, ho[c c6 tidn sr] logn nhip nhanh nghi0m trgng (xem

mpc Chdng chidinh).

Cdn than trgng khi st dqng cilostazol cho bQnh nh6n chuydn vi tdm nhl hoic t6m thdt vi b0nh nh6n rung hoflc cudng nhi. ',*

Khdng s0 dgng cilostazol cho nhrTng b0nh nhdn rdi loan nhip tim nghi0m rgng (nhip tim nhanh, rdi loAn nhipl, dau thdt nggc kh6ng 
3

dn dinh, crj con dau tim, bgnh nhdn d5 phdu rhuat bfc cdu d$ng mqch vdnh. ij
B0nh nh6n cdn dugc cdnh b6o dd bdo cdo bdt ki ddu higu chdy m6u hoic dd bi bdm tim trong khi didu tri. Trong rrudng hop ch6y 'l
mdu vong mqc, cdn ngrhg s0 dr;ng cilostazol. Xem muc Chdng chidinh vi muc Trlong t6c vdi ciic thudc khiic vir ciic dang tuong tdc '
khdc dd bidt thOm thOng tin vd nguy co ch6y m6u.

Do t6c drlng ric chd kdr rap tidu cdu crla cilostazol, nguy cd chiy m6u tdng l6n khi c6 phSu thu|t (bao g6m c6c biQn phrip x6m ldn nhd

nhu nhd rdng|. Ndu bQnh nh6n ph6i tr6i qua md phiOn vd khdng cdn rhidr phdi chdng kdt t|p ridu cdu, nOn ngrlng cilostazol 5 ngtry

trudc khi phdu thu0t.

Hidm khi hoic rdt hidm c6 ciic b6o ciio bdt thudng huydt hqc bao gdm giim tidu c6u, giim bach cdu, mdt bach cdu hat, gi6m toin rhd

huy6t cdu vd thidu m6u bdt s6n (xem muc T6c dtlng kh6ng mong mudn). Hdu hdt c6c bQnh nhdn hdi phuc khi ngrng srl dqng

cilosrazol. Tuy nhi6n, m$t sd trudng hgp giim todn thd huydr c6u vi thidu mdu bdr s6n da g6y trl vong.

Ngodi viec bdo cdo tinh trqng ch6y m6u vi dd bdm tim, b0nh nh6n c6n du0c cinh bdo dd b6o cdo klp rhdi c6c ddu hieu kh6c c0ng cd

ffi ta Uidu hiQn srim ctla loan fid dich m6u nhrt sdt vd dau hqng. C6n tidn hdnh kidm m cOng th0c mdu todn phdn khi cd nghi ngd

nhi6m khudn hoac khi cd bdr k| bdng chring l6m sing kh5c cta loan thd dich m6u. C6n ngrlng srl dqng cilostazol ngay lip tric ndu cd

bdng chring l6m sdng hoic x6t nghi0m huydt hqc bdt thudng.

Trong rrrdng hqp bQnh nh6n dtng c6c chdt ric chd manh CYP3A4 hoac CYP2C19, ndng d0 cilostazol trong huydt thanh tdng l0n.

Trong nhrlng trudng hgp niy, khuydn cdo dirng li6u cilostazol 50 mg ngtry 2 l6n {xem mpc Trlong tdc vrii cdc thudc khiic vd cdc dEng

rudng t6c khdc dd bidl them thdng tin).

Cdn rhan rrgng khi dirng d6ng thdi cilostazol vtii bdt k| thudc ndo khiic cd khi nang lim gi6m huy6t 6p do cd khi ning xiy ra hE

huydt 6p cqng hudng do nhip tim nhanh ph6n x? (xem muc T6c dqng khdng mong mudn).

Cdn rh0n rrgng khi dirng ddng thdi vrii bdr k!,rhudc nio kh6c c6 t6c dgng ric chd kdt t0p tidu cdu {xem mqc Chdng chi dinh vi muc

Tuong t6c vrii c6c thu6c kh6c vd c6c dEng trtong t6c kh6cl.

