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D¢ xa idm fen) Iré e
Boe k) hedmg didn sk dung trede ki ding,

THANH PHAN

Bestatin 10:

Thanh phan hoat chit: M&i vién nén chira simvastatin 10 mg.

Thanh phan té duge: Lactose khan, cellulose vi tinh thé, natri starch glycolat, hyvdroxypropy!
cellulose, natn lauryl solfat, magnesi stearat, colloidal silicon dioxyd, butylated
hydroxytoluen, titan dioxyd, tale, hypromellose E15, hypromellose ES, polyethylen glycol
6000, oxyd sét vang, oxyd sit da,

Bestatin 20:

Thinh phin hoat chit: Mai vién nén chir simvastatin 20 mg,

Thénh phéin & duge: Lactose khan, cellulose vi tinh thé, tinh bt ngd, natri starch glycolat,
hydroxypropy] cellulose, magnesi stearat, butylated hydroxytoluen, titan diexyd, tale,
hypromellose E15, hypromellose ES, polvethylen glycol 6000, oxyd sit vang, oxyd st dé,

Bestatin 40

Thanh phiin hoat chit: M3i vién nén chira simvastatin 40 mg.

Thinh phan ti duge: Lactose khan, cellulose vi tinh thé, tinh bit ngd, natri starch glycolat,
hydroxypropyl cellulose, magnesi stearat, butvlated hydroxvioluen, opadry brown,
hypromellose E15, titan dioxyd, propylen glyeol, tale.

DANG BAO CHE
Vién nén bao phim,
MO TA SAN PHAM

Bestatin 10: Vién nén bao phim méu hé-rig nhgt, hinh oval, hai mat 16i, cé chir “BERLIN™ &
m{l mit vi vach chia & mit cdn lai.

Bestatin 20: Vién nén bao phim hinh oval, hai mat 160, ¢6 chit “BERLIN™ & mdt mat va vach
chia & mat con lai.
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Bestatin 40: Vién nén bao phim hinh oval, hai mat 18, ¢6 chir “BERLIN & mt miit vA vach
chia & mit con lai,

CHI BINH

NGLUOT BENH CO NGUY CO CAQ BENH MACH VANH (CHID) HOAC DANG CO
BENH MACH VANH

O ngurd c6 nguy co cao bénh mach vanh (cé holic khing cb ting lipid mdu), nhr nguréd bénh
ddi thao didmg, co tién sir dot quy hodic bénh mach nfio khic, bénh mach ngogi bién hodc
dang cd bénh mach vanh, thi ¢hi dinh Bestatin dé:

= Lam giam nguy co i vong chung do Lim gidm tr vong do bénh mach vanh;

* Lam giam nguy co iy ra cde bién o mach mau 1om (bao gbm nhdi méu co tim khing (i
vong, tr vong do bénh mach vanh, djt quy hodc phai lam cdc thi thudt i -:ﬁp mdu cotim);

* Lam gidm nguy co xéy ra cdc bién o chinh & mach vinh (bao pém nhdi mau co tim khong
tir vong hodc ur vong do bénh mach vanh);

« Lam gigm nguy co dit quy;

» Lim gigm nhu ciu phai 1dm ede thi thudt tai cép méu mach vanh (bao gdm phéu thudt bic
efiu ddng mach vinh v nong mach vinh gua da);

» Lam gidgm nhu ciu phii lam che thi thugt i cdp mae & mach ngogi bién va & cde mach
khic khing phai mach vinh;

= Lam giam nguy co phai nim vién do con dau thiit nEC. 0 ngudi bénh ddi thao didmg,
Simvastatin lam piam nguy co céc bién chimg coa mach méu lém ngogi bién (bac gom cic
thit thufit 14 cdp miu & mach ngopd bién, cit cut chi dudi hofic loét chéin). Véi nguid bénh
tang cholesterol man mé cd bénh mach vanh tim, Simvastatin lam chim igi sy tién trién cia
xu vits ddng mach vinh, bao ghm ldm gidm sy phét trién cia cictdn thuong méi va nhimg
tiie nghén mii,

NGUQIL BENH TANG LIPID MAU

+ Chi dinh Simvastatin b6 sung hé tro cho ché di dinh dwding d& lam ha cde théng sé sau:
cholesterol toan phin, LDL-C, TG va apolipoprotein B (apoB) vi lam ting HDL-C & nguii
c6 ting cholesterol nguvén phit, hao gém ting cholesterol méu cd tinh gia dinh di hop 1
(tuyp lla Fredrickson) hodic tAng lipid méu hon hep (uvplib Fredrickson), mdt khi sy ddp ang
wii ché di dinh dufmg va véi cac bign phap khéng ding thude khic chira thoa min day di.

= [Hing didu trj ngudni bénh ting triglycerid méo (ting lipid mawtuyp 1V Fredrickson),

* Chi dinh cho nguin rdi logn betalipoprotein mdu tién phat (thng lipid mau tuyp M1
Fredrickson).

» Dimg hd try cho cée ché df dinh dudmg vi cho cie bign phap khang phai 1a ché 3§ dinh
dirdmg khic 8 didu tri ngwird bénh ting cholesteral méu b tinh gia dinh déng hop 1 (HoFH)
rihitm lim gidm su ting cholesterol toan phin, LDL-C vi apo B,

TRE EM TANG CHOLESTEROL MAU CO TiNH GIA BINH DI HOP TU
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Simvastatin duge chi dinh nhr thuoe bd tro cho ché dé dn dé lam gidm nong d§
cholesteroltodn phﬁn (Total-C), cholesterol lipoprotein t trong thip (LDL-C) va Apo B &
thicu nién nam v nir it nhét 1 ndm sau ki kinh déu tién, tir 10-17 tudi, bj ting cholesterolméu
co tinh gia dinh di hop tr (HeFFT), néu sau mit thir nghigm diy da vé didu tr bing ché dd an
b che kit qui san diy:

1. LDL Cholesterol duy tri & mire >190 mg/dl; hodic

2. LDL Cholesterol duy tri & mirc =160 mg/dl va

« (6 tien sir gia dinh bj bénh tim mach (CVD) sém hode

» C6 2 hofic nhiéu yéu t6 nguy co vé bénh tim mach khic & bénh nhin thiéu nién.

Muyc tidu i thidu cia vige didu tj & bénh nhin té em vi bénh nhan thiéu nién 14 dé dat duge
LDL-C trung binh <130 mg/dl, Tudi 16 vu dé bt diu didu 1 ha lipid mdy phim lam gidgm
nguy co bénh tim mach c6 triéu chimg & i truémg thinh chima dwrge xde dinh.

LIEU DUNG VA CACH DUNG

Khuyén cao bit diu didu trj vai liéu thip nhit ma thude co tic dyng. Liéu Simvastatin mdr
réng tir 5 dén 80 mg/ngdy, uong mit 14n vao budi 1wi. Co thé dieu chinh lidu theo nhu ciu va
dip émg ciia timg nguin, néu cin thies. Khi cin diéu chinh ligu luong, cin tudn thi khoang
cich it nhit 4 tuin, @ng t6i da 12 80 myingdy va uing mdt Hn duy nhit vio bubi 16i.
Simvastatin lifu 80 mg chi khuyén cdo sir dung cho nhitng bénh nhin cé nguy cor cao bién
chimg tim mach, nhimg ngudi khing dat duge mype tiéu didu trf v lidu lhép hon va khi loi
ich mong doi virgt trdi nguy oo (xem THAN TRONG. Bénh cortiéu co win). Do ting npuy co
bénh co. bao gbm tiéu co vin, dic biét la trong nim diéu trj ddu tién, chi nén ding
simvastatin liéu 80 mg cho b¢nh nhin dang ding thudmg xuyvén simvastatin 80 mg (vi dy, ur
12 thing tré 1én) ma khong co bing chimg vé nhiém déic co. Nhimg bénh nhiin dang dung
nap simvastatin liéu 80 mg mi cin biit dau ding thude c6 kha ndng tuomg e hodic la chéng
chi dinh hode lién quan dén gidi han lidu simvastatin nén chuyén sang dimg mdt statin thay
thé khic it ¢6 kha ning trong the thude-thube hom. Da ting nguy co bénh co, hao pdm tidu co
vén, lién quan dén lidu simvastatin 80 mg, khong nén ting lidu lén 80 mg cho cdc bénh nhin
khiing thé dat dwoe mire LDL-C mue tién khi ding lidu simvastatin 40 mg, ma nén thay bing
cic lifu phip diu i khéc gitp gidm LDL-C nhidu hon. Phii theo doi céc phin (mg co hai
cia thubc, dic bigt cdc phin tmg o6 hai déi véi hé cor

NGUOI CO NGUY CO CAO BENH MACH VANH (CHIY) HOAC BANG CO BENH
MACH VANH

Liéw khéi diu thing thuémg li 40 mg/ngdy, uong mit lin vio budi 15i & nguit ¢d nguy co
cap bénh mach vinh (cé hofic khing co ting lipid mau), nhir & ngwdi biEnh ddi thio duimg,
nguin od tién sir 48t quy hode bénh khéc v& mach méu nfio, bénh mach ngoai bién hofic dang
e bénh mach vinh. vin ¢in theo ché dé dinh dudmg va tp Tuvén thé lue khi dimg thube,
NGUGUL CO TANG LIPID MAU (NHUNG KHONG THUOC LOAI CO NGUY CO

NEU TREN)
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Nén cho ngwii bénh dimg ché d6 dinh dudng chuin lim piam cholesterol trude khi diing
simvastatin va cin tudn tho ché 43 dinh dudng niy trong sudt qud trinh dimg simvastatin.
Liéu khoi ddu thong thudmg a8 10-20 mg/ngiy, ubng mat lin vao budi tbi. Npudi cdn giam
manh LDL-C (>45%) c6 thé khii diu bing 20-40 mg/ngay, udng mit 1dn viw budi 1éi, N
chi et ting chalesteral méau tir mire nhe 161 trung binh e6 the khéi diu bing lidu hing ngay 10
mg simvastatin. Néu can chinh liéu thi thyee hign nhu tén 43 néu.

