AF32
52.5TA6

BOY TE
CUC QUAN LY DUGC

Atorvastatin+Ezetimibe-5A FARMA HoSE Tranke W E DUYﬁT

PHARMACEUTICAL JOINT - STCCK COMPANY
Alorvastatin 20mg + Ezetimibe 10mg
u IIZtal’lulanuwHuumn

Que Vo industrial 2bne. Phuong Lieu

ommune, Que Vio disiict Bc::: Ninho
20+10mg e +82.222,361 7668 | fox 'M‘E

Ry 1se oo Foor

FRESCRIPNON Ql LY MEDICINE

Atorvastatin+Ezetimibe-5A FARMA

Atorvastatin 20mg + Ezetimibe 10mg

S
FRANCE VIETNAM

g

Bupl+0Z

OF XA TAM TAY TRE
KEEP OUT OF THE REACH OOF CHILDREN /

3 A M
BOC KV HUGNG DAN SUDUNG TRUGC KHI DUNG 20+ 1 Dmg
READ THE LEAFLET CAREFULLY BEFORE USING /

7 vién nén bao phim /
5;; ers X Film-coated tablets

VY4 v5-a0IUnaz3+uelsenoyy

Vb syt + Buig upopor.

A

FARMA

YR TR
280pD

S mu i

i imiha. CONG TV €5 PHAN LIEN DOANH DUGT PHAM
Atorvastatin-+Ezetimibe-54 FARMA ELOGE' FRANGE VIET NAM
Atorvastatin 20mg + Ezefimibe 10mg Knu cong nghns,-o Qué Vo, xa Phuong

20+1 D Ligu, huyen Qué Vo, tinh Bac Ninh
mg DF0222.3617.888 FAX: 0222.3617.78%

CONG THIC: MSi vien nén buo phirm chida: COMPOSIMON: Each fiim cooted tablet containg:
Atorvastatin (UJUI r:!ung Atorvastatin calci) 20 mg Alorvastalin (as Alorvasiatin colci) ., ... 20mg
Eretimibe .. S— i 100G Ezelimibe |, RPN |11 3o
Ta duge viia & 1 vian, Excipients q S| tanter

CHI DINH, CACH DUNG & UEU DUNG , CHONG
CHI BINH, TUONG. TAC THUGC, TAC DUNG PHU

S TR O
L 20 10ny ]

INDICATIONS, DOSAGE AND METHOD OF ADMINISTRATION,

Horastatvs st FARMA

-VANHUNG DIEU CAN LUU V: C'C;N;EAINDECAHDNSJ INTERACTIONS, SIDE EFFECTS AND
Xrn doc 14 rutng dén st dung bén frong hop. OTHER PRECAUTIONS: Read fthe lsafist inside
BAO QUAN STORAGE
Not khé reo. thodng mét. nhiet &8 duai e Store in o cool. dry ploce. Keep under 30°C. Pmreei from kght

Tranh anh séng.

TIEU CHUAN / SPECIFICATION: 1C.C5
SBK / REG.NO:

LG SX/Lot .
NSX/Mf Date
HD/Exp.Date

Ty
(Atuwastatinﬁzetimib&BA FARMA  Atorvastatin+Ezetimibe-5A FARMA  Ator *a

Afonvesiann (autn oong Atorastabn caici) g + Ezetmibe 10mg Alorvastonn (o dong Atociestatin cdc) 20mg « E2atmibe 10mg Atomwastc

Qoo menty” D o oy GNP @ s

a
statin+Ezetimibe-5 FARMA ~ Atorvastatin+Ezetimibe-54 FARMA ~ Atorvastatin+ < i
(it dang Atorvastatincole) 20mg - Zxoimbe 10mg ASONOSITTIN (S cong ATorvastorin cokol) 20mg + Ezetmine 10mg Alorvastamn (dudidong M L fin

zetimibe-5A FARMA  Atorvastatin+Ezetimibe-5A FARMA Atorvastatin+Ezetimib

prasiatin calon 20mg + Ezetmbe 10mg Alovastatin (duts dang Alorvastaln colei) 20mg + Fzetimibe iemg Alorvasioln (oud: dang Alorvasta'in cdcr)

Aol 20+10mg lags e v 20+10mg Eloga gyuecon s

& SX/Lot .

L
\ e




Atorvastatin+Ezetimibe-51 FARMA

Aforvastatin 20mg + Ezetimibe 10mg

Manutoctured ty.

®
ELOGE" FRANCE VIETNAM
PHARMACEUTICAL JOINT - SIGCK COMPANY
Que Vo industrial zone, Phuong lieu
commune. Que Vo district, Bac Ninh province
fel +82.220.3617.888 / Fax: +84.2223617,789

R THUOC W DON
X FRESCRPION Ony MEDIC gt

+ BUZ ooy

BE XA TAM TAY TPE Em
KEEP OUT OF THE REACH OF CHILDREN /

VA4 YS-o0IwnazI+unesenoyy

W Bug; squaers

vién nén bao phim /
Film-coated tatlets

VL TId By

vi/
Blisters X 7
—

Atorvastatin+Ezetimibe-5A FARMA

Atorvastatin 20mg + Ezetimibe 10mg

BOC KV HUONG DAN SUDUNG TRUCK KHI DUNG 20+ 1 0 g
READ THE LEAFLET CARLFULLY BEFORE USING f

Atorvastatin+Ezetimibe-5A FARMA

Atorvastetin 20mg + Ezetimibe 19mg

Sl i

CONG I CO PHAN LIEN DOANH DUCTC PHAM
ELOGE FRANCE VIET NAM
Khu céng nghiep Qué Vo, x& Phudng
L€y, huyén QUE V3, finh Bde Ninh
DT 0222.3617.888 FAX: 0222.341 7.789

CONG THIC: MG vien 1én Eyao i clwio:
Atarvastatin (dudi dang Atorvastatin cdlci) 20 mg
EZENMIEIG woo v seeessesss s e e 10 MG
Taduge v ad | vign.
CHi BINH, CACH DUNG & LiEU DUNG , CHONG
CHI BINH, TUONG TAC THUSC, TAC DUNG PHY
... VA NHING DIEU CAN LUD ¥:

Xin doc t& hueng don st dung bén trong hep.

BAO QUAN:
Nesi khér 160, thodng meat, nhist 36 due 30°C,
Tranh énh séing,

TIEU CHUAN / SPECIFICATION: TCCS
SDK / REG.NO:

COMPOSITION: each fim coated tanlet Coriaing:

Atlorvasholin (as Atorvasiatin calei) ,
E2eIMIDE i veeesese e
Excipients q.5.1 tablet,

INDICATIONS, DOSAGE AND METHOD OF ADMINISTRATION,
CONTRAINDICATIONS, INTERACTIONS, SIDE EFFECTS AND

OTHER PRECAUTIONS: Recd ihe ieafie! insidle
STORAGE:

Store in a cool. dry place. Keep under 30°C. Protect from igl'w-/

A e b Gim,

AtuwaslatimE;etjmik&SA FARMA

LS SX/Lot:

NSX/Mf Date;

HD/Exp.Date

Atorvastatin+Ezetimibe-5A FARMA

Alomvastamn {dutt aeng Alavastatn o akei) 20mg + Ezatimips 16mg

statin+Ezetimibe-5A FARM

(duét dang Aonvastatn colel 20eng = Czotimibe 10mg

pOsfafin caler) 20mg + Fzebmibe Tormg

TR
|- S

Alosvastabin (oo dang Alorvasial

zetimibe-5A FARMA  Atorvastatin+Ezetimibe-52
LT el

Atorvastatin+Ezetimibe-5A FARMA  Atarv ‘a
Alorvastetin (e dong Ajonasialin cole »20rng + Ezatmibe 10mg Algvosl == %
a
Atarvastatin+Ezetimibe-5A FARMA Atorvastatin+ & ti
Alorvastarin (cudl gong Atonvastatin caich 20mg + Ezetmipe 1omg Alorastamn (dudl cang Al I
20+10mg o
. T
FARMA  Morvastatin+Ezetimiy = |
hn coic) 20mg + Fretimibe 10mg Alorvastatn (aut: dang Alorvastotin cole) O

o 7Y Cing 'y CPlen derarh curxe pivdm
glo /2 OGS FRANCE VIET [ iaM

N




https://nhathuocngocanh.com/

i ding theo don thube

“CONG TY

cO PHAN
LIEN DOANH & Trras X oo . g
DUQC PHAM |, ‘ Doc ky hwdong dan su c'_h,mg tx:uoc khi ding
ELOGE FRANCE QN u ciin thém théng tin, xin héi y kién bic si hoiic dwge si
VIET NAM /& Pi A .
O ) € xa tam tay tré em
ES

HUONG DAN SU DUNG THUOC
AtorvastatintEzetimibe-5A FARMA 10+10mg
Atorvastatin+tEzetimibe-5A FARMA 20+10mg

