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DANG BAO CHE: Vien nén bao phim

DUOC LUC1QC

Cor ché tic dung

Vidn két hop ezetimib™ simvastatin

Cholesterol trong huyét trong ¢ ngudn gde tir su hip thu
dudng rudt va tong hop ndi sinh. Vién két hgp ezetimib +
simvastatin chita ezetimib va simvastatin, 12 hai hop chit
ha lipid miu voi co ché bé sung tac dong lin nhau, Vién
kit hop ezetimib + simvastatin lim  giam  tang cao
cholesteral toan phin, cholesterol lipoprotein ty trong llmp
(L.DL-C), apolipoprotein B (Apo B), triglyceride (TG) va
cholesterol phi lipoprotein ty trong cao (non-MDL-C) va
fam tang cholesterol lipoprotein ty trong cao (HDL-C)
théng qua sy Uc ché kép qud trinh hiip thu va téng hop
cholesterol.

Ezetimib

Izetimib lam giam cholesterol trong mau bang cach tre ché
st hilp thu cholesterol cta rugt non..Muc tiéu phin tar dich
ctta ezetimib dd duge chimg minh la do chiit van chuun
sterol, Niemann-Pick C-Like | (NPCIL1), da tham gia vio
sur hép thu dudng rudt cia cholesterol va phytosterol. Trong
mdt nghién elru ldm sang 2 tuin trén 18 bénh nhin tang
cholesterol mdu, ezetimib da (e ché hip thu cholesterol ctia
rudt dén 54% so voi gia duge. Fzetimib khéng cd anh
huong ¢ y nghia lim sang dén ndng dd huyél trong cia
cdc vitamin tan trong chilt béo A, D, va E va khong lam suy
giam tuyLn thugng thin san xudt hormone steroid.

Ezetimib khu tr tai bidu md nhung mao cuia rudt non va (re
ché sy hip thu cholesterol, din dén giam cung cdp
cholesterol tir rudt cho gan. Pidu nay lam giam tich trix
cholesterol & gan va ting thanh thai cholesterol trong mau,
co ché riéng biét nay bd sung tac dung cho cdc statin.

Simvastatin

Simvastatin 1a mét tién chdt va bj thuy phén sau khi udng
dé cho dang c6 hogt tinh B-hydroxy acid la acid
simvastatin. Simvastatin 12 cht &c ché canh tranh véi men
3-hydroxy-3-methyl glutaryl-coenzym A (HMG-CoA) la
men Xu¢ tac chuyén HMG-CoA thanh mevalonate, mjt tién
chit trong qud trinh tdng hop cholesterol. Ngoai ra,
simvastatin lam giam lipoprotein ty trong rat thap (VLDL)
va TG va lam tang cholesterol lipoprotein ty trong cao
(HDL-C).
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Duge luc hoc

Nghién ctru ldm sang da chimg minh ring mirc dg ting
cholesterol toan phédn, LDL-C va Apo B (thanh phin
protein chinh ctia LDL) thic ddy xo via dong mach &
ngudi. Ngodi ra, ndéng do HDL-C glam cé lign quan dén su
phat trién cta xo vira (dong mach. Cdc nghién clru dich té
hoc da ching minh r:mg ty 1€ mic bénh tim mach vi i
vong bién ddi truc tiép theo mirc dd cia cholesterol toan
phén va LDL-C va ti 1 nghich voi mire dg HDL-C. Gmnu
nhu LDL. I||mprolt:m gidu chit béo trung tinh chim nhiéu
cholesterol, bao gom lipoprotein ty trong rdt thip (VLDL).
lipuprotein ty trong trung binh (IDL) va phin con lai, cring
€6 thé thie diy xo vl dong mach. Tdac dung doe lgp ve
tang HDL-C hoge giam TG ddi véi nauy co mic bénh
mach vinh, bénh tim mach vi (@ vong chua duoe xac dinh.
DUQC DONG HOC

Két qua ctia mét nghidn el tuong duong sinh hoe & ngurdi
khoe manh da chimg minh rang licu ket hop <0 dinh
(czetimib/simvastatin} tir 10 mgs 10 mg dén 10 mg/ 80 mg
cta vien k&t hgp 6 wong dirong sinh hoe khi ding chung
vOi cliing licu tuong img cta cdc vién riéng & czetimib va
simvastatin,

Hip thu

Ezetimib .
Sau khi u("Jng: ezetimib duge h_iip thu va lién hop nhidu voi
glucuronid dé cho mét hop chiit phenolic ¢6 hoat tinh duge
1y (czetimib-glucuronid).

