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,q. uUdNe oiN srI ouNe ruudc cqo Ne tldt
BENH

ruAxn PnAx, nAu lUgxc cu,c, ruu6c
Atorvastatin calci hihydrat ttong iluong
Atorvastatin ....................20 mg
Ezetimib l0 mg

I vi€nT6 dugc vta dt...........

(Cellulose vi tinh tnti lOt, lactose monohydrot, natri
croscarmellose, calci carbonat, hydrorypropylcellulose,
polysorbal 80, magnesi stearqt, povidon K30,

hydrorypropylmethylcellulose 6cps, polyethylen glycol
6000, talc, titan dioryd)

ud rA sAx pnAlr

Vi€n ndn ddi bao phim miu tring, hai m{t khum, mft m{t
tron, mQt m{t c6 khic vpch, c4nh vd thinh vi6n ldnh l{n.

QUY CACH O6xC C6r
HQp 3 vi x l0 vi6n.

THUOC DTING cHo BENH Gi

Gidm cholesterol toln ph&r, ginm cholesterol xdu (LDL-C:

Low density lipoprotein cholesterol), giAm triglycerid vi
ttrng cholesterol t6t (HDL-C: High density lipoprotein

cholesterol). ThuSc dtrng trong trudng hgp bQnh nh6n

kh6ng th€ ki6m so6t cholesterol trong m6u Uang cn6 Ag an

ki6ng vi t$p luyQn. Trong qu6 trinh srl dgng thu6c, ngudi

bQnh n€n tiit trqp ctriS aO an It cholesterol.

xf,x ot-rnc rHUOc NAy NHI/rIrE xAo vA utu
LrrgNG

Crich ding:
Ding tlutmg u5ng, nui5t ci vi6n thu5c v6i mQt c6c nudc,

khdng n6n b6, nhai hofc ngfm vi6n thu5c.

C6 th6 u6ng thu5c tru0c ho{c sau lln, n€n u6ng thuSc vio
mQt thUi tli6m nh6t dinh trong ngdy.

NiSu dang dtng colestyramin ho{c colestipol, n€n uiing

ATOVZE 2o/lo it nh6t z glt tru6c ho{c It nh6t + gi} sau

khi dirng c6c thu5c nly.
Thu5c phni tlugc dtng tl0ng theo hu6ng d6n cta b6c si.

Ltlu tuqng:
Li6u dtng ATOVZE 20110 phAi tu6n theo dring chi tlinh cta

b6c si.

Chi c6 bdc si m6i c6 th6 quy6t dinh vi€c di6u chinh li6u

ciing nhu khi nlo ngtmg dirng thu5c.

KHI NAO KHONG Xf,X OTIXC THU6C NAY

- Ngudi bQnh qu6 m6n vdi b6t ct thdnh phln ndo cta

thu6c.
- BQnh gan thii ho+t dQng ho{c ttrng transaminase huy6t

thanh k6o dli kh6ng rO nguY6n nhdn'

- Phg nii c6 thai hay tlang cho con bri.

- Ngu&i tlang su dyng acid fusidic.

ro nufiwe otN silnvNc rilUoc
ATOVZE20n0
-,?lli,!;i,lf,?l

D7c k! huhng ddn st dqtng trrdc kht dilng
Thdng bdo ngay cho bdc sI ho{c drqc sl nhtng tdc dqrng khilng mong mudn g{p phdi khi s,t dgng thudc

- Ngudi c6 bQnh tui m|t vi tlang su dgng fenofibrat.
- Tung bi tlau co, y6u co do st dgng c6c thu6c diAu tr!

cholesterol hay diAu tri triglycerid trong m6u cao.

TAC DqNG KH6NG MoNG MUON

Tdc dltng phtt nhg:
- Nhrlc ttAu, ch6ng m{t, tdm trpng phidn muQn.

- V6n dA vdi trf nh6, nhfun 6n.
- Dau hmg, tlau kh6p, ilau co nhg.
- T€ ho{c cdm gi6c ngfra ran.

- Nhip tim chfm, kh6 th&.

- VAn de vdi sg cuong duong.
- Ngrla, tC d tay ho{c chdn, chuQt rut & ch6n.
- Ti€u chiy, t6o b6n, bu6n n6n, g n6ng, kh6 ti€u, x6o trQn

vi gi6c.

- Mdt ngt.
- TriQu chung cdm lanh nhu nghgt mfri, hit hsi, tlau hgng.

Tdc dyng phy nghiAm ffpng:
- Da ph6t ban, ban tld tdng l€n c6 thii kdm theo c6c n5t trin

thuong hinh trdn.
- Dau bgng k6o dii kdm theo bu6n ndn vd 6i mria.

- Chdy m6u ho{c bAm tim xdy ra d6 ddng hon binh thu&ng.
- Dau khfp.
- VAng da, ving mit.
- Nu6c tii6u mAu tl$m.

- C6c v6n Ad vA trO h6p bao g6m kh6 thd, ho dai ding vd

si5t cfing c6 th6 kdm theo tinh trpg mQt m6i ho{c giim
cdn kh6ng r0 nguy6n nhdn.

Tdc dqtng phqt riit nghiAm trpng cdn phdi nhQp viQn hay

trung tdm chdm s6c y d ngay ldp ttic:
- Dau co vd y6u co kh6ng r0 nguy€n nhdn, tl6y ld t6c

phq r6t nghiCm trgng hiiim ktri xdy ra, c6 thii tiiin
thinh suy thfn.

- Smg m{t, m6i, luoi v}/ho{c ci5 hgng c6 th€ g6y kh6 khln
trong h6 h6p ho{c nu5t.