EGIS PHARMACEUTICALS
Privrte l.imited Company
Budapest - Hungary Gts

https://nhathuocngocanh.com/



Tuong tdc vdi cdc thudc khric vd cdc dqng rudng tdc khiic

Cdc thudc tc chd kfr rfp tidu clu
Cilostazol ld mdt chdt ric chd PDE lll cd t6c dung rlc chd tidu cdu. Trong mdt nghidn criu l6m sdng rl nguoi tinh nguy6n khde manh,

dirng cilostazol vdi lidu 150 mg ngdy 2 16n trong 5 ngdy khdng gdy k6o ddi thdi gian ch6y m6u.

Acid acetybalicylic (ASA)

Si dung ddng thdi ASA vd cilostazol ngdn hqn (< 4 ngeyl ex vivolbntdng23-25totiic drlng fc chd kdt r6p tidu cdu do ADP khi so

sdnh vdi si dgng ASA don d0c.

Kh6ng cd xu hrtdng ro rdng vd stt tdng t6n sudt xiy ra t6c dung phu xudt huydt d b0nh nh6n st dung ddng thdi cilostazol vd ASA so

vdi bQnh nhdn dirng gi6 dugc vi lidu tr.tong duong ASA.

tlopidogrel ri ciic thudc chdng kdt tfp tidu ciu khdc

St) dung d6ng thdi cilostazol vd clopidogrel kh0ng cd bdt ki,6nh hudng d6n sd h.rqng ridu c6u, thdi gian prorhrombin (PT) hoac rhdi

gian thromboplastin tilng phdn hoat h6a (aPTT). Trong nghidn criu nty, tdt ci nh0ng ngudi khde manh cd thdi gian chiy miiu kdo ddi

khi dtng clopidogrel don ddc vi d6ng thdi vtii cilostazol khdng lim tang d5ng kd thdi gian chdy m6u. C6n thfln rrgng khi sir dung ddng

thdi cilostazol vrii bdt ki,thudc nio cd t5c dqng 0c chd kdt tdp tidu cdu. Cdn xem x6t rheo doi rhdi gian ch6y m6u sau m6i kho6ng thdi

gian di6u tri. Cilostazol chdng chi dinh d nhring b$nh nhdn dang sf dung ddng thdi til hai thudc chdng ddng m6u/ ch6ng k6t rEp tidu

cdu trri lOn (xem mqc Chdng chi dinh|. Trong tht nghidm CASTLE, cd srl gia tang ti le xudr huydr khi s0 dung ddng thdi clopidogrel,

ASA vd cilostazol.

Cdc thadc chfng l6ng ndu dgng ufng nhrt warfarin

Trong mdt nghiOn criu ldm sing vrii li6u duy nhdt, khdng quan sdt thdy su ric chd chuydn hda warfarin hoic 6nh hudng ddn c6c thdng

sd d6ng mdu (PT, aPTI, thdi gian chdy m6ul. Tuy nhi6n, cdn th6n rong dr bOnh nhdn si dr;ng ddng thdi cilostazol vd bdt ki,rhudc

chdng ddng mdu ndo, c6n theo doi thudng xuyOn dd gi6m nguy co chdy m6u.

Cilostazol chdng chi dinh d nh0ng bQnh nh6n dang si dung ddng rhdi ti hai thudc chdng ddng m6u/ chdng kdr tdp tidu c6u trd l0n

(xem muc Chdng chidinh)

Cdc thudc tlc chf enzyn cytocfuone P450 ICYP)

Cilostazol dugc chuydn hda mqnh bdi cdc enzym CYP, dac bi0t ld CYP3A4 vi CYP2Cl9 vd it hon h CYP1A2. Chdr chuydn hda

dehydro, cd t5c dgng fc ch6 kdt tdp tidu cdu manh gdp 47 l6n so vrii cilostazol dugc tao thdnh cht] ydu bdri CYP3A4. Chdt chuydn hda

4'-trans-hydroxy. cd tdc dung dutgc lf bdng mqt phdn nam cia cilostazol, duoc tqo thinh chrl ydu bdi CYP2Cl9. Do dd, cdc thudc fc
chd CYP3A4 (ching han mQt sd macrolid, c6c thudc kh5ng ndm nhdm azol, c5c chdt ric chd proteasel hoac CYP2C1 I (nhrt thudc ric

chd bom proton - PPls| ltrm tdng hoqt tinh drloc I'i vi cd thd tdng cudng tilc dung khdng mong mu6n ctla cilostazol. Do dd, bflnh nh6n

ding ddng thdi cdcthudc rlc ch6CYP3A4 hoac CYP2C19 mAnh ndn dtng li6u 50 mg ngdy 2 l6n (xem muc Li6u d0ng vd c5ch dtng).