Simvastatin

Cdc -hydroxyacid trong hé ludn hodn on sua mdt hifu
udng simvastatin da duge tim tha dy dudi 5% lidu dang, phi
hgp vai sy chuyén hoa lan dau manh & gan.

Anh hudng cia thye phim trén hiip thu dudng ubng
Fzetimib

Dimg thudc dbng thoi véi thie phim (cae bira an chira
nhicu chit béo hodc khong ¢6 chit béo) khong thdy cé anl
huong trén mic dd hdp thu cta ezetimib khi dung liéu 10
mg. Gid trj C,ux cla ezetimib da tang 38% khi mure ticu thy
céc bira dn ¢6 nhidu chit béo.

Simvastatin

Lién quan dén tinh trang uéng thude khi doéi, hé so vé ndng
do trong huv:.t tuorng & ca dang ¢d hoat tinh va toan phﬁn
clia thude tre ché men khir HMG-CoA khéng bi anh hwdng
khi simvastatin dugc udng ngay khi an it chét béo

Phin b6

Ezetimib

Ezetimib va ezetimib-glucuronid dugc gin két nhiéu (>
90%) vai protein huyét tuong cla ngudi,

Simvastatin

Ca hai chit simvastatin va ddn chit chuyén hoa -
hydroxyacid gin két nhiéu (khoang 93%) vdi protein huyét
twong cta ngudi. Khi cho chudt céng dung simvastatin
danh déu phong xa, din chit phéng xa clia simvastatin da
vuot qua dugce hang rao mau ndo.




Chuyén hoa vi bai tiét

Ezetimib

Ezetimib chi yéu duge chu)én héa & rudt non va gan qua
lién hep glucuronid vi tlep theo 4 thi trir qua mdt va thén.
Trao doi chit oxy héa tdi thidu da quan sdt thdy trong tit ca
cac lodi duge danh gia. O ngudi, ezetimib nhanh chong
chuyén héa thanh ezetimib-glucuronid.

Ezctimib va ezetimib-glucuronid 1a hop chét cht yéu co
nzuon gde tir thude duoe phat hién rong hu):.l trong.
L.hicm khoang 10-20% va 80-90% tdng sb thudc trong
huyét tuong. tueng (mg. Ca hai chit ezetimib va ezetimib-
glucuronid duge loai bé khoi huyét trong véi thoi gian ban
thai khodng 22 gitr cho ca ezetimib va czetimib-glucuronid.
116 so thé hign nhiéu dinh ndng do huyét twong-thoi gian
cho thily & rudt ¢d s i hip thu,

Sau khi cho cac déi tugng ngudi lon ubng "C-eretimib (20
mg) lugng ezetimib todn phin (czetimib 4 ezetimib-
;,lw.urouul) chiém khoang 93% tdng hoat do phong xa
trong ]1u)u1 tuwong. Sau 48 gio, khong phat hién mie do
phing Na© trong huyét tuong, Khoing 78% va 11% mic
ph g xy dd u(mg dugre tim Ih.ly trong phin va nirde lll’.:l.l
tuung (g, trong khodng théi gian 10 ngdy thu thip.
Ezetimib 13 thanh phin chinh ¢d trong phan va chiém 69%
Iu.u ding dugc, trong khi czetimib-glucuronid 13 thinh
pliin chi yéu trong mude tidu v chiém 9% lidu ding,

Simvastatin

Simvastatin 12 mat lactone nén dé bi thiy phin trong co thé
dé cho P-hydroxy acid, mét chit e ché manh tuong img
ciia men khir HMG-CoA. Su (re ché men khit HMG-CoA la
¢ 50 cho mgt &t nghiém trong nghién ciru dugce dong hoc
¢ chit chuyén héa B-hydroxy acid ((re ché c6 hoat tinh)
vil l[r‘;p sau thay phiin co ban, hoat tinh (¢ ch_é ctia chét
chuyén hod phdi cong va gia tang (e ché tiém An (téng sb
chit (rc ché) trong huyét tuong sau khi udng simvastatin.
Cée chit chuyén hoa ¢ hoat tinh chi véu cia simvastatin
hién dién trong huyét wong nguoi a P-hydroxyacid cia
simvastatin vad cia cdc din chdt 6-hydroxy, 6-
hyvdroxymethyl va 6'-exomethylen.