NGUOI BENH TANG CHOLESTEROL MAU CO TiNH GIA BiNH THE PONG
HOP TU

Dua v kit qui thu duge trong nghién cir 1im sang co doi chimg, lidu lugng khuyén cdo
cho ngur tang cholesterol mau e6 tinh gia dinh thé dbng hop i 14 40mg/ngdy, udng mot ldn
viao budi tdi. Liéu 80 mg chi khuyén cio sir dung khi lgi ich mong dei vugt 1ngi nguy cor (xem
CHONG CHI DINH, THAN TRONG. Bémh cortidu ¢ van). Simvastatin con ding dé hd trer
cic bign phap khac lam ha lipid mau (vi dy nha ggn LDL-C) cho nhimg nguid bénh ndy hodc
khi nhimg bi¢n phap do khing thye hién duwge,

O bénh nhin ding dong théi lomitapide véi simvastatin, lieu simvastatin khing dwge virgt
quit 40 mg/ngdy (xem THAN TRONG, Bénh CoTiéu eo vén vi TUONG TAC THUOC).
DPIEL TRI DONG THOT

Simvastatin c6 higu lye khi déng don dde hofic kém chil hip thy acid mit. Néu nguii bénh
ding cae fibrat, ngoai trir gemfibrozil (xem CHONG CHI DINH) va fenofibrate phisi hop vii
simvastatin, thi khing dupe ding liéu simvastatin gui 10 mgngdy (xem THAN TRONG,
Bénh CorTidu co vin vit TUONG TAC THUOC). Néu nguin bénh diing amicdarone hode
sin phim 6 chira elbasvir hojic grazoprevir cing simvastatin thi khong duge uﬁng qud lidu
20 mg/ngay (xem THAN TRONG, Bénh CorTidu co vin vi TUONG TAC THUOC).

Néu nguini bénh ding verapamil, hode diltiazem cling simvastatin thi khéng dwoc uing qua
lidu 10 mg/ngay (xem THAN TRONG, Bénh Co/Tiéu co vin vi TUONG TACTHUOC),
MNéu nguwiri bénh ding amlodipine cling v&i simvastatin, thi khing duce dimg libu simvastatin
qué 20 mg/ngay (xem THAN TRONG, Bénh Cor'Tiéu eor vin vi TUONG TAC THUOC).
Dronedaron: Liéu simvastatin khing duge veot qud 10 mg/ngdy & nhimg bénh nhin dang
diing thudic dong thii vi dronedaron.

Ranolazin: Liéu simvastatin khéng duge vugt qua 20 mg/ngay & nhimg bénh nhin dang ding
thute dong théd voi ranolazin.

Téng nguy oo tan thuong co khi sir dyng statin dong thid vol cie thude sau: Gemfibrozil, cde
thude ha cholesterol méu nham fibrat khdc, Niacin liéu cao ( > 1 g/ngay), Colchicin,

LIEU DIUNG KHI SUY THAN

Vi simvastatin khing dio thii chi yéu qua thin, nén khéng nhat thiét phai thay déi liéu luong
khi suy thin vira. Vién ngudn suy thin ning (49 thanh loe creatinine <30mL/phit), phai cin
nhiie k¥ trinére khi cho cao hom 10 mgfngdy. vi néu thiy thiit cin thi phii dimg thin trong.
{xem CAC PAC TINH DUGC BONG HOCY,
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DINH DI HOP TU
Lidu khéi diu khuyén cdo thong thuimg 14 10 mg/ngdy, udng mit Min viio bubi thi. Liéu
khuyén cdo niim trong kKhodng 10-40 me/ngiy, lidu thi da khuvén cdo 14 40mp/ngiy. Liéu
dimg cin dupe cd thé hda theo myc tidu didu wi. (xem CAC DAC TINH DUOC BONG
HOC).

U DUNG O NGUOE CAD TUG
Vi tudi cao (>65 i) 13 mit yéu 1 diin dén bénh co, bao ghm tiéu co viin, nén thin trong khi
ké dom simvastatin cho nguin cao 1. Trong mit nghién ciu lim sang trén bénb nhin duge
dibu i voi simvastatin liéu 80 mg/ngay, o6 ting nguy co bénh co, bao ghm lidu co vin &
bénh nhin >635 wdi =0 voi bénh nhin <65 i (xem THAN TRONG va CAC BAC TINH
DLGC BONG HOC),
LIEU DUNG ( BENH NHAN B] SUY GAN
'E."hd'i-ng chi dinh diing simvastatin & bénh nhén bj bénh gan thé hogt ding, bao gim ting ning
dg transaminase kéo dai khdmg r6 nguvén nhin (xem CHONG CHI DINH va THAN
TRONG).

CHONG CHI BINH

- Dj tmg {mén cam) voi simvastatin hodc bat cir thinh phﬁn nio cia thude.

- Bénh gan tién trién hodic ting transaminase huyét thanh kéo dai khéng 1 nguyén nhén,

- Phy nir ¢4 thai hodc cho con bi,

- Ding dbng thiv wii ede chét e ché CYPIA4 manh (nhimg chit lam ting AUC khodng 5
lin hofic hem) (vi du itraconazol, ketoconazol, posaconazol, voriconazol, thube (e ché
protease cia HIV (nhur nelfinavir), boceprevir, telaprevie, erythromycin, clarithromyein,
telithromycin, nefazodon vi thude chira cobicistat).

- Ding dong thivi vii gemfibrozl. ciclosporin, danazol.

- Bénh nhin HoFH va dung dong théi lomitapid v simvastatin liéu trén 40 mg.

- Chong chi dinh ding phoi hep simvastatin lidu gud 10me/ngay voi verapamil, diltiazem,
dronedaron,

CANH BAO PAC BILT VA THAN TRONG KHI DUNG THUOC

Fénh cotidéu oo vin

Simvastatin, cling g,{émg cée chit o ché HMG-CoA reductase khic, 461 khi giy o hénh ce |
d2ic bidt & nhimg bénh nhin o cic véu b nguy co ddn dén thn thuomg co nhu phy ntt, bioh
nhén trén 65 tudi, bénh nhin hi bénh thidu niing !u}-én giap khing kiem eoft. bénh nhiin bi
bénh thin, biéu hién bﬁng dau co, nhay cém day, yEu cor kém theo ting creatine kinase (CK)
qud 10 ldn giti han trén cia mire binh thuémg (ULN)) o6 bién hign nb a dau co, mém hojc
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}réu cor v creatine kinase (CK) cao hom muin [in g0 vai gidi han 1én eia mie binh thuimg
(ULN). Bénh co o khi biéu hign & dang tiéu co vin co hode khéing co suy thin cﬁp thir phat
sau myoglobin niéu, vi rat higm xay ra tnromg hop tir vong, Nguy oo bénh co thng khi hogt
tinh enzym HMG-CoA reductase trong huyét tromg tdng (nghfa 13 ndng ) simvastatin va
acid simvastatin trong huvét tuomg Ging), mit phin c6 thé 1a do nrong tie vai cde thude edn
trr chuyén hoa vivhofic con diémp viin chuyén simvastatin

Ciing giong cde thude (e ché men HMG-CoA reductase khéc, nguy co bénh co'tifu co vin cd
lién guan dén liéu dimg, Trong di¥ liéu mit thir nghiém Iim sang véi 41.413 binh nhin dwge
it tri hﬁng simvastatin, 24,747 bénh nhin (khoéng 60%) ddng kv vao nghién ¢lu voi théd
gian theo doi trung binh it nhdt 4 nam, 1§ 1& mde bénh co 14 khodng 0,03%, 0,08% va 0,61% &
liéu twong tmg 20, 40 va 80 mg/mgdy. Trong cde thir nghim nay, bénh nhin duge theo dai
chn thiin va b logi trir mot sb thudc gdy trong tic.

Trong mét thir nghiém 13m sing véi bénh nhin oé tién s nhii maw e tim dwoe didu i hfmg
simvastatin 80 mg/ngay (theo d&i trung binh 6,7 niim), 10 1& mic bénh co 14 khoang 1,0% so
vin (,02% vin bénh nhin diing lidu 20 mgmgiy. Khodng mét nir trong =6 cie mndmg hop
bénh o xdy ra trong ndm ddu didu v, Ty 18 méc bénh co trong mbi ndm didu trj tép theo 1a
khodng 0,1%,

Mguy co bénh eor & nhimg bénh nhin diing simvastatin 80 mg lém hon g0 vdéi cée liga phip
diéu trj statin khic ¢ higu qua ha LDL-C wong ty, Do dé, chi nén sir dyng Jidu simvastatin
80 mg & nhimg bénh nhin tang cholesterol mdu ning v eb nguy co can cb hidn chimg tim
mach, khing dat duge myc tidu didu tr woi licu thiip bon vi khi i ich dy kign virgt tri so
Vil nguy oo a nhimg bénh nhin dimg simvastatin 80 mg vi cin wir dyng mit thubc gy
tureng the, nén sir dung liéu simvastatin thip hom hodic thay thé biing ché di didu trj statin it
ey tac thude hon,

Trong mit thir nghigm lim sing trong dé bénh nhin cé nguy co méc bénh tim mach cao duge
diéu tri bing simvastatin 40 mg/ngay (theo dii trung binh 3,9 nam), tj 13 mic bénh co la
khodng 0,05% & bénh nhan khing phii nguii Trung Quie (n = 7367) so vii 0,24% cho bénh
nhin Trung Quéc (n = 5468), D0 nhdm din s6 chiu A duy nhit duge ddnh gis trong thic
nghi¢m lim sang nay 1A nguli Trung Quie, vin nén thin trong khi ké dom simvastatin cho
bénh nhin chin A va nén sir dung lidu thﬁp nhidt can thist.

(Fiiim chirc ndng chia pratein vén chuyén

Giam chire ning ela protein vin chuyén OATP & gan cb the ting phoi nhiém hé théng cia
acid simvastatin vt ting nguy co bénh co v tiéu oo vin. Do co thé 1a ket qua cua ire che bai
twrong e thude (nhy cyclosporin) hoje & bénh nhin mang gen SLCO1B1 ¢.521T> C.

Bénh nhén mang gen SLCOIBT alen ¢.521T> C {m& héa cho protein OATPIB1 it hogt tinh
hem) ¢é sy gia thng tiep xie toan thin vl acid simvastatin va ting nguy co bénh co. Nhin
chung nguy co bénh oo lién guan dén simvastatin lidu cao (80 mg) 14 khodng 1%, khing cén
xét nghiém di truydn, Diea trén két qua cia thit nghiém SEARCH, ngiid mang alen C ding
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hop tir (con goi Ta CC) diéu tr vai ligu 80 mg c6 15% nguy co mic bénh co trong vimg mit
nim, frong khi nguy cor nay & ngidi mang alen C di hop ue (CT) chi 1 1,5%. Neay oo uomg
img 14 0,3% @& nhimg bénh nhin cé kidu gen phd bidn nhit (TT). Néu e thé. viéc xic dinh
kidu gen eb sir hién dién ecia alen € nén duge col la mit phfin cua vide dinh gid npuy cor lgi
ich trudc khi ké lidu simvastatin 80 mg che timg bénh nhie vi trinh ding licu cao & bénh
nhifin mang kidu gen CC. Di viy. khéng logi trir khi ning xdy ra bénh cor néu viing mit kigu
gen nay khi xde dinh kiéu gen.