St dung cilostazol vrii erythromycin (mQt chdt 0c chd CYP3A4| lim tang AUC ctla cilostazol 72%, kdm theo tdng 6% AUC crla chdt

chuydn hda dehydro vd tdng 119% AUC crla chdt chuydn hda 4'-trans-hydroxy. Dua tr6n AUC, hoat tinh drloc lf tdng thd cia

cilostazol tang 34% khi ding ddng thdi vdi erythromycin. Dua tr0n nh0ng dri li0u ndy, lidu khuydn c6o ctla cilostazol li 50 mg ngdy 2

ldn khi dtng ddng thdi vrii erythromycin vb thudc tddng tU (nhu clarithromycin).

Dirng ddng thdi ketoconazol (mQt chdt 0c chd CYP3A4| vrli cilostazol ltrm tdng 1 1 7% AUC cta cilostazol, kdm theo giim 1 5% AUC crla

chdt chuydn h6a dehydro vtr tang 87% AUC cia chdt chuydn hda 4 ' -trans-hydroxy. Dga trOn AUC, hoqt tinh dugc l,i tdng thd cia

cilostazol tang 35% khi dirng ddng thdi vdi ketoconazol. DrJa trOn nh0ng d0 li0u niy, li6u khuydn c5o cia cilostazol li 50 mg ngiy 2

l6n khi dirng ddng thdi vdi ketoconazol vd c6c thudc trldng tU {nhr.t itraconazol}.

Dtng cilostazol vrii diltiazem (m$t chdt ric ch6 y6u CYP3A4) lim tdng AUC cia cilostazol 44% kdm theo tdng 4% AUC cia chdt chuydn

h6a dehydro vd ting 43% AUC cia chdt chuydn hda 4'trans -hydroxy. Dua trOn AUC, hoat tinh duqc l,i tdng thd crla cilostazol tdng

1 9% khi dtrng d6ng thdi vrii diltiazem. DUa trOn nh0ng d0 li0u niy, kh0ng cdn thidt phii di6u chinh li6u.

Dirng mgt lidu duy nhdt 100 mg cilostazol u(ti240 mlnudc 6p budi (chdr fc chd CYP3A4 d ruQtlkh6ng giy 6nh hrrdng d6ng kd vd

duqc dgng hQc cia cilostazol. Dga trdn nh0ng d0 liqu niy, khdng cdn phii didu chinh lidu. Anh htldng l6m sing cia cilostazol vdn c6

thd xiy ra khi ding lugng nutdc 6p brtdi nhi6u hon.

Sri dung cilostazolvdi omeprazol(mpt chdt fc ch6 CYP2C19)lim t6ng AUC cia cilostazol 22%,kdn theo tSng 68% AUC crla chdt

chuydn hda dehydro vi giim 36% AUC cia chdt chuydn h6a 4'-trans-hydroxy. Dr,ra tr0n AUC, hoat tinh dugc lf dng thd cia cilostazol

rang 47% khi dirng ddng thdi vdi omeprazol. Drla trdn nhrlng dri li0u nby, li6u khuydn c6o cia cilostazol li 50 mg ngtry 2 l5n khi ding

ddng thdi vrli omeprazol.

Cdc chit nln enzyn cytochrone P450

Cilostazol lim tang 70% AUC cta lovastatin (chdt n6n nhgy cim cho CYP3A4) vd acid B-hydroxy cia no.
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Cdn thdn trgng khi srl dr,rng ddng thdi cilostazol vtii ciic chdt ndn CYP3A4 cd khodng didu rri hep (vi du cisaprid, halofantrin, pimozid,

ddn xudt ndm crla gil. C6n thdn trong khi dr)ng d6ng thdi vrii cdc thudc sratin duqc chuydn hda bdi Cyp3A4 nhu simvastatin,

atorvastalin, lovastatin.

