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10 HUGNG DAN SU DUNG THUOC

Vién nén

PASQUALE

Thuoc bin theo don
Pé xa tam tay ciia tré em
DPoc ki hwing din sir dung trwéc khi din
Théng bio ngay cho béc sy nhirng tic dung khéng mong muén khi sir dung thude

T thong tin san phdm nay bao gom hwdng dén sir dung cho thudc cé nhiéu ham lwong khdc
nhau.

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1.

Thanh phin, ham luwgng cia thude:

M&i vién nén PASQUALE-50 chira:

Cilostazoli.icaiminnnmnmrmiisaimg 50 mg

T4 dugc: Lactose monohydrat, cellulose vi tinh thé, povidon, natri lauryl sulfat, silicon
dioxyd, magnesi stearat.

Mbi vién nén PASQUALE chira:

S U e R P 100 mg

T4 duoc: Lactose monohydrat, cellulose vi tinh thé, povidon, natri lauryl sulfat, silicon
dioxyd, magnesi stearat.

M& ta sian phim:
PASQUALE-50: Vién nén dai mau tring, mQt mét ddp logo #7, mit kia dap gach ngang.
PASQUALE: Vién nén tron mau tréng, mdt mat dp logo # mit kia dap gach ngang.

Quy cich dong goi:
PASQUALE-50: Hop 10 vi (Nhém - Nhom) x 10 vién.
PASQUALE: Hop 10 vi (Nhom - Nhom) x 10 vién.

Thudc diing cho bénh gi?

San phém PASQUALE chua thanh phan chinh ¢6 tac dung dugc ly la cilostazol, thudc
nhém thude goi la “Thuoc e ché két tap tiéu cdu va giin mach, thudc trc ché chon loc
phosphodiesterase té bao”.

Cilostazol téc dung bing céch lam glan mdt s6 mach mau va lam giam hoat tinh giy dong
méu cua tiéu ciu, mot loai té bao mau, trong mach mau cua ban.

PASQUALE dugc chi dinh trong bénh dau cach hdi. Pau cach héi 1a mét con dau gmng
chudt rit & chan cta ban do khong cung cép du mau dén chan, PASQUALE ¢6 the lam
tang khoang céch di by t6i da va khong dau dén vi n6 cai thién tudn hoan mau dén chan cua
ban.

PASQUALE chi dugc khuyén céo sir dung khi thay bi 161 séng (bao gdbm ngung hut thude
14 va ting tap luyén) va céc bién phép can thiép thich hop khac khong du dé cai thién triéu

chimg cta con dau céch hdi. Ban can tiép tuc thyc hién thay dbi 181 séng trong khi udng
PASQUALE.

Nén dung thuoc nay nhuw thé ndo va lidu lugng?
Ludn dung thuoc chinh x4c nhu hudéng din ctia bac s§ hodc dugc s¥. Néu ban chua 13, hay

hoi lai cho chic chén.
Li¢u ding: ‘/
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Lleu khuyén cdo la 100 mg x 2 1an/ ngay (sang va tm) Khong cdn thay dbi lidu & ngum cao
tudi. Tuy nhién, bac s§ ¢6 thé cho ban dung liéu thép hon néu ban dang dung céc thube
khéc anh huéng dén hiéu qua cia PASQUALE.

Cich dung:

Thudc ding dudmg ubng, ubng thudc xa bira an, trude bira an chinh it nhéit 30 phut hodc
sau bira dn chinh 2 gio.

Mot s6 hiéu qua cia PASQUALE c6 thé thiy dugc trong vong 4 - 12 tuan diéu tri. Béc sy
cua ban sé tién hanh dénh gia hiéu qua diéu tri cia ban sau 3 thang va c6 thé cho ban ngimg
PASQUALE néu hiéu qua diéu tri khong du.

6. Khi nio khong nén dung thuoc nay?

Khong nén dung thudc ndy néu ban:

- MAn cam véi cilostazol hodc bt ky thanh phz’in nao cua thudc.

- Bi suy tim sung huyét.

- Bénh nhan dau nguc kéo dai lic nghi ngoi hodc bi nhdi mau co tim hodc bat ky phiu
thuat & tim nao trong vong 6 thang gan day.

- Ban dang bi hodc timg bi ngit do bénh tim, hodc bét ky rbi loan nghiém trong nao vé
nhip tim.

- Ban dang trong tinh trang dé bi chay mau ho#ic bim tim, nhu:

Viém loét da day ta trang dang hoat dong.

Bi d6t quy do xudt huyét nio trong vong sdu thang gin day.
C6 vén dé vé& mit do déi thao dudng.

Huyét 4 ap cta ban khong duge kiém sodt tt.

- Ban dang udng ca acetylsalicylic va clopidogrel, hoiic bat ky phdi hop cua hai hodc nhidu
thudc ndo c6 thé lam ting nguy co chdy mau cuia ban (tham khao y kién bac sy néu ban
chua chiic chin).

- Ban bj bénh thén hodc gan vira hodc ning.

- Ban dang mang thai.

Khong dung thude néu ban gdp phai bt ky trudng hop ndo & trén. Tham khdo y kién cia

bac s§ néu ban chua chic chin.

