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RIDOLIP S

Thude niy chi diing theo dom thubc,
Dé xa thm tay tré em.
Poc k§ hwémg din sir dgng trudre khi ding.

THANH PHAN CONG THUC THUOC

RIDOLIPS 10720

- Thinh philn duge chit: Ezetimib 10 mg, simvastatin 20 mg,

- Thinh phin ti duyc: Lactose monohydrat, cellulose vi tinh thé 101, HPMC 606, BHA,
acid citric khan, natri croscarmellose, magnesi sicarat.

RIDOLIPS 10/40

- Thinh phin duge chiit: Ezetimib 10 mg, simvastatin 40 mg.

- Thinh phiin td duge: Lactose monohydrat, cellulose vi tinh thé 101, HPMC 606, BHA,
acid citric khan, natn croscarmellose, magnesi stearat.

DANG BAO CHE

- Viénnén.

- Méta .
+RIDOLIP S 10/20: Vién nén hinh caplet, miu tring dén tring ngd, hai mit 18i, canh vi
thinh vién lanh En. ;
+ RIDOLIP S 10/40: Vién nén hinh caplet, mau tring dén tring nga, hai mit 18i, canh va
thanh vién lanh Iin.

CHIPINH

Phong ngira cic bién ¢ tim mach
RIDOLIP S durge chi dinh dé lam gidm nguy co xdy ra cic bién c6 tim mach & nhimg
nhin méc bénh mach vinh (CHD) va c6 tién sit mic h{i chimg mach vinh cip (ACS), ké ci
dii dwrge diu tri tnrée 46 véi statin hay chua.

Tiing cholesterol méu .
RIDOLIP S duge chi dinh nhu mét ligu phap két hop véri ché dg an, stz dung cho bénh nhin
ting cholesterol méu nguyén phat (di hgp tir c6 holic khéng ob tinh chét gia dinh) hodc ting
lipid mau hdn hgp, ma bénh nhin d6 khéng thich hap vén dom trj ligu bing 1 statin, sin sing

idu trj biing | statin két hop véi ezetimib.

Tiing cholesterol ddng hgp tir ¢é tinh chit gia dinh (HoFH)
RIDOLIP § duge chi dinh nhur 1 mét ligu phép bo sung cho ché 43 an kiéng & nhimg bénh
ﬁ HoFH. Bénh nhin ciing c6 thé sir dung thém cic phuomg phap hd trg khic (nhur loc bd

).

LIEU DUNG, CACHDUNG

Lituding .
Téing cholesterol méu: | vién RIDOLIPS 10/20 hojc 10/40 mbi ngay vo budi téi.
Binh nhin mic CHD hofic cd tién si ACS: Trong mt nghién ciru nhiim 1am giam nguy co
xdy mﬂbién ©6 tim mach (IMPROVE - [T), liéu khéi diu la 10/40 mg mét ln mdi ngdy vao
budi téi.
Tang cholesterol mdu dong hop tir cd tinh chit gia dinh: Litu khuyén ding cho nhimg
bénh nhén niy 1 lomomgmmmmaimyvaobuouéi,
Kéthgp véi cdc khée:

- Nénubng RIDOLIPS trudc > 2 gidy holicsau >4 gidrkhi ding thudc hiip phy acid mat

- O nhimg b¢nh nhin dang sit dung thude amiod lodipi pamil, diltiazem hodc
ciic sin phim c6 chira elbasvir hay grazoprevir, lidu cia RIDOLIP S nén dirge gidm xudng
©dn 10/20 mg mdi ngdy. 4
Binh nhén cao twéi: Khong cin didu chinh liéu cho bénh nhin cao tudi.
Bénh nhi: i

- Thanh thiéunién> 10 twi: Kinh nghiém lim sing & nhém thanh thiéu nién trong d{ tudi 10—
17 conhan ché. Libu khuyén ding nim trong khodng 10/10 161 10/40 mg mdi ngay.

- Tréem< 10 tudi: RIDOLIP S khéng dirge khuyén dung cho tré dudi 10 twéi do khdng diy di
dit li¢u v& 86 an todn v hiéu qua.
Suygan: & N

- Bénh nhin suy gan nhe (diém Child - Pugh 5 dén 6): Khng cin diéu chinh lido.

- Bénhnhan suy gan Vira (diém Child - Pugh 7 dén 9) v niing (diém Child—Pugh >9): Khng
nénding RIDOLIPS.
Suy thin: Khong cin diéu chinh li¢u & bénh nhin suy thin nhe (46 loc chu thin rdc tinh > 60
ml/phiav1,73 m). O bénh nhin suy thin man tinh vi d¢ loc cdu thin yéc tinh < 60
mUpht/1,73 m’, liéu RIDOLIP S khuyén ding li 10/20 mg mbi ngay viio budi t6i, cin thin
trong khi diing liéu cao hon.

Cich dung

- Bénh nhén nén c6 ché 4 &n kiéng gidm lipid hop 1y va nén tidp tuc ché 4 &n kiéng ndy trong
khi diéu trj véi RIDOLIPS.
Puemg diing thong thiong la duong udng. Liéu khuyén dung 1d mgt vién RIDOLIP S mdi
n yvnobu%iléimkhidingﬁ.

- Néu mét lin quén ding thube, khdng nén dnngnliéu glp d6i dé bu cho mét vién da quén.

