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Cilostazol

Doc kj hidng din s¢ dyng trurdc ki ding. Néy cin thém thing tin
xin hot § hign cda bic sy

Thude ndy chi ding theo s ké don cia bic 57

THANH PHAN

Hoat chi1: Mdi vién nén chira 50 mg hodc 100 o ciloslazol.

Ta duwe: Cellulose vi tiah thé, unh bt ngd. caler carmellose,

hypromeliose 2310, magnesi stearal.

DANG BAD CHE cUA THUGE

Vién nén.

M ta:

Vién nén Noclaud 58 my: vién nén bnh wan, phang. td gd vl nghigng.
méu tring hogc gén nhu wding. dudng kinh khoang 6.0 mm. Mét mit cd chy
E cich digu, m3t con lai ca md 601,

Vign nén Noclaud 100 mg: vién nén hinh 1rn, phing. cd gd val nghiéng,
mau tréng hodc gdn nhur 1r3ng, dugng kinh khodng 8.0 mm. M3t mat cd chi
E cach digu, mat con Iai ¢o m3 60Z.

CAC DAC TiNH LAM SANG

Chi dinh digu trj

Cilostazol dugc chi dinh ¢é cdi thign khodng vach d bg 161 da va khing
dau & bénh nhdn mc ching dau cach héi ma khing dau lic nghi va khang
co hulai; 16 chic ngog1 bién (bgnh ddng mach ngoar bign Fontaine giai
doan i),

Cilostazo! 13 tya chon 1hif has cho nhing bénh nhin da th hién thay do)
g1 36ng {bao gdm ngirag hut 1hude va loyén tap diéu d4) va cde hizn phap
can thigp thich hgp khdc nhung van khing céi thign cac wiéu ching dau
cath hii,

Ligu ding va cich ding

Lidu ding

Lifu khuyén cdo cilostazol 13 100 mg ngdy 2 Van.

Cilostazol cdn dugc st dyng bdi bac s§ c6 kinh nghigm wrorg diéu urk bénh
dau cach hoi [xem myc Canh bio va thdn tronq).

Céc bac si phai ddnh gid [3i tinh 1rang bénh nhdn sau 3 thing diéu tn dé
ngung cilostazal néu khdng dat duye higu qua deb trj hode cac gy ching
khing dugc cdi thién, _
Bénh nhén duac diéu 1y bing cilestazal cdn tiép tyc thue én thay it idi
s6ng {nging het thudc v luyén tép) vA sg dyng cdc thufc khde |‘nh_u ha
lipid mau va chdng két tip 1iéu cdu) dé l3m gidm nguy co beén ¢d tim mach.
Cilostzzal khing thay 1hé dirge cho cac tj ligu ndy.

N&n gidm liéu xudng 50 mg ngdy 2 13n & hitng bénh han dang dung edc
thuéc de ché manh CYP3A4, nhy mdt sd macralid, cac thutc khdng nam
nham arol, cac ¢hdl Ue ché protease, hodc (hudc tc ché manh cyp2019
nhy omeprazal {xem mue Canh baa va thin tgng va myc Tuang L3e vl cac
thyfic khde vi cdc dang tvong téc khac).

Nqudi gia i

Khéng cd yéu cdu dac biét vé ligu ding cho nguti gia.

Tré em _

D4 an toan va higu qud cda cilostazal & 1é em chua dugc nghién cau.
Bénk nhdn suy thin ;

Khdng can diéu chinh lidu cha bénh nhan co 1hanh thar '
creatinin > 25 ml/ phit. Chéng chi dinh dong cilestazel cho bénh shan

td thanh thdi creatinin < 2% mi/phit,

Bénh nhin suy gan Y
Khiing cén diéu chinh liu cho bénh nhin suy gan nhe. Chua cd di figu

vé viée dung thudc cho bénh nhin suy gan ndng hogc vira- Do cilostazol
duge chuyén haa manh bér céc men gan nén khdng ding thudc cha bénh
nhén suy gan nang hodc via.

Cdch ding 1

Nén dung cilostazol 30 phot tvre Khi dn sang va an 1di. S dung cilosiazol
cing v thifc dn |3m 1anq ndng dg dinh trong mau {Cmax) cud tilostaznl,
co the gay 1dng tdn sual xdy ra cdc 14c dyng khing mong mudn.

Chéng chi dinh )

= M&n cam vi cilostazol hode b3t ky thanh phan nao coa thuft

s Suy thén ndng: thanh thai crearinin % 25 ml/phit

« Suy gan ngng hode vira

+ Suy tim sung huyét

» Phy nd co thai o

» Binh nhdn cd khuynh hudng ¢ chiy mau (nhu loet dg ddy uén tnén, ma)
by xugt buy8tnda [irong vang B théng), bénh ving mac ting sinh do dan
th4o duirmg. téng huyét dp khdng duye kiém sodt1d1). )

« Bénh nhdn cd en sit nhip phanh hL, rung thél, ngugi tam th thal da
§ co hay khéing dugc difu trj thich hp, bnh nhin co khoang OT¢ kéa ddi

» Bénh nhdn cd 1ién s G logn nhip nhanh nghiém ang e 4

» Bénh nhan dang sif dyng ding thei 1t hat thudc ching dong mau hoge
chdng két tap tigu cdu i én (ahy acid acetylsahieyic. clopidogrel,
hepatin. warfarin, acenotoumarch, dabigatian, rivarorabian hojc
apiz.LTn) ’ : ~

o Egnleaon cay th31 nage S i dynt OO CTeing 2 6 gn
thiép m3ch vanh tiong vang b théng gdn day.

rinh han va thin ronn

nttps://vnras.com/drug/

Ea[a thén trgng khu dang dhing thdn elostal v bdt ky hugc nag khdc ra
khid ndng Kyin giim huyér 3p do ed ki ndng rdy ra hy kuy€1 p chng hudng
th nhip nim ahanh phin xg jxem myc fc fyng khing mang nudn) '
Can thin Irang ki ding déng sha vér B3t ky thudc nan khde cd 1c tyng
iFe ehé il tap ticu cdu fxem muc Chiag chi dinh vd mue Tung rdc wih cac
thuie khdc va cdc dany wang (3¢ khic)

Tuwnp tdc vifi céc thude khic va cic dang tvdng tac khic

Cic thust v ehé Kéi (p tidu cdu

Closiazol 13 mbt ehdt e ché POE 1 g 3dc dyng tic ché du cdu. Trang mér
nghién cdu 1dm sang & nquin inh nguyén khde manh, dung clostazol vr
l1éu 150 mg ngdy 2 13n tang 5 ngay khing gdy kéo dai thi gian chéy miu
Acid acelylsalicyfic (ASA)

Sit dyng déng thin ASA va cilostazol ngan han {< 4 ngay) ex vive dm tang
23-25% tac dyng e ché két tip ueu cdu do ADP ki sa sénh var si dung
ASA don dic.

