k THUBC BAN THEO PON

Doc ki hueng dén sir dung trudc khi dung.
Néu can thém thong tin xin haéi y kién thay thuac.
Chi dung thudc nay theo su ké don ciia thay thuéc.

EZVASTEN

(Vién nén bao phim Atorvastatin & Ezetimibe)

THANH PHAN:

MJbi vién nén bao phim chua:

Calci atorvastatin

tuong duong Atorvastatin ................ 20 mg

Ezetimibe ..o, 10 mg ‘

Ta dugc: Lactose monohydrat, crospovidon XL 10, cellulose vi tinh thé, croscarmellose natri,
magnesium stearat, HPMC 606, talc, PEG 6000...vira du 1 vién.

Pic tinh dworc luc hoc:

Cholesterol huyet tuong c6 hai ngudn gbc: NQUOn gbe ngoai sinh (hap thu tir rudt) va nguon gdc
noi sinh (co thé tu tong hop). EZVASTEN la thudc phdi hop hai chét ezetimibe va atorvastatin,
c6 tac dung lam giam cholesterol huyét trong bang ca hai cach tc ché su hap thu va su tong hop.
Ezetimibe:

Ezetimibe lam giam cholesterol trong mau bing cach tc ché su hap thu cholesterol & rudt non.
Calci atorvastatin:

Atorvastatin 1a mot chat ha lipid tong hop, la chat tc ché enzym khu 3-hydroxy-3-
methylglutaryl-coenzym A (HMG-CoA). Enzym nay xdc tac sy bién d6i HMG-CoA thanh
mevalonat, 12 mot giai doan sém va gigi han toc do cua sinh tong hop cholesterol. O cac bénh
nhan bj cao cholesterol mau do di truyén déng hop tir hay di hop tir, cac dang cao cholesterol
méu khong do di truyén va rdi loan lipid mau hdn hop, atorvastatin lam giam lugng cholesterol
toan phan, lipoprotein cholesterol trong lwong phan tu thap (LDL-C) va apolipoprotein B (apo
B). Atorvastatin ciing lam giam lipoprotein cholesterol c6 trong lwong phan tir rat thap (VLDL-
C) va triglycerid (TG) va lam tang lipoprotein cholesterol c6 trong lugng phén tir cao (HDL-C).
DPic tinh dwge dong hoc:

Hdp thu:

Ezetimibe

Sau khi udng, ezetimibe dugc hap thu nhanh va két hop thanh dang ezetimibe-glucuronid. Nong
d6 tdi da trong huyét trong (Cmax) dat duoc khoang 1 - 2 gid sau khi udng doi voi ezetimibe-
glucuronid, va khoang 4 - 12 gio sau khi udng d6i véi ezetimibe. Thirc an khong c6 anh hudng
dén sinh kha dung cua ezetimibe.

Atorvastatin

Atorvastatin duoc hap thu nhanh biang duong UOng, nong do t6i da trong huyet tuong dat dugc
trong vong 1 - 2 gio. Luong atorvastatin duoc hap thu va nong do trong huyet tuwong tang lén
theo ty I¢ liéu dung. Vién nén atorvastatin ¢ sinh kha dung 95 - 99% so véi dang dung dich.
Sinh kha dung tuyét ddi cua atorvastatin 1a khoang 14% va tac dong wc ché enzym khir HMG-
CoA reductase la khoang 30%. Sinh kha dun‘g thap 1a do sy thanh thai ¢ niém mac duong tiéu
hoa trude khi vao co thé va do chuyén héa lan dau & gan. Mac du thic an lam glam toc d6 va
luong thudc duoc hap thu twong tng khoang 25% va 9% theo danh gid qua Cmax va AUC, nhung
sy giam cholesterol trong luong phan tu thap twong ty nhau khi atorvastatin duoc uong lic no
hodc luc déi. Nong do huyet tuong cua atorvastatin thap hon (khoang 30% ddi VSi Cmax va AUC)
khi ubng thudc vao budi chiéu so véi UOng thubc vao budi sang Tuy nhién, sy giam cholesterol
trong lugng phan tu thap twong tu nhau bat ké dung thubc vao thoi diém nao trong ngay.

Phan b:

Ezetimibe

Ezetimibe va ezetimibe-glucuronid gan két véi protein huyét trong o ty 18 99,7% va 88 ~ 92%.
Atorvastatin

1/6 TOAO050CBB


javascript:defwindow('cholesterol')

Thé tich phan b trung binh cua atorvastatin 1a khoang 381 L. Trén 98% atorvastatin gan két voi
protein huyét twong. Ty 18 hdng cau/ huyét twong khoang 0,25 cho thdy thudc it tham vao hong
cau.