- Tfc ngyc.

- Nhrlc dAu d(l dQi dQt ngQt, c6 ttr,i tem theo budn n6n, m6t

cdrm gi6c, ngta ran trong b6t ki phan nio cta coth6 ho4c

t tai.

- Chdy m6u m6i, mit, migng, mfri holc bQ phfn sinh duc.

Trong qu6 trlnh st dpng thu6c c6 th6 xudt hiQn c6c t6c dung

php kh6c kh6ng tlugc et6 cflp o tr€n. N6u co b6t ky thic mic
nio vd c6c t6c dpng phg, hiy tham khAo f ki6n b6c si ho{c

dugc si.

x0x rn ixn DUNc NHtNc rHUOc HoAc rHVc
PHAM Gi KHI DAI\G SI,DVNG THU6C NAY

Trudc khi sri dgng ATOVZE 20110 cAn th6ng b6o vdi b6c si

n6u tlang sir dpng c6c thu6c sau, do c6 thri tdng nguy co g{p

phdi c5c v6n Ae v6 co ho{c cdctic dqng phu kh6c:

- Khdng sinh: eryhromycin, clarithromycin, rifampicin

ho{c acid fusidic.
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- Thu5c h4 cholesterol ho{c triglycerid: colestyramin,

gemfibrozil, fenofibral vitamin 83 [Au cao (> lglngAy)'

- Thu6c tc ch6 protease dung fiong diAu ri HIV ho{c vism

gan C: fosamprenevir, lopinavir, darunavir, ritonavir,

telaprevir, boceprevir.

- Thu6c chiing ndm: ketoconazol, iraconazol'

- Thu5c ch5ng tlQng kinh: phenytoin.

- Thu6c tilng cutmg miEn dich: cyclosporin.

- ThuSc didu ti suy tim: digoxin'
- Thu6c diAu ti huy6t 6p cao: spironolacton.

- Thuiic diAu tri tlau thit nggc: diltiazem.

- C6c thu5c t6nh thai ttudng u6ng.

- Thu6c diAu ti gout: colchicin.
- Thu6c ch6ng tl6ng m6u: din xu6t coumarin.

- Thudc diAu tri trio ngugc vA lodt dg diy: thuSc khdng

acid vi cimetidin. 'j'

Tr6nh u6ng nudc 6p budi s6 luqng l6n holc u6ng rugu

thutmg xuy€n trong khi tlang dtng thu5c.

cArv lArvr ci KHI MQr LAN eutN KHONG DtrNG
THU6C

N6u qu6n khdng dtng thu5c, uiing thuiSc ngay khi nh6 ra.

N6u gAn vdi liAu t6 ti6p hey b6 qua liAu d6 qu€n vd dtng
liAu k6 ti6p theo k6 hopch, khdng n6n u6ng g6p d6i [6u.

cAx nAo euAN rHUOc NAY NHrJTnf xAo
Noi kh6, nhiet d0 kh6ng qu6 30oC, tr6nh 6nh s6ng.

NHING DAU HIPU vA TRIEU CHiING KHI DING
THU6C QUA LDU
Chua c6 tAi li€u vd trieu chung ktri dtng thuiic qu6li6u.

cAn rs.lr lAu ci KHr Dr)NG THUOc euA LEU
KHUYfN CAO

Trong hulng hgp qu6 li6u ho{c nghi ngd dtrng thu6c qu6

lidu, ngudi bQnh cAn d6n co sd y t6 gAn nhdt d6 duqc di6u

tri vd h6 trq kip thdi.

NHING DITU CAN THAN TRQNG KHI DUNG
THUOC NAY

Cdn thing bdo ngay vdt bdc st hay duqc sI ndu ngrdi
bpnh mdc phdi cric tlnh trgng saa:
- Dang mang thai hay c6 ki5 ho4ch mang thai.
- Dang cho con bt.
Tdc tlQng crta thudc kht ldi xe vd v\n hdnh mdy mdc
Dil c6 b6o c6o vA t6c tlQng cria thu5c tr6n khd nlng l6i xe vi
vfn hnnh m6y m6c. CAn thAn trgng khi l6i xe ho{c vfn hinh
m6y m6c nguy hi6m.

Trong qud trlnh st dgng thudc
- Tr6nh srl dgng d6ng thli c6c thuSc kh6c ttugc liet ke o

tr6n ciing nhu c6c thu5c kt6ng tlugc liQt kC bao gdm cd

vitamin hay thgc phAm U6 sung cd ngu6n g5c dugc liQu

do c6 th6 ldm tlng t6c dyng phg cria ATOVZE 20110.

- ThAn trgng khi dtng ATOVZE 20/10 trong trutmg hgp:
Ngu&i bi bQnh tuy6n gi6p, tl6i th6o tlulng, nguli c6 v6n

dA vd chtc ntrng gan, thfln, hO hdp, nguli c6 tidn su dau

co do dtng c6c thu6c didu tri lipid m6u cao thugc nh6m
statin.

- Th6ng b6o cho b6c si di6u fii khi c6 c6c bi6u hiQn v6 dau

co, cfmg co y6u co.

- Tr6nh u6ng nhi6u ruqu do c6 th6 tang nguy co g{p phni

c6c v6n dA vd gan.

- Tr6nh u6ng qu6 1,2 lit nudc Cp bu&i mQt ngiy do c6 th6

ttrng nguy co xdY ra t6c dung PhU.

