Rx
KAVOSNOR

[Ezetimibe 10mg, Atorvastatin (dudi dang Atorvastatin calcium) 10mg]
“Dé xa tdm tay tré em”
“Doc ky hudng dan sit dung trudc khi ding”
“Thudc nay chi ding theo don thuéc”
“Thong bdo ngay cho bdc sy hodc dugc s§ nhitng tdc dung khéng mong muén
8dp phdi khi sit dung thudc”
“Néu can thém théng tin, xin héi ¥ kién bdc s3”

1. THANH PHAN CONG THUC THUOC:

Mbi viéen nén bao phim chita:

Thanh phan hoat chét: Ezetimibe 10mg, atorvastatin (dudi dang atorvastatin calcium) 10mg.
Thanh phén td dugc: Lactose monohydrate, microcrystalline cellulose M101, povidon K30,
croscarmellose sodium, sodium lauryl sulfate, calcium carbonate, magnesium stearate,
colloidal silicon dioxide, hydroxypropyl methylcellulose 2910, polyethylen glycol 6000, talc,
titanium dioxide.

2. DANG BAO CHE:

Vién nén bao phim.

M0 td sdn phdm: Vién nén tron, bao phim mau trfng, mot mit tron, mot mit c6 gach ngang
dugc dap tryc ti€p trén bé mit vién, canh va thanh vién lanh lin.

3. CHi PINH:

Thude diéu tri rdi loan lipid m4u chi nén dudc coi 1a mot phan clia suf can thiép vio céc y&u
t0 nguy cd & ngudi cé nguy cd ting ddng ké bénh xd vita dong mach do ting cholesterol m4u.
Piéu tri biing thudc dugc chi dinh nhy bién phép hd trg cho ché d6 n udng véi mot ché do
dn udng han ché& chit béo bio hoa va cholesterol, vi néu chi diing céc bién phdp khong diing
thudc s& khong di dé diéu tri.

Tdng mo mdu nguyén phdt

KAVOSNOR dugc chi dinh dé€ gidm cholesterol toan phin, cholesterol lipoprotein ty trong
thdp (LDL-C), apolipoprotein B (Apo B), triglyceride (TG) va cholesterol phi lipoprotein ti
trong cao (non-HDL-C) va ting cholesterol ti trong cao (HDL-C) & nhitng bénh nhin mic
chitng tdng lipid mdu nguyén phat (di hgp ti ¢6 tinh chat gia dinh va khong c6 tinh chat gia
dinh) hodc ting lipid mdu hdn hgp.

Tdng cholesterol mdu dong hgp ti cé tinh gia dinh (HoFH )

KAVOSNOR dudc chi dinh d€ 1am gidm ndng d¢ cholesterol toan phin va LDL-C & nhitng
bénh nhén ting cholesterol mau déng hgp tit c6 tinh gia dinh, nhw mot bién phédp hd trg cho
cdc phuong phdp di€u tri ha lipid mdu khdc (vi du: tdich LDL) hodc néu cdc phuong phép
diéu tri d6 khong kha dung.

Han ché si dung




Chua thay c6 gia ting I¢i ich cia KAVOSNOR d6i v6i bénh nhan mdc bénh tim mach va t
vong, va tir d6 thi€t 14p an toan va hiéu qua cho atorvastatin. KAVOSNOR chua dugc nghién
ctfu & bénh rdi loan lipid mau Fredrickson loai I, III, IVva V.

4. CACH DUNG, LIEU DUNG:

Cach dung:

Diing dudng udng, udng nguyén vién, khong nghién ndt, hoa tan hay nhai vién thudc. C6 thé
diing mdt lidu don bat et thdi di€m nao trong ngay, kém hodc khong kém theo thic n.

Néu dang ding chit c6 14p acid mat, nén diing thudc it nhat 2 gid trude hodc it nhat 4 gid sau
khi st dung chit ¢6 14p acid mat.

Néu quén dl‘mg thude, ubng thue ngay khi nhé ra. Néu thoi diém nhé ra gan vdi thoi diém
ubng lidu tlep theo, bo qua liéu da quén va tiép tuc ubng liéu tiép theo nhu thuong 1¢. Khong
dugc udng lidu gap d6i dé bu cho lidu da quén.

Khéng c6 yéu cau dic biét vé xur 1y thubc sau khi sit dung.

Liéu diing:

Pham vi liéu lugng clia ezetimibe/atorvastatin 1a 10/10 mg/ngay dé€n 10/80 mg/ngay.

Liéu khdi ddu khuyén céo clia ezetimibe/atorvastatin 1a 10/10 mg/ngay hoidc 10/20 mg/ngay.
Liéu khdi dau khuyén cdo cho nhitng bénh nhan can gidm LDL-C nhiéu hon (hon 55%) la
10/40 mg/ngay.

Sau khi bit dau va/hodc sau khi dinh lugng KAVOSNOR, nén phan tich ndng d6 lipid trong
vong 2 tudn trd 1&én va diéu chinh lidu lugng cho phil hop.

Bénh nhdn tdng cholesterol mdu dong hop ti ¢é tinh gia dinh

Liéu lugng ezetimibe/atorvastatin & bénh nhén ting cholesterol mdu déng hgp it c6 tinh gia
dinh 1a 10/40 mg/ngay hodc 10/80 mg/ngay. KAVOSNOR nén dudc st dung nhu mdt phuong
phép hd trg cho cdc phuong phap diéu tri ha lipid mdu khédc (vi du: tdch LDL) & nhitng bénh
nhan nay hodc néu cdc phuong phap diéu tri d6 khong c6 sdn.

Diing phdi hgp véi cdc logi thuéc khdc

Chdt c6 ld@p acid mdt

Nén dung ezetimibe/atorvastatin trudc > 2 gid hodc sau > 4 gid sau khi diing chat c6 1ap acid
mat (xem phan Tuong tdc ciia thuéc).

Cyclosporm Clarithromycin, Itraconazol hodc mgt sé thuéc khdng virus HIV/HCV

0 nhitng bénh nhédn ding cyclosporin hoic thudc e ché protease HIV (tipranavir cdng vdi
ritonavir) hodc thudc c ché protease viém gan C (telaprevir), nén tranh diéu tri bing
KAVOSNOR. § nhitng bénh nhan nhi€ém HIV ding lop1nav1r cdng vdi ritonavir, nén thin
trong khi k&€ don KAVOSNOR va st dung liéu thdp nhat n&u cAn thiét.

0 nhitng bénh nhin ding clarithromycin, itraconazol hodc & nhitng bénh nhan nhiém HIV
diing két hop saquinavir cong v4i ritonavir, darunavir cdng vdi ritonavir, fosamprenavir hoic
fosamprenavir cdng vdi ritonavir, nén gidi han diéu tri bﬁng ezetimibe/atorvastatin ¢ mifc
10/20 mg va nén dénh gia 14m sang thich ‘hop d€ ddm bio ring liéu ezetimibe/atorvastatin
thap nhat can thi&t dudc skt dung. 0 nhitng bénh nhan dang ding thudc khdng virus viém gan
C ¢6 chia elbasvir va grazoprevir, liéu phap diéu tri bing ezetimibe/atorvastatin khong dugc
vudt qud 10/20 mg. o) nhitng bénh nhin dang ding thudc tc ché protease HIV nelfinavir
hodc thudc e ch& protease viém gan C boceprevir, viéc diéu tri bing ezetimibe/atorvastatin
nén duge gidi han & mitc 10/40 mg va nén danh gid 1am sang thich hgp d€ ddm bdo st dung
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liéu ezetimibe/atorvastatin thap nhit cAn thi€t (xem phin Cdnh bdo va thin trong khi ding
thuéc va Tuong tdc ciia thudc).

Liéu phdp ha lipid déng thdi khéc.

Khong nén két hgp KAVOSNOR va gemfibrozil (xem phdn Cdnh bdo va thdn trong khi diung
thudc va Tuong tdc ciia thudc).

Sit dung cho tré em

An toan va hiéu qué chua dugc thiét 14p & bénh nhi.

Ezetimibe

Dya trén ezetimibe toan phin (ezetimibe + ezetimibe-glucuronide), khong c¢6 sut khic biét vé
dugc dong hoc giita thanh thi€u nién va ngudi 16n. Dit liéu dude dong hoc & tré em <10 tudi
khong c6 sdn.

Atorvastatin

Dit li¢u dugc dong hoc & tré em khong c6 sin.

Sit dung cho nguvi cao tudi

Trong s6 nhitng bénh nhin diing ezetimibe ddng thdi v6i atorvastatin trong céc nghién cttu
1am sang, 1166 ngudi tit 65 tudi trd 1én (bao gdm 291 ngudi tir 75 tudi trd 1én). Cac hiéu qua
va d§ an toan cia vién nén ezetimibe/ atorvastatin 1a tuong tu nhau giita nhitng bénh nhin
nay va nhitng d&i tugng tré tudi hon. PO nhay cao hon § mot s6 ngudi cao tudi khong thé loai
trit. Vi tudi cao (> 65 tudi) 1a mot y&u t& d& din dén bénh cd, nén than trong khi ké& don vién
nén ezetimibe/atorvastatin cho bénh nhan.

& bénh nhén cao tudi, khong cin diéu chinh lidu lugng vién nén ezetimibe/atorvastatin.