Py Creating Kinove

Khing nén do Creatine Kinase (CK) sau khi tdp thé dyue cudme 86 cao hodic khi cd bat kv
nguyén nhiin nio khdc gy ting CK vi giy khé khiin trong viéc xdc dinh két qui. Néu ning
do CK tang lén déng ké so voi mire binh thudmg (> 5 x ULN), ean do lai trong vong 5 dén 7
ngiy sau d6 dé xdc nhin 1ai két qua.

Trire khi didu iri

Tét ¢4 cdc bénh nhin bl diu didu trj simvastatin, hoje dang ting lidu simvastatin, nén dugpe
thiing bdo vé nguy eo bénh cer vi phii bdo cho kip thai bit kv tinh trang dau co, cling hodc
yéu e khing rd nguyvén nhin nao,

Cin cin nhic khi ding thude dii véi bénh nhin eb nhimg véu 1 nguy co din dén ton thuomg
cor. Thude thude nhom statin o nguy co gy ra cic phan (mg cd hai di v hi co nlur teo co,
viém co, diic biét ddi véi cdc bénh nhin 6 véu t6 nguy co nhir bénh nhin trén 65 tudi, bénh
nhén bj bénh thiéu niing tuvén gidgp khéng dugc kidm soat, bénh nhin bj bénh thén.

Dé thiét lip gid trj co ban tham khio, can do nong d§ CK trude khi bit diu dicu tr trong clic
tinh hubng sau:

« Bénh nhin cao ol (> 63 wbi).

« Nit gidti.

= Suy giam chire ning thin.

* Nhuoe gidp khing kidm sodt.

* Tién =it ca nhén hodic gia dinh méc hénh cor di trrven,

* Titn sir nhidm bénh co do statin hodc fibrat.

= Tién sir bénh gan vashofic udng nhidu nrou.

« Kha niing xay ra tuong tac thude va mdt 30 doi turgng bgnh nhan dac bigt,

Trong nhing trutmg hop ndy nén ciin nhie lod ich/mguy ¢o v theo dii bénh nhin trén 1im
sémg khi digu tri biing statin, Néu bénh nhiin cd tién st roi loan co khi dimg fibeat hode statin,
nén thin trong khi bat Giu didu 1§ véi mdt thube khie cing nhom, Néu k&t qua xét nghigm
CK = 5 liin gici han trén cia mire binh thedmg, khiing nén bit dio didu .

Trong kit didu iri

Trong qua trinh didu trf bing statin, bénh nhin cin théng bio khi ¢é céc hién hién vé co nh
dau co, cling co, yéu co ... Khi cb cde bidu hién ndv, bénh nhin cin lam xét npghiém CK dé
¢ cdc bién phip can thiép phit hop. Mén nﬁng dd ndy ting ddne ké (> 5 x ULN), trong
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trudmyg hop khing tip thé duc cudmg d6 cao, thi nén ngimg didu tri. Néu edc rigu chimg co
nghiém trong vi pdy kho chiu hing ngév, ngay cd khi ndng 45 CK <5 x ULN, nén xem xét
ngumg didu tri. Néu nghi ned bénh co do bdt ki 1y do nio khdc, nén ngeng diéu trj.

Cé nhimg bdo cdo rat hiém glip vé bénh co hogi tir qua tTung gian mién dich (IMNM) trong
hojc sau khi dicu tri véi mét sb statin, IMNM c6 dfe diém Iam sing Ia yéu co gée chi dai
diing vé ting creatine kinase huyét thanh, vin tGiép dién di d3 ngimg diéu tri bing statin,

Néu che triéu chitmg thuyén gidm vi nong dd CK trer lai binh thudmg, xem xét dén sir dung lai
statin hofic ding statin khdc i liéu thip nhét va theo doi chit che,

D4 thiy t¥ 1& bénh co cao hom é nhitng bénh nhin didu chinh ligu dén 80 mg. Kinrvén céo do
CK dinh kv duoc vi chimg co the hivo ich dé xéc dinh cin lHm sing ede tnwmg hop bénh co.
Tuy nhién, khing dam bao viée gidm sat niay s& ngidn ngira bénh co.

Biéu tri bing simvastatin nén tam dimg vii ngay trede khi phiu thudt 1ém va khi tién hanh hi
k¥ philu thudt hode thim kham y khoa 1ém nio.

Cde bign pheap widm ngry co bénh cor do heomgr ide thudic

Neguy cor bénh co v tiéu co vén tang lén ding ké khi sir dyng phdi hop simvastatin véi cdc
thute (e chi manh CYP3A4 (nhu iraconazol, ketoconazol, posaconazol, voriconazol,
erythromyein, clarithromyein, telithromyein, céc thudc e ché HI V-protease (nhir nelfinavir),
boceprevir, telaprevir, nefazodon, cac thube co chim cobicistat), cing nhu gemfibrozil,
ciclosporin vé danazol, Sir dyng cie thude ndy 14 ching chi dinh.

Nguy co hénh cor va tiu co vEn ciing ting lén khi sir dung phéi hop amiodaron, amlodipin,
verapamil hode diltiazem vin liéu simvastatin nhit dinh. Mguy cor bénh eo. bao gﬁm tiéu cor
viin, ¢ thé tang 1&n khi ding phii"-{ herp acid fusidic v siatin, B viri banh nhéin HoFH, nguy
cor ny cé thé ting khi sir dung phoi hop lomitapid véi simvastating

Do d6, lién quan dén cic chit (e ché CYP3A4, ching chi dinh sir dyng phéi hgp simvastatin
v itraconazol, ketoconazol, posaconazol, voriconazol, cac thube tre ché HIV-protease (nhur
nelfinavir), boeeprevir, telaprevir, erythromyein, clarithromyein, telithromyein, pefazodon,
cde thude ¢6 chira cobicistat. Néu phai digu trj véi cdc thube e ché CYP3IA4 manh (thude
lam ting AUC khodng tir 5 lin tr&r lén), ngimg dimg simvastatin (va thay thé bing statin
khdc) trong qua trinh didu tri. Ngodi ra, thin trong khi phéi hep simvastatin v6i mit sb chiit
irc ché CYP3A4 kém hom: fluconazol, verapamil, dilfiazem. Tranh s dung dﬁ-ng thén purse
budd chiien va simvasiatin.

Chéng chi dinh dimg simvastatin wii gemfibrozil. Do ting nguy oo bénh co va tién eor viln,
liu simvastatin khéng nén voot gua 10 mg mdi ngay & bénh nhin ding simvastatin vé&i cic
fibrat khac, trir fenofibrat, Thin trong khi ké don fenofibeat vdi simvastating vi ca hai thufic
¢ the giy ra bénh eo khi dime riéng 1&.

Khéng dimg dong thir simvastatin voi acid fusidic todn thin hodc trong vong 7 ngdy sau khi
ngimg dieu tri biing acid fusidic. O nhimg bénh nhin can thiét phai sir dung acid fusidic todn
théin, nén ngimg diéu trj bing statin trong thid gian diéu trj bing acid fusidic. DA ob bio cdo
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vE tiéu oo vin (hao gom mét s6 tnstmg hop tir vong) & nhimg bénh nhin sir dung phéi hop
acid fusidic va statin, Bénh nhin nén duge b vin dé m kiém bé trg v 18 ngay lp tice niu ho
eap it ki trigu chimg véu co, dau hodc cing co. C6 thé didu tr lai bing statin biy ngay sau
liéw acid fusidic cudi clng. Trong trdmg hop dic biét cdn sir dung acid fusidic toan thin kéo
dai, nhar dé didu tej nhifm tring ning, sir dyng ding thivi simvastatin va acid fusidic cin dirge
céin nhic rén timg trnmg hop ep thé va dudi sir gidm sit y té chiit ché.

Trénh sir dyng két hop simvastatin lico hing ngdy trén 20 mg vai amiodaron, amlodipin,
Trénth sir dung két hgp simvastatin léu hing ngiy trén 10 mg véi verapamil hodc diltiazem.
(3 nhitng bénh nhin HoFH, tdmh két hop simvastatin lidu hing ngdy trén 40 ma vii
lomitapid.

Bénh nhin dang didu i bﬁng edc loai thude khie duoc cho 14 co tic dung ¢ ché vira phai
déi vii CYPIA4 dong thoi voi simvastatin, dgie bigt vai licu simvastatin eso hon, ¢ thé ting
nguy cor bénh co. Khi phoi hop simvastatin voi thuoe ae ché CYP3A4 vim phai (thude 1am
tang AUC khodng 2-5 in), cin didu chinh lidu simvastatin,

Simvastatin 14 chit nén cia chit vin chuyén chil i ché protein khing ung th vi (BCRP).
Sir dung ddng thid ehe thude ire ché BCRP (vi du, elbasvir v grazoprevir) ob thé lim thng
nﬂsng d( simvastatin trong hu}'ét romg va dng nguy oo bénh co do 36, xem xét diéu chinh
liéu simvastatin ty thea vao lign duge ké. Chua cb nghién et cho vide ding d&lng thin
elbasvir vi grazoprevir voi simvastating tuy nhién, khing ding simvastatin liéu hang ngay
can hom 20 mg & bénh nhim dang ding thubc chira elbasvir hofic grazoprevir.

Hiém gip céic trutmg hop bénh coftiéu e véin lién quan dén sir dyng dong thai cde thude (e
ché men HMG-CoA reduetase vi niacin (acid nicotinic) & liéu diéu chinh lipid (= 1 g/ngay),
hai thude co thé giy ra bénh eo khi diing rigng 1&.

Trong mdt thir pghiém 13m sang (thid gian theo doi trung binh 3,9 ndm) v&i bénh nhin cd
nguy oo cao mic bénh tim mach vi kiém sodt tht LDL-C duwee cho dimg simvastatin 40
mg/ngdy cb hofc khing két hop ezetimib 10 mg, Ioi ich vé tim mach khéng pia ting khi bo
sung niacin (acid nicotinic) lidu digu chinh lipid (=1 g/ngay). Do 46, bic s1 khi dy tinh dicu
trj simvastatin két hop vid niacin (acid nicotinic) ligu diéu chinh lipid (= | gmgdy) hodic cic
sin phim ¢6 chira niacin nén cin nhie k¥ cang céc loi ich va o0l o tiém &n vé theo dai chat
che bénh nhin vé bat ki diu hidu va tridu chimg nao cia dan co, ¢ing co, hodc }'é:! co, déc
bi¢t 1 trong nhimg thing div diéu trj va khi ting liéu mt trong hai thude.

