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N()Clal.ldﬁJ 50 mg vién nén
NOCIa Ud® 100 mg vién nén

Cilostazol |

Boc ky hudng dan sit dung trude khi ding. Néy cin thém thang tin
xin hoi y kién cia bdc sy

Thudc ndy chi ding theo sy ké dan ciia bic sy

THANH PHAN

Hoat chat: Mdi vién nén chita 50 mq hodc 100 mq cilostazol,

Ta duge: Cellulose vi tinh thé, tinh bit ngd. calci carmellose,

hypromellose 2910, magnesi stearat.

DANG BAO CHE CUA THUGC

Vién nén.

M ta:

Vién nén Noclaud 50 mg: vién nén hinh tron, phang, cd g vat nghiéng,
mau tréng hodc gan nhy trang, dudng kinh khodng 6,0 mm. Mgt mat cd chi
E cach diéu, mat con lai cd ma 601.

Vién nén Noclaud 100 mg: vién nén hinh 1tdn, phang, cd ga vat nghiéng,
mau trang hodc gan nhu trang, dudng kinh khoang 8,0 mm. Mot mat cd chif
E cach diéu, mat con lai cd ma 602,

CAC DAC TINH LAM SANG

Chi dinh didu tri

Cilostazol dugc chi dinh dé ci thién khodng céch di bg 161 da va khing
dau ¢ bénh nhan mac chiing dau cach hdi ma khdng dau lic nghi va khing
¢d hogi tt td chiic ngoi bién (béah dang mach ngoai bién Fontaine giai
doan II).

Cilostazol 13 liya chgn thif hai cho nhitng bénh nhén da thyre hién thay ddi
|6i sdng (bao gom ngirng hit thudc va luyén tdp diéu dd) va cdc bién phap
can thiép thich hgp khac nhung van khéng céi thién cdc triéu chitng dau
cach hai.

Ligu ding va cach ding

Liéu ding

Ligu khuyén cdo cilostazol 1a 100 mg ngay 2 lan. :
Cilostazol cdn dugc st dung bai bac si cd kinh nghiém trong diéu tri bénh
dau cach hdi (xem muc Canh bdo va than trong). 1
Céc bac si phai danh gia f3i tinh trang bénh nhan sau 3 thang dié_u trf dé
nging cilostazal néu khang dat dugc higu qua diéu trj hoge cdc trigu ching
khdng dugc cai thién. | )
Bénh nhan durge diéu trj bang cilostazol cdn tiép tuc thyc hién thay doi lai
séng (nging hat thudc va luyén tap) vg s dung cdc thudc I@i}én thu ha
lipid mau va chdng két tdp tiéu cdu) dé lam gidm nguy cu bién o tim mach.
Cilostazol khang thay thé duge cho cdc tri igu nay. 12
Nén gidm liéu xudng 50 mg ngdy Z ldn @ nhitng bgnh nhan dang dung cac
thufic ttc ché manh CYP3A4, nhu mgt sd macrolid, cdc thuoe khang nam
nham azol, c4c chat uc ché protease, hodc thudc e ché manh CYP2C1S
nhu omeprazol (xem muc Cdnh bdo va than trgng va myc Tuong tac voi cac
thudc khéc va céc dang wang téc khéc).

Nowigia b

Khdng cd yéu cAu dic biét vé liéu ding cho nguui gia.

Tré em =

D an toan v3 hiéu qua cla cilostazol & ré em chua dugc nghién cifu.
Bénh nhan suy thin 4

Khang cdn diéu chinh ligu cho bénh nhan cd thanh thai ‘
creatinin > 25 ml/ phit. Chdng chi dinh dung cilostazol cho bénh nhan

cd thanh thai creatinin < 25 mi/phat.

Bénh nhan suy gan jodl
Khdng cn diéu chinh liéu cho bénh nhdn suy gan nhe. Chua co dit ligu

vé viéc ding thudc cho bénh nhén suy gan ndng hodc via. Do cilostazol
duge chuyén hoa manh bdi cac men gan nén khdng ding thudc cho bénh
nhan suy gan ndng hodc vira.

Cach ding ; il .

Nén dung cilostazol 30 phut trude khi dn sang va an toi. Su lliung cilostazol
cing vdi thiic @n 1am 1ng nang dg dinh trong mau (Cmax) cud cilostazol,
¢o thé gay tang 14n sudt xdy ra cac tac dung khdng mong muon.

Chdng chi dinh : NS

« Man cam vdi cilostazol hodc bat ky thanh phan néo cua thuoc

« Suy thdn ndng: thanh thai creatinin < 25 ml/phit

» Suy gan ndng hodc vua

« Suy tim sung huyét

« Phy ni cd thai il _ Retemring

« Binh nhan cd khuynh hudng de chay mau {nhu_lnet da day tign meén, mai
b xuat huy&t néo (trong vang 6 thang], bénh vong mac tang sinh do ddi
thdo dudng, téng huyét dp khang duge kiém sodl ). _‘

« Bénh nhdn cd tién su nhip nhanh that, rung that, ngoal tam thu that da 4
g cd hay khdng dugc diéu tri thich hgp, bgnh ql_lun co khoang QT kéo dai

» Bgnh nhdn cé tién sif rdi logn nhip nhanh nghiém reng.

« Bénh nhan dang st dyng dong thai u'r.ha! thudc qhﬁr_lg ﬂnnq mau hodc
chdng két tdp tiéu cdu trd [&n (nhu acid acetylsalicylic, clopidogrel,
heparin, warfarin, acenocoumarol, dabigatran, rivaroxaban hogc
apixiuan) ; el M

s Finlnhiuncay that npye Lhidan do djsh ARCH AN CO RINGGS ua ran
thiép mach vanh trong vong 6 théng gan day.

rloh han va than tronn

Eﬁ?] thén trgnig khir i ddng thai cilastazol vih bt kj thudc nao khic co
kha ndng lam gidm huyét ap do co khd ning xdy ra h huydt dp cdng hudng
rI[j} nhip tim nhanh phan xa (xem muc Tac dung khing mong mudn).