7. Tac dung khong mong mudn
Nhu céc thude khac, PASQUALE c6 thé gay tic dung khong mong mudn, nhung khong
phai ai cling gap phai.
Ngung dun,q thuéc va lién hé trung tém y té gdn nhdt néu ban gdp cde tdc dung khong
mong muon sau:
- Dot quy.
- Con dau tim. _ )
- Céc véin @& vé tim gy kho tho hogc sung mit cé chén.
- Nhip tim bt thlmmg (mdi bi hogc bi ndng 1&n).
- Ché.y méu dé& nhén thay.
- D& bi bam tim.
- C6 phan ng nghiém trong bao gom phong rop da, mi¢ng, mat va bd phan sinh duc.
- Vang da hodc phén tring ctia mat do cac véan dé vé gan hogc méu (benh vang da).
Théng bao ngay cho béc s§ néu ban bi sot hoac dau hong. Ban c6 thé cAn tién hanh mdt sé
xét nghiém mau va bac sy s€ quyet dinh viée tiép tuc diéu tri clia ban.
Théng bdo ngay cho bdc sy néu gdp phai cdc tdc dung khong mong mudn sau:
Rat thiedng gap, co thé gdp phai > I trong 10 ngudi diing thude:
Nhirc déu.
Tiéu chéy -U/
Phan bét thuong.
Thuong gap, co thé gap phai dén 1 trong 10 nguoi ding thubc:
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Pénh trong ngue.

Nhip tim nhanh.

Dau nguc.

Chéng mit.

Viém mii.

Viém hong.

Budn nén va ndn, khé tiéu, ddy hoi, dau bung.

Chaén an.

Phi mit ca chan, phu chidn, mat.

Phat ban, ngira da.

Bam mau.

Suy nhuogc.

It gép, co thé gap phai dén 1 trong 100 ngueoi ding thubc:
Con dau tim.

Nhip tim bét thu&mg (mdi bi hodc ndng I€n).

Céc van dé vé tim gay khé thé hodc sung mét cé chén.
Thiéu mau.

Ho.

On lanh.

Chﬁy méu bit thudmg.

D& chay méu (vi du: Chay mau da day, mét hoiic co, chay méu cam, ¢6 mau trong nudc bot
hodc nudc tidu.

Giam sb lwong hong ciu trong mau.

Chéng mét khi dimg lén.

Ngit xiu.

Lo lang.

Kho ngu.

Mo bit thuomg.

Di tmg.

Nhirc moéi va dau.

Téng dudng mau, ddi thao dudmg.

DPau da day (viém da day).

On lanh.

Kho chiu.

C6 thé c6 nguy co chay mau cao hon & nguoi bj dai thao duong.
Hiém gdp c6 thé g&p phai dén 1 trong 1000 nguoi ding thudce:
Thoi gian chay méu kéo dai hon binh thudng.

Tang tléu cau trong mau.

Céc van dc vé than.

Chua rd tan suar

Thay dbi huyét ap.

Giam hdng cau, tiéu clu, bach cu trong mau.

Kh6 thé.

Di chuyén kho khan.

Sot.

Do bung.

Eczema hodc céc loai ban da khac.

Giam cam giéc ¢ da.

Viém két mac. i/
U tai.

Céc van dé vé gan bao gdm viém gan.
Thay d6i trong nudc tiéu.
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10.

Thube c6 thé gay ra cdc tde dung khéng mong muén khdc, théng bdo ngay cho bac sy néu
gdp phai nhiing tdc dung khong mong muon sau khi sir dung thuéc.

Nén tranh dung nhimg thudc hodc thue phim gl khi dang sir dung thubc nay?

Thong bao cho béc sy hodc duge s§ cua ban vé tit ca céc loai thudc ma ban dang sir dung
hoac sir dung gan ddy, bao gdm ca céc thude ké don hoic khong ké don, cdc vitamin hodc
thude tir duge lidu.

Phai thong bdo cho béc s§ néu ban dang uong céc thuoc duoc ding dé giam tinh trang dau
hogc viém & co hodc khép, hodc néu ban udng cac thude 1am giam déng méu, bao gdm:

- Acid acetylsalicylic.

- Clopidogrel.

- Thudc khéng dong (nhu warfarin, dabigatran, rivaroxaban, apixaban hogic heparin ty trong
thap).

Néu ban dang udng céc thudc trén cing cilostazol, bac sy co thé cin tién hanh mot s xét
nghlém mau thuém% xuyén hon.

Mot s6 thudc ¢6 thé anh hudmg dén tac dung ctia cilostazol khi u6ng cling nhau. Chiing ¢6
thé lam ting tac dung khong mong muén cla cxlostazol hodc lam cilostazol glam tac dung.
Cilostazol ciing c6 thé tac dong tuong tur véi cdc thubc khéc. Trude khi bit diu sir dung
cilostazol, hdy thong bao cho bac s§ néu ban dang udng:

- Erythromycin, clarithromycin hogc rifampicin (khéng sinh).

- Ketoconazol (dleu tri nhlem nim).

- Omeprazol (dleu tri tiét acid qué murc trong da day).

- Diltiazem (dleu tri tﬁng huyet ap hodc dau nguc).

- Cisaprid (diéu trj cac roi loan da day).

- Lovastatin hodc simvastatin hogc atorvastatin (diéu tri ting cholesterol trong méau).

- Halofantrin (diéu tri st rét).

- Pimozid (diéu tri cdc vin dé vé tim thin).

- Din xuét ergot (diéu tri dau nira déu, vi du: Ergotamin, dihydroergotamin).

- Carbamazepin hodc phenytoin (chdng co giat).

- Co St. John (mét thuoc thao dugc).

Truée khi bat dau ubng cxlostazol hdy thong béo cho bac s§ clia ban néu ban dang uong
c4c thube diéu tri tang huyét ap vi cilostazol c6 thé lam ting thém tac dung ha huyet ap.
Khi huyet 4p cua ban giam qué thdp c6 thé lam cho tim dap nhanh. Céc thudc nay bao gdm:
- Loi tiéu (nhu hydroclorothiazid, furosemid).

- Thudc chen kénh calci (nhu verapamil, amlodipin).

- Thudc e ché ACE (nhu' captopril, lisinopril).

- Thuéc phong bé thu thé angiotensin II (nhu valsartan, candesartan).

- Thuoc chen beta (nhur labetalol, carvedilol).