Ngodi ra, trong thir nghiém nay, t¥ 1& mic bénh cor 12 khodng 0,24% ¢ bénh nhéin Trung Qude
sir dyung simvastatin 40 mg hofic simvastatin‘ezetinab 10040 mg so vin 1.24% & bénh nhin
Trung Qubc i dyng simvastatin 40 mg hodc simvastatin‘ezetimib két hop vid acid
nicotimic/laropiprant 2000 my/40 mg dang ga phing hign ddi. Tuy rﬁng nhém bénh nhin
chin A duy nthét duge dinh gid trong thir nghidém lim sdng 14 ngudi Trung Quic, vi t¥ 1§ mic
bénh car trén ngwtd Trung Quic cao hon & bénh nhin khing phil npwid Trung Quie, khing
khuyvén cfo sic dyung ding thivi simvastatin véi niacin (acid nicotinic) lidu dicu chinh lipid (=1
o/ngdy) cho bénh nhin chin A.
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Acipimox ¢6 cau trie trong ty niacin, DO chira duoe nghién ctu, neuy co tic dung bat Lo
ciia acipimox lién quan dén co bép oo the nrong nr nhir niacin.

Daptomycin

Mt s trimg hop bénh eo vidholic tidu oo viin 4 duoe bio cho lidn quan dén sit dung phdi
hep thube (e ché men chuvén HMG-CoA (vi du simvastatin) va daptomycin. Can thin trong
khi ké dom thufic (e ché men chuyén HMG-CoA vii daptomyein, vi cd hai cd thé la tic nhin
gy ra bénh co vivhodc tiéu co vin khi ding don dic. Nén cin nhic tam this ngumg dong
simvastatin & nhimg bénh nhin dang ding daptomycm fir khi Iegn ich el vige dimg dimg thoi
v il 50 vini nguy oo, Tham khao thing tin ké dom cda daptomycin ¢ hidt thém thimg tin
vé khi ndng tuomg e voi ce thude ie ¢hé men khir HMG-CoA (vi dy; simvasiatin) vi duge
hirémg diin thém vé vige theo disi. (Xem phin Tuemg tic thubc)

Tiac : |én gan

Trong cae nghién ciru lim sing, sy gia ting lién tye cia transaminase huyét thanh (= 3 x
ULN)Y di xéy ra & mit s0 bénh nhin trudmg thinh sor dyng simvastatin. Khi sir dyng
simvastatin gian doan hofic nmmg ¢ nhitmg bénh nhan nay, gia tri transaminase thiromg trda Lo
tir tir gid U trisive diéu tr,

Nén thue hién xét nghiém enzym gan tnrde khi bat diu diéu tri v rong tneimg hep chi dinh
lim sing yéu ciu xé nghidm sau do. O nhimg bénh nhin cd lifu ting Bn $&&n 80 mp/ngiy,
nén thue hién cdc xét nghiém bd sung trrde khi didn chinh liéu; 3 thing sau khi diéu chinh
thimh 80 mg/ngay va dinh ki sau dé (vi dy hai lin mét ndm) trong ndm daw didw trj. Cin dic
bigt chii ¥ dén nhimg bénh nhén cd transaminase dng; & nhimg bénh nhin niy, xét nghiém
nén 1ap lai nhanh chéng v sau d6 thyre hién thudmg xuyén hom. Néu ransaminase vin con
cap, dac bidt 1a trén 3 x ULN, nén ngimg didu trj simvastatin, Luu ¥ tiing ALT o6 thé phat ra
tir cie oo, do 86 sy gia tang ALT v CK ed thé 14 ddu hidu cia thn thuong eur (xem muc Bénh
coflién oo viin & phia trén).

Hidm gip cac bdo cho hiu mii vé suy gan gdy o vong va khdng ol vong & bénh nhin ding
che statin, bao pdm simvastatine Néu wén thuwong gan ndng dang thid xuft hidn cde trién
chimg lam sang vahosc tang bilirubin miu hode vang da trong khi didu trj voi simvastatin,
ciin nhanh chéng ngimg didn tri. Nén khing xéc dinh nguyén nhin khéic thi khéng bit dan lai
dicu tri simvastatin.

S1r dyng thin trong simvastatin & nhimg bénh nhén uéng nhidu nrgn.

Ciing giong cde logi thuoe ha lipid méu khae, d3 co bio cio vé ting vira phai (<3 x ULN)
transaminase huyét thanh khi digu trj véi simvastatin, Nhimg thav dii nay XUl hi¢n sdm
ngay sau ki bt ddu di&u tri, thirimg thoing qua, khing di kém vin trifu chimg lGm shng va
khéing cdn thiél phai ngimg diéu trj,

Bénh tidu duimg
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MGt 56 biing chimg cho thiy statin, nhe mit nhom duge 19, s& lam ting dudmg huyét, Va &
mit s6 bénh nhén cé nguy co mic bénh tiéu dwimp cao, statin cb thé gy ting divmg huyé
cin phai bat dau diéu tr biing thude trj d4i thio duwimg. Tuy nhién, the dung gidm nguy co
mach mau kln dimg statin vurgt gl 50 viol nguy co nay va do 46 khing phai 1a Iy do de ngimg
digu trj siatin. Bénh nhén o6 nguy co (dwimg huyé lic doi trong khodng 5.6 dén 6,9 mmol/L,
BMI= 30 kg/m?, tAng ning &0 triglycerid, cao huyét dp) nén duge theo d5i 1dm sing va sinh
hoe theo hirémg din quic gia

H - | | i- i -

Cic truimg hop bénh phéi k& 43 duoe bdo cao khi diing mét s statin bao gém simvastatin,
diic bidt trong triimg hop didu trj liu dai (xem phin Téc dung khéng mong mubn). Céc trigu
chimg bao gﬁm kbd thix, ho Khing dbm va suy gidm sirec khde ndd chung {mét maoi, syt cfn va
s01). Néu 6 nphi ngdr vé bénh phéi kié & bénh nhin, nén ngimg didu trj bang statin,

Tré em

Tinh an toén va hifu qué eda simvastatin & bénh nhin 10-17 wdi ting cholesterol huvét ob
tinh gia dinh dj hop tir &3 duoe danh gia trong mét thi nghiém 1dm sanp e6 d6i chiltng & bé
trai vi thinh nidén Tanner giai doan 11 tror [én v bé gai o6 kinh pguyét it nhiat mdt ndm. Bénh
nhfn dwge didy 1 bﬁng simvastatin ndi chung cd tde dyung ngogi ¥ tuomg tir nbar bénh nhin
durgre didu tri bing pid diee. Chira nghién efru v liéu trén 40 mg cho nhém bénh nhiin
ndy. Trong nghién ¢l o6 461 chimg han ché niy, khong phit hién tic déng dbi voi sy phat
trién hodc trudmg thanh gidi tinh & bé trai holic bé pdi vi thanh nién, hode bit ki the ding ndo
dén chu ki kinh nguyét & bé gii (xem phin Lidu ding va cich diing, Tac dung khing mong
mudn va Dic tinh dwge Iye hoe), Nir gicd vi thinh nién cin dwoe tr vin vé céc bign phip
trdnh thai thich hop khi diéu t bfing simvastatin (xem phéin Chong chi dinh vi Phy nit ¢d
thai va cho con bit), () nhimg bénh nhin <18 tudi, tinh hiéu qué va an todn chua duoe nghién
ciru @6 vé thivi gian didu e > 48 tudin vA tde dong liu dai dén sy tneimg théanh vé thé chiit,
tué wa tinh due chum 8. Simvestatin chua duge nghién e & bénh nhin dudi 10 tudi, cing
nhur & tré em trude wdi diy thi vi ni gici trude khi mang thai,

Newdd lém tudi

Nghién cini [im sdng ¢b doi chimg & ngudi trdn 65 i ulng simvastatin, ddnh gid higu h
qua vige lam gidm mic cholesterol todn phin v LDL-C, thiy k&t qua twomg ur nhir & quin
thé chung, khéng thay gia ting & rét v tin sb chung nhitmg tic hai teén 1dm shng va lrong
phing xét nghiém véi ngwdi cao wéi. Tuy nhién, trong mt nghidn clu lim sang trén bénh
nhiln duge didu tr simvastatin liéu 80 mg/mgdy, cd ting nguy co bénh co & bénh nhin >65

tudi 50 v hénh nhan <65 i

Ta duroe
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Thufic cd chim lactose. Bénh nhin ¢6 ede van d& di truyeén higm pip khing dung g
galactose, thiéu men Lapp lactase hode kém hip thy glucose-galactose khing nén dimg thudc
nay,

PANH GIA VE NHAN KHOA

Kh khing ding hél ki logi thude ndo thi sy gia ting ty 16 duc thé thuy tinh duge coi 14 do
i cao, Nhitng dit ligu vé diéu trj lau dai tir céc thir nghi¢m lim sing hién nay chua cho Thiiy
tic hai cia simvastatin trén thé thud tinh cia ngui,

PHU NT7 CO THAI VA CHO CON BU

Phy nir ¢o thai

Simvastatin ching chi dinh trong qué trinh mang thai (xem phdn Ching chi djnh).

Tinh an todn & phy nir ¢ thai chia duge xde dinh. Khing o6 thir nghiém ldm sang cé dbi
chimg nio @2 dwoc tidn hinh trén phu it cd thai ding simvastatin, B nhiin duge nhimg béo
cdo hiém hoi vé& dj 1@ bdm sinh ssu khi 1 cung tip xic véi chit e ché HMG-CoA
reductase. Tuy nhién, trong mét phin tich v&i khoang 200 phy nit mang thai, theo d&i tién
i, tiép xhe trong 3 thing déu thai k¥ wii simvastatin hode mijt chil e ché IMG-CoA
reductase ciing nhom, tf 1¢ dj tit bdm sinh twomg direng v 17 18 gap & diin sd chung, 86 phy
nif mang thai tham gia vao nghién cin co ¥ nghia vé mit 111&115 ki @ loai trir sy gia lang H&p
2.5 Liin hodie 1ém hom céce dj tit bim sinh so véi t7 1& mée bénh nén.

