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L'o'rtu'o'Nc oiN su'ottNc ruuoc

R.r Thuiic hin theo iloLt

l"iAn ndn bao phin Stuzcmid l0/10

TIIT\NII PIIiN
- Sinrvastntin.. 10,0 nrg
- Ezctinrib ..... 10.0 rng
- Tidtrocvtrudir . ................. I vi0n
(l,uctosc. rnotrolrytlrot, pregelatiniied stotclt, brrtl'l
It1,drox.,-onisole, ucid citric ntonoh);drote , acid u.rcorbic',

po I yxt r ba I t E 0, t t r i t, t'o c r1'5 1a I I i n c ce / I r r I tt :; e I 0 2, n r a grt es i
stcarol, colloidul silicon dioxide, h;ytrotnc!lose 606,
pol.y,etIrvlene RI'nI 0(){)(), Iitrrtt cliotictc, IoIc, IorIrozitttt
loltc)

Dr\NG I],\() (lll0: Vi0rr ndrr lrao phirn

Drr'o-c r,tlc ilQ('
()rr ch6 tric tlrpg
ViAn kit ltglt czetirttib'+ sittn,usttttitt

Clrolcstcrtrl lrorr.rs huy6t trlrng cri ngutin -u6c rir srr hill thu
clLrong rrrQt vii l0rru hgp rrQi sinh. ViOn kOt hop cz-ctirrrib'f
sinrvastalin ch[ra czetinritr vir sinrvaslatirr, lri hai hqp clrit
ha lipicl nrtiLr vdi co ch6 bO sun-q, larc tl6ng lirr nhlu. Vien
ket h.-p czctirnib. -.- sir:rvaslatirr liinr giiru taurg cao

cholcstcrol torin plriin, choleslcrol lipoprotein ty trgng thip
(LDL-C), apolipoprotein B (Apo B), triglyccride ('lC) vai

cholcstcrol phi lipoprotcin ty trorrg cao (non-l'lDL-C) vi
Iiirn tirng cholcstcrol Iipoprotein ty trgng cao (HDL-C)
thOng qua sp irc clr€ kep quil trinh lriip !.hu vi\ tOng hop
clrolcstcrol.

Erctinih
Ilzetinrib la\nr giaur clmlcstcrol lrong rndu bang cticlr frc ch6

srr hip thu cholcstcrol cira ru0t non..Mpc ti€u phiin tti dich
cira ezetinrib dii c1uo.c chimg nrinh lri clo chit vin chuyert

stcrol, Nicrrrrnn-l'}ick C-L.ike I (Nl'ClLl), dri lhanr gia vt\o

su hdp thu cludng ru6t cta cholestsrol vi plrytostcrol.'lrong
rnQt nghiOn c[ru lirn si\ng 2 tuin tren l8 Lr':nh nhiin tturg

cholcsicrol miru, czctinrib cld (rc ch6 hip thrr cholcsterol cira

ruQt <t,in 54% so r,(ri git drrgc. Iizctirnib kh6ng c(t anh

hrrdng c6 j nghia l6nr sirng derr ndng d0 htty€t ltrong cta
circ vitanrin tan trong chtt beo A, D, vti E vi kh6ng ldm stry

giiiur tuy6n thugng thiin sin xu5t hornione stcroid.

Dzetimib khu tr(r tai biiu m0 trhung ntao cira ruQt non vii irc

ch6 sp hAp thu cltolesterol, din cltln gidnr cung c6p

cholestcrol tt ru$t cho gan. Didu ndy lirn gidm tich tr[
cholcsterol d gan vi tlng thanh thii cholesterol trong mdu,

co ch6 riOng bi$t ndy b6 sung tric dpng cho ciic statin.

Sitrrvoslrtlitt

Simvastatin ln mQt tiAn ch6t vd b! thiy phin sau khi uring

<16 cho da,ng c6 hoat tinh B-hydroxy acid Id acid

simvastatin. Simvastatin li chdt ric ch€ cgnh tranh voi men

3-hydroxy-3-mettryt glutaryl-coenzynr A (l-lMG'CoA). 1d

men x6c tdc chuydn HMG-CoA thdnh nrevalonate, mQt tien

ch6t trong qud trinh t6ng hqp cholesterol. ,Ngodi ra,

sirnvastatin lirn gidnr lipoprotein ti trgng rat thAp ryLDL)
vA TG vd lim tdng cholesterol lipoprotein ti trQng cao

(HDL-C).

Du'g'c Iuc hoc

Nghi6n criu lim sr\ug di ch(rn-g nrinh rin-s rrr[rc ctO tzing
cholesterol todrr phAn. LDL-C vA Apo B (thdnh phiir
protein chinh cia LDL) th0c diy xrr- vua dOrr-u mach d
nguo-i. Ngoii ra, ndng dO llDL-C gidnr c6 liOn qirn ddn str
phit tri6n cira xo vfa dQng rnach. Ciic nglri€n c(ru diclr t6
hqc di chun-e nrinh ring t! le ntic bQnh tinr nraclt vi tir
vong bi€n ddi tluc ti0p thco rn(rc rJ6 cira cholcstcrol toi\rr
phAn vd LDL-C vi ti lQ nghich v<ji nruc c10 HDL-C. Cidns
nhu LDI-. lipoprolein giiu chit bio trung tinh.chfra nhiiLr
clrolcslcrol, bao g6nr lipoprotcin ti trAng rdt thip (Vl,Dt.;.
lipoprotein l)', treng lrung hinh (lDL,) vi phdn con lai. cring
c6 thd thuc <li-','.rtr vril dorrg nraclr.'l'ic clurr-u tl0c l1p ri
ting lll)1,-C hoirc giinr TC cla)i v(ri ngu),co rrric benlr
Ittaclr vi\rrlr. benlr tirrr rnach vir tti vorrg olrtrtrclutrc xtic clinh.

r)ui)c r)QN(; rrQC
,, i
I(Ct qtrii cira n:Qt nghien c(ru luong dtroug sirrh hoc ri rr.slr(ii
khtic rnarrh clir ch(rng rnirrlr riutg liiu ke{t hop cir <linh
(czctirnitrisinrvas(atin) tir l() rngi l0 rng cldn 10 rne./ ll0 rln
ct'ra viOn kCt hop c6 luong tlrrtrng sinh ltoc khi clirng chung
vdi cirng li0u trro'ng inrg cta cic vi0n rieng ld czctirnitr vi
sin)vastati n.

llip lhu

Ezetimib

Sau khi u6ng., ez-etimib clugc h.tip thu vi liCrr ht'rp nhiOu v(ri
glucuronicl dC cho nr6t hirp chiit phcriolic c6 hoirt lirrlr ducrc
lf (czct imib-glucr.rronid).

