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t.nrJoNe oiN stoaNe rruuhc cno Notldt
BENH

rnAxn pnAx, HAM LLrqNc c0.l,rHu6c
Atorvastatin calci trihydrat trong tfunng

Atorvastatin

Ezetimib

10 mg

l0 mg

I vi€nT6 dugc vta tl0
(Cetlutose vi tinh *i lOt, lactose monohydrat, natri
croscarmellose, calci carbonal, hydrorypropylcellulose,

polysorbat 80, magnesi stearat, povidon K30,

hydrorypropylmethylcellulose 6cps, polyethylen glycol

6000, talc, titan dioxyd)

ru6 rA sAx puArt

Vi€n n6n ddi bao phim miu tr6ng, hai m{t khum, mQt m{t
tron, mQt m{t c6 ktric vpch, cqnh vd thdnh vi6n lAnh l6n.

euYCACHo6xc c6t
HQp 3 vi x l0 vi€n.

rHUOc DiNG cHo BfNH Gi

Giim cholesterol todn phin, gidm cholesterol xiu (LDL-C:

Low density lipoprotein cholestero[), gidm triglycerid vd

ting cholesterol t5t (HDL-C: High density lipoprotein

cholesterol). ThuiSc dtng trong tru]ng hgp bQnh nhdn

kh6ng thri ki6m so6t cholesterol trong m6u bing ctrli d6 an

ki6ng vd t{p luyQn. Trong qu6 trlnh sri dpng thu6c, ngu}i

bQnh n6n k6t hg'p ch6 a6 an (t cholesterol.

Ntx otrxc rHUOc xAv xHUrst xAo vA lttu
Lr/qNG

Crich ding:
Dtng tlulng u5ng, nu6t cd vi€n thu5c vdi mQt c5c nudc,

kh6ng n€n b€, nhai ho{c ngfm vi6n thu5c.

C6 th6 uiing thu6c tru6c ho{c sau tln, n€n uiing thu6c vdo

mQt thli tli€m nh6t ttinh trong ngiy.
N6u ilang dtng colestyramin ho{c colestipol, n6n u5ng

ATOVZE 10/10 it ntr6t Z giO trudc hoflc ft nhdt + gid sau

khi dirng c6c thu6c niy.
Thuiic phAi ttugc dtng <tring theo hu6ng d6n cria b6c si.

Liiu lrqng:
LiAu dtng ATOVZE l0/10 phAi tudn theo d0ng chl tlinh cria
b6c si.

Chi c6 b6c si mdi c6 thti quy6t dinh viQc rliAu chinh li6u
ciing nhu khi ndo ngmg ding thu6c.

KHI NAo KHONG xtx nl)xc THU6C NAY

- Ngudi bQnh qu5 m6n vdi b6t ct thinh phin ndo cta
thu6c.

- BQnh gan th€ ho4t tlQng ho{c ttrng transaminase huyiit
thanh kdo dii kh6ng r0 nguy6n nhdn.

- Phy nil c6 thai hay tlang cho con b[.
- Ngudi tlang sri dpng acid fusidic.

ro HUfiNG o,N s(f ovNG rHU6c
ATOVZE 10/10

o Thuiic bdn theo don
Dd xa tdm tuy trc em

Dpc k! huhng ddn st dgng trtthc khi ding
Thilng bdo ngay cho bdc sI ho(c drqc sI nhtng tdc dqtng kh6ng mong mudn gfu phdt khi stfr dqng thudc

- Ngudi c6 b€nh tui mft vi tlang su dgng fenofibrat.

- Tung bi tlau co, yiSu co do sri dyng c6c thu6c didu tri
cholesterol hay di6u tri triglycerid trong m5u cao.

TAC DqNG KHONG MoNG MU6N

Tdc dyng phy nhs:

- Nhr?c diu, ch6ng m{t, t6m tr4ng phi6n muQn.

- VAn dd vdi tri nh0, ntrim lin.
- Dau hmg, tlau khdp, dau co nhg.

- TC ho{c cAm gi6c ngria ran.

- Nhip tim chfm, kh6 thd.

- V6n dA vdi sy cuong duong.

- Ngfa, t6 d tay ho{c chdn, chuQt rut d chdn.

- Ti€u chdy, t6o b6n, bu6n n6n, g n6ng, kh6 ti6u, x6o trQn

vi gi6c.

- M6t ngri.

- TriQu chr?ng cdm l4nh nhu nghgt m[i, hit hoi, tlau hgng.

Tdc dltng phy nghiAm tgng:
- Da ph6t ban, ban dd tlng I€n c6 th6 kdm theo c6c nrit t6n

thuong hlnh trdn.

- Dau byng k6o dii kdm theo budn ndn vd 6i mua,

- Chny m6u ho{c bAm tim xdy ra d6 ddng hon binh thu}ng.

- Dau kh6p.

- Ving da, vdng mit.
- Nu6c ti6u mdu ttflm.

- C6c vdn Ad vA trO h6p bao g6m kh6 tho, ho dai ding
siit cfrng c6 thr! kdm theo tinh tr4ng mQt mdi ho{c

c6n kh6ng rO nguy€n nhdn.

Tdc dyng phqt riit nghiAm tgng cdn phdi nhQp vign hay tdi

trung tdm chdm s6c y tii ngay tQp t*c:
- Dau co vd y6u co kh6ng rO nguy€n nhdn, ttdy IA t6c dung

php r6t nghi€m trgng hiiim khi xiy ra, c6 th6 ti6n tririn

thdnh suy th{n.
- Sung m{t, m6i, lu0i vdlhoic ci5 hgng c6 thr5 gdy kh6 khln

trong h6 h6p ho6c nu6t.