Néu ban gdp bat kp trwong hgp nao ¢ trén (hodc ban khéng chdc chdn), hdy thao ludn véi
bac sy.

Sw dung RASQUALE Vi thiec dn )
Uéng thudc xa bira &n, trude bita in chinh it nhat 30 phit hoic sau bita an chinh 2 gid.

ﬁn lam gi khi m{t lin quén khong dung thubc?
Neu ban quén khong dung 1 liéu, udng lidu tiép theo nhur lich trinh cii. Khong udng gap doi

lidu dé bu vao lidu da quén.

Néu ban mudn ngu’ng thude

Khi ban ngung uong cilostazol, con dau & chan ban c6 thé trd lai va nang 1én. Txeg‘tuc sur
dung thuoc cho dén khi bac s§ bao ban ngimg hodc ban gép phai c4c tinh trang can cham
séc y té khén cép. Khéng duoc ty ¥ ngimg thudc. Jz/
Ludn 1am theo chi dan cia béc sy.

Néu ban c6 thic méc gi khi sir dung thudc nay, hdy lién hé véi bac sy hodc duge s§.
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11.

12.

13

14.

15.

CAn bio quén thudc niy nhw thé nao?

Giir thudc trong bao bi goc ciia nha san xudt, diy kin.

Pé thudc noi kho rdo, trinh 4nh sing, nhiét d6 khong qua 30°C, va ngoai tim véi cua tré
cm.

Khong sir dung thube sau ngay hét han in trén bao bi (hop va vi thudc).

Nhirng déu hi¢u va tri¢u chirng khi ding thube qui lidu

Duing thudc chinh xac nhu huéng dan cua béc s§. Neu ban dung qua liéu hodc tré em nudt
phai thude, lién hé ngay véi bc s§ va trung tim y té gén nhét.

Khi ding thudc qua liéu, ban c6 thé bj dau diu nang, tiéu chay, ha huyét ap va nhip tim bét
thuong.

Céin phai lam gi khi diung thudc qui liéu khuyén cdo

Ngung dung thude va lién lac ngay véi bac sy hodc trung tim y té gan nhit. Khdng tur ldi xe
dén bénh vién, hay nho ai do dua ban di hoac goi ngay cho xe cap ciru. Mang theo vién
thudc cing véi bao bi dé bac sy biét ban da udng thudc gi va cé bién phap xir Iy kip thoi.

Nhiing diéu cin thin trong khi ding thudc nay

Truée khi dimg thude nay, théng bdo cho bdc sp néu ban dang c6 cdc van dé vé sitc khoe
sau ddy:

- Ban dang c6 cic van dé nghiém trong vé tim hodc c6 bét ky van dé gi vé nhip tim.

- Ban ¢6 vén dé vé huyét 4p.

Trong khi ding cilostazol, hdy chdc chdn rdng:

- Néu ban dang can phiu thuit, bao gdm nhd ring, hiy théng bao cho béc sy hoic nha s¥
ciia ban ring ban dang udng cilostazol.

-'Néu ban dé bi bim tim hodic chay mau, ngung udng cilostazol va thdng béo ngay cho béc
sy.

Vién nén PASQUALE c6 chia lactose. Thong béo cho bac sy diéu tri néu ban da timg
dugc bac sy bao rang ban khong ¢6 kha néng dung nap mdt loai dudng nao.

Néu ban gdp phai cdc truong hop trén (hodc néu ban khong chdc chdn), hay thao lugn véi
bdc sy ciia ban trude khi ding thuée.

Ding thuéc cho tré em va tré vi thimh nién

Cilostazol khong thich hop ding cho tré em.

Phu nit mang thai hodc cho con bi

Phu nit mang thai:

Cilostazol khong dugc sir dung trong thoi ky mang thai.

Thong béo cho bac s§ néu ban nghi ré.ng minh dang mang thai, c6 thé dang mang thai hoic
c6 y dinh mang thai, tham khéo y kién bac sy trude khi dung thube.

Phu nit dang trong thoi ky cho con bu:

Khéng khuyén céo sir dung cilostazol khi dang trong théi ky cho con bi. Tham khéo &1
khuyén ctia bac sy trudce khi dung thude.

Ldi xe va vdn hanh mdy méc

Cilostazol c6 thé gdy chéng mit. Néu ban cam thiy chéng mit sau khi ubng cilostazol,
khong lai xe va khong sir dung cic thiét bi hodc may mac hay cac cong viéc doi hoi su tinh
tdo va thong bao cho béc s§ hodc duge sy cia ban.

Khi nao cAn tham vén bidc sy, dwoc s§. . ' ‘

Cén lién lac ngay v6i béc s§ hodc trung tim y té gin nhét khi dung thudc qua liéu chi dinh,
Thong thudmg, bao git ciing phéi hoi y kién bac sy hodc duge sy trude lic dung bat ky
thudc nao khi mang thai hodc cho con bu.

Thong bao ngay cho béc s§ hodc duoc s§ nhimg tic dung khong mong mudn gip phai khi

sir dung thudc. ri/
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Néu cén thém thong tin xin héi ¥ kién bac s§ hodc duoe s§.
16. Han dung ctia thude: 36 thang ké tir ngay san xuat.

