‘R THUOC BAN THEO PON
X

TO HUONG DAN SU DUNG THUOC
Vién nén

PASQUALE

Thudc ban theo don
Pé xa tam tay tré em
Poc kj huéng dén sir dung trudc khi ding
Thong bao ngay cho bac s§ nhitng tac dung khong mong muon khi sir dung thuéc
To thong tin san phdam nay bao géom hweéng dén sie dung cho thuac c6 nhiéu ham Iweng khéc nhau.

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH
1. Thanh phan, ham lweng cia thudc:
Mai vién nén PASQUALE-50 chua:
CilosStazol .......ccovevevieieeeceec e 50 mg
Ta dugc: Lactose monohydrat, cellulose vi tinh thé, povidon, natri lauryl sulfat, silicon dioxyd,
magneSI stearat.

Mbi vién nén PASQUALE chua:

CiloStazol ......cooviiiiieee e, 100 mg

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

2. M0 ta san pham:
PASQUALE-50: Vién nén dai mau tring, mot mat dap log
PASQUALE: Vién nén tron mau trang, mot mat dap logo #

mat kia dap gach ngang.
, mat kia dap gach ngang.

3. Quy céch déng goi:
PASQUALE-50: Hop 10 vi (Nhém - Nhém) x 10 vién.
PASQUALE  : Hop 10 vi (Nhém - Nhém) x 10 vién.

4. Thube dung cho bénh gi?
San pham PASQUALE chua thanh phan chinh co tac dung dugc ly la cilostazol, thuoc nhom
thudc goi 1a “Thuoc trc ché két tap tiéu cau va gidn mach, thudc tc ché chon loc
phosphodiesterase té bao”.
Cilostazol tac dung bang céch l1am gidn mot sé mach mau va lam giam hoat tinh giy dong
méu cua tiéu cau, mot loai t& bao mau, trong mach méu cua ban.
PASQUALE duoc chi dinh trong bénh dau cach hoéi. Pau cach hdi 1a mot con dau giéng
chudt rat ¢ chan cuaa ban do khong cung cip du mau dén chan. PASQUALE c6 thé lam ting
khoang cach di bo t6i da va khong dau dén vi no cai thién tudn hoan mau dén chan cua ban.
PASQUALE chi dugc khuyén céo sir dung khi thay dbi 16i séng (bao gdm ngung hut thudc 14
va tang tap luyén) va céc bién phap can thi¢p thich hop khac khong du dé cai thién triéu
chimg ciia con dau cach hdi. Ban can tiép tuc thuc hién thay d6i 161 song trong khi udng
PASQUALE.

5. Nén dung thudc nay nhw thé nao va liéu lwong?
Lubn dung thudc chinh xac nhu hudng dan caa bac sy hoic dugc sy. Néu ban chua rd, hiy
hai lai cho chéc chan.
Liéu dung: ‘ ’ ‘ o
Lieu khuyeén céo la 100 mg x 2 lan/ ngay (sang va toi). Khong can thay doi lieu ¢ nguoi cao
tudi. Tuy nhién, bac sy cé thé cho ban dung liéu thap hon néu ban dang dung cac thudc khac
anh hudng dén hiéu qua cia PASQUALE.
Cach dung: ) ) ) )
Thudc dung duong uong, uong thudc xa bira an, trudc bira dn chinh it nhat 30 phut hodc sau
bira an chinh 2 gio.
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Mot sb hiéu qua cua PASQUALE c6 thé thiy duoc trong vong 4 - 12 tudn diéu tri. Bac sy cua
ban s€ tién hanh danh gia hi¢u qua di€u tri cia ban sau 3 thang va c6 thé cho ban ngung
PASQUALE néu hi¢u qua diéu tri khong du.

6. Khi nao khong nén dung thuoc nay?

Khong nén dung thudc nay néu ban:

- Man cam vai cilostazol hoic bat ky thanh phan nao cuaa thudc.

- Bi suy tim sung huyét.

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

- Ban dang bi hoic tirng bi ngat do bénh tim, hoic bat ky réi loan nghiém trong nao vé nhip
tim.

- Ban dang trong tinh trang dé bi chay mau hoic bam tim, nhu:

Viém loét da day ta trang dang hoat dong.

Bi dot quy do xuét huyét nio trong vong sau thang géan day.
C6 van dé vé mat do dai thao duong.

Huyét ap ciia ban khong dwoc kiem soét tét.

- Ban dang uong ca acetylsalicylic va clopldogrel hoac bat ky phdi hop cua hai hodc nhiéu
thudc nao cé thé lam ting nguy co chay mau caa ban (tham khao y kién béac sy néu ban
chua chac chan).

- Ban bi bénh than hoac gan vira hoac nang.

Ban dang mang thai.

Khong ding thude néu ban gip phai bit ky truong hop nao & trén. Tham khéo y kién ctia bac

sy néu ban chua chic chén.