Cdc chfr cln tlng enzyn cytochrone P450
Anh hrrdng cta c6c chdt g6y cim fng CYP3A4 vi CYP2C19 (nhu carbamazepin, phenytoin, rifampicin vd Sr. John's wort) lon drroc

ddng hqc cia cilostazol chrra dr4c ddnh gi6. Vd mit l,i thuydt, tdc dung khdng tidu c6u cd thd rhay Odi va pndi du0c theo doi cdn rh6n

khi si dung ddng thdi cilosrazol vdi ciic thudc gdy c6m ring CYP3A4 vi CYP2CI g.

Trong c6c thi nghiOm l6m sdng, hft thudc 16 (gdy c6m fng CYP1A2] ldm giim 18% ndng dd cilosrazol rrong huydr tuong.

Cdc tuong tdc khdc

Thdn trqng khi dtng d6ng thdi cilostazol vdi bdt ki,thudc ndo kh6c cd thd g6y giim huy6t dp do cd khi n6ng gdy hp huydr dp cOng

httring vrii nhip tim nhanh ph6n xq.

Phq n0 cd thai vd cho con bri

Pha n0 cd thai

Chua cd ctic d0 li0u ddy dt vd vi0c si dung cilostazol cho phg n0 cd thai. Cdc nghiOn cfu tr0n dOng vdt cho thdy thu6c cd ddc tinh vrii

sinh sdn (xem muc Drl liOu an toin tidn ldm sdng). Nguy co cd thd xdy ra cho con ngudi chua drrgc bidt. Khdng duqc dr)ng cilostazol

trong fidi gian mang thai (xem muc Chdng chidtnh).

Phtl nl cho con hl
Trong cdc nghidn crlu trOn dQng v6t, cilostazol duoc ti6t vdo s0a ddng vdt me. Chrta bidr liQu thudc c6 dr.rqc ridt vdo s0a ngudi me hay

kh0ng. Do nguy cd gdy hqi cho trd brl me, khdng dung cilostazol khi dang cho con bti

lnh hildng ddn khl ndng sinh sln
Trong c6c nghidn cfu trOn dQng v6t, cilostazol khdng g6y inh hudng d6n khi nang sinh s6n.

Anh hudng ddn khd ndng kii xe vi v{n hinh mdy mdc

Cilostazol c6 thd g6y chdng mdt vi bQnh nh6n nOn duqc c6nh b5o cdn thfin trgng khi l6i xe hoac v6n hinh m6y mdc.

Tric dr;ng khdng mong mudn

C5c tdc dqng khOng mong mudn thudng gap nhdt drlgc bdo cdo trong c6c tht nghiOm l6m sdng ld dau ddu (chidm > 30%), ti0u chdy

vd ph6n bdt thudng (chidm > 15% mdi loail. Cdc t6c dqng phu nby thudng rl mtic dd nhg hoac trung binh vi ddi khi thuy6n gi6m khi

gi6m li6u cia thudc.

Cdc t6c dung khdng mong mudn dugc biio c6o trong c6c tht nghiQm l6m sing vd khi luu hinh duqc liQt k0 rrong bdng sau.

Tdn sudt x6y ra trtong drrong vrfi:

Rdt thudng gdp (>1/10)

Thrtdng g[p (>l/]00 ddn <1/10)

h sap (>1/1000 ddn <1/100)

Hi6m gap (>1i 10000 ddn <1/1000)

Bdt hi6m gap (<1/10000)

Kh0ng bidt (khdng thd udc lugng tt c6c dti li0u hi0n cd)

Tdn sudt cia cdc tdc dqng khOng mong mudn quan sdt duqc khi lrtu hinh thudc dugc coi ld khdng bi6r (khdng thd udc lrrgng tri cdc d0

li0u hi0n cdl.
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Thudng g{p Bdm mdu