Chuyén hoa:

Ezetimibe

Ezetimibe duoc chuyén hda chu yéu & rudt non va gan théng qua su két hop glucuronid. Ca
ezetimibe va ezetimibe-glucuronid duoc thai trir cham khoi huyét twong do chu ky gan rugt. Thoi
gian ban huy cua ezetimibe va ezetimibe-glucuronid la khoang 22 gio.

Atorvastatin

Atorvastatin dugc chuyén hda rong réi thanh cac dan xuat ortho-, parahydroxy- va nhiéu san
pham oxy hda. In vitro, su &c ché enzym khir HMG-CoA boi céc chéat chuyén hoa ortho- va
parahydroxy- tuong dwong véi atorvastatin. Khoang 70% hoat dong tc ché enzym khir HMG-
CoA trong hé tuan hoan la do cac chat chuyén hoa cé hoat tinh. Céc nghién ctu in vitro dé nghi
tam quan trong caa chuyén héa atorvastatin bang cytochrome P450 3A4 ¢ gan, do tang ndéng do
huyét tuong cua atorvastatin ¢ nguoi sau khi dung cung luc véi erythromycin la chat c ché
enzym nady. Céc nghién cau in vitro ciing chi ra rang atorvastatin 12 mot chét uc ché yéu cua
cytochrom P450 3A4. Dung dong thot voi atorvastatin khong lam ting dang ké nong do huyét
tuong cua terfenadin, mot hop chat dugc chuyén hda rd rang bang P450 3A4. Vi thé, atorvastatin
s& khong 1am thay déi dang ké dugc dong hoc cua cac chat nén cytochrom P450 3A4 khac (xem
phan Tuong tac). O dong vat, chat chuyén hda ortho-hydroxy trai qua sy glucuronid hoa.

Thdi tree:

Ezetimibe

Sau khi uéng 4C-ezetimibe (20 mg), khoang 93% ezetimibe hién di¢n trong huyét twong.
Khoang 78% va 11% duoc tim thiy trong phén va nudc tiéu trong vong 10 ngay. Sau 48 gio,
khong con tim thay thudc hién dién trong huyét twong.

Atorvastatin

Atorvastatin va cac chat chuyén hoa duoc bai tiét chu yéu qua mat sau khi di chuyén hda tai gan
hay ¢ ngoai gan. Tuy nhién, thudc dudng nhu khong trai qua chu ky gan rugt. Thoi glan ban thai
trung binh trong huyet tuong cua atorvastatin ¢ nguoi la khoang 14 gio, nhu:ng thoi gian ban huy
cua hoat dong uc ché enzym khit HMG-CoA la 20 - 30 gio do sy dong gbp cua cac chat chuyén
hoa co hoat tinh. Sau khi udng, dudi 2% liéu ding cua atorvastatin dugc tim thay trong nudc
tiéu.

CHI PINH:

- Bénh ting cholesterol mau: Lam giam luwong cholesterol ¢6 trong luwong phan tir thap, ting
cholesterol c6 trong lwong phan ti cao.

- Bénh dong mach vanh: O bénh nhan c6 bénh dong mach vanh két hop véi ting cholesterol
méau, EZVASTEN duoc chi dinh 1am giam nguy co tir vong do dong mach vanh, giam nhoi
mau co tim khéng gdy tir vong, giam nguy co phai tai tao mach mau co tim, lam cham qua
trinh xo vita d6ng mach vanh, giam tao cac thuong tén méi.

LIEU DUNG - CACH DUNG: ‘ ,

Bénh nhan nén theo mot ché d6 an it cholesterol khi bat dau st dung thudc va tiép tuc theo ché
d6 an udng nay trong sudt thoi gian diéu tri. Liéu dung nén duoc diéu chinh theo ting bénh nhan
dua trén mirc d§ lipid huyét twong.

Nén bat dau diéu tri Véi licu thap nhat ma thudc co tac dung, sau do néu can thiét, co thé diéu
chinh IIeu theo nhu cau va dap tng cua tu:ng nguoi bang cach tiang lidu timg dot cach nhau khong
dudi 4 tuan va phai theo d&i phan tng c6 hai caa thude, dic biét 1a phan tng c6 hai déi véi hé
CO.

Liéu dung cho nguoi I6n: théng thuong 12 1 - 4 vién x 1 1an/ ngay. Khéi dau nén dung ¢ liéu 1
vién x 1 1an/ ngay. Sau 2 tuan, kiém tra lai ndng do lipid huyét twong. Néu can thiét thi diéu
chinh liéu dung.