7. Tac dung khong mong mudn
Nhu céc thuée khac, PASQUALE c6 thé gay tac dung khong mong mudn, nhung khong phai
ai cling gap phai.
Ngung ding thuoc va lién hé trung thm y té gan nhdt néu ban gdp céc tac dung khéng mong
muéh sau:
- Dot quy.
- Con dau tim.
- CA&c van dé vé tim gay kho tha hodc sung mat c& chan.
- Nhip tim bt thuong (méi bi hoic bi ning 1én).
- Chay mau d& nhan thay.
- D& bi bam tim.
- C6 phan tng nghiém trong bao gom phong rop da, mi¢ng, mat va bo phan sinh duc.
- Vang da hoic phan trang cua mét do cac van dé vé gan hoic mau (benh vang da). )
Théng béao ngay cho bac sy neu ban bj sot hodc dau hong. Ban c0 thé can tién hanh mot sé xét
nghiém mau va bac sy sé quyet dinh viéc tlep tuc diéu trj cua ban.
Thong bao ngay cho bac sy néu gap phdi cac tac dung khdng mong muéh sau:
Rat thuong gap, co thé gap phdi > 1 trong 10 nguoi ding thudc:
Nhirc dau.
Tiéu chay.
Phan bat thuong
Thuong gap, co thé gdp phdi dén 1 trong 10 nguoi ding thuoc:
Pénh tréng nguc.
Nhip tim nhanh.
Pau nguc.
Chdng mat.
Viém mii.
Viém hong.
Budn ndn va ndn, kho tiéu, day hoi, dau bung.
Chan an.
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Phd mét ca chan, phi chan, mit.

Phét ban, ngtra da.

Bam mau.

Suy nhugc.

It gdip, c6 thé gap phdi dén 1 trong 100 nguoi dimg thuoc:

Con dau tim.

Nhip tim bat thuong (mé1i bi hodc nang 1én).

Céc van dé vé tim gay kho thé hodc sung mét ca chan.

Thiéu mau.

Ho.

On lanh.

Chay mau bat thudng.

D& chay mau (vi du: Chay mau da day, mat hodc co, chiy mau cam, c6 mau trong nudc bot
hodc nudc tiéu).

Giam sb lugng hong cau trong mau.

Chong mat khi dung 1én.

Ngat xiu.

Lo lang.

Kho ngu.

Mo bit thuong.

Di ung.

Nhtrc méi va dau.

Tang duong mau, dai thdo duong.

Pau da day (viém da day).

On lanh.

Kho chiu.

Co the co nguy co chay mau cao hon & nguoi bi dai thao duong.
Hiém gap, c6 thé gap phai dén 1 trong 1000 nguoi ding thuoc:
Thoi gian chdy mau kéo dai hon binh thuong.

Tang tiéu cAu trong mau.

Cac van d¢ vé than.

Chura ré tan sudt:

Thay doi huyet ap.

Giam hong cau, tiéu cau, bach ciu trong mau.

Kho tho.

Di chuyén kho khan.

Sét.

Do bung.

Eczema hoac cac loai ban da khac.

Gidm cam giac ¢ da.

Viém két mac.

U tai.

Céc vén dé vé gan bao gom viém gan.

Thay do6i trong nude tiéu.

Thudc c6 thé gay ra céac tac dung khdng mong musn khéc, thdng bao ngay cho bac sy néu
gap phdi nhitng tac dung khéng mong muon sau khi si dung thudc.

8. Nén tranh dung nhirng thudc hoic thue pham gi khi dang str dung thudc nay?
Thong bao cho bac sy hoac duoc sy cua ban ve tat ca cac loai thuéc ma ban dang sir dung
hodc sir dung gan day, bao gdm ca cac thudc ké don hoidc khong ké don, cac vitamin hoic
thudc tir dugc liéu.
Phai thong b&o cho bac sy néu ban dang uong cac thudc duoc dung dé giam tinh trang dau
hodc viém & co hodc khép, hodc néu ban ubng cac thudce lam giam dong méau, bao gom:
- Acid acetylsalicylic.
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- Clopidogrel.

- Thuéc khang dong (nhu warfarin, dabigatran, rivaroxaban, apixaban hoac heparin ty trong
thap).

Néu ban dang udng céc thudc trén cing cilostazol, bac sy c6 thé can tién hanh mot sb xét

nghi¢ém méu thuong xuyén hon. ) i

M0t s6 thuoc co thé dnh hudng den tac dung cua cilostazol khi uong cung nhau. Ching c6 thé

lam tang tac dung khong mong muén cua cilostazol hoic lam cilostazol giam tac dung.

Cilostazol ciing co thé tac dong tuong tu V4 cac thuoc khac. Trudc khi bat dau st dung

cilostazol, hdy thong béo cho bac sy néu ban dang udng:

- Erythromycin, clarithromycin hoac rifampicin (khang sinh).

- Ketoconazol (diéu tri nhiém nim).

- Omeprazol (diéu tri tiét acid qua muc trong da day).

- Diltiazem (diéu tri téng huyét &p hoic dau nguc).

- Cisaprid (diéu tri c&c ri loan da day).

- Lovastatin hoac simvastatin hoac atorvastatin (diéu tri tang cholesterol trong mau).

- Halofantrin (dleu tri Sot rét).

- Pimozid (diéu trj cac van dé vé tam than).

- DAan xuét ergot (diéu tri dau ntra dau, vi du: Ergotamin, dihydroergotamin).

- Carbamazepin hoic phenytoin (chdng co giat).

- Co St. John (mat thudc thao duoc).

Truéc khi bat dau uong cilostazol, hay thong béo cho béc sy cua ban néu ban dang udng cac

thudc diéu tri tang huyet ap Vi cilostazol c6 thé lam ting thém tac dung ha huyet ap. Khi huyét

ap cua ban giam qua thip cd thé lam cho tim dap nhanh. Céc thubc nay bao gom:

- Loi tiéu (nhu hydroclorothiazid, furosemid).

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

- Thuéc uc ché ACE (nhu captopril, lisinopril).

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

- Thudc chen beta (nhu labetalol, carvedllol)

Néu ban gap bdt ky trieong hop ndo ¢ trén (hodc ban khdng chdc chan), hdy thdo lugn véi

bac sy.