Thanh phin céng thirc thude:
Mai vién nén bao phim Atorvastatin+Ezetimibe-5A FARMA 10+10mg chira:
- Thanh phin dugc chat:
Atorvastatin (dud¢i dang Atorvastatin calci) 10 mg
Ezetimib 10 mg
- Thanh phén ta duge: cellactose 80, kollidon VA64, primojel (natri starch glycolat),
magnesi stearat, opadry white.
Mai vién nén bao phim Atorvastatin+Ezetimibe-5A FARMA 20+10mg chira;
- Thanh phén dugc chét:
Atorvastatin (dudi dang Atorvastatin calci) 20 mg
Ezetimib 10 mg
- Thanh phén ta dugc: cellactose 80, kollidon VA64, primojel (natri starch glycolat),
magnesi stearat, opadry white.
Dang bio ché:
AtorvastatintEzetimibe-5A FARMA 10+10mg:Vién nén tron bao phim mau trang, hai mat

tron
Atorvastatin+Ezetimibe-SA FARMA 20+10mg:Vién nén tron bao phim mau tring, hai iﬁéy
tron

Chi dinh:

Phong ngiva cdc bién cé tim mach
Thube duge chi dinh dé lam giam nguy co cac bién ¢b tim mach ¢ nhitng bénh nhin mic bénh
dong mach vanh (CHD) va ¢6 tién sir hoi chimg mach vanh cap (ACS), da timg diéu tri trude
do bang statin hoiic khong,
Ting cholesterol mdu
Thude duogce chi dinh nhu 1a liéu phap hd tro cho ché do an kiéng & bénh nhan ngudi 16n bi tang
cholesterol mau nguyén phat (di hop tr ¢6 tinh chét gia dinh va khong c6 tinh chat gia dinh)
hoic tang cholesterol méau hén hop, khi viée sir dung mot san phim thude két hop 1a phi hop:

- Bénh nhén khéng dugce kiém soat dy du bang mét thube statin riéng lé.

- Bénh nhan da ting duoc didu trj bang mot thube statin va ezetimib.
Tding cholesterol mdau dt’ing hop ti cé tinh gia dinh (HoF H)
Thube duac chi dinh nhu la liéu phap hd tro cho ché do an kiéng o bénh nhén tang cholesterol
méu ddng hop i ¢é tinh gia dinh (HoFH). Bénh nhén ciing ¢ thé duge dung céc phrong phap
hé tro giam lipid mau khéc (vi du loc bo lipoprotein méat dé thip [LDL]).
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Liéu dung va cich dung:

Liéu dung

Tang cholesterol mdu nguyén phit vi/hogc bénh dong mach vanh (cé tién s ACS)

Bénh nhén nén theo ché do an lam giam lipid mau thich hop va nén tiép tuc ché do an nay

trong thei gian diéu tri véi thube.

Khoang li¢u ctia ezetimib/atorvastatin 1 10/10 mg dén 10/80 mg, 1 lan/ngay. Lidu dung théng

thudng cia ezetimib/atorvastatin 1a 10/10 mg, 1 lan/ngay. Néng do cholesterol lipoprotein mét

do thap (LDL-C), nguy co mic bénh dong mach vanh va sy dap ung véi liéu phap giam

cholesterol hién tai nén duoc xem xét khi bit diu didu tri hodc diéu chinh liéu.

Liéu dung cua ezetimib/atorvastatin nén duoge cu thé hoéa cho timg bénh nhan dya trén hiéu qua

da biét cua cac muc lidu khac nhau cua ezetimib/atorvastatin va su dap tmg véi liéu phap giam

cholesterol hién tai. Viéc diéu chinh lidu dang nén thyc hién v&i khoang cach tir 4 tudn tra 1én.

Ting cholesterol mdu dong hop tircé tinh gia dinh

Liéu ding cia ezetimib/atorvastatin & bénh nhén tang cholesterol mau dong hop tir ¢é tinh gia

dinh la tr 10/10 mg/ngay dén 10/80 mg/ngay. Nén st dung thube nhu thude hd tro cho cdc

phuong phap diéu trj lam giam lipid mau khac (vi du loc bo LDL) & nhiing bénh nhén nay hoic

néu khong ¢6 san cac phuong phap diéu tri nhur vay.

Dimng phéi hop véi cdc thudce khdc

Nén dung thube trude >2 gior hodc sau >4 gi¢r sau khi ding thuée hap thu acid mat.

Nhitng bénh nhdn dang ding thude didu trj viém gan C co chira elbasvir hodc grazoprevir két

hop ezetimib/atorvastatin thi lidu dung cia ezetimib/atorvastatin khong dugc qua 10/20

mg/ngay.

Nguéi gia: Khong can diéu chinh lidu dung coa thube & nguoi gia.

Tré em: DO an toan va hiéu qua cua thude & tré em chua duge chimg minh. Khong c6 dir liéu

sdn co.

Suy gan: Can thén trong khi st dung thudc & bénh nhan suy gan. Chdng chi dinh ding thuéc

cho bénh nhan mic bénh gan hoat dong.

Suy thin: Khong cin diéu chinh liéu d6i véi bénh nhan suy than.

Cach dung

Thuoe duge dimg bing dudng ubng. C6 thé ding thube dudi dang lidu don o bét k¥ thoi diém

nao trong ngay, kém hodc khéng kém vai thie an.

Chong chi dinh:

Khéng ding thuée cho bénh nhén:

- Qua man cam véi hoat chét hodc bat ky thanh phin nao cua thude.

- Phu nir ¢6 thai va phu nir cho con bu, va phu nir co kha niang co thai nhung khong st qj@)g/
cic bién phap tranh thai thich hop.

- Maic bénh gan hoat dong hodc tang transaminase huyét thanh dai dang khéng rd nguyén
nhén, vuot quéa 3 lin gidi han trén cia mire binh thuong.

Canh bio va thén trong:

Bénh Iy co/Tiéu co vin

Theo kinh nghiém sau khi dua thude ra thi truong véi ezetimib, céc truomg hop bénh vé co va

tiéu co van da duge bao cdo. Hau hét bénh nhén bi tiéu co van déu dung statin dong thoi véi

ezetimib. Tuy nhién, tiéu co van di duoc bao céo 1a rit hiém g@p khi str dung ezetimib riéng 1é

va rat hiém gip khi bd sung ezetimib vao cac thude duge bidt a co lién quan dén ting nguy co

tiéu co van.

Thube chita atorvastatin. Atorvastatin, giong véi cac thude te ché men khir HMG-CoA khéc,

dai khi ¢o thé lam anh huong dén co xwong, giy dau co, viém co va cdc bénh co co thé tién

trién thanh tiéu co vén, la mot bénh 1y ¢ thé de doa tai tinh mang duge dic trung boi su tang

nong do creatin phosphokinase (CPK) & rét (> 10 lan ULN), myoglobin méau va myoglobin

niéu, cé thé din dén suy than.