&/'.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CANBQ Y TE

1. PAC TINH DUQC LUC HQC:
Nhém duoc ly: Thuoc irc ché két tap tidu ciu va gidn mach, thudc \rc ché chon loc
phosphodiesterase té bao.
Mi ATC: BO1AC23.
Cilostazol 13 mot dan chat qumolmon trc ché phosphodlesterase té bao, chon loc hon 1én
phosphodiesterase 111, gy tdc dung trc ché két tap tidu clu va gian mach. Co ché tac dung
cua cnlostazo] chua dugc biét day du. Thude ¢ tac dung ire ché phosphodiesterase typ 1T
clia té bao, din téi ngin chén giang héa, do d6 lam tang nong d6 AMP vong trong tleu cau
va mach mau. Su tﬁng nong d6 AMP vbng lam cho gi@n mach va ¢ che két tap tiéu cau.
Cilostazol irc ché c6 hdi phuc két tap tiéu chu gy ra boi nhiéu yéu t kich thich nhu
thrombin, ADP, collagen, acid arachidonic, epmephnn stress chén thuong. Nghién ciru in
vitro con cho théy cilostazol ¢6 thé {rc ché sy phi dai ctia té bao co trom.
Cilostazol tic dung 1én ca 1dng mach va chic néng tim mach. Trén thuc nghiém & dong vat
cho thiy cilostazol ¢6 tac dung glan mach khéng ddng nhét, giy gidn dong mach dui nhiéu
hon so véi déng mach ving dbt song ¢d, dong mach canh, va dong mach mac treo trang
trén. Pong mach than khong dap tmg voi tac dung cua cilostazol. Ngoai ra, cilostazol con
c6 tédc dung 1am ting nhip tim, co co tim, tang lwu lwgng méu mach vanh, tang tinh tu dong
cta tdm that, c6 the gdy ra ngoai tdm thu that hodc nhlp nhanh thit. Cilostazol cbn cb tac
dung lam thay ddi nong d¢ lipoprotein, giam ndn do triglycerid va tang ndng do
lipoprotein ty trong cao (HDL), khoéng lam thay doi ndng d6 cholesterol toan phan,
lipoprotein ty trong thap (LDL), lipoprotein (a).

2. B[\C TINH DUQC PONG HQC:

Hip thu
Cilostazol dwoc hip thu tét sau khi udng. Bira an nhiéu chit béo lam ting sy hip thu,

khoang 90% Cmax v& 25% AUC. Sinh kha dung tuyét doi chua biét 3.

Sau khi uong lidu 13p lai 100 mg x 2 lan/ ngay & bénh nhén méc bénh mach méu ngoai bién,
trang thai on dinh dat dugc trong vong 4 ngay.

Phin bé

Cilostazol gén véi protein huyét tuong khoang 95 - 98%, cha yeu gin véi albumm Chét
chuyén héa dehydro héa va 4’-trans-hydroxy-cilostazol gan két huyét twong lan luot 1a
97,4% va 66%. Phén cilostazol tu do trong huyét tuong cla cilostazol & nhitng bénh nhén
suy th:;m cao hon 27% so v6i ngudi binh thuong.

Chuyén héa

Cilostazol chuyén héa manh & gan bdi enzym cytochrom P450, chu yéu la CYP3A4, phan
nhé do CYP2C19 thanh chit chuyén héa thai trir chu yéu qua nuéc tiéu. C6 hai chét
chuyén héa chinh con hoat tinh: 3,4- dehydro-cﬂostazol va 4’-trans-hydroxy-cilostazol la
nhimg chit chuyén héa cé hoat lmh manh nhét, chiém it nhit 50% hoat tinh dugc
hoc. Dugc dong hoc ty 1§ thudn véi lleu

Sau khi udng 100 mg cilostazol ¢6 gin phéng xa, 56% tdng cdc chit phan tich trong huyet
tuong la cilostazol, con lai 15 % la 3,4- dehydro-cilostazol (c6 tdc dung hoat tinh tc ché
phosphodiesterase III cao gap 4 - 7 lan so véi cilostazol) va 4% la 4’-trans-hydroxy-
cilostazol (tac dung dugc ly bing 1/5 cilostazol).

Thai tre
Cllostazol thai trir chu yeu dudi dang chét chuyén hoa ¢ va khéng c6 hoat tinh qua nudc

tiéu (74%) va qua phén (20%). Khong dinh luorng duoc cilostazol dang khong chuyén hoa
trong nudc tidu, < 2% heu duoc bai tiét & nudc tiéu 1a 3,4-dehydro-cilostazol va 30% liéu
duge bai tiét trong nuéce tleu la 4’-trans-hydroxy-cilostazol.

Phén con lai dugc bai tiét dudi dang céc chét chuyen héa khéc. Thoi gian ban thai cuia
cilostazol va chét chuyén héa c6 hoat tinh 1a 11 - 13 gi¢. Nhitng bénh nhén diéu tri kéo dai,
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cilostazol va chit chuyén héa ¢6 hoat tinh tich liiy trong mau gép 2 14n va dat ndng dd bao
hoa trong mau sau vai ngay.

Dugc ddng hoc cua cilostazol & ngudi tinh nguyén khée manh tuong duong nhu bénh nhén
bi dau cach héi do bénh dong mach chi dudi.

CHI PINH:

Cilostazol dwgc chi dinh dé cai thién khoang cach di bd t6i da va khong dau don & bgmh
nhén dau céch hoi, khong bi dau khi nghi ngoi va khong cé bing chimg hoai tir mé ngoai vi
(bénh dong mach ngoai bién Fontaine giai doan II).

C1lostazol la thuoc lya chon hang hai dé & cai thién tridu ching dau céch héi khi thay dbi
161 séng (bao gdm ngung hut thudc 14 va cdc chuong trinh luyén tip (c6 theo di)) va céc
bién phdp can thiép thich hgp khéc khong c6 higu qua.

LIEU DUNG - CACH DUNG:

Cach dung:

Thubc dung dudng uéng, uéng thudc xa bira an, trudc bira in chinh it nhat 30 phut hoic
sau bira an chinh 2 gid. Udng cilostazol chung véi thirc &n s€ lam tang Crax clia cilostazol,
do d6 co thé gy tac dung khong mong muon.

Bénh nhén dang diéu tri cnlostazol khi cn chi dinh ngung thudc hodc giam lidu khéng bj
hléu ung ngugc (tang két tap tiéu cau).