St dung PASQUALE Véi thikc dn ,

Uong thudc xa bira an, trudc bira an chinh it nhat 30 phat hoac sau bira an chinh 2 gio.

9. Can lam gi khi mét 1in quén khong dung thuoc"
Néu ban quen khong dung 1 liéu, uong liéu tiép theo nhu lich trinh cii. Khdng ubng gip doi
lidu dé bu vao liéu da quén.

10. Néu ban muén ngirng thudc
Khi ban ngung uéng cilostazol, con dau & chan ban cd thé tro lai va nang lén. Tiép tuc su
dung thUOc cho dén khi bac Sy bao ban ngung hodc ban gap phai cac tinh trang can chim soc
y té khan cép. Khéng dugc tu y ngung thudc.
Ludn lam theo chi dan cua bac s§.
Néu ban c6 thiac mac gi khi st dung thudc nay, hay lién hé véi béac sy hodc dugc s3.

11. Can bao quan thudc nay nhu thé nao?
Giir thubc trong bao bi géc cua nha san xuat, day kin.
Dé thubc noi kho ro, tranh anh sang, nhiét do khéng qua 30°C, va ngoai tim véi cua tré em.
Khéng st dung thudc sau ngay hét han in trén bao bi (hop va vi thubc).

12. Nhirng ddu hiéu va triéu chirng khi dung thudc qua lidu
Dung thubc chinh xac nhu huéng dan cua béc sy. Neu ban dung qué liéu hodc tré em nudt
phai thuéc, lién h¢ ngay véi bac sy va trung tam y té gan nhat. ) )
Khi dung thuoc qué liéu, ban cé thé bi dau dau nang, tiéu chay, ha huyét ap va nhip tim bat
thuong.
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13. Can phai lam gi khi dung thudc qua liéu Khuyén cao
Ngung dung thuoc va lién lac ngay véi bac sy hoac trung tam y té gan nhat. Khong tu 14i xe
dén bénh vién, hay nho ai d6 dwa ban di hoac goi ngay cho xe cip ctu. Mang theo vién thudc
cling véi bao bi dé bac sy biét ban da udng thuoc gi va co bién phap xir Iy kip thoi.

14. Nhirng diéu cén than trong khi ding thudc nay

Truéc khi ding thuac nay, thong bao cho bac sy néu ban dang c6 cdc vin dé vé sirc khoe sau

day:

- Ban dang c6 cac van dé nghiém trong vé tim hoac c6 bat ky van dé gi vé nhip tim.

- Ban c6 van dé& vé huyét ap. o
Trong khi dung cilostazol, hdy chdc chén rang:

- Néu ban dang can phau thuat, bao gom nhé ring, hiy théng bao cho bac sy hodc nha sy cua
ban rang ban dang uéng cilostazol.

- Néu ban dé bi bam tim hoic chay méu, ngung uéng cilostazol va théng bao ngay cho bac
5.

Vién nén PASQUALE c6 chira lactose. Thong bao cho bac sy diéu tri néu ban di ting duoc

bac sy bao rang ban khéng cd kha niang dung nap mot loai dwong nao.

Néu ban gap phdi cdc truong hep trén (hodc néu ban khéng chdc chdn), hdy thdo lugn véi

bac sy ciia ban truée khi dung thuac.

Dung thugc cho tré em va tré vi thanh nién

Cilostazol khéng thich hop dung cho tré em.

Phu niz mang thai hogc cho con bu

Phu nir mang thai:

Cilostazol khong dugc su dung trong thoi ky mang thai.

Thong bao cho bac sy néu ban nghi rang minh dang mang thai, c6 thé dang mang thai hoic c6

¥ dinh mang thai, tham khao y kién bac sy truéc khi dung thUOc

Phu nit dang trong thoi ky cho con bu:

Khéng khuyén cdo sur dung cilostazol khi dang trong thodi ky cho con bi. Tham khao 1oi

khuyén cua bac sy trude khi ding thude.

Lai xe va vgn hanh may méc

Cilostazol c6 thé gay chong mat. Néu ban cam thiy chéng mat sau khi udng cilostazol, khong

lai xe va khdng sir dung céc thiét bi hoic may moc hay cac cong viéc doi hoi su tinh téo va

théng bao cho bac sy hoac dugc sy cua ban.

15. Khi nao cin tham vén bac sy, duge s§.
Can lién lac ngay véi bac sy hoac trung tam y té gan nhat khi ding thudc qué liéu chi dinh.
Thong thuong, bao gid cling phai hoi y kién bac sy hodc duoc sy trudc luc dung bat ky thude
nao khi mang thai hoac cho con bu.
Théng béo ngay cho bac sy hoic duoc sy nhing tac dung khdng mong mubn gap phai khi st
dung thudc.
Néu can thém thdng tin xin hoi y kién béac sy hodc duoc sy.