Mac dir khing c6 bing chimg cho thiy ty 18 dj tit bém sinh & con chi clia nhimg bénh nhin
dung simvastatin hofic mdt chiit (e ché HMG-CoA reductase cting nhom khic vai ty 18 duge
quan sat thiy trong din si chung, ba me didn trj bing simvastatin ¢6 thé lim gism néng d5
mevalonat trong bdo thai, vin 13 tién chit cia gui trinh sinh :-:’Elng herp cholesterol. Xo vita
ding mach la mit qué trinh man tinh vi thing thuimg viée ngimg sit dung eae thude ba lipid
mau trong thid ki mang thai s& it anh hudmg dén npuy co lau dii lign quan dén ting
cholesteral miu nguyén phat, Vi nhimg 1y do nay, khéng st dung simvastatin cho phy nit
mang thai, dang ¢d ging mang thai hodc nghi ngér ho o6 thai. Nowmg didu tr bing simvastatin
tromg, théri gian mang thai hoje che dén khi xac dinh duge ring bénh nhin khing ¢ thai.
(Xem phin Ching chi dinh).

b con bid

Chara 1 lidu simvastatin hodc cée chit chuyén héa cia nd ed duge bai tiét qua sira me hay
khing. Vi nhiéo thudc cb bai tiét qua ska me va do khi niing giy ra cde phin img phu nghi¢m
trong, phy nit dang ding simvastatin khing duwgc cho con b {xem phiin Chéng chi dinh).

Kha n@ng sinh san
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Khéng cé dir lige thir nghiém lim sang vé anh hinng cla simvastatin &6 vl khi ning sirh
=8N ciia ngwoi, Simvastatin khong dnh hwémg dén kha ning sinh sin cia chudt dye va chadt

cal.
ANH HUONG LEN KIHA NANG LAI XE VA VAN HANH MAY MOC

Simvastatin khong dnh hurémg hodic anh hudmg khiing ding ké dén kha nang |4 xe va six dung
may méc. Tuy nhién, khi diéu khién phuong tién hode vin hanh may moe, cdin hm v rﬂng da
o6 bédo cdo biiu mai vé tinh trang chong mat voi tn susl hiém 2ap.

TUOGNG TAC THUOC

Nhiéu cor ché b thé pop phin vAo cic nromg te tidm in véi ede chit (e ché HMG-CoA
reductase. Thudc hofc san phim dupe ligu tre ché mot 50 enzvm (vi dy: CYP3A4) vahode
chit vin chuyén (vi du: OATPIB) cb the 1am ting ndng 46 simvastatin va acid simvastatin
trong méu va eb the din dén ting nguy eo bénh cortiéu co vin,

Tham khéo théng tin ké dom cia tt ci cde thube khic khi st dyng ddng thid dé oo thém
thiing tin vé teng t8e tiém dn el chiing véi simvastatin vivholic kha ning tde ddng lén
enzym hofie chilt viin chuyén va véu ciu didu chinh lidu lugng va phic d6.

MNghién ciru tiromg tde mdi chi dwoe thire hidgn & ngodd 1im.

Tuomg tic duge lire hoe

Tieotmg tde véi ode thude ha linid mdn co thé gdy bénk cor khi dime dow dée

Nguy co méic bénh co, bao gbm titu co van. ting 1én khi dimg déng thiv vii céc fibrat. Neod
ra, ¢b mit heomg the disge dong hoc vai gemfibrozil din dén ng nong 49 simvastatin trong
huyét twromg (xem Tuong e duge ding hoe bén dwdi vi phan Ching chi djnh, Canh béo dac
bigt va thin trong khi dimg thude). Khi dimg déng thér simvastatin v fenofibrat, khing e
|:t§l:|g chirng nan chio lh.liy EIT ke bénh co vurgl qua h"":lnhl; cac nguy o néng lé cuan timg
thube. Khing ¢6 dit lidu ddy di vé canh gide duge vi duge dong hoe cho cie fibrat khic. Cde
triemg horp higm gip bénh coftidu co vin lidn quan dén vidge ding dbng thid simvastatin vii
niacin liéu diéu chinh lipid (= | g/ngly) (xem phin Canh bao ddc bidt va thin wrong khi ding
thudic),

Twong tic duge ddng hoc
Khu}'én cio ké don che ede tae nhin twong tée duge tom Gt treng bang dudi day (xem thém
cde phin Litu dimg v cich dimg, Chéng chi dinh, Canh bdo dic biét va thin trong khi dimg

Ihuél::].
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Twong tic thubc lién quan dén ting nguy co binh coftidu cor viin

Tde nhiin trong tic

= R

Khuyén cdo ké dom

Itraconazol
Ketoconazol
Posaconazol
Yonconazol
Erythromycin
Clarithromycin
Telithromycin
Thuée e che HIV (nlur nelfinavir)
Boceprevir
Telaprevir
Nefazodon
Cobicistal
Ciclosporin
Dranaeol
Gemfibrozil

Ching chi dinh voi simvastatin

Cdac  fibral
Yerapamil
Diltiazem
Dronedaron

(ngogi tr fenofibrat)

Khiing vt qua 10 mg simvastatin moi ngay

Acid fusidic

Khang khuyén cao diing eiing vori simvastatin

Niacin (acid nieotinic) (= | g/ngdy)

Bénh nhin chin A khéng nén diing thude cimg véi
simvaslatin

Amiodaron Khing vigt qua 20 mg simvastatin mdi ngdy

Amlodipin

Elbasvir

\Grazepreyvir

Ranolazin

Lamitapid B¢nh nhin HoFH khong ding qui 40 mg
simvastatin mdi ngiy

Daptomycin Nén cin nhic tam ngimg simvastatin & nhimg bénh

nhiin dang ding daptomycin trir khi lgi ich coa viée
diing dﬂmg thiri cae hom nguy cor (xem phén Canh
bée déic bigt v thin trong khi dimg thude)
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wie ép bundvi chiimn Trinh s dung mrde ép budi chim khi dang ding
simvastatin.

Arh hwdmg ciia cde thude khde vai simvastatin

Teeorng ddie 1idn guan dén chdt e ché CYPIA4

Simvastatin & chit nén cia cylochrome P450 3A4. Cde chit de ché manh eytochrom P450
3A4 lam ting nguy co bénh co v tBu co vin do lam ting néng db chit e ché hogt ding
HMG-CoA reductase trong huvit tieme khi didu tr hé.ru:', simvastatin, Cac chét e ché dé bao
gom itraconazol, ketoconazol, posaconazol, voriconaeol, erythromyein, clarithromyein,
telithromyein, chit ire ché HIV protease (nhir nelfinavir), boceprevir. telaprevir, nefazodon va
céc thube chit cobicistat, Sir dung déng thi itraconazol din dén mic do tiép xic vai acid
simvastatin (chét chuyén héa beta-hydroxyacid ¢6 hogt tinh) ting hon 10 lin, Telithromycin
khién mire da tiép xic v acid simvastatin ting gip 11 Hin.

ﬂhélﬂ.g chi dinh s dyng kit hop vifi itraconazel, ketoconazol, posaconazol, voriconazal, chit
e ché HIV protease (nhir nelfinavir), boeeprevir, telaprevie, erythromyein, clarithromycin,
telithromycin, nefazodon va cic thubc chira cobicistat, cling nhir gemfibrozil, ciclosporin, va
danazol (xem phin Ching chi dinh). Néu khong thé teanh khoi viée diéu tj voi chit oo ché
CYP3A4 manh (tic nhén Jam ting AUC khodng 5 lin hodic cao hon) thi phii tam neimg didu
1ri biing simvastatin (va cin nhic si dung mét statin thay theé) trong sudt qué trinh dién 1.
Cén thiin trong khi két hop simvastatin voi mit =6 chilt te ché CYP3A4 khiac kém hom:
fluconazol, verapamil hoge diltiazem (xem phin Lidu ding v cdch dimg, Canh bio dac biét
vil thiin trong khi dimg thubc).

Vige sir dyung ddng thér simvastatin véi cac thude didu ] HIV vi vigm gan siéu vi C (HCY)
co the lam tang nguy co gy tin thiremg cor, nghiém trong rhiit 1 tifu e vin, thin b din dén
suy thin va co thé gy nr vong,

Fluconazol
DA e6 bio cho vé cde truimg hop tiéu co vin hiém gap lign quan dén vige dimg ding thir
simvastatin va fluconazol (xem phin Céanh bao dac hiét va thin trong khi ding thude).

Ciclospaorin

Mpuy oo miic bénh eortidu co vin tng 1én khi diiing ﬂ-fmg theri ciclosporin v simvastating do
dd, chong chi dinh sir dyng clmg vii ciclosporin (xem phfin Chong chi dinh v Cénh béo diic
bigt va thin trong khi dang thude). Mc di co ché chua dege hidu &fiy di, ciclosporin di
duge chimg minh 1 lim tang AUC ela cdc chit e ché men chuyén HMG-CoA. AUC cila
acid simvastatin ting o6 18 mét phin 14 do sir de ché CYPIAS vivhode OATPIBI,

Dearnczol
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Nguy co miic bénh co va tiéu co vin ting 1én khi ding déng thai danazol véi simvastating do
d, chimg chi dinh st dyng voi danazol (xem phin Chong chi dinh va Canh bao dae bift va
thin tromg khi ding ﬂ'I-LLl!IE_}-

Cremyfibrozil

Gemfibrozil tfing AUC cia acid simvastetin 1én 1,9 Hn. ¢ thé do e ché con dutmg
glucuronid hoa vahode OATPIB1 (xem phin Ching chi dinh v Cinh bdo diic bidt vi thin
tromg khi sir dung). Chéng chi dinh dimg ddng thixi véi gemfibrozil,

Acid fusidic

Neguy co bénh o bao pdm tidu eor viin 6 thé ting 18n khi ding ddng thiv acid fusidie ditmg
ding toan thin voi statin, Co ché coa tuemg e nay (18 dirge lee hoe, duge ding hoe, hay ci
hai} chara duoe biet rd. DA c6 bio cdo vé tiéu co vin (bao gdm mdt sd tnrime horp 0 vong) dr
nhimg bénh nhin ding phoi hep thute néy. Sir dung phoi hyp nay ¢6 thé lam ng nong di
trong huyét unmg coa ci hai thude.