Can thin wong khi ding ddng thai v 631 ky thude nao khdc cb de dyng
e ché két 1p tiéu cdu (xem muc Ching chi dinh va muye Tuang téc vil cac
thudc khdc va cdc dang trong 1dc khac)

Twung tdc vdi cdc thudc khic va cdc dang tvong tic khéc

Cic thudc tfc ché két tép 1iéu ciu

Cilostazol 1d mgt chit dc ché PDE IIl ¢d tac dyng tc chi uéu cu. Trang mét
nghién cdu 1dm sdng d nguii tinh nguyén khde manh, dung cilostazal vdi
liéu 150 mg ngay 2 I3n trong 5 ngay khong gdy kéo dai thiri gian chay mau
Acid acetylsalicylic (ASA)

Stt dyng ddng then ASA va cilostazol ngdn han (< 4 ngay) ex vivo lam tang
23-25% 1dc dyng wc ché ket tdp tieu cdu do ADP khi so sanh vai sif dung
ASA don dic,

Khang cd xu hudng rd rang vé sif ting tan sudt xdy ra tac dyng phu xudt
huyél u‘hénh nhdn st dyng ddng thai cilostazol va ASA so vdi bénh nhdn
dung gia dvgc va lidu twong duong ASA.

Clopidogrel vi cdc thudc ching két tdp tiéu cdu khdc

St dyng dang thai cilostazol va clopidogrel khdng cd bt ky dnh hudng dén
s0 lugng tidu cdu, thiti gian prothrombin (PT) hodc thifi gian thromboplastin
irng phan hoat hoa (aPTT). Trong nghién ctu ndy, 11 ca nhitng ngudi khae
manh cd thai gian chay mau kéo dai khi dung clopidogrel don ddc va dang
thdi vi cilostazol khdng lam tng ddng ke thai gian chdy mau. Cén thin
rong khi st dyng déng thn cilostazol vdi bt ky thudc ndo cd tac dyng

e ché két tép tidu cdu. Can xem xét theo ddi thii gian chdy mau sau mad
khoang thai gian diéu trj. Cilostazal chang chi dinh & nhiEng bénh nhdn dang
stt dyng ddng ther 1 hai thudc chdng ddng mau/ chong két tép uéu cdu g
lén (xem muc Chdng chi dinh). Trong thd nghigm CASTLE, cd su gia téng ty
|& xuat huyét khi sir dung dong thoi clopidogrel, ASA va cilostazol.

Cac thudc ching déng mau dang udng nhy warfarin

Trong mgt nghién ciu ldm sang vdi lidu duy nhat, khing quan sat thay su
rc ché chuyén hda warfarin hodc dnh hudng dén cdc thdng sé dong mau
(PT, aPTT, thi gian chdy mdu). Tuy nhién, can thin trong ¢ bénh nhén su
dyng ddng thai cilostazol va bat ky thudc chéng ding méu nao, cén theo do
thutgng xuyén dé gidm nguy ce chdy mau.

Cilostazol chang chi dinh @ nhing bénh nhén dang sit dyng dang tha w

hai thudc chéng ddng mau/ chdng két 1dp tiéu cdu trd 1én (xem myc Ching
chi dinh) .

Céc thude v'c ché enzym cytochrome P-450 (CYP)

Cilostazol duge chuyén héa manh béi cc enzym CYP, ddc biét 1a CYP3A4

vd CYP2C19 va it hen 1a CYP1AZ. Chét chuyén hda dehydro, cd tac dung

e ché két tdp tidu cdu manh gdp 4-7 14n so vdi cilostazol dwoc tao thanh
cht yéu bdi CYP3A4. Chét chuyén hoa 4*trans-hydroxy, cd tac dung duge Iy
bang mgt phdn ndm cua cilostazol, duge 1ao thanh cha yéu bai CYP2C19. Do
d6, cdc thudc ic ché CYPIA4 [chang han mit sd macrolid, cac thudc khang
nam nhdm azol, céc chdt e ché protease) hodc CYP2C19 (nhu thudc e chi
bum proton - PPls) lam téng hoat tinh dudgc Iy va cd thé tang cudng téc dung
khong mang mudn cua cilostazol, Do dd, bénh nhan ding ddng thoi cdc
thudc tic ché CYP3A4 hodc CYP2C19 manh nén ding liéu 50 mg ngay 2 fin
(xém myc Liéu ding va cdch ding).

Sir dung cilostazol vdi erythromycin (mdt chat v ché CYPIA4) lam téng
AUC ctia cilostazal 72%, kem theo ting 6% AUC clia chdt chuyén hda
dehydro va tang 119% AUC cia chét chuyén hoa 4"trans-hydroxy. Dya trén
AUC, hoat tinh duge Iy 1éng thé cla cilostazol tang 34% khi dung ddng thai
vi erythromycin. Dua trén nhilng 0 liéu nay, liéu khuyén cdo ctja cilostazol
|a 50 mg ngdy 2 1an khi diing ddng thii vai erythromycin va thuoc twong T
[nhu clarithromycin). :
Diing ddng thdi ketoconazo! (mdt chdt uc ché CYP3AA) vai cilostazol lam
tang 117% AUC cua cilostazol, kém theo gidm 15% AUC cua chat chuyen I}ua
dehydra va tang B7% AUC cia chat chuyén hda 4 -trans-hydroxy. [_h_r.'] trén
AUC, hoat tinh dugc Iy tdng thé cua cilostazol ting 35% khi ding dong tha
vdi ketoconazol, Dya trén nhitng di lidu nay, liéu khuyén cdo cua IJL|1JS[£‘.II{'I|
|3 50 mg ngay 2 In khi ding dong thai vdi ketoconazol va cac thuoc wong
(f (nhu itraconazol). s "o