Simvosttttirt

Cic B-hyclroxyacid trong lre tuirr.hot\rr l(rrr sirri nla)t lrLiu

udnq sinrvastatin clii clugc tirn llriy drr(vi 59,1 li0u durrg. pirir
hgp vrii sp chuy0n ho6 ldn cliu miurh d gan.

Aulr huii'rrg ciia thu'c phiur trGn hiip tlru rIu0'ng u6ng

l'):etinib

Dtrng tlrueic r16ng thoi v6i thuc,phim (circ bira,iin clrtia
nhi0u chdt bco hoirc khdng c6 ctrit b6o) kheing thi:ry c6 inh
huorrg tr0n nrrlrc dQ hip tlru cira ezctintib khi cltrng lidu l0
nrg. Ciir tri C,,,o* ctia ezctirnib dri t?ing 38% khi ruirc ti0u thu
cfc bt-ra dn c6 nhiOu chit bio.

Sintvastalin

Li0n quan d6n tinh trang u6ng thu6c khi cloi, h6 ss vti n6ng

dQ trong huy6t tuong dr ci dqrng c6 hoirt tinh vti toan phin
cia thu5c irc ch6 men khri HMC-CoA kh6ng bi dnh htrcnrg

khi simvastatin dugc uiing ngay khi An it ch6t bic,

PhAn bii

Ezetinib

Ezetimib vd ezetirnib-glucuronid dugc gin k6t nhidu 1>

90%) v|i protein huyet tuong ctia ngu&i.

Simvasla!itt

Cd hai chit simvastatin vd dhn ch6t chuy6n tr6a B-

hydroxyacid gin ktit nhi€u (khodng 95%) vii protein huy6t

tuong c0a ngudi. Khi cho chuOt c6ng dirng sinrvastatin
d6nh d6u ph6ng x4, ddn ch6t ph6ng x4 cfra sirnvastatin di
vugt qua dugc hAng riro miiu nio.
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Chu1,6n h6a vri brii ti6t

Ezelinib

Ezetinrib chir f iiu tlugc chuy6n h6a d rufrt non vdr gan clua

li6n hgp glucuronid vi ti0p theo li thdi trir qua nrdt vd th3n.

Trao d6i chit oxy h6a tdi thi0u di quan sit thdy trong tat cA

cdc loii duec diinh -eiri. O ngudi, ezctirnib nhanh clr6rrg

chuy0n hria thinh ezetimib-glucurorrid.

Dzctinrih,vi ezetinrib-glucuronid lir hop chdt chri y6u c6

ngu6n gdc tir thu6c duqrc phdt hi€n ,tron-u. huy'61 tuong.
clriOrn khodng l0-20% vi 80-909i, t0rrg sd thu6c lrong
huydt tr,rong. tucrng (rrrg. Cri lrai chit ezetinrib vd czctinrib-
glucuronicl dtrgc loai bir khoi huytit tuong vrli thcri gian bdn

thii khoar.rg 22 gid clro ca ezctinrib vd czetirnib-glucuronid.
IId st'r thO hiOn nhi0Lr <linh n6ng dQ hu1,6t tuong-thoi gian
cho tlri.y ri ru(rt ct'r sg thi hip thu.

lrau khi clro cic cl6i trrlrng ngrrtri l(rn udng r'1C-ezctirnib (20

nr1;) ltrong ezcrinrib loin phrin (czctinrib 1- ezctirnib-
glucurorricl) chi€nr khoiing 93% t0ng hont dd ph(rng xa

lrong hu1'dt tutrrrg. Sar.r a8 gitr, kh6ng phdt hi0n nrfrc cl6

i.lrting xa'trons hu1,6t tuong. Khoang '78Yo vir llTo nruc
phrirrt xu <lii tr(rng dulrc tirn thiiy trong phdn vA ntrtic tiOu,

tir(rrq (rns, tron-e khoiing thdi gian l0 ngiry thLr thdp.

[:;:ctinrib lri thr\nh phlirr chinh c6 trong phdn vir chiCnr 69%
liCu ding drrgc. trong khi ezetinrib-glucuronid lr\ thAnh
plrirr clru y'uu trong rttr6c tiCu vi\ chi0rn 99, liCu dtrng.

Sinvaslutirt

Sirnvzstatin ld nr6t lactone nOn clO bi thty plrdn trong co th0

cld cho p-lrydroxy acid, rnOt chAt irc chd nranh ttrong inrg
cua rnert khdr l-lMC-CoA. Su irc ch6 nren khri HMC-CoA ld
co so clo niQt.:iit nghiQnr trong nghiEn c(ru duoc dQng hgc
ciic chrit chuyen h6a B-hydroxy acid ((rc chd c6.hoat tinh)
vii tidp sau tlrtry phin ccr bin, ho1t tinh frc ohO c-ua chdt
chuyOn hoA. ph6i cQng vt gia ttrng tc chd ti€nt 6n (t6ng s6

chdt (rc ch€) trong huydt tuong sau khi,u6ng simvastatin.
Caic chiit chuy6n h6a,c6 hoat tinh chrj vdu cta sirnvastatin
hiOn dien lrong huyet trrong ngudi ld B-hydroxyacid c[ra
sinrvastatin vir cia cdc ddn chit 6'-hydroxy, 6'-
hydroxymcthyl vii 6'-exonrethylcn.

Sau nrQt liOu u6ng simvastatin c6.g6n r{C cho d6i ttrqng
nanr, c6.l37o liOu dirng drrgc br\i tie t vdo nLr6c ti0u vtr 60%
vio phAn. Ndng dQ trong huyet tuong c[ra t0ng s6 ph6ng xa
(sinrvastatin + chdt chuy6n h6a gin 'oC) dat dinh sau 4 gid
vd giam nhturh xu0ng cdn khorurg l 0% mtc dinh sau 12 gio.