Suy gan

Vién nén ezetimibe/atorvastatin chdng chi dinh & nhitng bénh nhin mic bénh gan tién trién
hodc ting ndng do transaminase gan kéo dai khong rd nguyén nhan.

Suy thin

Tién sit suy than c6 thé 1a mot yéu 8 nguy cd d6i véi bénh cd do statin. Nhitng bénh nhan
nay can dugc theo ddi chit ché hon vé cic tic dong 1én cd xuong.

9

O bénh nhan suy than, khong cin diéu chinh lidu Iugng vién nén ezetimibe/atorvastatin.

5. CHONG CHI PINH: |
Chong chi dinh ding KAVOSNOR vdi bénh nhan:

Bénh gan thé hoat dong hoic ting ndng d6 transaminase gan dai déng khong 13 nguyén nhan.

Qud min v6i bat ky thanh phin nao ciia vién nén ezetimibe/atorvastatin.

Phy nit dang mang thai hodc c6 thé mang thai. Vién nén ezetimibe/atorvastatin c6 thé gay
hai cho thai nhi khi ding cho phu nit mang thai. Cholesterol va triglycerid huyét ting trong
thoi ky mang thai, va cholesterol hodc cdc din xudt ciia cholesterol rdt cin thiét cho sy phat
trién cia bao thai. Xd vita dong mach 13 mdt qué trinh mén tinh va viéc ngig thudc ha lipid
huy€t trong thdi ky mang thai s& it 4nh hudng dé&n két qua diéu tri lau dai chitng ting
cholesterol mdu nguyén phat. Khong c6 nghién cttu ddy di va dugc kiém sodt t6t vé viée sit
dung vién nén ezetimibe/atorvastatin trong thdi ky mang thai. Tuy nhién, trong mét s& bdo
céo, di tit bAm sinh dd dugc quan sat thdy sau khi ti€p xdc vdi statin trong tf cung. Trong c4c
nghién cttu v€ sinh sdn & chudt va thd, atorvastatin khong cho thdy bdng chitng giy qudi thai.
Vién nén ezetimibe/atorvastatin chi nén dugc dang cho phu nit trong d6 tudi sinh sdn néu
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nhifng bénh nhin nay rat khé c6 kha ndng thu thai va di dugc thong bdo vé céc nguy co tiém
an,

Néu bénh nhin c6 thai trong khi ding thuSc ndy, nén nging st dung thudc
ezetimibe/atorvastatin ngay 14p tifc va bénh nhin nén dugc thong bdo vé nguy cd tiém 4n doi
vdi thai nhi.

J phu nit cho con bu: Khong biét liéu atorvastatin c6 dudc bai tiét vao sita me hay khong;
Tuy nhién, mdt lugng nhé thude khac trong nhém nay di vio sita me.

Vi statin ¢6 khd néng gy ra cdc phdn ing bat 1¢i nghiém trong & tré bt me, nhitng phu nit
can diéu tri bing vién nén ezetimibe/atorvastatin khong nén cho con bd.

6. CANH BAO VA THAN TRONG KHI DUNG THUGC

Bénh ly co/Tiéu co vin

Atorvastatin

Cédc trudng hdp ti€u cd van hi€m gip véi suy than cdp thit phat do myoglobin niéu di dugc
bdo cdo vdi atorvastatin va véi céc thude khéc trong nhém nay. Tién sit suy than c6 thé 1a
mdt y€u t& nguy cd cho sy phat tri€n cda tiéu cd van. Nhitng bénh nhan nhu vay cin dugc
theo doi chit ch& hon vé céc tdc dong 1én cd xuong.

Atorvastatin, gidng nhu céc statin khdc, d6i khi gy ra bénh cd, dudc dinh nghia 1a dau cd
hodc y€u co két hgp véi viéc ting gia tri creatine phosphokinase (CPK) >10 1in gidi han trén
clia mifc binh thudng (ULN). Viéc sit dung dong thdi atorvastatin lidu cao hon v6i mét s8 loai
thuSc nhu cyclosporin va chdt e ché€ manh CYP3A4 (vi du: clarithromycin, itraconazol va
chat e ch€ protease HIV) 1am ting nguy cd bénh ly cd/ti€u cd van.

Bénh ly cd nén dugc xem xét § bat ky bénh nhan nao bi dau cd lan tda, dau hoic yéu cd
va/hodc ting CPK rd rét. B€nh nhin nén dugc khuyén bdo cdo ngay tinh trang dau co, nhay
cdm hodc y€u cd khong rd nguyén nhan, dic biét néu kém theo khé chiu hoic s6t hoic néu
cic ddu higu va triu ching cd vin ton tai sau khi nging st dung vién nén
ezetimibe/atorvastatin. Nén ngitng diéu tri bing vién nén ezetimibe/atorvastatin néu ndng do
CPK ting rd rét hodc bénh 1y cd dugc chan dodn hoidc nghi ngd.

Nguy cd midc bénh Iy co trong khi diéu tri bing statin ting lén khi ding ddng thdi
cyclosporin, dan xudt acid fibric, erythromycin, clarithromycin, thusc khang virus viém gan C
telaprevir, két hgp elbasvir cong vdi grazoprevir, k&t hgp thudc e ché protease HIV, bao
gdm saquinavir k&t hgp vdi ritonavir, lopinavir két hgp vdi ritonavir, tipranavir két hgp véi
ritonavir, darunavir k&t hgp véi ritonavir, fosamprenavir va fosamprenavir két hgp vdi
ritonavir, niacin hodc thudc khang ndm azol. C4c béc si cin nhic diéu tri k&t hop vién nén
ezetimibe/atorvastatin va cdc dan xudt acid fibric, erythromycin, clarithromycin, k&t hgp
elbasvir v6i grazoprevir, k&€t hgp saquinavir v6i ritonavir, lopinavir véi ritonavir, darunavir
v6i ritonavir, fosamprenavir hodc fosamprenavir két hgp vdi ritonavir, thudc khdng nim
nhém azol, hoic liéu diéu chinh lipid clia niacin nén cin nhic c&n than giita 1gi ich va riii ro
tiém &n va nén theo ddi cAn than bénh nhan vé bat ky ddu hiéu hodc triéu chitng nio cia
dau cd, nhay cdm hodc y€u cd, dic biét 1a trong nhitng thing ddu diéu tri va trong bat ky giai
doan ting liéu lugng nao clia mot trong hai loai thudc. Nén xem xét lidu khdi ddu va lidu
duy trl thdp hon cda vién nén ezetimibe/atorvastatin khi ding ddng thdi véi cic thude néi
trén (xem phan Twong tdc ciia thuéc). Viéc xdc dinh CPK dinh ky c6 thé dugc xem xét trong
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nhitng tinh hudng nhu vay, nhung khong c¢6 gi ddm bio rang viéc theo ddi nhu vy s& ngin
ngira syt xuat hién clia bénh 1y cd nghiém trong.
Céc khuy€n nghi ké don cho cdc tdc nhan tuong tic duge tém tit dusi day:

Tuong tdc thudc lién quan dén ting nguy cé mic
Bénh 1y co/Ti€u cd van véi Atorvastatin

Khuyé&n nghi cho Vién nén
ezetimibe/atorvastatin

Téc nhan tuong tac

Cyclosporin, thudc tc ché& protease cda virus | Tranh k&t hop véi

HIV (tipranavir k&t hgp véi ritonavir), thudc @c | vién nén ezetimibe/atorvastatin.
ch€ protease viem gan C (telaprevir),
gemfibrozil

Thudc e ché protease clia virus HIV (lopinavir
k&t hgp vdi ritonavir)

St dung thin trong va ding liéu lugng t5i thiéu
cin thiét.

Clarithromycin, itraconazol, thudc twc ché&
protease clia virus HIV (saquinavir k&t hgp véi

Khong vugt qud liéu ezetimibe/atorvastatin
20/10 mg/ngay.

ritonavir*, darunavir két hgp véi ritonavir,
fosamprenavir, fosamprenavir k& hdgp véi
ritonavir), thuSc khdng virus viém gan C
(elbasvir va grazoprevir).

ThuSc c ch€ protease ciia virus HIV | Khong vugt qud lidu ezetimibe/atorvastatin
(nelfinavir), thudc e ché protease viém gan C | 10/40 mg/ngay.
(boceprevir)

"Sit dung than trong va vdi lidu lugng t6i thidu cdn thiét.

Céc trudng hgp bénh 1y cd, bao gdm tiéu cd van, d3 dugc bdo cdo khi ding dong thdi
atorvastatin v4i colchicin, nén thidn trong khi ké don vién nén ezetimibe/atorvastatin v§i
colchicin (xem phan Tuwong tdc ciia thuéc).

Nén tam thdi ngiing hodc ngitng diéu tri bing vién nén ezetimibe/atorvastatin & bi't ky bénh
nhan ndo ¢6 tinh trang cdp tinh, nghiém trong, gdi ¥ bénh 1y cd hodc c6 y&u t& nguy co din
dén suy than thit phat do tiéu cd van (vi dy: nhiém tring cp tinh ning, ha huyét 4p, dai phiu
thudt, chan thuong, r6i loan chuyén héa, noi ti€t, dién gidi nghiém trong, va co giat khong
kiém sodt dugc).