Diing liéu RIDOLIPS nhu thong thuémg trong lan ubng ké tiép.

CHONG CHI PINH

- Quémin cim véi bét ky thinh phin ndo cila thubc.

- Phyunirmang thai va cho conbu.

- Tingmnsuninasehuyétthmhkhangrﬁnguyénuhén,bénhganliéntrién. i

. Sirdyng ddng théi cic thudc irc ché manh CYP3A4 (lam ting AUC lén 51in) (ching han nhur
i 1, & 1 I i I, ery ycin, clar in,
(nelfinavir), previr, telaprevir, vii

Vién nén

telithromyein, chét irc ché HIV p
thudc chira cobicistat).

CANHBAO VA THAN TRONG KHIDUNG THUOC
Dau co/ Tidu coviin ‘ i
- Céc truémg hop bi dau co v tiéu co viin di duge bio cdo. Hau hét céic bénh nhﬂnb! héuc«c!
viin déu ding ezetimib chung véi statin. Tuy nhién, rit hiém béo cho tidu co van khi don trj
Jiéu véi ezetimib hodic khi bd sung ezetimib voi cic thude khéic da biét 1m ting nguy co tiéu
covén. :
RIDOLIP S chira simvastatin. Simvastatin, chit irc ché HMG = CoA, thinh lhoingiﬁiy racac
biéu hién nhu dau ca, khé chju hay yéu e véi lugng creatin kinase (CK) gép 10 lan ngudng
gidri han trén coatry s&hinh thuémg (ULN). Bgnh co ddi khi xdy ra & dang tiéu co vén c6 hofic
khéng co suy thin chp sau myoglobin ni¢u, vd rét hidm khi diin toi tir vong.
Gibng nhu cdc chit i ché HMG — CoA khéc, nguy eo dau cof tiéu co vinlién quan dén liéu
ding cha simvastatin. i ' :
Trong mot this nghiém 1im sing & nhimg bénh nhin c6 nguy ¢o cao mic cdc bgnh tim mach
durge didu trj véi simvastatin 40 mg/ngay (thdi gian theo dai mmgch]nh 3,9 nim), ti 1¢ dau co
la khodng 0,05% & nhom bénh nhin khong phin ngudi Trung Quac (n =7367), so v6i0,24%
& nhém bénh nhin Trung Quéc (n = 5468; Trung Qudc 1d nhom ngui chin A duy nhit cia
thirnghiém niy). Do dé cin thin trong khi ké toa RIDOLIP'S cho ngudi chiu A, vi nén ding
1iéumlpp}.h,d e
Gidm chirc niing cdc protein vin chuytn ‘ ;
Giam chirc ning cta protein vin chuyén OATPG gan c6 thé lam ting sy tiép xée todnét.hln
véi simvastatin acid va lam ting nguy co dau co tiéu ¢o vin, Suy gidm chirc ning 6 thé xay
ra do irc ché béi tuong tic thube (nhu ciclosporm) hoge do b¢nh nhin mang gen SLCOIBI
¢.521T>C. i
Po ludrng creatin kinase (CK) " .
i Khb:g nén do CK sau khi vin ddng manh hoc ¢b sy hién cufn cla biit cir nguyén phiin nao
Kkhac coa sy gia ting CK. Néu mirc CK ting lén ding ké (> $ 14n ULN), nén kiém tra lai sau 5
- Tngdy d ﬂx;c nhiin két qua.
Trurdre khi diéu
Tht ci bénh e bi bl ah dibu i v6i RIDOLIP'S, hofe thng liby RIDOLIPS, nén duge
théng bho vé nguy codau ca va binh nhin cin bi ngay khi o6 cde biu hi¢n dau co, khé chiu
ha khong rd nguyén nhin. L sinmmar
Dglzie;‘l;:p méll‘ﬁii i coy::n tham chiéu, nén do mirc CK trude khi bt dbu didu i trong e
trémg hop sau: ngudi gid > 65 wdi; phy nik; ngudi Iy thiin; nguvi suy gidp khong kiém
sodt, ngut c6 tién sir 161 logn co hofio ién si giadinh Gi logn co; nguin cd tin sir bi dde tinh
5 i nghién regu. 2 :
?m ‘ﬁﬁi‘mfh%”ﬁf nﬁn giita Igffch vi nguy o khi didu tri, bénh nhin
e 1 1im sang, N bénh nhiin & timgi o1 loan co st 46 do fbeat hojo
s : vermdt thudc ¢ chir statin (nhu RIDOLIP

d sirc khi bit diu didu trj v
?‘%’J& o u?:n st > n UL, khongnén frdung RIDOLIPS.