Diing cilostazol vai diltiazem (mét cht dc ché yéu CYPIAd) lam tang AUC
cia cilostazol 44% kém theo tang 4% AUC cia chat chuyén hoa dehydro

va 13ng 43% AUC cia chdt chuyén hoa 4"trans-hydroxy. Dya tren AUC.
hoat tinh dugc Iy 16ng thé cia cilostazol tang 9% khi dang dang that vol
diltiazem. Dyfa trén nh@ng d ligu nay, khang cdn thi€t phai diéu chinh hew.
Diing mdt liéu duy nhidt 100 mg cilostazol vdi 240 ml nugc ep budi (chat v
chd CYP3AA & rudt) khdng gdy anh hudng ding ké vé duge dong ho cig
cilostazol. Difa trén nhing di ligu nay, khang cdn phai diéu chinh ligu. Anh
hudng lam sang cia cilostazol van cd thé xay ra khi ding hgng AUGE P
budi nhiéu hon. | L Lo

St dung cilostazol vdi omeprazal (mdt chat uc ché CYPZCIS) lam 1ang AUC
ciia cilostazol 22%. kem theo tdng 68% AUC cua chat chuyen Iu'm dehydio
va gidm 36% AUC cia chdt chuyén hoa 4"wranshydroxy. Dya trén AUC, -
hoat tinh duge Iy 1@ng 1hé cda cilostazol tang 47% khi diing dong thor "’g'
omeprazol. Dya trén nhing da ligu ndy, liéu khuyeén cao cua cilostazol |

50 mg ngay 2 I4n khi ding ddng thii vdi omeprazol.

Cdc chat nén enzym cytochrome P450 ‘

Cilostazol lam tdng 70% AUC cda lovastatin {chét nen nhay cam cho
CYPIA4) vé acid B-hydroxy cda nd.

Cén than wrong khi st dyng dong thai cilostazol Vot cac Ciiat HEr &1
ii1r:é[;u|i diéu tr) hep (vi dy cisaprid, halofantrin, pimozid. dan xudt Tfm.;f:'rﬁm
ga). Can thdn trong khi diing dang thai va1 cac thudc statin duyc chuyen 1o
biti CYP3A4 nhy simvastatin, atorvastatin, lovastalin.

Pty e S S iy e I (11,

| vdi cdc chdt nén CYPIA4 co
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B_E;Eﬁh nhqn duqc diéu tri Ping cilostazol cdn tiép tyc thyg hign thay ddi I6i
sdng (nging hut thudc va luyén tdp) va stt dung cde thugc khic (nh ha
lipid mdu va chang ket 1§p tiéu cdu) dé lam giam nguy co bién cd tim mach.
Cilostazol khdng thay thé dugc cho cdc trj liéu nay.

Nén giam liéu xudng 50 mg ngay 2 1dn & nhitng bénh nhan dang dung cac
thudc tc ché manh CYP3A4, nhu mét s macrolid, cdc thygc khdng ndm
nham azol, cdc chdt e ché protease, hogc thudc tic ché manh CYP2C19
nhy omeprazol (xem myc Canh bdo va than trong va myc Tuong tdc vii cac
thudc khdc va céc dang wong tac khéc).

Ngudi gia

Khong cd yéu cdu ddc bigt vé lidu ding cho nguti gid.

Tré em

Bg an toan va hiéu qua cua cilostazol ¢ 1ré em chuta duge nghién ciiu.
Bénh nhén suy thin

Khdng can diéu chinh liéu cho bénh nhan cd thanh thai

creatinin > 25 ml/ phat, Chdng chi dinh ding cilostazol cho bénh nhan

cd thanh thai creatinin < 25 ml/phut.

Bénh nhan suy gan

Khdng cdn diéu chinh liéu cho bénh nhdn suy gan nhe. Chua co d ligu

vé vigc ding thudc cho bénh nhan suy gan nd@ng hodc vira. Do cilostazoal
duge chuyén hoa manh bdi céc men gan nén khdng dung thudc cho bénh
nhdn suy gan ndng hodc vira.

Cach ding

Nén dung cilostazol 30 phuit trwdc khi @n s@ng va an 1di. Si dyng cilostazol
cung vdi thirc &n 1am tdng nang do dinh trong mau (Cmax) cua cilostazol,
co thé gdy 1ng 1dn sual xdy ra cic tac dyung khdng mong mudn,

Chang chi dinh’

* Man cam vai cilostazol hodc bat ky thanh phdn nao cla thudc

* Suy thin ndng: thanh thai creatinin < 25 mi/phit

* Suy gan ndng hodc vira

* Suy tim sung huyét

* Phy nir co thai

* Bénh nhdn cd khuynh hudng dé chay méu (nhy loét da day tién wién, mai
bi xudt huyét ndo (trong vong B thang), bénh vong mac tang sinh do dai
théo duirng, tang huyét ap khdng dugc kiem sodt t61). '

« Bénh nhan co tién st nhip nhanh that. rung that, ngoai tdm thu that da
d cd hay khdng dugc diéu tri thich hgp, bénh nhén cd khodng QTg kéo dai

* Bénh nhdn cd tién st rdi loan nhip nhanh nghiém trgng.

* Bénh nhén dang sd dung ddng thai 1t hai thudc chdng ddng mau hodc
chdng két tdp tiéu cdu trd Ién (nhy acid acetylsalicylic, clopidogrel,
heparin, warfarin, acenocoumarol, dabigatran, rivaroxaban hodc
apixaban) ¥

* Bénh nhdn dau that ngyc khdng dn dinh, nhdi mau co tim hodc da can
thiép mach vanh trong vong 6 thang gan day. ;

Canh bao va thin trong i
Chi st dung cilostazol ¢ nhiing bénh nhan d thyc hién bién phap thay ddi
|6i sdng (luyén tap, an udng didu d va ngitng hit thudc) nhung van khong
cai thién bénh.

Su phi hgp cia viéc diéu trj bang cilostazol cén dugc Xem xét mt cach can
than cung vdi cac lya chon diéu trj khac nhy i phdn bo mach.y :
Dya trén co ché tac dung, cilostazol cd thé gdy nhip tim nhanh, dénh trdng
nguc, loan nhip nhanh va/hodc tyt huyét p. Sy gia tang nhip tim do ding
cilostazo! 13 khodng 5-7 nhip/phut; & nhing bénh nhan co nguy ce, anh
hudng nay cd thé gay ra con dau that ngyc.