Ezetimibe

Trong cdc thit nghiém 1dm sang, khdng c¢6 quéd nhiéu bénh 1y cd hodc tiéu cd van lién quan
dén ezetimibe so vdi nhém ddi chitng ¢6 lién quan (gid dugc hoidc statin don thuan).

Tuy nhién, b&nh 1y co va tiéu cd van duge bi€t dén 1a nhitng phan ng bt 1gi d6i véi statin
va cdc thudc ha lipid mdu khic. Trong cdc thi nghi€ém lam sang, ty 1€ creatine
phosphokinase (CPK) >10 1dn ULN 1a 0,2% vdi ezetimibe so vdi 0,1% d6i véi gid dudgc va
0,1% v6i ezetimibe diing dong thdi vdi statin so véi 0,4% véi statin don dde.

Nguy c¢o nhiém ddc co xudng ting 1én khi diing statin liéu cao, tudi cao (>65), suy giap, suy
thin va tiy thudc vao loai statin dugc st dung, st dung ddng thdi v6i cdc thudc khéc.

Theo kinh nghi€ém sau khi lvu hanh véi ezetimibe, céc trudng hgp bénh 1§ ¢d va tiéu cd van
da duge bdo cdo. Hau hét benh nhén bi ti€u co van déu ding statin trtée khi bit ddu ding
ezetimibe. Tuy nhién, tiéu co van da dugc bdo cdo vdi don tri liéu bing ezetimibe va khi b3
sung ezetimibe vdi cdc thudc dugc bi€t 1a ¢6 lién quan dén ting nguy cd tiéu cd van, ching
han nht cdc din xudt cia acid fibric. N&u diing ddng thdi vién nén ezetimibe/atorvastatin va



1 fenofibrat, nén ngling ngay 1ap titc né€u chin dodn hoic nghi ngd bénh Iy cd. Sy hién dién
clia cdc triéu chitng cd va mitc CPK >10 1an ULN cho thdy c¢6 xuit hién bénh Iy co.

Bénh co hoai tit qua trung gian mién dich

Di c6 nhitng bdo cdo hi€m hoi vé bénh co hoai tit qua trung gian mi&n dich (IMNM), mdt
bénh cd ty mién, lién quan dé€n viéc st dung statin. IMNM dugc dic trung bdi: y&u cd va
ting creatine kinase huy&t thanh, vin ton tai mic du dd ngitng diéu tri biing statin; khing thé
anti-HMG CoA reductase dudng tinh; sinh thi€t ¢d cho thi'y bénh cd hoai tit; va cii thién véi
cdc thudc e ch€ mién dich. C6 thé can thém xét nghiém than kinh cd va huyét thanh.

biéu tri bing thudc tc ch€ mién dich ¢6 thé dugc chi dinh. Can nhic cdn thin nguy co
IMNM trude khi bit ddu ding mot statin khac. N&u bit ddu diu tri bing mdt statin khdc,
hdy theo ddi cdc ddu hiéu va triéu chitng cia IMNM.

Men gan

Atorvastatin

Statin, giong nhu mot s& liéu phap ha lipid mau khac, c6 lién quan dén nhitng bat thudng vé
sinh héa chitc ning gan. Tdng dai ding (>3 14n ULN x4y ra trong 2 14n trd 1én) transaminase
huy&t thanh xdy ra § 0,7% bénh nhan diing atorvastatin trong cic thif nghiém l1am sang. Ty 1&
mic cdc bt thudng nay 1an lugt 1 0,2%, 0,2%, 0,6% va 2,3% ddi véi atorvastatin 10, 20, 40
va 80 mg.

M4t bénh nhén trong céc thit nghiém lam sang v€ atorvastatin bi vang da. Sy gia ting cdc
xét nghi¢m chifc ning gan § nhitng bénh nhan khdc khong lién quan dén vang da hoic céc
d&u hiéu hodc triéu ching 14m sang khédc. Sau khi gidm liéu, gidn doan hoiic ngirng thudc,
ndng do transaminase trd lai hodc gan biing mifc trudc khi diéu tri ma khong dé lai di ching.
18 trong s6 30 bénh nhén bi ting chi s& xét nghiém chitc ning gan dai ding ti&p tuc diéu tri
véi liéu atorvastatin thap.

Lam xét nghiém enzym gan trudc khi bdt dau di€u tri bing statin va trong trudng hgp chi
dinh 14m sang yéu cau xét nghiém sau dé.

Can nhdc theo doi creatin kinase (CK) trong truong hop:

+ Trude khi diéu tri, xét nghiém CK nén dugc tién hanh trong nhitng trudng hgp: Suy gidm
chitc ning thdn, nhudc gidp, tién si bdn than hoic tién s gia dinh mic bénh cd di truyén,
tién st bi bénh cd do st dung statin hoic fibrat trudc d6, tién sit bénh gan va/hoic udng
nhiéu rirgu, bénh nhan cao tdi (> 70 tudi) c6 nhitng y&u t6 nguy cd bi tiéu cd van, kha ning
xdy ra tuong tac thudc va mot s§ ddi tugng bénh nhan dic biét. Trong nhitng trudng hgp nay
nén cdn nhic 1¢i ich/nguy cd va theo ddi bénh nhén trén 14m sang khi diéu tri bing statin.
Néu két qué xét nghiém CK > 5 1an gi6i han trén cia mitc binh thudng, khong nén bit diu
diéu tri bing statin. '

+ Trong qu4 trinh di€u tri bing statin, bénh nhan cin thong bdo khi ¢6 cdc bi€u hién vé cd
nhu dau cd, ciing cd, y€u cd ... Khi ¢6 cdc bi€u hién nay, bénh nhin cin lam xét nghiém CK
d€ c6 céc bién phép can thiép phi hgp.

Ezetimibe

Trong cdc nghién cttu 1am sang c6 ki€m so4t, ty 1¢ ting lién ti€p (#3 1dn ULN) vé ndng do
transaminase & gan 13 tuodng tu giita ezetimibe (0,5%) va gia dudgc (0,3%).

Trong cdc nghién citu phdi hgp 14m sang c6 kiém soat khi ding dong thdi ezetimibe véi
atorvastatin, ty 1& ting lién ti€p (>3 1an ULN) & ndng d6 transaminase gan 1a 0,6% d6i véi
bénh nhan diéu tri bing ezetimibe k&t hop véi atorvastatin. Su gia tdng cdc transaminase nay
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néi chung 1a khdng c6 triéu chiing, khong lién quan dén & mat va trd vé mic ban dau sau khi
nging diéu tri hoidc ti€p tuc diéu tri.

Vién nén Ezetimibe/Atorvastatin

Nén thyc hién cdc xét nghiém men gan trudc khi bit dau diéu tri bing vién nén ezetimibe
/atorvastatin va 13p lai theo chi dinh 14m sang. Hi€m c6 bdo cdo sau luu hanh vé suy gan gy
tf vong va khdng giy t vong & bénh nhan dung statin, k€ ca atorvastatin. Néu tdn thuong
gan nghi€ém trong vdi cac triéu chitng 1dm sang va/hodc ting bilirubin m4u hodc vang da xay
ra trong qué trinh diéu tri bing vién nén ezetimibe/atorvastatin, hiy ngirng diéu tri ngay. Néu
khong tim thdy nguyén nhén thay thé, khong ding lai vién nén ezetimibe/atorvastatin.

Nén thin trong khi sit dung vién nén ezetimibe/atorvastatin & nhitng bénh nhan udng nhiéu
rugu va/hodc c6 ti€n sit bénh gan. Bénh gan dang hoat dong hoic ting transaminase dai ding
khong gidi thich dugc nén chdng chi dinh sit dung vién nén ezetimibe/atorvastatin (xem phan
Chdng chi dinh).

Chitc ndng nji tiét

Ting HbAlc va ndng dd glucose huyét thanh lic d6i di dugc bio cdo vdi cic chit e ché
HMG-CoA reductase, bao gdm c3 atorvastatin.

Statin can thiép vao qué trinh tdng hgp cholesterol va vé mit 1y thuyét ¢6 thé 1am gidm sin
xuit hormon steroid tuyén thugng thian va/hodc tuyén sinh duc. Cdc nghién citu 14m sang da
chi ra riing atorvastatin khdng 1am gidm ndng do cortisol cd ban trong huyét tuong hodc 1am
gidm dy trit tuyén thugng thin va ezetimibe khong 1dm gidm sdn xudt hormon steroid vo
thugng than. Tdc dung clia statin d6i v6i khd ndng sinh sdn clia nam gidi chua dugc nghién
citu day dd trén bénh nhan. T4dc dung, néu c6, trén truc tuyén yén-tuyén sinh duc & phu nit
tién man kinh vin chua duge khing dinh.

Can than trong néu ding ddng thdi vién nén ezetimibe/atorvastatin vdi cdc thudc c6 thé lam
gidm ndng dd hoic hoat tinh clia cdc hormon steroid ndi sinh, ching han nhu ketoconazol,
spironolacton va cimetidin.