Tromg khi did Bt e
Nbu dou ©0, ;.‘é:.rfw hofic chudt rit xiy ra khi bih nhin dang mé.; Thr?\ RID&.;P s, :an
tién hinth do CK cho bénh nhin. Nén ngung didytri voi RIDOLIP § khi ugng CK duye tim
thdy tang lén dng ké (> 5 lin ULN); hobe khic# trigu chimg dau co niing vi gdy rakhé chju

:mgﬁ““%scx<5|AnULN;|nkkmd-uwumnmmwmmm

z%l“hlémm‘?‘:um* 43u g nghi ngr do trung gian mién dich (IMNM) trong hodc sau khi
m P Mgmnmlpmway&coﬁpdmmangviw;gCK
:\Iz,&“wciclh it .“khinglmgdieuyu-jbingmlin.
nhu SM%gduvcsiﬂiquyavimﬂcCKNvéMnhﬂur&n;.nélb@sudunsw
RIDOLIP 5% dyng mgt thubc khac chira statin ¢ lidu thép nhit vi cin theo ddi cin

thin.
= Néa ngung 7 B3 idu trj i RIDOLIP S mt vii ngay trude khi tri qua mt cude phiu
lhu]tlf}nho‘f lam € can thi¢p y khoa quan trong nito khic.
C“M’hﬁ ®idm nguy co dau co géy ra bii nromg tdc thude: Xem phin trong tic
Mc‘h‘h“&'"‘h cu"&kh&vidcloalmungtkkhjc.
engan .
- Trong nhimg Y Nghigm Jim sing c6 ddi chimg & mmilbe-m nhin ding ezetimib két hop
véi statin, d3 y‘h_'ﬂ»e-:mms.mimmm(zsl ULN).
Trude khi bit diu diéu tj vai RIDOLIP S, cin lim xét nghiém chirc niing gan va theo doi
dinh ky sau d0. Pc bigt nhitng bénh nhin cb mirc ALT tfing cao, cdn tién hanh kiém tra lgi
nhanh chong vi thumg xuyén hon. Néu mirc ALT ting nhanh lién tye tréa 3 1n ULN, nén
ngung sit dung RIDOLIP S. Lru § |4 ALT c6 thé tao ra tir o, vi vy néu ALT ting kém theo
ting CK cho thiy bénh nhin bj day cq.

Su;
yb‘.::hm biét anh huromg khi ting néng d6 ezetimib & b¢nh nhin suy gan vira hofc ndng nén
khong st dung RIDOLIP S & nhimg bénh nhin nay.
D thilo dwimg ;
Mgt s6 chimg cir cho thdy cdc statin Jam ting dumg huyét & mét s6 bénh nhéin c6 nguy ¢
mic d4i thio dumg (dudmg huyét doi 5,6 — 5,9 mmol/L, BMI > 30 kg/m’, ting triglycerid,
ting huyét ip), do 4o chin theo ddi cic chi s6 1im sing va sinh hoa o nhimg bénh nhan ndy.
nh nhi
f” Trong Mt thir nghiém 14m sing, nhin chung khong thiy c6 anh hwémg nao 1én sy phit trién
va tromg thinh vé mét gidi tinh & cc bé trai va bé gai tudi v thanh nién, ciing nhur khong ¢6
anh hudng nao lén chu ky kinh nguyét ciia bé gai. Tuy nhién, anh hudmg cia ezetimib trong
khodng thi gian diéu ) trén 33 tun di véi sy phat trién va treemg thanh vé miit giéi tinh
chwaduge nghién ciru.
Hiéu qua VA tinh an todn ciin ezetimib ding phdi hop véi simvastatin licu trén 40 mg mdi
ngy chira dige nghién ciru ¢ nhom bénh nhén 10 dén 17 tudi. .
Higu qua Vi tinh an todn cia ezetimib chura dugc nghién ctru & nhom bénh nhiin dudi 10 wdi
hofc nhitng bé ghi chura xuét hi¢n kinh nguyét o s
- Hi¢u qual8u dai ciia vige diéu trj véi ezetimib & bénh nhiin dwdi 17 tudi nhitm lam gidm ti 1§
bénh tit va tr vong trong tudi trugmg thanh chwa duge nghién cin.
Fibrat
Hiéu qud v tinh an toin ciia ezetimib diing phéi hop véri cdc fibrat chua dwoc nghién ciru.
Thubc chbng d6ng miu
Néu RIDOLIP S dirge thém vao qué trinh didu tri véi warfarin, thude chong dong méu
coumarin khic hojc fluindion, nén theo ddi chi s6 binh thuémg héa quéc t& (INR) mdt cich

hop Ig.

B¢nh phéiké
Mot sé truomg hgp viém phi ké di duge béo cdo khi sir dung statin, bao gdm simvastatin,
dac biét  lidu didu i dai ngay. Cdc biéu hién bao gom kho the, ho khan, suy gidm sirc khoe
(mét moi, syt cin, sbt). Néu nghi ngd bénh nhin bj viém phoi k& tién trién, nén ngung sir
dung RIDOLIPS.

SUDUNG THUOC CHO PHY NU'CO THAI VA CHO CON BU

Sirdyng thude cho phy nir ¢6 thai

- Xo vira dong mach ld mét qué trinh man tinh va vige ngung ding thudc ha lipid mdu trong
thri gian mang thai s& khéng géy dnh hudmg nhidu dén nguy co liu dai cia ting cholesterol
mau nguyén phat.
Chong chi djnh ding RIDOLIP S trong théi gian mang thai. Khng cé co sar dit li¢u vé sir

ezetimib/simvastatin trong thai gian mang thai. Cac nghién ciru trén déng vit cho thiy