Liéu dung;:

Liéu khuyén cdo cua cilostazol la 100 mg X 2 lin/ngay.

Diéu tri véi cilostazol nén duoc khéi diu bai béc s§ ¢6 kinh nghiém diéu tri dau cach hdi.
Nén danh gia lai bénh nhén sau 3 thang diéu tri va cin nhic ngung diéu tri bing cilostazol
néu khong cé higu qua hodgc cédc tri¢u chung khong cai thién.

Bénh nhan dugc dicu tri véi cilostazol nén nén tiép tuc thue hi¢n thay ddi 16i song (ngung
hut thuoc va tap thé dyc) va cac can thiép bing thudc (nhu diéu tri ha lipid mau va khéng
tiéu cdu) dé giam céc nguy co tai blen tim mach. Cilostazol khng phai 12 mét thay thé cho
nhirng llt;u phép ndy. Giam liéu xubng 50 mg X 2 1an/ ngéy & nhimg bénh nhén dang dung
céc thude e ché manh CYP3A4 nhu mdt s6 macrolid, thudc khéng nim nhém azol, thudc
{rc ché protease, hoic cac thudc trc che manh CYP2C19 nhu omeprazol.

Tac dung cua cilostazol khong Xuat hi¢n ngay, thuong biéu hién tac dung sau khi bét diu
dleu trj tir 2 - 4 tuan. Thoi gian tir khi bat dau diéu tri dén khi c6 tdc dung c6 thé 1én dén 12
tun.

Nguoi cao tuoi:

Khéng cén chinh liéu cho ngudi cao tudi.

Tré em:

An toan va hiéu qua cua cilostazol & tré em chua duoc thiét lap.

Suy than:

Khéng cin chinh liéu cho bénh nhan ¢6 Cle > 25 mL/ pht. Chéng chi dinh ding cilostazol
& bénh nhéan ¢6 Cler < 25 mL/ phut.

Suy gan

Khong can chinh lidu cho bénh nhan c¢6 bénh gan nhe. Chua c6 thong tin vé vidc dung
thudc trén bénh nhin suy gan trung binh va ning. Do cilostazol chuyén héa chu yéu bdi céc
enzym gan, chdng chi dinh dung thudc cho bénh nhan suy gan trung binh va ning.

CHONG CHI PINH:

Man cam véi cilostazol hodc bét ky thanh phan no cua thude.

Suy thdn ning: d9 thanh thai creatinin <25 ml/ phut.

Suy gan trung binh hodc ning.

Suy tim sung huyet.

Phu nit c6 thai. - Iy
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Bénh nhan d& xuét huyet (vi du: Viém loét da day ta trang dang hoat ddng, bj dot quy do
Xudt huyet ndo trong vong sau théang gin day, bénh vong mac ting sinh do d4i théo dudng,
tang huyét 4p klem soat kém).

Bénh nhén cé tién sir nhip nhanh thét, rung thét hodc da é phat nhip ngoai vi tdm thét, du
duoc didu tri dé;( du hay chira, bénh nhén kéo dai khoang QTc.

Bénh nhén c6 tién sir loan nh;p nhanh nang.

Bénh nhén duoc diéu tri ddng thoi véi 2 hodc nhiéu thude khang tiéu cau hoic khang dong
(nhu acid acetylsalicylic, clopidogrel, heparin, warfarin, acenocoumarol, dabigatran,
rivaroxaban hodc apixaban). ) . .

Bénh nhan dau that nguc khong Oon dinh, qhéi mau co tim trong vong 6 thang gan day hodc
can thi¢p dong mach vanh trong 6 thang gan day.

CAC TRUONG HQP THAN TRONG KHI DUNG THUOC:

Cilostazol ding dé lam giam di khdp khiéng gian cach khi di m{t quéing dai & nguodi bi
bénh m@.ch ngoai bién khong dau khi nghi vﬁ khéng c6 md ngoai vi bi hoai tir. Thude chi
ding diéu tri hang hai sau khi thay d01 16i song va céc can thi€p khac (nhu bo hut thuoc

kiém soat huyet ap, dleu hoa lipid huyét, kiém soat bénh dai thdo dudng, giam béo) thét bai.

Sau 3 thang diéu tri, néu khong d, co thc can nhé.c ngumng thudc,

Can nhic cén thin su phu hop cua diéu tri bing cilostazol bén canh céc lua chon diéu tri
khéc nhur tdi 14p mach mau.

Cén than trong khi dung cilostazol & ngudi bi ngoai tim thu nhi hodc thit, rung nhi, flutter
nhi (chéng chi dinh néu nang) bénh dong mach vanh 6 bn dinh; dai thao dudng (nguy co cao
chay mau néi nhén); phéu thudt; phm hop cac thudc lam tang nguy co chay mau (chong chi
dinh dung phdi hop 2 hodc nhiéu hon thuoc khang tiéu ciu hogic thube chong dong mau).
Dua trén co ché tac dung, cilostazol c6 thé géy nhip tim nhanh, danh trng ngue, loan nhip
nhanh v&/ hodc tut huyét ap, Cilostazol ¢ thé lam ting nhip tim khoang 5 - 7 nhip/ phut; &
nhimg bénh nhén c6 nguy co nay c6 thé xay ra con dau that nguc.

Chéng chi dinh dung cilostazol & nhitng bénh nhén dau théit ngwe khong 6n dinh hodic nhéi
méu co tim/ can thiép mach vanh trong 6 thang gin déy hodc cé tién sir loan nhip nhanh
nghiém trong.