16. Han ding caa thudc: 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 dwoc ly: Thudc wc ché két tap tiéu cau va gidn mach, thudc tc ché chon loc
phosphodiesterase té bao.
Méa ATC: BO1AC23.
Cilostazol 12 mot dan chét quinolinon rc ché phosphodiesterase té bao, chon loc hon 1én
phosphodiesterase 11, gy tac dung trc ché két tap tiéu cau va gidn mach. Co ché tac dung cua
cilostazol chua duge biét day du. Thude co tac dung trc ché phosphodiesterase typ III cua té
bao, dan t6i ngan chan giang hoa, do d6 lam tang nong d0 AMP vong trong t1eu cau va mach
mau. Sy tang nong do AMP vong lam cho gidn mach va trc ché két tap tiéu cau. Cilostazol tc
ché c6 hdi phuc két tap tiéu cau giy ra boi nhiéu yéu td kich thich nhu thrombin, ADP,
collagen, acid arachidonic, epinephrin, stress chan thuong. Nghién ctru in vitro con cho thay
cilostazol c6 thé trc ché sy phi dai cua té bao co tron.
Cilostazol tac dung 1én ca long mach va chic nang tim mach. Trén thuc nghiém & dong vat
cho thdy cilostazol c6 tic dung gidn mach khong dong nhat, giy gidn dong mach dui nhiéu
hon so v6i dong mach ving d6t séng cd, ddng mach canh, va dong mach mac treo trang trén.
Dbong mach than khong dap ung véi tac dung cua cilostazol. Ngoai ra, cilostazol con co tac
dung lam tang nhip tim, co co tim, tdng luu lugng mau mach vanh, tang tinh ty dong cua tam
that, co thé gdy ra ngoai tam thu thét hodc nhip nhanh that. Cilostazol con ¢o tac dung lam
thay do6i nong do lipoprotein, giam nong do triglycerid va tang nong dd lipoprotein ty trong
cao (HDL), khdng lam thay d6i nong do cholesterol toan phan, lipoprotein ty trong thap
(LDL), lipoprotein (a).

2. PAC TINH DUQC PONG HOQC:
Hdp thu:
Cilostazol duoc hap thu tot sau khi udng. Bira an nhiéu chit béo 1am ting sy hip thu, khoang
90% Cmax va 25% AUC. Sinh kha dung tuyét dbi chua biét rd.
Sau khi udng liéu 13p lai 100 mg x 2 1an/ ngay ¢ bénh nhan mic bénh mach mau ngoai bién,
trang thai 6n dinh dat dugc trong vong 4 ngay.
Phan bé:
Cilostazol gén véi protein huyét twong khoang 95 - 98%, chu yéu gin voi albumin. Chét
chuyén hoa dehydro héa va 4’-trans-hydroxy-cilostazol gan két huyét twong lan luot 1a 97,4%
va 66%. Phan cilostazol tr do trong huyét trong cua cilostazol ¢ nhitng bénh nhan suy than
cao hon 27% so v&i nguoi binh thuong.
Chuyén hoa:
Cilostazol chuyén hoa manh & gan boi enzym cytochrom P450, chu yeu la CYP3A4, phan
nho do CYP2C19 thanh chét chuyén hoa thai trir chii yéu qua nudc tiéu. Co hai chat chuyen
hoa chinh con hoat tinh: 3,4-dehydro-cilostazol va 4’-trans-hydroxy-cilostazol 13 nhimng chit
chuyén hoéa c6 hoat tinh manh nhat, chiém it nhat 50% hoat tinh duoc hoc. Duge dong hoc ty
1& thuan véi lidu.
Sau khi udng 100 mg cilostazol c6 gin phong xa, 56% tong cac chat phan tich trong huyét
tuong 1a cilostazol, con lai 15 % la 3,4-dehydro-cilostazol (c6 tac dung hoat tinh tc ché
phosphodiesterase III cao gip 4 - 7 1an so véi cilostazol) va 4% la 4’-trans-hydroxy-cilostazol
(tac dung duoc Iy bang 1/5 cilostazol).
Thadi tree:
Cilostazol thai trir chii yéu dudi dang chét chuyén hoa c6 va khong c6 hoat tinh qua nudc tiéu
(74%) va qua phan (20%). Khong dinh luong dugce cilostazol dang khong chuyen hoa trong
nudce tiéu, < 2% heu duogc bai tiét & nude tiéu 1a 3,4-dehydro-cilostazol va 30% lidu dwgc bai
tiét trong nudc tiéu 1a 4’-trans-hydroxy-cilostazol.
Phan con lai duwoc bai tiét dudi dang cic chat chuyén hoa khac. Thoi gian ban thai cua
cilostazol va chat chuyén hoa co6 hoat tinh 1 11 - 13 gio. Nhitng bénh nhan diéu trj kéo dai,
cilostazol va chat chuyén hoa c6 hoat tinh tich lily trong méau gip 2 lan va dat ndng do bio
hoa trong méu sau vai ngay.
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Dugc dong hoc cua cilostazol ¢ nguoi tinh nguyén khée manh tuwong dwong nhu bénh nhén bi
dau céach hoi do bénh dong mach chi dudi.

3. CHI PINH:
Cilostazol dwoc chi dinh dé cai thién khoang cach di bo t6i da va khong dau don & bénh nhan
dau cach hoi, khong bi dau khi nghi ngoi va khong c6 bang ching hoai tir md ngoai vi (bénh
dong mach ngoai bién Fontaine giai doan II).
Cilostazol 1a thudc Iwa chon hang hai dé dé cai thién triéu ching dau cach hoi khi thay d6i 16i
song (bao gébm ngung hut thude 14 va cac chuong trinh luyén tap (c6 theo ddi)) va cac bién
phép can thi¢p thich hgp khéac khong c6 hi¢u qua.