Sit dung cho bé¢nh nhén méi bi dot quy hodc con thiéu mdu nao cuc bp thodng qua (TIA)
Trong mdt nghién citu vé Ngdn ngita djt quy bdng cdch gidm tich cuc nong dé cholesterol,
trong d6 atorvastatin 80 mg so vdi gid duge dugce sit dung & 4.731 d6i tugng khong mic bénh
mach vanh di bi d6t quy hodc TIA trong vdng 6 thdng trudc dé, ty 1€ mic bénh cao hon. Dot
quy xudt huyét da dugc ghi nhan § nhém diing atorvastatin 80 mg so v4i nhém gia dudgc (55,
2,3% atorvastatin so vdi 33, 1,4% gia dugc; HR: 1,68, KTC 95%: 1,09, 2,59; p=0,0168). Ty 1¢&
dot quy xudt huy€t gay tlf vong 1a tuong tu giita cdc nhém diéu tri (1An lugt 1a 17 va 18 d6i
v6i nhém atorvastatin va nhém giad duge). Ty 1& dot quy xuat huyét khong tif vong cao hon
ddng k€ & nhém atorvastatin (38, 1,6%) so v8i nhém gia dudc (16, 0,7%). Mot s6 dic diém
ban diu, bao gébm ddt quy xudt huy&t va dot quy & khuyét khi bit ddu nghién cttu, c6 lién
quan dén ty 1& dot quy xuat huyét cao hon § nhém ding atorvastatin.

Djc tinh than kinh trung vong

Atorvastatin

Xuét huyét ndo da dugc quan sit thdy & mot con ché cdi duge diéu tri trong 3 thédng & liéu
120 mg/kg/ngay. Xuat huy&t ndo va khong bao thin kinh thi gidc dd dugc quan sit thiy &
mdt con ché cdi khdc bi chét trong tinh trang hap hdi sau 11 tudn ding liéu ting dan lén ti
280 mg/kg/ngay. Liéu 120 mg/kg din d€n mitc phoi nhi€m toan than xap xi 16 14n dién tich
dudi dudng cong & ngudi (AUC, 0-24 gid) dya trén liéu t6i da & ngudi 1a 80 mg/ngay. Mot



con co gidt di dugc quan sat thdy & 2 con ché duc (mdt con duge dicu tri & liéu 10
mg/kg/ngay va mdt con & li€u 120 mg/kg/ngay) trong mot nghién cidtu kéo dai 2 ndm. Khong
quan sat thdy tdn thuong thin kinh trung wong & chudt nhit sau khi di€u tri kéo dai dén 2
nim vdi liéu lugng 1én dén 400 mg/kg/ngay hodc & chudt cdng véi li€u lugng 1€n dé€n 100
mg/kg/ngay. Nhitng liéu nay gdp 6 dén 11 1an (chudt nhdt) va 8 dé€n 16 1an (chudt cong)
AUC & ngudi dua trén liéu khuyén cdo tdi da cho ngudi 1a 80 mg/ngay. Tn thudng mach
mau than kinh trung uong, dic trung bdi xuat huy&t quanh mach mau, phit né va thAim nhiém
t& bao don nhin trong khong gian quanh mach m4u, d4 dudc quan sit thd'y & nhitng con ch6
dugc diéu tri bing cic thudc khic clia nhém nay. Mt loai thudc tuong ty vé mit héa hoc
trong nhém nay gy thodi héa than kinh thi gidc (thodi héa Wallerian clia cdc sgi tdi tao) &
nhitng con ché binh thudng vé mit 1dm sang theo ki€u phu thudc vao liéu lugng, véi liéu
lugng tao ra ndng do thudc trong huyét tuong cao hon khodng 30 lan so vdi ndng do thude
trung binh & ngudi diing liéu cao nhit duge khuyén cdo.

* Canh bdo td dugc: Thubc cé chita td dudgc lactose monohydrate, bénh nhan bi mic cdc rdi
loan di truyén hi€m gip vé dung nap galactose, chitng thi€u hut lactose toan phan hodc rdi
loan hap thu glucose-galactose khdng nén st dung thudc nay.

7.SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nit cé thai

Thudc thudc phan loai nhém X theo FDA (Xem phan Chéng chi dinh).

Vién nén ezetimibe/atorvastatin

Chéng chi dinh & phu nif dang hoic c¢6 thé mang thai. Cholesterol huyét thanh va triglicerid
ting trong sudt thai ky. Thudc ha lipid m4u khong mang lai I¢i ich gi trong thdi k¥ mang thai,
vi cholesterol va cdc din xuét ciia cholesterol cin thi€t cho sy phat trién binh thudng cda bao
thai.

X0 vita dong mach 12 mot qué trinh man tinh va viéc ngitng sit dung thudc ha lipid m4u trong
thdi ky mang thai s& it Anh hudng dé€n hiéu qua 14au dai clia liéu phdp diéu tri ting cholesterol
mau nguyén phat.

Khong c6 nghién cttu diy di va dugc ki€m sodt tot vé viéc sit dung vién nén ezetimibe
/atorvastatin trong thdi ki mang thai. Hi€m c6 bdo cdo vé di tit bAm sinh sau khi ti€p xtic véi
statin trong ti cung. Khi xem xét khodng 100 trudng hgp mang thai dugc theo ddi & nhitng
phu nit ti€p xtic vdi cdc statin khac, ty 1& di tit bAm sinh, s3y thai tu nhién va thai chét/thai
chét Iuu khong vugt qué ty 1& du ki€n néi chung. Tuy nhién, nghién cttu nay chi c6 thé loai
trif nguy cd di tit bam sinh ting gdp ba d&€n bdn 14n so vdi ty 1 mic bénh. Trong 89% céc
trudng hdp ndy, viéc diéu tri bing thudc bit ddu trudc khi mang thai va ditng lai trong ba
thdng dau sau khi x4c dinh c6 thai.

Statin ¢6 thé giy hai cho thai nhi khi diing cho phu nif mang thai. Vi vién nén ezetimibe/
atorvastatin c6 chifa atorvastatin, nén chi ding vién nén ezetimibe/atorvastatin cho phu nit c6
khéd nidng mang thai khi nhitng bénh nhan nay rit khé ¢6 kha ning thu thai va di dugc thong
bdo vé cdc nguy cd tiém &n. Néu ngudi phu nit cé thai trong khi ding vién nén
ezetimibe/atorvastatin, nén ngitng thudc ngay 1ap titc va bénh nhan dudc thong bdo vé nhitng
nguy cd tiém &n d6i vdi thai nhi va viéc khong c6 10i ich 1am sang khi ti€p tuc st dung thudc
trong thdi ky mang thai.

Ezetimibe



Trong cic nghién cttu phét trién phoi thai-thai nhi bing dudng udéng vé ezetimibe dudc ti€n
hanh & chudt va thd trong qud trinh hinh thanh cdc cd quan, khong cé bing ching vé tic
dung gy chét phéi & céc liéu thit nghiém (250, 500, 1000 mg/kg/ngay). G chudt cong, ty 16
phét hién phd bi€n vé xuong clia thai nhi ting 1&én (thém mdt cip xuong sudn & nguc, trung
tam dot song ¢d khong c6t héa, xuong sudn ngin lai) di dugc quan st thdy & mic 1000
mg/kg/ngay (~10 14n mitc phoi nhiém & ngudi & mitc 10 mg mdi ngay dya trén dién tich dudi
dudng cong AUC cho toan bd). ezetimib). G thé duge diéu tri bing ezetimib, ty 1& xuong
sudn ngoai 16ng nguc ting 1én d3 dugc quan sit thay & liéu 1000 mg/kg/ngay (gdp 150 lan
mitc phdi nhiém & ngudi & liéu 10 mg mdi ngay dua trén AUC cho toan bd ezetimib).
Ezetimibe di qua nhau thai khi cho chudt va thé mang thai udng nhiéu liéu.

Céc nghién cttu sit dung nhiéu liéu ezetimibe k&t hgp vdi statin § chudt va thd trong qué
trinh hinh thanh c6 quan din dé€n phdi nhi€ém ezetimibe va statin cao hon.

K&t qua sinh sdn x4y ra & liéu thdp hon trong liéu phdp phdi hdp so v6i don tri liéu.
Atorvastatin

Atorvastatin di qua nhau thai chudt va dat ndng dd trong gan cia bao thai tuong duong véi
ndng dd trong huyét tuong clia me. Atorvastatin khong gy qudi thai & chudt véi liéu 1én dén
300 mg/kg/ngay hoic 3 thd véi liéu 1én d€n 100 mg/kg/ngay. Nhitng liu lugng nay din dén
boi s6 clia khodng 30 1an (chudt cong) hodc 20 14an (thd) mitc phdi nhiém cia con ngudi dua
trén dién tich b& mit da (mg/m?).

Trong mdt nghién cttu trén chudt duge cho dung liéu 20, 100 hoic 225 mg/kg/ngay, tif ngay
mang thai thit 7 d€n ngay cho con b thit 21 (cai sita), ty 1€ song s6t cia chudt con khi sinh,
sd sinh, cai sita va trudng thanh bi gidm khi me diung liéu 225 mg/kg/ngay. Trong lugng cd
thé gidm vao ngay 4 va 21 & chudt con c6 me diing liéu 100 mg/kg/ngay; trong lugng co thé
cua chudt con dd gidm khi sinh va vao cdc ngay 4, 21 va 91 khi me dung 225 mg/kg/ngay. Su
phat trién cia chudt con bi cham lai (hiéu suit quay & mitc 100 mg/kg/ngay va gidt minh do
am thanh & mic 225 mg/kg/ngay; dit vanh tai va md mit & mic 225 mg/kg/ngay). Nhitng
liéu nay tudng tng véi 6 1an (100 mg/kg) va 22 1an (225 mg/kg) AUC clia con ngudi & mitc
80 mg/ngay. Cic bdo cdo hi€m gip vé di tit bAm sinh di dugc ghi nhin sau khi ti€p xic vé6i
céc chit tc ch& enzym reductase (statin) trong tif cung.

