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3. Mp&nmmu\o&
M&I vién nén khdng bao ¢é chira:

e d0O Mg

T8 durgre: Tinh bt, cellulose vi tinh thé, hypcomelose, -
carmeliose calci, magnesi stearat,

4. Dang bdo ché:
Vién nén khdng bao
5. Chi dinh:

Cilostazol dugre chi dinh cdi thidn khodng cich di Iyl il da
va di 19t khong dau & bEnh nhin bi dau cach hdi & chin,
khing bi dau khi khieg vin ong vi ngudn khdng ¢b tridy
chimg V& hogi tir md ngoal vi (B8N 49ng mach nEodi v
gial doan Il theo Fontaine).

Citostazol duce chi dinh nhe Béu phap thay thE, & cic
bénh nhin ¢6 thay ¢6i 151 s8ng (bao gdm nglmg hat thusc
va tham gia chuong trinh thp luyén ¢ gidm sit) v cic
can thidp thich hop khic md khdag ci thidn duoe tridu
chimg dau cich hdi & chin,

6. Uy ding, céch ding:

Uy luong
Uu khuy¥n cd0 cla cilostazol 13 100 mg x 2 Bn/rgdy.

Chil bic si b kinh nghiém didu tri dau cich hdi & chin méd
nén ké clostazol.

B88nh nhin ding cilostazol cin tiép tuc thay 86 16 séng
(t3p luydn va ngirng hdt thulc), va can thidp duoc ly (nhu
thulic ha lipid mau vd ching kit tdp véu cdu) d& gidm
thidu nguy <o cic bin ¢d tim mach. Cllostazol khdng phil
13 héu phap thay the cho cic thudc do. XhuyEn ¢40 gldm
Ry xudng SO mg x 2 In/ngdy & cic bénh nhin ding cic
chit (e ché CYPIAS manh nhu mdt s5 macrolid, khing
ndm nhom azole, chit (rc ché protease, hodc cic thudc (¢
chi CYP2C19 manh nhu omeprazol,

Ngudn coo tudi: Khing cb yéu cu dic biét v v luong
& ngudi coo tudl, Tré em: An todn v hidu qud & tré chua
dugc cong bo.

Suy thin: Khéng cin chinh lidu & cic bénh nhin ¢6 ¢d
thanh thii creatinin > 25 mi/phat. Clostazol chdng chi
dinh & bénh nhidn ¢é dd thanh thii < 25 mi/phie.

Suy gon: Khéng cdn chinh Edu & bénh nhin c6 binh gan
nhe. Khdng <6 dir liéu v bénh nhin suy gan trung binh
dén ndng. Do clostazol chuyén hda manh bdi enzyme
gan, chéng chi dinh ding & bénh nhin suy gan trung binh
dén ning.

Coch ding

Cin thin trong khi dling ddng thai clostazol vii mdt
:chum&mmmw&mzcmmm
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nhin ndo gly gidm huy®t dp do khi ndng gdy ha huyét 3p
kém nhip nhanh phin x3.

Can thin trong khi ding clostazol vl cic thc nhin G ché
kit thp tiéu cdu khic, Tham khdo phdn Turong tic thudc.

Chi sir dung cHostazol & shimg bieh ahdn d3 thue hida A
bin phip thay 451 15 séng (luyén thp, dn ulng ditu 40 vd
mmmim&ma.wm :

Khdng s dung cho ahimg binh nhdn B loan kg +.
nghidm trong (nhip tien ahanb, r8i logn nhip), dau thit
ngvc khdng 8n dinh, ¢b can dau tim, béah nhin di phiu
thudt bic cdu déng mach vanh hodc binh nhin dang sir
dung tir hai thudc ching ddag mdu hodc thudc chdng kit
tho tiéu Qv trd Ken nhu aspirin va clopidogrel.

9. Sir dyng thudc cho phy nlr ¢é thai va cho con ba:

Phy ni ¢o thai: Khdng <6 80 A Iidu v sir dung cilostazol
trén phy n& 6 thai. Cc nghién clu trén ddng vit dicho
thily ddc tinh trén sinh sdn. Omwmcoummm.,,
Khdng nén ding thuSc khi dang mang thal.