4. LIEU DUNG - CACH DUNG:
Céach dung:
Thudc dung duong uéng, ubng thudc xa bira an, trudc bita an chinh it nhat 30 phat hodc sau
bita n chinh 2 gid. Udng cilostazol chung voi thirc an s€ lam tang Cmax cua cilostazol, do do
c6 thé gay tac dung khong mong muén.
Bénh nhan dang dleu tri cilostazol khi can chi dinh ngung thudc hodc giam liéu khong bi hiéu
g ngugc (tang két tap tiéu cau).
Lieéu dung:
Liéu khuyén cdo cua cilostazol 13 100 mg x 2 1an/ ngay.
Piéu tri véi cilostazol nén dugc khoi dau boi bac sy c6 kinh nghiém diéu tri dau cach hoi.
Nén danh gia lai bénh nhén sau 3 thang diéu tri va can nhic ngung diéu tri bang cilostazol néu
khong ¢6 hi€u qua hodc cac triéu chung khong cai thién.
Bénh nhan duogc diéu tri véi cilostazol nén nén tlep tuc thuc hién thay doi 16i sbng (ngung hat
thudc va tap thé duc) va cac can thiép bang thudc (nhu diéu tri ha lipid mau va khang tiéu
cau) dé giam cac nguy co tai bién tim mach. _Cilostazol khong phai 1a mot thay thé cho nhiing
liéu phap nay. Giam liéu xudng 50 mg x 2 lan/ ngay ¢ nhimg bénh nhan dang ding cac thudc
e ché manh CYP3A4 nhu mét s6 macrolid, thube khang ndm nhém azol, thube (e ché
protease, hodc cac thudc trc ché manh CYP2C19 nhu omeprazol.
Tac dung cua cilostazol khong xuét hién ngay, thuong biéu hién tac dung sau khi bat dau diéu
tritr2 -4 tuan Thoi gian tir khi bt dau diéu tri dén khi c6 tac dung c6 thé 1én dén 12 tuan.
Nguwoi cao tuoi:
Khéng can chinh liéu cho nguoi cao tudi.
Tré em:
An toan va hiéu qua cua cilostazol ¢ tré em chua duogc thiét lap.
Suy than:
Khéng can chinh 1iéu cho bénh nhan ¢6 Clg > 25 mL/ phat. Chdng chi dinh dung cilostazol &
bénh nhan c6 Cler < 25 mL/ phat.
Suy gan
Khéng can chinh liéu cho bénh nhan c¢6 bénh gan nhe. Chua c6 thong tin vé viée dung thude
trén bénh nhan suy gan trung binh va ning. Do cilostazol chuyén hoa chii yéu boi cac enzym
gan, chdng chi dinh dung thudc cho bénh nhan suy gan trung binh va ning.

5. CHONG CHI PINH:
Man cam véi cilostazol hoic bat ky thanh phan nao cua thuéc.
Suy than nang: Do thanh thai creatinin <25 ml/ phut.
Suy gan trung binh hoac nang.
Suy tim sung huyet.
Phu nir cd thai.
Bénh nhan d& xuit huyet (Vi du: Viém loét da day ta trang dang hoat dong, bi dot quy do Xuat
huyet ndo trong vong sau thang gan day, bénh véng mac ting sinh do dai thdo duong, ting
huyét ap kiém soat kém).
Bénh nhan cd tién st nhip nhanh that, rung that hoac da 6 phat nhip ngoai vi tm that, du dugc
diéu tri day du hay chua, bénh nhan keéo dai khoang QTc.
Bénh nhan co tién sir loan nhip nhanh nang.
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Bénh nhan duogc diéu tri dong thoi voi 2 hoic nhiéu thudc khang tiéu cau hodc khang dong
(nhu acid acetylsalicylic, clopidogrel, heparin, warfarin, acenocoumarol, dabigatran,
rivaroxaban hoac apixaban).

Bénh nhan dau thit nguc khong 6n dinh, nhdi mau co tim trong vong 6 thang gan day hoic
can thiép dong mach vanh trong 6 thang gan day.