Phu nit cho con bi

Trong cdc nghién citu trén chudt cdng, mic d6 ti€p xiic vdi ezetimibe toan phian & chudt con
dang bi bing mdt nita so v6i mitc ti€p xtc dude quan sdt thdy trong huyét twong clia chudt
me. Khong biét liéu ezetimibe c6 dugc bai ti€t vao sita me hay khong.

Ngudi ta khong bi€t liéu atorvastatin c6 bai ti€t qua sita me hay khong, nhung mot lugng nhd
thudc khdc trong nhém nay c6 bai ti€t vao sita me. Chudt con bi me c¢6 ndng dd atorvastatin
trong huyét tuong va gan lan lugt 12 50% va 40% so v6i trong sifa me clia ching. Do kha
ning xdy ra phdn @ng bit 1gi & tré bd me, phu nit ding vién nén ezetimibe /atorvastatin
khong nén cho con bi (xem phdn Chéng chi dinh).

8. ANH HUGNG LEN KHA NANG LAI XE, VAN HANH MAY MOC

Thudc khong 4nh hudng ddng ké dé€n kha ning 14i xe va van hanh may méc. Tuy nhién, nén
can nhdc khd ning bi chéng mit khi 14i xe hodc vin hanh miy méc c6 thé gip phai sau khi
dung thudc.
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9. TUONG TAC, TUONG KY CUA THUOC:

Tuong téc cla thude

Nguy co mic bénh co trong khi diéu tri bing statin ting 1én khi sit dung ddng thdi cdc din
xuét acid fibric, liéu diéu chinh lipid clia niacin, cyclosporin hoic chit tic ché€ CYP3A4 manh

(vi du: clarithromycin, chdt &c ché protease ctia virus HIV va itraconazol) (xem phian Cdnh
bdo va Thin trong khi ding thudc va Thong tin vé dugc Iy, ldm sang).

Chat wc ch€ manh cytocrom P450 3A4:

Atorvastatin dugc chuyén héa bdi cytochrom P450 3A4. Dung d6ng thdi atorvastatin véi cdc
chit fc ch€ manh CYP3A4 c6 thé din dén ting ndng do atorvastatin trong huyét tuong. Mifc
d6 tuong tic va mitc d6 4nh hudng phu thudc vao sy thay ddi tic dung trén CYP3A4. Nguy
co mic bénh cd khi st dung dong thdi véi:

Clarithromycin: AUC clia atorvastatin ting didng k€ khi diing dong thdi atorvastatin 80 mg
vdi clarithromycin (500 mg x 2 lan/ngay) so véi dung atorvastatin don doc. Do d6, 3 nhitng
bénh nhan dang dung clarithromycin, nén than trong khi diing liéu atorvastatin/ezetimib vuct
qué 20/10 mg.

Cdc chdt itc ché protease:

AUC cilia atorvastatin ting ddng k& khi phdi hgp atorvastatin vdi cdc chat c ché protease
HIV hoic chat ¢ ché protease viém gan C so vdi chi ding atorvastatin.

Viéc st dung ddng thdi cic thudc ha lipid mdu nhém statin v6i cdc thudce diéu tri HIV va
viém gan siéu vi C (HCV) c¢6 thé lam ting nguy cd gy t6n thuong cd, nghiém trong nhat la
tiéu co van, than hut din dén suy than va c6 thé giy tif vong

Khuyén céo vé tuong tac thudc giira atorvastatin véi cac chét trc ché protease ciia HIV va HCV:

Statin Céc chat tic ché protease c6 twong tic Khuyén céo ké don

e Tipranavir + Ritonavir

. Tranh sir dung atorvastatin
e Telaprevir

Str dung than trong va néu can thiét nén

LR : I dung Sk ;
e e dung lieu atorvastatin thap nhat

Atorvastatin | ® Darunavir + Ritonavir
e Fosamprenavir " : ; g
P ) ) . Khong qua 20 mg atorvastatin/ngay
e Fosamprenavir + Ritonavir
e Saquinavir + Ritonavir
e Nelfinavir Khong qua 40 mg atorvastatin/ngay

Itraconazol: AUC cia atorvastatin ting ddng k€ khi ding ddng thdi atorvastatin 40 mg va
itraconazol 200 mg. Do d6, & nhitng bénh nhdn dang ding itraconazol, khong st dung liéu
atorvastatin/ezetimib vugt qua 20/10 mg.

Cyclosporin:

Atorvastatin va cdc chit chuyén héa atorvastatin 12 chat nén cia chat van chuyén OATP1B1.
Céc chit e ch€ OATP1B1 (nhu Cyclosporin) ¢6 thé 1am ting sinh kha dung clia atorvastatin.
AUC cia atorvastatin ting dang ké khi ding ddng thdi atorvastatin 10 mg va cyclosporin 5,2
mg/kg/ngay so véi chi dung atorvastatin.

Ngoai ra, ezetimibe va cyclosporin dugc st dung dong thdi c6 thé 1am ting phdi nhiém véi
cé ezetimibe va cyclosporin. Mifc d6 ting phoi nhiém ezetimibe c¢6 thé cao hon & bénh nhan
suy thdn ndng.

Nén trdnh ding thudc véi cyclosporin.

Nuéc ép budi:

)
/



Nudc ép budi ¢6 chita mdt hodc nhi€u thanh phan e ché CYP3A4 c6 thé lam ting ndng d6
clia atorvastatin trong huyét tuong, dic biét khi udng qua nhiéu nudc ép budi (> 1,2L mdi
ngay).

Gemfibrozil:

Do tdng nguy cd bénh cd/ti€u cd van khi phdi hdp cdc chat tc ch€ HMG-CoA reductase véi
gemfibrozil, nén tranh ding dong thdi thudc vdi gemfibrozil.

Fibrat (fenofibrat va acid fenofibric):

Nguy ¢d mdc bénh cd khi diéu tri v6i chat tc ché HMG-CoA reductase ting 1én khi diing
ddng thdi véi fibrat, nén than trong khi diing st dung déng thdi véi fibrat.

Fibrat c6 thé 1am ting bai ti€t cholesterol vao mat, din d&n séi mat. Néu nghi ngd si mat &
bénh nhan st dung thudc véi mdt fibrat, cdc nghién citu vé tii mat duge chi dinh va nén xem
xét liéu phép ha lipid thay thé.

Niacin:

St dung dbng thdi vdi niacin liéu cao (> 1g/ngay) c6 thé ting nguy cd anh hudng trén cd
xuong, nén xem xét gidm liéu atorvastatin.

Digoxin:

Dung dong thdi digoxin véi atorvastatin ¢6 thé 1am ting ndng dd trong huyét tudng cia
digoxin 1én khodng 20%. Bénh nhin nén dugc theo ddi thich hgp.

Thudc tranh thai dudng uéng:

St dung dong thdi atorvastatin va thudc tranh thai u6ng lam ting gid tri AUC cia
norethindrone va ethinyl estradiol. Sy gia ting nay nén dugc xem xét khi Iya chon thuéc
trdnh thai cho phu nif dang st dung thudc c6 chita atorvastatin.

Elbasvir va Grazoprevir:

Dung ddng thdi elbasvir va grazoprevir ¢6 thé din dén ting ndng dd atorvastatin trong huyét
tuwdng va ting nguy cd bénh co. Liéu vién atorvastatin/ezetimibe trong trudng hdp nay khong
dudc vugt qud 10/20 mg.

Rifampin va cdc chit cim wng Cytochrome P450 3A4:

Dung ddng thdi atorvastatin véi chit cdm tng cytochrom P450 3A4 (nhu efavirenz, rifampin)
c6 thé lam gidm ndng d6 atorvastatin trong huyét tuong. Do cd ché tuong tic kép cia
rifampin, khuyén cdo dung thudc ciing lic v6i rifampin, vi néu diing atorvastatin sau khi
ding rifampin c6 thé 1am gidm ddng ké ndng d6 atorvastatin trong huyét tuong.

Colchicin:

Di ¢6 bdo cdo vé bénh cd, bao gdm tiéu cd van, khi diing chung atorvastatin vdi colchicin.
Cholestyramin:

Ding ddng thdi véi cholestyramin lam gidm AUC trung binh ciia ezetimibe toan phan
(ezetimibe + ezetimibe glucuronid) khodng 55%. Mic d6 gidm thém LDL-C do b3 sung
thudc vao liéu phép cholestyramin c6 thé kém hon do xay ra twdng tic nay.

Thuéc chdng déng mau coumarin:

Né&u bd sung thudc vao tri liéu warfarin, mot chat chéng déng mdu coumarin, can theo ddi
chi 6 binh thudng héa qudc t& (INR) thich hdgp.

Do khdng c6 cdc nghién ciu vé tinh tuong ky cda thudc, khdng tron 14n thudc nay véi thude
khéc.