Dong nudi con bu: DI ¢b bio cio W cllostazol tiét vio sira
trong ci¢ nghién clru trén ddng vit. Sur bai tiét cllostazol
& ngud chra 18, Do tic & 9ng nguy hidm trén tré so sinh
ba me, khdng khuyén cio sir dung thudc khi dang nudi
wonbi. ' :
10. Anh hudng cia thudc 1én khi ning 14l xe, vin hinh
miy méc:

Cilostazol ¢6 thé gy chong mit, cin cdah bio bénh nhin
mwmwmqn»mmmm
11, Turong tic, tuong ky cda thude:

Chéit vc ché k€t thp péu cdu: Cilostazol 13 chit (¢ chi POE
W (phosphodiestecase M) ¢d tac dyng (¢ ché ks tip tiéu
cu. Trong mdt nghidn clru trén ngudd khéde manh, ddng
cilostazol 150 mg x 2 3a/ngdy trong vOng S ngdy khing
thiy ¢6 kéo dii they gian chiy miu. Aspirin: Ding ddog
thid cilostazo! va aspirin trong thid glan ngdn (S 4 ngdy)
cho thiy tic dyng uc ché kit thp tiéu cdu do ADP ex vivo
ting 23 ~ 25% 50 v chi dlng aspirin,

Khong & xu hudng (8 rang 40 vl U ¢ chiy mducao
hon & bénh nhin ding cilostazol cimg aspiria so voi Bénh
nhidn ding gid duge va Iidu aspirin tuomg duong.

Clopidogre! v cdc thudc chdng két tdp tidu cdu khic:
Ding ddng thid cilostazol va clopidogrel khdng dnh budng
¢én 38 luong Béu cdu, thdi gian prothrombin (PTT) hay
thdd glan theomboplastin ting phin hoat héa (aPTT). Tht
G ngurdn tinh pguyin khoe manh trong nghidn <ru ¢6
ko ci thar gian chiy madu khi chi ding clopidogrel va khi
ding ddng thoi véi clostazol khong gdy tic ddog dang ké
trén thixi gian chiy mdu. Cin thin trong khi ding ddeg
thdi cllostazol wii woi ¢ic thulc gy (¢ ché kit tip tifu
3. Chn cdn nhde theo ddi dinh ky thad glan chiy miu,
D3c bift chd ¥ 51 Wi binh nhin dang cing nhidu bidn
phdp chéng kit tip véu cdu.

Coc thude ching dbng dudng ubng gibng wofarin: Tiong
mdt nghiln ciru Im sing dirg ity dom, khdng thiy (¢
ché sy chuyfn hda wafarin hay tic ddng trén cic théng
s& dong mau (PT, aPTT, thid glan chiy m$u). Tuy nhidén,
<3n thin trong & bEnh nhdn dung ¢ cllostazol v cic tic
nhdn chéng ddng khic, ¥a yéu cdu theo doi thudng xuyén
nguy o chdy mdu. Cic chdt e ché Cytocheome P-450
(CYP): Cilostazol bj chuyén héa manh bdi cic enryme CYP,
cu thé 13 CYP3A4 va CYP2C19 va it hom 3 CYPIA2. Chit
(hwénho:.dehyd'o chdt ¢d hoat Iyre (re ché kit tip tidu
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&0 ung thudc trude khi 3n sdng hodc 18 30 phit hodc

httpﬂlwas COMPhu6< ciing vé thire 3n &5 cho thiy

13 ting ndng dd dinh trong huydt twong (Cmax), ¢é thé
din tdf ting ti I cdc bifn <6 ngodl v.

7. Chdng chi dinh:

M3n cimn @3 bidt voi cilostazol hodc bit ky thanh phin
N30 clia thude. Suy thin ndng: & thanh thii creatinin
<25 mif phie.

Suy gan trung binh dén njng.
Suy tim sung huyét. C6 thai.

Bénh nhin ¢6 khuynh hudng chiy mau (v dy loét dj diy
td trdng hoat ddng, ot quy xudt huydt gin ddy (trong
vong 6 thing), binh wing mac dil thio dudng ting sinh,
<20 huy€t dp kifm sodt kém).

Bénh nhdn ¢ tién 517 bi nhip nhanh thik, rung thit hodc nhip
phit ngodi Vi da § & thm thie, cb hode khving duoc didu tr
tridt 8€, v nhimg bénh nhin c6 kholng QT kko dai.

B&nh nhin ¢6 ti¥n s loan nhip nhanh.

B&nh nhin didu tr] ddag thl voi tir hal thudc chéng dong
hodc chéng kit thp téu cu trdr Ien (nhw acetyisalicylc
acid, clopidogre!, heparin, warfarin, acenocuomarnol,
dabigatran, rivarcxaban or apbaban).