-
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Trede khi diéu iri
Can than trong khi su dung thude cho nhiing bénh nhan ¢6 nguy co vé tiéu co van. Cin do
ndng do CPK trude khi bit dau didu tri trong cac tinh hudng sau:
- Suy théan.
- Giam nang tuyen giap.
- Tién str bi céc rdi loan co bip di truyén c6 tinh chit gia dinh hodc ca nhan.
- Tién sir ve nhiém déc co trude déy vdi statin hodc fibrat.
- Tién sir vé bénh gan vi/ hodc udng nhiéu rugu trude do.
- Nguoi gia (trén 70 tudi), nén xem xét 16i sur cln thidt cua xét nghiém nay theo sy cd mit
clia cac yéu th nguy co khac d6i voi tiéu co van.
- Nhiing tinh hudng c6 thé bi ting néng do thude trong huyet tuong, nhu la cac tuong tac
thuoc va O nhimg ddi tugng bénh nhan dic biét bao gom cdc bénh nhan co6 yéu td di
r uycn
D6i vai cac truong hop nay, can can nhic gitra nguy co va loi ich cua viée diéu tri va cin phai
theo ddi 1am sang.
Néu ndng do CPK ban dau ting ddng ké (> 5 gép lan ULN), thi khong nén bit dau didu trj.
Do creatin phosphokinase
Khdng nén do creatin phosphokinase (CPK) sau khi vén dong gang suc hodc khi co6 s hién
dién coa mdt nguyén nhin nao d6 co thé lam ting nong dd CPK vi didu nay co thé 1am sai léch
két qua. Néu ndng do CPK ban dau tang ddng ké (> 5 X ULN), thi nén thuc hién mat xét
nghiém dé xac dinh lai trong vong 5-7 ngay.
Trong thoi gian diéu tri
Phai yéu ciu bénh nhén thong cao kip thoi khi bi dau, chudt rut hoac yeu co, dac biét 1a kém
theo mét mai hodic sot hodc cac du hiéu va triéu ching vé co van tbn tai sau khi da ngirng
dung thude.
Neu cac triéu chimg nay xay ra trong thoi glan bénh nhan dang diéu tri véi thuée, thi phai do
nong do CPK. Néu nong do CPK ting dang ké(>5X ULN), thi phai ngimg diéu tri.
Néu cac triéu chimg vé co nghlem trong va gay kho chiu hang ngay. ngay céa khi néng d6 CPK
<5 X ULN, thi c6 thé xem xét dén viée ngimg r diéu tri.
Néu cdc tridu chimg thuyén giam va nong do CPK tr¢ lai binh thucmgj thi cd thé xem xét téi
viéc dung lai thude hodic mdt san phim khac c6 chia statin & muc liéu thip nhét va duge theo
doi chat ché.
Da ¢6 cac bao cdo rat hiém gp vé bénh co hoai tir qua trung gian mién dich (IMNM) trong
hodc sau khi diéu tri v6i mét sé thude statin, IMNM co déc trung 1am sang la: yéu co ganchan /
chan kéo dai va creatin kinase huyét thanh tang cao, vin tdn tai mic du da ngimg diéu trlﬂefl/
thudc statin.
Do thude ¢ chia atorvastatin, nén nguy co tiéu co vén sé tang lén khi ding dong thoi val mot
56 thude co thé lam ting néng do atorvastatin trong huyét tuong nhu 1a cac chit e ché manh
CYP3A4 hodc protein van chuyén (vi du: ciclosporin, telithromycin, clarithromycin,
delavirdin, stiripentol, ketoconazol, voriconazol, itraconazol, posaconazol, va thudc e ché
HIV protease bao gdm ritonavir, lopinavir, atazanav1r v..v). Nguy co tiéu co vén ciing ting lén
khi dung dong thoi voi gemfibrozil va cac din xudt acid fibric khac, erythromycin, niacin,
thude diéu tri viem gan C nhu la boceprevir, telaprevir, elbasvir, grazoprevir, hodc ding dong
thoi vai tlpxanawr/rltonawr Néu co thé, cac liéu phap thay thé (khong gdy ra tuong tic) nén
duoc xem xét dé thay thé cho cac thube nay.
Nhitng truong hop can thiét phai diéu iri d()ng thoi véi cdc thuée nay, thi loi ich va nguy co
cuia viéc diéu tri d(mg thoi nén duoc xem xét can than. O nhitng bénh nhén dang su dung cdc
thuoc lam tang nong dd atorvastatin trong huyét twong thi nén ding ezetimib/atorvastatin ¢
lieu thap hon liéu 16i da.
Khong duoc ding c‘a’ong thoi atorvastatin voi acid fusidic dimg toan thdn hodc trong vong 7
ngay sau khi ngieng diéu tri véi acid fusidic. O nhung bénh nhdn can phai sir dung acid fusidic
toén than, thi phai ngiing diéu tri voi statin trong suor thoi gian diéu vi véi acid fusidic. D cé

3
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béo cdo vé tiéu co van (bao gom mér sé truong hop ti vong) o nhiing bénh nhan su dung acid
fusidic két hop véi statin. Nén twe vin bénh nhdn la phai (61 gip bdc sy ngay ldp tiic néu adp
bt ky triéu chig yéu co, dau hodc cang co.

C6 thé diéu tri lai véi statin 7 ngay sau liéu ditng cudi ciing ciia acid fusidic.

Trong truong hop déic biét, can str dung kéo dai acid fusidic toan than, vi du: dé diéu Iri cac
bénh nhiém trimng ndang, thi viée dieu tri dong thoi ezetimib/atorvastatin véi acid fusidic chi nén
duoe xem xét cho tieng truecng hop cu thé dwdi sw gidm sdl y 1¢ chat ché,

Enzym gan

Trong céc thir nghiém st dung dong thoi duge kiém sodt & nhitng bénh nhan ding ezetimib voi
atorvastatin, dd quan sat thdy ting transaminase lién tiép (>3 lan gio1 han trén cia mire binh
thudng [ULN]).

Neén thuc hién cac xét nghiém danh gia chirc nang gan trude khi bit dau diéu tri véi thude va
dinh ky sau d6. Nén thuc hién cac xét nghiém danh gia chic ning gan ¢ nhiing bénh nhan co
bit ky du hiéu hodc tri¢u ching nghi ngo 1a ton thuong gan. Nhiing b¢nh nhan bi tang nong
d¢ transaminase nén duge theo déi cho dén khi céc bit thudmg nay tre lai binh thuomg. Néu sy
gia ting ndng d¢ transaminase trén 3 1in ULN vén xdy ra, thi nén giam liéu hoic ngumng dung
thube.

Nén dung thude than trong & nhimg bénh nhan udng nhiéu rugu va/hodc ¢o tién sir bénh gan,
Suy gan

Do chua biét tac dung cta tang ndng dé ezetimib & nhiing bénh nhén suy gan trung binh hoic
ning, khéng nén dung thude cho nhiing bénh nhén nay.

Céc thuée fibrai

Sur an toan va hiéu qua cia ezetimib khi ding cling v6i cac thude fibrat chura duoc thiét lap, do
d6 khong nén dung dong thoi ezetimib véi cae thude fibrat.

Cyclosporin

Cin thin trong khi bit diu thude & nhimg bénh nhan dang dugc diéu tr vai cyclosporin. Nén
theo ddi ndng do cyclosporin & nhitng bénh nhin ding dong  thei cyclosporin  véi
ezetimib/atorvastatin.

Thuée chong don g mau

Néu dung df)ng thoi thude voi warfarin, mot thudc chong dong méau coumarin khac, hoac
fluindion, thi nén theo ddi chi s binh thudmg hoa quée té (INR) mét cach thich hop.

Phong ngiva dét quy bing cdach gidm tich curc nong dg cholesterol (SPARCL)

Trong mét phan tich hau kiém (post-hoc) vé cac kiéu dot quy o nhitng bénh nhén khéng bj
bénh mach vanh (CHD) da bj d6t quy hoiic con thiéu mau cuc b thoang qua (TIA), ¢o ty 1é dot
quy do xudt huyét cao hon & nhing bénh nhéan bat diu atorvastatin 80 mg so véi gia duge. Sy
gia tng nguy co nay dic biét duge chi v ¢ nhimg bénh nhan bj dot quy do xuét huyét hofd dg
quy 10 khuyét trude do khi dua vao nghién ciru, Péi véi nhitng bénh nhan bi dét quy doWuat
huyét hodc dot quy 16 khuyét trude do, thi su can bang gitta nguy co va loi ich cia viée s
dung atorvastatin 80 mg 1a chura chic chin, do do cin xem xét cin than vé nguy co dot quy do
xuat huyét trude khi bat ddu didu tri.

Bénh phoi ke

Cac truong hop bénh phdi k& da duge bao cédo vai mot s6 thude statin, dac biét 1a khi str dung
dai ngay. Cac biéu hién bénh ¢6 thé bao gbm kho thé, ho khan va suy giam strc khoe (mét moi,
gidm can va s6t). Néu nghi ng& bénh nhén bi bénh phdi k&, thi phai ngimg diéu tri véi thude
statin.

Bénh ddi thdo duong

Mot sé bing chimg cho thay statin 13 nhém thuée lam tang glucose mdu va & mot sd bénh
nhin, co nguy co cao vé bénh dai thao duong trong tuong lai, giy ting duomg huyét din dén
can phai diéu tri. Tuy nhién, nguy co nay khong dang ké so véi viée giam nguy co tim mach
cua statin va do do khong phai 12 1y do dé ngung diéu tri bang statin. Nhing bénh nhén c6 nguy
co (duong huyét lac doi 5,6-6,9 mmol/L, chi s& khéi co thé (BMI) > 30kg/m?, tang triglycerid,
tang huyét ap) nén duge theo ddi ca vé 1am sang va sinh héa theo hudng din qudc gia.
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Str dung thude cho phu nir mang thai va cho con bi

Phu nit ¢6 kha néiing e6 con

Phu nir ¢6 khd nang ¢ con nén sir dung cac bién phép tranh thai thich hop trong thoi gian diéu
tri voi ezetimib/atorvastatin

St dung thude cho phu nit cé thai

Xo vira déng mach la mdt qua trinh man tinh, va ngung diéu tri véi cac thude ha lipid thong
thuong trong thai ky it anh huéng dén nguy co 1au dai lién quan dén tang cholesterol mau
nguyén phat.

Chéng chi dinh & phu nir ¢6 thai.

Viéc dung phoi hop ezetimib va atorvastatin & chudt mang thai da cho thy co su gia tang lién
quan dén bai viét thir nghiém vé sur thay ddi cia bd xuong, lam giam sy ¢dt hoa cua xuong (rc
o nhom ding ezetimib/atorvastatin liéu cao. Diéu nay c6 thé lién quan dén viéc lam giam trong
luong co thé thai nhi. O tho mang thai, ty I¢ bién dang xuong thap hon.

Alorvasiatin:

Chua nghién ctru v& dd an toan cta atorvastatin trén phu nir ¢6 thai. Chua tién hanh cac thir
nghiém 1am sang c6 kiém soat khi dung atorvastatin trén phy nir ¢6 thai. Hiém c6 bdo cdo bit
thuong bam sinh sau khi bao thai tiép xtic véi cac chit tie ché men khir HMG-CoA. Cac nghién
ciru trén dong vt thay ¢ doc tinh sinh san.