Bénh nhan bj suy gan:

Khong can thiét diéu chinh liéu dung ¢ bénh nhan suy gan nhe.
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Bénh nhan suy thgn:
Khong can thiét diéu chinh liéu dung & bénh nhan suy than nhe hay vira phai. Tuy nhién, ddi véi
bénh nhén suy than nang, chi c6 thé dung thudc nay néu bénh nhan c6 thé dung nap atorvastatin
& liéu 5 mg hoic cao hon. Nén than trong khi dung thudc cho nhitng bénh nhan nay va nén theo
d&i bénh nhan can than.

Bénh nhan cao tudi:

Khong can thiét diéu chinh liéu dung ¢ bénh nhan cao tudi.

Bénh nhan dang diing cyclosporin: i i

Doi voi bénh nhan dang ding cyclosporin, chi ¢d thé dung thudc nay néu bénh nhan c6 thé dung
nap atorvastatin & lidu tir 5 mg tro 1én, nhung khong nén dung qua ' vién x 1 1an/ ngay.
Bénh nhan dang dung amiodaron hoac verapamil:

O bénh nhan dang dung amiodaron hoac verapamil, khéng nén ding qua 1 vién x 1 1an/ ngay.
Bénh nhan dang dung céc thude diéu tri HIV, viém gan siéu vi C:

CAc chat iic ché protease c6 twong tac Khuyén cdo ké don

- Tipranavir + Ritonavir Tranh st dung EZVASTEN

- Telaprevir
Str dung théan trong va néu can thict nén dung
lieu thap nhat

- Lopinavir + Ritonavir

- Darunavir + Ritonavir

- Fosamprenavir

- Fosamprenavir + Ritonavir
- Saquinavir + Ritonavir

- Nelfinavir Khéng qua 2 vién/ ngay

Khoéng qué 1 vién/ ngay

CHONG CHI PINH:

Bénh nhan man cam véi bat ky thanh phan nao caa thudc. Bénh gan giai doan hoat dong hoac
tang transaminase kéo dai khong rd nguyén nhan. Bénh nhan suy gan vira va nang. Phu nit co
thai va cho con bu.

LUU Y PAC BIET VA THAN TRONG KHI SU DUNG:

Roi logn chite ndng gan: Céc chat wc ché enzym khir HMG-CoA, ciing gidng nhur mot s6 thude

ha lipid khac, c6 gay nhiing bit thuong sinh hda vé chirc nang gan. Bénh gan hoat dong hoic

ting transaminase kéo dai khong rd nguyén nhan la cac chdng chi dinh st dung atorvastatin.

Khuyén céo lam xét nghiém enzym gan truéc khi bat dau diéu tri bang atorvastatin va trong

truong hop chi dinh 1am sang yéu cau xét nghiém sau do.

Co xuong: Can can nhic khi dung thUOc thugc nhom statin d6i voi bénh nhan ¢ nhitng yeu t6

nguy co dan dén ton thuong co. Thudc thude nhom statin co nguy co gdy ra cdc phan ung co hai

doi véi hé co nhu teo co, viém co, dac biét d6i voi cac bénh nhan co yeu t6 nguy co nhu bénh
nhan trén 65 tudi, bénh nhan bi bénh thiéu ning tuyén giap khong duoc kiém soat, bénh nhan bi
bénh than. Can theo gk")i chit ch& cac phan ung co hai trong qua trinh dung thudc.

C6 béo céo vé mot sb trudng hop bi globin co niéu kich phét, yéu co.

Can nhic theo ddi creatin kinase (CK) trong truong hop:

+ Trudc khi diéu trj, xét nghlem CK nén duoc tién hanh trong nhung truong hop: Suy giam
chirc nang than, nhuoc giap, tién sir ban than hodc tién sir gia dinh mac bénh co di truyen tlen
su bi bénh co do su dyng statin hoac fibrat trude do, tién sir bénh gan va/hodc ubng nhiéu
rugu, bénh nhén cao tudi (> 70 tudi) ¢ nhitng yéu td nguy co bi tiéu co véan, kha ning xay ra
tuong tac thudc va mot sé ddi twong bénh nhan dic biét. Trong nhiing trudong hop nay nén can
nhic loi ich/ nguy co va theo ddi bénh nhén trén 1am sang khi diéu tri bang statin. Néu két qua
xét nghiém CK > 5 1an gidi han trén ciia mirc binh thuong, khong nén bat dau diéu tri bang
statin.