Du'qc dQng hgc ft nh6m bQnh nhin iliic bi0t

l){uh nhAn ldo khou

Ezetimib

Trong.mgt-nghiOn cuu.nhiOu li6u 
^vdi .liAu u6ng l0 mg

ezetirnib mdi ngdy mQt lan trong l0 ngdy, ndng dQ huy6t
tuong cta t6ng ezetimib cao khod,ng 2 ldn o ngu-oi l6n tu6i
(z 65 tu6i) khde manh so v6i ngudi tre tuoi;

Simvastatin

Trong i nghi€n crlru tr€n 16 bQnh nhdn lon tu6i c6 dO tui5i
giria 70 vd 78, dtng liiu simvastatin 40 mglngdy, m[rc d0
huv6t tuong trung binh c0a ho4t tinh tc ch6 men I{MG-
CoA tang khoe,ng 45% so vdi I 8 bQnh nhdn t& I 8-30 ru6i.

B(nh nhiin nhi khoa

An todn.vdr higu qud cta simvastatin d6i vdi tre em chua
dugc thi€t lip

Gi6itinh
Ezetinib

Trong nghi6n ciru da. liOu voi ezetimib, l0 nrg nr6i ngiry nr6t
ldn trong l0 ngiry, n6ng dQ trong huyOt ttrong cira ezetinrib
t6ng c6 giii tri cao hon niQt ch0t (< 20%) o phu nir so v6i
nam gidi.

Chiing tQc

Ezctin ib

Drra tr0n m6t phan tfch t6n-q hop ciic nghi0n ciru ciuoc clOng

hgc cla li0u, khdng thAy c6 sg khiic biet ve dugc dQng hoc
giira cic c16i tuo. ng da dsn vii da trdng. Nghi0n criu tr0n ciic
c[0i tuqrng chdu A cho thliy dtroc dQng hoc cira czetinrib
cting ttrr.r-ng trr nhtr d rrhirng rrgutli cla tring.

.Su1' g.tn

Lizetinrib

Sau rn6t lidu l0 rng czetinritr cluy nhit. phoi nlriirn tlung
birrh (drra tr0n tliC'n ticlr cirrii dtrirng corrg. AUC) voi tOng

ezctirnib ltrng xdp xi gip 1,7 l6n.ti nhring benh nhin stry
gan nhc (chi sir Child-l)ugh 5 d0n 6) so vtii ngudi khde
rnanh. Cdc giti tri n UC trung binh ciru t6ng czetirnib dti gia
tling klroiing 3-4 lirr vri 5-6 lAn, ttrong ring. d nh&ng b0nh
nhin suv gan rnirc <lQ vira (clri stl Child-Pugh 7 cl5n 9) hoirc
suy gan.nnng (chi s6 Clrild-Pueh l0 dOn l5). MQt nghi0n
cfru nhi6r"r li6u (10 nrg hing ngiry) trong l4 ngtly d nhiing
benh nhin.bi suy gan vira, cdc gid tri AUe trung binh cLra

ezetirnib tr)ng vi ezetinrib cld tilng khoring 4 ldn so v6i cdc
d6i tuqng khoc nranh.

Suy tlriin

Ezetintib

Sau khi rnQt litiu I0 nrgczctirnib cluy nhlt cho benh nhdrr bi
benlr suy thdn niurg (n = 8, clQ thanh thdi crcatininc trung
binlr < 30. ntl/plttt/1,13,n2;, gi6 tri trung binh AUC cira
ezclinrib t6ng Vd ezetirnib tiug khoring l,i liirr so vtii nguoi
khde nianh (n = 9).

Sintvoslolin

Cic nghiOn ciru clrrgc d6ng lu,rc vtii mQt statin kh6c ccr

ihrong thAi trtr chlnh trrong tlr nhtr cira simvastatin di'i cho
rilng vdi rn(rc clQ lieu cao hon c6 thO cld clqt phoi nhidnr toiin
thdn d nhtng bCnh nlrdn suy thfln niurg (tinh thco d6 thanh
thii creatinin).

crri DINU DrErlTRt
Di0u tri v6i tlru6c ldrn thay cl6i lipicl rntiu chi n€n duoc coi
ld mQt phan cira sy can thiQp vAo nhi6u ytiu t6 nguy cu d
nguoi c6 nguy co ting ddng k6 b€nh xs vira rnpch m6u
dQng mach do tang cholesterol mriu. Didu tri bine thuOc
dugc chi djnh nhu thu6c.h6 trg cho ch6 dQ tln u6ng ,Oi ,Et
cht! d6 rn u6ng h4n chti ch6t bdo bdo hoa vd ciolesrerol
cfrng cdc biQn ph6p khdc khi sri dpng mgt nrinh ld kh6ng dri
ddp &ng.

Vi€n ndn bao phirn Stazcmid l0/10 ld vi€n ndn bao phirn
ktit hqp lieu c6 dlnh gdm l0 mg ezetimib r td mg
simvastatin

Didu tr! ttrng m0 mriu nguyGn phdt
Stnzcmid 10/10 dugc chi dinh dti giirn cholesterol todn
phdn, cholesterol Iipoprotein tli trgng thdp (LDL-C),
apolipoprotein B (Apo B), triglycerid (TG) vd cholesterol
phi lipoprotein t/ trgng cao (kh6ng HDL-C) vA lArn ttrng
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clrolesterol lipoprotein ty trAng cao (liDI--C) cv bQnh nhin
tang lipid nrdu nguy6n phat hodc h6n hep (di hg-p tt c6 tinh
chit gia dinh hoflc khorrg).

Il4n ch6 sri'tlung

Chua th6,v c6 gia ting lqi ich cta vi€n k6t hop ezetirnib +
sinrvastatin tr€n t_i' lq milc benh tim nrach vA tr'r vong vi tt
d6 thi6t lap an toi\rr vd hi€u qud cho sirnvastatin. Vi€n k6t
hqrp ezetirnib + sirnvastatin chua duqrc nghi6n ctru tr€n
chftng loirn tdng Iipid huvOt theo phdn loai Fredricksorr
l,oai I, III, IV vi V.