Khong ¢ xu hugng 16 rang vé s tang 1dn sudt xdy ra 13c dyng phy sudt
huy€! 0 binh nhan sif dung ddny thd cilosiazol va ASA so v bénh nhin
dung gid duge va idu Wang duong ASA.

Llapidogrel vi cdc thudc ching hét t3p tisw civ khdc

Str dyng ding 1hdi clostazal va clopidogrel khing c6 bl ki dah hudng dén
56 lugng ndy cdu, thai gian prothiombin {PT| hodc thii gian ihramboplastin
Iimg phdn haat hda (aPTT). Trong nghién cidu ndy, 13t ca shing nquir khoe
manh t6 thii gian chdy mau kéo dar ktu dong clopidogrel dan ddic va ddng
thift vait cilostazol khéng lam tang dang ké thin gian chay mav. C3n thin
tegng khi s dyng ddng thin olastazal vt bét ki thude ndo cd tic dyng

e ché ké1 13p lidu cdu. Can xom 1ét thea dov 1hd1 gran chay mdu sau méi
khadng thii gian diéu 1j. Cilostazol chdng chi dinh & nhing bénh nhn dang
su dyng déng thé1 11 hai thugic ching dang mau/ chéng ket tap néu cdu o
i&n [xem muc Ching chi dinh}. Trong th nghigm CASTLE, ¢6 sy gia tdng ty
I8 xudl huyét kin st dyng ddng thai clopidogrel, ASA vi cilostazol,

Cic thudt ching déng mdu dang udng ahy warlarin

Trong mdt nghién ciu fam sang vdi iéu duy nhit, khing quan sat thay sy
it ¢hé chuyen hda warfanin hodc Anh huing dén cacihdng s8 ding mau
{PT. aPTT, thin gian chdy mau). Tuy nhién. can thin rong & bénh nhin st
dyng ddng thii cilostazol va bdt ky thudic chdng ding maw ndo, céa thea dai
thugng ruyén d2 gidm nguy co chiy may,

Cilostazol ehdng chi dinh ¢ ahdng bénh nhdn dang su dynq ddng the ti

hai thudc chéng ding maw/ chdng k&t rap 1igu cdu 1rd 1én {rem muc Chdng
chi gynh}

Cic thudt e ché enzym cytochrame P-450 {CYP)

Cilostazol duge chuyén hda mgnh bdi cdc entym EYP ¢3¢ bie1 13 CYPIAS

va CYPZE19 va it hon 13 CYPYAZ. Chét chuyén hoa dehydro, cd 1d¢ dung

e ché két thp tiéw cdu manh gap 4-7 130 so vdr cilostatol dyge tao thinh
chi yéu bin CYP3A4. Chit chuyén héa 4° twans hydroxy, ¢ 1ac dyng duge 1§
bidng mt phin ndm cda cilostazal. duge 130 thanh chi yéu b CYPZC19. Do
do. céc thudc vc ché CYPIA4 {thang han mél sé macrolid. cdc thude khang
nam nhém azol, cac chdt b¢ ché potease) hojc CYPZC19 {nhy thude e ché
bom proton - PRIs) [am 1éng hoat tinh dyge Iy v3 ¢ hé ting cedng téc dung
khonmg meng mudn ciia cilosrazol. Do dd. bénk nhin daog ddng thar cdc
thudc tic chi CYPIA4 hodc CYP2C19 manh nén ding héu 50 mg ngay 2 1dn
{xem myc Liéu ding va cach ding).

Str dyng eilostazof ydi erythromycin {mg1 chil gc ché CYP3AS) 1dm ting
AUC cua cilostazol 72%, kém theo 1dng 6% AUC cia chit chuyén hda
dehydro va tang 119% AUC cia chil chuyén haa 4'trans hydroxy, Dya nén
AUE, hogt 1inh duge Iy tdng thé cita cilostazol 1dng 34% kht ding ddng thai
vt exythromycin. Oya tréa ahdng di lifu nay, liéw khuyen cdo cua cilgstaze!
la 50 mg ngdy 2 1dn khi ding ddng thin vdi erythromyoin va thude teng i
{nhe clarithromycin).

Dung ddng 1hai ketoconazol (méi chdt i ché CYPIA4} vai cilostazo! [am
1ing 117% AUC cua cilustazal, kom theo gigm 15% AUC cda chdt chuyén hda
dehydra va 1dng 87% AUC cua chit chuyén haa 4" -trans hydroxy. Dya rrén
MIC, hoat tinh duge 1§ 16ng th cia cilustazol ting 35% khi ding ddng thdi
viii ketoconazol. Dya wén nhing d3 lidu ndy, héu khuyén cdo cda cilostazol
13 50 mq ngay 2 I4n khi ding déng thi vii ketoconazol ¥a cic thudc wong
1/ {Rhu itvacanazol). ) -

Dung cilostazol vai diltiazem (méi chat irc ché yéu CYP3AA) 1im tang AUC
tila cilosiazol 44% kém theo 1ang 4% ALIC caa chit chuyén hda dehydra