Ezetimib:

Khéng cé dit li¢u 1am sdng & phy nit ¢6 thai dung ezetimib.

Sit dung thudc cho phu nii cho con bii

Chéng chi dinh & phu nit cho con bii. Do ¢6 kha ning gay ra cac phan tng khéng mong mudn
nghiém trong, nén nhitng phu nit ding thudc khong nén cho con bu. Céc nghién ciru trén chuot
cho thiy ezetimib duoe tiét vao sira. O chudt, ndng do cla atorvastatin va cc chét chuyén héa
6 hoat tinh tuong ty nhu & trong sira. Chua biét lidu cac hoat chét atorvastatin, ezetimib co
duoc bai tiét vao sira me hay khong.

Anh huing cia thude 1én kha nang lai xe, vin hainh may mdc:

Thube khong anh huong dang ké 4i kha nang lai xe va sir dung may moéc. Tuy nhién nén can
nhac kha ning bj chong mat khi lai xe hodc van hanh may moc ¢6 thé gap phai sau khi dung
thude.

Tuong tic ciia thube

Nhiéu co ché c6 thé dong gop vao cac tuong tac co thé xay ra véi cac chit tre ché enzym HMG
Co- reductase. Cac san pham thude hodc thao duoc lam e ché mot sb enzym (vi du: CYP3A4)
v/ hodc cac con dudng van chuyén (vi du: OATPIB) c6 thé lam ting néng do trong huyét
tuong cua atorvastatin va co thé dan dén tang nguy co bénh vé co/ tidu co van,

Tham khao t& huong dan siv dung cua tit ca cac loai thude duoc sir dung ddng thoi dé ¢6
théng tin vé tuong téc tiém 4n cua chang véi atorvastatin v/ hodc kha ning thay dbi enkﬂw/
hodc chit van chuyén va ¢ thé diéu chinh lidu dung va ché d¢ lidu ding.

Cdc twong tde duoe luc hoe

Atorvastatin dugc chuyén hoa boi cytochrom P450 3A4 (CYP3A4) va 1a chit nén cua céc
protein van chuyén, vi du: chét vén chuyén hip thu tai gan OATPIBI. Viéc dung dong thoi voi
cac chit e ché CYP3A4 hodc protein van chuyén c6 thé lam ting n611g dd atorvastatin trong
huyét tuong va ting nguy co bénh vé co. Nguy co nay ciing ¢é thé duoc tang lén khi dung
dong thoi ezetimib/atorvastatin vai céc thude co kha nang gy ra bénh vé co, chiing han nhu
cée din xuét cua acid fibric va ezetimib.

Cdc twong tdc duoc dong hoc

Khéng quan sat thay tuong tac duge dong hoc c6 ¥ nghia lam sang khi diing ezetimib dong thoi
v{i atorvastatin.

Cdc anh lirong cia thudc khde 167 ezetimib/atorvastatin
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Ezetimib

Céc thude khing acid: Ding déng thii véi thube khéng acid 1am giam ti 1& hip thu cua
ezetimib nhung khong anh huéng dén sinh kha dung cua ezetimib. Viéc giam ti & hap thu nay
dugc xem khong ¢6 v nghia trén 1am sang.

Cholestyramin: Ding dong thoi véi cholestyramin lam giam AUC trung binh cua ezetimib
toan phéan (ezetimib + ezetimib glucuronid) khoang 55%. Mtrc d6 giam thém LDL-C nho bé
sung thude vao liéu phap cholestyramin ¢6 thé kém hon do Xay ra tuong tac nay.

Cyclosporin: Trong mot nghién ctru & 8 bénh nhin sau ghép than c6 ting creatinin >
50mL/phat khi ding lidu cyclosporin én dinh, ezetimib 10 mg licu duy nhét gy ting 3.4 lan
(2,3 dén 7.9 ln) AUC trung binh ctia tong ezetimib so vai nhom déi ching khoe manh tir mét
nghién ctru khdc (n=17). Trong mot nghién ctu khic, mot bénh nhédn ghép thén bi suy than
nang dang dimg cyclosporin va nhiéu loai thube khac, da thdy ¢6 su ting iép xiic véi ezetimib
toan phan gip 12 lin so voi liéu phap diéu tri v6i ezetimib riéng 1€. Trong mét nghién ciru hai
giai doan trén 12 nguoi khoe manh, ding lidu hang ngay 20 mg ezetimib trong 8 ngay vai liéu
duy nhét 100 mg cyclosporin vao ngay thir 7 da gay ting AUC cta cyclosporin trung binh 15%
(giam tir 10% dén tang 51%) so véi khi ding mdt minh liéu duy nhét 100 mg cyclosporin.
Chua c6 nghién ciu ¢6 kiém soat vé anh huong cua ezetimib khi ding dong thoi voi
cyclosporin & bénh nhan ghép thian. Cén than trong khi bt dau thudc & bénh nhin dang dung
cyclosporin. Can theo doi néng do cyclosporin & bénh nhin dung dong thoi thude voi
cyclosporin.

Cdc thuéc fibrate: Sir dung dong thoi voi fenofibrat hoac gemfibrozil lam tang téng ndng do
czetimib toan phan lan luot khoang 1.5 lan va 1,7 1an. Maiec du su gia ting nay duge xem la
khong co y nghia trén lim sang, nhung khéng nén dung thube két hop véi cac fibrat.
Atorvastatin

Chat trc ché CYP3A4: Cac chit e ché CYP3A4 manh di duge chimg minh lam ting dang ké
nong do atorvastatin. Nén tranh dung dé)ng thei céc chat e ché CYP3A4 manh (vi du
cyclosporin, telithromycin, clarithromycin, delavidrin, stiripentol, ketoconazol, voriconazol,
itraconazol, posaconazol va cac chit e ché HIV protease bao gdm ritonavir, lopinavir,
atazanavir, indinavir, darunavir, v.v) néu co thé. T rong cac truomg hop khéng thé tranh duoc
viée dung déng thoi cdc thude nay véi ezetimib/atorvastatin, thi nén xem xét dén viéc sir dung
muc lidu khoi dau théap hon mte lidu téi da va nhitng bénh nay nén duoc theo doi 1am sang
thich hgp.

Chat tic ché CYP3A4 trung binh (vi du: erythromycin, diltiazem, verapamil va fluconazol) c6
thé lam tdng néng do atorvastatin trong huyét tuong. Nguy co bénh co gia tang da duge ghi
nhén khi stir dung erythromycin dong thoi véi cdce statin. Nghién ciru vé& tuong tac thudc danh
gida anh huong cua amiodaron hodc verapamil dén atorvastatin chua dugc tién hanh. Ca
amiodaron va verapamil dugc biét gay (rc ché hoat dong cia CYP3A4 va khi ding ddng thoi
vGi ezetimib/atorvastatin ¢6 thé gy tang muc tiép xdc voi atorvastatin. Do do, nén xem,xét
dung ezetimib/atorvastatin v6i liéu thip hon muec liéu t6i da va cdn theo dai lim sang phu RGp
cho bénh nhén ding dong thoi atorvastatin véi cac thude e ché CYP3A4 mirc dj trung binh.
Can theo ddi 1am sang thich hop sau khi bat dau hodc sau khi diéu chinh liéu thube e ché
CYP3A4, ‘

Cdc chat 1ic ché protein khdng ung thir vit (BCRP): Ding dong thoi véi cac thude tre
ché BCRP (nhu elbasvir va grazoprevir) c¢6 thé lam tang nong d§ atorvastatin trong
huyét tuong va tang nguy co bénh co. Do dé, viéc diéu chinh liéu cia atorvastatin nén
duge xem xét tuy thude vao lidu ding dugce ké don. Viéc dung déng,thc‘ri elbasvir va
grazoprevir vdi atorvastatin lam tang ndng do atorvastatin trong huyét tuong gap 1,9
lin; do do lidu dung cla ezetimib/atorvastatin khong nén vuogt qua 10/20 mg/ngay o
nhitng bénh nhéan dung thude dong thdi véi cac san phim co chira elbasvir hoac
grazoprevir.
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Chat gdy cam ting CYP3A44: Ding dong thoi atorvastatin véi cac thube cam ung cytochrom
P450 3A4 (ching han efavirenz. rifampicin, St. John's Wort) ¢é thé dan dén giam nong do
atorvastatin trong huyét tuong & mic d6 khéc nhau. Do co ché twong tac kép cua rifampicin
(cam g cytochrome P450 3A4 va tic ché chét vin chuyén hap thu té bao gan OATP1BI1 ), nén
st dung dong thei atorvastatin cung voi rifampin, boi vi dung atorvastatin sau khi dung
rifampicin lam gidm dang ké ndng d atorvastatin trong huyét tuong. Tuy nhién, anh hudng
ctia rifampicin 1én ndng do atorvastatin & cic té bao gan van chua duoc biét va néu khong thé
tranh duge viée dung déng thoi, can phai theo ddi bénh nhin cin thin dé kiém soat hiéu qua
dicu tri.