LIDtJ LI].O. NG \'A C.(CII DTINC

Tlrrtic trril' chi littg lheo sr kA ilu'rt cfia bic si
(irich d i ng

Dtng cltrong ue,ng. tJdng vio bu6i t6i cirng hoic klrerng.

ctrrrg vdi lh(rc irn. Nrrtit tr(rrr viCrr, klr6ng nhai, hiry nglrierr

rxlt. Li0u 1;lrrii tlo tlrirv thr-r0c diCu chinh cho.pht hop tirng
trrr0rrg hop. vi higu qui vri dung nap tha;'c1fri tty tirrtg
nguli bOnh

'l,idu lu'r1'ng

- Khu-v6n crio liCrr ilirrlr chuin

Phanr vi lid:u lurr'ng viOn kOt lrqrp czctirrrib 1siruvastatin tu
l0llOnrg/ngriy dOn l0/80 nrg/ngiiy. I-.i6Lr kh<ii ddu thOng

thudng drroc d6. nghi li l0/10 nrg/ngdy hoic l0/20
rrrg/ngay. Vi0rr ket lr.-p czetirnitr.+ sitttvastatin tt0rt dtroc
dirng m6i ngdy nrdt lin vio bu6i t6i, c6 hoitc kh6ng c6 thitc
atr.

I(hiri diu cli0u tri voi liiju k6t hqp czetinrib * sinrvastatin
l0/lOnrg/ngriy c6 thd duqc xcnr xdt cho bQnh nlrdn cAn

girirn itlnhg I-DL-C. BQnh nltin cAn gidnr LDL-C nhidu hun
(> 55%) c6 the duoc khd"i ddu v6i li0u kOt ltgp ezetirnib.+
sinrvastatin l()/40 nrg/ ngi\1,. Sau khi btlt ddLr hodc cliuin
lidl vien k6t hqrp ezctirnib * sirlvastat;n, n6ng dQ lipicl c6

th6 dugc xenrxdt sau hcm 2 tuin vi dieu chinh li€u ltrgng,
n6u cAn thi6t.

- llQnh nhiin suy g,rn

K116ng ciin thi6t phrii didu chinh lidu luo-ng <i b6nh nhiin suy
gan nlte.

- Binh nlriin su1'thin

Klr0ng cin thi6t phrii clidu ctrinh lidu lugng ti bQnh nhiin suy

thln nhc hotrc trung binlt.
'l'uy nhi6n, OOi vOi Uentr nhdn suy lh4n nr1ng, vi6n k6t hqp

ezetimib + simvastatin khOng nOn su dung trt khi b€nh

nh0n di dung nep di€u tri vdi sirnvastatin.d lidu 5 nrg lro{c
cao hon. Can tnan tr<2ng khi dtng vi€n k6t hqp ezetimib +

simvastatin cho nhfing bQnh nhdn nd1'vd khi dtng cdn clugc

theo d0i ldnr sdng ch4t che.

- llQnh nhin llo khoa

Khdng ciin thi6t phai diiu chinh lidu luqng d nhirng bQnh

nhdn l6n tuOi.

- Ding chung v6'i thu6c kh6c

Thudc hdp thu acid nfit
N€n su dung vi0n ktit trqp ezetimib t simvastatin ho{c > 2

gid truirc hoac > 4 gid sau khi dirng thu6c h6p thu acid rndt'

' dtng cvclosporin hoic danazol. ViOn ktit ho. p ezetirlib'+
sinrvastatin kh6ng n€n dtng trir phi bdnli nhin dd dung nap
di6u tri v6i sirnvastatin tr liOu 5rng hoac cao hon. Liiu viin
kOt ho. p ezetinrib + sinrvastatin klr6ng duoc vuot qud l0/10
mg/ngdy.

Ve rapo ni l, Diit iaTenr, Dro n erlt ro n

O bQnh nhdn dirng Veraparnil, Diltiazeru, Droneclaron cl6n,g

thoi voi vidn k0t lrgp ezetinrib * sirnvastatin. li€u vi6n k6t
hqp khdng rltroc vugt qud l0/10 rng/ngiiy.

Ch6rrg clri dinh ph6i hop clc. thu6c niiy voi hirn ltLo-ng

sinrvastatin > 20 nrg/ngdy.

A rtt i odn ro n, A ttr I otlipi tr, lla n o I tzi tr

O benh nhdrr rhhg Arlioclarrn. Arnloclipiu. Ranoliv.in cl6ng
thiri voi vi6n k6t hqrp ezetirnib -t- sinrylstatin, lidu k6t hop
czctinlib I sirtrva-statirl klr6rlg i{Lrtrc vLlol qtrti l0/20 nr-e/ngir),.

Diitt tri ttitrg tlti'i vii thuic lru liltirl miu khic
Srr an torin vd hi€u qr'ii .ua vi0n kOt ho-p czctinrib -r

sirlvastatin khi cltng chung voi cic flbrate chtra cltrrrc thiet
lip. Vi vr'iy, ndn triurlr su kit hrrp vierr k6t ho-p ezetinritr +
simvastatin vui Ilbratc.

D.i thiy cri.giu tiing nguv co bOnh ctr khi sirnvir-stalirr (lrroc

su.dun_q clOng thoi vdi llbratc (rlic biQt Iz\ gcrrrlibrczil).
Di0tr tri liOt lrop vo..i gernfibrozil nerr trhnh vi c6 su gir tilrrg
phoi nhidru sinlvilstatin khi s[r rlrrrrs tlt'rrrg thoi:

crroNG cili D!Nrr
- Qud rnin cirn vo-i Udt ty ttrentr phAn cira thu6c niry.

- B0nh gan ti5n tri6n holc tl'utg rncn gall cao clai clirrg
kh6ng gini thich clrro-o.

- Ch6rrg chi clinh cho phu nir clarrg nrang thai hoirc co the cri
thai.

- Ch6ng chi clinlr trtrting hq4r cho con [r[r.