Sau mot lidu uung simvastatin co g:—lu HC cho dm tuomg
nam, c6.13% lidu dang duge bai tiét vao nuée llcu va 60%
vao phan, Nong dj trong huyu luong clia tong s6 phong xa
(simvastatin + chit chuyén hoa gin "'C) dat dinh sau 4 gi&
vi gidm nhanh xudng con khoang 10% mire dinh sau 12 gio.

Duye djng hoe & nhém bénh nhin dic biét

Bénh nhin lio khoa

Ezetimib

Trong mét ngh1en ciru nhidu lidu véi lidu uéng 10 mg
ezetimib mél ngay mdt lin trong 10 ngdy, néng do huyét
tuong ciia tong ezetimib cao khoang 2 Ian & ngudi 16n tudi
(= 65 tudi) khoe manh so véi ngudi tré tudi.

Simvastatin

Trong 1 nghién ciru trén 16 bénh nhin 16n tudi ¢6 do tudi
giira 70 va 78, dung lidu simvastatin 40 mg/ngay, mirc dd
huyét trong trung binh cua hoat tinh trc ché men HMG-
CoA tang khoang 45% so véi 18 bénh nhan tir 18-30 tudi,
Bénh nhin nhi khoa

An toan v hi¢u qua cia simvastatin déi véi tré em chua
duge thiet lap

https://trungtamthuoc.com

Giditinh

Ezetimib :

Trong nghién ciru da lidu vai ezetimib 10 mg mdi ngay mét
lan trong 10 ngdy, ndng d§ trong huy€t tuong cia ezetimib
tong ¢d gid tri cao hon mdt chat (< 20%) & phy ni so voi
nam gioi.

Ching tje

Ezetimib

Dira trén mot phin tich téng hop cic nghién ciru duge dong
hoe da lidu, khong lhd} co sir kh.n. biét vé duge dong hoc
gilra cic déi tuong da den va da Ir"m;, Nghién clru trén cac
dbi tugng chiu A cho thiy dugc ddng hoc cla ezetimib
ciing tuong tu nhur & nhimg ngudi da trang.

Suy gan

Lzetimib

Sau mét lidu 10 mg czetimib duy nhit. phoi nhidm trung
binh (dya trén dién tich dudi dudng cong, AUC) véi tong
ezetimib ting xap xi gip 1,7 lan ¢ nhimg bénh nhén suy
gan nhe (chi s& Child-Pugh 5 dén 6) so voi ngudi khoe
manh. Céc gia trf AUC trung binh ¢ tong ezetimib da gia
ting khoang 3-4 1dn va 5-6 lan, . lwong tng, 0 nhimg bénh
nhin suy gan mirc g vira (chi so Child- -Pugh 7 dén 9) hogic
suy gan ndng (chi 6 Child-Pugh 10 dén 15). Mat nghién
cru nhiéu liéu (10 mg hang ngdy) trong 14 ngdy & nhimg
bénh nhin bi suy gan vira, cdc gia trjf AUE trung binh cta
ezetimib 1dng va ezetimib da tang khodng 4 1dn so véi cac
dbi tugng khoe manh,

Suy thin

Lzetimib

Sau khi mjt lidu 10 mg ezetimib duy nhit cho bénh nhén bi
bénh suy thdn ning (n =8, dg thanh thai creatinine trung
binh < 30 ml/phav1,73 m?), gi4 tri trung binh AUC cia
ezetimib 1dng va ezetimib tang khoang 1,5 ldn so voi ngudi
khoe manh (n=9).

Simvastatin

Cac nghién ctru duge dong hoe vai mdt statin khic ¢d
duong thai trir chinh wrong ty nhu cta simvastatin da cho
rang véi mie do lidu cao hon co thé dé dat phoi nhidm toan
thin & nhimg bénh nhén suy thin nang (linh theo dd thanh
thai creatinin),

CHI DINH DIEU TRI

Bidu tri véi thude lam thay déi lipid mau chi nén duge coi
14 mdt phdn cla sy can thigp vao nhidu yéu té nguy co &
ngudi 6 nguy co ting dang ké bénh xo vira mach méu
dong mach do ting cholesterol méu. Didu tri bﬁng thude
duge chi dinh nhu thude hd trg cho ché d¢ an uﬁng voi mot
ché d§ dn udng han ché chit béo bado hoa va cholesterol
cung cdc bign phap khdc khi stir dung mét minh la khéng du
ddp (ng.