- Ch6 phAm thu5c c6 chria t5 dugc lactose. BQnh nhdn c6

v6n aA ai mydn hi6m g{p nhu kh6ng dung n4p galactose,

thi6u hgt Lapp lactase ho{c k6m h6p thu glucose-galactose

kh6ng n€n dirng thu6c ndy.

KHr NAo cAN THAM vAx nAc si, DI/qc si

Ngudi bQnh sri dpng thu5c kh6c bao g6m tdt cd c6c thu6c

tlugc liQt kG d tr€n vd c6c thudc kh6ng tluqc liQt k6.

Ngudi bi bQnh tuy6n gi6p, dii th6o du0mg, cO vdn dd vd

chric ntrng gan, thgn, h6 h6p, ngu&i sri dpng rugu thudng

xuy6n.

Ngu&i bi dau cq y6u co kh6ng rO nguydn nhdn, mQt s6

trudng hqp nghi6m rgng hi6m gflp bao g6m ti€u co ld lf do

cta suy th$n vd g6y ra tu vong.

Ngudi bi tlQt quy xudt huy6t hay tlQt quy l5 khuyi5t can

th6ng b6o cho b6c si vi sri dpng thu6c niy c6 th6 lim trng
nguy co g6y tlQt quy.

Php nit mang thai ho{c c6 k6 hoach mang thai.

Php nt cho con bri.

Ndu cdn thAm thAng fin
xin hdi ! kidn bdc sI ho{c drqc sL

HAN DUNG c0.c.rHu6c
24 thfungkti tu ngdy sAn xudt

sAN xuAr r4r:

coNG rY cd psiN orioi #fr,Lu,
(s.Ur,/a.rD l.s.c)

L6 Z.0l-02-03a Khu C6ng nghiQp trong I(hu Chti xu6t tan
Thufn, Phu0mg Tdn Thu{n Ddng, Qufn 7, Thenh ph5 Ud
Chi Minh.
EiQn thopi: (84.28) 37700142-143-144
Fax: (84.28) 37700145

NGAY xEM xfT sr.IA Dor, cAp NHAT LAr Ngr
DUNG Hr.IdNG nAX StInqNG THU6C

Y
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TE

B. IIUONG DiN SU,DUNG TItUoC CII} CiN Bo Y

DUOC LU'C IIQC

Md ATC:Cl0BA05
Nh6m dtroc l!: Thu6c ha lipid nr6u.

Cholcstcrol trong huy6t tuong c6 nguOn gi5c tir sg h6p thu

qua duong ruQt vA t6ng hqp nQi sinh. ATOVZE 20110 la

thu5c ph6i hqp hai chdt atorvastatin vd ezetimib c6 tAc dyng

lim gidm cholesterol huyiit tuong bing co ch6 kep: vira ric
ch6 sy h6p thu cholesterol o ruQt, vta ric ch6 tdng hqp

cholesterol nQi sinh.

Atorvastatin: Ld mQt ch6t tr4 lipid tdng hgp, r?c ctr6 HVC-
CoA rcductase, d6y li enzym x[rc t6c sy bii5n d6i HMC-

CoA thdnh acid mevalonic, ld rnQt ti€n ch6t cira cholesterol.

U'c ch6 HMG-CoA reductase ltim gidm t6ng hqp cholesterol

o gan vi lirm giirn ndng dQ cholesterol trong t6 bao.

Ezetimib: Khu trt tqi bd bdn chdi thdnh ruQt non vd fc chii

h6p thu cholesterol t4i ruQt, c6c phdn tir myc ti€u cira

ezetimib chinh ld ch6t vqn chuy6n sterol, Niemann-Pick Cl-
Like I (NPCILl), phdn tt nhy tham gia vdo qu6 trinh h6p

thu cholcsterol tqi ruQt. Trong nghiCn criu l6m sAng k6o ddi

2 tuiin trcn l8 bQnh nhdn cholesterol nr6u cao, ezctintib frc

chd SqX cholcstcrol hip thu trong ru6t so v6i git dugc.

DUQC DQNG IIQC

* Atorvastatin
Itrip thu:Atorvastatin h6p thu nhanh sau khi uiing, n6ng tlQ

t6ida trong huytit tuong tl4t clugc sau khoing l-2 gid. Mtic

dQ h6p thu atorvastatin tAng tuong fng vdi li€u dtng.

Phtin b6: Chri yi5u phdn bi5 vdo gan, th6 tich ph6n b6 trung

binh ctra atorvastatin ld khodng 400 lit. Tr€n 98%

atorvastatin gin k6t vdi protein huy6t tuong. T! lQ h6ng

ciu/lruy6t tu<rng khoing 0,25 cho th6y thu6c it th6rn vdo

h6ng cdu.

Chtryin hr)a: Eugc chuy€n h6a rQng rai thanh cic din xu6t

ortho-, parahydroxy- vit nhi€u sdn phArn oxy h6a. ln vitro,

sr,r fc chi5 HMG-CoA reductase bsi c6c ch6t chuy€n h6a

ortho- vd parahydroxy- tuong duong vdi atorvastatin.

Khoirrg 70o/ohoqt dQng irc cnii HVC-CoA reductase trong

IrC tuen hodn ld do cdc ch6t chuy6n h6a c6 hoat tinh. CAc

rrglrien c[ru in t,itrochfng rninh titrt quan trong cia
cytochronr P450 3A4 trong clui trinh chuy6n h6a

atorvastatin, do t.lng n6ng dQ huy6t tuong cta atorvastatin s

nguoi sau khi ding cing hhc vdi erythromycin ld ch6t [rc

ch6 enzyrn niry.