¥4 ting 43% AUC cba chdl chuyen hoa 4 -trans hydiexy. Gyd trén A_UC

hoat tinh duigc Iy 16ng hé cua wilostazol 1ang "% khe dang ddng thatvd
diltiazent. Dya trén ahing diF ligu nay, khing can theét phac diu chiah héu
Dung mt hiéu duy nhdt 100 my cilostazol vai 240 mi audc ép budi (cht e
thi CYP3AA & 1ugt] khdng gdy finh tudng ding ke ve duye dang hoc tua
tilostazol. Oya Irén nhitng d ligu ny. khing cén pht iéu chink iy, Anh
huting [3m sang cia cilostazol vdn cd the xdy 12 khh Wdng rgag ade ep
buai nhiéu han. . y 1% .
S dyng cilostazal véi omeprazol {mgt chiat ue ché CYPZCI3) 1am tang ALL
coa tilostazal 22%, kém theo lé.n_g BA% ALC ciia chil chuyen hoa dehydro
vi giam 36% AUC edia cht chuydn haa 4" pans hylsasy. Dya rén AUC,

hoat tinh dugc ty rdng he cia cilosiazat ting 47°% ki dung dng thal voi
ameprazol, Diya uén ahdng 0 iu nay, iéu khuyén caa coa alostazol I3

50 my ngdy 2 (3 khi ding ddng thi vdi omeprazol.

Cic chat nén entym cytochrome P450

Cilosiazol lam 1ang 70% AUC cda lovastaun {clidt nén nhay cam cho
CYPIA) vh aeid 3 hydroxy cda nd. . A P
G40 shan wan kNi sq dyng déng thgi cilesiaral vor cac chis nén LYrgnd o
Kiltda | cibu 11 hep [vi dy eisapnd, hatolaninn, pmozid. dan auat rrnlam wnaua
ga). Can th3n 11ang ki diing ddng 1hai vés cde Lhede staun duqe chuyen B
b CYP3A4 nht simvasiatin, atorvasiatin, lovastain.

Fie a0 cdmr 0o anzvm evigehrome P350
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Benh nhqn duqc digy tn _hang cilostazal cin i€ e hyg hign thay dt 16i
sting [ngling it thudc va luyn t3p) vA i dyng cde thyge Khac (nhi by
lipid mu va chang két 1dp tiéu cdul & 1m giam nguy cq bign c6 tim mach.
Cilostazol khing thay thé duye cho cac uj igw nay,

Nen giam liéy sudng 50 mg ngay 2 1dn & nhitng bénh nhsy dang ding cac
thudic wc che mgnh CYPIAA, nhir mé1 s6 macsalid, cac thyde khang nam
nhdm azol, cdc chdtve ché proiease, hode thyde e chd mgnh CYPZCIS
nhu omeprazol {zem myc Canh bao va thin rang vé mye Tuang 1dc vii cac
thudc khic vd céc dang twong 1dc khdc).

Nyudni gid

Khing ¢d yéu cdu dac biét vé lidu diing cho agudi né.

Tré em

86 an loan vg higu qud cua cilostazal & wd em chua duyc aghién egu.
Bents nhan say thin

Khdng can digu chinh lidu cho hinh nhin o thanh i

creatinin = 25 mi/ phit, Chdng chl dinh dang citostazol cho bigah nhan

cd thanh thai creatinin < 25 ml/phiil.

Bénh nhin suy gan

khiing tan théu chinh héu cha bénh nhan suy gan ahg. Chyg ed 62 lig

¥& vigc ding thudc cho benh ahdn suy gan n§ng hodc vira, Oo cilkostazal
dugc chuyén hoa manh bur cic men gan nén khing dang thude cho bénh
nhin suy gan ning hogc vita,

Cich ding

Nén dung ciloslazo! 30 phir uvde khi n sdog va an 161, 5S¢ dung cilosiazo)
cung vifi thic &n [am L1ang nang 4§ dinh uang mau {Cmgx) cda cilostazol,
co the gay Lang 1an sl xdy ra cac t3c dung khéng mong mudn,

Chdng chi dinh

* Mdn cdm vii eifastazol hodc b ky thanh phin nan eia thuic

+ Suy thin ngng: thanh thai creatinin < 26 ml/phat

= Suy gan ndng hodc via

* Suy tim sung huyél

* Phuy nd cd tha

+ Bénb nhan cd khuynh hudng dé chiy mau (nhu foét da day ién mign, mai
bi xudt buyE1 ndo (irong vang B thing), bénh ving mac ting sinh do dai
théo dufing, 1ing huyst 4p khdng dugc kiem sodt 161,

= Bénh nhan cd 1ién s nhip nhanh thit, rung 1h&. ngoai tam thu thi) da
0 8 hay khing due diéu tr thich hgp, bénh nhdn c6 khoang OTg kin dai

» Bénh nhdn cd tién s rdi Inan nhip nhank nghiém trgng.

+ Bénh nhin dang st dung dgng thai i hai thudc ching dang méu hode
ching ket 1dp tiu cdu i Ign {nhu acid acetylsalicylic, clopidogrel,
heparin, warfarin, acengtoumarel, dabigatran, rivaroxaban hoge
apixatan}

» Beénh nhdn dau thé1 ngye khang an dinh, nhdi mau cu tim hoje da can
thiép mach vanh trong ving § 1hang gan diy,

Canh bio va than trong

Chi sif dung cilostazot & nhing bénh nhan 83 thie hign bign phip 1hay doi
i sGng [luydn tp, &n uding difu dg va nging hit thudc) nhurng vén khing
¢4l thign bénh.

S phi hep clia vige didu uj bang cilostazal cin due xem =61 mg1 cdch can
thin cing vii cic lya chon didu 1] khdc nhy 18i phin b mach.