- Ch6ng chi dinh clirng ph6i hqp r,6i cdc tlru6c irc che C:Yl'
3A4 rniurlr hay llr[Lc irn liun tiing nguy co Lr6r-rh co/tiCu co viin
(xern'firorrg tac thu6c)

cANu BAo vA rrr{N-r'rroNc Knr sii'r)t,NG
-'l'ucrng tlr,nhtr thudc nh6nr statin, tlutic khi.birt dAu cliiu tri
vdi vien ket ha'p czetirnib a sinrvastatin, cdn phdi loai trir
ciic ngrry0n nhin giy tiing,clrolcstcrol nrtiu (thi dU dii th6o

dudng kdnr ki0rn soiit, thiOu nting giirp, hQi chirng thdn hu.,

r6i loan protein nriiu, bQnh gan.titc rn0t. do dtrng mQt s0
thu6c khdc, nghien rugu) vi cin clinh lrrorg cholcsterol
toirn phAn, cholesterol LDL, cholesterol IIDL vd

triglycerid. Phii ti6n hinh dinh luqng lipid dinh k!, vdi
khodng cdch khdng du0i 4 tuin, vd didu chinh lidu luglg
theo ddp ring cta ngudi bQnh vdi thu6c. Muc ti€u di6u tr! la
gidm cholesterol LDL vi vgy ptrdi s& dqng n6ng d0
cholesterol LDL dC bat cldu di€u tri vi d6nh gi6 ddp irng
didu tri. Chi khi kh6ng xdt nghiQm.dugc cholestrol LDL,
moi su dpng cholesterol todn ph6n de theo ddi di€u tri.
- Trong c6c th[r,nghiQm ldrn.sAng, nrQt sr) it ngudi b6nh
trudng thinh udng. statin thdy tlng rO rQt transanrinase
huy€t thanh (> 3 ldn gi6i h4n binh.thudng). Khi ngirng
thu6c d nhfing ngudi bQnh ndy, n6ng dfl transaminase
thucrng h4 ttr tir tro v0 mtc trudc di6u tri. MQt vdi ngudi
trong s6 ngudi bQnh ndy trudc khi didu tri vdi statin dd c6

nlrfing k€t qud x6t nghiQnr ch&c nang gan.b6t ,thudng
vi.4rodc udng nhi€u rugu. Vi vfy bQnh nhdn cdn ti6n hdnh
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Cyclosporin h olic Do nozol

Cin thdn trgng khi bit dAu sir dpng vi6n k,it hqp
simvastatin trong c6c ph6c d6 c6 cyclosporin. O

ezetimib +
b€nh nhdn
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cic s6t nglriQrn.enzlnl gart trtrdc khi bit diu c1i0u rr1 bing
statin (ke cd chd phArn phrii hqp c6 ch(ra statin nlttr vi€n kdt

hgpr ezetinrib +,simvastatin) vd trong trudng hop chi dinh

ldrn sirng 1'0u cAu xdt nghiOnr sau d6. Cdn su dtrng lhu6c
tlqr trgrrg d ngtroi bQnh u6ng rthi6u rtro.u vir/hoac co titjn sir

bQnh gzut.

- LiQir ph6p statin (c6 trong vi€n k6t. hqlp ezetirlib +
siurvastatin) phdi t4nr ngtng hoiic thdi htln o bdt c(r ngudi
b6rrh niro c6 biOu hiQn bi bQnh co cap vir ning hoirc c6 ydtr

t6 nguy co.de bi su.v tlrin cdp do ti6u 
:o, 

r1,,,, lli ,lu :l]*
nlri6nr khuin ciip ni'rng. ha huy'0t ip. phdu thuat val chatn

thuorrg l(rn, bdt thudng v0 chuydn hoa, nQi ti6t,.diQn giii
hoirc co giit kh6ng ki6rn soit dtrgc, Chi dtrng ch6 phirn c6

chua statin clro plilr nB o d0 ttr6i sinh dc khi lrq chirc chiur

kh6ng rnang thai vi clti trong trrrdl)€l htrlt.tirng cholcsterol

nr/ur r-it cao rni khOrrg tlaip (rng v(ri c6c thtr6c khhc.

- Dirng cl6ng tlriri stutin (ki cri clri plrirn ph6i Irtrp chira

strtin) v(ri 1dc thu0c stu: gctnJibrozil, citc. thu6c ha

clrolcsterol nriu nlttirtt frbrut kliirc, rrlacirr lidu cao (>
lgArgny), colchicin)iul tiing nguy co l6n thtrong co.

- Sri rlurrg cic thu6c hLr lipitl rtrittr nlrortt statirr (k0 ci ch0

phirn ph6i hpp chtra slatirr) vtii cdc thudc di0u tri lllV vi
vi0nr gan sieu vi C (llCV) vi c6 thO lirrn tarng nguy co gny

tiln lhuinrg co. nghiOrn trorrg nh6t li\ ti6u co vdrr, thirn htr

cliin c16n suy lhdrr vd co ttri giy tti vong.
- Sirnvastatin sir dung ctrng vrii nt0t chet irc chO rncn CYP

lA4 c6 thO linr tang ngu)' co b6nlr cu vi tietr co v/in.

Kh6ng clrrgc clirrrg sinrva.statin ph6i hgp vtii cdc thtr6c rlrc

ctr6 CVp 3A4 mqnh. (xenr 1\rong t6c thu6c).
- 'l-riinh dtng lugng lcin ntroc btroi cp (Grapefruit juicc) (>

I litlngdy) khi.sr'r dung chti phinr cri chfa sirnvastatin (xcnr
'ftrLrng tirc thu6c)-
- CAn han ch6 Iieu,dirng c[ra sinrvastatin khi srir dr,urg ph6i

lrqp v(ri rrQt s6 thuOt trhtr verapanril, diltiazcrn,

dronedaron; tutriodaron, anrlodipirr. rturolazitr (xem Li0u cling,
. 1.' I rroilg tac tlluoc).