Cdc chdt tre ché protein van chuyén: Cac chat Gc ché protein vén chuyén (vi du: cyclosporin)
cd thé lam tang mirc tiép xtc toan than cia atorvastatin. Anh huong cua su e ché cua céc chat
vin chuyén hap thu tai gan t6i nong do atorvastatin & cac té bao gan chua duoc biét. Néu
khong thé tranh duge viee dung dong thoi cac thudce nay thi nén giam lidu va theo dai 1am sang
dé kiém soat hiéu qua diéu tri.

Gemfibrozil/dan xudt cuia acid fibric: Viée sin dung cdc fibrat riéng lé do6i khi lién quan dén cac
bién ¢6 vé co, ké ca tiéu co van. Nguy co cla cée bién cd nay co thé gia ting do vi¢e ding
ddng thoi din xudt cia acid fibric va atorvastatin, Can theo ddi 1dm sang ¢ bénh nhan mot cach
thich hop.

Ezetimib: Vige sir dung ezetimib don déc co thé gdy ra cac bién ¢b lién quan dén co, ké ca tiéu
co vin. Nguy co cia cdc bién ¢d ndy cd thé gia ting do viéc ding déng thdi ezetimib va
atorvastatin, Can theo d&i 14m sang thich hgp cho cac bénh nhan nay.

Colestipol: Néng dd atorvastatin trong huyét tuong va cac chét chuyén héa ¢o hoat tinh thép
hon (xdp xi 25%) khi ding ddng thoi colestipol cting voi atorvastatin. Tuy nhién, tac dung
giam lipid 1én hon khi dung dong thoi atorvastatin va colestipol so v&i khi dung mft trong hai
thuée nay don dac.

Acid fusidic: Nguy co bénh vé co bao gdm tidu co vin co thé ting 18n khi dimg dong thoi acid
fusidic toan than véi thube statin. Co ché cua sy tuong tic nay chua duge biét. Pa c6 bio cdo
vé tiéu co van (bao gdm mot s6 trudng hop tr vong) & nhing bénh nhén duge ding sy két hop
nay.

Néu viée diéu trj voi acid fusidic toan than 13 cin thiét, thi nén ngtmg diéu tri atorvastatin trong
sudt thoi gian didu tri véi acid fusidic.

Colchicin: Mac du cac nghién ciru tuong tac giira atorvastatin voi colchicin chua duoc thuc
hién, nhiing nhimg trudng hop bi bénh vé co da duoe bao cao khi sur dung dong thoi colchicin
va atorvastatin, va can than trong khi ké don atorvastatin véi colchicin.

Boceprevir: Su tiép xiic véi atorvastatin duge tang lén khi dimg chung véi boceprevir. Khi cdn
ding dong thoi voi ezetimib/atorvastatin, nén hér ddu voi licu ezetimib/atorvastatin thap nhdt

clmg voi viée chudn do liéu ding cho 6i khi dat diroe hiéu qua lam sang nhw mong muon C)‘E;/

theo déi @é dam bao an toan va liéu ding khong dwoc vuot qua 10/20 mg/ngay. Poi véi bé
nhdn hién dang st dung ezetimib/atorvastatin, liéu ezetimib/atorvastatin khéng diroc viegt qua
10720 mg/ ngay khi diing chung véi boceprevir,

Anh hwong ciia ezetimib/atorvastatin lén diegre dong hoc cua edc thuée khdc

Ezetimib

Trong céc nghién ciru tién 1am sang, ngudi ta da chimg minh ring ezetimib khong gdy ra cam
{mg enzym chuyén héa thude cytochrom P450. Khong thay co tuong tac duoc dong hoc nao co
¥ nghia lam sang giira ezetimib va cac thude duge chuyén hoa boi cytochromes P4350 1A2,
2D6, 2C8, 2C9, va 3A4, hoidc N-acetyltransferase.

Cdc thude chong dong mdu: Ding dong thoi voi ezetimib (10 mg, 1 lin/ngay) khéng ¢¢ anh
huong dang ké dén sinh kha dung cua warfarin va thoi gian prothrombin trong mét nghién ciru
¢ 12 nam gidi nguoi [on khoe manh. Da cé bao cao sau khi dua thuée ra thi truomg vé tang chi
sO binh thuong héa qudc té (INR) ¢ nhimng bénh nhin dung ezetimib cung véi warfarin hoic
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fluindion. Néu dung déng thoi ezetimib/atorvastatin véi warfarin, mot thude chéng dong mau
coumarin khac, hoac fluindion, thi nén duge theo ddi INR mot cach thich hop.

Atorvastatin

Digoxin: Khi dung déng thoi digoxin da lidu véi 10mg atorvastatin, néng dé digoxin & trang
thai 6n dinh tang nhe. Can theo dai bénh nhan dang ding digoxin mjt cach thich hop.

Thude tranh thai ding duwcng uéng: Viée dung déng thoi atorvastatin vai thude tranh thai diung
udng lam tang nong do cua norethindron va ethinyl oestradiol trong huyét tuong.

Warfarin: Trong mot nghién ctru 1dm sang & bénh nhén dung warfarin kéo dai, sir dung dong
thoi atorvastatin 80mg/ ngay voi warfarin giy giam nhe thoi gian prothrombin khoang 1,7 giy
trong 4 ngay dau tién dung thuée, tinh trang nay tro lai binh thuong trong vong 15 ngay diéu tri
bang atorvastatin. Mic du chi ¢6 rat hiém céac truong hop twong tac véi thude chéng ddng mau
¢O y nghia dang ké vé& mat 1am sang dugce bdo cdo, nhung can xac dinh thoi gian prothrombin
trude khi bat dau diéu tri bang ezetimib/atorvastatin & bénh nhan ding thudc chéng dong méau
coumarin va dinh ky trong sudt thoi gian diu cua qué trinh diéu tri dé dam bao thoi gian
prothrombin khong thay déi dang ké. Ngay khi thoi gian prothrombin da 6n dinh, co thé theo
doi thoi gian prothrombin theo khodng thoi gian thuong duoc khuyén cdo cho cac bénh nhan
dang ding thude chéng déng mau coumarin. Néu thay ddi lidu hodc ngung dung
ezetimib/atorvastatin, ¢an phai lap lai quy trinh twong tu. Atorvastatin khong lién quan dén sy
chay mau hodc thay déi thai gian prothrombin & bénh nhdn khéng ding thube chéng dong
mau.

Bing 1: Anh hwdng ciia céc thube dilng ding thoi 1éi duge déng hoc ciia atorvastatin

s =

Thudc ding ddng Atorvastatin Ezetimib/Atorvastatin
thoi va ché @4 litu | Lidu ding (mg) Thay doi vé Khuyén nghi lim sang”
Auc*
Tipranavir - 500 mg | 40 mg vao ngay | 1 9.4 lan Nhitng trudng hop can phai
ngay 2 lan/ Ritonavir | 1, 10 mg vao st dung dong thyi  voi
200 mg ngay 2 lan, 8 | ngay 20 ezetimib/atorvastatin, thi liéu
ngay (cac ngay 14 dén ding cua
21) ezetimib/atorvastatin ~ khong
Ciclosporin 52110 mg ngay 1]18.,7lan vuot qua 10/10 mg/ngay. Can
mg/kg/ngay, liéu on | lan trong 28 theo ddi ldm sang thich hop &
dinh ngay nhimg bénh nhén nay.
Lopinavir 400 mg |20 mg ngay 1| 15.9lan Nhiing truong hop cin phai |
ngay 2 lan / Ritonavir | 1an trong 4 ngay st dung dong thoi  véi
100 mg ngay 2 lan, 14 ezetimib/atorvastatin, thi nén
ngay dung ezetimib/atorvastatin &
Clarithromycin =~ 500 | 80 mg ngay 1|1 4.4 lan mirc licu duy tri thdp dﬁzy
mg ngay 2 lan, 9 ngay | lin trong 8 ngay Liéu dung ua
ezetimib/atorvastatin -~ khong
vuot qua 10/20 mg/ngay va
cin theo doi 14m sang thich
hop ¢ nhiing bénh nhan nay.
Saquinavir 400 mg |40 mg ngay 1|13,9lan Nhimg truong hop can phai
ngay 2 lan / Ritonavir | 1an trong 4 ngay st dung déng thoi  voi
300 mg ngay 2 lan tir ezetimib/atorvastatin, thi nén
ngay 5-7, ting lén 400 dung ezetimib/atorvastatin &
mg ngay 2 lin vao mic liéu duy tri thap hon.
ngay 8, ngay 5-18, 30 Liéu dung cua
phat sau khi dung ezetimib/atorvastatin ~ khong
atorvastatin vuot qua 10/40 mg/ngay va
Darunavir 300 mg | 10 mg ngay 1| 13.31an cén theo ddi lam sang thich

8
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ngdy 2 lan/ Ritonavir
100 mg ngay 2 lan, 9
ngay

lan trong 4 ngay

hop ¢ nhitng bénh nhén nay.