Tuong ky ciia thudc

Khoéng 4p dung.




10. TAC DUNG KHONG MONG MUON CUA THUOC

Céc phan tng bat 1¢i nghiém trong sau day dudc thdo ludn chi ti€t hon trong cdc phan khéac
clia t& hudng din st dung nay:

Tiéu cd van va bénh 1y c¢d (xem phan Cdnh bdo va thdn trong khi diung thudc)

Bat thudng men gan (xem phan Cdnh bdo va thdn trong khi ding thudc)

10.1. Kinh nghi¢m thit nghi¢m lém sang

Do céc nghién cifu 1dm sang dugc ti€n hanh trong cdc diéu kién rit khdc nhau nén ty 1& phan
ting bat 1di quan sit dudc trong cdc nghién cifu 1Am sang cia mdt loai thudSc khong thé so
sanh tryc ti€p véi ty 1€ trong cdc nghién cttu 1dm sang clia mot loai thudc khic va cé thé
khong phdn dnh ty 1€ quan st dudgc trong cdc nghién citu 1am sang.

Trong mot thit nghiém 1am sang ¢6 d6i chitng gid dugce vdi vién nén ezetimibe/atorvastatin,
628 bénh nhan (d6 tudi tir 18 dén 86, 59% phu nit, 85% ngudi da tring, 6% ngudi da den, 5%
ngudi gdc TAy Ban Nha, 3% ngudi chiu A) v6i thdi gian diéu tri trung binh 12 12 tuin , 6%
bénh nhin ding vién nén ezetimibe/atorvastatin va 5% bénh nhin ding gid dugc di ngiing
duing do phdn @ng bat 1di.

Cic phan tng bat Igi phd bi€n nhit & nhém dugc diéu tri bing vién nén
ezetimibe/atorvastatin din dén ngitng diéu tri va xdy ra véi téc dd cao hon so véi gid duge
la:

Pau cd (0,8%); Pau bung (0,8%); Tang men gan (0,8%)

Céc phdn tng bt 1gi dugc bio cdo phd bi€n nhat (ty 1& > 2% va cao hon so véi gid dudc)
trong thir nghiém nay la: ting ALT (5%), ting AST (4%) va dau co xudng (4%).

Vién nén ezetimibe/atorvastatin da dugc ddanh gid vé do an toan trén 2403 bénh nhan trong 7
tht nghiém 14m sang (mdt thit nghiém c6 ddi ching véi gid dude va 6 thit nghiém c6 ddi
chitng véi hoat chat).

Bdng duéi day tém tdt tan sudt cdc phdn ng bat Igi trén 14m sang dudc bdo cdo & > 2% bénh
nhan dugc di€u tri bing vién nén ezetimibe/atorvastatin(n=255) va vdi tin suit cao hon gia
dudc, bat k€ ddnh gi4d nguyén nhén, tir thif nghiém d6i ching gid dugc.

“Cdc phdn iing bdt lgi trén ldm sang va xét nghi¢m chon loc xdy ra & > 2% bénh nhén dugc diéu tri
bdng vién nén ezetimibe/atorvastatin va véi ty I¢ mdc bénh cao hon gid dugc, bdt ké nguyén nhén.

Hé théng co thé/Céc co quan Gia dugc | Ezetimibe | atorvastatin' Vién nén
Phéan Gng bat loi (%) 10 mg (%) Ezetimibe/Atorvastatin’
n=60 (%) n=248 (%)
n=65 n =255

Réi logn hé thén kinh
Chéng mit 0 6 <1 2

Ho hd’p, lé‘ng nguc va
roi loan trung that

Ho 0 3 <l 2
Roi logn tiéu héa

Dau bung 2 2 4 3
Budn non 0 2 5 3
Réi logn co xuong va mé lien két

Dau khép 0 5 6 3
Yéu co 0 2 0 2
DPau co xuong khép 3 8 5 4

Roi logn chuyén hdéa va dinh

mwi
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duong

Tang kali mdu 0 0 <1 2
Nhiém trang va nhiém déc

Viém phé quan 0 2 2 2
Viém xoang 0 3 2 2
Réi logn mach mdu

Béc hoa 0 0 <1 2
Chtfc ndng gan

ALT ting 0 0 2 5
AST tang 0 0 <1 4

*Nghién citu phdi hgp cé kiém sodt gid dugc trong dé cdc thanh phdn hoat tinh twong duong vdi vién nén
ezetimibe/ atorvastatin.

"'7dt cd cdc lidu.

Sau khi hoan thanh nghién cttu kéo dai 12 tudn, nhitng bénh nhan dd diéu kién dudc chi dinh
diéu tri ddng thdi ezetimibe va atorvastatin tuong duong vdi vién nén ezetimibe/atorvastatin
(10/10 d&n 10/80) hoic atorvastatin (10 dén 80 mg/ngay) trong 48 tudn nita. St dung ddng
thdi ezetimibe va atorvastatin trong thdi gian dai c6 dit liéu an toan tdng thé tuong ty nhu
ding don liéu atorvastatin.

Ezetimibe

Trong 10 thit nghiém 1dm sang mu ddi, ki€m sodt gid dugc, 2396 bénh nhan mic bénh
nguyén phat ting lipid mau (d6 tudi tir 9 dé€n 86, 50% phu nit, 90% ngudi da tring, 5% ngudi
da den, 3% ngudi g6c TAy Ban Nha, 2% ngudi chau A) va ting LDL-C dudc diéu tri bing
ezetimibe 10 mg/ngay trong thdi gian di€u tri trung binh 12 12 tun (tir 0 d&€n 39 tuin).

Céc phédn @ng bt 1¢i dugc bdo cdo & > 2% bénh nhan dugc diéu tri bing ezetimibe va & thdi
diém ty 1& mic bénh cao hon gia dudc bat k€ ddnh gid quan hé nhin qua dudc thé hién trong
bang dudi day.

Cdc phdn itng bét lgi trén ldm sang xdy ra & > 2% bénh nhédn dugc diéu tri bang Ezetimibe va ty 1¢
mdc b¢nh l6n hon gid dugc, bt k€ nguyén nhén.

Hé théng co thé/Cic co quan Ezetimibe 10 mg (%) Placebo (%)
Phan tmg bét loi n=2396 n=1159

R6i loan tiéu héa
Tiéu chay 4.1 3.7
Cdc rdi logn toan thdan va tai chd
Mét méi 2.4 1:5
Nhiém tring va nhiém djc
Cim 2.0 1.5
Viém xoang 2.8 2.2
Nhiém tring dudng hd hap trén 4.3 2.5
R&% logn co xuong va mé lién két
Pau khép 3.0 2.2
Pau & chi 2.7 2.5

Trong cd sd dit li€u thit nghiém 1Am sang c6 dbi chitng véi gid duge cia atorvastatin trén
16.066 bénh nhan (8755 dung atorvastatin so v8i 7311 ngudi dung gid dudc; d6 tudi tir 10
dén 93 tudi, 39% phu nit, 91% ngudi da tring, 3% ngudi da den, 2% ngudi chau A, 4% khac)
v6i thdi gian di€u tri trung binh 13 53 tudn, 9,7% bénh nhin ding atorvastatin va 9,5% bénh
nhan dung gid dugc da ngitng st dung do phan wng bat 1di.
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Céc phdn tng bat Igi dudc bdo cdo phd bién nhat (ty 16 > 2% va 16n hon gid dudc) bat ké
quan hé nhan qué, 3 nhitng bénh nhan dudc diéu tri bing atorvastatin so véi gid dugc trong
céc thit nghiém c6 d6i chitng (n=8755) 1a: viém miii hong (8,3%), dau khdp (6,9%), tiéu chdy
(6,8%), dau tit chi (6,0%) va nhiém trung dudng ti€t niéu (5,7%).

Béng dudi day tom tdt tin sut clia cdc phdn ng bat 1gi trén 1Am sang, bat ké nguyén nhn,
dugc bdo cdo & > 2% va véi ty 1€ cao hon so véi gid dudge & nhitng bénh nhin duge diéu tri
bing atorvastatin (n=8755), tit 17 thit nghiém c6 ddi chitng gid dudc.

Cdc phan itng bat lgi ldm sang xdy ra & >2% bénh nhdn dugc diéu tri bang bat ky liéu Atorvastatin
va véi ty 1¢ mdc bé¢nh l6n hon gid dugc bt ké nguyén nhén.

Phén #ng c6 | Li€ubdt | Atorvastatin | Atorvastatin | Atorvastatin Atorvastatin Placebo

hai* ky 10 mg 20 mg 40 mg 80 mg n=7311
n=8755 n=3908 n=188 n=604 n=4055

Viém miii 8.3 12.9 5.3 7.0 4.2 8.2

hong

Dau khop 6.9 8.9 11.7 10.6 4.3 6.5

Ti€u chay 6.8 7.3 6.4 14.1 9.2 6.3

Pau tr chi 6.0 8.5 3.7 9.3 3.1 5.9

Viém 5.7 6.9 6.4 8.0 4.1 5.6

duong  tiét

niéu

R&i loan| 4.7 5.9 3.2 6.0 3.3 4.3

ti€u hoa

Budn n6n 4.0 3.7 3.7 7.1 3.8 3.5

Bénh 1y co 3.8 5.2 3.2 5.1 2.3 3.6

xuong

khép

Co thit co 3.6 4.6 4.8 5.1 2.4 3.0

bau co 3.5 3.6 5.9 8.4 2.7 3.1

MAt ngii 3.0 2.8 1.1 5.3 2.8 2.9

Viém hong 2.3 3.9 1.6 2.8 0.7 2:1

*Phan ting bdt loi >2% ¢ bat ky liéu lugng ndo 1én hon gid dwgc

10.2. Bdo cdo sau khi luu hanh

Do céc phan tng dudi diy dugc bdo cdo tw nguyén tif mdt nhém bénh nhan c¢6 quy mé khong
chdc chdn nén nhin chung khdng thé udc tinh tin suit clia chiing mdt cach ddng tin cdy hoic
thi€t 14p m&i quan hé nhan qua vdi viéc ti€p xiic vdi thudc.