- CAn nhic lheo clOi crealin kinasc (CK) trong trur)ng hop:

+ l'ruoc khi cliOu tri: Xct nghiQnr CK nOn iluqc ti5n hirnh

trong ciic trudng hgp: suy gidrn ch0c nlng,tltfln,.nhtrgc
giip, tien sir bm thdn hoi\c tien sti gia dinh milc be^nlr co di

truyCn, ti6rr. st bi benh cs do sir dpng statin holc fibrat
trrroc d6, ti0Lr sir bQnh gan vVhoiic u(rrrg nhi€u rugu, bQnlr

nhdn cao tu6i (> 70 tu6i; c6 nhinrg y6u t6 nguy co bi tiOu

co v6n, klrd nhrg.xdy ra tuong t6c thu6c vi n10t s0 doi

tugng b6nh nhiin dirc biQr. Trong nht?ng trtrdng hgp niry ndn

cfln nlric lei ich/nguy co vi theo ddi bQnh nhdn tr0n ldnr

sdng khi di6u tri bing statin. N6u ktit qud xdt nghiQrn CK >
-.:-5 ldn gi6i hirn trOn crla m[rc binh thutrng,.kh6ng n€n bdt ddu

diOu trj bdng statin (c6 trong vi6n k€t hgp ezetimib +

simvastatin).

+ Trong. qud trinh diAu tr!: BQnh nhan cAn th6ng b6o khi
c6 c6c bi0u hiQn v€ co nhu dau cs, ct?ng co, y€u co... Khi
c6 cdc bidu hiQn nAy, bgnh nh6n cin ldm xdt nghi$m CK dii

c6 c6c biQn phdp can thiQp pht hqp.

- C6c trubng hgp sri dpng ezetinrib, vdi c6c bQnh nhdn bi
bgnh co va ti0u co v6n dE dugc biio cdo, hriu h6t c6c bQnh

nhdn niy dang dirng starin trudc khi b6t diu v6i ezetimib.

Tuy nhi€n, tiOu co vdn cing dd dugc,b6o c6o rit hitim g6p

vdi ezetirnib dsn tri li€u vd r6t hi6rn gfp khi b6 sung

ezetinrib cho ciic thu6c dugc Uitit atin c6 li€n quan tdi tdng

nguy co ti6u co v6n, ching h4n nhu fibrate.

]'TI'ONG TAC TIITiOC .

- Tdng lguy co t6n thtrorrg co khi sir dung statin (c6 trong
vi€n kOt hgp ezetinrib + sinrvastatin) d6ng thoi v6i cdc

thtrdc sar,r: gentfbroi.il, chc thudc h4 cholesterol niu nh6rn

f brai kl'ttrc, niacin li€u cao (> I g/ngdy), colchicin.

- Vi€n kdt hrlp ezetinrib + sinrvastatin drroc sri dung cirng
,l , ,l

vcii mdt chdt ric ch€ nren CYP 3A4 c6 th€ linr tlng nguy co
bQnh co vir tiOu co vdn. dilc biet vdi c6c lidu ,ici t<irir-op
ch(ra sinrvastatin lidu cao hon. Ch6ng chi clinh cltirg
sirnvastatin plrtii hqrp vdi circ thu6c rlrc ch6 CYP 3A4 nranh

nhu: i traconazol, ketoconaz-ol, erythrorl)-cill, c I arithronrl'c in.

telithronrycin; thu6c rlrc chO protcasc cta lllV: boceplu'ir.
tclaprcvir. nelazodon, posacottazol. gcrnlibrozil.
cyclosporin, clauazol. Su dung dOng thoi thuOc thuQc nh(rn
strtin vi\ thuOc diOu tli.viCrtr gan si0u vi C (llCV) cung c6

tlr0 tring ngLry cs gLiy tOn thtrong co, nghi0nr trong Irhiit li\
tiCu co vAn, thdn htr clan den suy thiin vd c6 th€ giy tir vong.

- 'l'rhnli dirng chung sirnvastat irt (k6 ca r.i€n k0t trc/p

czetinrib + sinrvastatin) vtii luqrng ldt,rrr(rc bLrdi c1r

(grapclruit.iuice) (> I lit/ngt\y) vi.c(r the lirn tting cldng ke

nfirrg d6 trong huy0t ttrong cdc chAt [rr: ch0 nrert klrir llMC-
CloA, tt drj co thO li\rl tdng nguy co benh colti6u co v/in.

. ., I- Sirnvastatin (kd cii vierr kdt hqrp ezcliruib + sirnvirstatirr)
khi sti dung ph6i hr.,-p v(ri: vcrapanril, <liltiazcur. rlronedanrtt
lirn trlng nguy cu'borrh co/tieu co vin; kh6ng su tlung qulr

l0 rlg simvaslatin kIi sri dung d6ng thiri vcii cic.thu6c ndy

(chOng chi dinh phOi ho.p chc thu6c ni\y v(ri ch6 phdnr cri

hinr lugng sinrvastatin > 20 nrg/ngdy)

- Kh6ng ding qui 20 mg sirnvi'rstittin/ngiry khi su clung
ph6i hqrp voi: anrioclaron, arrrloclipiu, ranolaz-in do tfurg
nguy co b0nh co/tiOu co vdn. I)o do, cin chir i liOu cirr
sirnvastatin rc6 trorrg ph6i hqrp czctirnib * sirnvnstatirr.

- C6c nhtra gin acicl nrdt, dirng d0ng thdi ctr thd ltinr gidnr
khi dung.sinh hqc cta cd statin vir ctizenrib, vi viil,cdrr sLr

clung thuOc c6ch xa c{c nhrra giln acid rniit.

- Digoxin: Trong_mQt.nghi€n ciru, cltng d6ng thrri cligoxin
vdi sinrvastatin diin dOn milc tilrg caro nlrg nOng dQ digoxirr
huy6t ttrong. Be^nh nhdn darig clirng cligoxin cAn clLrgc theo
doi mQt ctich thich hqp khi b6t cldu dirng viOn k6t hAp
ezetinrib f sinrvastatin.

- Warlatin vd coumarin: Statin (c6 trong vi€n tctit hc.rp

ezctirnib + simvastatin) c6 th0 ldnr ttrng tdc dung cta
wcufarin, co,unarin. Phdi xdc dinh thli gian prothrornbin
tru6c khi bat dau dirng statin vi theo ddi thud'ng xuy€l
trong giai doSn diu di€u tri dd b6o ddm kh6ng cd thay dOi

nhi6u v€ th0i gian prothrornbin.