Vién nén bao phim Stazemid 10/10 la vién nén bao phim
két hop lidu ¢b dinh gdm 10 mg ezetimib + 10 mg
simvastatin

Ditu trj ting m& méu nguyén phat

St'lzcm:d 10/10 dugc chi dinh dé gidm clmlesterol toan
phdn, cholesterol lipoprotein ty trong thdp (LDL-C),
apt_)ll_poprotein B (Apo B), triglycerid (TG) va cholesterol
phi lipoprotein ty trong cao (khéng HDL-C) va lam ting



cholesterol lipoprotein ty trong cao (HDL-C) ¢ bénh nhan
tang lipid mdu nguyén phat hogc hon hop (di hop tr ¢6 tinh
chat gia dinh hofic khong).

Han chi st dung

Chua thiy co gia tang lgi fch cua vién két hop ezetimib +
simvastatin trén ty [¢ mic bénh tim mach va tir vong va tir
do thiét 1dp an todn va hiéu qua cho simvastatin. Vién két
hop ezetimib + simvastatin chua duge nghién ciru trén
chimg loan ting lipid huyét theo phan loai Fredrickson
Loai I, III, IV va V.

LIEU LUQNG VA CACH DUNG

Thudc nay chi dimng theo sy ké dun ciia bic s

Ciich ding

Diing dudmg udng. Udng vo budi t6i cling hoge khong,

cing voi thire an. Nudt tron vién, khong nhai, hay nghién
ndt. Licu phai do thiy thude didu chinh cho phi hop timg
tririmg hop. vi hicu qua va dung nap thay di tiy timg
ngudi bénh
*Litu lugng

- Khuyén cio liéu dinh chuin

Pham vi lidu luong vien két hop czctimjb + siansiaiiu L
10/10mg/ngay dén 10/80 mg/ngdy. Liéu khai diu thong
thutmg duge d¢ nghi 1 10/10 mg/ngdy hodic 10/20
mghwdy Vién két | hop czetimib + simvastatin nén duge
diing mdi ngay mét 1n vao budi tdi, co hodc khdng co thirc
an.

Khoi du didu tr v(’*r_i lidu két hop czetimib + sinwnstat_in
10/10mg/ngdy ¢6 the dugc xem xét cho bénh nhin cin
giam it/nhe LDL-C. Bénh nhin cin giam LDL-C nhiéu hon
(> 55%) c6 thé dugc khai diu véi lidu két hop ezetimib +
simvastatin 10/40 mg/ ngay. Sau khi bt d'lu hodic chuin
lidu vién két hop ezelimib + simvastatin, ndng (JQ lipid c6
IhL duo‘c xenr xét sau hom 2 tudn va diéu chinh lidu lugng,
néu can thiét.

- Bénh nhiin suy gan

Khong cin thiét phai diéu chinh lidu lugng & bénh nhin suy
gun nhe.

- Bénh nhiin suy thin

Khéng cin thiét phai didu chinh lidu lugng & bénh nhén suy
thiin nhe hodc trung binh. .

Tuy nhién, déi véi bénh nhan suy thin ning, vién két hop
ezetimib + simvastatin khong nén sur dung trir khi bénh
nhin da dung ngp diéu trj véi simvastatin & lidu 5 mg hodc
cao hon. Cén thin trong khi ding vién két hop ezetimib +
simvastatin cho nhirng bénh nhan nay va khi diing cin duge
theo ddildm sang chiit che.

- Bénh nhiin lio khoa

Khong cin thiét phai diéu chinh liéu luong & nhimg bénh
nhdn 16n tudi.

- Diing chung véi thube khie

Thudéc hiip thu acid mgt

Nén sir dung vién két hop ezetimib + simvastatin hogic > 2
gitr trugie hodc > 4 gidr sau khi ding thudc hip thy acid mat.
Cyclosporin hodic Danazol

Cin thin trong khi bit diu sur dung vién két hop ezetimib +
simvastatin trong cc phéc db co cyclosporin. O bénh nhén
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* diing cyclosporin hodc danazol. Vién két hop ezetimib +

simvastatin khong nén dung trir phi bénh nhiin dd dung nap
didu tri v&i simvastatin & lidu’ 5mg hodc cao hon. Liéu vién
két hop ezetimib + simvastatin khéng duoc vuot qua 10/10
mg/ngay.