Thai tri: Atorvastatin vi ch6t chuy€n h6a cta n6 ilugc thii
trt cht y6u vdo mf,t sau qu6 trinh chuy6n h6a qua gan

vir/ho{c ngoii gan. Tuy nhi€n, thui5c kh6ng di qua chu trinh

gan ru6t. Nira tlqi thdi trir trong huy6t tuong cira

atorvastatirl d ngudi khodng la gio, nhung n[ra ddi thdi tril
cLra hoat dQng fc ch6 nVC-CoA reductase khoing tir 20-30

gin clo ciic chit chuy€n ho6 chinh cita alorvastatin. Dllo-i 2Yo

atorvastiltiu u6ng vdo duo-c tinr th6y trong nuoc tieu.
.l llzctinrib
Hdp rhu: Ezetimib duqc h6p thu nhanh sau khi uilng vi k6t

hop thdnh dqng ezetinrib-glucuronid. NOng tlQ t6i da trong

huy5t tuong r14t dugc sau khodrng l-2 gio khi u6ng OOI vOi

ezetinrib-glucuronid vd khodng 4-12 gid sau khi uring d5i

vtri ezetinrib.

Phdn bii: Khoing 90% ezetimib vd ezetimib-glucuronid gin
k6t vdi protein huyiit tuong.

Chuy€n h6a vd th(ii trit Ezetimib ttugc chuy6n h6a cht yiSu

o ruQt non vi gan th6ng qua su t<6t trqp glucuronid (chuytin

h6a phase II). Ezetirnib vir ezetinrib-glucuronid li hai dang

chuy6n h6a cht y6u cua thu6c cluqc tinr th6y trong huydt

tuong. L6n Iuo.r ld l0-20% vd 80-90% trong t6ng sO thudc

trong huy6t tuong, ca ezetinrib vir ezetinrib-glucuronid dugc

thAi trir chqm kh6i huy6t tuong th6ng qua chu k! gan ruQt.

Nta tldi thdi trir trong huytit tuong cta ezetimib vA

ezetimib-glucuronid li khodng 22 giA. Sau khi u6ng'oC-
ezetimib vdi li6u 20 mg, khodng 93%o ezetimib c6 trong

huyiit tuong. Sau 48 gio, kh6ng con tirn th6y thuiic trong

huy6t tuong.

Du'q'c dQng hqc criu nhirng trrdng hop tltic biOt

Ngrd'i cao tuOi

N6ng dQ ezetirnib trong huy6t tuong 6'ngudi cao tu6i (- 65

tu6i) cao hon 2 lAn so v6'i nguditr6 (18-45 tu6i;. Ndng O6

atorvastatin trong huy6t tuong d ngudi cao tu6i cao hon

ngudi tr6 ld 40% aiii vOi n6ng dQ ttii tla trong huy6t tuong

vit30o/o v6i giri tri AUC (Area under the curve).

Suy gan

Sau rnQt liiu duy nh6t l0 mg ezetirnib, giir tri AUC cua

ezctinlib tolin phAn ting khodng 1,7 lAn ri b(nh ttltiin suy

gan nhe (dienr Child I'ugh 5 hoic 6) so vdi ngu<ri kltdc

manh. Trong mQt nghidn ciru da lieu k6o dAi 14 ngiy vtri

li€u l0 nrg/ngdy) d nhitng bQnh nlr6n suy gan vira (di6rn

Child Pugh tt 7 diln 9), gi6 tr! AUC c0a ezetirnib todn phAn

ting khodng 4 lAn vdo ngdy I vd ngdy 14 so voi ngudi kh6e

mqnh.

N6ng dQ trong huy6t tuong cta atorvastatin t6ng tl6ng kd o

ngudi suy gan nran tlnh do rugu.

Suy thQn

Sau mQt li0u duy nh6t l0 nrg ezetimib d nhtng bQnh nlr6n

suy thfln n{ng (dQ thanh thii < 3rnl/phiVl,73m2;, 916 tri
AUC cta ezetinrib todn phAn ttlng khoAng 1,5 l.in so vdi

ngudi khde nrqnh. Ktit qud ndy kh6ng c6 ! nghia tren l6rn

sing.

BQnh nhdn bi suy th{n kh6ng inh hudng tdi n6ng dQ

atorvastatin trong huy6t tuong vir t6c dpng giirm cholesterol.

Ci6'i tinlt
NOng dd trong huy6t tuong c[ra ezetinrib vir atorvastatin s
rrir gidi cao lron nr0t clrtt (khoing 20oh) so v<ri Irarn gid'i.

Tlic dgng giirnr cholesterol m6u giira naru gidi vti nn gi6'i

khi dtng ezctinrib v2r atorvastatin ld tuong ducrng nhatr.

Trd enr

Chua c6 nghi6n cfu ve dugc dQng hqc cta thu6c d tr€ ent

cHiD|NH DrEU TRI

- Tdng cholesterol nriiu nguy€n ph6t: Ciim cholesterol toirn

ph6n, gianr lipoprotein ti trqng th6p (LDL-C: Low

density lipoprotein cholesterol), giim lipoprotein ty trgng

kh6ng cao (non-tlDL-C: non high density lipoprotein

cholesterol), giAnr apolipoprotein B, giirm triglyccrid, vA

d€ tang lipoprotein tj' trgng cao ([1DL-C: Fligh clcnsity

lipoprotein cholesterol) d bQnh nhdn c6 tdng cholesterol

m6u nguyCn phdt (d! hgp tt c6 tinh ch6t gia <linh vd kh6ng

c6 tinh chAt gia ilinh) ho{c ting lipid mriu h6n hgp.