Khuyén céo bénh nhén thong béo cho béc si néu c6 bt ky ddu higu chiay méu hogc d& bim
tim trong khi diéu tri. Trong trudmg hop chéy méu véng mac nén ngimg sir dung cilostazol.
Thén tn;mg 0 bénh nhan dang dung thude chong dong, thube gdy huy tidu cau, thudc lam
tan huyet khbi, prostaglandin E1 hodc dan xudt; bénh nhan dang c6 kinh nguyét; bi giam
tlcu cdu, c6 xu hudng chay méu; hep dong mach vanh, dai thdo dudng hodc c6 bt thuong
vé dung nap glucose

Do tac dung trc ché két tﬁp tiéu céu, cilostazol ¢6 thé gia ting nguy co chay méu khi phau
thuit (bao gdm ca c4c tiéu phiu nhu nhd ring). Nén ngung cilostazol 5 ngdy truéce khi phiu
thuat.

Hlem hoic rat hlcm ¢d bao cao bat thucmg vé huyét hoc bao gdm giam tleu cau, giam bach
cdu, giam toan thé huyét cu, méit bach ciu hat va thleu méu bat san. Hau hét cac bcnh
nhéin phuc hdi khi ngung cilostazol. Tuy nhién, mdt s truomg hop giam toan b huyét cau
va thiéu mau bét san da gdy tir vong.

Bénh nhﬁn nén dugc canh béo kip thdi bao cdo bét ky diu hleu som cua roi loan tao mau
nhu s6t va dau hong. Cong thirc mdu toan phan nén duge kiém tra néu nghi ngd bi nhiém
tring hodc ¢ bét ky bang chimg lam sang khac cua réi loan tao mau Cilostazol nén ngung
kip thoi néu c6 bing chimg lam sang ho#ic cdn 1am sang cta cdc bt thuong huyét hoc.
Trong trudong hop bénh nhéan dang dung cac thudc rc ché manh CYP3A4 hodc CYP2C19,
ndng 44 cilostazol trong huyét tuong ting lén. Trong trudmg hop nay, khuyén céo ding lidu
cilostazol 50 mg x 2 1an/ ngay.

Thén trong khi dung chung véi cac thuéc khéc c6 kha nang giy ha huyét 4p do c6 thé gy
hiép ddng tac dung ha huyét 4p kém ting nhip tim phan xa.
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Tranh dung cilostazol khi ¢é ton thurong gan vira hodc ning, ton thuong than khi eGFR (tdc
dd loc céu thin ude lwong) < 25 ml/ phat/1,73 m2

Cianh bdo td duwoc

PASQUALE c6 chira lactose. Bénh nhén bj bénh di truyén hiém gap kém dung nap
galactose, thiéu hut Lapp lactase hodc rdi loan hdp thu glucose-galactose khéng nén sir
dung.

Dé xa tim tay tré em.

Str dung cho phu nir ¢6 thai va cho con bi

Phu nir mang thai

Cho dén nay, chua cé nghién ciru vé anh hudng cua cilostazol 1én phu nir ¢6 thai. Trén
dong vét thuc nghiém cho thay cilostazol lam giam tmng lwong thai, ting ti 1& bét thudng
vé tim mach, thin, xuong; (bat thuong vach lién that, quai dong mach chi, dong mach dudi
don; chédm cét héa). Do d6, chéng chi dinh diing cilostazol & phy nit mang thai.

Thoi ky cho con b

Cilostazol duge tiét vao sira trén ddng vét thuc nghiém, do d6 cin ngimg cho con bu khi
dung thudc hodc dimg thude do nguy co dbi véi tré b me.

Kha niing sinh san . '
Cilostazol gdy suy giam c6 hoi phyuc kha nang sinh san & chudt cai nhung khong thay anh
hudng trén cac loai dong vat khac.

Y nghia 14m sang chua rd.

Anh hwéng ciia thude ddi véi cong viée (ngudi van hanh may mée, dang lai tau xe, ngudi
lam vigc trén cao va céc truong hop khéc)

Cilostazol c6 thé giay chong mat va bénh nhan nén dugc canh bao than trong trudce khi lai
xe hay van hanh may méc.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:
Chdt src ché két tdp tiéu cdu
Cilostazol 1a mét chét c6 hoat tinh khéng tiéu cdu irc ché‘ PDE III. Trong mgt nghién ciru
trén ngudi khoe manh, dung cilostazol lidu 150 mg x 2 lan/ ngay khong gay kéo dai thoi
gian chay mau.
Acetylsalicylic (ASA)
Ding déng thoi (<4 ngay) ASA véi cilostazol lam ting tac dung e ché két tap tiéu cdu do
ADP ngoai co thé so véi khi chi dung ASA.
Khong ¢6 khuynh hudng rd rang vé viée tang tan suat gap phai cac téc dung khong mong
muén lién quan xudt huyét & bénh nhan dung cilostazol va ASA so véi bénh nhin ding gia
duge va liéu ASA twong dwong.
Clopidogrel va cdc thuéc khang tiéu cdu khdc
Dung dfrmg thoi clopidogrel va cilostazol khong anh hudng s6 luong tiéu cau, thoi gian
prothrombm (PT) hodc thoi gian thromboplastin timg phan dugc hoat hoa. Nghlen ciru trén
ngudi khée manh khi ding clopidogrel don dqc hodc phéi hop cilostazol cho thay su kéo
dai thoi glan chay mau khac nhau khong dang ké. Than trong khi dung cilostazol dong thoi
v6i bét ky thude (rc ché két tap tiéu cau nao khac. Cén nhéc dinh ky theo dai thoi gian chay
mau. Chong chi dinh dung cilostazol cho nhimg bénh nhén dang dung 2 hoac nhidu thubc
khang tiéu cau/ khang dong tac dung hiép dong
Phéi "hop clopidogrel, ASA va cilostazol ¢6 thé lam tang nguy co xuét huyét.
Thuéc chéng déng dwomg uéng nhie warfarin
Trong mét nghién ctru lam sang, véi liéu duy nhat cilostazol khéng c¢6 su irc ché chuyén
héa warfarin hodc anh hudng trén cac thong s6 dong mau (PT, APTT, th&i gian chay
mau) Tuy nhién, nén thin trong & nhitng bénh nhén dung chung cilostazol va bit ky thudc ’ﬁ/
chéng ddng nao khac, theo ddi thuomg xuyén dé giam nguy co chay mau.
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Chong chi dinh dung cilostazol cho nhitng bénh nhén dang dung 2 hogc nhiéu thudc khéng

ticu cau/ khang dong téc dung hiép ddng.