Itraconazole 200 mg | 40 mg lidu duy | 13,3 lan

ngay 1 14n, 4 ngay nhat

Fosamprenavir 700 | 10 mg ngay 1|71 2,5 lan

mg ngdy 2 lan/ | lan trong 4 ngay

Ritonavir 100 mg

ngay 2 lan, 14 ngay

Fosamprenavir 1400 | 10 mg ngay 1 |12.3 lan

mg ngay 2 lan, 14 | lin trong 4 ngay

ngay

Nelfinavir 1250 mg | 10 mg ngay 1|1 1,7 lan® Khong c6 khuyén nghi cu thé.

ngay 2 lan, 14 ngay lin trong 28

ngay

Nude ép buoi, 240 [ 40 mg lidu duy | 1 37% Tranh dung lwgng lom nudc

mL ngay 1 lin* nhét ép  budi dong thdi  voi
czetimib/atorvastatin.

Diltiazem 240 mg |40 mg liéu duy | 1 51% Sau khi bat dau hoac didu

ngay 1 1an, 28 ngay nhat chinh liéu ding cia diltiazem,
cin theo ddi lam sang thich
hop & nhitng bénh nhan nay.

Erythromycin 500 mg | 10 mg lidu duy | T 33%" Duing liéu thip hon liéu toi da

ngay 4 lan, 7 ngay nhit va can theo déi 1am sang thich
hgp & nhitng bénh nhan nay.

Amlodipin 10 mg, liéu | 80 mg licu duy | 1 18% Khéng ¢6 khuyén nghi cu thé.

duy nhit

nhat

Cimetidin = 300 mg
ngay 4 lan, 2 tuan

10 mg ngay 1
lan trong 4 tuan

| nho hon 1%*

Khéng 6 khuyén nghi cu thé.

Hon dich khang acid | 10 mg ngay 1| ] 35%" Khéng ¢6 khuyén nghi cu thé.
chita ~ magnesi va | lan trong 4 tuan

nhom hydroxyd, 30

mL ngay 4 lan, 2 tuan.

Efavirenz 600 mg |10 mg trong 3 | | 41% Khong c6 khuyén nghi cu thé.
ngay 1 lan, 14 ngay ngay

Rifampicin 600 mg | 40 mg licuduy | 1 30% Néu khong thé tranh duoc
ngay 1 lan, 7 ngay | nhit viéc str dung dong thoi,
(ding ddng thoi) khuyén nghij diing dong théfi
Rifampicin 600 mg | 40 mg licuduy | | 80% ezetimib/atorvastatin van
ngay 1 lan, 5 ngay | nhét rifampicin, két hop vdi theo
(liéu cach nhau) doi lam sang.

Gemfibrozil 600 mg | 40 mg licuduy | T 35% Khong c6 khuyén nghi cu thé.
ngay 2 lan, 7 ngay nhit

Fenofibrat 160 mg | 40 mg licuduy | 1 3% Khéng ¢o khuyén nghi cu thé.
ngdy 1 lan, 7 ngay nhat

Boceprevir 800 mg | 40 mg licuduy | 12,3 lan Nén bat dau ¢ mirc lidu thdp

ngay 3 lan, 7 ngay

nhat

hon va cén theo doi lim sang
thich hop ¢ nhiing bénh nhéan
nay. Liéu dung cia
ezetimib/atorvastatin ~ khong
duge vugt qud 10/20 mg/ngay

9
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khi dung dong thoi voi

boceprevir.
Elbasvir 50 mg + |20 mgliéuduy |71 1.914n Liéu diing clia
Grazoprevir 200 mg | nhét ezetimib/atorvastatin -~ khong
ngay 1 lan, 13 ngay dugc vuot qua 10/20 mg/ngay

khi dung déng thoi véi cac
san phdm c¢6 chira elbasvir
hoac grazoprevir.

48§ lidu cho biét mirc thay déi x-lan biéu thi ty 1& don gian gitta viéc dung dong thoi va dung
atorvastatin neng lé (tic 14 1 14n = khong thay doi). S6 liéu biéu thi bang % thay déi cho biét %
khac bigt so voi dung atorvastatin riéng lé (tie 1a 0%= khong thay dm)

Xem cac muc canh bao va thén trong va tuong tac, tuong ky cua thudc vé blen ddi 1am sang.
"Chira mot hodc nhiéu thanh phan tic ché CYP3A4 va c6 thé lam ting nong do trong huyét
tuong cta cac thude duge chuyén hoa boi CYP3AAM, Udng mot cde nude €p budi c6 dung tich
240 ml ciing c6 thé lam giam 20,4% AUC cua chét chuyén hoa ¢é hoat tinh orthohydroxy.
Luong lén nude €p buoi (trén 1,2 L hang ngay trong 5 ngay) lam tang AUC cua atorvastatin
2 5 1an va AUC cia chit c6 hoat tinh (atorvastatin va cac chit chuyén hoa).

"Hoat dong tuong duong clia atorvastatin toan phén.

Su tang duge biéu thi béi “17, giam biéu thi b B,

Bing 2: Anh huwong cia atorvastatin lén dugc dong hoc ciia cic thuic sie dung dong thei

Atorvastatin vi ché Cic thudc sir dung dong thi ezetimib/atorvastatin
d liéu Thube/ Liéu ding Thay doi vé Khuyén nghi lim sang
(mg) Auc*
80 mg ngay 1 lan | Digoxin 0,25 mg ngay | T 15% Bénh nhén dang dung
trong 10 ngay 1 1an, 20 ngay digoxin cin dugc theo
doi lam sang thich hep.
40 mg ngay 1 lan | Thude tranh thai duong Khong c¢d khuyén nghi
trong 22 ngay ubng ngay 1 lan, 2 cu thé.
thang: 128%

- Norethisteron 1 mg. | 1 19%
- Ethinyl estradiol 35

ng
80 mg ngay 1 lan | *Phenazon, 600 mg liéu | 1 3% Khéng c6 khuyén nghi
trong 15 ngay duy nhét cu thé.
80 mg ngay 1 lan Fosamprenavir 1400 | | 27% Khong ¢6 khuyén nghi
| trong 4 ngay mg ngay 2 14n, 14 ngay cu thé.

%S0 liéu biéu th bang % thay doi cho biét % khac biét so voi dung atorvastatin riéng 1é (tuc‘\]}@/
0%= khong thay doi).

*Viéc dung dong thoi atorvastatin da liéu voi phenazone cho thdy anh huongdén do thanh thai
phenazone rit nho hoic khéng phat hién duoc.

Su tang duoc biéu thi baoi “17, giam biéu thi boi «| ™.

T#c dung khéng mong muén (ADR):

Nhiém trimg va nhiém ky sinh tring: Viém miii hong.

M va bach huyét: Giam tiéu cau.

H¢é mién dich: Phan ing qua mén, bao gdm phan ting phan vé, phii mach, phat ban va mé day.

& I‘myen héa va dinh dudng:Giam su ngon miéng, chén an, ting dudng mau, ha dudng mau.
Tam than: Gap ac mong

Thén kinh: Giam cam giac, b¢nh than kinh ngoai bién, giam tri nha.

Met: Nhin mo, ri loan thi g giac.

Tai: U tai, giam thinh giac.

Mach mdu: Tang huyét ap.
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H#é hdp: Ho,dau hong - thanh quan, chay mau cam.

Tiéu héa: Viém tuy, trao ngue da day thuc quan, o hoi, buén nén, khé miéng.

Gan mar: Viém gan, soi mat, viém t0i mat; o mat; suy gan khong gy tir vong va gay ti vong.
Da: Rung téc; phat ban & da, ngira, héng ban da dang, phii mach, viém da bong nude bao gom
héng ban da dang; héi chimg Stevens-Johnson va hoai tir biéu bi nhiém doc.

Co xwong khép: Bénh vé cof tiéu co van; dau co; sung khép; viém co; hoai tr co qua trung
gian mién dich (chua ré ty & gip).

Bé phdn sinh duc: Chimg vii to ¢ nam gioi.

Toan thdn va tai cho Dau nguyc, dau, phu ngoai bién, sot.

Xét nghiém: Bach ciu trong nuoc tiéu duong tinh.

Ton thuong, ngé doc va bién chuing: Chén thuong & gan, doi khi ton  thuong phire tap do dut.
Cac tac dung khong mong muén sau day da duge bao cdo vai mét sd statin:

- RO loan kha néng tinh dyc.

- Mdt sb truong hop ngoai 1 cua bénh phdi k&, dac biét 1a véi liéu phap diéu tri dai ngay.

- Dadi thao duomg: Ty 1€ gdp phy thudc vao sur hi¢n dién hay vang mat ciia cic yeu td nguy
co (dudng huyét Iuc déi > 5.6 mmol/ L, BMI> 30 kg/m’, tang triglycerid, tién st ting
huyét ap).

Thing bio ngay cho bdc sy hodc dwgc sf nhitng tic dung khdng mong muon gip phii khi
st dung thuoc.