6. CAC TRUONG HQP THAN TRONG KHI DUNG THUOC:
Cilostazol dung dé lam giam di khap khiéng gian cach khi di mot quang dai & nguoi bi bénh
mach ngoai bién khong dau khi nghl va khong c6 mé ngoai vi bi hoai tir. Thudc chi dung diéu
tri hang hai sau khi thay d6i 161 song va cac can thiép khac (nhu bo hut thude, kiém soat huyet
ap, dleu hoa lipid huyet kiém soat bénh dai thio dudng, giam béo) that bai. Sau 3 thang diéu
tri, néu khong da, co thé can nhéc ngung thude.
Can nhéc cén than sy phu hop cua diéu tri bang cilostazol bén canh céc lua chon diéu tri khéc
nhu tai 1lap mach mau.
Can théan trong khi dung cilostazol ¢ ngudi bi ngoai tdm thu nhi hodc that, rung nhi, flutter nhi
(chdng chi dinh néu ning); bénh dong mach vanh 6n dinh; dai thao duong (nguy co cao chay
mau ndi nhén); phau thuat; phdi hop cac thuéc lam tang nguy co chay mau (chéng chi dinh
dung phdi hop 2 hoidc nhiéu hon thude khang tiéu cau hodc thudc chong dong mau).
Duya trén co ché tac dung, cilostazol co thé gay nhip tim nhanh, danh tréng nguc, loan nhip
nhanh v&/ hoic tut huyét ap. Cilostazol c6 thé 1am ting nhip tim khoang 5 - 7 nhip/ phut; &
nhirg bénh nhin c6 nguy co ndy c6 thé xay ra con dau thit nguc.
Chéng chi dinh dung cilostazol & nhitng bénh nhan dau that nguc khong 6n dinh hoic nhdi
mau co tim/ can thiép mach vanh trong 6 thang gan day hodc c6 tién sir loan nhip nhanh
nghiém trong.
Khuyén cdo bénh nhan thong bao cho bac sy néu c6 bat ky dau hiéu chay mau hodc d& bam
tim trong khi diéu trj. Trong trudng hop chay mau vong mac nén ngu‘ng st dung cilostazol.
Than trong ¢ bénh nhén dang dung thudc chong dong, thudc gay huy tiéu cau, thudc lam tan
huyét khi, prostaglandln E1 hoic dan xuét; bénh nhan dang c6 kinh nguyet bi giam tiéu cau,
¢6 xu hudng chay mau; hep dong mach vanh, dai thao duong hozc cé bat thuong vé dung nap
glucose.
Do tac dung trc ché két tap tiéu cau, cilostazol cd thé gia ting nguy co chay méau khi phau
thuat (bao gom cé cac tiéu phau nhu nhd rang). Nén ngung cilostazol 5 ngay trudc khi phiu
thuat.
Hiém hodc rat hiém c6 bao céo bat thudong vé huyét hoc bao gdm giam tiéu ciu, giam bach
cau, giam toan thé huyét cau, mat bach cau hat va thiéu mau bat san. Hau hét cac bénh nhén
phuc h01 khi ngung cilostazol. Tuy nhién, mot s6 trudng hop giam toan bo huyét cau va thiéu
mau bét san da gy tir vong.
Bénh nhéan nén dugc canh bao kip thoi bao cao bat ky d4u hiéu sém cua rdi loan tao mau nhu
s6t va dau hong. Cong thirc méau toan phan nén dugc kiém tra néu nghi ngo bi nhiém tring
hoéc co bat ky bang chung lam sang khac cua rdi loan tao mau. Cilostazol nén ngung kip thoi
néu c6 bang chimg 1am sang hodc can 1am sang clia cac bat thuong huyét hoc.
Trong trudng hop bénh nhan dang dung céc thudc e ché manh CYP3A4 hoic CYP2C19,
ndng do cilostazol trong huyét twong ting 1én. Trong truong hop ndy, khuyén céo dung licu
cilostazol 50 mg x 2 1an/ ngay.
Thén trong khi dung chung voi céc thudc khac co kha ning gay ha huyét ap do c6 thé giy
hiép dong tac dung ha huyét 4 ap. kém tang nhip tim phan xa.
Tranh dung cilostazol khi c6 t6n thuong gan vira hoic ning, ton thuong than khi eGFR (téc
d6 loc cau than udc luong) < 25 ml/ phat/ 1,73 m2,

Canh bao ta duwoc . )

PASQUALE cé chura lactose. Bénh nhén bi bénh di truyén hiém gap kém dung nap galactose,
thiéu hut Lapp lactase hoic réi loan hap thu glucose-galactose khong nén sir dung.

Pé xa tam tay tré em.

St dung cho phu nir ¢6 thai va cho con ba
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Phu nir mang thai

Cho dn nay, chua c6 nghién ciru vé anh hu0’ng cua cilostazol 1én phu nir 6 thai. Trén dong
vat thyc nghiém cho théy cilostazol lam giam trong lugng thai, tang ti 1€ bét thudng vé tim
mach, than, xuong; (bat thuong vach lién thit, quai dong mach chi, dong mach dudi don;
cham cbt hoa). Do d6, chdng chi dinh dung cilostazol & phu nit mang thai.

Thai ky cho con bu

Cilostazol duoc tiét vao sita trén dong vat thuc nghi¢m, do d6 can ngung cho con ba khi dung
thudc hoac ding thude do nguy co dbi véi tré bl me.

Kha nang sinh san

Cilostazol gay suy giam c6 hdi phuc kha ning sinh san & chudt cai nhung khong thay anh
hudng trén cac loai dong vat khac.

Y nghia 1dm sang chua rd.

Anh huéng ciia thudce ddi véi cong viée (ngudi van hanh may moc, dang lai tau xe, nguoi
lam viéc trén cao va cac truong hop khac)