Chdt ikc ché enzym cvrochrom P450 (CYP)

Cilostazol dugce chuyen hoa_ manh bdi cac enzym CYP, dac biét 1a CYP3A4 va CYP2C19

va it hon bm CYP1A2. Chét chuyén héa dehydro héa, ¢6 hiéu luc e ché két tap tiéu cdu

glp 4 - 7 14n cilostazol, dugc tao thanh chii yéu qua CYP3A4. Chét chuyén hoa 4 -trans-
hydroxy, c¢6 h1éu luc tuong duong 1/5 cilostazol, dugc hinh thanh chu yéu qua
CYP2C19. Vi vy, cac thuéc trc ché CYP3A4 (mot sb macrolld khang ndm nhém azol, céc

chat wrc ché protease...) hodgc CYP2C19 (nhu thuéc rc ché bom proton, PPIs) lam tang

tong hoat tinh dugc ly khoang 32% va 42%, tuong ung, va ¢6 thé 1am ting téc dung khong

mong mudn cua cilostazol. Do do, khuyen céo dung liéu 50 mg x 2 14n/ ngay & nhimg bénh

nhan dang dung ddng thoi céc chét e ché manh CYP3A4 hodc CYP2C19.

Dung ddng thoi cilostazol véi erythmmycm (chit c ché CYP3A4) lam ting AUC cua
cilostazol kém tang AUC cua chét chuyén hoa dehydro héa va 4’-trans-hydroxy. Khuyén

cdo dung cilostazol liéu 50 mg x 2 lan/ ngay khi dung chung véi erythromycin hodc céc

thudc twong tu (nhu clarithromycin).

Dung déng thoi cilostazol véi ketoconazol (chét irc ché CYP3A4) lam tang AUC cua
cilostazol kém ting AUC cua chét chuyen héa dehydro héa va 4’-trans-hydroxy. Khuyén

céo ding cilostazol liéu 50 mg x 2 1in/ ngay khi ding chung véi ketoconazol hodc céc

thude tucmg tu (nhu 1traconazol)

Dung ddng thdi cilostazol véi diltiazem (chit rc ché CYP3A4 yéu) lam ting AUC cia 3
cﬂostazol kém ting AUC ctia chit chuyén hoa dehydro hoa va 4’-trans-hydroxy. Tuy nhién,
khong can chinh liéu khi ding chung cilostazol va diltiazem.

Dung déng thdi 100 mg cilostazol véi 240 ml nuée budi chum (chit trc ché CYP3A4 o
ruot) khéng anh huéng déng ké dén dugc dong hoc cla cnlostazol do d6, khong can chinh
liéu. Céc anh hudng déi véi cilostazol co ¥ nghia 1am sang van c6 kha nang xdy ra khi
dung lugng lén hon nude budi chum.

Dung déng thoi cilostazol véi omeprazol (chit tc ché CYP2C19) lam ting AUC cua
cilostazol kém ting AUC ctia chit chuyen hoa dehydro hoa va 4’-trans-hydroxy. Khuyén
céo dung cilostazol lidu 50 mg x 2 1an/ ngay khi ding chung véi omeprazol).

Co chdt ciia enzym cytochrom P450

Cilostazol ting AUC cua lovastatin (co chét cua CYP3A4) va B-hydroxy acid cua né
70% Cén than trong khi cilostazol dugc ding chung v6i co chét cia CYP3A4 c6 khoang
diéu tri hep (msapnd halofantrin, plmomd dan xudt ergot...). Can thén trong trong khi
dung dong thoi véi céc statin duoc chuyén héa boéi CYP3A4 nhu simvastatin, atorvastatin
va lovastatin.

Chdit cam tmg cytochrom P450

Anh hudng ctia cdc chit cam img CYP3A4 va CYP2C19 (nhu carbamazepin phenytoin,
rifampicin va co St. John) lén dugc dong hoc cua cilostazol chua dugc dénh gid. Téc dung
chéng két tap tiéu cdu vé mat ly thuyet ¢6 thé bj thay ddi va can duge theo ddi cin than khi
cﬂostazol dugc dung chung véi cac chat cam \ng CYP3A4 va CYP2CI9.

Hut thubc 14 (cam tmg CYP1A2) c6 thé 1am giam ndng d9 cilostazol trong huyét tuong.
Tuong tac khac

Thén trong khi dung dong thoi cilostazol vai bat ky thudc nao khéc c6 kha ning gdy ha
huyét 4p do c6 thé hiép dong tic dung ha huyét dp kém ting nhip tim phan xa.

8. TAC DUNG KHONG MONG MUON:
Téc dung khong mong mudn thudng gap nhit trong céc thir nghiém lam sang 1a dau du >

30%), tiéu chay va phan bt thuomg (>15%). Céc tac dung nay thudng & mirc d§ nhe dén

trung binh va thudng giam bét khi giam liéu.
Céc tac dung khoéng mong mudn duogc bio céo tir cac thir nghiém 1dm sang va sau khi thude 4

dua ra thi trudong:
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Rt thwong gap, ADR > 1/10

Thén kinh: Nhirc dau.

Tiéu hoa: Tiéu chay, phan bit thuong.

Thuomg gap, 1/10 < ADR < 1/100

Huyét_ hoc: BAm méu.

Chuyén héa va dinh dudng: Phu (ngoai bién, mét), chan an.