Qua lidu va cach xir tri:

ezetimib/atorvastatin

Trong trudmg hop qué liéu, cin sit dung cac bién phéap didu tri triéu ching va hd tro. Nén thuc
hién céc xét nghiém danh gia chie ning gan va theo ddi ndng do CPK huyét thanh.

Ezetimib

Trong cac nghién ciru lam sang, sir dung ezetimib 50 mg/ngay cho 15 d6i twong khoe manh 1én
dén 14 ngay, 40 mg/ngay cho 18 bénh nhén tang lipid mau nguyén phét lén dén 56 ngay,
thuong dugc dung nap t6t. Mot vai truong hgp qua lidu da duge bao cdo, hiu hét khong di kéem
vai cac phan img khéng mong mudn. ‘Nhimg phan ang khong mong mudn duge biao cao khong
nghiém trong.0 dong vat, khéng thiy c¢d doc tinh sau khi ding mét liéu don 5000 mg/ kg
ezetimib & chudt va 3000 mg/ kg & cho.

Alorvastatin

Do atorvastatin gin két manh voi protein huyét twong, thim phan mau duoc du kién 1a khong
lam tang dang ke d6 thanh thai cua atorvastatin,

Pic tinh dwgce lue hoe

Nhom duge 1y: Thude trc ché enzym HMG-CoA reductase phdi hop véi thube ha lipid, ma
ATC:CI0BAOS.

Ezetimib/Atorvastatin 1a mét thudc ha lipid mau ¢ tac dung we ché chon loc su hip thu
cholesterol va céc sterol thuc vat lién quan tai rudt va te ché su tong hop cholesterol nd 1
Co ché tdc dung

Cholesterol huyét tuong duge tao thanh tur hép thu tir rudt va téng hop ndi sinh.
Ezetimib/Atorvastatin c6 chita ezetimib va atorvastatin, hai thanh phan giam lipid v6i co ché
tac dung b6 sung. Ezetimib/Atorvastatin lam giam cholesterol toan phan, LDL-C,
apolipoprotein B (Apo B), triglycerid(TG) va cholesterol khong c¢o lipoprotein ty trong cao
(non-HDL-C), va lam tang cholesterol ¢ lipoprotein ty trong cao (HDL-C) théng qua tc ché
kép su hip thu va tong hop cholesterol.

Ezetimib

Ezetimib e ché hdp thu cholesterol tir rudt. Ezetimib ¢é tac dung khi ding dudng udng va co
co ché tac dung khac vdi nhimg thude giam cholesterol ciia cac nhom khéc (nhu céc statin, cac
thude tre ché tiét acid mat [resin], cac dan xuat acid fibric, va cdc stanol ¢ ngudn gdc thue
vit). Phan tir dich cia ezetimib 1a phan tir vin chuyén sterol, Niemann-Pick C1-Like 1
(NPC1L1), chiu trach nhiém hip thu cholesterol va phytosterol tir rudt.
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Ezetimib khu tra tai b ban chai thanh rudt non va e ché hap thu cholesterol, din dén giam
van c,huycn cholesterol tir rudt vao gan; céc statin lam giam tong hop cholesterol & gan va hai

co ché riéng biét nay b sung cho nhau cing 1am giam cholesterol. Trong mét nghién ciru 1dm
sang kéo dai 2 tudn trén 18 bénh nhan ting cholesterol mau, ezetimib trc ché hap thu

cholesterol 6 rugt khoang 54% so véi gia duoc.

Mt loat nghién ctru tién 1dm sang da dugc tién hanh dé xac dinh su e ché hép thu cholesterol

chon loc ctia ezetimib. Ezetimib tie ché hap thu ['*C]-cholesterol ma khong anh hudng téi hap

thu triglycerid, céc acid béo, acid mét, progesteron, ethinyl estradiol, hoiic cac vitamin A va D
tan trong ma.

Atorvastatin

Atorvastatin la thude tie ché chon loc, canh tranh cia HMG-CoA reductase, day 1a enzym han
ché tbe dd, chiu trach nhiém cho vigc chuyén c‘1‘01 3-hydroxy-3-methyl-glutaryl-coenzym A
thanh mevalonat, 1a mot tién chat cua sterol, bao gem cholesterol Triglycerid va cholesterol
trong gan dugc két hop thanh lipoprotein ty trong rat thip (VLDL) va duoc phong thich vao
huyét twong dé phan phm dén cic mb ngoai bién. Lipoprotein ty trong thip (LDL) duoc hinh
thanh tt VLDL va chu yéu duge di hoa thong qua thy thé ¢6 4i luc cao vai LDL (thu thé LDL).
Atorvastatin 1am giam nong do cholesterol va lipoprotein huyét thanh bang céach tic che HMG-
CoA reductase, ma h¢ qua 1am giam sinh tong hop cholesterol ¢ gan va lam tang sO lugng thy
thé LDL trén bé mat té bao gan dé tiang cuong sy hap thu va di hoa LDL.

Atorvastatin lam giam san xudt LDL va giam s6 lugng cac hat LDL. Atorvastatin lam tang
manh va kéo dai hoat tinh cua thy thé LDL cing voi su thay doi ¢o loi vé chét lrong ciia céc
hat LDL trong tudn hoan. Atorvastatin c6 hiéu qua trong vié¢c lam gidm LDL-C & bénh nhin
tang cholesterol mau co tinh gia dinh déng hop tir, 14 mot nhém bénh nhén thuong khong dap
ang voi thube 1am giam lipid mau.

Atorvastatin dd dugc chimg minh 13 1dm gidm ndng dé cua cholesterol toan phan (total-C)
(30% - 46%), LDL-C (41% - l%) apolipoprotein B (34% - 50%) va triglycerid (14% - 33%)
trong khi tao ra sy tang thay doi vé HDL-C va apolipoprotein Al trong mot nghién ciru vé dap
ang véi lidu ding. Cac két qua nay déng nhit & nhiing bénh nhédn ting cholesterol méau cé tinh
gia dinh di hop twr, cic dang tang cholesterol mau khong cé tinh gia dinh va tang lipid méu hdn
hop, bao gdm ca bénh nhan dai thao dudmg khang phy thude insulin.

Dic tinh duwge djng hoce

Ezetimib/Atorvastatin dd dwoc chiing minh la tuong duong sinh hoc d6i vai viée dung dong
thoi cac lidu tuong Ung cua vién nén ezetimib va atorvastatin.

Hip thu

Céac anh hudng ctia mot bita an nhiéu chat béo trén duge dong hoe clia ezetimib va atorvastatin
khi duge dung dudi dang vién nén bao phim ezetimib/atorvastatin twong duong véi cac anh
huong da duge bdo cao dbi véi vién nén cuia timg hoat chit riéng biét.

Ezetimib

Sau khi dung duong udng, ezetimib duge hép thu nhanh va duoc lién hop manh thanh mot ,
phenolic glucuronide co hoat tinh dugc 1y (ezetimib-glucuronide). Nong do t6i da (Cpax) 1
binh trong huyét tuong xay ra trong vong 1-2 gior dbi voi ezetimib-glucuronide va 4-12 gioy doi
vdi ezetimib. Khong thé xac dinh sinh kha dung tuyét ddi cha ezetimib vi hop chét nay hau nhu
khong tan trong moi truong nuée thich hop dé tiém.

Dung dong thoi vai thic an (bita an nhiéu chét béo hoiic bita &n khong chét béo) khong ¢ anh
huong trén sinh kha dung dudng ubng cta ezetimib khi dwoc dung dudi dang vién nén
ezetimib 10 mg.

Atorvastatin

Atorvastatin dwac hdp thu nhanh sau khi dung dudng ubng; nong do t6i da trong huyét tuong
(Cinax) xdy ra trong vong 1-2 gio. Mirc d hap thu ting ty 1& véi lidu atorvastatin. Sau khi dung
duong uong, vién nén bao phim atorvastatin ¢ sinh kha dung 95% dén 99% so vai dung dich
udng. Sinh kha dung tuyét déi cta atorvastatin khoang 12% va sinh kha dung toan than cua
hoat tinh tic ché HMG-CoA reductase khoang 30%. Sinh kha dung toan thin thap duoc cho 1a
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do su thanh thai trude khi vao tuan hoan toan than & niém mac duong tiéu hoa va/hoic su
chuyén hoa qua gan lan dau.

Phin b

Ezetimib ‘

Ezetimib gin két 99,7% va ezetimib-glucuronide gin két 88-92% vai protein huyét tuong
nguoi.

Aforvastatin

Thé tich phan bd trung binh cua atorvastatin khoang 381 lit. Atorvastatin gin két > 98% voi
protein huyét tuong.

Ch uyén hoa

Ezetimib

Ezetimib dugc chuyén hoa chu yéu & rudt non va gan qua su lién hop glucuronid (phan tmg
giai doan II) voi su bai tiét mit sau do. Sy chuyén héa oxy hoa tdi thiéu (phan tmg giai doan 1)
da duoe quan sat thdy trong tit ca cac loai duge danh gia. Ezetimib va ezetimib-glucuronid Ia
nhimg hop chat chuyén hoa chinh cua thuée duge phat hién trong huyét tuong, ezetimib chiém
khoang 10-20% va ezetimib-glucuronid chiém khoang 80-90% téng hrong thude trong huyét
tuong. Ca ezetimib va ezetimib-glucuronide duoc thai trir dan din khoi huyét tuong véi bang
chimg tai tuan hoan rudt-gan dang ké. Thoi gian ban hay cta ezetimib va ezetimib-glucuronide
khoang 22 gio.