Thidu m6uIt gap

Hidm sap K6o diri thdi gian chAy m6u, tdng tidu c6u

Rdi loan h0 m6u vd bqch huydt

Kh6ng bi6t Khuynh hudng chiy m6u, giim tidu c6u, giim bach cdu

hat, mdt bach c5u hqt, gi6m bpch cdu, giim todn thd huy6t

cau, tnreu mau Dat san

Bdi loan h0 miiin dich It gip Phin 0ng di rtng

Thudnq q?p Phu {nooai biOn, mat}, ch6n dnRdi loan chuydn hoa vb dinh duong

It gap Tdng drtdng huydt, dai th6o duong

h s?p Bdn chdnRdi loan t6m th6n
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Rdi loan h0 thdn kinh Bdt thutong gip Oau ddu

Ihudng gip Chdng mat

It g?p Mdt ngi, mo bdt thudng

Khdng bi6t LiQt, gi6m c6m gi6c

Bdi loan mdt Khdng bi6t Vi0m kdt mac

Bdi loan tai vd m0 dqo Kh6ng bidt U tai

Bdiloan tim Thudng gip 0dnh trdng ngqtc, nhip tim nhanh, dau thdt nggc, logn nhip

tim, ngoai t6m thu thdt

It gap Nh6i mriu cd tim, rung nhi, suy tim sung huydt, nhip tim

nhanh tr0n thdt, nhip nhanh thdt, ngdt

Rdi loan mach h sap Xudt huydt mdt, ch6y mdu cam, xudt huydt ti0u hda, xudt

huydt khong x6c dinh nguy0n nhdn, ha huydt ap thd dfng

Kh6ng bidt Ndng bring mat, tdng huydt 6p, ha huydt iip, xudt huydt

n6o, xudt huydt phdi, xudt huydt co, xudt huydt dudng hd

hdp, xudt huydr dutii da

Bdi loan ho hdp, ldng nguc va trung thdt Ihddng g?p Vi0m m[i, vi6m hong

It g?p Kho thd, viem phdi, ho

Khdng bidt Vi0m phdi ke

Bdi loan tiOu hoa Rdt thudng g?p Ti0u ch6y, phan bdt thuong

Ihudng g?p Bu6n ndn vd nOn, khd ti0u, ddy hoi, dau bqng

It gap Vi6m da ddy

Bdi loan gan mft Khdns bi6t Vi0m gan, bdt thudng ch0c ndng gan, vlng da

Rdi loan da vb md dutrii da Thudnq qdp Ph6t ban, ngrla

Kh6ng bidt Eczema, ban da, hQi chrlng StevensJohnson, hoai t0 bidu

bi nhi6m d0c, md day

Bdi loan cd xudng vi md li0n k6t lt s?p 0au cd

Bdi loan th0n vtr tidt ni0u Hidm sip Suy thfn, gi6m chfc ndng thqn

Khdng bidt 06imdu, ddi r6t

Bdi loan toin th6n vi tai vi tri dtng

thudc

Thudng gqp

It qap

Oau ngqtc, suy nhugc

0n lanh, mOt m6i

Kh6ng bi6t S6t, dau

K6t qu6 x6t nghi0m Kh6ng bi6t Tdng ndng dg acid uric, ting urO m5u, tdng creatinin m6u

Tdng tdn sudt xiy ra diinh trdng ngr,rc vi phir ngoqi bi0n dd dr.rgc bdo ciio khi dirng kdt hgp cilostazol vdi c6c thudc giSn mach khdc

g6y nhip tim nhanh phdn xa nhu cdc thudc chqn k0nh calci dihydropyridin.

Phin ring cd hqi duy nhdt ddn ddn ngung di6u tri d > 3% bQnh nh6n s0 dpng cilostazol ld dau d6u. C6c nguydn nh6n thudng gap khac

ddn ddn ngung didu tri bao g6m ddnh tr6ng nggc vi tiOu chiy (ti l0 1,1 % cho c6 hai trrtdng hgp).

ThUc chdt cilosrazol c6 lim tdng nguy cd g6y chdy m6u vd nguy co niy c6 thd duqc tSng crldng khi s0 dUng d6ng thdi vdi bdt ki'thudc

ntro kh6c c6 cirng nguy co niy.

Nguy cd chdy m6u d trong mdt cd thd cao hon d nh0ng b0nh nhdn bi b0nh tidu drrdng.

Tdn sudt ti6u ch6y vd d6nh trdng nggc ting lOn d nhrlng bQnh nhdn trOn 70 tudi.