Néu chin thidt dido tri hﬁng_ acid fusidic dudmg ding todn thén, nén ngimg simvastatin trong
sudt qué trinh didu 1 acid fusidic (xem thém phin Cénh bdo dc bidt va thin trong khi ding
thude),

Amiodaron

Neguy co mic bénh eo va tidu eo vin ting 1én khi ding ddng théi amiodaron voi simvastatin
{xem phin Canh béo dic bigt vi thin trong khi ding thudc), Trong mét thir nghiém 1im sing,
hénh co duge bdo cho & 6% bénh nhin ding simvastatin 80 mg vi amiodaron. Do 44, lidu
simvastatin mdi ngay khong duge vingt qud 20 mg & bénh nhan dimg thudic dﬁ“:ng thin vin
amiodaron, D6 véi nhimg bénh nhin phai ding lidu trén 20mg/ngly méi cd hidu qua didu i,
béic 8T e0 thé lua chon thude statin Khac (nhy Pravastatin).

(e thide chen canxd

*  Verapamil
Nguy eo miic bénh eo va tifu co vin @ng 1én khi ding dong thid verapamil voi simvastatin
40 mg hodic %0 mg (xem phin Cinh bfio dic biét va thin trong khi ding thude). Trong mét
nghién e dige ding hoe, vige ding dong thii véi verapamil lim Eng u:]:r xue v acid
simvasiatin gzip 2.3 lin, ¢d 18 mdt phin 1a do e che CYPIA4. Do db, higu simvastatin khing
dusge vugt qué 10 mg mdi ngdy & bénh nhin dimg thube dong thivi vii verapamil.

= [hlazem
Mpuy cor miic bénh cor v tiga co vin ting lén khi ding :I-::Emg theri diltizzem vin simvastatin 30
mg (xem phin Cinh bdo dac bidt va thin trong khi ding thudc), Trong mét nghiln clu dge
dbng hoe, viée ding ﬂﬁng thin v diltiazem lam wdng tiép e vii acid simvastatin gép 2.7
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lin, ci 12 la do ite ché CYP3IA4. Do do. lidu simvastatin khing duec vuet qua 10 mg méi
ngdy & bénh nhin dimg thude dllfr]]g thin v diltiazem.

= Amlodipin
Bénh nhén diéu tri ddng thérd amlodipin véi simvastatin ¢6 nguy co mic bénh co cao hon.
Trong mijt nghién ein duge dong hoe, vide ding ding thoi vai amlodipin lam ging tidgp xic
vii acid simvastatin gip 1.6 lin. Do 46, litu simvastatin khong duoe vingt qud 20 mg mdi
ngay & nhitng bénh nhin ding thuic ddng thii vod amlodipin,

Lowmiltapid

Wguy co mic bénh co vi tiéu co van oo thé tang lén khi ding ding thid lomitapid vdi
simvastatin (xem phén Chéng chi dinh v& Canh béo dic higt vi thin trong khi dimg thubc).
Do dé, & nhitng bénh nhin HoFH, lifu simvastatin khing duoe virot qua 40 mg mdi ngay khi
dimg thube dbng thin véi lomitapid.

Cic cha e ché CYP3A4 trung binh

Bénh nhin ding céc logi thude khic duge midu ta 1 oo tic dung (e ché trung binh CYP3A4
ciing voi simvastatin, dac biit 14 voi lidu simvastatin cao hom, ¢6 thé ting nguy co mic bénh
co (xem phin Canh béo déc hiét vi thin trong khi dimg thude).

Chil sie ché Protein vdn chuyén OATPIBI

Acid simvastatin 1a chit nén cila protein vin chuyén OATPIBI. Sir dung ddng thod véi cac
thude e ché protein vin chuyén OATP1B1 ¢ thé din dén ting nong do acid simvastatin
trong huyét tromg va ting nguy co bénh co (xem phan Chong chi dinh va Cénh bio djic bigt
v thin trong khi ding thuoe).

Thude tee ehi Protein khing ung thie vi (BCRP)

Dimg ddng thiri céc thude te ché BCRP, bao ghm cie thude chita elbasvir hodic grazoprevir,
¢6 thé dfin dén ting ning 46 simvastatin huydt urong vA ting nguy co mic bénh co (xem
phiin Liéu ding va cach ding, Cinh bido ddc bigt v thin trong khi ding thubce).

Niarein faetd ricorinic)

Céie triimg hop hiém gip cia bénh covtidu co vin ed lién quan dén dime dong thir
simvastatin vii niacin (scid nicotinic) 1iéu diéu chinh lipid (= 1 g/ngay). I'rong mé{t nghién
cira duge dng hoe, viée s dyung dong thid mdt litu duy nhft acid nicotinic 2 i dang giai
phing kéo dai voi simvastatin 20 mg dd lam ting nhg AUC cua simvastatin vd acid
simvastatin va Cmax cua acid simmvastatin trong hu}'ét firomg,

Meagrelor
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S dung dl:_ing thin Tiwagrelor v Smmvastatin lm ting Cmax coa Simvastatin [én 81% va
AUC 1én 56%, ting Cmax cia acid simvastatin 18n 64% vd AUV 18n 52% vii | sd ch thé
thng gﬁp 2.3 lin Sir dung déng thid Ticaprelor véi Simvastatin liéu vt qud 40 mg méi
ngdy co thé giy ra phén Gng co hai cla Simvastatin va nén ¢in nhie lpi ich tidm ping. Khing
e anh hutmg ciia Simvastatin [én nong 4§ Ticagrelor trong huyét twong, Khong khuyén cdn
st dyng Ticagrelor difmg thiri viri Simvastatin lidu 40 my,

Nirere &p buddi chiom

Nude ¢p budi chim (e ché cytochrom P450 3A4. Ding dong thii mdt lugne lém nwde ép
budd chium (trén 1 1t mbi ngdy) va simvastatin lam ting tiép xtic vl acid simvastatin gip 7
lin. Udng 240 ml mrdc ép budi chim vao budi séng vi simvastatin vao budi i ciing pay
ting 1,9 1in, Do 6, nén trinh udng nide ép budi chim trong khi diéu tri bing simvastatin.

Colchicin
B b bdo cho v bénh o va tidu co vin khi ding ddng thir colchicin vA simvastatin & bénh
nbfin suy thin. Nén theo dai lam sing chiit ché nhimg bénh nhéin ding phii hop nay.

Daptantyein

Nguy co mic bénh co vivhofic tiéu co viin ¢b thé ting 1én khi ding dong thir cdc chit (e ché
HMG-CoA reductase (nhir simvastatin) v daptomyein (xem phén Canh hio diic bidt vi thin
trong khi ditng thuiic),

Rifampicin

Do rifampicin 1a mét chit cam @mg CYP3A4 manh, bénh nhin diéu trj rifampicin dai ngay
(vi du: didu tri lao} co thé gip tinh trang simvastatin miit tic dyng. Trong mit nghién cim
duge ding hoe o ngudi tinh nguyén binh thiwimg, dién tich dindi dirdmg cong (AUC) o acid
simvastatin dd piam 93% khi dung dong thoi voi rifampicin.

Anh Fnedmg etia simvastaiin doi vii dipe ding hoe ciia ede thube e

Simvastatin khong oo tie dung (e ché evlochrom P430 3A4. Do db, simvastatin dueoe cho 1
khing fnh huimg dén ndng dd trong huyét twong cia cde chit duoe chuyén hoa qua
eviochrom P450 344,

Thude ching dong mau dedmg r::.'i-'ng

Trong hai nghién ciu lim sang, mit & ngudi tinh nguvén binh theémg va mit & binh nhan
cholesterol mau cao, simvastatin 20-40 mg/ngay lam ting nhe tic dung coa thude chong ding
coumarin! thi gian prothrombin, danh gia king chi 50 chudn hoa quie té (INR), tang ti mie
co bam 18 1,7 [én 1,8 va tir 2,6 1€n 3.4 tromg img v&i nghién ciru trén tinh nguyén vién va irén
b¢nh nhin. Rét hiém trueme hop INR t@ng cao da dwge bao cio. O nhimg bénh nhin dung
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dimng thude chéng ding coumarin, nén xdc dinh théd gian prothrombin trinde khi bit dau ding
simvastatin va thidmg xuyén trong thif gian diu didu i dé dam béo ring khéng xdy ra sy
thay doi ding ké thid glan prothrombin, Khi thin gian prothrombin &n dinh 3 duge ghi nhin,
¢t thé theo dai thii gian prothrombin dinkh ki theo I{Jm}'én can cho bénh nhin dimg thude
ching déng mAu coumarin. Néu thay d6i lieu hofic neimg sir dung simvastatin, nén lap lai
guy trinh twong ty. Dicu tri simvastatin khong lién quan dén tinh trang chéy mau hay thay doi
thén gian prothrombin & bénh nhéin khéng dimg thude ching déng mdu.

TUONG KY CUA THUOC

Do khing ¢6 cic nghign cira vé tinh tuomg ky cia thude, khing tron 18n thufe ndy v cac
thuiic khac.

TAC DUNG KHONG MONG MUON

Tin sufit efia che bién ob ngoai ¥ dindi @y, 8 dwoe bdo cdo trong qud trinh nghién ein lim
sdng vi'hode hiu mii, phin loa dua trén dinh gid 1§ 18 mée ciin chilng trong cde thir nghiém
lim séng lom. dai han, c6 &i chime véi eid duge, bao phm HPS va 48 turomg (g véi 20,536
va 4.444 bénh nhén (xem phan Pic tinh dwoe lire hoc). B6i voi HPS, chi cac bién cé neoai ¥
nghiém trong duge ghi nhin nhy dau co, ting transaminase va CK huyét thanh. D6i vai 45,
tht ca chc hign cd ngoad § dwoc ligt ké dudi diy di dwoe ghi lai. Néu 1 18 bién cb khi ding
simvastatin thilp hom hofic tuomg 1 voi gid duge trong cac thir nghiém nay va ¢d cde bao cdo
tw phét lién guan dén nhin qud teemg 1y, thi nhimg hién cb ngegi ¥ ndy duge phin logi 18
“hidm plip™,

Trong HPS (xem phiin e tinh dirge lire hoe) lién quan dén 20,336 bénh nhin dige didu 1
vl simvastatin 40 mg/ngay (n = 10.269) hode gid dwoc (n= 10.267), di lidu an todn heomg tir
gira bénh nhin didu trj voi simvastatin 40 mg va bénh nhén didu tri bing gid dge trong sudt
thiri gian trung binh 5 ndm cia nghién cine TY 18 ngimg thube do tic dung phy la trong
duomg (4,8% & bénh nhin diéu trj bing simvastatin 40 mg so vii 5.1% o bénh nhin diéa trf
héng gid duge). Ty 18 bénh cor 13 <0,1% & bénh nhén duge diéu tri bing simvastatin 40 mg.
Tang ransaminase (= 3 x ULN duge xac nhin bﬁng xet nghiém 1§p lai) xay ra & 0,21% (n=
21) bénh nhén ditu i bing simvastatin 40 mg so vdi 0,09% (n = 9) bénh nhan diéu trj bing
gifh duge.