B&nh nhin dau thit ngyc khdng & din) nhdi méy o tim
hodc can thidp mach vanh trong wong € thing.

8. Cinh bio va thin trong khi ding thuéc:

Cin xem xit cin thin sy thich hop cla vide didy ti bing
cilostazol cling vii cic Bidn phip didu tri khic nhu téi
phdn phdi mach.

Dyra trén co chi tic dyng cia thubk, cilostarol ¢co thé
gdy 10an nhip tim, nhip nhanh, loan nhip nhanh v3/hodc
ha huydt 3p. Tang nhip tim do cilostazol 13 khodng S = 7
nhip/phit; & cic bénh nhin €O nguy Couco thd gdn 1ol
dau thit ngye.

Nhirng bénh nhdn c6 thé ting nguy <o cic bin <& ngodi
¥ trén tim do ting ahip tim, vi dy binh nhdn bénh mach
vanh &n dinh, cin dugc theo ddi cin thin trong qud trinh
didu tri voi cilostazol, khi dung cilostazol & béah nhin dau
thit ngyc khong 8n dinh, hodc nhdi miu cor timfcan thidgp
mach vanh trong vong 6 thing, hodc ¢d tidn s kan nhip
MWMNM:Ndnhs&dmcw.

Cin thin trong khi ké cilostazol & binh nhin ¢ v thit
hodc nhi v binh nhin rung nhi hodc codng dong nhil.

Cn khuyén cdo bénh nhin thdng bo néu ¢d chiy mau
hodc d& b bIm tim trong khi didu tri. Trong trudmg hop
chdy mau wing mc, cin ngung didu tri vl clostazol,
Tham khao phin Chng chi dinh va Tuong tic thudc.

Do 43¢ tinh (¢ ché kit thp tifu Sy, nén A ting nguy cor
chiy miu khi phlu thudt (530 gdm ci cic can thidp nhd
nher nhd rang). N&u Bk nhin 583 h3nh mde pSiu thult
khdng bz budc va tic dung chdng kit thp tidu cJu 13 khdng
c3n thift, nén ngimg thulc S nglly trude phiu thude.

Hifm hodc rit hiém ¢6 cic bio cao vi bl thudmg W
huyt hoc bao gdm giden tiéu cdu, gidm bych cu, mit
bach cu hat, gldm huypét v, va thifu miu bt sin. Hiu
hét cic binh nhin hdi phyc sau khi ngung thudc. Tuy
nhidn, mdt s8 trudng hop gidm huyt chu va thidu méu
b‘:s&ncéth&dbwiwm

530 €80 V& chiyy mdu v 8 bim tim, bénh nhin cln
MW&O’W&@%&W(MM&N
din t&i phit hin sém cia r8i loan tao mu nher 562 va dau
hong. Nén tién hinh xét nghiém cong thirc miu néu phit
hidn nhiém khudn hodc <o tridu chimg 1am sang W rSi
loan 130 mdu. Cin ngung thulc ngay néu <6 tridu chimg
im sing hodc cdn im sdng w2 bt thudmg V& buydt hoc.

Nav uﬂvﬁ =N UONMMMOULLAWW VT UL TR yene s e
y&u 13 nhé& CYP3AL. Chiit chuyfn hda &' -trans-hydroxy ¢O
hoat lye bing 1/5 cliostazol Rinh chi yéu nhér CYP2C15.
Do d6, cic thubc gy (e ché CYP3A4 (vi dy, cic macrolid,
azol, khang ndm, ¢ ¢ché protease) hay CYP2C19 (nbu cic
thudc (¢ ché bom proton - PPIs) m ting duoe e hoc
twong (mg 32 v 42% vi ¢6 thé ting cudmg ¢ic tic dyng
khang mong mudn cla cilostazol. Cin xem xét gidm ity
cllostazol xubog SO mg x an/nﬁyanuq'l&n‘gm
timg ¢i thé vd dip g dung NIp. v

Ding cllostazol 100 mg vao ngdy thir 7. ding erytheomycn
500 mg (chit (¢ ¢hé trung binh CYP3AS) x 3 Bn/ngly
din téd ting AUC cia cllostazol 74%, cing voi gidm 24%
AUC clia chit chuyén héa debydro nhang AUC cha ¢da
4"-trans-hydroxy cOng ting ding kE.