Céc bdo cdo dugc mo td bén dudi di duge xdc dinh trong qud trinh st dung ezetimibe
va/hodc atorvastatin sau khi luu hanh.

R&i loan mau va hé bach huyét: giam tiéu ciu

R&i loan hé than kinh: nhitc dau; chéng mit; di cdm; Bénh 1y thin kinh ngoai bién

Hi€m c¢6 bdo cdo sau luu hanh vé suy gidm nhan thic (vi du: mat tri nhd, hay quén, ching
hay quén, suy gidm tri nhd, 14 14n) lién quan dén viéc st dung statin. Nhitng van dé vé& nhin
thifc nay da dugc bdo cdo ddi vdi tat cd cdc statin. Cdc bdo cdo n6i chung 12 khong nghiém
trong va c6 thé hdi phuc khi ngitng sit dung statin, véi thdi gian khdi phét triéu chitng khic
nhau (1 ngdy dén nhiéu nim) va hét triéu chitng (trung binh 3 tudn).
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R&i loan tiéu héa: viém tuy

R6i loan da va mé dudi da: phit mach; phit ban béng nudc (bao gdm hdng ban da dang, hoi
chitng Stevens-Johnson va hoai tif bi€u bi nhiém ddc); phat ban; may day

RGi loan cd xwong va md lién két: viém cd; bénh 1y co/tiéu c¢d van (xem phan Cdnh bdo va
thdn trong khi ding thudc).

Pi c¢6 nhitng bdo cdo hi€m hoi vé bénh cd hoai tif qua trung gian mién dich lién quan dén
viéc st dung statin (xem phan Cdnh bdo va thdn trong khi ding thuéc).

Chén thuong, ngd ddc va bién chitng: dit gin

R&i loan hé théng mién dich: sdc phdn vé; phdn ng qué min

R&i loan gan mat: viém gan; s6i mat; viém tdi mat; suy gan gy t¥ vong va khong t vong
R&i loan tim than: trim cdm

Ho6 hap: bénh phdi mo k&

B4t thudng xét nghiém: ting creatine phosphokinase

R&i loan toan thdn va tai chd: mét mai

* Thong bdo ngay cho bdc sy hodc dugc sy nhitng tdac dung khong mong muén gdp phdi khi
si dung thuodc

11. QUA LIEU VA CACH XU TRi

Khong c6 khuyé&n nghi diéu tri dic hiéu nao di vdi trudng hgp qué liéu KAVOSNOR. Trong
trudng hop qud liéu, bénh nhin nén dugce diéu tri triéu chitng va d4p dung cdc bién phdp hd
trd khi can thiét.

Ezetimibe

Trong cidc nghién citu 1dm sang, sit dung ezetimibe 50 mg/ngay cho 15 d6i tugng khde manh
trong t8i da 14 ngay, 40 mg/ngay cho 18 bénh nhin ting lipid mdu nguyén phat trong t6i da
56 ngay va 40 mg/ngay cho 27 bénh nhin mic bénh sitosterol mau déng hgp i trong 26 tuan,
néi chung 1a dung nap t&t. Mot bénh nhan nit mic bénh sitosterol mau déng hgp ti dd vo tinh
diing qué liéu ezetimibe 120 mg/ngay trong 28 ngay ma khong cé tic dung phu vé 14m sang
hodc xét nghiém nao dugc bdo cdo.

Atorvastatin

Do thudc lién két nhiéu véi protein huyét tuong, chay thin nhin tao khong lam ting ddng ké
d6 thanh thai atorvastatin.

12. THONG TIN VE DUGC LY, LAM SANG:

a. Pic tinh dugc lyc hoc:

Nhém dugce 1y: Thudc dc ché enzym HMG-CoA reductase phdi hgp véi thuSce ha lipid. Ma
ATC: C10BAOS.

Cholesterol trong huyét tuong c6 ngudn gdc tit syt hdp thu & rudt va tdng hgp nodi sinh. Thudc
¢6 chita ezetimibe va atorvastatin, hai hgp chat 1am gidm lipid mdu vdi co ché tdc dung b3
sung.

Ezetimibe:

Ezetimibe ¢ ché sy hip thu cholesterol & rudt non. Muc tiéu phén tif clia ezetimibe 13 chat
van chuyén sterol, Niemann-Pick Cl-Like 1 (NPC1L1), tham gia vao qud trinh hip thu
cholesterol va phytosterol & rudt. Trong mdt nghién citu 1dm sang kéo dai 2 tuan trén 18
bénh nhén ting cholesterol mau, ezetimibe e ché& sy hap thu cholesterol & rudt 54%, so véi



gid dudc. Ezetimibe khong c6 tic dung c6 ¥ nghia 1dm sang ddi v6i ndng do trong huyét
tuong clia vitamin tan trong dau nhu A, D va E va khong lam gidm sdn xudt hormone steroid
v6 thugng than.

Ezetimibe khong tc ch& tdng hgp cholesterol & gan hodc lam ting bai ti€t acid mat.
Ezetimibe khu trd & bd ban chii thanh rudt non va e ché sy hip thu cholesterol, din dén
gidm van chuyén cholesterol trong rut dén gan. Piéu nay 1am gidm lugng duy trit cholesterol
& gan va ting kha ning thanh thai cholesterol ra khdi mau; co ché riéng biét nay b3 sung cho
co ch€ clia statin.

Atorvastatin:

Trén cdc md hinh dong vat, atorvastatin 1am gidm ndng dod cholesterol va lipoprotein trong
huyét tuong bing cich ttc ché HMG-CoA reductase va tdng hgp cholesterol trong gan va
biing cich ting s6 lugng céc thu thé LDL ciia gan trén bé mit t€ bao dé ting cudng hip thu
va di héa LDL; atorvastatin ciing Iam gidm san xuit LDL va s& lugng cic ti€u phan LDL.
Céc nghién cttu 1dm sang dd chitng minh ring néng dd C toan phian, LDL-C va Apo B ting
cao, thanh phan protein chinh ctia LDL, thic ddy chitng xd vita ddng mach & ngudi. Ngoai ra,
mitc HDL-C gidm c6 lién quan dén sy phat trién clia chitng xo vita dong mach. Cdc nghién
ctu dich t& hoc d3 xdc dinh ring ty 1&é mdc bénh va tit vong do tim mach thay ddi tryc ti€p
theo mifc C toan phan va LDL-C, va ty 1é nghich véi mic HDL-C. Giéng nhu LDL, cédc
lipoprotein giau triglicerid giau cholesterol, bao gdbm lipoprotein ty trong rat thip (VLDL),
lipoprotein ty trong trung binh (IDL) va c4c phin con lai, ciing c6 thé thic ddy x0 vita dong
mach. T4c dung doc 14p cia viéc ting HDL-C hoidc gidm TG d6i véi nguy cd mic bénh va tir
vong do bénh mach vanh va tim mach chua dudc xdc dinh.

Atorvastatin cing nhu mot s6 chat chuyén héa ciia né cé hoat tinh dudc 1y & ngudi. Gan la
ndi tdc dong chinh va 13 ndi chi y&u téng hdp cholesterol va thanh thdi LDL. Liéu lugng
thudc, thay vi ndng dd thudc toan than, tuong quan tét hon véi viée gidm LDL-C. C4 nhin
héa liéu lugng thudce nén dua trén ddp Ung diéu tri (xem phin Cdch diing, liéu ding).

b. Péc tinh dugc djng hoc:

Vién nén KAVOSNOR di dudc chitng minh 1a tuong duong sinh hoc d6i véi viéc ding dong
thdi cdc liéu tuong tng clia cdc vién nén ezetimibe/atorvastatin.

Hap thu:

Ezetimibe: Sau khi dung dudng udng, ezetimibe dudc hdp thu nhanh va dudc lién hgp manh
thanh mot phenolic glucuronide c¢6 hoat tinh dugc 1y (ezetimibe-glucuronide). Diing ddng
thdi véi thifc 4n khong dnh hudng dén sinh khd dung dudng udng clia ezetimibe.
Atorvastatin: Nong do t5i da trong huyét tuong (Cmax) xay ra trong vong 1-2 gid. Mdc do
hép thu ting tuong Wng v4i li€u atorvastatin. Sinh kha dung tuyét ddi clia atorvastatin khodng
14% va sinh kha dung toan than cda hoat tinh tc ch€ HMG-CoA reductase khodng 30%. Sinh
khd dung toan than thadp dugc cho 13 do sy thanh thdi trudc khi vao tudn hoan toin thin &
niém mac dudng tiéu héa va/hodc sy chuyén héa 1an ddu qua gan. Nong dod atorvastatin
trong huyét tuong thdp hon (khodng 30% d6i véi Cmax va AUC) sau khi diing thuSc budi t6i
so vdi budi sdng. Tuy nhién, mic gidm LDL-C 1a nhu nhau bat k€ thdi gian diing thudc trong
ngay.