thude c6 gy dgc tinh sinh sin.
Simvastarin

- D{an toan cia simvastatin & phu nit mang thai chua dugc chimg minh. Khong c6 mdt thi
nghi¢m lim sing ¢ ddi ching ndo dirge tién hanh trén phy ni mang thai. Céc bdo cio hiém
g@p vé dj tit bim sinh sau khi tiép xiic véi chit irc ché HMG — CoA di dugre ghi nhan. Tuy
nhién trong mét phiin tich khac trén 200 phy ni dang mang thai giai doan 3 thing déu cé tiép
xtic v simvastatin hodc chélﬂhén quan dén ttc ché HMG — CoA, ti 1€ dj tit bdm sinh la tuong
duong so vdi i I trong din s6 néi chung. Mic di viiy, vige sir dung simvastatin & ngudi mg
©6 thé lim gidm mevalonat ciia thai nhi, tién thin ciia cholesterol. Do d6 khéng nén sir dung
RIDOLIPS cho phy nit mang thai, ¢6 y djnh mang thai hoic nghi ngdmang thai.
Ezetimib
Khéng co coso dit liu 1im sang vé viée ding ezetimib cho phy nif mang thai.

Sirdyng thubc cho phy ni¥ cho con bi

g chi dinh ding RIDOLIP S cho phy nir dang cho con b Céc nghién ciru trén chugt

cho thiy ezetimib duge tiét vao sira. Chira biét lidu ezetimib/simvastatin ¢6 tiét vio sa
ngudn me hay khong.

ANHHUONG CUATHUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chura c6 nghién ciru vé dnh hudmg cia thue ddi véi kha ning 1di xe va vin hanh may méc.
Tuy nhién d3 c6 bio cao vé mt sd anh hudmg bat Igi nhu chong mit.

TUONG TAC, TUONG KY CUATHUOC

Tuong tic véi thu h|lighicﬁngc6 kha niing giy dau co khi dung dom trj ligu

Nguy co dau co, bao gom cd tiéu co vin, ting 1én khi diing dong thési simvastatin voi fibrat.
Ngodi ra, twong tdc duge dfng hoc cia simvastatin véi gemfibrozil lam ting ndng dé
simvastatin trong huyét twong. Céc truémg hop hiém gip cla dau co/ tidu co van o6 lién quan
161 dung chung simvastatin véi niacin lidu > 1 g/ngity di dugce bio cdo.

Cic fibrat ¢6 thé lam ting ddo thai cholesterol qua mt, dan téi s6i mét. Trong myt nghién
ciru tién 1am sing & ché, ezetimib dd lam tang cholesterol trong tini méit. Miic di syt lién quan
ctia nghién ciru ndy véi nguii 1a chwa biét nhung khéng khuyén co ding chung RIDOLIPS
voicac fibrat.

nmgggdjzmﬁnghgg
Céc khuyen cdo troag ké dom duge tom tit trong biing dudi dy:  +

Tac nhiingiy trong tic Khuyén cdo trong ké dom —|
Chit irc ché CYP3A4 nanh: itraconazol, keloconazol,

o
telithromycin, chit irc cld HIV protease (nhunelfinavir), | Chéng chi dinh két hp véi RIDOLIP S.
o Y o ST ProkcR e finari

dnm;)L gemfibrozil. '

Cic fibrat, acid fusidic Khéng duge khuyén cio két hop véi

Khéng duge khuyén cdo két hgp véi
RIDOLIPS ¢ bénh nhin chiu A. o
Khong ding RIDOLIP S liéu trén 10/20
mg moi ngdy.

P4i vai bénh nhdn HoFH, kh
RIDOLIPS lidu trén 10/40 mg m

Niacin (nicotinic acid (> 1g/ngy).

Amiodaron, umlqdipin, verapamil, diltiazem, niacin (>
| g/ngdy), elbasvir, gnzoprevir,

Lomitapid.

dung
1ngdy.

Anh hiémg cila cic giube khaclén RIDOLIPS

RIDOLIPS

- Niacin: Trong mg; nghién ciu @ 15 ngudi 1ém khde manh, ding chung ezetimib/simvastatin
10720 mg/ngy o nghy véi vién nén phong thich bidn 8t NIASPAN (15 trong 2 mly
vl 2g trong § p, y sau bita dng it chiit béo), AUC trung binh cuia niacin v# acid nicotinuric
da tang nhe (Iflwl 14 2:% va 19%). Ngodi ra con lam ting nh¢ AUC trung binh cia

P :‘::;"*5(9%)_aﬂimihmm phin (26%), simvastatin (20%) vi acid simvastatin (35%).

zefim,

Thucc khing geid: S dng ddng thési voi thude khing acid lim gidm hp thu czetimib

ql;§ kans géy dnh huéng dén sinh kha dyng cia ezetimib. Sy gidm hip thundy khdng e6

¥ aghla lim gin,

C!o!avu-m,,.,,.‘-sse dyrg ddng thei véi cholestyramin lim gidm AUC trung binh cia

ezdimib khaing 55%. Tic dgng lim gidm LDL - C do phéi hgp ezetimib véi

chdestyramip cothé ki hi¢u qua do tuomg tdc ndy.

Fibrar- Sy qung dong thii vdi fenofibrat holic gemfibrozil lim ting nhe ndng 43 cua

ezctimib (1jp gt Lhol8 1,5 in va 1,7 1in), miic dul két qud ndy khong c6 ¥ nghia VS it

linsing npypg RIDCLIPS khong duge khuyén cio dung chung véi cde thude fibrat.