Théan kinh: Chéng mat.

Tim: Dénh tréng ngue, nhip tim nhanh, dau thit nguc, loan nhip tim, loan nhip ngoai tim
thu thét.

Ho hip - 16ng ngue - trung tht: Viém miii, viém hong.

Tiéu héa: Budn ndn va ndn, kho tiéu, de’iy hoi, dau bung.

Da va moé dudi da: Phat ban, ngira.

Toan than va noi dung thudc: Pau nguc, suy nhuoc.

It gap, 1/100 < ADR < 1/1.000

Huyét hoc: Thiéu méu.

Mién dich: Phan ung di ung.

Chuyén héa va dinh dudng: Tang dudng huyét, dai thdo dudng.

Tam thén: Lo léng.

Than kinh: M4t ngti, mo bat thuong.

Tim: Nhdi méu co tim, rung nhi, suy tim sung huyét, nhip tim nhanh trén thét, nhip nhanh
thét, hdn mé.

Mach méu: Xut huyét & mét, chay mau cam, xuat huyét duong tiéu héa, xuét huyét khong
xac dinh, ha huyét 4p tur thé.

Hb hép - 16ng nguc - trung that: Khé thd, viém phdi, ho.

Tiéu héa: Viém da day.

Co - xuong va mo lién két: Dau co.

Toan thn va noi ding thuéc: On lanh, kho chiju.

Hiém gap, 1/100 < ADR < 1/1.000

Huyét hoc: Th¥i gian chay méu kéo dai, tang tiéu cau.

Thén - tiét niéu: Suy thén, suy gidm chirc ning than.

Chuea ré tan sudt

Huyét hoc: Xu huéng chay méu, giam tiéu cdu, giam bach cdu hat, mat bach cau hat, gidm
bach ciu, giam huyét ciu, thiéu mau bit san.

Thén kinh: Liét, giam cam gidc (khi tiép xuc).

Mit: Viém két mac.

Tai va mé 16: U tai.

Mach mau: Bbc hoa, ting huyét ép, ha huyét ap, xuét huyét ndo, Xuét huyét phéi, Xudt
huyét co, xuat huyét dudmg hd hip, xudt huyét dudi da.

Hb hép - 1ng nguc - trung that: Viém phdi k&.

Gan - mt: Viém gan, rdi loan chirc ning gan, vang da.

Da va mé duéi da: Eczema, ban da, hoi chitng Stevens-Johnson, hoai tir biéu bi nhiém doc,
may day. )

Thin - tiét niéu: Tiéu ra méu, da nigu.

Toan thén va noi ding thude: Sét, dau.. )

Xét nghiém: Tang acid uric, tang uré huyét, téing creatinin huyét.

ba ¢6 béo céo tang tan suét tac dl,mAg khong mong mudn danh tréng nguc va phi ngoai bién
khi phdi hop cilostazol véi cdc thude gidn mach khic gdy ting nhip tim phén xa nhu thube
phong bé kénh calci dihydropyridin. ‘

Téc dung khéng mong mudn phai ngung didu tri & > 3% bénh nhan dicu tri vm cilostazol
la dau dau. Nguyén nhan thudng gap khac phai ngung di€u trj bao gom dénh trong ngyc va

tiéu chay. f |
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Cilostazol ¢6 thé gdy nguy co chay mau, nguy co ndy c6 thé ting 1én khi ding ddng thoi
v6i cée thude khac ciling c6 kha nang nhu vay.

Nguy co chay méu ndi nhén c6 thé ¢6 thé cao hon & nhimg bénh nhan bénh tiéu duomg.

Tan suét tiéu ehéy va dénh trong ngyc c6 thé ting Ién & ngudi cao tudi.

Thuébc c6 thé gay ra cde tdc dung khong mong muén khdc. Cén theo doi chat ché va khuyén
cdo bénh nhan thong bdo cho bac sy nh:mg tac dung khong mong muén gap phai khi su
dung thuéc.

9. QUALIEU VA XU TRi:

Biéu hién: C6 rét it thong tin v& qua liéu cilostazol & ngudi. Trigu chimg qua l1eu cilostazol
c6 thé dy dodn trude qua biéu hién cua tic dung dugc ly qua mirc: Dau dau trdm trong, tiéu
chay, ha huyct ap, nhip tim nhanh va c6 thé ¢6 loan nhip tim. LDso cua cilostazol & chudt 1a
>5g/kgthetrongvﬁachola>2g/kgthetrong

Xir tri: Theo d&i cin than va diéu tri hd tro. Neu thich hop, nén lam rong da day bing céch
gdy nén hodc suc rira da day Do cilostazol gin protein huyét morng ty 1¢ cao nén khong
phu hop véi loc méu ngoai than. Khi c6 biéu hién qua liéu nang cdn cho bénh nhén ngimg
thudc ngay va néu cén thiét dua bénh nhan dén bénh vién diéu trj.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO:
Khéng ding thubc qua liéu chi dinh.
Piéu kién bio quin: Noi khé rdo, trdnh 4nh séng, nhiét d9 khong qué 30°C.
Han ding cia thude: 36 thing ké tir ngay san xuét.
11. TEN, PIA CHi VA BIEU TUQNG CUA CO SO SAN XUAT
San xudt tai:

DAVIPHARM

CONG TY TNHH DUQC PHAM PAT VI PHU

(DAVI PHARM CO., LTD)

Pia chi: L6 M7A, Pudng D17, Khu CN My Phuée 1, Phuong Théi Hoa, Thi xa Bén Cat,
Tinh Binh Duong, Viét Nam

Tel: 0650-3567689  Fax: 0650-3567688

12. NGAY XEM XET SUA POI, CAP NHAT
THUOC:

TUQ.CUC TRUBNG
p muor«.c; PHONG

Ué M/mi_/f&my

t
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