- Tfc nggc.

- Nhfrc dAu di! dQi dQt ngQt, c6 th6 kem theo bu6n n6n, m6t

cdm gi6c, ngr?a ran trong bdt k! phAn nio cta co th6 ho{c

t tai.

- Chdy m6u m6i, mit, migng, mfri ho{c b0 phin sinh dpc.

Trong qu6 trinh sri dgng thu6c c6 th€ xu6t hiQn c6c t6c dyng
phy kh6c kh6ng dugc dA cip 6 r6n. N6u cO b6t ky thic mic
ndo v6 cdc tdc dpng php, h6y tham khno f kiiSn b6c sI ho{c
dugc si.

xtx rnrixn DUNG NHING THU6c HoAc rH(Ic
PHAM Gi KHI DANG sI.IDVNG THU6C NAY

Trudc khi su dpng ATOVZE l0/10 c6n thdng b5o vdi b6c si
nliu tlang srl dpng c6c thuSc sau, do c6 thri t[ng nguy co g{p
phdi c6c vdn aA vd co ho{c cdctfuc dpng phg kh6c:
- Kh6ng sinh: erythromycin, clarithromycin, rifampicin

ho{c acid fusidic.
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- Thui5c hp cholesterol hof;c triglycerid: colestyramin,

gemfibrozil, fenofibrat, vitamin B3 li6u cao (> lglngAy).

- Thu6c rtc ch6 protease dtng trong di6u tri HIV ho{c vi6m

gan C: fosamprenevir, lopinavir, darunavir, ritonavir,

telaprevir, boceprevir.

- ThuSc ch6ng n6m: ketoconazol, itraconazol.
- ThuSc ch6ng dQng kinh: phenytoin.

- Thu6c ting cudng mi6n dich: cyclosporin.
- Thu5c di6u tri suy tim: digoxin.
- Thuiic di6u tri huyiit ap cao: spironolacton.

- Thuiic diAu tri ilau thit ngyc: diltiazem.

- C6c thuSc tr6nh thai dutmg u6ng.

- Thu5c didu tri gout: colchicin.
- ThuSc ch5ng tl6ng m6u: d5n xudt coumarin.

- Thu6c didu tri trio ngugc vi lodt dq ddy: thuiic khdng

acid vi cimetidin.

Tr6nh ui5ng nudc 6p buoi s5 lugng lon hoic udng rugu

thu&ng xuy6n trong ktri tlang dtng thu6c.

cAx lAwr ci xnr Mer LAN eu0N KHONG oUxc
THU6C

NiSu qu6n kh6ng ding thu5c, u6ng thui5c ngay khi nhd ra.

N6u gAn vdi liau t6 ti6p h6y bd qua li6u tl6 qu€n vi dtng
liAu ki5 tii5p theo ki5 hoph, kh6ng n6n uiing g6p tt6i li6u.

cAx nAo euAN rHUOc NAY NHrrrnt xAo
Noi kh6, nhiet d0 kh6ng qu6 30oC, tr6nh 5nh s6ng.

NHING DAU HIpU vA TRIpU CHI.NG KHI DTNG
THU6C QUA LIEU
Chua c6 tAi liQu vA trigu chrlng khi ding thutic qu6 lidu.

cAx pnAr lAu ci KHr DTJNG THUOc euA Lrtu
KHUYtN CAO

Trong trulng hqp qu6 li6u ho{c nghi ngd dtng thuiic qu6

lidu, ngudi bQnh cAn tttin co sd y t6 gAn nh6t dO tluqc diCu

tri vA h6 trq klp thdi.

NHTNG DIIU CAN THAN TRQNG KHI DUNG

THU6C NAY

Cdn thing bdo ngay vti bdc sl hay duqc sl ndu ngudi
bQnh miic phdi cric tlnh trqng sau:
- Eang mang thai hay c6 ki5 ho3ch mang thai.

- Dang cho con b[.
Tric itfng crta fiudc khi kii xe vd vQn hdnh mdy mdc

D6 c6 b6o c6o vA t6c tlQng cria thu6c tr€n khd ning l6i xe vi
vin hdnh m6y m6c. Can tnfln trgng khi I6i xe hofc vfln hanh

m6y m6c nguy hi6m.

Trong qud trlnh st dqng thudc
- Tr6nh su dpng d6ng thdi c6c thuSc kh6c dugc liet kC d

tr6n ciing nhu c6c thu6c kh6ng ilugc liQt k€ bao g6m cd

vitamin hay thpc phAm U6 sung c6 ngu6n g5c dugc liQu

do c6 thii ldm tlng t6c dgng php cta ATOVZE 10/10.

- ThAn trgng khi d[ng ATOVZE 10/10 trong trudng hqp:

Ngudi bi bQnh tuyi5n gi6p, tl6i th6o ttudng, ngudi c6 v6n

dd vA chric ning gan, th{n, hO hdp, nguUi c6 tidn sfr tlau

co do dirng c6c thu5c didu tri lipid m6u cao thuQc nh6m

statin.

- Thdng b6o cho b6c si didu tri khi c6 c6c bi6u hiQn vd itau

co, cring co yiiu co.

>---l

- TrAnh uiing nhi6u rugu do c6 thA tang nguy co gip phdi
,l,,l.l

cac van oe ve gan.

- Tr6nh uiSng qu6 1,2 lit nudc 6p buoi mQt ngtry do c6 th6

teng nguy co xdy ra t6c dyng phg.