- T6ng cholesterol m6u dting hgp trl gia dinh (HoFH:

homozygous familial hypercholesterolenria): Ciirrn
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cholesterol toirn phAn vi I-DL-C d bQnh nhdn c6 HoFH.

Sri dr,rng b6 trg cho c6c phuong ph6p di€u tri giam lipid

m6u khdc.

LtEU LUqNG VA CACH DUNG

Cdch dilng:

Ding duong uiing, nutit cd vi6n thuiSc, kh6ng n€n be, ngfm

ho{c nhai vi6n thu6c.

C6 th6 u6ng thu5c trtrdc hohc sau ln, n€n u6ng thutic vdo mQt

thdi di6nr nhSt dinh trong ngiy.
N5u dang dtrng colestyranrin hoac colestipol nen uilng

ATOVZE 2OllO it nn6t Z giO'trrrdc hoac it nh6t + gid sau

khi dtng cdc thu6c niy.
Liiu trqng:
-Li€u khoi tliu: Li€u khdi dAu th6ng thudng cta vi€n phiii

hgp atorvastatin/ezetimib (ATOVZE) th6ng thuong li
l0/10 mg/ngiy (*) ho{c 20l10 mg/ngdy (l vi6n ATOYZE
2OllO). Trong trub'ng hop cAn gidm > 55% lugng LDL-C
trong m6u, li€u kho'i ddu li 40/10 nrg/ngiy (*).

-BQnh nhf,n tang cholesterol nr6u d6ng ho.p trir gia dinh:

Lieu ATOVZE le 40/10 mg/ng.iy (*) ho4c 80/10 nrg/ngdy

(*).

Sau khoirng 2 tuAn di€u tri cAn ki6m tra lqi ndng <lQ lipid
trong mdu ae aieu chinh li6u ATOVZE cho phi hqp.

Ctic il6i tttgng ilrtc bi(t:
Ngtrdi cao mdi: Liiu dirng nhu ngudi trd tu6i khde mqnh.

Trd em: Chua c6 nghi6n ctiu d6nh gi6 dQ an toirn vi hiQu

quA cta thu6c dirng cho trd enr.

Suy rhtin: BQnh nhdn suy thin kh6ng cAn di6u chinh li€u

A'fOVZE, nhung suy thdn c6 kha nAng tdng nguy co gAp

phAi cric vdn d€ bQnh co'nOn phdi theo d6i irnh hu6ng cira

thu5c tr6n co.

(*): Si dqtng chi phdm ATOVZE cd hdm tue'ng phi hqp.

CII6NG CHi DINH

- Nguoi bQnh qu6 m6n voi b6t cu thAnh phAn ndo cta
thu6c.

- B€nh gan th6 hoqt tlQng hoAc tdng transaminase huy6t
thanh kdo dii kh6ng 16 nguy€n nh6n.

- Phu nir c6 thai hay dang cho con b[r.

- Ngtrdi dang s[r dqng acid lusidic.
- Nguoi c6 bQnh t[ri mat vA dang sft dyng fenofibrat.
- Tung b! ttau co, y6u co do sir dgng c6c thu6c di6u tri

cholesterol hay tli6u tri triglycerid trong m6u cao.

cANu nAo vA rrrAN TReNG KHt s0'DUNc
Trong qud trinh sti'tlyng thudc

i,- Thu6c c6 nguy co gdy ra cdc phdn tng c6 hAi <l6i vdi hQ

co nhu tco co, vi6m co, d{c biQt dOi vdi c6c bQnh nhdn c6

1,drr t6 nguy co- nhu b0nh nhdn cao tu6i, b€nh nhdn bi
bdnh thieu ning tuy6n gi6p kh6ng dugc ki6m so6t, bQnh

nhdn bi b€nh than. CAn theo d6i chlt chE cdc phdn ung c6
hai trong qu6 trinh dirng thuiic.

- C6 b6o c6o vA mQt s6 trudng hqp b! globin co niQu kich
phet, y6u cq.

- C6n nhic theo d6i creatin kinase (CK) trong trulng hgp:
* Tru6c khi didu tri: Xdt nghi€nr CK n€n ttugc tiiin

hinh trong nhtng truong hgp: suy giirn chfc n6ng thdn,
nhtro-c gi6p, tien sir bdn thdn hoic tiijn srlr gia dinh mic
b€nh co'di truyin, tidn s(r bi bQnh co do su dung statin
hoic fibrat truoc tl6, ti€n sir b€nh gan valhoAc udng nhidu

rugu, b€nh nhan cao tuOi 1> 70 tuOil c6 nhimg y6u t6

nguy co bi ti€u co v6n, khi ning xiy ra trrong tAc thu6c

vd mQt s6 aOi tuqng bQnh nhdn dac biqt. Trong nhirng

trudng hgp ndy n6n cdn nhic lgi ich/nguy co vir theo d6i

b€nh nhdn tr€n ldm sdng khi di6u tr! bing statin. N6u k6t

quir x6t nghiQm CK > 5 lAn gi6i hqn tr€n ctlia mtic binh

thuong, kh6ng n€n bit dAu iti6u tri bing statin.
* Trong qu6 trinh diAu tri bing atorvastatin, bQnh nh6n

cAn th6ng bdo khi c6 cdc bi6u hiQn vd co nhu dau co-,

c(rng co, y6u co... Khi c6 cdc bi€u hiQn nAy, benh nh.ln

cAn l?rm xdt nghienr CK de c6 c6c biQn phdp can thi6p

phn hqp.