Tdn sudt ciba cde bién cd ngoad ¥ duoe xde dinh nhir sau: Rét thidmg gdp (> 1/10), Thidmg
gip (= 1100, <1/10), Khing thwimg gap (= 1/1000, <L/100). Hiém gap (= 1/10.000,
<1/1000), Rat hiém gip (<1/10.000), Chiza 16 (khang thé wée tinh tir dit 1idu cé sin),

Roi loan miu va hé bach huvée

Hiem gap: thieu mdu
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Réi loan hé thong mién dich:

Rét hiém gip; sdc phin vé

Riii loan téim thiin:

Rt hidm gap: mal npo

Chua £8: trim cim

Rii loan hé thin kinh:

Hiém gip: nhire diu, di cam, chong mét, bénh thin kinh npoai vi

Rt hiém gip: suy giam tri nho

E:.-l 1|1; Ia vii} |.-:!_

Chura £6: bénh phdi k& (xem phin Cinh béo dac bidt va thin trong khi ding thude)
Réi loan tiéy hda:

Hidm piip: tdo b, dan bunp, diy hod, kh 1580, tiéu chay, budn non, nén, vidm tuy
Rii logn gan mdt:

Hi¢m gfip: viem gan‘vang da

Rét hi¢m gip: suy gan gay tr vong va khimg tir vong

Rai loan da v md dudi da;

Hiém gitp: phit ban, ngira, rung toc

Réi loan eo xuome va mé lign két:

Hidm gip: bénh co * (bao ghm ci viém o), tida co viin ¢d hode khong kém theo suy thin cip
{xem phﬁ:n Canh béo dic biét va thin trong khi ding thude), dau co, chudt rit co

* Trong mét thir nghiém l4m sang, bénh co xdy ra phd bién & nhimg bénh nhén duoc digu tr
bang simvastatin 80 mg/ngay so vdi nhimg bénh nhin duge didu tr lide 20 mg/ngdy (hong
g 1a 1,0% so wéi 0,02%) (xem phin Canh bdo dic biét vi thin trong khi ding thube va
Tueng the thube),

Khong rfi: bénh 1¥ gin, dbi khi phite wp do dint; bénh co hoai 1 qua trung gian mién dich
(IMNM) **

“* D3 oo rit it bdo cdo vé bénh cor hoai tir qua trung gian midn dich (IMNM), mat bénh co
mién, trong hofic sau khi diéu trj v mot s6 statin, IMNM e dic diém lam sang ld: véu co
gie chi dai ding va ting creatine kinase huyét thanh, vin tiép difn di d3 ngimg diéu trj bing
statin; sinh thi#t co cho thiy bénh co hogi tir ma khéng cb viém ddng ké; ci thién khi dimg
céc chét irc ché mién dich (xem phin Cénh bao dgc bift va thin trong khi ding thudc).

Roi loan vi va sinh sin;

Chua 16 i logn cuong duromng

R loan todn thin vi tai vi tri dimg thuic:

Hiém giip: suy nhuge

Hi chimg qud min i ring 43 duoc bio efo 1a hidgm gip, bao gbm mt sd dic didm sau: phi
mach, hii chimg pidng lupus, dau da co dang thip, viém bi co, viem mach, gidm tiéu ciu,
ting bach cHu Al toan, ting ESR, viém khop v dau khip, may day, nhay ciam v anh sing,
sot, dé bimg, khé thér va khé chiu.
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Xét nghidm:

Hiém gip: ting transaminase huyét thanh (alanin  aminotransferase. aspartate
aminotransfierase, v-glutemy| transpeptidase) (xem phéin Céanh béo diic bidt v thin trong khi
dimg thude phin Téc dyng trén gan), tang phosphatase kiém; tang ning 4§ CK huyét thanh
(Canh bdo dac bidn va thin trong kh dimg thuécj-

Tang HbAlc va dudmg huyét lic déi da duge bdo cao khi ding statin, bao gdm simvastatin.
D4 ¢b nhimg bio cio hiu mai hiém plip vé suy gidm nhin thire {vi du, méit tef nhé, bay quén,
guén, suy gidm tri nha, [ Hn) litn quan dén vide sir dyng statin, bao gﬁm simvastatin, Cac
bao edo nhin chung khing nghiém trong va ed hoi phyc khi ngimg ding statin, vin thid gian
khiri phat tridu chimg (1 ngay dén nhifu niim) vi gigi quyet réu chimg (trung binh 1a 3 tudin)
khac nhau.

Ciie bién cff ngogi ¥ thém vito dudi iy 43 duge béo cdo vii mit sb statin:

= Rii loan gii;L‘. ng., bao g-frm ae mopng

« R loan chire ning tinh dye

« Dai thao dudmg: Tan sudt =& ph thude vao sr ed hay khiing cia cae véu to nguy co (duimp
huvet lae doi = 5.6 mmol/L, BMI> 30 ke/m?, triglveerid ting, tién sir ting huydt dp).

Ircem

Trong mit nghién ciu kéo dai 48 twin lién quan dén tré em v thanh thiéu nién (hé trai giai
doan II Tanner trdr IBn vid bé gdi cd Kinh nguy@t it nhdt mit i) tir 10-17 tudi ting
cholesterol huyét cé tinh gia dinh di hop tir (n = 175), tinh an t0an va khi nang dung nap cia
nhém duge didu tri bing simvastatin nhin chung nrong tir nhir nhém didu tri I:r?mg gif dirgee.
Nhimg anh hrémg lau dai dén sy twong thanh vé thé chit, wi wé va gidi tinh vin chua rd.
Hién khiing c6 du dit liéu sau mét nam diéu trj {(xem phan Lidu ding vi céch dimg, Canh bio
dac biét va thin trong khi ding thute va Bie tinh dwoc lre hge).

Thing bao cho bdace 5T nlimg tde dung kkdng mong i xay ra frong o trieh sie dung

thuic,

QUA LIEU VA DLEU TRI

Pén nay, d& o bao cio veé mdt val truomg hop qua lidu: lieu ding 161 da 14 3.6 g, Tt ¢ céc
bénh nhén déu hii phye khong cé di chimg. Céc tae dyng bit loi thuimg xdy ra nhat, phi hop
vii hd so ve an 1odn cha simvastatin, bao gom bénh codtiéu co vin va daw co. Khing cé didu
trj de hiéu trong tridme hop qua ligu. Trong troémg hop niy, nén dp dung cac bién phap diéu
tri tridu chimg v didu trj b tro.

PAC TINH DUGC LU'C HQC
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Nhom dirge 1¥: Thude ire ché HMG CoA reductase
Mi ATC: C10AAD]

Co ché tae dung

Sau khi uong, simvastatin 13 mit lacton khimg hogt ding, thiy phin & gan thinh beta-
hydroxyacid cd hoat tinh, e6 kha nang tre ché manh HMG-CoA reductase (3 hydroxy-3
methylglutaryl CoA reductase). Enzym ndy xie tic cho vige bidn déi HMG-CoA thanh
mevalonat, 14 binde ddu va birde han ché sinh thng hgp cholesterol.

Simvastatin cho thily lim pidm ca ndng dd LDL-C binh thiémg va cao. LIDL dwge hinh thinh
tir protein ¢é tf trong thip (VLDL) va duge di héa chi yeu bai thy thé LDL e ai lue can. Cor
ché tic dung lam giam LDL cua simvastatin o thé do gidm tdp trung VI.DL-cholesterol
(VLDL-C) vé cim (mg cia thy thé LDL, diin dén giam shn xult vi ting di héa LDLC.
Apalipoprotein B ciing glam xudng ding ké trong qud trink didu trj véi simvastatin, Ngodi ra,
simvastatin lam tang vita phii HDL-C +a lam gidm TG layét nrong. Keét qua cha nhimg thay
A8 ndy 14 gidm i 18 cla tdng the so véi HDL-C v LDL so vai HDL-C gidgm.

Dit lidu 1 an lodn va hidu quéi

Nertey eor cao ena bénh mach vanh (CHD) hode bénh tim mach:

Trong nghién i Bao vé tim (HPS), anh hisdmg eta didu tr simvastatin trén 20.536 bénh
nhén (40- 80 wdi), c6 hode khimg co lipid méu cao vi bénh tim mach, bénh tic dong mach
khic hodic bénh tidu dirdmg. Trong nighién cim ndy, 10,269 bénh nhin digu tr vii simvastatin
40 mg/nghy vd 10,267 binh ohin duge ding gid duge trong théd glan trung binh 18 § nim,
K&t qui 6,793 bénh nhin (33%) cb nguimg LDL-C dudi 116 mg/dL; 5.063 bénh nhin (25%)
cé ngutmg tir 116 mp/dL dén 135 mg/dL; vi 8.680 bénh nhin (42%) ¢6 ngudng cao hom 135
mg/dL.