Cidosporin, Trong rdt NBhi¢n iy trén 8 bénh nhiin ¢d ghép thin tnrde dd véi mire thanh

thilcreatinip > 5 miphiit vd dang ding lidu ciclosporin fn dinh, mdt lidu duy nhit ezetimib

190 limy g3 AUCTUBE binh ciia ezctimib todn philn [én 3,4 1dn (nr 2,3 dén 7,9 1dn), so voi

w1 khe manh chiling ezetimib tir mt nghién ciu khic (n = 17). Trong mét nghién cinu

kaie, mt bgnh ahdndY £hép thiin bj suy thin nling dang st dung ciclosporin va nhidu thude




e

khic. ndmg 49 ezotimib 1odn phin thng 12 lin so0 v khi dm,
cira o6 804 ciimg, v Wips qui kv dimg pbé hop czetimib vorsLs™ ¥l iy mb;«:u;;
fhép thin chura drox tidn hish w"‘"“""‘““m"‘"""ﬂommm e

Simvasiatin
Simvastatin ld chdtdn cia CYP P4S0 IA4. Céc chdt c6 khi ning e 430 3 A4 lhon
tognnywhmdMmmhﬁﬁgmumm“‘mﬁcuuuo

i ché CYPIAA yéu hon nhwr fluconazol, verapamil hay diltiazem.

Fluconazol. ﬂmhﬁamwéuewmhwhi&nmmmmmﬂmwmm
chung simvastatin vi fluconazol

Ciclosporin wdnw’héucav&lthgu‘\id\‘m]chmlcic i RIDOLIPS; vi
vy, ¢himg chi dinh dimg chung vin ciclosporin. Mic d co ché chyyy gupe hiéu 6 nhung
ciclosporin cho thady lim ting AUC cia cic chilt ic ché HMG - Cop,_ gy gia thng AUC cia
simvastatin cb thé do i ché CYPIAL vivhalic OATPIB) .

Danazol- nguy co dau cor vh tiéu co viin ting khi dimg ddng thir danagol véi RIDOLIPS; vi
viy, chémg chi dinh ding chung v&i danazol.

Gemfibrozil. gernfibrom] lam ting AUC i acid simvastatin Jén 1,9 1ia, 06 thé do irc ché con
dudng chuyén héa ghocuronic vivhojic OATPIBI, chi dinh ding chung vé gemfibroal.
Acid fusidic - nguy co dau co bao gbm tiéu co vin ¢6 m.khid-&nlchmguufwdwﬁ
dung toin thin véi statin. Co ché cia tuomg tic ndy chua duge biée. DA 06 nhimg bko céo
fiéw o vin & nibiing bénh nhdn sir dung phéi hop ndy. Néy diéu trj vo1 acid fusidic 14 chn
thiét, nén tam ngumg RIDOLIP S trong sudt qué trinh diu trj vén acid fusidic.

- Amiodaron: mgsy co daw co vi tiéu co vin ting 1én khi ding déng théni amiodaron V&

simvastatin. Trong mét thirnghiém Lim sang. dau co duge béo co & 6% bénh nhan duge cho

i #0 mg vi amiod) Mﬂﬂygéulﬂmomsmqudlm
cho nhimg bénh nhdn diing phéi hop v63 amiodaron. )
chen kénh caici (verapamil, dil iodip ,mwmhﬁﬂm“mml
froc, dimg Géng thas simvastatin vy cic thudc my lin lugt 1am ting phoi nhiém acid
m:aqz.nh.zmmn.sﬁwﬁﬂudoaca.émm.vmy.hh%
$ khomg nén vuot qud 10/20 mg/ngiy cho nhimg bénh nhan dung pbéi hop vér cic
chen kénh calei. e
Lomitapid. mycudmmviﬁhwmwdléﬂngkhidm;&ﬂsmml“ﬂ‘dw"
simvastatin. V1 vy, liéu RIDOLIP S khong dugc vugt qué 10/40 mg/ngay & ohimg bénh
shin HoFH ding ddng thén véi lomil )
Cécch‘lﬁd}ﬂ?!‘imgﬁnb.mnhhm:hwdtmmﬂm3A4l'lmﬂ
mmmmmmms_apwuamsmm.‘»ﬁm;ud.uo_u.

- Chit fic ché protein vin chuyen OATPIEI- acid simvastatin 14 chit nén cua protcin vin
ahyénomml.mz.g;hmguﬁmlmbéommmmedanwim g 46 acid
simvastatin trong huyét twong va lam idng nguy codauco.

Chdt e ché protein khing ung thie i (BCRP)- ding chung chit (ic ché BCRF, bao gém cic
sén phim chira elbasvir hay grazuprevir, c6 thé din té1 ting nong 43 simvastatin trong huyét
twong vi ting nguy co dau co.

Colchicin: 83 cb cic béo cao vé dau co va tiéu co vin khi ding déng théri colchicin véi
sivastatin & nhimg bénh nhin bj suy thin. Nén theo d&i lim sing chjt ché & ahimg bénh
nhén sir dung phot hop ndy. i TR
Rifampicin vi rifampicin k chit cm fmg CYPIA4 manh nén nhimg bénh nbin dang didu trj
i ngiy véi rifampicm cb thé khong dép (mg véi simvastatin. Trong mét nghién ctru duge
&g hoc & nhimg tinh nguyén vién binh thuémg, AUC cia acid simvastatin giam 93% khi
ding chung véi rifampicin.