- Trong thri nghiQm l6m sdng cho th6y, mQt s6 b€nh nhAn

dtng thu6c tdng rO r6t transaminase huyiit thanh (>3 lAn

gidi h4n binh thuong). Vi vfy cin tirin hdnh xdt nghiQm

chric ning gan trudc khi <li€u tr! vd ldm l4i n6u c6 cdc

biriu hiQn gqi y c6 t6n thuong gan. Cin sir dpng thurSc

th6n trgng d ngudi bQnh urlng nhidu rugu valhoflc c6 tiAn

sfr bQnh gan.

- Nguy co crha b€nh co trong que trinh dieu tri atorvastatin

sE tdng l€n khi dirng d6ng thoi v6i, genrfibrozil, ciic thu6c

ha cholesterol m6u nh6m fibrat kh6c, niacin lidu cao (>

lglngdy), colchicin.

- Theo d6i benh nhdn trong qu6 trinh dtng thui5c. N6u th6y

c6 c6c triQu chr?ng nhu met mdi, y6u co, n€n ngung su

dung thu5c.

- Chi5 phAm thu6c co chrira t6 duoc lactosc. BCnh nhdn c6

v6n de ai truyAn hi6nr giip nhu kh6ng clung nap galactose,

thi6u hpt Lapp lactase hof,c kenr lrip thu glucose-

galactose kh6ng ndn dirng thu6c niy.
Sti' tlqtng cho phu nii'cd tlroi vd cho cott bri

Phy nir c6 thai
ATOVZE 20110 chiing chi ttinh ar5i vOi phu nir c6 thai.

Cholesterol vA triglycerid c6 th6 tang trong thai k!, c6c

thu6c h4 lipid m6u kh6ng c6 t6c dUng trong trudng hgp

niry, cholesterol vir ciic din ch6t cta cholesterol cAn thiiit
cho sy ph6t tri6n binh thudng cira thai nhi. Tuy nhi6n
chua c6 nghi€n cuu dAy dt v€ sir dyng ATOVZE 20/10

trong thdi k! mang thai, da c6 biio c6o vd di tat bAm

sinh, sAy thai khi sir dpng cic statin khdc. Ngirng sri

dung ATOVZE 20/lO ngay n6u phdt hiQn c6 thai. Ngud'i
trong dQ tu6i sinh tld chi sir dung ATOVZE 20110 trong
trudng hqp kh6 thu thai ho{c sau khi d6 dugc th6ng b6o

diy ttrl vi nguy co griy ttQc cia thui5c d6i vdi thai nhi.
Phu nti cho con bfi

Chua biiit thu6c c6 ttugc bdi ti6t vAo sira nrg hay kh6ng,
do c6 th6 xiry ra c6c t6c dr,rng phtr c6 hai vdi tri, ngudi
dang cho con bri kh6ng nOn kh6ng stt dung ATOVZE
20110.

Ttic itQng cia thuic khi ltii xe vd v|n hdnh mdy mdc
Di c6 b6o c6o vd t6c dQng cta thu6c tr6n khd ndng l6i xe vd
vdn hdnh mdy m6c. CAn thdn trgng khi l6i xe ho{c vdn hdnh
mdy m6c nguy hi€m.

TUONG TAc cOa THUOC vol CAC TIIUoC KHAC
vA cAc LoAr ru'oNc TAc KHAc
Ctic thudc tlc ch€ cytochrom P450 3A1

Erythromycin/clarithromycin: St dpng cl6ng thdi vcri

erythromycin hoic clarithromycin din ddn tang n6ng <t6

atorvastatin trong huy6t tuong. BQnh nh6n dtng

(
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clarithromycin tht liAu ATOVZE khdng tlugc vuqt qu6
20110 mg/ngty.
Thuiic tic chd protease fi:hdng HIY vd, HCV:

* f6t hqp tipranavir + ritonavir ho{c telaprevir: Tr6nh
srl dpng atorvastatin.

* t<6t hqp lopinavir + ritonavir: St dyng th{n trgng vd
n6u cAn thidt n6n ding li6u atorvastatin th6p nhdt.

* t<6t hgrp darunavir + ritonavir; fosamprenavir +
ritonavir; saquinavir + ritonavir; fosamprenavir: Dtng
kt6ng qu6 20 mg atorvastatin/ngdy.

* Nelfinavir: Dirng kh6ng qud 40 mg atorvastatin/ngiy
Itroconazol: Srl dgng d6ng thdi atorvastatin liAu ttr 20-40
mg vA itraconazol 200 mg, lim tilng gi6 tri AUC cta
atorvastatin. Dtrng ihaconazol thi lidu ATOVZE kh6ng
tlugc vugt qu6 20110 mg

Diltiazem hydroclorid: Sri dgng tl6ng thdi atorvastatin 40

mg vi diltiazem240 mg, lim ttrng n6ng dQ cria atorvastatin

trong huydt tuong.

Cdc thudc cdm img cytochrom P450 3A4

Atorvastatin tlugc chuydn h6a b&i cytochrom P450 3A4.
Dtng tldng th&i atorvastatin v6i thu5c gdy cim ung
cytochrom P450 3A4 (vf dU: efavirenz, rifampicin,
phenytoin) c6 thi6 a6n A6n viQc gidm n6ng dQ cria

atorvastatin trong huy6t tucmg.

Thu6c khdng acid
Thu6c kt6ng acid gidm t! lQ h6p thu cria ezetimib nhrmg

kh6ng dnh hudng d6n sinh khi dpng cria ezetimib.