- Ch6 phAm thuiic c6 chria t6 dugc lactose. BQnh nh6n c6

vdn aA ai truyAn hiiim g[p nhu kh6ng dung n3p galactose,

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

kh6ng n€n ding thu6c nAy.

KHr NAO CAN THAM VAX nAC Si, DuqC Si

Ngudi bQnh srl dpng thutSc kh6c bao gdm t6t cd c6c thuiic
tlugc liQt kC d tr6n vi c6c thu6c kh6ng tlugc liQt k€.

Ngudi bi bQnh tuyiSn gi6p, tt6i th6o tludng, c6 v6n d6 v€

chrlc ning gan, thfn, h6 h6p, ngudi sri dpng rugu thu&ng

xuy€n,

Ngudi bi dau co, yiSu co kh6ng 16 nguy€n nhdn, mQt s6

trulng hqp nghi€m trgng hitim g{p bao gdm ti€u co ld lf do

c{ra suy thfln v} g6y ra tt vong.

Ngudi bi tlQt quy xu6t huytit hay tlQt quy 16 khuy6t cin
th6ng b6o cho b6c s! vl sri dgng thuSc niy c6 th6 lim tlng
nguy co gdy <lQt quy.

Php n0 mang thai ho{c c6 ki5 ho4ch mang thai.

Phg nil cho con b0.

Nda cdn th€m thAng fin
xin hdi j kidn bdc sl ho{c dugc st.

HAN DI)NG CUITUU6C:
24 thingk€ tt ngiy sdn xu6t

sAN xuAr r4,r:

\

tr,{ca Nr{€$ It6 vfN

CONG TY C6 PHAN DUOC PHAM SAVI
(a.YrFD.rat J.S.C)

LO Z.Ol-02-O3a Khu C6ng nghiQp trong Khu Ch6 xu6t tan
Thufn, Phudng Tdn Thu$n E6ng, Qufln 7, Thinh ptrS H6

Chi Minh.
DiQn thopi: (84.28) 377 001 42-l 43 -l 44

Fax: (84.28) 37700145

NGAv xEM xfT stla o6r, cAp NHAr LAr Ner
DUNG HLTONG pAn St/ DVNG THU6C:

{
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TE
s. ntldNo oiN sil ouxe rruudc cno ciN rO y

D[Igc LlIc HQC

Md ATC: Cl0BA05.
Nh6m dugc lj: ThuSc h4lipid m6u.

Cholesterol trong huy6t tuong c6 nguOn g6c tri sg h6p thu

qua tlu0mg ruQt vi t6ng hgp nQi sinh. ATOVZE 10/10 Ie

thu6c ph5i hgrp hai chdt atorvastatin vi ezetimib c6 t6c dyng

ldm giim cholesterol huyiit tuong bang co ctr6 kep: vua fc
ch6 sp h6p thu chotesterol d ruQt, vira ric ch6 tdng hqp

cholesterol nQi sinh.

Atorvastatin: Li mQt ch6t h4lipid t6ng hqp, fc ctr6 tttvtC-
CoA reductase, tl6y li enzym xfc t6c sU bitin AOi gVC-
CoA thinh acid mevalonic, li mQt ti6n ch6t cta cholesterol.

Uc chli HMG-CoA reductase ldm gi6m t6ng hqp cholesterol
t'

d gan vd ldm gidm n6ng tlQ cholesterol trong tC bio.
Ezetimib: Khu tr0 t4i bd bin chii thinh ruQt non vi rlc chti

h6p thu cholesterol tfl ruQt, c6c ph6n trl mgc ti6u cria

ezetimib chinh lA ch6t v6n chuyrin sterol, Niemann-Pick Cl-
Like I (NPC lLl), phdn tu ndy tham gia vdo qu6 trinh h6p

thu chplesterol tfi ruQt. Trong nghiCn crlu l6m sang k6o dii
2 tuAn tr€n 18 b€nh nhdn cholesterol m6u cao, ezetimib fc
cnd SqW cholesterol h6p thu trong ruQt so vdi gid dugc.

DI.IqC DQNG HQC

* Atorvastatin
Hiip thu:Atorvastatin h6p thu nhanh sau khi u5ng, n6ng dQ

tiii rla trong huy6t tuong il4t dugc sau khodrng l-2 gid. Mrlc
d0 h6p thu atorvastatin tlng tuong &ng vdi lidu dirng.

Phdn bii: Cht y6u phAn bi5 vdo gan, th6 t(ch phdn bi5 trung

binh cta atorvastatin ld khoang 400 lit. TrCn 98%

atorvastatin'gin t6t vOi protein huy6t tuong. Ti lQ hdng

cAunuy6t tuong khoang 0,25 cho th6y thu5c it th6m vdo

h6ng cAu.

Chuydn h6a: Dugc chuy€n h6a rQng r6i thinh c6c d6n xu6t

ortho-, parahydroxy- vir nhi6u san ph6m oxy h6a. In vitro,
sU ric ch6 HMG-CoA reductase boi c6c chdt chuyCn h6a

ortho- vi parahydroxy- tuong duong vdi atorvastatin.