Dua 1rén cg ché téc dyng, cilostazot ¢6 thé gdy nhip tim nhanh, dénh 1rong
nguc, logn ahip nhanh vd/Rodc tut huyét ap. Sy gia 18ng nhip um do ding
cilostazol 13 khogng 5-7 ahip/phot; & phitng bnh nhan ed nguy ca, anh
hidng nay cd the ndy ra con daw thdl ngye. -

Bénh nhin co nguy ¢v cao xay ra cac 1dc dyng phy n‘ghu'!m 1rong da ting
nhip im, nhﬁng han hénh nhan co bénh mach vinh an dinh, eén duge theg
d3i chit ché wrong khi giéu 1 vdi cilastazol. Endng chi dinh ddng cilostazal
cho benk ohin dau that ngye khing dn dinh, hedc ahdi mau ¢o tim/ can
thiép mach vanh rang vang B thang gin déy, hodc cd nén si 18gn nhip
nhanh nghiém trang |xem myc Chdng chl dinh). j1rem)
Can than wrong khi sur dyng cilostazal cha bénh nhdn chuyen vj lam nhi hode
tAm 1ha1 va bénh nhan rung hodc cudng phi. . . .
Khang st dung cilostaznl cho ahifng hénh nhﬁn idi lozn "hiP um “ghl_ﬁm
1gng {nhip tim nhanh, 16i lagn ahip}, dau that nguc khang én diab, cd ton
dau tim. bénh nhan 0 phau thudt béc cdu dgng mach vanh.

Binh ahin cdn duge cank bic dé baa cao bat kj ddu hidu chay mdu hode
d# bj dm tim weng khi didu . Trong trudng hop chdy mau ving mae, edn
ngumg st dung cilostazol. Xem myc Ching chl dinh vi myc Twang téc vai
ca 1hudt khdc vé cac dang twong tAc khdz d8 it thém thing tin vé nguy
cor chdy may. '

Do 1dc dyng e ché kéL 13p tidu v cia cilosiazol, nguy o chay mau tang
I&n khi cd phdu thudt (ba gém cac bign phap xam.13n nhd ahy aho ring).
Wéu biénh nban phai 1rdi qua md phién va khang cdn thiét phaj chidng két
13p liBu cdu, nén ngiing cilostazal b ngay e khi phau thugt

Higm khi hioje rdt higm o cac bio cdo bdt theing huyét hoc bao gdm
giam Ufu ¢hu, gidm bach cdu. mat bach cdu hat, gidm 108n 1hE huyét cu
va 1hidu mdu b3t s&n {xem myc Tac dyng khdng mong mudn}. Hau héL cdc
bénh nhén hdi phyc khi nqung s¢ dung cilostazol. Tuy nhién, mit $6 tidng
hap gidm 1oan hé huyl cdu va thidu méu bl sdn da gdy 1 vony.

Ngoai viéc bao cda tinh rang cthdy may vi dé bim tim, béah nhan cén
dugc canh bao ¢ bio cda kip thii cac dau hiéw khic cing cd 118 13 bidu
hign sdm cua foan g djch mau nhir 561 va daw hong, Cén tign hanh kiSm
tra céng thite mau wan phan khi co nghi agé nhiém %hudn hodc kbi cd bt
ky béng chung lam sang khac ez Iar thE dich mau_ Cdn ngung st dung
cilostazal ngay 13p Wc néu co bang ching 1am sang hodc xét nghigm huydt
hot bl 1huing,

Tenr g tetiing hap hénh nhda diing céc cha: e chd manh CYP3AA hoac
Cx22C30, wing 0d.cin.acl vang in dusivann tang en. Tooy uhdng Cuding
wy Ny, khuyén cda ding Eu citostazol YU my cgay 2 1in (rem myc Tuung
1ac vdi cdc 1huds khic va cic dgng wong 14c khdc 92 bigt thém thang lin),

iy s RSO AT UG/

Tostazal dirge 190 thanh
thil yfy bl CYP3AZ, Chél ehuyén hoz 4' wrans-hyd raxy, of tac dynn dyge iy
biny m1 ghin nam s cilastazol, duye o thanh chu yéu bdi CYP2C19. g
g, ¢ i de de chd CYP3AS (chdng han m3t s6 macrclid, cée thadc khang
ndm nham azol, c3c Chdt dc chE prolease] hodz CYPZCIS {nh thude de che
bom prosan - PPIs] 13 tdng hogt tinh duge K v o6 the 1dng cuing tac dung
kharg mang mudn cda ciesiaznl, Dn i, bénh nkdn dang d6ng thin cée
thyfe e ché CYPIAA hode CYP2LIG manh nén dang heu 50 mg ngdy 2 15n
{xem myc {ifu ding v cdch ding).

SU dyng cifpstazal vii erythiomycin fmgL chdl i ché CYP3Ad) [am ving
AU cig cilsgazol 72%. kim then 1ang 6% AUC cia thii chuyén haa
dehydro wa ting 119% hyl: cua chal chuyén hoa 4" transhydrozy. Dyz wén
AUL, hugn vinh dyge 1§ tang thé cia cilastzzol 13ng 34% kin ding ddng 1hai
vt Etyshibinern, Diya 100 nlidng dif léu nay, i€y khovén cao tia cilostar!
19 50 mg ngdy 2 vin kb ding ding thinvdi erythsomycin v 1hude tong o
{nhJ clanthromycing.

Ding déng 1hai ketoconazol mBL chit fc chl CYP3AS) vii citostazol [3m
13ng 117% ALC cdq cilestazal, kém theo gigm 15% AUC cda chit chuyén hoa
dehydra vh 1) B7% AU cda chdl chuyén hia 4 Arans hydiozy. Dua iéa
AUC, higg! tinh duige 17 16ng (€ ciia crlosiazol 18ng 39% kb dung ddng thei
vei ketocanazol. Dira trén ahdnip o ity ndy. iéw khuyén cde cia cilostazal
15 50 mg nqay 2 13n khi dong ding (hé. vii kewaconazol v cic thudt nng
1 {rhur atraconazol),

DP"“ tilostzzol vdi ditriazem imglL chat e ché yEy CYPIA) lam 1dng AUC
cua cilostazol 44% kam then t3ng 4% AUC oda chdl chiyén hoa dehydi

vé 130 43% AUC cUe chdr chuyen hia 4° irans-hydroxy, Dya 1rén AWC,
hoas tinh duge Iy 1dng thé cua elostazol tdng 9% khi ding dng thay voi
diliiazem. Duya teén nhifng gif lig Ay, khéng ein thigh phdi didu chinh iy,
Diing mé héy duy nhdt 100 mg cilostazal vdi 240 mi nede dp b (chat de
thé CYPIAL & rupnj khing gay dah hudng déng ké vé dugs ding boc cda
cilostazel. Dua tén nhiing dt ligu may, khing cdn phdi diéu chind licw. Anh
hudng 13m sang coa cilostazo! van ed thE xdy ra khi gang lugng nide ép
budi nhidy hon !