Bénh nhén cd nguy ca cao xdy ra cac tac dyng phy nghiém trong do téng
nhip tim, chang han bénh nhén cd bénh mach vanh an dinh, cén dugc theo
doi chat ché trong khi diéu tri vdi cilostazol. Chang chi _ﬂjnI] dl'mg. cilostazol
cho bénh nhan dau that ngyc khdng dn dinh, hodc nhai mau co tim/ can
thiép mach vanh trong ving 6 thang gdn déy, hodc co tién st logn nhip
nhanh nghiém trong (xem myc Chdng chi dinh). ) o TG L
C4n than wrong khi st dyng cilostazol cho bénh nhan chuyén vi 18m nhi hogc
tdm thét va bénh nhan rung hogc cudng nhi. wvoe
Khéng str dyng cildstazol cho nhitng bgnh nhan rdi loan ahip tim nghiém
trgng (nhip tim nhanh, rdi logn nhjp), dau that ngyc khang on dinh, cd con
dau tim, bénh nhan da phdu thudt bac cu dong mach vanh.

Bénh nhan cdn duge canh béo dé bdo cdo bat ky Iﬁl{ hi¢u chay mdu hogc
dé bi bam 1im 1rong khi diéu tri. Trong 1rudng hgp chdy méu vong mac, cdn
ngung st dyng cilostazol. Xem myc Chang chi dinh va myc Tuong tac vdi.
céc thudc khdc va cdc dang wong tac khac dé biét thém théng tin vé nguy
co chay mau. ' '
Do téc dung e ché két tap tiéu cdu cua cilostazol, nguy co chdy mdu tang
Ién khi cé phau thuat (bao gém cdc bién phép xam.Jan nhd nhy nhd rang).
N&u bénh nhan phai tri qua md phién va khang cdn thiét phai chang két
tap tidu cdu, nén ngimg cilostazol 5 ngay twde khi phdu thugt

Higm khi hodc rdt hiém cd cac bdo cdo bat thring huyét hoc bap gém
giam tiu cAu, gidm bach cdu, mat bach cdu hat, giam 10an thé huyét céu -
va thigu mau bdt san (xem myc Téc dyng khdng mong mudh). Hau hét cdc
bénh nhan hdi phyc khi ngung st dung cilostazol. Tuy nhién, mot sd truing
hop gidm toan thé huyét cau va thiéu mdu bat san da gay wr vong.: .

Ngoai viéc bdo cdo tinh trang chay mau va dé bdm tim, bénh nhan cdn
duc canh béo dé béo cdo kip thi céc ddu hidu khdc cing co thé 13 biéu
hién sém cda loan thé djch mau nhy st va dau hong. C4n tién hanh kiém
tra cdng thirc mau toan phan khi cd nghi ngd nhiém khudn hodc khi cd bat
ky bang chirng 1am sang khac cla logn thé dich méu. Cén ngung st dung
cilostazol ngay 1ap tic néu cd bang ching lam sang hojc xét nghiém huyét
hoc bat thudng. -

Tnrg tneing hop bénh nhan ding cac cht e ché manh CYP3A4 hodc
C¥22C13, ning 0i ciosiaicl vang Ve tannang 0. Tiong andng rudin
.oy, NAy, khuyén cao dung héu cilostazol bU mg ngay 2 _i§n (xem myc Tuung
tic vdi céc thudc khic va céc dang wong tac khac dé biét thém thang tin).

| ERE RIYL g vl -

\:‘é CYP2C19 va it hon 1a CYP1A2. Chit l:hwfér; hoa dehydro, c6 tac dyng

U ché ket 1p riéu cdu manh gap 4-7 13n so vdi cilostazol dugc tao thanh
chu ygu bai CYP3A4. Chat chuyén hoa 4"rans-hydroxy, ¢d téc dyng duge Iy
bing mgt phdn nam cua cilostazol, duge 130 thanh chd yéu bdi CYP2C19. Do
46, cac thude e ché CYP3A4 (chang han mét s6 macrolid, cac thudc khang
ndm nhdm azol, cdc chat e ché protease) hodc CYP2C19 (nhu thudc dc ché
bam proton - PPIs) [ém tang hoat tinh dugc ly va cd thé tdng cudng tac dung
khing mong mudn cua cilostazol. Do do, bénh nhén ding ddng thi cac
thudc ic ché CYP3A4 hodc CYP2C19 manh nén ddng lidu 50 mg ngéy 2 14n
(x_am myc Liéu ding va cach ding).

St dung cilpstazol vdi erythromycin (mgt chat ic ché CYP3A4) lam tang
AUC cua cilpgtazol 72%, kém theo 1éing 6% AUC ciya chdt chuyén hoa
dehydro va 1ing 119% AUC cia chét chuyén hoa 4"trans-hydroxy. Dya trén
AUC, hoat tink duge ly 109 the cia cilostazol ting 34% khi ding ddng thai
vii erythromycin. Disa trén nhiing di ligu nay, liéu khuyén cdo cia cilostazol
la 50 mg ngdy 2 14n khi ding ddng thii vdi erythromycin va thudc wong 1y
(nhuf clarithromycin). |

Diing déng thai ketoconazol (mdt chdt dc ché CYP3A4) vdi cilostazol lam
tdng 117% AUC cia cilostazol, kém theo gidm 15% AUC cia chat chuyén hda
dehydro va 1dng 87% AUC cua chit chuyén hda 4" -trans-hydroxy. Dya 1rén
AUC, hoat tinh duge Iy tdng thé cia cilostazol tang 35% khi ding ddng thai
vii ketoconazol, Dya trén nhitng dit lidu ndy, lidu khuyén cdo cua cilostazol
la 50 mg ngay 2 14n khi dung ddng thai vdi ketoconazol va cac thudc wang
W (nhu itraconazol).