Atorvastatin

Atorvastatin dugc chuyén hoa boi cytochrom P450 3A4 thanh cac din xudt hydroxy hoa & vi
tri ortho va para va cac san pham beta-oxy hoa khac nhau. Ngoai cac con duong khdc, nhiing
san pham nay dwoc chuyén héa thém théng qua su glucuronide hoa. In vitro su e ché HMG-
CoA reductase boi cac chat chuyén hoa hydroxy héa & vi tri ortho va para tuong duong véi
atorvastatin. Khoang 70% hoat tinh irc ché ddi vai HMG-CoA reductase trong tuan hoan dugc
cho 12 do céc chéit chuyén héa ¢6 hoat tinh.

Thai trir

Ezetimib

Sau khi ding "*C-ezetimib (20 mg) dudomg udng cho ngudi, ezetimib toan phén chiém khoang
93% tong lidu cé danh ddu phong xa trong huyét tuong. Khoang 78% va 11% lidu ¢6 danh ddu
phong xa da dung dugce tim thdy theo thir tu trong phéan va trong nude tiéu tuong (mg, trong
thoi gian thu thap 10 ngay. Sau 48 gio, khong co mire lidu ¢ danh déu phéng xa nao duge phat
hién trong huyét tuong.

Atorvastafin

Atorvastatin duoc thai trir chii yéu qua méat sau khi chuyen hoa qua gan va’hodc ngoai gan. Tuy
nhién, thudc duong nhu khéng trai qua qua trinh tdi tudn hoan rudt gan dang ké. Thoi gian ban
thai cua atorvastatin trung binh trong huyét tuong & ngudi khoang 14 gid. Thoi gian béan hny
cta hoat tinh vc ché déi véi HMG-CoA reductase khoang 20-30 gio do su gop phan cuawas/
chdt chuyén hoa c6 hoat tinh.

Atorvastatin la chit nén ciia protein vin chuyén ra BCRP.

Ciic doi tuwong dic biét

Tré em

Ezetimib

Su hap thu va chuyén hoa cia ezetimib tuong tu nhau gitra tré em va thanh thiéu nién tir 10 dén
18 tudi va ngudi lon, Dua trén ndng do ezetimib toan phan, khéng cé su khéc bigt vé duge
dong hoc giita thanh thiéu nién va nguoi lon. Chua co dir liéu duge dong hoc & nhém bénh
nhan tré em < 10 tudi.Kinh nghiém 1am sang & tré em va thanh thiéu nién tir 9 tudi dén 17 tudi
bi han ché & bénh nhan mic HoFH hoic sitosterolaemia.

Atorvastaiin

Theo mét nghién ciu md nhin kéo dai 8 tuan, giai doan Tanner 1 (N=15) va giai doan
Tanner 2 (N=24) bénh nhéan tré em (c6 tudi tir 6-17) tang cholesterol mau di hop tir ¢d tinh chat
gia dinh va ndng do LDL-C ban ddu > 4 mmol/L duoc didu tri v6i vién nén nhai atorvastatin 5
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hodc 10mg hodc vién nén bao phim atorvastatin 10 hodc 20mg, 1 lan/ ngay. Trong lugng co thé
chi la blen thir ba quan trong trong mo hinh PK cta nguoi sir dung atorvastatin. D§ thanh thai
duong uong biéu kién cua atorvastatin o tré em tuong tu nhu & ngudi 1on khi so sanh theo khbi
lugng co thé. Mirc giam phu hop vé ndng dé LDL-C va cholesterol toan phan da quan sat duec
trén khoang tiép xuc ciia atorvastatin va o-hydroxyatorvastatin

Nguwoi gia

Ezetimib

Non,g d6 trong huyét tuong cua ezetimib toan phan & nguoi gia (=65 tudi) cao hon khoang 2
ldn so v&i ngudi tré tudi (18-45 tu01) Su giam LDL-C va ho so vé an toan tuong duong gifra
ngudi gia va ngudi tre duge diéu tri bang ezetimib.

Atorvastatin

Néng do cua atorvastatin va cac chat chuyén hoa cé hoat tinh trong huyét twong & nguoi gia
khoe manh cao hon & ngudi tré trong khi anh huong trén lipid twong duong anh hudéng duge
thiy & nhom bénh nhén tré hon.

Suy gan

Ezetimib

Sau mdt licu don ezetimib 10 mg, dién tich dudi dudng cong (AUC) trung binh cua ezetimib
toan phan tang khoang 1,7 lin & bénh nhén suy gan nhe (diém sd Child Pugh 5 hodc 6) so v&i
cace doi tugng khoe manh. Trong mét nghién ciru da lidu, 14 ngay (10 mg/ngay) & nhitng bénh
nhan suy gan trung binh (diém s& Child Pugh 7-9), AUC trung binh cua ezetimib toan phan
tang khoang 4 [an vao ngay thi nhit va ngay thir 14 so véi cac d6i twong khoe manh. Khong
cin didu chinh lidu d6i véi bénh nhan suy gan nhe. Do chua ré anh hudng cua su ting nong do
ezetimib & nhimng bénh nhin suy gan trung binh dén nang (diém Child Pugh >9), khong khuyén
cao dung ezetimib cho nhitg bénh nhén nay.

Atorvasialin

Naong dé cua atorvastatin va cac chét chuyen héa c6 hoat tinh trong huyét teong ting 1én o rét
(khoang 16 14n vé Cpax va khoang 11 lin vé AUC) & nhitng bénh nhan bi bénh gan man tinh do
rugu (Child-Pugh B).

Suy thén

Ezetimib

Sau mdt lidu don ezetimib 10 mg & nhimg bénh nhan bi bénh thin ning (n=8; d§ thanh thai
creatinin (CrCl) trung binh < 30 mL/phat/1,73m %), dién tich dudi dwong cong (AUC) trung
binh cuia ezetimib toan phan tang khoang 1.5 14n so voi cde doi tuong khoe manh (n=9).

Mot bénh nhan trong nghién clru nay (sau ghép thdn va dung nhiéu thude, bao gdm ca
cyclosporin) ¢o nong do cuia ezetimib toan phan cao hon gép 12 lan.

Atorvastatin

Bénh than khong anh huong dén nong do trong huyét tuong hodc anh huong trén lipid cua
atorvastatin va cac chat chuyén héa c6 hoat tinh ciia né.

Gioi tinh

Lzetimib

Nong d¢ cua ezetimib toan phan trong huyét twong & phu nit hoi cao hon (< 20%) so VGIW

gioi. Muac giam LDL-C va ho so vé an toan la twong duong giira nam gioi va phu nit duge

tri bang ezetimib.

Atorvastaiin

Nong do cuia atorvastatin va céc chit chuyen hoa ¢6 hoat tinh ctia né & phu nir khac voi & nam
gidi (phy nit: cao hon khoang 20% vé Cma\ va thap hon khoang 10% vé AUC). Nhiing khac
bi¢t nay khong co v nghia 1am sang, din dén khong co sy khac biét co y nghia lam sang vé anh
huéng dén lipid & nam gidi va phu nir.

Da hinh SLCOIB1

Atorvastatin

Sy hép thu tai gan cla {it ca cac chét e ché HMG-CoA reductase bao gdm ca atorvastatin lién
quan dén chit van chuyén OATP1BI. (J bénh nhén da hinh SLOC1BI1, c6 nguy co gia ting
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tiép xtic voi atorvastatin, o thé dan dén tang nguy co tiéu co van. Hién tuong da hinh trong ma
hoa gen OATP1B1 (SLCO1BI ¢.521CC) ¢o lién quan dén mirc tiép xuc cta atorvastatin
(AUC) cao hon gép 2.4 1an so voi & cac (‘1‘01 twong khong co kiéu gen bién thé nay (c.521TT).
Su hép thu tai gan bi suy giam do di truyen ciia atorvastatin cling ¢6 thé xay ra & nhimg bénh
nhan nay. Két qua cuia sy anh huong nay van chua duge biét.

Quy cach dong goi: Hop 3 vi x 10 vién; Hop 4 vix 7 vién

Pié¢u kién bio quin:

Bao quan thube & noi khé, thoang, nhiét dd dudi 30°C, tranh anh séng.

Han dung cua thude: 36 thang ké tir ngay san xudt

Tiéu chuén: Tiéu chudn co so.

Tén, dia chi ciia co' s0 san xudt:

CONG TY CO PHAN LIEN DOANH DUQC PHAM ELOGE FRANCE VIET NA Q/
bia chi : Khu Cong Nghiép Que Vo, Xa Phuong Liéu, Huyén Que Vo, Tinh Bic Ninh

Dién thoai : 024 13617888 Fax : 024 13617789
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