Sri dgng atorvastatin d6ng thdi v6i c6c h6n dich kh6ng acid

c6 chria ion magnesi vi nh6m, ndng dQ cria atorvastatin

trong huy6t tuong bi gidm khoing 35%o.Tuy nhi6n t6c dyng

gidm LDL-C kh6ng thay iiii.
Cdc fibrot
Fibrat c6 the lem teng su bei ti6t cholesterol vio m{t, dan

tl6n sdi m$t. Trong mQt nghiOn cr?u tidn l6m sing d ch6,

ezetimib ldm tlng cholesterol trong tui m$t. Kh6ng n6n cho

b€nh nhdn su dgng ddng thdi ATOVZE20ll0 v6i fenofibrat
vt c6 thd teng nguy co bQnh co. Kh6ng n€n su dpng ddng

thdi ATOVZE 2OllO vdi gemfibrozil do c6 thra lam tang

n6ng tlQ ezetimib khoang 1,7 len.

Nham giin acid mQt

Sri dgng d6ng thli vdi cdc nhya gin acid m|t c6 th6 lem

gidm rO rQt sinh khd dgng cta atorvastatin, vl vfy thdi gian

dirng hai thu5c niy phii c6ch xa nhau.

- Colestipol: Khi dtng colestipol ctng vdi atorvastatin,

ndng dQ cta atorvastatin trong huyi5t tuong b! gidm

khoang 25o/o.Tuy nhi6n, khi dtng eldng thli atorvastatin

vi colestipol tht t6c dgng hp LDL-C tlng l€n so vdi khi

dtng mQt lopi thu6c ri€ng r€.

- Colestyramin: Ldm gidm gi6 tri AUC cria ezetimib totrn

phdn (ezetimib vi ezetimib-glucuronid) ktodng 55%.

Thuiic chiing d6ng mdu

Trong I nghi€n ctu d 12 ngudi trd tu6i khde mqnh, dtng
ddng thdi vdi ezetimib l0 mglngiy htr6ng dnh hudng tl6ng

tA e6n sinh k{ri dyng cta warfarin vi thdi gian

prothrombin. Nhung tl6 c6 b6o c6o vd tang ti s5 btnh

thutmg h6a qu5c t6 (International Normalized Ratio-INR) d

bQnh nh6n bii sung ezetimib vio tri liQu warfarin ho{c

fluindion. Da phAn nhiing bQnh nhdn nAy c0ng dtng c6c

thutic kh6c. B$nh nhdn st dpng ATOYZE 20110 v1i cfuc

thuric ch6ng d6ng m6u thi c6n theo dOi thdi gian
prothrombin vi chi s6 btnh thu&ng h6a quSc td.
Acidfusidic
Nguy co gdy ra bQnh vd co bao g6m ci ti€u co v6n c6 thii
tlng l6n lctri sri dpng ddng thli vdi acid tusidic. N6ng d6
trong huytit tuong cria cd hai thuSc ddu t[ng.
Colchicin
Di c6 tudng hgp b6o c6o sau khi st dgng ph5i hqp
atorvastatin vdi colchicin c6 thii g6y ra c6c bQnh If v6 co.
Niacin
Su dpng tt6ng thli v6i niacin lidu cao (> lglngdy) c6 th6
tlng nguy co inh hudng tr€n co xuong, n6n xem xCt gidm
lidu atorvastatin.
Digoxin
Dtng d6ng thdi digoxin vdi atorvastatin c6 thii lam t[ng
n6ng dQ trong huy6t tuong cria digoxin l6n khoang 20%.
Thuiic tbc chii vdn chuydn

Dtng d6ng thli atorvastatin l0 mg vi cyclosporin 5,2 m/
kg/ngny lim tlng dreng k6 gi6 tri AUC cta atorvastatin. Do
<16 cAn tr6nh ptr5i trqp hai thu6c tr€n I6m sAng.

Thuiic trdnh thai dttdng uiing
Dtrng d6ng thdi v6i thu5c ngira thai dudng ui5ng c6 chfa
norethindron vi ethinyl eshadiol ldm tdng gi6 tri AUC cia
norethindron vd ethinyl estradiol khodng 30Yo vd 20%. NCn

c6n nhic v6 sg tnng ndy khi chgn lga thui5c rdnh thai rludng
u6ng cho php nti dang su dpng thu5c c6 chfa atorvastatin.
Nudc ip buoi
Nudc budi c6 chr?a mQt ho[c nhi€u thAnh phdn fc ch6
cytochrom P450 3A4 vi c6 thri lim t[ng n6ng tlQ cta
atorvastatin trong huydt tuong, d{c biQt d nhilng ngudi uring
nudc 6p budi qu6 mfc (> l,2lltlngdy).
Ruqu
Ngudi uSng rugu hdng ngiy khi clang

20/10 c6 thii tang nguy cs g{p phAi c6c

bQnh gan.

sri dyng ATOVZE
v6n dd li€n quan toi

TAC DUNG KHONG MoNG MUoN
De d6nh gi6 tinh an toln khi kiSt hgp ezetimib vd
atorvastatin d hon 2.400 bQnh nh6n trongT tht nghiQm ldm
sAng. Nhin chung ezetimib vi atorvastatin dugc dung n4p

t5t.
Thuong g(p, ADR>- l/100
HQ ti6u h6a: ia chdy, t6o b6n, ttly hoi, dau bgng vi
n6n, g{p d khodng 5% bQnh nh6n.

fnin tintr trung usng: Dau tliu (4-9%), ch6ng m{t (3

Rr5i toqn chuy€n h6a vA dinh du0ng: Ting kali m6u

tnAn Untr - co vd xuong: Dau co, dau kh6p, ytiu co
Gan: Cdc k6t qun thrl nghiQm chrlc ning gan ting hon

gi6i hpn tr€n cria binh thudng, 0 2%o nguAi bQnh, nhmg
ptrAn tOn li kh6ng c6 triQu chrlng vi h6i phgc khi ngtng
thu5c.
Nhi6m tring vi lc! sinh trung: Vi€m phti quAn, vi6m xoang.

h gqp, l/1000 SADR < 1/100

ThAn kinh - cs vi xucmg: BQnh cq t6t hqp yiiu co vi tlng
hdm luqng creatin phosphokinase huy6t tuong.
Da: Ban da.