Thflng hdo cho bdc si cdc tdc dUng khfing nong nadn gdp phdi trong qud trinh sd dttng thadc.

(]ud lidu

Th6ng tin vd quri li6u cdp tinh d ngudi cdn han chd. C6c ddu hi0u vd triQu ch0ng cd thd xiy ra ld dau d6u, ti0u chiy, nhlp tim nhanh vd

loan nhip tim.

B0nh nhdn cdn dugc gi6m s6t vd di6u tri hd tro. Ti6n hirnh g6y nOn hoic rtla da diy mqt c6ch thich hgp.

cAc DAc TINH Du0c LY

0dc tinh du0c lUc hqc

Nhom drlqc tri li0u: Thudc ch6ng huydt kh6i, ch6ng kdt t|p tidu c6u kh0ng phdi heparin. EGIS PHAR]VIACEUTICALS
Private Limlted ComPanY
Budapest - Hungary G,=
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Mi ATC: B01A C23

C6c du ligu thu duqc trt I nghiOn cfu cd kidm sodt gi6 duqc (drrqc tidn htrnh rr6n 1634 bgnh nhdn sri dung cilostazol) ch0ng minh

rdng cilostazol cii thiOn kh6 ndng gdng sric dugc ddnh gid bdi nhrtng rhay ddi d khoing cSch di b0 tuyql ddi (ACD, hoac khodng c6ch

di b0 tdi da) vd kho6ng cdch di b0 ban ddu (lCD, hoac khoAng ciich di bq khdng dau) sau khi tht nghiem m6y chqy b0. Sau didu tri 24

tudn vdi cilostazol 100 mg ngiry 2 ldn, ACD tdng trung binh 60,4 - 129,1 met, trong khi ICD rung binh binh tdng 47,3 - 93,6 met.

MQt phdn tich tdng hqp drla tr0n sr.r kh6c biOt trung binh trOn I nghi0n criu chi ra rdng cd srJ cdi thiQn tuyfr ddi d6ng kd ld 42 m d

kho6ng cdch di b0 tdi da (ACD) khi dtng cilostazol 100 mg ngiy 2 ldn so vdi gi6 dttgc. 0i6u niry trrong ring vdi mdt srt cii thi0n tuong

ddi 1 00% so vdi gii duqc. HiQu qui niy thdp hon d bQnh nhdn tidu dudng so vdi nh0ng ngrldi kh6ng bi tidu dtrdng.

Cdc nghiOn criu trOn dQng v{t cho thdy cilostazol cd t6c dqng gian mach vi didu niy d5 drtgc chring minh trong cdc nghi0n criu nh6

trOn ngrrdi khi do ddng m6u mdt c6 chdn bdng m6y do bidn thi6n sric cdng. Cilostazol c0ng ric chd sr/ tdng sinh td bdo co tron d chuOt

vd rd bio co tron cia ngudi rong in yitro, ud ric ch6 phin ring ph6ng thich tidu cdu cia ydu td tdng tildng cd ngudn gdc tidu c6u vd

PF4 d ildu c6u ngudi.

Cdc nghiEn criu d d0ng vdt vd d ngudi (/i? vivo ud ex nivol cho thdy cilostazol g6y ri'c chd thuqn nghlch sU kdt tflp tidu cdu. Srt 0c chd cd

hiQu qu6 chdng lqi mgt loat c6c t6c nhdn k6t tap ridu c6u (bao gdm fng sudt m6u, acid arachidonic, collagen, ADP vb adrenalin). d

ngudi, tdc dung fc chd k6o ddi lOn ddn 1 2 gid, vd khi ngtng di6u tri bdng cilostazol, tdc dung chdng kdt tip k6o ddi d6n 48-96 gid md

khOng gdy tdng kdr qp ph6n fng. Tdc dr;ng tr0n tu6n hodn lipid mau da dtrgc kidm ra d bQnh nh6n dirng cilostazol. Sau 12 tudn, sr]

dqng cilostazol 100 mg ngiy 2 15n ldm giim triglycerid 0,33 mmol/L (15%)vd tdng HDL-cholesterol 0,10 mmol/L (10%lso vrii gi6

drtgc.