St dyno eifosiazal vii omeprazal (Ml chat ve ché CYPZC19) Yam 1ang AUL
€03 cilgstazal 22%, kém theo ting 66% AUC eifa chét chuy#n héa dehydro
va giam 36% AUC cia char chuyen hoa 4-wans-hydroay. Dya tén AUL,
hoal tinh duge 1§ 1ng 1he cda cilostazol ting 47% khi ding ddng thi v
umeprazal. Dya trén nhing dif libu ndy. liéu khuyén cao cda cilostazal [

50 mg ngay 7 kin khi ding ddng 1hit vdi emeprazl,

Cdc chdl nén enzym eytachrome P450

Cilastazol |am tang 70% AUC cla lovastann [chdl nén nhgy cim cho
CYP3IAA) va acid f3-hydrosy cla nd.

Cdn than tigng khi sw dung ddng hii cilos1azel véi ¢3¢ chit nén CYPIAL c6
khedng diéy tu hep |vi dy cisaprit, haltzmiin, gimozid, dan xudl nam eva
g3k Cdn 1har nong khi diing ddng thii véi cdc thude s1atin duye chuyen hda
bdi CYP3A4 nhy simvastatin, atorvastalin, lovasiatin,

Lic chit cém ing eazym cytochroms P450

Anh hutng cda cie chdt gdy cam vag CYPIAL va CYPZCIY ahw
carbamazepin, phenytoin, rifampicin va $1. John's wort [€n duge ddng hoc
cla cilostazol chea duge canh gia, VE mt I thuyEs, 13c dung khing T
cau ca thé thay dii va phdi dugc then doi cBn ihin khi s dung ddng th
cilostazal ¥l cac thudc giy cim dng EYPIAL va CYP2L1G.

Trong cdc th nghigm |dm sang. hil thadc 1 {gdy cam vng CYP1AZ) lam
giam 18% néng 45 cilasiazol rong huyét wong.

£dc tronmg {ac khdc

Thdn 1rqng khi ding 48rg thin cilostazal vii bat k§ thudc nda khdc oo 1hé
giy giam .hure‘! ap do cd kbd nang 93y ha huyét dp cdng hudng vai nhip tim
nharth phan xa.

Phu n{f ed thai va cho con bi

Py nif oo thai

Chua o8 cdc d lifu ddy O vé vifc su dung cilostazal cho phy o ed thal,
Cac nghién céu 1rén djng vit cho thiy 1hude cd dic ninh vai siah sdn

{xem myc D i§u an 1oan tién 13m singh. Nguy v ca 1he xdy ra cha con
nguii chifa dUge bigt. Khang dege ding cilostazol trong then gian mang thai
{xem myc I:hﬁl‘ll; chi dinh},

Phy ni? cho con b

Trang rdc aghien cdu trén dong wit. cilostazol duge &t vin st ddng vit
me_ Chira Bit ligu thudie et duie tiér vao siba ngudi me hay khang. Ho nguy
¢ gdy hal cho 1ré bui me, khdng diing cilnstazo! khi dang cha cen bo

Anh hudng dén khd adng sinh sdn

Trang céc nghién ciu trén d6ng viL, cilostazal khérg gay &nh hudng dén
kha ndng sinh san.

Anb hdng d&n kha ning li xe va van hinh miy mdc
Cilostazol ci thé gdy chéng mat va bénh nhin nén duge cdnh bén cin thin
wong ki 13i ze hoge van hinh may méc.

Tic dung khang mong mudn

Cic tac dyng khong mang mudn thudng gdp nhdt dvqe bde cda rong cde
1t nghiém 14m sang {@ dau ddu (chegm > 30%), 1iéu chdy va phin bt
thydng fchifm > 15% mailog1} Cactdr dung i lj:'w t-hufrng_rr mut df nhe
hade trung binh va ddi khi thuyén giam khi gram hiév cua ”'.“"f',

Lac ¢ dyng khéng mong mudn duge bao céo ong cac thut nghigm |am
sang va i v himh dugc ligc kE wong bang sau.

Tén sudL xay ra weng dugng vii:

Rzt thying gap 1=1/10)

Thudng gap (217100 dén <1710

ir g3p 171008 dén <1/100)

Higm odp [=1710000 dén <171000}

Ry hizm gap (< 1/ 10000}

<tinn At fkhang 1hE ude leong 1f cde o lide hign co)

T4 sudl ¢ia cac Lac dung khdng mang mudn quan sdt dugc khi iy hinh
1hut dege cor 13 khdng biét lkhing IhE udc lvgng 1 cic di héu hign col.