Ding ddng thod 1 1Ry ketoconazol (chit e ché manh
CYP3AL) vi cilostazol 100 mg din 1é ting AUC cia
cllostazol 117%, cing woi gidm AUC cia chit chuyfa hoa, -
ehydro 15% va ting AUC ca chit chuyén héa 4'-trans-
hydroxy 87%, din téd t8ng hoat e mszssovmm
cilostazol don ddc.

Ding cilostazol 100 mg x 2 Bn/ngly cing Wi diltiazem
180 mg x 1 Bn/ngly (chit Uc chE CYP3AL) din téi AUC
<l cllostazol 44%. Ding d3ng that khing dnh hudmg sinh
khi dung

<Ua chit chuyén hoa dehydro nhung AUC cia chit chuyén

héda 4'-trans-ydroxy ting 40%. U céc bénh nhin trong

cktWMMﬁuMdbqu«dﬂbm~. ‘
cho thiy m ting AUC cia dllostazol ssx

Ding u don clostarol 100 mg v 240 mi nudc ép qud
budr chim (e ché CYP3AA trong rudt) khéng dnh hudmg
déng bé d&n dugc ddng hoc cha clostarol,

DUng BEu dom cilostarol 100 mg vao ngdy thir 7 ding
omeprazol (chdt dc ché CYP2C19) 1 n/ngdy hm ting
AUC i cllostazol 26%, dong thid AUC cda chit chuyén
hoa dehydro ting 69% vi AUC ¢ Ua chit chuyén héa
4"-trans-hydroxy gidm 31%, dln 141 téng hoat Iy ting
42% 50 VI ding cilostazol don déc.

Co chét Cytochrome P-450: Clostazol cho thiy lam AUC
cUa lovastatin (co chiit nhay cdm 38i voi CYP3AL) v)
acid B-hydroxy cia thude ting 70%. Cn thin trong khi
dung cilostazol ddng thil vol <o chit CYP3A4 6 khoing
didu tr) hep (vi dy cisaprid, halofantrin, pimozid, ddn
xudt ndm cva gh). Cin thin trong trong trudmg hop
ding ddng thdi wii simvastatin. Chlt cdm ing enzyme
Cytochrome P-450: Thc ddng cia cla cic chit gy cdm
ung CYPIAS va CYP2C19 (nhu carbamazepin, phenytoin,
rifampicin v St John's wort) trén duoc ddng hoc ca
cilostardl chua duoc dinh gid. Trén Iy thuyét, tic dyung
chéng két thp tEu Au ¢6 thE bi thay 6i vd c3n theo d&i
mnmewmmwummmmm
cdm Ung CYP3AL v CYP2C19. : -

Trong chc nghién cdru lim shng, hat thude (gdy cdm
(ng CYP1A2) ldm ting n dng 4 cilostazol trong buyft
tuong 18%.

12. Tic dung khéng mong mudn cUa thusc:

Phin (g ngoai ¥ hay gd3p nhit trong cic thir nghiém 13m
sdng 13 dau diu (> 30%), tiéu chiy va bit thudng phina
(>'15%). NhIng phin Ing ndy thudng nhe dén trung Bink
va 341 khi gidm bat Khi gidm 1Ra,

+ Cac phaa Ung NgOdi y 43 B30 €30 10N LI nghubn cru
13m sdeg va trong khi leu hanh trén thi trudmg bao gdm
trong bing bén dudl.