Khoang 70%ohoqt tlQng ric ch6 HVC-CoA reductase trong

hQ tuAn hoAn li do c6c ch6t chuyrin h6a c6 ho4t tinh. C6c

nghi€n cfiu in vitro ch(mg minh tAm quan trgng cta
cytochrom P450 3A4 trong qu6 trlnh chuyi5n h6a

atorvastatin, do tlng n6ng tlQ huy6t tuong cria atorvastatin o
ngudi sau khi dtng ctng l0c vdi erythromycin li ch6t ric

ch6 enzym niy.
Thdi tir: Atorvastatin vi ch6t chuytin h6a cta n6 dugc thdi

trt cht y6u vdo mflt sau qu6 trinh chuyiSn h6a qua gan

vd/ho{c ngoii gan. Tuy nhi€n, thuSc ktr6ng tli qua chu trlnh
gan ruQt. Nria tldi thai tru trong huy6t tuong cia
atorvastatin o ngudi khoing 14 gid, nhung nua ddi thai tru

cta ho4t tlQng rtc cn6 UUC-CoA reductase khodng ttl 20-30

gid do c6c ch6t chuyiln ho6 chfnh cta atorvastatin.Duh2%o
atorvastatin uiing vdo tlugc tlm th6y trong nu6c tiilu.
* Ezetimib
Hiip thu: Ezetimib <lugc h6p thu nhanh sau khi u5ng vi ki5t

hgrp thinh d4ng ezetimib-glucuronid. N6ng tIQ ti5i tla trong

huy6t tuong dat dugc sau khoing l-2 gid k{ri uSng Aiii vOi

ezetimib-glucuronid vd khodng 4-12 gid sau khi ur5ng aiii
vdi ezetimib.

Phdn bii: Khoang 90%o ezetimib vi ezetimib-glucuronid gin
tiit vOi protein huy6t tuong.

Chuydn h6avd thai t*: Ezetimib ttugc chuyiin h6a chri yiiu
d ruQt non vi gan thdng qua sg kiit hgl'p glucuronid (chuy,in
h6a phase II). Ezetimib vi ezetimib-glucuronid Ii hai dqng

chuy,ln h6a chri y6u cta thu6c dugc tim th6y trong huytit
tuong. Ldn luqt ld l0-20o/o vi 80-90% trong t6ng s6 thu6c
trong huy6t tuong, cd ezetimib vi ezetimib-glucuronid ilugc
thdi trtr ch{m khdi huy6t tuong thdng qua chu k} gan ruQt.

Nua ttdi thei trt trong huy6t tuong cta ezetimib vi
ezetimib-glucuronid li khoang 22 gib. Sau khi u6ngroc-
ezetimib vdi li6u 20 mg, khoing 93%o ezetimib c6 trong
huy6t tuong. Sau 48 gid, kh6ng cdn tim th6y thutic trong
huy6t tuong.

Drqc itQng hgc cila nhtng trrdng hqp ilfic biQt

Ngudi cao udi
N6ng d0 ezetimib trong huy6t tuong d ngudi cao tu6i (> 65

tuiii) cao hon 2 l6n so v6i ngudi tr6 ( I 8-45 tu6i). N6ng d0

atorvastatin trong huytit tuong o ngudi cao tutii cao hon

ngudi hd ld40o/o a5i vOi ndng tlQ t5i da trong huy6t tuong
vd3lo/o vdi gi6 tri diQn tfch dudi tlu&ng cong (AUC: Area

under the curve).

Suy gan

Sau mQt liAu duy ntrdt tO mg ezetimib, gi6 tri AUC cta
ezetimib todn phAn tlng khodng 1,7 lin d bQnh nhdn suy

gan nhg (tlirim Child Pugh 5 ho{c 6) so vdi ngudi khde

manh. Trong mQt nghiOn cfu tla lidu k6o ddi 14 ngdy v6i
liAu l0 m/ngdy) d nhitng bQnh nhdn suy gan vira (rti€m

Child Pugh ttr 7 tliin 9), gi6 tri AUC cria ezetimib todn phAn

t6ng khoang 4 lin vio ngiy I vd ngiy 14 so vdi ngubi khde

mqnh.

N6ng tlQ trong huy6t tuong cta atorvastatin t6ng tt6ng k6 d
ngudi suy gan m4n tinh do rugu.

Suy thqn

Sau mQt li6u duy ntr6t tO mg ezetimib o nhiing b€nh nh,6n

suy th$n n{ng (tlQ thanh thii < 3mUphtit/1,73m2), gie tri
AUC cta ezetimib todn phAn tdng khoing 1,5 ldn so vdi
ngudi kh6e m4nh. Ki5t qui ndy kh6ng c6 f nghTa tr€n l6m
seng.

BQnh nhdn bi suy thQn khdng dnh hudng tdi n6ng 116

atorvastatin trong huy6t tuong vi t6c dpng giAm cholesterol.

Gioi tinh
Ndng tIQ trong huydt tuong cia ezetimib vi atorvastatin s
nil gi6i cao hsn mQt chft (khodng 20%o) so vdi nam gidi.
T6c dpng gidm cholesterol m6u gifa nam gidi vi n(i gidi
khi dtng ezetimib vA atorvastatin lA tuong duong nhau.

Trd em

Chua c6 nghi€n criu vA dugc <tQng hgc cria thu6c o tre em

CHi DINH DITU TRI

- Ttrng cholesterol m6u nguy6n ph6t: Gidm cholesterol toin
phAn, gidm lipoprotein f! trgng thdp (LDL-C: Low density
lipoprotein cholesterol), giim lipoprotein t] trgng kh6ng

cao (non-HDL-C: non high density lipoprotein

cholesterol), giim apolipoprotein B, giim triglycerid, vd

dri tang lipoprotein t! trgng cao (HDL-C: High density
lipoprotein cholesterol) o bQnh nh6n c6 tdng cholesterol

m6u nguy6n ph6t (di hqp tri c6 t(nh ch6t gia ttinh vd kh6ng

c6 tinh ch6t gia tlinh) ho{c tdng lipid m6u h5n hsp.
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- Tlng cholesterol m6u d6ng hqp tu gia dinh (HoFH:

homozygous familial hypercholesterolemia): Giam

cholesterol todn ph6n vd LDL-C d bQnh nhdn c6 HoFH.