Dang cilostazol vdi diltiazem (mot chdt de ché yéu CYP3A4) 1dm tdng AUC
cua cilostazol 44% kém theo 1ang 4% AUC cua chét chuyén hda dehydro

va 1ang 43% AUC cua chat chuyén hoa 4"trans -hydroxy. Dia trén AUC,
hoat tinh dugc ly 1ﬁng thé cua cilostazol tang 9% khi ding ddng thai vdi
diltiazem. Dya trén nhitng dif liéu nay, khdng can thiét phai diéu chinh liéu.
Ding mét liéu duy nhat 100 mg cilostazol vdi 240 ml nutde ép budi (chét e
ché CYP3A4 ¢ rut) khong gay anh hudng déng ké vé dugc ddng hoc cua
cilostazol. Dya trén nhiing di ligu nay. khang cén phai diéu chinh liéu. Anh
hudng Iam sang cua cilostazol van cd thé xdy ra khi ding lvgng nudc ép
bugi nhiéu hen.

St dyng cilostazol vii omeprazol (mét cht iic ché CYP2C19) lam tang AUC
ctia cilostazol 22%, kém theo 1ang 68% AUC cia chat chuyén hda dehydro
va giam 36% AUC cua chat chuyén hda 4™trans-hydraxy. Dya trén AUC,
hoat tinh dugc Iy tdng thé cda cilostazol tng 47% khi diing déng thdi vdi
omeprazol. Dya trén nhing di lidu nay, liéu khuyén cdo cua cilostazol |3

50 mg ngay 2 I4n khi diing ddng thai vdi omeprazol.

Céc chat nén enzym cytochrome P-450

Cilostazel 1am tang 70% AUC cia lovastatin (chdt nén nhay cam cho
CYP3A4) va acid B-hydroxy cua nd.

Can than trong khi s dyng ddng thai cilostazol vdi cac chdt nén CYP3A4 cd
khodng diéu tri hep (vi dy cisaprid, halofantrin, pimozid, dan xudt ndm cya
ga). Can than trong khi ding ddng thai vdi cac thudc statin duge chuyén hoa
bai CYP3A4 nhy simvastatin, atorvastatin, lovastatin,

Cac chat cam vng enzym cytochrome P-450

Aah hudng cia cac chdt gdy cam ing CYP3A4 va CYPZC19 [nhy
carbamazepin, phenytoin, rifampicin va St. John's wort) |én dugc dang hoc
cda cilostazol chua duoc danh gid. Vé mat ly thuyét, 1ac dung khéng tiéu
cdu cd thé thay ddi va phai duoc theo dai cdn thin khi st dung ddng thai
cilostazol vdi cdc thudc gdy cam ung CYP3A4 va CYP2C19.

Trong cdc tht nghiém ldm sang, hit thudc |3 (gdy cam ¢ng CYP1A2) lam
giam 18% ndng dg cilostazol trong huyét wong.

Cac twong tac khac

Than trong khi diing ddng thei cilostazol vdi bat ky thudc nao khac cd thé
gay gidm huyét dp do cd kha nang gdy ha huyét ap cdng hudng vdi nhip tim
nhanh phdn xa.

Phu nif co thai va cho con bi

Phu ni? co thai

Chua c6 cac di liéu ddy du vé viéc st dyng cilostazol cho phu ni cé thai.
Cac nghién ctru trén dong vét cho thdy thudc ¢é ddc tinh vdi sinh sdn

(xem muc D lidu an toan tién 1am sang). Nguy co co thé xdy ra cho con
ngudi chua duge biér. Khdng dugc dung cilostazol trong théti gian mang thai
(xem muyc Chdng chi dinh).

Phy ni? cho con bi

Trong cac nghién ctu trén ddng vat, cilostazol dugc tigt vao sita dang vat
me. Chya biét liéu thudc cd dugc tiét vao sia ngudi me hay khdng. Do nguy
cg gdy hai cho ré b me, khdng dung cilostazol khi dang cho con bi

Anh hwéng dén kha nang sinh san

Trong céc nghién citu trén dgng vat, cilostazol khdng gdy dnh hudng dén
kha nang sinh san.

Anh hwng dén kha ning ldi xe va vdn hanh may mac
Cilostazol c6 thé gdy chdng mat va bénh nhan nén dugc canh bdo can thin
trong khi 13i xe hodc van hanh may moc.

Tac dung khéng mong mudn

Cdc tac dung khdng mong mudn thuang gap nhat duge b‘;iu cdo [rnng‘Edl‘:
thtt nghiém |am sang la dau ddu (chiém > 30%), tiéu chay va phan bat
thudng (chiém > 15% mdi loai). Cdc téc dung phu ndy thutng o mitc dg nhe
hodc trung binh va ddi khi thuyén giam |:nh| giam ligu cua r.hlunc. ol
Cac 1dc dyng khong mong mudn dugc bao cao trong cac tht nghig¢m lam
sang va khi luu hanh dugc lige ké rong bang sau.

Tdn sudt xay ra Wwong duong vdr:

Rat thuang gdp (21/10)

Thudng gap (21/100 dén <1/10)

l gip (=1/1000 dén <1/100)

Hiém gdp (=1/10000 dén <1/1000)

RAt hiém gap (<1/10000)

Khéng iét (khang the vdc lugng 1 cac dd liéu hign cd)

Tén sudt cia cdc 1ac dung khdng mang mudn quan sat dugc khi lvu hanh
thude dugc coi 1a khdng biét (khdng thé wdc lwgng W cac di hidu hign ca)