+ Trong qua trinh dleu tri bang statin, bénh nhan can thong bao khi c6 cac biéu hién vé co nhu
dau co, clg co, yéu co... Khi ¢ cac biéu hién niy, bénh nhan can 1am xét nghiém CK dé co
cac bién phép can thiép phu hop.
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Theo di bénh nhan trong qué trinh diing thudc. Néu thay c6 cac triéu chimg nhu mét moi, yéu
co, nén ngung str dung thuoc.
bé xa tam tay tré em.

SU DUNG CHO PHU NU'CO THAI VA CHO CON BU:
Chong chi dinh ¢ phu nir ¢6 thai va cho con bd.

TAC PONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC:
Thuoc ¢6 thé gay dau dau, chdng mat, nhin mo, mat nga ... vi thé nén than trong khi 141 xe
hodc van hanh may moc.

TUONG TAC THUOC, CAC DANG TUONG TAC KHAC:

Atorvastatin

Nén than trong khi dung phdi hop véi niacin hoic cac thudc we ché mién dich.

Tang nguy co ton thwong co khi st dung statin dong théi véi cac thuéc sau:

- Cyclosporin

- Gemfibrozil va cac thudc ha cholesterol mau nhom fibrat khéc.

- Erythromycin, thuc khang nim nhém azol.

- Niacin licu cao (> 1 g/ ngay).

- Colchicin.

Céc thude diéu tri HIV, viém gan siéu vi C: Viéc sir dung dong thoi cc thuoc ha lipid mau
nhom statin véi cac thudc diéu tri HIV va viém gan siéu vi C (HCV) co thé lam tang nguy co gay
t6n thuong co, nghiém trong nhét 13 tiéu co van, than hu dan dén suy than va c6 thé gay tir vong.
Céc thudc sc ché enzym CYP3A4: Dung cling véi céc thube e ché enzym CYP3A4 ¢6 thé 1am
ting ndng do cua atorvastatin trong huyét twrong din dén ting nguy co bénh co va tiéu co.
Amiodaron: Khi dung véi amiodaron, khong nén dung qua 20 mg atorvastatin/ ngay vi lam tang
nguy co gy ra chung tiéu co van. Déi véi bénh nhan phai ding liéu trén 20 mg/ ngay mai co
hi¢u qua dieu tri, bac sy co thé lra chon thuéc statin khac (nhu pravastatin).

Dén xudt coumarin: Thuc nhom statin lam ting nhe tac dung chéng dong ciia coumarin. O
bénh nhan dang dung thudc chéng déng coumarin, nén xac dinh thoi gian prothrombin trudc va
trong khi diéu tri bang atorvastatin.

Cac thudc khang acid: Sir dung atorvastatin ddng thoi véi cac hdn dich khéng acid c6 chira
magnesi va nhdm hydroxyd, nong do huyét trong cua atorvastatin bi giam khoang 35%. Tuy
nhién tac dung giam cholesterol trong lugng phan tir thip khong thay doi.

Antipyrin: Vi atorvastatin khong anh huéng dén dugc dong hoc cua antipyrin, nén khdng c6
twong tac voi cac thudce khac chuyén hoa qua cung loai cytochrom.

Colestipol: Khi dung colestipol cling véi atorvastatin, nong do cua atorvastatin bi giam khoang
25%. Tuy nhién, tac dung trén lipid ting 1én khi dung dong thoi atorvastatin va colestipol so V6i
khi ding mét loai thudc riéng re.

Digoxin: Khi dung nhleu lieu digoxin va 10 mg atorvastatin dong thoi, nong do digoxin trong
huyét twong & trang thai on dinh khdng bi anh huéng. Tuy nhién, nong do digoxin tang khoang
20% khi dung digoxin véi 80 mg atorvastatin hang ngay. Nén theo ddi thich hop ddi voi bénh
nhan st dung digoxin.

Erythromycin/ Clarithromycin: Su dyung dong thoi atorvastatin va erythromycin (500 mg x 4
Ian/ ngay) hoic clarithromycin (500 mg x 2 1an/ ngay) 1a chét ¢ ché cytochrom P450 3A4: Tang
nong do huyét twong cua atorvastatin.

Azithromycin: Sir dung dong thoi atorvastatin (10 mg x 1 1an/ ngay) va azithromycin (500 mg x
1 lan/ ngay) khong 1am thay d6i nong do huyét thanh cua atorvastatin.

Terfenadin: Sir dung dong thoi atorvastatin va terfenadin khong tao anh huéng dang ké trén 1am
sang ddi véi duge dong hoc cua terfenadin.