Srt dyng b6 trg cho c6c phuong ph6p didu tr! gi6m lipid
m6u kh6c.

Lmu LUqNG vA cAcH DUNc

Cdch ding:
Dtng ctudmg u6ng, nuiit cd vi€n thu6c, kh6ng n€n bd, ngfm
ho{c nhai vi€n thuiSc.

C6 thri uiSng ttru6c tru0c ho{c sau 6n, n6n uting thurSc vio mQt

th&i tli6m ntr6t ainn trong ngiy.
N6u ttang dirng colestyramin ho{c colestipol n6n uiing
ATOVZE 10/10 it ntr6t Z giO tru6c ho{c it nh6t 4 gid sau

khi dtng c6c thu6c niy.
Lilu luqng:
-Li6u khdi dAu: Li6u khoi dAu th6ng thuOrng ctia vi6n ph6i

hgp atorvastatir/ezetimib (ATOVZE) th6ng thulng le
10/10 mg/ngdy (l vi€n ATOVZE 10/10) ho{c 20110

mglngdy (*). Trong trudng hqp can giam 2 55Yo lugng
LDL-C trong m6u, li6u khdi dAu ld 40/10 mgingdy (*).

- BQnh nhdn tlng cholesterol m6u tl6ng hqp tt gia tlinh:

Li0u ATOVZE le 40/10 mg/ngdy (*) ho{c 80/10 mg/ngdy
(*).

Sau khoang 2 tuAn didu tri cAn ki6m tra lpi n6ng ttQ lipid
trong m6u ee Oi6u chinh li6u ATOYZE cho pht hqp.

Cdc it6i tuVng il(c biQt:

Ngudi cao tuiii: ti6u dtng nhu ngudi tre tutii khde m4nh.

Tri em: Chua c6 nghiCn ctlu tl6nh gi6 tlQ an toAn vd hiQu

qud cta thu6c dtng cho trd em.

Suy thd.n: BQnh nh6n suy than kh6ng cAn didu chinh li6u

ATOYZE, nhung suy th{n c6 khd n6ng tlng nguy co g|p
phdi c6c vdn tt€ bQnh co n€n phii theo d6i anh huong cria

thu6c tr6n co.

(*): S* &1ng chd phdm ATOVZE c6 hdm luqng phi hqp.

CH6NG CHi DINH

- Ngudi bQnh qu6 m6n vdi b6t cri thdnh phin ndo cta
thuiic.

- BQnh gan thri ho4t tlQng ho{c t6ng transaminase huy6t

thanh kdo dii khdng rO nguydn nhdn.

- Phg nil c6 thai hay tlang cho con bt.
- Ngudi dang st dpng acid fusidic.

- Ngu&i c6 bQnh tui m{t vi clang su dpng fenofibrat.

- Ttrng bi dau co, y6u co do sir dyng c6c thu5c tli6u tri
cholesterol hay di6u tr! triglycerid trong m6u cao.

CANH nAo vA THAN TRQNG KHI sI/DUNG

Trong qud trlnh st dyng thudc
t,- Thu6c c6 nguy co gdy ra c6c phan ung c6 hAi tl6i vdi h€

co nhu teo cq vi€m co, dic biet d6i vdi c6c bQnh nh6n c6

yiiu tii nguy co nhu bQnh nhdn cao tu6i, b€nh nhdn bi

bQnh thi6u nlng tuyiin gi6p kh6ng tlugc kii5m so6t, bQnh

nhdn bi bQnh th6n. Cln ttreo d6i ch{t chE c6c phAn ring c6

h4i trong qu6 trinh dirng thu5c.

- C6 b6o cdo v6 mQt si5 trudng hqp b! globin co niQu klch

ph6t, y6u co.

- Cdn nhic theo d6i creatin kinase (CK) trong trudng hgp:
* Trudc khi di6u tri: Xdt nghiQm CK n€n dugc ti6n

hdnh trong nhfing trulng hqp: suy giim chtlc n[ng thfn,

nhugc gi6p, tiAn sri ban th6n ho{c tiAn su gia ttinh mic
b€nh co di truydn, ti€n st b! b€nh co do su dlrng statin
ho{c fibrat trudc d6, tidn sri bgnh gan vi/ho{c ui5ng nhiAu

rugu, bQnh nh6n cao tu6i (> 70 tu6i) c6 nhting y6u t6
nguy cs bi ti6u cs v6n, khii ntrng xdy ra tuong t6c thui5c

vi mQt s5 A5i tuqng bgnh nhdn d{c biQt. Trong nh0ng
trudng hgp ndy n€n cdn nhic lgi lch/nguy co vi theo d6i
b€nh nhdn tr6n l6m sing khi tti6u tri bang statin. N6u k6t
qui x6t nghiQm CK > 5 lAn gidi hpn tr6n cta mric binh
thu&ng, kh6ng n6n bit dAu tliAu tr! bang statin.

* Trong qu6 trinh didu tri bing atorvastatin, bQnh nhdn

cAn th6ng b6o khi c6 c6c birlu hipn vA co nhu dau co,

cfmg co, ytiu co... Khi c6 c6c bi6u hiQn ndy, bQnh nhdn

cAn lam xdt nghiQm CK d6 c6 c6c biQn ph6p can thiQp

phi hqp.