HIHINIT



Rdi loan hé mau va bach huydt Thitding gap Bam mau
It gép Thiéu mau
Higm gép Kéo dai thifi gian chdy mau, tang tiéu cdu
Khdng bidt Khuynh hutgng chay mdu, giam tiéu cdu, gidm bach cdu hat, mat bach cau hat,
giam bach cdu, gidm todn the huyét cdu, thidu mdu bat san
Rdi logn hé mién dich [t gdp Phan ting dj irng
R6i loan chuyén hda va dinh dudng Thuting gdp Phi (ngoai bién, mat), chan an
It gép Tang duting huyét, déi théo dudng
Rdi loan tam than (L odp Bdn chon
Rdi logn hé than kinh Rat thuang gdp Pau dau
Thudng gdp Chdng mat
it gdp Mat ngd, ma bat thudng
Khdng biét Liét, giam cdm gidc
Roi logn mal Khéng biét Viém két mac
Rai loan tai va mé dao Khdng biét U tai
Rai loan tim Thitong gép Banh trdng ngyc, nhip tim nhanh, dau that nguc, loan nhip tim, ngogi tdm
thu that ,
[ Nhdi mdu co tim, rung nhi, suy tim sung huyét, nhip tim nhanh trén that, nhip
nhanh that, ngat
Rdi loan mach It gap Xudt huyét mat, chdy mau cam, xudt huyét tiéu hna xudt huyét khang xac
dinh nguyén nhan, ha huyét ap thé ding
Khdng biét ' - Ndng bitng mat, tang huyét ap, ha huyét ap, xudt huyét ndo, xudt huyét phai,
xuat huyét co, xudt huyét duong hd hap, xudt huyét dudi da
RGi loan hé hap, Idng ngve va trung thét | Thutdng gdp | Viém mdi, viém hong
- |t gip Kha th, viém phdi, ho
Khdng biét Viém phoi ké
Rdi loan tiéu hda Ré1 thudng gap Tiéu chay, phan bat thuing
Thugng gap Budn ndn va ndn, khd tiéu, ddy hoi, dau bung
[t gdp Viém da day
Rdi loan gan mdt Khéng biét Viém gan, bat thuing chirc nang gan, vang da
Rdi loan da va md dudi da Thutng gép Phat ban, ngifa |
Khdng biét Eczﬂma. ban da, h{i ching Stevens-Johnson, hoai 1 bigu bi nhiém ddc, mé
ay
Réi loan co xugng va mo lién két [t gip Bau co
Rdi loan thén va tiét niéu Hiém gdp Suy than, gidm chifc nang than
Khiing biét Bai mdu, déi rat
Adi loan toan than va tai v i ding Thuong gép ' Bau ngure, suy nhige
thude [1gap On lanh, mét mdi
Khdng biét Sat, dau
K&t qua xét nghigém ‘Khdng biét Tdng nong d¢ acid uric, tang uré mau, 1d@ng creatinin mau

Tang 1an sudt xdy ra danh trdng nguc va phi ngoai bién da dugc bdo cdo khi
ddng két hgp cilostazol vdi cdc thudc gian mach khdc gdy nhip tim nhanh
phan xa nhu cdc thudc chen kénh calci dlhy'dmp':rlltlm

Phan ting cd hai duy nhat ddn dén ngung diéu 1rj @ = 3% bénh nhan st
dyng cilostazol 1a dau dav. Cdc nguygn nhén 1hu‘[rng gdp khac dan dnn
ngung diéu trj bao gom ddnh udng ngye va tigu chay (ty 18 1.1% cho cd hai.
trutitng hap).

Thuc chat cilostazol cd [am tang nguy cd iy nhay mau va nguy CO nay cd
thé dugc tang cuiing khi sit dyng ddng thoi vdi bat ky thude naa khac co
cung nguy ca nay.

Nguy co chdy mdu & trong mat cd thé cao han @ nhizng bénh nhén bj bénh
Liéu dug ng.

Tan sudt tiéu chay va danh tidng ngyc tang |én d nhing bénh nhén trén
70 wi.

Thing bdo che béc sf cdc tac dung khdng mong mudn gap phai
trong qué trinh sit dung thudt.

Qud lidu
Théng tin vé qud liéu ¢ap tinh d ﬂuu'cr con han ché. Cac dau hidu va trigu
chitng 6 thé xfw ra la dau ddu, tiéu chay, nhip tim nhanh vé |oan nhip tim.

Rénh nhan cén dugc gidm sdt va ditu t hé tg. Tidn hanh gdy ndn hodc iia
ag dad mot edoh 1hich hep.

vAC DAC TiNH DUOC LY
Bac tinh duge lyc hoc

tiéu cdu manh gap 47 1an hoat tinh cua cilostazol va chat chuyé'n hoa
4"trans-hydroxy cd hoat tinh bang mgt phdn ndm hogt tinh cua cilostazol.
Nang d9 trong huyét wong (duge do bm AUC) cla chat chuyén hda dehydro
va A"trans-hydroxy I3 xdp xI 41% va xdp xi 12% ndng d§ cilostazol.

Thai tri

Thii gian bdn thai cla cilostazol 13 10,5 gid.

Hai chét ﬂhuyﬁ'n hda chinh 1a dehydro-cilostazol va 4"-transhydroxy cilostazol
cd (hdi gian bdn thai wong U cilostazol.

Cilostazol duqv thai tn chl veu qua qua tnnh chuyén hda vé sau d cac
chit t:huyun hda dugc bai tiét qua nudc tidu. Con dwdng thai urtr chinh 13
nudc tidu (74%), phdn con lai duge dao thai qua phan Khung do dugce lugng
cilostazol khdng bién dai duge thai w wrang nudc tiéu, va it han 2% lidu
ding duge thai i dudi dang chat nhuven hoa dehydro- l:llusmzu! Khodng
30% liéu ding duge thdi trit qua nudc tiéu dudi dang cht [:huz.ren hoa
4-ranshydrory. Phan con lai duge théi i dudi dang chat chuyén hoa,
khdng qua 6% tang lugng thai Iru

Tinh tuyén tinh/ khong ruyen tinh

Gid trj Cmax cua cilostazol va cac chat chuven hoa l:hmh clia no tang it hon
so vaity I 1ang liéu dung Tuy nhién, gid trj AUC cla m{ustaml va cdc chal
chuyn hoa cia nd tdng xdp xl 1y Ié tang Iweng ttng cua liéu ding.

Chua cd bang chung cho thdy cilostazol gdy cdm men gan.