- Niacin: cic traémg hop dau co/ tiéu co vin di dugc quan sit thiy khi ding déng thai

_ simvastatin vi niacin liéu > 1 g/ngdy.

Anh hirémg cia RIDOLIPS Ién dirge djng hoe cila céc thube khéc

Céc nghién cira tién lim sdng cho thy ezetimib khing giy cdm img enzym chuyén héa
thude CYP P450. Khong quan sét thiy twong tic duge dong hoc co ¥ nghia Iim sang gifra
ezetimib vi céc thubc chuyén héa bani CYP P4S0 1A2, 2D6, 2C8, 2C9 va 3A4 hoac N -
acetyltransferase.

- Tihube ching déng méu- Sit dung dbng thén véi ezetimib (10 mg x | ﬂx}fnﬂy)khéﬂgﬂ_y
inb huimg cé § nghia lim sang 1én smh kha dyng cia warfarin v théi gian prothrombin
mwmﬁn’mmllugn&idh&xgkhbemp\h.?uynhihao&b@dovéwe:@g
INR ¢ nhitng bénh nhdn sir dung thém ezetimib khi dang di¢u trj vén warfarin hoje fluindion.
Néu ezetimib duge thém vio qué trinh diéu trj vén warfarin, thuc chéng déng méiu

i khéc hode fluindion, nén theo ddi INR dinb ky.

Simvastatin
Simvastatin khéng giy Gc ché CYP P450 3A4, Vi viy, simvastatin khong dugc dy doén s&
inh huéng 16 ndmg 86 trong huyét tuomg cua cée chit chuyén hoa qua CYP P450 3A4,

. Thubc ching ding ding duomg ubng: trong hai nghién cira lam sing, m{t trén ngwdi tinh
Wmmnmmmmmmwmsmmzu-wmm
b itn_&nnin:gly&dﬂngwicﬂtchhgm’ in: théri gian pro duge
béo o biing chi sb INR, ting tir 1,7 Ién 1,8 va tir 2,6 Ién 3.4 tuong img & nghién ciru trén tinh
ngusyén vién v trén bénh nhin. Cic trwomg hop rit hiém vé ting cao INR di dugc bdo cio. O
mh&tnbhdﬂuﬂmcﬂsdﬁmdéum%jmmmmdx
wmmm&&.mnmqmsnmdﬁwgm&nm-ﬁ}mm_a;
trj dé dm bdo khdng xiy ra sy thay d6i 6§ nghia ciia thési gian n Néu thay di liéu
mmmmms.mmmwmmmmmmmmmh
nmmmwmmmwmmmmmmamg

.ﬂmmwm chéng dong.
nl
Céc nghién céru vé twong tac thudc chi duge thye hign & ngudi Ion.

TAC DUNG KHONG MONG MUON CUATHUOC

- Cheth dyng khing mong mudn sau duge trinh by chi tiét trong phin khéc (xem myc Thin

trong vi cénh baoy.
+$wvﬂu&:mvﬁn

3 ;)ihmikb::.,,. i in duoe énh gid v tinh an todn trén khodng 12.000 bgnh
nhin trong céc thit nghiém Lim sing.

- Ck b hgi hom theo tin sult: rit thuémg gip (ADR > 1/10), thuémg
mmooﬁus'wmmm(mmsmmmoo)_m #ip (1/10000 < ADR <
1/1000) v rit hiém gip (ADR < 1/10000)

- Duéi dky i biing trinh biy vé cc tic dyng khong mong muén quansét duoc trén bénh nhin
lﬂmwdimibhimvm(n"W)céllMmhﬂnhhnlmﬂdvngsnduv:(n-
1340).

Nhém co quan Téc dyng khong mong mubn Tin sb
5 Th‘ALTvMAST;Ith!:mi_M - Thuomg gip|
- xét nghiém bilirubin méu; tin, id unc i,
oy :}u pyltransf mn‘m?pmwinni&n:md:.* It ghp
Rbi ogn i thin kinh | Dau dhu, chéng m3t it gip
i toge i hém mmmamaummmnwm legto
(2% ko e vh b duth da_| Nigira, phit ban, ni mé day. 1t gip
xuong vi mo | D56 0 Thuimeg gép |
'&:rw Dau khép, ybu co, co thit co, dau @, dau iy Tt gip
R bogn khdc ‘husrc, mét moi, ko chiu, Wre ngre, phi nd wgogi vi| It
Inbupnmmh logn gidc ngi, mt ng. _@.
QUALIEUVA CACHXUTRI
Triéu chirng )
uhkkmmnmwom.)mmmqlwomnumqmwom
khong quan sht thiy dhu higu lim sing vé d0c nh.
E:

zetimib ) )

ablmg thir nghi¢m Tam sing, nhin chung ezetimib dung 1p 15t khi sit dyng & 50
wm:smmMMumuw,mwwmymuw‘m{fn’g’
wabum“anmgvth;mu:%mmmm,
s g dury nibkt czetimib 5,000 mg/ kg cho chudt ahit vichudt céng, vi 3.000mg/ kg
§ vér ché,

trudmg Jibu ezetimib a3 duge bho c4o, da phin Kong lién quan 15 1
mm'mthhdoﬂynhhmlbﬁnnﬂiaum, dung
Wummﬂwamwm.w&&mmnu;numm
Bbu vuot qua kbimg 4 li di chimg.