- Trong thu nghiQm l6m sing cho thdy, mQt st5 bQnh nh6n

dtng thu6c teng rO rQt transaminase huytit thanh (>3 l6n

gi&i hqn blnh thu0mg). Vi vfly cAn tiiin hinh xdt nghiQm

chric ndng gan tru6c khi di6u tri vi lim lpi n6u c6 c6c

bi6u hiQn gqi f c6 tiSn thuong gan. Cdn su dung thu6c
thin trgng d ngudi bQnh u6ng nhi6u rugu vd,/ho{c c6 ti6n
su bQnh gan.

- Nguy cs cta bQnh co trong qu6 trinh di6u tri atorvastatin

s€ ting l6n khi dtrng d6ng thdi vdi, gemfibrozil, c6c thu6c
h4 cholesterol m6u nh6m fibrat kh6c, niacin li€u cao (>

lglngdy), colchicin.

- Theo d6i bQnh nhdn trong qu6 trinh ding thuiSc. N6u th6y

c6 c6c triQu chfng nhu met m6i, y6u co, n6n ngung su

dyng thu6c.

- Ch6 phdm thutic c6 chr?a t6 dugc lactose. B€nh nh6n c6

v6n aA ai truyAn hi6m gdp nhu kh6ng dung nqp galactose,

thiiSu hpt Lapp lactase ho{c k6m h6p thu glucose-

galactose kh6ng n€n dirng thui5c ndy.

Sft dqng cho phqt nt cd thai vd cho con bfi
Phu nii c6 thai

ATOYZE 10/10 chiing chi tlinh a6i vOi phq n0 c6 thai.
Cholesterol vd triglycerid c6 th6 tang trong thai kj,, c6c

thutic h4 lipid m6u khdng c6 t6c dqng trong trudng hqp

ndy, cholesterot vir c6c din chSt cria cholesterol cdn thii5t

cho sg ph6t trirSn binh thulng cta thai nhi. Tuy nhi€n

chua c6 nghiCn criu dAy di vd su dpng ATOVZE 10/10

trong thdi k) mang thai, tttr c6 b6o c6o vd di tat bAm

sinh, sdy thai khi su dgng c6c statin kh6c. Ngung su

dqng ATOVZE 10/10 ngay n6u ph6t hiQn c6 thai. Ngudi
trong tlQ tu6i sinh tle chi sri dgng ATOVZE l0/10 trong
trudng hqp kh6 thy thai ho{c sau khi tl6 dugc th6ng b6o

dAy d[ vd nguy co g6y tt$c cia thu6c d5i vdi thai nhi.
Phu nii cho con bil

Chua bii5t thu5c c6 <lugc bdi tiiSt vdo sila mg hay kh6ng,

do c6 th6 xdy ra c6c t6c dqng php c6 h4i vdi tre, ngudi
<lang cho con b6 kh6ng n€n kh6ng st dqng ATOVZE
l0/10.
Tdc ltQng cda thu6c khl hii xe vd vQn hdnh mdy mdc
D6 c6 b6o c6o v€ t6c tlQng cta thu6c hdn khi nlng l6i xe vd

vfln hdnh m6y m6c. CAn th{n trgng khi l6i xe ho{c vdn hAnh

m6y m6c nguy hiiim.

TI,oNG TAc c0a THU6C vOI CAC THUoC KHAC
vA cAc LoAr rrJoNG TAc KHAc

Cdc thuiic *c chd cytochrom P450 3A4

{
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Erythromycir/clarithromycin: Sri dpng ddng thdi vdi
erythromycin ho{c clarithromycin d6n diin tang n6ng tlQ

atorvastatin trong huy6t tuong. Bgnh nh6n ding
clarithromycin thl liAu ATOVZE kh6ng rlugc wgt qu6
20/10 mg/ngny.

Thudc *c chd protease khdng HIV vd, HCV:
* K6t hqp tipranavir + ritonavir ho{c telaprevir: Tr6nh

su dgng atorvastatin.
* K6t hqp lopinavir + ritonavir: Srl dgng thfn trgng vi

ni5u cin thiiit n€n ding li6u atorvastatin thdp nh6t.
* K6t hSp darunavir + ritonavir; fosamprenavir +

ritonavir; saquinavir + ritonavir; fosamprenavir: Dtng
khOng qud 20 mg atorvastatin/ngiy.

* Nelfinavir: Dtng khdng qu6 40 mg atorvastatin/ngiy
Itaconazol: Sri dpng ddng thdi atorvastatin li6u t& 20-40

mg vi itraconazol 200 mg, lim ting gi6 tri AUC cta
atorvastatin. Dirng itraconazol thi li6u ATOVZE kh6ng
dugc vuqt qu6 20/10 mg

Diltiazem hydroclorid: Sri dgng d6ng thdi atorvastatin 40

mg vi diltiazem240 mg,lam teng n6ng dQ cta atorvastatin
trong huylit tuong.

Cdc thuiic cdm *ng cytochrom P450 3A4

Atorvastatin tlugc chuyiln h6a bdi cytochrom P45O 3A4.

Dtng <l6ng thli atorvastatin vdi thuiSc g6y cdm fng
cytochrom P450 3A4 (vi dU: efavirenz, rifampicin,
phenytoin) c6 thi5 d6n diSn viQc gidm n6ng rlQ c0a

atorvastatin trong huy6t tuong.

Thuiic khdng acid
Thu5c kh6ng acid giim tj l9 h6p thu cria ezetimib nhmg
kh6ng dnh hudng tllin sinh khd dpng cria ezetimib.