il
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Réi logn hi mdy va bach huydt Thidng gip Biém mau
t gdp Tigu miu
Higm gip Kén 3 thin gian chdy mau, 1dng e cdu
Khing bidt khuynh hudng chiy mau, gidm tidy cdu. pdm bach caw hat, md1 bach cdu har,
giam bach céu. giam 1o3n IhE huyér can, thisw may bal sn
Adi logn hié mign dich fv gap Phan ing d dng
Ré1 logn chuyen héa v dinh dudng Thuimp gap Phi {ngoai tndn. mat), chdn an
l1gép Tang dudng huyél. dé) théo duing
Rdi Inan tam thdn ftgdp Bén chin
Rii logn hé thén kinh Rat thuitng gap fau dau
Thutdang gép Ching mat
ltqip M3l ngd, mo 831 thiring
Khdng bigt Li#1, gidm cdm gidc
Rdi loan mat Khang biét Viém két mac
Rdi logn tai vi mé f3p Khang biét D tai
Réi foan tim Thueng gap fdnh 1ding ngyc, nhip tim ahanh, dau that ngye, lean nhip tim. ngag) @m
thu that
it gip Nhéi mau ca 1im, rung nhi, suy um sung huyél, nhip tm nhanh 1rén (hal, nhip
nhanh thit, ngat
Ro1 loan mach ftgip Xudt buygt mas, chéy méu cam, xuat huyél tidu hda, ausl huyél khing xac
djnh nguyén ahdn, ha huy) &p thé diing
Khéing big1 Nang bing mat, tang huyét ag, ha huyét dp, xudt huyét nin, sudl huyél phol,
rudt huyél oo, xudt huyét ditfng ho hip, sudl huyéy dudi da
Réi lngn ha hap, ldng ngyc va wung théd ) Thudng gip Vigm mii. viém hgng
fgép Kho the, viém phai, ho
Kning bit Vism phdi kg
Rdi loan ligu hda Ra1 thuting gdg Tiéu chdy, phan bat thudng
Thiting gdp Budn ndn va ndn_ khd 1iéu, d4y hoi, dau bung
it gap Vism o3 gdy
Agi logn gan md1 Khang bt Vigm gan, bat huitng chidc nang qan, vang da
Rfi Inan da va ma dudi da Thirong gép Phé1 ban, ngia
Khong bigt sczema. ban da, hji ching Stevens-Johnson, hogi tf bigu bi nhidm déc, mé
ay
Réi loan co xuang va md lign két f gdp Dau o
Rai loan hjn va tiét nitu Hiém odp Sty than, gidm chitc ning thin
Khing bigi Dai may, dai rat
Rdi loan todn thdn vé rai vj ui dilng Thuing 3dp Bau agye, sty nhugc
thfe ft gap in 1anh, mét mai
Khing bigt St dau
Ké1 qud x8L nghiém Khdng biét Téng néng d4 acid utic, tang uré mau, 13ng creatinin mau

Tang tdn sugl xdy 18 danh [mng nqfe v phi gogi bign 43 duos bao céo khi
ding ké1 hgp cilostazel vifi cac \ydg gidn mach khac gdy nhip tim nhanh
phin xg nhy ¢4¢ thugc chen kénh calci dlh\rdrupyndm

Phdn gng ¢8 hai duy nhér din dén ngung diéu 1 & 2 3% binh nhin sd
ayng cilostazol 13 day ¢4u. Cdc aguyén nhin (hwing gip khdc dén den
ngung diév tr baw gdm danh 1réng npye va tiu chdy {1y 1§ 1.1% cho cd hai
tedng hapl.

Thyc ché1 cilostazal cd lam tang ngay cd gly chiy méu va nguy om pdy o
the dug 13ng cudmg khi s dyng ddng thii vei b1 ki thude n3o khic co
ciing nguy c nay.

Nguv ce chdy mu & Irong mat £ thE cao hun & nhdag b8nh nhin bj bénh
liéu dudng.

Tin sal tiéu chiy va danh ndng noyc tang lén ¢ nhing beénh nhén wén
20 wii,

Thing bido cha bac 5§ cde tac dung kbing mong muén gdp phii
trang qud frink si dung ihudt.

Qud figu
Thang 1in vé qua fiéu ¢&p vinh & ngudi con han chd. Cac ddu higu v trifu
thing ¢6 the xdy ra 12 dau ddv, liBu thay, nhip tim nhanh v l9an nhip tim,

Ranh ahan cdn dugc giam sd1 va didu uihd iry. Tidn hdnh gy non hodc rda
g darn g edch thich hep,

vAC DAC TINH DUrgE Ly
Dic tinh duyc Iy hoe

118y edu mgnh gap 4.7 13n hogt tinh eda cilostazal va chil [:hu'ren hia
4arans-hydiory co hoat tink bang m! phdn ndm hogt iinh cia cilostazol
Ndng 48 trong huyél luang {ovgc do bdi AUC) cda chdl chuyén hda dehydro
va 4 qrang-hydeoey |4 xdp 5! 41% va xdp ai 12% ndng d§ cilostazo)

Thai try

Thiti gian bdn thai cla cilostazal 13 105 gia.

Hai chit chuy€n hoa chinh 13 dehydro cllostazol vé 4'wanshydrosy cilastazol
cd thiti gian bdn (hai weag 1y cilostazal,

Cilostazol ﬂuun thdi wi chd yéu nua qua mnh chuyen hoa va sau dd cdc
chil thuven hda dugc hai ti€t qua nude riéu_ Con dirimg thai nf chinh 1a
nudc tidu | 74%), phdn can [3i dugc dao thii qua phdn. Khong da duge kngng
cilostozal khing bidn ddi dusge thii i lfong nurdc tde, v t hon 2% lidu
diing duge 1hai it dudi dang chi chuven hoa dehydro-cilostaze!. Khoang
J0% lifu dong duge théi 1w qua nde tidu dugi dang chi chuyen héa

A" irans hydm:v Phan can lai duge théi trid dudi dann chil chuydn hoa,
khiing Qud 5% 1609 lugng 1hdi art.

Tinh tuyén tinh/khing tuyen tinh

Gid trj Cmax cua cilostazol va cdc chit chuyan hda chunh £ nd 1dng it hon
s vdi 1 [ lang lidu dung Toy nhién, gid 1] AUC cda cilosiazal va cac chél
chuyén hda cila nd tng xép f tf 1 13ng wgng ing cua lidy ding.

Chua cd bling cerng cho thiy cilosiazol géy cdm men gan.