Mdt nghiOn criu giai doan lV, ngdu nhi0n, mi ddi, c6 kidm so6t gii drlgc dd dr.tgc tidn hinh 0d Aann gi5 c6c 6nh hudng l6u ddi cia

cilostazol, tqp rung vio ri 19 t0 vong vd d0 an toin. Tdng cQng cd 1439 bQnh nh6n bi dau c6ch h6i vd khdng cd bQnh nh6n suy tim

d6 drt0c di6u tri bdng cilostazol hoic gii drtgc trong thdi gian k6o dii ddn ba ndm. Vd ti l0 tt vong, ti lC ch6t quan sdt dr.t0c trong 36

th6ng theo phr.rong ph6p Kaplan-Meier vtii thdi gian nghiOn cfu trung binh 18 th6ng li 5,6% (khoing tin ciy g5% cta 2,8 d6n 8,4%)

ddi vdi cilostazol vd 6,8% {khodng tin cfly 95 % cia 1,9 d6n 1 1,5%} ddi vtii gi6 dugc.Oidu tri ddi han vdi cilostazol khdng lim tang

mdi lo ngpi vd an todn cia thudc.

Dic tinh drr0c d0ng hoc

H{p tha

Sau khi st dUng da lidu cilostazol 1 00 mg hai l6n m6i ngiy d nh0ng bgnh nh6n mdc bflnh mqch m6u ngoqi bi6n, trang th6i hdng dlnh

dat duqc tong vdng 4 ngiy.

Phdn bd
gSgS% cilosrazol duqc gdn kdt vdi protein huydt trtong, chi y6u ld albumin. Chdt chuydn hda dehydro vi 4'-trans-trydroxy gdn kdt vdi

protein huydt tudng ludng fng lt 97,4% vd 66%.

Chaydn hda

C6c isoenzym chinh tham gia vio qud trinh chuydn hda li cytochrome P450 CYP3A4, tidp theo le CYP2Cl 9, vi it hon li CYPlA2. Hai

chdt chuydn hda chinh lir chdt chuydn hda dehydro c6 hoat tinh chdng kdt tflp tidu cdu manh gdp 47 ldn hoat tinh crla cilostazol vi

chdt chuydn hda 4'-trans-hydroxy cd hoqr tinh bdng mQt phdn ndm ho?t tinh crla cilostazol. N6ng d0 trong huy6t trtong (duqc do bdi

AUC) cia chdr chuydn hda dehydro vi 4' -trans-hydroxy lb xdp xi 4 1 % vir xdp xi 12010 ndng d0 cilostazol.

Thli rr0

Thdi gian b6n thii cia cilostazol li 10,5 gid.

Hai chdr chuydn hda chinh ld dehydro-cilostazol vd 4'-transhydroxy cilostazol cd thdi gian b6n th6i tuong tqcilostazol.

Cilosrazol drrqc th6i trir chi ydu qua qud trinh chuydn hda vd sau dd c6c chdt chuydn h6a dr$c btri tidt qua nrldc tidu. Con dr.tdng th6i

trir chinh li nrldc ridu (7a%), phdn cdn lai duqc ddo th6i qua phhn. Kh6ng do duoc h.rgng cilostazol kh0ng bi6n ddl dugc thii trri trong

nutic tidu, vi it hon 2% lidu dirng dr.rqc thii rrri drldi dqng chdt chuydn hda dehydro-cilostazol. Khoing 30% li6u ding drt0c thii trit qua

nudc tidu dudi dqng chdr chuyin h6a 4rtrans-hydroxy. Ph6n con lai dugc thdi trri dtltii dang chdr chuydn hda, khdng qu6 5% tdng

h.tgng th6itrit.

Tinh wydn rhh/ khfing wydn ttrnh

Gi6 rri imax cia cilostazol vi cdc chdt chuydn h6a chinh crla n6 ting it hon so vdi ti l0 tang li6u dtng. Tuy nhi6n, gi6 tri AUC crla

cilosrazol vd c6c chdt chuydn h6a cia n6 tang xdp xi ti lQ tdng tuong rlng cria lidu dirng'

Chua cd bdng chrlng cho thdy cilostazol g6y cim men gan.