St dpng atorvastatin tl6ng thdi vdi c6c h6n dlch kh6ng acid

c6 chrta ion magnesi vA nhdm, n6ng tlQ cta atorvastatin

trong huy6t tuong b! gidm khoang 35o/o.Tuy nhi6n t6c dpng

ginm LDL-C kh6ng thay d6i.

Cdc fibrat
Fibrat c6 th.i lam tdng sg bei ti6t cholesterol vAo mft, d5n

rt6n sdi mAt. Trong mQt nghi€n crlu ti6n l6m sing d ch6,

ezetimib ldm ttrng cholesterol trong trii m$t. Kh6ng n€n cho

b€nh nhdn st dpng d6ng thli ATOVZE l0/10 vdi fenofibrat

vl c6 th€ ting nguy co bQnh co. Khdng n€n st dyng ddng

thdi ATOVZE 10/10 v6i gemfibrozil do c6 thii ldm tang

ndng dQ ezetimib khoing 1,7 len.

Nhlta giin acid mQt

Sri dgng d6ng thdi v6i c6c nhga gin acid mdt c6 thri ldm

giAm rO rQt sinh khd dung cta atorvastatin, vl vfy thli gian

dtng hai thuSc niy phdi c6ch xa nhau.

- Colestipol: Khi dirng colestipol ctng vdi atorvastatin,

n6ng dQ cta atorvastatin trong huy6t tuong bi gi6m

khoing 25%o. Tuy nhi€n, khi dtng d6ng thli atorvastatin

vi colestipol thi t6c dung hq LDL-C teng len so vdi khi

dtng mot lo?i thu6c ri€ng r€.

- Colestyramin: Lim gidm gi6 tri AUC cta ezetimib todn

phAn (ezetimib vi ezetimib-glucuronid) khoang 55%.

Thuiic chiing d6ng mdu

Trong I nghi€n ciru tt 12 ngudi tre tu6i khde m4nh, dtng

ddng th&i vdi ezetimib l0 mg/ngdy kh6ng dnh huong tt6ng

k6 d6n sinh khi dung cta warfarin vA thdi gian

prothrombin. Nhung d6 c6 b6o c6o vC teng ti sli bintr

thudng h6a qu6c tii (/NRi lnternational Normalized Ratio)

o bQnh nhdn bi5 sung ezetimib vAo tri liQu warfarin ho{c

fluindion. Da phAn nhitng bQnh nh6n ndy ciing ding c6c
thu6c kh6c. BQnh nh&r sri dgng ATOVZE 10/10 v6i c6c
thuSc ch5ng tl6ng m6u thi c6n theo d6i thdi gian
prothrombin vd chi sti binh thulng h6a qui5c t6.

Acidfusidic
Nguy co gdy ra bQnh vd co bao g6m cd ti6u co v6n c6 th6
tdng l€n khi st dgng tl6ng thdi vdi acid fusidic. Ndng dQ

trong huyiSt tuong cta ci hai thu6c d6u t{ng.
Colchicin
Di c6 trudng hgp b6o c6o sau khi su dung phr5i hqp
atorvastatin v0i colchicin c6 th€ gdy ra c6c bQnh lf vA co.
Niacin
Sri dgng tldng thdi vdi niacin li€u cao (> lglngdy) c6 th6
tlng nguy co dnh hudng tren co xuong, n6n xem x6t giim
lidu atorvastatin.
Digoxin
Dtng d6ng thdi digoxin vdi atorvastatin c6 thri lim t6ng
n6ng dQ trong huy6t tuong cta digoxin l€n khodng 20%.
Thuiic *c ch,i vdn chuyiin
Dirng tl6ng thdi atorvastatin l0 mg vA cyclosporin 5,2 mgl
kglngdy ldm tlng rtAng k6 gi6 tr! AUC cta atorvastatin. Do
tt6 cdn tr6nh ph6i hg,p hai thu6c tr€n l6m sdng.

Thutic trdnh thai dudng uiing
Dtng tl6ng thdi vdi thu6c ngta thai dulng u6ng c6 chria
norethindron vd ethinyl estradiol ldm tlng gi6 tri AUC c0a
norethindron vd ethinyl estradiol khodng 30o/o yd 20%. Ndn
c6n nhic v6 sp tdng ndy kti chgn lpa thu6c tr6nh thai <ludng
uiing cho phy nft tlang st dpng thui5c c6 chria atorvastatin.
Nuhc dp budi
Nudc budi c6 chria mQt ho{c nhidu thAnh ph6n ric chti
cytochrom P450 3A4 vi c6 thii ldm tdng n6ng dQ

atorvastatin trong huy6t tuong, tl{c biQt o nhfing ngudi
nudc 6p buoi qu6 mrlc (> l,2lit/ngiry).
Ruqu
Ngudi uiing rugu hdng ngdy khi tlang sri dung A
10/10 c6 th6 tang nguy co g{p phei c6c v6n Od ti6n

bQnh gan.

TAC D9NG KH6NG MONG MU6N

o

-
*quan
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Ed d6nh gi6 tinh an todn khi kiit hgp ezetimib vd
atorvastatin s hon 2.400 bQnh nh6n trongT thri nghiQm l6m

sing. Nhin chung ezetimib vd atorvastatin dugc dung nqp

t6t.
Thuong gfip, ADR> I/100
HQ ti6u h6a: ia chiy, t6o b6n, tliy hoi, tlau byng vi bq)n
n6n, g{p d khoang 5% bQnh nhdn. \
Than kinh trung uong: Dau dAu $-gyo, ch6ng m{t (3-5%[
nhln md (l-2o/o),m6t ngt, suy nhugc. ,
niSi loqn chuyiSn h6a vi dinh du0ng: T[ng kali m6u .{
ThAn kinh - covi xusng: Dau co, tlau khdp, yCu co /
Gan: C6c k6t qud tht nghiQm chrlc nlng gan ttrng hqn 3 lAn

gi6i hAn tr6n cia binh thudng, d 2o/o nsubi bQnh, nhung
ptrln lOn ld kh6ng c6 triQu chrlng vt trdi ptryc khi ngung
thu6c.
Nhi6m trtng vA kf sinh trtng: Vi€m ph6 quin, vi6m xoang.

h gfip, t/1000 <ADR< t/t00
ThAn kinh - co vi xusng: B€nh co k6t trqp y6u co vi tf,ng
him lugng creatin phosphokinase huy6t tuong.