Dieu tri simvastatin kh6ng li€n quan toi nhtng thay d6i
trong thdi gian prothrornbin d nhirng bQnh nhdn kh6ng
dtng thu6c chdng d6ng m6u. Ding d6ng thdi v6i ezetimib
(li6u l0rng.m6i ngdy mgt lAn) khdng th6y c6 inh huong
dang k€ dOn sinh khd dpng cta warfarin vzl th&i gian
prothrornbin trong nrQt nghien c(ru trOn 12 ddi tuong narn

trudng thdnh khde manh.

TRUONG HgP c6 Trrr\r vA CHo coN BU

Trratg hqp cd lhoi
Ch6ng chi dinh cho ngudi mang thai.

Cholesterol vd triglyceride tang khi mang thai binh thubng;
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cholesterol hoac cdc clin xuit cholestcrol rir cin thi6t cho
su phit tlidn cia rhai.nhi. Vi cic chit ric chti HVIG-Cort
reductase (statin), chdng h1n nhu. sinrvaslatin, gdy ra su
giei,nr t6ng hgp cholesterol vi c6 th6 cri sy t6ng hgp ciic ho4t
chdt sinh hgc khic c6 ngu6n gdc ttr.cholcsterol, nOn vi€n
kdt hq-p ezetimib + simvastatin c6 the giiy hai thai nhi khi
s[r dung cho phu n[ nrang thai.

Xo.vria dQng mach ld nrQt quri trinh mdn tirrh n€n ngung
thu6c ha Iipid.nriu trong khi mang thai c6 thd it crl tdc dQng
t6i kOt qud di6u tri l6u dii cia tdng clrolesterol nriiu rrgu1.0n
phdt.

Chua c6 nghi€n ciru rJil'dti vi co kidrn soit klri su clqng
vi6n k€t hop ezctinrib + sinrvastatin lrong kj,nrang thai, tuy
nhi0n c1d c6 bdo crio hi6rn girp ve di tfl bdrn sinlr <luqrc rltrarr
sht thliy sau khi phoi rrhi6rrr statin trong tr'r cung. Trong circ
nghidn cr?u v0 sinh sirn d chu6t c6nq vd tho, sirnvaslatirr
khdng cho bhng ch(rng giy qudi thni. Vien kdt hcrp. ezctinrib
t sinrvastatinco thO nOn dirng clro phu nt d d0 tu6i sinlt di
chi khi nhung bQnh nhrin ndy clutlng rrhtr rdt kh6 thp thai.
r.Neu b0nlr nhin c:ri thai trong khi dnng thu6c niy, nOn

ngung vie n k6t hqr ezctirnib '{- sintvastltirr ngay lflp t(rc.vti
benh rrhrln ciur duqrc th0ng bho vC rthCrrrg rn6i lguy lriOrn

tidnr dn cho tlrai nhi.

Tru'ing hlrp cho cott hri

Ch6ng chi clinh cho ngrrdi drurg clro con b[.

Ngrroi ta kh6ng bi6t lieu sirnvastatin co cluoc biri ti6t vrlo

s[a nre hay khdng, tuy nhi6n, cld c6 nrQt lugng nhd thu6c
kh6c thuQo nh6nr thu6c niy di vio sira Ine. Vi c6c slatin
.: : , , i.

ti0rn dn cdc phan (rng bdt lqi nghidm trgng cho tri bfi, phq
nir cdn phdi di6u tri vdi vi0n k6t hop ezetinrib a simvastatin

kh6ng n€n cho con bi.

f i(c DONc cu,t t'ltt;6c Kut LAI xu vA vAN
rrANriilriv r,rdc:

Do xiy ra cdc tdc clung kh6ng nto,rg n,u6n nhu nhirc ddu,

ch6ng nrrlt khi cltng thudc, b0nh nhdn phiri riit thin trqng

khi ldi xc vir vdn hirrh mdy nr6c.

TltAng btio clro llric si nhii'ng ltic tlgng khAng nrong mu6tt

gltp phiii khi sir ilyng thuAc
'r'Ac D\.ING KIIONG NroNG IvtuON (ADtl)

Cric phdn tng php nghi0rn trgng gdim:
. benh co. vir tiOu co vdn vd (xern Cdnh bdo vr\ th6n trpng
khi sri dpng)
. men gan b6t thudng (xent Cdnh bdo vd th{n trgng khi sri

dung)

Vi6n kdt h12p ezetimib .| sirnvastatin
Vi cric nghiOn crlru ldm snng dugc ti6n hdnh trong di6u kiQn

r6t kh6c-nhau, t! lQ phan ting b6t lgi quan. siit dugc trong

c6c nghiOn cuu l6m simg cta mQt loai thu6c c6 th€ kh6ng

trgc titip so dugc vdi ri lQ trong c6c nghiCn ctu l6m sdng

c0a thu6c khic vd c6 thd kh6ng phan rinh tj' lQ quan siit

th6y trong thuc t6.

Trong co sd dR li-€u tht nghiQm l6m sing c6 d6i ch0ng gid

dugc cta vi€n k6t lrgp ezetintib + simvastatin trOn 1.420

b€nh nhdn (d0 tu6i 20-83 nlm, 52 % ld phu nu ,87o/o lir
ngudi da tring, 3Yo ngudi da den, 5 Yo [rgudi gOc TAy Ban

Nha, 3% ngudi chAu A) vdi thdi gian di6u tri trung binh 27

tuin, d[ c6 khodng 5% bQnh nhdn nhin vi€n k€t hqp

ezetimib + sintvastatin vir 2.2'o/o b"snh nhiirt nhin eid cirroc
phrii ngung tlrrr6c.do ciic phan (nrg bdt lqi.
Cdc phrin.rlrng php thuorrg glip nhdt trong nh6m dugc didu
tri vi€n k6t hgp ezetinrib + sinrvastarin din d6n ngung didu
tri vd xay ra voi ry IQ ldn ho.n so voi gia dugc ld :

. Tdng ALT (0,9%)

. Dau co ( 0,6% )

. Tang AST 10,4%\. Dau lung (0,4%)
B[o cdo nhi6u nhdt vd phdn ring bit lqi (rj, lQ > 2%ovit,cao
hon so voi giri duo-c) trong cdc thri nghienr linr sing c6 cl6i
ch(rng ld : nhfrc diu (5,8%), ALT teng (3,79,"). dau co
(3.6%), nhiOnr tlirng clud'ng h6 h6p tren Q,6%) vitliOu chiy
(2,8%).
Vi6n ket lrop ezctinrib * sirnvastatin di clucrc thdm dirrh vd
an loz\n d lrtrrr 10,[89 b€nh nh6n trong cdc thtt nglri€nr liur
siing.