BYidu trj wii simvasiatin 40 mgmgdy giam dang ké rii ro o vong do moi nguyén nhin so véi
dimng gid dwge (1328 [12,9%] b¢nh nhin didu trj vl simvastatin so véi 1507 [14,7%] bénh
nhin dimg gia duee; p=0.0003), da trén ty 18 G vong do béah mach vinh gidm 18% (587
[5.7%] so vdi 707 [6,9%], p=0.00035, rdi ro tuyét doi giam 1,29), Giam i vong khing do
bénh mach vanh khéng cd ¥ nghia théng k&. Simvastatin cling lam gidm 27% (p<0,0001%)
NEUY o bién cb mach vanh nghiém trong (két qui ké hirp bao edm nhdi mén co tim khéng
gty i vong hode tir vong do bénh mach vinh). Simvastatin lam gidm sy cin thiét phai tai tao
muach vinh (bao gbm bic ciin déng mach vanh hoge nong mach vanh) va 14 tao mach ngogi
vi cfing nhr mach khong phii mach vinh twong (mg 1a 30% (p=<0,0001) va 16%6 (p=0.006),
Simvastatin lam giam 25% nguy co 46t quy (p<0,0001), giam 30%s ddt quy do thidu mau cye
bo (p<(,0001). Negodi ra, trong mit nhom cac bénh nhin mae bénh tidu dudmg, simvastatin
lam gidgm nguy co phiat trién bién chimg mach mdu lén, bao gom t4 tao mech ngoal vi (phiu
thudt hode nong mach vanh), cit cyt chi dudd, hoge vét loét & chin I3 21% (p=0,0293). Su
gidm tv 1§ ndy twong ty nhir trén mdi nhém bénh nhéin trong nghidn cir, bao gdm g
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khong mic bénh mach vanh mé ¢6 bénh mach méau nio hay mach ngoai vi, din dng va phuy
nit, cé dd tudi dudi hode trén 70 tham gia vde nghién e, ¢b hofic khing cd ting huvet dp. va
diac biét hao gdm nhimg nguii of mive LD cholesterol dirdi 3.0 mmol!],

Trong nghién chu Scandinavia Simvastatin Survival (438), hi¢u qua cla didu trj vin
simvastatin trén thng tv 18 o vong danh pia trén 4.444 hénh nhin cé CHD va cholestero] todn
phin & mirc co ban B 212-309 mg/dL (5,5-8,0 mmel/L). Trong nghidn ciu da trung tim,
ngfu nhién, mit déi, co d&i chimg véi gia duge ndy, cde bénh nhin dau thit ngue hodc cb tidn
sit nhdi mau co tim duge thye hidn chié 4 dn kidng, chilm soc diic bi@t, vi diing simvastatin
20-40mgimzay (m=2.221) hode gid duge (n=2.223) rong thdi gian trung binh 13 54 nim.
Simvastatin ldm gidm 30% nguy oo tr vong (nguy oo tuyds doi gigm 3,3%). Nguy co tir vong
do CHID giam 42% (nguy co tuyét déi pidm 3,5%), Simvastatin ciing lam giam nguy eo bién
¢t mach vanh nghiém trong (tir vong do CHD c& bénh vién xdc nhin va nhii miu o tim
théim liing khéing tir vong) li 34%. Hon nita, simvastatin lém giam ding ké nguy co tr vong
i tai bién mach méu nio khing tir vong (40t quy, thidu méu cue bd thodng qua) 1A 28%.
Khéng thiy cé sir khac biét co ¥ nghia théng ké gitts eée nhém trong 1§ 18 o vong do khong
phai tim mach.

Nghién ciru vé tic dung gidm Cholesterol v& Homocysteine bo sung (SEARCH) dinh gis
hidu gqua didu tr] vl simvastatin 80me so voi 20mg (théd gian theo di trung binh 14 6,7 nam)
té che bién o ve mach nghiem trong (MVE) (duge xdc dinh 13 tir vong do CHD, nhdi mau
co tim khong it vong, tdi tgo mach vanh, dit quy gy tir vong hode khing giy ur vong, hodic
ti tao mach ngog vi} trén 12.064 bénh nhin oo tién sit nhéi méau co tim. Khong ¢o sy khic
bigt dang ké vé 17 [& MVE giita 2 nhém: simvastatin 20 mg (n=1553; 25,7%) vi simvastatin
80 mg (n=1477; 24,5%); RR 0,94, 95% CI: 0,88 dén 1,01. Sy khéic bigt tuyt doi vé LDL-C
gitta hai nhém trong qud trinh nghién et 1 0352001 mmol/L. Thing tin tinh an toan [a
twemg tr nhau gitta hai nhém diéw i, ngoai trir % 1@ miic bénh vé co la khoang 1,0% wai
bénh nhin dimg simvastatin 80 mg va 0,02% v&i b{nh nhan ding li¢u 20mg. Khoiang mit
nita trong s nhing treémg hop milc binh vé co xéy ra trong ndm dau tién diéu i, TV 18 mic
bénh vé co trong mdi nim didu t tiep theo I khoang 0,1%,

Tang cholesterol maw nguyén phet va ting lipid madu hin hop:

Trong céc nghién ciru so sanh vé hiéu qué vi an todn cia simvastatin liga 10, 20, 40 va 80 mg
hang ngdy trén cic bénh nhéin cholesterol mén eao, tv 18 giam LDL-C trung binh twong img 14
30, 38, 41 va 47%. Trong nghién ciru bénh nhén tang lipid mdu hdn hep ding simvastatin 40
mg va B0 myg, ty 18 gidm triglycerid trung binh tuomg img la 28 va 33% (gia duge 29%), va iy
12 ting HDL-C trung binh tremg dmg 18 13 va 16% (gid duwge 14 3%).

Neghtén ctru Idm samg i ird em:
Trong mdt nghién cim mi di, cd dbi chimg voi gia duoe trén 175 bénh nhin (99 bé trai
Tanner giai dogn 11t 1én va 76 bé gdi e6 kinh nguyét it nhat 1 nam) i 10-17 tudi (tudi
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trung binh I4 14,1) ting cholesterol huyét c6 tinh gia dinh dj hgp tir (heFH) duge chia ngév
nhién ding simvastatin hofic gia duge trong 24 tudn (nghién el co ban), Yéu cdu chung cia
nghién ¢t la mite LDL-C co ban trong khoang 160-400 mg/dL, va it nhat bd hofie me o6
mize LDL-C > 189 mg/dl., Lidu simvastatin (1 lan/ngdy vao budi t&i) 14 10mg trong 8 tudn
diu tign, 20mg trong % tudn tidp theo, vA sau d6 1& 40mg. Trong 24 win kéo dai thém, 144
bénh nhén dugc ﬂép tue didu trj vii simvastatin 40myg hodc gia dugc.

Simvastatin lam gidm ding ké ndng 86 LDL-C, TG, va Apo B. K&t qui tir nghién i kéo di
sau 48 tudn tuome dirong voi nghién ol co ban, Sau 24 tufn digu tr, ngwing LDL-C dat
duge 1a 1249 mg'dL (khodng: 64.0-289,0 mg/dL) & nhom simvastatin 40mg so von 2078
mgdL (khoang 128,0-334,0 mg/dL) & nhdm dimg pia duoe.

Sau 24 tudn didu trj voi simvastatin (vai lifu hing ngay tang tir 10, 20 va 1&n (6 40mg trong
mdi & tudn), simvastatin lém gidm LDL-C trung binh 36,8% (gid duwgc: ting 1.1% so v
ngutmg co bdnd, Apo B gidm 32,4% (gid duge: 0.5%), va ngofing TG trung binh 13 7,9% (gid
dirore: 3.294) vi ting nong &0 HDL-C trung binh 13 8.3% (gia duge: 3.6%). Chus xic dinh
dircre ler ich lu dai coa simvastatin trén cde bién cd tim mach ¢ tré em vii heFH.

An todn v hidu qua & lidu trén 40mg/ngay chwa duge nghién el trén tré em ing cholestenol
huyét c6 tinh gia dinh dj hop tir. Chua xéc dinh doe hidu qué 14u dii cha didu i simvastatin
tir khi con nha dé giam ty 1¢ méc bénh va tir vong khi trusmg thanh,

PAC TINH DUGC BONG HOC

Rimvastatin 12 mdt lacton khing hoat ding, dé dang bj thiy phiin trong co thé thanh beta-
hyvdroxyacid, 14 mdt chit gc ché manh HMG-CoA reductase. Thiy phén dién ra chi yéu 4]
gan, toc &6 thiy phin trong huyvét twong 14 tat chim.

Pc tinh dwge ding hoe duge danh gia trén ngwdi lém, Chira e dit lidu vé doge dong hoe &
tré em va thanh thiéu nién.

Hisp thu

(§ nguin, simvastatin diroe hifp thu 16t va chuyén hoa binde ddu qua gan. S bign d8i & gan
phu thude vao lru lirgng mau tai gan. Gan 14 nom dfiu tién tao ra chit co hoat tinh, Chit b
hoat tinh la beta-hydroxvacid vio hé tuin hodn {t hon 3% so v&i lieu simvastatin uong. Nong
dd 161 da cia chit (e ché o hoat tinh nay dat dwee tir 1-2 it sau khi uong simvastatin, Dimg
déng thisi v thirc 4n khéng dnh heéng dén hip thu,

Duge dong hoc khi ding dom ligu va da liéu cho thiy khdng co tich liy thude sau khi diing
nhien lin.

Liin két véi protein cia simvastatin va chit chuyén hoa e hoat tinh 14 trén 95%.
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Th i
Simvastatin la chit nén cia CYP3A4. Cée chét chuyén héa chinh clia simvastatin trong huyét
tuemg 13 beta-hydroxyacid vi 4 chit chuyén héa ¢6 hoat tinh khéc. Sau khi uéng simvastatin
ddnh diu phdng xg, 13% phong xa thai trir qua nwic tiéw, 50% thai trir qua phin trong ving
06 gitn. Lugmg chiit chuven hoa thai trir qua phin twong duemg véi liromg bai tiét & mit cling
nhu lwong thude khing duge hdp thu Sau khi tiém tinh mach chit chuyén héa beta-
hydronyacid, thid gian bén thai trung binh cia nd 14 1,9 gié, Trung binh chi c6 0,3% ligu tiém
tinh mach duwpe bii tiét trong nudc tidu 1a cée chit (e ché.

Acid simvastatin duoc vin chu}'én tich cye viio té bio gan bir chit vin chuyén OATPIBI.
Simvastatin li chit nén eha chit viin chuyén BCRP,

Bl teomg dac bigt

Ba hink SLCOIB]

Nl mang gen SLCOIBI ¢.521T> C alen ¢6 hoat tinh OATP1B] thip hom, Mic & tiép
xie trung binh (AUC) cha chiil ehuvén hia b hoat tinh chinh, acid simvastatin 14 120% &
ngudi mang gen alen C dj hop ta (CT) va 221% & ngudi mang gen alen C déng hop tir (CC)
50 vl bénh nhfin cd kidu gen phd bién nhis (TT). Alen C cd tin sb 18% & dén s6 chiu Au, O
nhimg ngudi da hinh SLCO1B1 ¢b nguy co ting liép xic acid simvastatin, co thé din dén
ting nguy oo tiéu oo van.

QUY CACH DONG GOT:
Bestatin 10: Hop 3 vi x 10 vién. Hop 10 vi x 10 vién. Hjp 100 vi x 10 vién

Bestatin 20: Hop 3 vi x 10 vién. Hop 10 vi x 10 vién, Hop 100 vi x 10 vién
Bestatin 40: Hop 100 vi x 10 vién. Hop 100 vi x 14 vién

BAO QUAN

Bao quén dudi 30°C.

HAN DUNG

36 théng ke tir ngay san xuk,

TIEU CHUAN CHAT LUQNG CUA THUOC: TCCS.
CO SO SAN XUAT

Berlin Pharmaceutical Industry Co., Lid.
222 Romklao Road, Klongsampravet, Latkrabang, Bangkok 10520, Thai Lan.