Drrgc d6ng trqc crla cilosrazol vt c6c chdt chuydn hda cia nd kh6ng b! inh hudng d6ng kd bdi rudi t6c hoac gidi tinh d nhfing ngudi
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Suy rhfn
0 UQnn nnan bi suy th6n ndng, t'i l0 cilostazoltU d0 cao hon27%vi ci Cmax vd AUC thdp hdn rudng ring ld 29% vi 39% so vdi ngtrdi

cd chric nSng thfn binh thrldng. d nQnn nnan suy than nang, gi5 tri Cmax vi AUC crla chdt chuydn hda dehydro thdp hon rrlong ring li
41%ui 4lVo so vdi ngttdi c6 chtic ndng thf n binh thudng. 0 ngudi suy thfln nang, gi6 tr! Cmax vd AUC cia 4'-trans-hydroxy cilostazol

cao hdn trrong fng le 173% vd 209%. Kh6ng dttgc dirng thudc niy cho bdnh nhdn c6 thanh thdi creatinin < 25 ml/phrlt (xem mr;c

Chdng chi dinh).

Suy gan

Khdng cd d0 liQu d nh0ng bQnh nh6n suy gan vrla hoic ning vd do cilostazol dutgc chuydn hda mqnh bdi c5c men gan, chdng chi dinh

dtng cilostazol cho nh0ng bQnh nh6n ndy (xem muc Chdng chi dinh).

Cric d0 li0u an toAn tiin 16m sdng

Cilostazol vi mOt sd chdt chuydn hda ctla nd cd tdc dgng ric chd phosphodiesterase lll, ngin chin gidng hda AMP vdng, ddn d6n tang

cAMP trong mdt loat c6c md bao gdm tidu c6u vir c6c mach m6u. C[ng nhu vtli cdc thu6c co bdp tim tich crtc vd gian mach kh6c,

cilostazol g6y c6c tdn thuong tim mach d ch6. C6c tdn thuong niy khdng quan s6t thdy d chu|t cdng vd khi vd duoc coi li loiri cu thd.

Kidm ta ()Tc & ch6 vd khi cho thdy khdng cd srl k6o ddi sau khi dirng cilostazol hodc chdt chuydn h6a crla n6.

Cdc nghiOn criu v6 dQt bi6n cho kdt qu6 6m tinh trong nghi0n cfu dQt bidn gen vi khudn, srla ch0a DNA vi khudn, dgt bi6n gen t6 bdo

ddng v|t cd vri vtr sai l|ch nhi6m sdc thd triy xrtong chuQt rir vivo.hongc6c thi nghiflm in vitro tdn td bio budng trfng chu6t d6ng

Trung 0udc, cilostazol c6 tiic dqng ydu nhrtng ldm tdng d6ng kd tdn sudt sai l0ch nhi6m sdc rhd. Khdng quan s6t thdy khi nang gdy

ung thu uong cdc nghi0n cfu gdy ung thrl k6o dbi hai ndm khi cho chuQt cdng udng li6u ldn ddn 500 mg/kg/ngdy, vd chudt nhdt vdi

li6u lOn ddn 1000 mg/kg/ngiy.

Khi cho chu0t ding thudc trong thdi gian mang thai, trgng lurgng thai nhi gi6m. Ngodi ra, dd ghi nh6n sg gia ting c6c bdt thr.tdng b0n

ngoii, ngi tqng vi xuong cia biro thai chuQt d cdc mfc li6u cao. d mric lidu thdp hon, d6 quan sdt rhdy sr.r cham hoa xuong. Dirng

thudc d cudi rhai ki, ddn ddn tdng t6n sudt thai chdt luu vir giim trgng luong thai nhi. D5 quan sdt thdy sU teng tAn sudt chim hda

xr.rong cria xttong 0c d th6.

cAc oAc rirutt ctjn rHudc

Tinh tuong ky

Khdng 6p dung

Han dtng

36 th6ng kd tri ngdy sdn xudt

86o qudn

86o quin d durii 30'C.

0d n tln hy al en

Odng gdi

Vi {PVC/ PVdC/Alu} chfa 14 vi0n n6n. Hop gidy chtia 2 vi hoic ctrng td hrtong ddn s0 dung.
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