Dzcti nr i b

Cic phin irng bdt lqi khdc clLrgc bio ciio ctia ezctiurih trong
, , .i.rrh6rn rrghien cr'ru.ctl c10i chrlrng. bit ke ddnh giri quan h0

nhdn qui g0,n: r0i loan h6 thong co xtrong (clau khri.p),
rthiulrn lrring,r,ii nhi6rn k;i sinh triurg (vienr xoarrg), thc clurrg
toiin thin - rOi loarr churrg (nret rrr6i).

Simvastltin

Bio cho cic plrin irug bit. loi khric ctia sintvastntin trong'
rrghidn c&u ldnr sing c6 d6i clrirng giti cluoc, bdt kC denh
gi6 quan h0 nhdn qui:
116i loqn tim nrach: Rung nhi;
Ta,i vA tien dinlr: Ch6ng mdt;
R6i toqn ilAu hoa: Eau byng. liio b6n. kh6 tiOu. cliyhoi, viOrn

da ddy;

Da vd rdi loqn m6 du'6i da: Clrdnr. phiit ban;
116i toqn n0i tirit: Ttrng clur)ng hui,6t. tiing l.lbAlc;
Nhiinr trilng vti nhiAm bi sinlr trilng: ViOnr plrd quan, vi0nr
xoarrg. nhi0nr trirng tiet niOu;
'l'/tc tltrng loitn lhlin - ,6i loc,, chung : Suy nhtroc, pht
n0/strng;
lliii loqn tdm thin'. Mit ngt, suy giiur nhtn th(rc (nhu nrAt, . , ., ': .
trr nh(I, lu lan...).

- Cric bit thutng ti'ong xdt nghiOru

Dir ghi nhin c<i sg gia tlng lien tuc cliurg kd c[ra nrcn garr

transanrinasc huy0t thanh.
Di c6 btio c6o rnrlrc tdng cta nreu phosphirtase ki€m vd y-

glutamyl transpeptidase.
Khoiing 5% bQnh nhdn ding sinrvastatin cri m(rc tlng cao

CK gdp 3 ho{c nhi6u ldn gi6 tri tr€n m&c binh thudng d
mQt holc nhi€u lAn xdt nghiQm.

o

t"l I
*

Hmlng ldn crich xii'tr{ ADR

Khi g{p cric d6u hiQu cia t6c
co, nOn ngung thu6c vd thanr

QUA LIEU

dr,rng kh6ng nrong ntuOn vd

v6n vdi b6c si <liOu tri ngay

Kh6ng c6 diAu tri d{c hiQu vd quri lidu vdi vi€n k6t hqp
ezetinrib -| simvastatin dugc khuy€n c6o. Trong trudng hgp
qu6 lidu, nOn sir dqng cdc biQn phdp di€u tri trieu ch(rng vi
h6 trg.

Ezctimib

Trong ciic nghi€n cftu tdrn sdng, sir dgng ezetinrib vdi liAu

50 mg/ngdy cho 15 ngudi kh6e m4nh trong thoi gian 14

ngdy hofc li€u 40 mg/ngdy cho l8 bgnh nhdn tdng Iipid

V
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mau nguy€n phdt trong 56 ngdy dAu cho thAy co dung nqp t5t.

N{Qt vdi truong hqp qud li0u c1i dugc b6o c6o, hiu h6t

kh6ng li€n quan voi t6c dyng phy xdy ra. Tric dpng php

dugc b6o c6o thudng khOng nghi6m trgng.

Simvastatin

G6y ch6t dring kC o nh&ng con chuQt nh6t sau khi u6ng mQt

li0u duy nh6t 9 g/rn'. Kh6ng c6 bdng chring gAy ch€t dugc
quan sdt th6y d chuQt c6ng vd ch6 dtng lGu tri 30 di5n 100
g/m', tucmg rlrng. Kh6ng c6 ddu hiQu ch6n do6n dlc hiQu

dugc quan s5t thiy o toAi gilnr nhdnr. V6i lidu nly, d.4u hiQu

duy nhit dugc nhin th6y d c.h6 ld n6n vd phdn nhAy.

MQt vii trudng hgrp qu6 li€u vdi sirnvastatin dd dugc brio
crio, li0u t6i da thyc hiQn ld 3,6 g.

TAr cd bQnh. nhin h6i phtrc kh6ng c6 di chring. IIiQn na1,

khd nilng thAm t6ch ctn sirnvastatin vir cdc ch6t chuy€n h6a
o ngudi kh6ng dtrqrc bi€t d6n.

.D6NG G6I
HQp 3 vi - Vi l0 vi0n.
HQp I chai-Chai 100vidn

BAo QUAN
Noi kh6, nhiQt d0 kh6ng qud 30 "C. Tr6nh dnh sing

rrEu cuuAN Ar oqNc
':I leu cnuan co so.

IIrtN DUNG

36 thdng kC tt ngay sin xu6t.

tti(B Nl t[sl IxuN vLN

Dd xu tim tay cfin tri ent
D.qc k! hrdng ditr sii dyng tnr6'c khi rlhng.

. Niu cdn th1nr th6ng tin, xi; hdi j, kiin Bic si.
Sin xuit tai:
C1')' CO pitAx OUOC pl IANI SA yt ( szvrsharm J.s.C)
L0 Z.0l-02-0la KCN/KCX l'in'l'huin, Q.7. IP.FICM
t)ifn tlroui : (S4.8) 37700141-143-144
Fax : (8a.8) 37?001a5

Tp. I-ICM, ngAy i t[6ng 'ic: ndm 20 , (

KT. T6NG GIAM DOC

DOC ( KH - CN )1;'

MINH

E*-i<r
\lJ:!EiP,

TUO.CUC TRUdNG
P.TRUONG PHCNG
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