Thuéc ngira thai dwong uéng: Dung dong thoi véi thudc ngira thai dwong ubng ¢ chia
norethindron va ethinyl estradiol lam tang gia tri dién tich dudi duong cong néng do - thoi gian
(AUC) cua norethindron va ethinyl estradiol khoang 30% va 20%. Nén can nhic vé sy ting nay
khi chon lya thudc ngtra thai duong udng cho phu nit st dung atorvastatin.
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Warfarin: Mot nghién cau vé twong tac thudc gitta atorvastatin va warfarin da duoc tién hanh:
khong co twong tac dang ké trén lam sang.

Cimetidin: M6t nghién ctru vé tuong tac thudc giira atorvastatin va cimetidin da duoc tién hanh:
khong co tuong tac dang ké trén 1am sang.

Amlodipin: Duogc dong hoc cua atorvastatin khéng bi thay doi khi dung dong thoi atorvastatin 80
mg va amlodipin 10 mg ¢ trang thai 6n dinh.

Ezetimibe

Colestyramin lam giam su hap thu cua ezetimibe va khong nén dung cung lic trong ngay.
Cyclosporln c6 thé lam tiang nong do cua ezetimibe trong huyét twong do dé can theo ddi can
than néu bénh nhan ding chung hai thudc nay, hiéu qua cua ezetimibe c6 thé 16n hon & nhiing
bénh nhan suy than nang.

TAC DUNG KHONG MONG MUON:

Atorvastatin

Thuong gap, ADR > 1/100

Tiéu hoa: Ia chay, tao bon, day hoi, dau bung va budn ndn, gap khoang 5% bénh nhan.

Than kinh trung wong: Pau dau (4 - 9%), chong mit (3 - 5%), nhin mo (1 - 2%), mat ngi, suy
nhuoc.

Than kinh - co va xuong: Pau co, dau khop.

Gan: Céc két qua thir nghi¢m chirc nang gan tang hon 3 1an gidi han trén caa binh thuong, ¢ 2%
nguoi bénh, nhung phan 16n 1a khong co triéu chung va hdi phuc khi ngirng thudc.

it géip, 1/1000 < ADR < 1/100

Than kinh - co va xuong: Bénh co (két hop yéu co va tang ham luong creatin phosphokinase
huyét tuong (CPK)).

Da: Ban da.

Ho hap: Viém miii, viém xoang, viém hong, ho.

Hiém gap, ADR < 1/1000

Than kinh - co va xuong: Viém co, tiéu co van, din dén suy than cip tht phat do myoglobin
nigu.

Ngoai ra con co thé gap mét sé tac dung khdng mong muén sau

- Suy giam nhan thirc (nhu mat tri nhg, 10 13n...).

- Tang duong huyét.

- Téang HbAlc.

Ezetimibe

Ezetimibe thuong duoc dung nap tot Céc tac dung khdng mong mudn thuong gap nhat bao gom
nhirc dau, dau bung, tiéu chay, cac rdi loan tiéu hoa khac, phan ung qua man bao gom ban do va
phu mach, mét moi, dau ngyc, va dau khop ciing dé dugc bao cao. Tac dung khong mong mubn
hiém khi xay ra bao gom ting men gan hoac viém gan, viém tuy, giam tiéu cau, soi mat, viém tdi
mat. Pau co da xay ra & bénh nhan dung ezetimibe mot minh hozc khi thém vao mot statin. Phai
ngung st dung ezetimibe khi nghi ngo bi bénh co hodc creatin phosphokinase tang mdt céch
dang ké.

Két hop Ezetimibe/ Atorvastatin

Tac dung khdong mong mudn khi két hop hai thubc twong tu nhu khi dung don 1¢ atorvastatin.
Tuy nhién tan suat ting transaminase hoi cao hon so voi khi chi dung atorvastatin.

Théng bé&o cho thay thusc cac tac dung khdng mong muén gap phdi khi si dung thudc.

QUA LIEU VA XU TRI
Khong ¢6 phuong phap diéu tri dac hiéu cho qua liéu EZVASTEN. Khi uong qua liéu thudc,
bénh nhan nén duoc diéu tri triéu ching, va cac phuong phap hd tro can thiét.

PONG GOI: Hop 4 vi x 7 vién.

BAO QUAN: Noi kho rdo, tranh 4nh sang, nhiét & khong qua 30°C.
TIEU CHUAN CHAT LUQNG: Tiéu chuan nha san xuat.

HAN DUNG: 36 thang ké tir ngay san xuét.
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San xuattai: )

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phuong Thai Hoa, Thi x4 Bén Cat, Tinh
Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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