Cilostazol c6 thé gdy chéng mit va bénh nhan nén dugc canh bao than trong trude khi l4i xe
hay van hanh may mac.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC:
Chat tkc ché két tdp tiéu cau i
Cilostazol 1a mot chat c¢6 hoat tinh khang tiéu cau e ché PDE III. Trong mdt nghién ctru trén
ngudi khoe manh, ding cilostazol liéu 150 mg x 2 1an/ ngay khong gay kéo dai thoi gian chay
mau.
Acetylsalicylic (ASA)
Dung déng thot (<4 ngéy) ASA véi cilostazol 1am ting tac dung tc ché két tap tiéu cau do
ADP ngoai co thé so voi khi chi dung ASA.
Khong c6 khuynh huéng rd rang v€ viée tang tan suat gap phai cac tdc dung khong mong
mubn lién quan xuat huyét & bénh nhan ding cilostazol va ASA so véi bénh nhan dung gia
dugc va lidu ASA tuong duong.
Clopidogrel va cdc thuéc khdng tiéu cau khéc
Dung dong thoi clopidogrel va cilostazol khong anh huong s6 luong tiéu cau, thoi gian
prothrombln (PT) hodc thoi gian thromboplastin ting phan duoc hoat hoa. Nghién ctru trén
ngudi khée manh khi ding clopidogrel don doc hodc phédi hop cilostazol cho thay su kéo dai
thoi gian chday mau khac nhau khong dang ké. Than trong khi dung cilostazol dong thoi voi
bat ky thudc trc ché két tap tiéu cau nao khac. Can nhéc dinh ky theo ddi thoi gian chay mau.
Chong chi dinh dung cilostazol cho nhimg bénh nhéan dang dung 2 hodc nhiéu thudc khang
tiéu cau/ khang dong tac dung hiép dong.
Phéi hop clopidogrel, ASA va cilostazol c6 thé 1am ting nguy co xuat huyét.
Thubc chong déng dwong uéng nhi warfarin
Trong mot nghién ctru ldm sang, v6i lidu duy nhit cilostazol khong c6 su trc ché chuyén hoa
warfarin hodc anh huong trén céc thong s6 dong mau (PT, APTT, thoi gian chay mau). Tuy
nhién, nén than trong & nhitng bénh nhan dung chung cilostazol va bat ky thudc chdng dong
nao khac, theo doi thudng xuyén dé giam nguy co chay mau.
Chong chi dinh dung cilostazol cho nhimg bénh nhén dang dung 2 hodc nhiéu thuc khang
ti€u cau/ khang dong tac dung hiép ddng.
Chdt tkc ché enzym cytochrom P450 (CYP)
Cilostazol duoc chuyén héa manh boi cac enzym CYP, dic biét 1a CYP3A4 va CYP2C19 va
it hon boi CYP1A2. Chat chuyén hoa dehydro hoa, c6 hi¢u lyc e ché két tap tiéu cau gap 4 -
7 1an cilostazol, dugc tao thanh chii yéu qua CYP3A4. Chét Chuyen hoa 4’-trans-hydroxy, co
hi€u lyc twong duong 1/5 cilostazol, dugc hinh thanh chu yéu qua CYP2C19. Vi vay, cac
thudc trc ché CYP3A4 (mot s6 macrolid, khang nim nhém azol, cac chat wc ché protease...)
hoic CYP2C19 (nhu thude e ché bom proton, PPIs) lam ting tong hoat tinh dugc 1y khoang
32% va 42%, twong tng, va co thé 1am ting tac dung khong mong mudn cua cilostazol. Do
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d6, khuyén cdo dung liéu 50 mg x 2 1an/ ngdy ¢ nhitng bénh nhan dang dung dong thoi cac
chét Grc ché manh CYP3A4 hogc CYP2C19.

Dung dong thoi cilostazol voi erythromycin (chat e ché CYP3A4) lam ting AUC cua
cilostazol kém tang AUC cua chat chuyen hoa dehydro hoa va 4’-trans-hydroxy. Khuyen cao
dung cilostazol liéu 50 mg x 2 lan/ ngay khi dung chung véi erythromycin hodc cac thude
twong ty (nhu clarithromycin).

Dung dong thoi cilostazol véi ketoconazol (chat (rc ché CYP3A4) lam ting AUC cua
cilostazol kém tang AUC cua chat chuyen hoa dehydro hoa va 4’-trans-hydroxy. Khuyen cao
dung cilostazol liéu 50 mg x 2 lan/ ngay khi dung chung vdi ketoconazol hodc cac thude
tuong tu (nhu itraconazol).

Dung dong thoi cilostazol voi diltiazem (chit wc ché CYP3A4 yéu) lam ting AUC cua
cilostazol kem tang AUC cua chat chuyén héa dehydro hoa va 4’-trans-hydroxy. Tuy nhién,
khong can chinh lieu khi dung chung cilostazol va diltiazem.

Dung dong thoi 100 mg cilostazol véi 240 ml nudc budi chum (chat tc ché CYP3A4 6 rudt)
khong anh hudng dang ké dén dugc dong hoc cua cilostazol, do do, khong can chinh lidu. Cac
anh huong dbi véi cilostazol ¢6 ¥ nghia 1am sang van c6 kha nang xay ra khi ding luong 16n
hon nudc budi chum.

Dung dong thoi cilostazol véi omeprazol (chat wc ché CYP2C19) lam ting AUC cua
cilostazol kém tang AUC cua chat chuyén hoa dehydro hoa va 4’-trans-hydroxy. Khuyén céo
dung cilostazol liéu 50 mg x 2 1an/ ngay khi dung chung véi omeprazol).

Co chdt ciia enzym cytochrom P450

Cilostazol ting AUC cua lovastatin (co chat cia CYP3A4) va B-hydroxy acid cua nd
70%. Can than trong khi cilostazol duoc dung chung véi co chat ciia CYP3A4 c6 khoang diéu
tri hep (cisaprid, halofantrin, pimozid, dan xut ergot...). Can than trong trong khi dung dong
thoi véi cac statin duoc chuyén hoa boi CYP3A4 nhu simvastatin, atorvastatin va lovastatin.
Chat cdm img cytochrom P450

Anh huéng cua céc chat cam tmg CYP3A4 va CYP2C19 (nhu carbamazepin, phenytoin,
rifampicin va co St. John) 1én dugc dong hoc cua cilostazol chua dugc danh gia. Tac dung
chéng két tap tiéu cau vé mat 1y thuyét co thé bi thay d6i va can duoc theo ddi can than khi
cilostazol dugc dung chung véi cac chat cam tng CYP3A4 va CYP2C19.

Hut thubc 14 (cam tng CYP1A2) c6 thé 1am giam ndng dd cilostazol trong huyét turong.
Tuong tac khdc

Thén trong khi dung dong thoi cilostazol v6i bat ky thude nao khac co kha nang gy ha huyét
ap do co thé hiép dong tac dung ha huyét 4p kém ting nhip tim phan xa.