Xértel
Nén gkt triu chiomg vi nieg 40 khi qui lid

ha liptd khic
MAATC: CIOBAO2

Corché the dyng "
- lhuyhm;mlbqn:hnlmmlhlplhmmviuuhlbln;mnoum
;(mﬁ'“s chim ezetimib vi simvastatin, hai duge chit c6 the dung he lipid miu vén hai co
ché bd tr cho nhau

F"g:ﬁmmu thubc thude nhom méi ciza nhém céc thubc ha lipid méu, (e ché cé chon loc sy

thu cholesterol vi céc sterol thye vt tpi rudt, Ezetimib thc ddng 1én phin Niemann
Pick C1 — Like 1 (NPCIL1), 14 chét viin chuyén sterol, gi vai trd chinh trong sy hip thu
holesterol va phytosterols tgi rudt.
Euu'mnh 1p trung tai bir ban chdi cda rudt non v e ché hip thu cholesterol, din 161 gldm
cholesterol tir rudt v gan, Khi két hop véi 71?‘ 3 statin, 14 nhom thube Gc ché tdng hop
cholesterol tai gan, nhor sy khic nhau vé cor ché tic dgng cia hai nhom thubc dbn 161 gidm
cholesterol tokn phin, LDL - C, Apo - B, non - HDL - C v TG, ghy thng HDL - € & nhing
bénh nhén ting cholesterol mau, virgt trdi 8o véi dong riéng timg thudc. Trong mét nghién
ctru l4m sing trong 2 tulln trén 18 bénh nhiin ting cholesterol mu, ezetimib @rc ché sy bip
thu cholesterol tai ruét $4%, so véi miu gid duge.
Simvastatin i
- Simvastatin la chit khéng c6 hogt tinh, sau khi ubng, simvastatin dugc thiry phin i gan tro
thanh dang b — hydroxy acid ¢6 hoat tinh (rc ché manh enzym HMG - CoA redu:uu .(]
hydroxy - 3 methylglutaryl CoA). Enzym ndy 1 chbt xic téc cho qué trinh bién dbi HMG
CoAthanh lonat, tién chdt cia choll |
- Simvastatin di duge chimg minh 14 1am gidm néng 49 LDL - C lglnh thudmg va cao. LDL
dugc hinh thanh 1 protein cé ti trong rat thlp(VLDLgv(dl hoa chi yéu bi receptor LDL i
Iye cao. Ca ché 1am gidm LDL cia simvastatin c6 thé lién quan dén vide lm gidm ndng 44
VLDL - C vi cim img receptor LDL, diin 16 gidm tbng hap va ting dj héa LDL - C
Apolipoprotein B ciing gidm ding ké trong qué trinh dieu trj vé1 simvastatin. Ngodi ra,
simvastatin con lim ting HDL —C v lam gidm TG huyét twong. Do dé, ty 1¢ gitra téng HDL
~CviLDL-Ctrén HDL—C s gidm.
nfc TINH DUQC PONG HQC
Hip thu _
Ezetimib: Sau khi ubng, czetimib hip thu nhanh chéng va lién hop rag rii thinh phenolic
glucuronid co tac dong duge 1. Néng d0 huyét trong 14i da trung binh dat dugc sau | dén 2
gi& 861 véi ezetimib — glucuronid va 4 dén 12 gits ddi véi ezetimib. Khong lhé xdc dinh sinh
kha dung tuy&t d8i cia czetimib do chit niy hiiu nhu khdng tan trong dung méi nuée phi hop
cho dwémg tiém. Uéng thude ciing véi thirc an (gidu hojc khang gidu chit béo) khong Jam
inh huémg i sinh kha dyng dudng ubng cua ezetimib. C6 thé ubng thube cing hodc khong
cimg vdi thirc &n.
Simvyastatin: Sau khi ubng, simvastatin duge hip thu va chuyén héa thinh dang c6 hogt tinh
B — hydroxy acid tai gan, lugng p— hydroxy acid tim thiy trong h§ lhqmég tulin hodn 1 ithon
5% so véi lidu ding. Céc chiit chuyén hoa clia simvastatin 6 trong huyét tuong ngudi 1 -
hydroxy acid va 4 chit chuyén hoa cé hoat tinh khéc.
in
o [Ezetimib: Lién két vdi protein huyét twong ngudn khoang 99,7% déi véi czetimib va khoing
88 dén 92% déi vén ezetimib — glucuronid. _
Simvastatin: Ca simvastatin vd f—hydroxy acid déulién kétvéi protein huyét tuong nguen
(95%). Duge ddng hoc cua simvastatin don liéu va da liu cho thiy khong c6 su tich 1y
{hudc sau khi dung nhiéu lin. Trong tht cé céc nghién ciru duge ddng hoc trén, néng d9 tbi da
trong huyét trong cia chit iro ché dat duge 1,3 dén 2,4 gio saukhiudng thube.
nhéa s
Ch“gzzﬂmib: Ezetimib chuyén héa chi yéu & rugt non va gan théng qua sy lién hop voi
glucuronid (phin tmg pha II) va sau d6 bai tiét quamit. Lugng 16i thiéu dugrc oxy héa (phin
{mg pha I) di doc quan sit thiy ¢ tht ca cc lodi duge dinh gid. Ezelimib vi ezetimib
glucuronid 13 hai dén xuft chi yéu cisa thude trong huyét twong, chiém kin lugt khodng 10
én 20% v 80 dén 90% trén tong lugng thube trong huyét hrong. Ca ezetimib va czetimib -
glucuronid déu duge dio thai chim ra khoi hayét wong véi vai tro ding ké (‘,.l!a chu ki gan -
rudt. Thoi gian ban thii cia ezetimib va ezetimib — gl id 14 khoing 22 gid.
Simvastatin
- Simvastatin [a mét lacton khéng c6 hogt tinh, d& bj thiy phén in vive rd thanh {§ ~ hydroxy
acid tuong img, ddy 4 chit ire ché manh HMG ~ CoAreductase. Sy thiy phin xdy rachu yéu
& gan, trong huyét twong ngui xay rarét chim.
- Saukhitiém tinh mach chat chuyén hoa B—hydroxy acid, thoi gian ban hiy trung binh 14 1.9