Uuge 1gng hoc cla cllusmzui va cac chit L’hIJ*,‘EIl hda cia no khdng bj anh
huung ddng ké bdi twdi tac hodc gidi 1inh & nhing nguii khde manh trong
ﬂi;l lum 1 50 dén B0,

s ol S




| Khang biét

| ]ﬂng nong Uy atiu ufiu, tdivy it Hail, tdiy Lo s | |

Ké1 qua xét nghigm

Tang tan suat xdy ra danh trang ngyc va phu ngoai bién da dugc hao cao khi
dung két hop cilostazol vdi cac thudc gian mach khdc gy nhip tim nhanh
phén xa nhut céc thudc chen kén calci dihydropyridin. -~
Phan (g cd hai duy nhat dan dén ngung digu trj ¢ = 3% bénh "lm" st
dyng cilostazol 4 dau dau. Cac nGuyEn nhan thuiing gap khac dan den
ngung diéu tri bao gdm danh trong.ngyc va tigu chay (ty 18 1,1% cho cd hai
trréng hop). ol
Thyc chat cilostazol cd [am tang nouy co gdy chay mdu va nguy co nay co
thé dugc ting cudng khi st dung ddng thili vdi bt ky thudc nao khdc co
cling nguy co nay. L by
Nguy cd chdy mdu ¢ trong mat cd thé cao hon & nhdng bénh nhén bj bénh
tigu dudng. . .

T4n sudt tiéu chdy va dénh tréng ngyc téng lén & nhing bdnh nhan trén

70 toi.

Théng béo cho bdc sy cac tac dung khong mong mudn gap phai
trong qua trinh su dung thudc.

Qua lidu oy |
Thang tin vé qud liéu cp tinh & ngudi con han ché. Cdc dau hiéu va trig
chitng cd thé xdy ra & dau ddu, tigu chy, nhip tim nhanh va loan nhip tim.
Banh nhén can dugc gidm st va dieu Ui hd trg. Tién hanh gy non hodc a
da day mgt cach thich hgp.

CAC DAC TiNH DUGC LY

Pac tinh duoc lue hoc

Nhém duac tri libu: Thudc chdng huyét khai, chong ket tép tiéu cau khang,
phai heparin. - '
Ma ATC: BOTA C23 (3 TN
Cac dit lidu thu dugc t¢ 9 nghién ctfu ¢d kiém sodt gid duge (duge tign-hanh
trén 1634 bénh nhan st dung cilostazol) chiing minh rang cilostazol cai
thién khd ndng gang strc dugc danh gid bdi nhiing thay doi ¢ khodng cach di
bo tuyét ddi (ACD, hodc khodng cdch di b 10i da) va khoang céch di bg ban
d4u (ICD, hodc khodng cach di bg khdng dau) sau khi thi nghiém may chay
bi. Sau diéu tri 24 tdn vdi cilostazol 100 mg ngay 2 Ian, ACD téng trung
binh 60,4 - 129,1 mét, trong khi ICD trung binh binh tang 47,3 - 93,6 mét.
Mt phan tich 1dng hop dua trén sy khac biét trung binh trén 9 nghién ctu
chi ra rdng cd si cai thién twyét ddi déng ké 13 42 m & khodng cdch di b
i da (ACD) khi dung cilostazol 100 mg ngay 2 1dn so vai gid dugc. Diéu
nay twong tng vdi mgt sy cai thign twang ddi 100% so vdi gia dugc. Hiéu
qua ndy thap hon & bénh nhan tiéu dudng so vdi nhitng ngudi khdng bj tidu
dudng. '
Cac nghién cttu trén ddng vét cho thay cilostazol cé tac dung gian mach

va diéu ndy da duoc chitng minh trong céc nghién cdu nhd trén ngudi khi
do dong mau mat cd chan bang may do bién thién stfc cang. Cilostazol cdng
(fc ché sy tang sinh té bao co tron @ chudt va 1€ bao co tron cia ngudi trong
in vitro, va ic ché phan tng phong thich tidu cdu cla yéu 18 tang tang cd
nguon gdc tiéu cdu va PF4 @ tidu cdu nqudi. At
C4c nghién citu & dng vat va ¢ ngudi (in vivo va ex vivo) cho thay.cilostazol ,
gay itc ché thuan nghich su két tap tiéu cau. Sy trc ché cd hiéu qua chdng .-

lai mdt loat céc tac nhan két tdp tiéu cdu (bao gom iing sudt mau, acid
arachidonic, collagen, ADP va adrenalin). U ngui, tac dung (rc ché kéo dai lén
dén 12 gicr, va khi ngimg diéu tri bang cilostazol, tdc dung chéng ket tap kéo
dai dén 48-96 giit ma khdng gy tang két tap phan éng. Tac dung 1rén tuan
hoan lipid mdu da dugec kiém tra & bénh nhan ding cilostazol. Sau 12 twan,

stt dung cilostazol 100 mg ngay 2 14n [am gidm wiglycerid 0,33 mmol/L {15%)
va tang HDL:cholesterol 0,10 mmol/L {10%) so vdi gia dugc:

Mgt nghién cttu giai doan IV, ngdu nhién, mu doi, cd kiem sodt gia dugc da
dugc tién hanh dé danh gid céc dnh hudng lau dai cua cilostazol, 1dp trung
vao ty I 1 vong va df an toan. Tong cng cd 1439 bénh nhén bj dau cdch
hoi va khang c6 bénh nhdn suy tim da dugc diéu tri bang cilostazal hogc

gia dugc trong thai gian kéo dai dén ba nam. VE ty & 1 vong, ti 1¢ chét
quan sét dvgc trong 36 thang theo phuang phap Kaplan-Meier vdi thii gian
nghién ctiu trung binh 18 thang 13 5,6% (khodng tin cdy 95% clia 2,8 dén
8,4%) ddi vdi cilostazol va 6,8% (khodng tin céy 95 % cua 1,9 dén 11,5%)
ﬂu;fi vdi gid dugc. Diéu trj dai han vdi cilostazol khdng lam tang mai lo ngai
vé an toan cua thudc.

Dij} tinh dugc dong hoc

Hap thu

Sau khi st dyng da liéu cilostazol 100 mg hai lan mdi ngay & nhitng bénh
n[ian mac bénh mach mau ngoai bién, trang thdi hang dinh dat dugc trong
vong 4 ngay.

Phén bd

95-__98% uil_gslazul duge gan kéu vdi protein huyét wrong, chi yéu 1a albumin.
Chat chuyén hda dehydro va 4'-trans-hydroxy gan két vdi protein huyét titang
tweng tng la 97,4% va 66%.