Anh hudng cia thicc dn khi ding thuéc qua duong udng

Khi ding vién nén ezetimibe/atorvastatin 10/80 cling véi bita dn nhiéu chit béo, ndng do
Cmax clia atorvastatin gidm 7% va khdng quan sdt thdy tdc dong nao d6i v8i AUC cia



atorvastatin. Bifa dn nhiéu chit béo khong dnh hudng dé€n dugc dong hoc clia ezetimibe

khong lién hop.

Phin bo:

Ezetimibe: Hon 90% Ezetimibe va ezetimibe-glucuronide gin k&t véi protein huyét tuong
nguoi.

Atorvastatin: Thé tich phin bd trung binh cida atorvastatin khodng 381 lit. Hon 98%
Atorvastatin lién két v6i protein huyét tuong. Ty 1& hong cau/huyét twong khoang 0,25 cho
thdy thudc it thdim vao hdng cau.

Chuyén héa va thai tri:

Ezetimibe:

Ezetimibe dudc chuyén héa 1an diu chii y&u & rudt non va gan qua sy lién hgp glucuronid,
sau d6 dudc bai ti€t qua mat va qua than. Sy chuyén héa oxy héa tdi thi€u di duge quan sat
thdy trong tit cd cdc loai dugc danh gid.

o} ngudi, ezetimibe dugc chuyén héa nhanh hon ezetimibe-glucuronide. Ezetimibe va
ezetimibe-glucuronide 13 hai dang chuyén héa chinh ciia thudc dugc phat hién trong huyét
tudng, ezetimibe chi€ém khodng 10-20% va ezetimibe-glucuronide chi€m khodng 80-90%
tong lugng thudc trong huyét tuong. Ca ezetimibe va ezetimibe-glucuronide dugc thai trir
chdm khdi huyét tuong qua chu trinh gan — rudt. Thdi gian bdn thdi cla ezetimibe va
ezetimibe-glucuronide khodng 22 gid.

Sau khi dung C-ezetimibe (20mg) dudng udng cho ngudi, ezetimibe toin phan (ezetimibe +
ezetimibe-glucuronide) chi€m khodng 93% téng liéu c6 ddnh ddu phéng xa trong huyét
tudng. Sau 48 gid, khong ¢6 mitc liéu c¢6 ddnh ddu phéng xa nao dugc phit hién trong huyét
tuong.

Khodng 78% va 11% liéu c¢6 d4dnh diau phéng xa di dung dugc tim thdy theo thi tu trong
phan va trong nudc tiéu tuong dng, trong 10 ngay thu thap. Ezetimibe 13 thanh phin chinh
trong phan va chi€m 69% liéu dung, trong khi ezetimibeglucuronid 14 thanh phan chinh trong
nudc ti€u va chi€m 9% liéu ding.

Atorvastatin:

Atorvastatin dudc chuyén héa thanh cic ddn xuit hydroxy héa & vi tri ortho va para va céc
sdn phdm beta-oxy héa khdc nhau. Ngoai cdc con dudng khéc, nhitng san phim nay dugc
chuyén héa thém thong qua sy glucuronide héa. Sy e ché in vitro HMG-CoA reductase bdi
cdc chat chuyén héa hydroxy héa & vi tri ortho va para tudng duong véi atorvastatin. Khodng
70% hoat tinh c ch€ d6i véi HMG-CoA reductase trong tudn hoan 1 do cdc cha't chuyén héa
¢6 hoat tinh. Céc nghién cifu in vitro cho thdy tim quan trong cda cytochrom P450 3A4 trong
qué trinh chuyén héa atorvastatin, do sy ting néng do atorvastatin trong huyét tuong & ngudi
sau khi ding chung véi erythromycin, mot chat ¢c ché clia isozyme nay.

Atorvastatin va cdc chdt chuyén héa clia n6 dugc thai trir chii y&u qua mat sau khi chuyén
héa qua gan va/hodc ngoai gan. Tuy nhién, thuéc khong di qua chu trinh gan — ru6t. Thdi
gian bdn thdi clia atorvastatin trung binh trong huyé&t tuong & ngudi khodng 14 gid. Thdi gian
ban thdi clia hoat tinh tc ch€ d6i v6i HMG-CoA reductase khodng 20 — 30 gid do sy gép
phan cla cdc chdt chuyén héa c6 hoat tinh. Dudi 2% liéu atorvastatin udng vao duge tim
thdy trong nudc tiéu.

Cac nhém bénh nhan dic biét

Nguoi cao tudi



Ezetimibe: Nong do trong huyét tuong clia ezetimibe toan phan & ngudi cao tudi khée manh
(> 65 tudi) cao hon khodng 2 1an so vdi ngudi tré.

Atorvastatin: Nong d6 cla atorvastatin trong huyét tudng & ngudi cao tudi khde manh (> 65
tudi) cao hon & ngudi tré (khodng 40% véi Cmax va 30% véi AUC).

Tré em

Ezetimibe: Dugc dong hoc clia ezetimibe toan phin & thanh thi€u nién tuong tu v6i ngudi 16n.
Khoéng c6 dit liéu vé dude dong hoc & tré em dudi 10 tudi.

Atorvastatin: Khong ¢6 dit liéu dudgc ddng hoc & tré em.

Gidi tinh

Ezetimibe: Nong d6 clia ezetimibe toan phan trong huyét tuong ¢ phu nif 1a hdi cao hon (<
20%) so v6i nam gidi.

Atorvastatin: Nong d6 cla atorvastatin & phu nit khdc v4i nam gidi (cao hon khodng 20% vdi
Cmax va thdp hon khodng 10% v3i AUC). Khong ¢ sy khic biét c6 y nghia 1dm sang vé
gidm LDL-C vdi atorvastain § nam va nif.

Chiing tjc

Dua trén phan tich tdng hgp cdc nghién cttu duge dong hoc da liéu, khong c6 su khac biét vé
dugc dong hoc gitta ddi tugng da den va da tring. Cdc nghién citu § d6i tugng chau A chira
ring dugc dong hoc clia ezetimibe tuong ty nhv duge dong hoc & ddi tugng da tring.

Suy gan

Ezetimibe: Sau mot lidu don ezetimibe 10 mg, AUC trung binh clia ezetimibe toan phan ting
khodng 1,7 14n & bénh nhin suy gan nhe (diém Child-Pugh 5 - 6) so véi cdc d6i tugng khde
manh. Trong mdt nghién cttu da liéu kéo dai 14 ngay (10 mg/ngay) & bénh nhin suy gan
trung binh (di€ém Child Pugh 7 - 9), AUC trung binh clia ezetimibe toan phan ting khodng 4
14n vao ngay thd nhat va ngay thit 14 so vdi cdc ddi tugng khée manh. Khong can diéu chinh
liéu d6i véi bénh nhin suy gan nhe.

Atorvastatin: & nhitng bénh nhan bi bénh gan min tinh do rudu, ndng do atorvastatin trong
huyét twong ting 1én ro rét. Cmax va AUC déu cao hon 4 1an & nhitng bénh nhian mic bénh
Child-Pugh A. Cmax va AUC lan ludt ting khodng 16 1an va 11 lan & nhitng bénh nhin mic
bénh Child-Pugh B.

Suy thdn

Ezetimibe: Sau mot liéu don ezetimibe 10 mg & nhitng bénh nhan bi bénh thin ning (n = 8;
dé thanh thdi creatinin (CrCl) trung binh < 30 ml/phit/1,73 mz), AUC trung binh cia
ezetimibe todn phan ting khodng 1,5 1an so vdi cdc ddi tugng khée manh (n = 9).
Atorvastatin: Bénh thin khong 4nh hudng dé€n ndng d6 trong huyét tuong hodc gidm LDL-C
cua atorvastatin.

Thdm phdn mdu

Atorvastatin: Chua c6 cic nghién cttu & bénh nhan bi bénh than giai doan cudi. ThAim phan
méu khong 1am ting dang k€ dd thanh thdi cla atorvastatin vi thudc lién k&t nhiéu vdi
protein huyét tuong.

13. QUY CACH PONG GOI: Hop 3 vi x 10 vién, Hop 10 vi x 10 vién.

14. PIEU KIEN BAO QUAN: Dui 30°C, ndi kho réo, tranh dnh sing.



15. HAN DUNG CUA THUOC: 36 thang k& tif ngdy sin xust.
16. TIEU CHUAN CHAT LUGNG CUA THUOC: TCCS.

17. TEN, PIA CHI CUA CO SO SAN XUAT:
CONG TY CO PHAN DUGC PHAM KHANH HOA
Dia chi: Pudng 2/4, khém Pong Bic, phudng Vinh Hoa, thanh phd Nha Trang, tinh Khanh Hoa
Nha Trang, ngay <0 thdng 05 nam 2023 <
CONG TY CO PHAN DUGC PHAM KHANH HOA
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