Da: Ban da.

H6 h6p: Vi€m mfri, vi6m xoang, vi6m hgng, ho, kh6 thd.

Nhi6m trung vd ky sinh trirng: Crim.

ROi loan tdm thAn: TrAm cim, m6t ngt.

Y
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Riii loan he than kinh: Ch6ng m{t, nhtc dAu, lop vi gi6c, di

cdm.

Tim m4ch: Nhip xoang nhanh.

Hidm g{p, ADR < l/t000
Thin kinh trung usng: Gidm tr{ nh6, hay qu6n, mdt trl nhd,

It lan, hdiphyc khi ngung thul5c.

ThAn kinh - co vi xusng: Vi€m co, ti6u co v6n, d5n tl6n suy

thfln c6p thri phdt do myoglobin niQu.

NQi tiiSt: Tdng HbA1" vi ndng dQ glucose huyiSt thanh hc
d6i. C6 teng nguy co ph6t triiln ddi th6o du&ng.

Cdc bdo cdo vi tdc dyng phlt khdc:
M6u vi hQ b4ch truy6t r5i loan: Gidm ti€u cAu.

He thAn kinh: B€nh l), thAh kinh ngofi bi€n.

Ri5i loqn ti€u h6a: Vi6m tgy.
Da vi mO dudi da: Pht m4ch, ph6t ban b6ng nudc, h6ng

ban da dang, hQi chtlng Stevens-Johnson vi ho{ tu biiiu bi,
nili ma day.

R5i toen hQ thSng mi6n dich: S6c phan vQ, phdn rlng qu6

m6n.

Rtii loan gan m{t: Vi€m gan, s6i mflt, vi6m tui mft, suy gan.

Hucrng din c6ch xri trl ADR
- Vi6m tpy: Ngtmg dtng thu5c.
- Cdc thay aOi ndng d0 enzym gan trong huyi5t thanh thulng

xdy ra o nhilng th6ng tliu didu tri bing statin. Ngudi bQnh

nAo c6 ndng itQ transaminase huy6t thanh cao phii theo d6i
xdt nghiQm chric ntrng gan l6n thf hai tl6 x6c nhfln k6t quA

vi theo d6i didu tri cho tdi khi c6c b6t thuong tro v6 binh
thutmg. N6u ndng dQ transaminase huyi5t thanh AST hoic
ALT (GOT hodc GP7) dai deng l6n qu6 3 l6n gi6i hqn trdn

cta binh thudmg thi phdi ngmg didu h! beng statin.
- PhAi khuy€n ngudi bQnh ding statin b6o c6o ngay b6t k!

bi€u hiQn nio nhu dau co kh6ng rO lf do, nhqy cdm tlau vd

y6u co, d{c biQt niiu kEm theo kh6 chiu ho{c s6t. pnai

ngrrng liQu ph6p statin n6u n6ng dO CPK tdng 16 r$t, cao

hon l0 Dn gioi h4n tr6n cria binh thulng vd n6u chAn dorin

ho{c nghi ngd l} bQnh co.

euA LrEU vA cAcu xtlrni
- Chua c6 c6ch xt tri dflc hi€u khi b! qu6 li6u ATOVZE

l0i 10, hong trulng hq,p qu6 liAu b$nh nhdn n€n <luo. c h6

trg <li6u tri triQu chfng. BQnh nh6n c6 diu hi$u qu6 li6u
n€n ttugc theo d6i creatinin huy6t thanh, ure nitrogen
trong m6u, myoglobin nudc ti6u vi ldm c6c x6t nghiQm

tl6nh gi6 chric nlng gan.

- MOt sii nghiOn crlu ldm sdng tlugc thgc hiQn o 15 ngudi
kh6e m4nh sri dpng ezetimib vdi li€u 50 mg/ngdy k6o

ddi 14 ngdy vd mQt nghiOn cfu kh6c thgc hiQn o l8 benh

nh6n cholesterol m6u cao v6i liriu ezetimib 40 mglngiy
k6o dii 56 ngiy. K6t qud cho th6y ezetimib dung nqp

t5t.
- Trong tru&ng hqp qu6 lidu atorvastatin c6 thii su dgng

than ho4t tinh trong vdng I gid khi xdy ra qu6li6u. BQnh

nh6n kh6ng hoin toin tinh t6o c6 thti ding than ho4t

tinh thdng qua iSng x6ng bing tlulng m[i. Ngudi bi ti6u
co v6n n6n dtrng mu5i 0,9% <ti! duy tri luong nudc tiiSu

tt 2-3 mllkg/gid. Thuiic lqi tieu cfrng c6 thi! dugc su

dUng n6u cAn aC duy tri lugng nudc ti6u. Do atorvastatin

li6n kiSt mqnh v6i protein huyiit tuong ndn thAm tdch

m6u kh6ng c6 hiQu qud.

Tp. H6 Chi Minh, ndrn2}/ I
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