Tan 38 gdp duge dinh nghta: et hay g¥p (2 1/10), hay gdp
(2 1/100 - < 1/10), it gdp (2 1/1000 - < 1/100), hi€m gip
{2 1/10000 - < /1000), rit hiém gdp (< 1/10000), khong rd
(khdag woc tinh duoe tir cie ol Iéu ¢b sin).
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ST ha hat, mit bach SSu Rt
gidm bach v, thifu miu
: bt sin
RSiloan hé |ftglp Phin (mg dj (mg
midn dich
RS loan dinh |Hay g0 Phi (ngoy! bidn, m¥t)
cudng va kg Tang glucose miu, 84 —1
chuyén hoa thao dudng type il |
|Khong rd - |Chdn 3n l
RS fogn tim | it g3p Lo du
U A REAN A8 sBoA#{L - Asdm a5t of . ac ¢
RSllognhé¢ RSthaygso |Oauddu
thinkinh [Haygsp | Chdng mat
Mp m » y
Khdng rd Lide, giden xic gide
RS loan mit [Khdngrd | Vit kift mac
RSl loan tal | Xhdng rd 0w
v tai trong |
RS: loan tien | Hay gip Trlog ngve, tim phanh,
1 AN & L e G 1 bﬂl lh“. é
itgdp. Nhai méu cotim, rung !
nhi, suy tim sung huyét,
tim nhanh trén thit, nhip 4
- nhanh thit, ngit
- RS! loan It gdp Xut huyét & mie, chiy
mach ; mau cam, xudt huyde tidu
Tra e ] héa, xult huyét khéng xic
e dinh, ha huyét 3p tu thE
. Khdog 13 Nong bimg mie, ting
huyét dp, hy huyét Sp,
xudt huyét n3o, xudt huyée
phi, xult huyé: co, xult
huyét dudng ho hip, xudt
huyt dudi da
RSiloan hd  |Hay gip Viem mii, viém hong
hip, ngvevd |kgip Kho thd, viém ph8i. ho
trungthit  [Chuabidét | Viém phéi ki '
RSiloan tidy RSt hay gdp Tidu chiy, blt thudng
m\v ) > PO m \ ; ;
Hay gdp Budn nén vl nda, khé tidy,
1d}Lha- dav bung
Khdog 0 | Vidém dg diy
RS logn gan . | Khdog O 1Viém gan, bt thudng
mit chuc ndng gan, vang da
R&ilognda |Haypip Phitban, ngora
viclutric [Xhéngrd | Cham, phit ban da, hot
dudi da ching Steven-Johnson,
: ’ o B0l tir thuong bl nhilm
a4¢, nSl md day
RSilognco |Rgip Dau nhire cor '
xwong, md ?
én kit va
| XUONE
RSi loan thia | Hiém g3p Suy thin
va it nidu  |Khong 18 D4l ra mu, 45l rde
R&I loan 1odn | Hay gp Dau ngye, suy nhuoc
thinvd tai - |k gip |On laoh
vitrhging | xhéng o S61, khé &, dau
thudc '
Xét nghiém | Khong rd Ting acid uric, ting ure
| mau, ting creatinin mdu

Sur gia ting v t 14 gdp tim dip nhank vA phi ngoai bidn
quan st thiy khi ding cilostarol phdi hop vii céc thube
tim mach khic gy phin xa nhip tim nhanh nhu céc
dihydropyridin chen kénh calel.

Tinh tuyén tinh/khdog tuyéntioh - = ..

Cmax cla cilostazol va chit chuyén héa bude diu ting it
hon ti i ting K ding. Tuy nhidn, AUC cda cilostazol va
chit chuyén héa ting xdp xi ti I voi lidu clng.

mdmmﬂwmdmw

Duue dag hoC oS ISl v W mngbr"—"
dnh hudmg rd rft b tudi tic va gidi tinh & nhimg ngudr
mmwso 80!06! 3 _

owmumun@ ohlncuoauol wdocaohom
27% va ¢b Cmax v AUC d@u thilp hon tuong (mg 29% va
39% 50 woi ngudi €6 chirc ning thin binh thudmg. Cmax
v3 AUC cia chit chuyéin héa dehydro thip hon twong
Ung 21% V3 47% & ngudr suy thin ndng so wii ngudi ¢6
¢hirc ndng thin binh thudmg. Cmax va AUC ¢l 4" trans-
hydeoxy clostazol cao hon 17 n .
sthannhd'}:I w _—
thanh thii creatinin < 25 mi/ phit. Khdog c6 i b trén
bénh ahdn suy gan trung binh dén ndng va do cilostazol b
chuyén héa manh bdt enzym gan, mmmnﬁu&
& nhing béoh nhin ndy. :

16. Quy cich déng poi:
HOP 3, 6, 12 vi x 10 vién nén khdng bao.

n.oaounwmmmmmu:m
cla thude: SN AT
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- B30 quin: Blo quin gnhift 8o dusi 30°C. 1

- Hyn ding: 36 thing kif tir nglry sin xust. o
- Tibu chulin chit lwgng: Tidu chulin co s& :::::
18. Tén, dja chi cia cor s& sdn xult thosc: =
ADAMED PHARMA SA.

ul. Marszalia ). Pilsudsiiego 5, 95-200 Pabiance, Poland

Ngdy cop nhdp & hudng ddn sir dung thudc: 24/09/2019
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