8. TAC DUNG KHONG MONG MUON:
Téac dung khong mong muérn thuong gdp nhét trong cac thir nghiém 1am sang 1 dau dau (s
30%), tiéu chay va phan bat thuorng (>15%). Cac tac dung nay thuong ¢ muc do nhe dén
trung binh va thuong giam bot khi giam lidu.
Céc tac dung khong mong mudn dugce bao cdo tir cac thir nghiém 1dm sang va sau khi thudc
dua ra thi truong:
Rat thuong gap, ADR > 1/10
Than kinh: Nhirc dau.
Tiéu hoa: Tiéu chay, phan bét thudng.
Thuong gap, 1/10 < ADR < 1/100
Huyet hoc: Bam mau.
Chuyén hoéa va dinh dudng: Phu (ngoai bién, mit), chan an.
Than kinh: Chong mat.
Tim: Péanh tréng nguc, nhip tim nhanh, dau thit nguc, loan nhip tim, loan nhip ngoai tdm thu
that.
Ho hép - long nguc - trung that: Viém mii, viém hong.
Tiéu hoa: Budn non va non, khoé tiéu, ddy hoi, dau bung.
Da va mé6 dudi da: Phat ban, ngtra.
Toan than va noi dung thudc: Pau nguc, suy nhugc.
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It gap, 1/100 < ADR < 1/1.000

Huyét hoc: Thi€u mau.

Mién dich: Phan tmg di tmg.

Chuyen hoa va dinh dudng: Tang dudng huyét, dai thao duong.

Tam than: Lo lang.

Than kinh: M4t ngu, mo bét thuong.

Tim: Nhdi mau co tim, rung nhi, suy tim sung huyét, nhip tim nhanh trén thit, nhip nhanh
that, hon mé.

Mach mau: Xuat huyét & mat, chdy mau cam, xuat huyét duong tiéu hoa, xuat huyét khong
xéc dinh, ha huyét ap tu thé.

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

Tiéu hda: Viém da day.

Co - xuwong va mo lién két: Pau co.

Toan than va noi dung thudce: On lanh, khé chiu.

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

Huyét hoc: Thoi gian chay mau kéo dai, tang tiéu cau.

Than - tlet ni¢u: Suy thén, suy giam chirc nang than.

Chura ré tan sudt

Huyét hoc: Xu huéng chay mau, giam tiéu cau, giam bach ciu hat, mét bach cau hat, giam
bach ciu, giam huyet cau, thiéu mau bat san.

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

Mit: Viém két mac.

Tai va mé 19: U tai.

Mach mau: Béc hoa, ting huyet ap, ha huyét 4p, xuét huyét nio, xuit huyét phoi, xuit huyét
co, Xuat huyet duong ho hip, xuat huyét dudi da.

Hb hap - 16ng nguc - trung that: Viém phoi ké.

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

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

Than - tiét niéu: Tiéu ra mau, da niéu.

Toan than va noi dung thudc: Sét, dau.

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

Pi c6 bao céo ting tin sudt tac dung khong mong mudn danh tréng nguc va phi ngoai bién
khi ph01 hop cilostazol véi cac thude gidn mach khac giy tang nhip tim phan xa nhu thudc
phong bé kénh calci d1hydropyr1d1n

Tac dung khong mong muon phai ngung diéu tri ¢ > 3% bénh nhan diéu tri voi cilostazol 1a
dau dau. Nguyén nhan thuong gip khac phai ngung diéu tri bao gdm danh tréng nguc va tiéu
chay.

Cilostazol co thé gay nguy co chay méu, nguy co nay c6 thé ting 1én khi dung dong thoi véi
cac thude khac ciing c6 kha ning nhu vay.

Nguy co chay mau ndi nhén ¢6 thé c6 thé cao hon ¢ nhitng bénh nhén bénh tiéu duong.

Tan suat tiéu chay va danh tréng nguc c6 thé ting 1€n & nguoi cao tudi.

Thude cé thé gdy ra cdc tic dung khéng mong muon khéc. Can theo doi chat ché va khuyen
cdo bénh nhdn thdng bao cho bdc sy nhitng tac dung khong mong muon gdp phdi khi sir dung
thuoc.

9. QUA LIEU VA XU TRI:
Bicu hi¢n: C6 rat it thong tin vé qua liéu cilostazol & nguoi. Triéu chimg qua lidu cilostazol c6
thé du doan trudc qua biéu hién caa tac dung dugc ly qua muc: Pau dau tram trong, tiéu chay,
ha huyet ap, nh1p tim nhanh va c6 thé c6 loan nhip tim. LDso cua cilostazol ¢ chugt 1a > 5 g/
kg thé trong va ¢ chola>2g/ kg the trong.
Xt tri: Theo ddi can than va diéu tri hd tro. Neu thich hop, nén lam rong da day bang cach
gay nén hoic stc ria da day. Do cilostazol gén protein huyét twong ty & cao nén khéng phu
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hop véi loc mau ngoai than. Khi c6 biéu hién qua liéu nang can cho bénh nhan ngung thude
ngay va néu can thiét dua bénh nhan dén bénh vién diéu tri.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong dung qué liéu chi dinh.
biéu kign bao quan: Noi kho rdo, tranh anh sang, nhi¢t do khong qua 30°C.
Han dung cia thuoc: 36 thang ké tir ngay san xuat.

11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DPAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Céng nghiép My Phude 1, Phuong Thoi Hoa, Thi x8 Bén Cét,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

12. NGAY XEM XET SUA DOI, CAP NHAT LAI NOI DUNG HUONG DAN SU DUNG
THUOC: 25/09/2017
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