H6 h6p: Vi6m miii, vi6m xoang, vi€m hgng, ho, kh6 thd.

Nhi6m trung vd lcf sinh trung: Crim.
Riii toqn tdm thin: TrAm cdm, m6t ngri.

R5i toan he than kinh: Ch6ng m{t, nhfc tliu, loqn v! gi6c, di

cdm.

Tim m4ch: Nhip xoang nhanh.
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ntdn g6p, ADR < 1/1000

ThAn kinh trung usng: Giam trl nhd, hay qu6n, m6t tri nh6,

l0 lan, h6i phlrc ktri ngrmg thu6c.

ThAn kinh - co vi xuong: Vi6m co, ti6u co vdn, d6n eliSn suy

thfln c6p thrl ph6t do myoglobin ni$u.

NQi tiiSt: T[ng HbA1" vi n6ng dQ glucose huytit thanh lirc
d6i. C6 ting nguy co ph6t tritin tl6i th6o clu&ng.

Cdc bdo cdo vi ttic dqtng ph1t khic:
M6u vi hQ bpch huy6t r6i lo4n: GiAm tiriu cAu.

He thAn kinh: BQnh ly thAn kinh ngopi bi6n.

R6i lo?n ti€u h6a: Vi6m tgy.
Da vi m6 dudi da: Phir mnch, ph6t ban b6ng nu6c, hdng

ban da dpg, h$i ch(mg Stevens-Johnson vd hoei tu biriu bi,
nOi m6 aay.

R5i lopn hQ th6ng miSn dich: S6c phan vg, phdn ung qu6

mdn.

R5i loqn gan mNt: Vi€m gan, s6i m$t, vi6m trii m$t, suy gan.

Hudng din c6ch xutri ADR
- Vi6m tgy: Ngrmg dirng thu5c.
- C6c thay aiii n6ng tlQ enzym gan trong huy6t thanh thutrng

xdry ra d nhtng th6ng tl6u tlidu q b6ng statin. Nguli benh

ndo c6 n6ng tlQ tansaminase huy6t thanh cao phdi theo d6i
x6t nghiQm chr?c ntrng gan l&r thri hai ttii x6c nhfn ki5t qui
vd theo d6i di6u tri cho t6i khi c6c UAt ttruUng ro ve binh
thulng. Nliu ndng dQ transaminase huy6t thanh AST ho{c
ALT (GOT hof,c GPT) dai deng l6n qu6 3 l6n gi6i hgr tr€n
cria binh thudng thi phdi ngrmg didu tri bing statin.

- Phdi khuy6n ngudi bQnh dtng statin b6o c6o ngay b6t ky
bi6u hiQn nio nhu tlau co kh6ng r0 lf do, nh4y cdm ttau vd
yiiu cq dic biQt n6u kdm theo kh6 chiu ho{c s6t. pnai

a

ngrmg liQu ph6p statin ndu n6ng dO CPK ttrng r0 rQ! cao

hcrn l0 lln gi6i hqn tr6n cta blnh thudng vd niiu chdn tlorin

ho{c nghi ngd li b€nh co.

euA Lmu vA cActt xO rni
- Chua c6 c6ch xrl trl tl{c hiQu khi bi qu6li€u ATOVZE

20110, trong trulng hgrp qu6 liAu b€nh nhdn n€n rtusc h6

trq di6u tri triQu chung. BQnh nh6n c6 d6u hiQu qu6 li6u
n€n tlugc theo dOi creatinin huy6t thanh, ure nitrogen
trong m6u, myoglobin nudc tiriu vd ldm c6c x6t nghiQm

tl6nh gi6 chr?c ntrng gan.

- MOt s6 nghidn cuu l6m sdng dugc thgc hiQn o 15 nguoi
kh6e menh st dgng ezetimib vdi li€u 50 mg/ngiy k6o

dii 14 ngiy vi mQt nghiCn ctiu kh6c thgc hiQn d l8 benh

nh&r cholesterol m6u cao v6i liAu ezetimib 40 m{ngdy
k6o ddi 56 ngiy. KiSt qui cho th6y ezetimib dung n4p

ti5t.

- Trong trutmg hqp qu6 li6u atorvastatin c6 thti su dgng
than hoqt t{nh trong vdng I gid khi xdy ra qu6 li6u. BQnh

nh6n kh6ng hodn todn tinh t6o c6 th€ dirng than ho4t
tinh th6ng qua i5ng x6ng blng du&ng mfii. Ngu&i bi ti6u
co v6n n€n dtrng mui5i 0,9% tl6 duy trt lugng nudc ti€u
tt 2-3 mkg/gid. Thu6c lqi ti6u ciing c6 th6 dugc srlr' dUng n6u cAn d€ duy trl lugng nu&c ti6u. Do atorvastatin
li6n k6t mqnh vdi protein huytit tuong n€n thdm t6ch
mdu kh6ng c6 hiQu qud.
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