Luge igng hoc tln cilosiazol vé cae chat chuvlzn hda cia na khdng bj dnk
hugng dang k& bdi 1udi 14 hade gidi tinh & nhing nqudi khde manh reag
dg 1oi 10 50 gén AD.
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| Khéng gt

l Kt qua xét nghigm

Tang t&n sud xdy ra danh rdng ROV va phis ngogt bién 4 duge baa cap khi
ding k&t hgp cilostazol vdi c4c thudc gidn mach khic yay ahip tim nhanh
phan 1 ahu cic thudc chen kénn calei diydigpyridin. -

Phan ¢y cd hai duy oht d4n dén ngung diéu tn i = 3% bénh nhan Si
dyng cilostazal 13 dau déu. L‘ét‘nguyén nhfin_[hu&ng gé])] khér dan den‘ .
ngung diu i bag gdm dinh 110G NGyc v tidu chay (17 18 1.1% cho ca hai
g heph. 14
Thige chal cilostazol cd lam (@ng AguY o gy ehay mau vé nquy £ nay co
thé durc 1ing ctdng khi sif dung dong 1hdi vdi bat ky thudc nde khae cd
eling nguy <o ndy. s
Mguy co chiy mau 5 eong mat co the cao hon d nhing bink nhdn bj hgnh
tigu dudmg.

Tén sudt tiéu ehdy va danh 1d
70w, )
Thing bdo cha bic sf cac téc dyny khing mang musn gép phdi
trong qua trinfr sv dung thudt.

ng ngure téng Kn d nhing bgnt nhén wén

Qui ligw )

Thétng tin vé qu liéu cdp tinh & ngudi cdn han ché. CAe du higu va tigu
ehing cf the xdy 1a [ dau ddu, tidu chay, alijp Tim nkanh va lagn nhip tm.
Bénh ahdn can dyyc giAm sat va digu i hé g, Tién hanh gdy ndn hojc wa
da day mqt cach thich hgp.

CAC DAC TiNH DUTE LY

Bic tinh deve lue hoe

Nhdm dugc ur] liéu:; Thudc chdng huyét khgi, ehdng k&L 1dp tidu cdu khéng,
phdi heparin.

Ma ATC. BO1AL23

Céc dif ligu thu dure ut 8 nghién cifu cd kidm sodt gi3 duge {dvde udn hanh
trén 1634 bénh nhdn s dung cilostazal) chung minh rang cilasiazol cdi
thién khd ndng gang suc duge dénh gid bé nhifng thay ddi & khodng c4ch di
bo tuyét dat JACD, hodc khodng cdch di bd 1di da) va khodng cdch di b9 ban
déu [ICD, hodc kheang cich di bd khing daul sau khi thit nghidm may chay
bé. Sau diéu i 24 wén vdi cilostazal 100 mo ngdy 2 I3n, ACD téng rung
binh 80,4 - 129,1 mét, trong kRt ICD trung binh bink téng 47,3 - 93,6 mét,
Mat phan tich ting hyp dya trén su khdc biét trung bioh 1rén 9 nghign cdu
chi ra rdng ¢4 sy cdi thién wuyét ddi dang ké 12 42 m & khodng céch di bo
16 da IACDY khi ding cilustazal 100 mg ngay 2 1dn so vai gid duee. Didu
nay trang dng vii mAt sy ci thign wang ddi 00% so vih gid duge. Hidy
qua nay thap hon & bénk nhin tiév dutng so vdi nhing ngudi khéog bj tiéu
duitng.

Cac nghién citu trén dong vt cho théy ciloslazel cd tac dyng gidn mach

vé didu ndy 48 duge chung minh 1rang cdc nghidn ciu nhd trén ngudi khi
do dong mau mdt cd chén hang mdy do bign thién sde cang. Cilostazal cing
{fc ché i 1ing sinh t8 bao co' tron & chudt va 18 bio oo tan cua nqudi rong
invitro, v i chi phén dng phéng thich tidu chu cla yéu td 1ang trdng cd
nguen oic G&u cdu vi PF4 & tidu ciu nqudi.

Cat nghitn ¢l G diing vdt va & ngudi fin viva va ex viva) cho thay cilostazol |
géy Uc ohé dhudn nghich sif két rdp i cAu. Sy o ché cd hifu qud chiing

i mit foat céc tac nhén két 15p 1éu céu {bao gdm ifng sudt mdu, acid
arachidonic, coliagen, ADP va adrenalin). 0 nguii, tac dyne c ché kea déi l2n
dén 12 gitr, va khi nging diéu tr] bidng cilostezol, 14c dung ching két 13p kéo
dai d&n 48-96 gitr ma khing gay 1ang k&t t3p phan img. Tc dung 1rén wan
hain lipid méu 43 duife kiém 1ra § 2nh nhan ding cilestazel, Sau 12 udn,

sl dung eilsstazol 100 mg rgdy 2 K 1im gidm tiglyeerid 6,33 mmol/L {15%)
vé 1ang HOL.chelesterol 0,10 mmol/L {10%) so vii gia duge.

Mgz nghién citu giai doan IV, nggu nhign, mi di, ¢6 kiém sod1 gid duge g3
dugre Uén hanh 42 danh gid cac nh hdng 18w dai cda cilostaznl, 18p trung
van tf I8 wf vong va dd an toAn_ Téag céng c6 1439 bgnh phan bj dau cdch
hdi vé khng c6 bgnh ahdn suy tim da dvyc diéu uj bang cilosiazal hoge
gid duge trong thin gian kéa d3i dén ba ndm. Ve tf I i vang, (1 chat
quar sat duge trong 36 thang thea phireng phép Kaplan-Meier vii thii gian
nghign citu trung binh 18 théng I3 5,6% (khodng tin cay 95% ciia 2.8 den
B.4%| ddi vgi cilostazol va 6,8% {knodng tin cdy 95 % cia 1.9 dén 11,5%)
01 va gid duge. Diu trj dai hn vdi cilostazol khidng 1am 13ng mdi | ngai
vé an tean cda thudc. '

Bc tinh duwe dgng hoc

Hip thy

Sau khi st dyng da lidu cilestazal 100 mg hai kn mdi ngay ¢ ahitng binh
nhén mac bésh mach midu ngoar bién, trang thii hng djnh dar duge trang
viing 4 ngay, -y

Phan bi

1598% ciLnSIaan tugc gdn két visi protein huyét wiang, chi yéu 13 albumin,
Chat chuyen hda dehydre va 4" trans-hydeaxy gin ket vgi protein huydl wong
twgng dng 13 97.4% vé B6%.