&,

Tm!il trir i
Ezetimib: Sau khi cho ngudi ubng 20 mg ezetimib c6 giin “C, ezetimib todn phin chiém
khoing 93% hogt tinh phéng xa trong huyét twong. Ba tim thiiy khoang 78% hoat tinh phong
xa trong phin va 1 1% trong nuor tidu trong vong 10 ngay. Sau 48 gid, khéng phat hign dugc
hogt tinh phong xa trong huyét tuong.

Simvastatin
Simvastatin acid dugc vin chuyén tich cye vio té bo gan ban chét viin chuyén OATPIB1 .

- Simvastatin la co chat ciia chat viin chuyén ngwge BCRP.

- Saukhi ubng simvastatin c6 hoat tinh phong xa, 13% lugng hoat tinh phéng xa duoc dio thii
quanude eifu v 60% qua phin trong 96 gio. Lugng thube dugc tim thily trong phin dai dién
cho Irgng thube hip thu dwpe bii tiét qua miit vi lugng thue khong hilp thu. Sau khi tiém
tinh mach chit chuyén héa b - hydroxy acid, trung binh chi ¢6 0,3% cua liéu tiém dugc bai
tiét qua nirdre tiéu duéi dang chilt chuyén hoa c6 hoat tinh,

Duyc djnghge trén nhém bgnh nhin dic bigt:

Bnh nhi: Sy hip thu vi chuyén héa cita ezetimib 14 nrong duong gifra thanh thiéu nién (10 -

18 tudi) va nguén 16n, Chira c6 dit ligu dirge dgng hoc & tré < 10 tudi. Kinh nghiém lm sing ¢
bénh nhi va thanh thiéu nién bao gbm nhimg bénh nhin tng cholesterol méu ddng hop 1 vi
djhop tircé yéu té gia dinh va bénh nhén ha huyét ip.

Bénh nhan cao tudi: Nt’)ng d§ cia ezetimib todn pﬂn trong Tuyét twong & ngudi cao tudi (>
65 i) cao gap 2 lin so véi ngudi tré wdi (18 dén 45 tudi). Tuy nhién, tic dung gidm LDL
C vi dit [iu an todn & bgnh nhin cao tui 1a twong ty voi ngudri tré tudi, do dé, khong cin diéu
chinh liéu & bénh nhén cao tudi.

Suy gan: Khang chn diéu chinh lidu & bénh nhén suy gan nhe. Do chura biéi tac déng cva vige
ting ndng d§ czetimib toan phina nhimg bénh nhin suy gan vira va niing nén ezetimib khong
duge khuyén cio & nhimg bénh nhin niy.

Suy thin

Ezetimib 5 " i

- Saukhi uong ezetimib li¢u duy nhéit 10 mg & bénh nhin suy thin n=8; CrC) trung binh
<30ml /phtt /1,73 m'), AUC trung binh cia czetimib todn phinul::g( khoang 1,5 lin go véi
Gty b nbin b sung v o

- ™ | sung vito nghién ciru ndy (trdi qua thiin vi sir i
bao gbm ci ciclosporin), ndng 4 ezetimib toin ph‘lln tin, : l%:etpéi 1;.;ln‘ e

Simvastatin
Trong m{t nghién ciru & nhimg bénh nhin suy thin nfing (CrCl < 30 mU/phit), ndng d

g cic chit irc ché trong huyét twong sau khi ding 1 litu duy nhét Ii:g gi);) 2 Iﬂi 53, ‘:«‘rx
ag;:n tinh n?yénkhoe T‘nh
tinh: Nong 46 huyét twong cia czetimib todn phhn tiing nhe (khodng 20%) & ni so véi
nam. Téc ddng gidm LDL - C va di lige an todn li v i
Kbt oln it phi G i ity TR

QUY CACHPONG GOI
Hop 03 vix 10 vién nén. Vibm Al - PVC/PYDC trilng dyc.

Hop 05 vix 10 vién nén. Vi bim Al - PVC/PVDC triing dyc.
Hop 10vix 10 viénnén. Vibim Al - PVC/PVDC triing dyc.

BAOQUAN
Naikhd, duéi 30°C. Tranh doh sing

HANDUNG
24 théng (ké ti ngdy sin xudt).

TIEU CHUAN
| HASANJ

Tiéu chudn co sar
Cosd sin xudt:
CONG TY TNHH LIEN DYANH HASAN - DERMAPHARM
L6 B, Dudmg 56 2, KON ¥ng An, Binh Duong, Viét Nam