Chuyén hoa .

C¢c iscenzym chinh tham gia vio.qud trink chuyén héa1a cytochreme

: -155 CYF3AL, lidn theo [3 GYF201€, vt Lo 14 CYPIA? "P'ai E_la';

ciuyén hda chinh [a chét chuyén héa dehydro cd hoat tinh chdng két 13p

tifu cdu manh g&p 4-7 1n hoat tinh cla cilostazol va chat chuyén hoa
4"rans-hydroxy cd hoat tinh bang mgt phdn ndm hoat tinh cla cilostazol.
Néng da trang huyét wong (duge do bai AUC) clia chat chuyén hda dehydro
v 4"trans-hydroxy 14 x&p xI 41% va xdp i 12% ndng dd cilostazol.

Thai tri

Thai gian ban thai cia cilostazal 3 10,5 gio. _
Hai chat chuy@n hoa chinh |3 dehydro-cilostazol va 4'-ranshydroxy cilostazol
¢6 thiii gian bén thai tvong 1y cilostazol. |

Cilostazol dugc thai tr chi yéu qua qua trinh chuyén hda va sau dd cdc
chét chuyén héa duge bai tiét qua nudc tiéu. Con dudng thai i chinh 13
awidc tiu (74%), phdn con lai duge dao théi qua phdn. Khong do duge lwgng
cilostazol khéng bién ddi duge thai tr trong nudc tiéu, va it hon 2% lieu
dung dugc thai it dudi dang chét chuyén hoa dehydro-cilostazol. Khodng
30% lidu ding duge thai trir qua ndc tiéu dudi dang chét chuyén héa -
4"-1rans-hydroxy. Phén con lai dugc thai e dudi dang chit chuyén hoa,
khdng qua 5% téng lvgng thai .

Tinh tuyén tinh/khang tuyén tinh

Gia trj Cmax cla cilostazol va cdc chét chuyén hda chinh cta nd tang it hon
so vdi ty 16 tang liu dung. Tuy nhién, gid tri AUC clia cilostazol va cdc chat
chuydn hoa ctia nd tang xdp xi ty 16 téng tueng ng clia liéu ding.

Chuta cd bang chitng cho thay cilostazol gay cam men gan.

Dutgc ddng hoc cia cilostazol va cdc chét chuyén hda ctia nd khong bi anh
hugng déng ké bdi tudi tac hogc gidi tinh & nhing ngudi khoe manh trong
dg tudi tir 50 dén 80.

Suy than

( bénh nhan bj suy than nang, ty ¢ cilostazol ty do cao hon 27% va

¢4 Cmay va AUC thap hon tuang tng 13 29% va 33% so vdi nguai co chifc
nang than binh thudng. ( banh nhan suy thén ndng, gid trj Cmax va AU[I‘r,ﬁa
chat chuyén hda dehydro thdp han tvong tng 1 41% va 477 so vdi ngudi
¢6 chifc nang than binh thudng. 0 ngudi suy thén nang, id tri Lmax va AUC
clia 4%trans-hydroxy cilostazol cao han twong tng 13 173% va 209%. Khang
dutge dung thudc ndy cho bénh nhan cd thanh thai creatinin < 25 ml/phut
(xem muc Chéng chi djnh).

Suy gan , .

Khng ¢d dif liéu & nhing bénh nhén suy gan vira hoac nang va do cilostazol
duge chuyén hda manh bdi céc men gan, chdng chi dinh ding cilostazol cho
nhitng binh nhén nay (xem myc Chdng chi dinh).

Cac.d@ lidu an toan tién lam sang

Cilostazol'va mot s& chat chuyén hda cla nd cd téc dung tc ché
phosphodiesterase |1l, ngan chan giang hoa AMP vong, dan dén tang cAMP
trong m4t loat céc md bao gdm tiéu cau va cic mach mu. Cing nhu vai cac
thudc co bép tim tich cuc va gian mach khac, cilostazol gdy céc 1dn thugng
tim mach & chd. Céc tan thuang nay khdng quan sat thdy & chugt cdng

va khi va duoc coi 1a lodi cy thé. Kigm tra QTc ¢ chd va khi cho thdy khdng
cd st kéo dai sau khi ding cilostazol hodc chat chuyén hda cta nd.

Céc nghién ctu vé ddt bién cho két qua dm tinh trong nghién ciu dot

bign gen vi khudn, sira chita DNA vi khuan, dgt bién gen t€ bao dgng vét
c6 v v sai léch nhiém sac thé tly xuong chugt in vivo. Trong cdc thu
nghiém in vitro trén t€ bao budng tning chugt dong Trung Quéc, cilostazol
¢d tac dung yéu nhung lam tang déng ké tén sudt sai [éch nhiém sac the.
Khdng quan sat thay kha nang gdy ung thu trong cdc nghién citu gy ung
the kéo dai hai ndm khi cho chudt cong udng liéu |én dén

500 mg/kg/ngdy, va chudt nhat vdi lieu [én dén 1000 mg/kg/ngay.

Khi cho chudt dung thudc trong thai gian mang thai, trong ltgng thai nhi
giam. Ngoaj ra, da ghi nhan sy gia tang cdc bat thudng bén ngoai, ngi tang
va xuang cha bao thai chugt & cac mitc lidu cao. 0 mic lidu thap hon,

da quan sat thay sy chdm hda xuang. Ding thudc & cudi thai ky dan dén
tang tan sudt thai chét luu va gidm trong lugng thai nhi. Ba quan st thdy
sif tang t4n Sudt cham hoa xuong cla xudng wc @ tho.

CAC DAC TiNH CUA THUOC
Tinh tuong ky

Khong dp dung

Han dung

) o

36 théng ké
Bao quan
Bao quan ¢ dudi 30°C.
Dé xa tam tay tré em

tlf ngay san xudt

Pong goi
Vi (PVC/ PVdC/Alu) chita 14 vién nén. Hop gidy chita 2 vi hodc 4 vi cing 1
hudng dan st dyng. ' .
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