Chuyén hia

St wasanym chinh tham gia vae qui irinh chuydn héa f cyiochiems

150 DYFa L, o akee 13 P20 0 b ho e DY 1AS bay Cdr

eniuyén hia chinh 13 chit chuyén hda dehydro c hegt tinh chng ki1 13p

Liarg nong e s ne e e S CORACH

tiéy cdu mank gap 47 1 hoa! linh cda cilostazal va chdt chuyén hda
4"1rans-hydrogy co hoat tink bang mgt phdn ndm hogt tinh cda cilestazol.
Ndng ¢4 rang huyét twong [duge do bii AUC) cia chat chuyén hda dehydro
va 4 -trans-hydroxy 13 8p xf 41% vé x&p af 12% atng 04 cilostazel.

Thai tri

Thii gian ban Ihai cia cilgstazol [3 10,5 gif.

Hai that chuyén hda chinh 1 dehydro-cilostazol va 4-anshydroxy cilostazol
¢6 (hii gian bAn thai wang ty cilostazol. '

Cilostazol dugc thai 1k ¢hu yéu qua qud trinh shuyén hda va sau dd cdc
chit churyan hda duac bai tigl qua aude tiéu, Con dudng thii i chinh 13
aude ti |P4%), phén can lai duge dan 1hdi qua phan. Khing do duge lugng
cilostazat khang hign dai durc thai it trong nuge tidu, v it hon 2% liéu
ding de thai taif dudi dgng chit chuyén hoz dehydrocilustazul, Khoang
30% lifu ding duyce (hidi W qua nirde vidu dudi dang chal chuyén hda

4" 1rans-hydiory. Phidr £0n 131 dge thé f dudi dgng thal chuyén hoa,
khang qud 5% 1éng ivgng thé) tir,

Tink tuyén tinh/khing tuyén tinh

Gia 1ri Cmax ciia giipstazol vi cae chift chuygn hda chinh cia nd tang it hon
5o vdi ty 18 tang fiéy ding. Tuy nhién, gid ) AUC clia cilosiazol va céc chdl
chuyén hia cda n 1Ang xdp xi 1y 16 1ang wng ting cda liu ding.

Chua c6 bang chiing cho thiy cilostazol gy cam men gan,

Dugc dng ho eda cilostazol va cac chit chuyén héa cia nd khéng bj énh
hugng dénq ké bdi wdi 13c bodc gidi ink & nhing rguii khide manh tang
dg wét w 50 dén G0,

Sy thin y

& bénh nivan bi suy than ndng, 1 18 cilosiazol & do cao hon 27% vi

£d Cmax v AUC thap hien wong tng 13 29% va 33% so vdi ngudi od ehic
néng thn binh Ihudng. § béah nhan suy than ndng, gid i Cmax va AUC ciia
ché1 chuyén héa dehydra 1hdp hyn tuong dng (5 41% vé 47% 50 vili nqirdi
v chic nang than binh théng. U nguét suy 1han ngng, gid tr Cmax vi AUC
civa 4-trans-hydroxy cilostazol cao han ang dng 1 173% va 208%. Khing
duge ong thugt nay cha bénh nhan cd thanh thai ereatinin < 25 ml/phit
{xem muc Chng chi dinh).

Suy gan

khong cé dd ligu & mhdng banh ahan suy gan via hodc ndng v4 da cilostazol
duac chuyén hda mank hii réc men gan, chang ch! djnh ding cilostazol cho
nhitng banh nhén ndy (xem myc Chang chi dinh).

Cic dif liéu an toan tién |im sang

Cilostazolvd mat 56 chat chuyén hoa cua nd ¢d tdc dyng it chd
phasphadiesierase ill, ngan chan gidng hia AMP ving. dan dén 1ang cAMP
trong mot (021 ¢4 mé han gdm tiéw cdu vd cde mach mau. Ciing nhu vii cdc
thudz co bap tim tich cyc va gian mach khic, cilostazol gy céc oA thuang
tim mach & chd. Cdc 1n thiong nay khang quan sat thdy & chudt cing

vi khi va dugc cai 14 lodi cy the. Kiem tra QTc & ché vé khi cho thiy kiing
¢t s¢ kéo dai saw khi ding cilostazol hodc chat chuyén hia cia nd.

Cét nghign cuv vé dat bign cho kET qua dm tink trong nghién ciu dot
bign gen vi khuén, sua chda DNA vi khudn, ddt bién gen i€ baa ding vt
£ vi v4 sai lgch atidm s3c 1hé iy srong chudl in vive. Trang cac thi
nghiém in vitio trén 1€ bae budng wing chugt dang Trung Quac, cilostazol
£d 1dc dung y&U nhyng lam rang déng k& tdn suf sai léch nhiém sic he.
Khang quan sat thiy khd ning gay ung the 1rang c4c nghién ciiu gdy ung
ihur keo dai hai ndm khi cho chudt cing udng lidy 1én dén

500 mg/kg/ngdy, v chug nhé vdi liéu lén dén 1000 mg/kg/ngay.

Khi cha chugt ding thudr: trong thiri gian mang thai, trgng tugng thai ahi
giam. Noai ra, 43 ghi nhdn sy gia ting cie ba) thudng bén ngoai, ngi tang
v xugng cua bén thai chudt & cac mite Yidu cao. 0 muc lidu thin hon,

da guan sai thiy sy cham hda xwany. Ding 1hudt & cudi thai ky dén dén
I1dng 130 suZt thai ¢hél [y vé gidm trang leang thai hi, B3 quan séi thiy
sy 1ang tdn sudt chdm hda xung cia xuung ife d the.

CAC DAC TINH CUA THUGE
Tinh twong ky
Khiing dp dung
Han ding
36 thdng ké t¢ ngay san xuil
Bio quin
Bao quan & dudi 30°C.
& xa tim tay tré em
D'cing oi
Vi [PVE/ PYdC/AlU) chita 19 vign nén. Hibp gidy chia 2 vi hode 4 vi cang 1
hudng dan si dyng.
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