Verapamil, Diltiazem, Dronedaron

O bénh nhin ding Verapamil, Diltiazem, Dronedaron dung
thoi voi vién két hop ezetimib + simvastatin, lidu vién kél
hop khong duge vuet qua 10/10 mg/ngdy.

Chéng chi dinh phdi hop cic thude ndy véi ham luong
simvastatin = 20 mg/ngay.

Amiodaron, Amlodipin, Runolazin

0 bénh nhan ding Amiodaron, Amlodipin, Ranolazin déng
thai vl vién két hop ezetimib + simvastatin, licu két hgp
czetimib + simvastatin khdng dwoe vurgt qui 1020 mg/ngay,
Diéu tri ding thoi vii thuéc ha lipid miu khie

Suran todn vd hidu qua cua vién két hop czetimib +
simvastatin khi diing chung voi cac fibrate chua duge thiét
Idp. Vi viy, nén tranh sy két hop vién két hop ezetimib +
simvastatin vai fibrate.

ba lilﬁy ¢4 gia ting nguy co bénh co khi simvastatin duoc
st dung dong thoi vai fibrute (dic bi¢l 1a gemfibrozil).
Didu tri k&t hop voi gemlibrozil nén tranh vi c6 su pia ting
phoi nhiém simvastatin khi st dung dong thoi:

CHONG CI1i DINII )

- Qua min cam vai bt ky thanh phin cia thude nay.

- Bénh gan tién tridn hode tang men gan cao dai ding
khéng gidi thich duge.

- Chéng chi dinh cho phy nir dang mang thai hodc ¢6 thé ¢6
thai. '

- Chéng chi dinh trudng hop cho con bu.

- Chéng chi dinh ding phdi hop vai cic thude te ché CYP
3A4 manh hay thirc an lam ting nguy co bénh coltiéu co vin
(xem Tuong téc thudc)

CANH BAO VA THAN TRONG K111 SU DUNG

- Tuong ty nhur thube nhom statin, trude kI bit ddu diéu tr
véi vien két hop czetimib + simvastatin, cin phai logi trir
cdc nguyén nhin giy ting cholesterol mau (thi dy dai thdo
dubng kém kicm sodt, thiéu ndng gidp, hoi chimg thin hu,
roi loan protein mau, bénh gan tic md, do ding mét sb
thudc khéc, nghign rugu) va cin dinh lugng cholesterol
todn phén, cholesterol LDL, cholesterol HDL va
triglycerid. Phai tién hanh dinh lugng lipid dinh ky, véi
khodng cach khong dudi 4 tudn, va diéu chinh lidu lugng
theo dap tmg cia ngudi bénh véi thude. Muc tiéu diéu trj 1
giam cholesterol LDL vi vy phdi sir dung ndng do
cholesterol LDL dé bit diu diéu trj va danh gid dap (mg
diéu tri. Chi khi khong xét nghi¢m duge cholestrol LDL,
mdi sir dung cholesterol toan phdn dé theo doi didu tri.

- Trong cdc thir nghiém [dm sang, mdt s6 it ngudi bénh
trudng thanh uéng statin thdy tang rd rét transaminase
huyet thanh (> 3 lan gi¢i han binh _thudmg). Khi ngimg
thudc ¢ nhirng ngudi bénh ndy, néng d% transaminase
thudng ha tir tir trg vé mire trude didu tri. Mt vai ngudi
trong s& ngudi bénh nay trude khi didu trj véi statin di co
nhimg két qud xét nghiém chic nang gan bit thudng
vivhoac ubng nhiéu rrou. Vi vy bénh nhin cdn tién hanh



cdc xét nghigm enzym gan trude khi bt dau didu 1 bﬁl‘lﬂ
statin (ké ca ché pham phdi hgp 6 chira statin nhu vién két
hop ezetimib + smwaslatm) va trong lrmmg hop chi dinh
ldm sing yéu cdu xét nghi¢m sau do. Cén sir dyng 1huo:.
thin trong & ngudi bénh udng nhiéu ruou vivhodc o6 tién sir
bénh gan.
- Liéu phap statin (co trong vién két hop ezetimib +
simvastatin) phdi tam ngimg hofic thoi hin & bét cir ngudi
bénh ndo co biéu hién bi bénh co mp va ning hojc cd yéu
16 nguy co dé bj suy thin cap do tidu co van, thi du nhu
nhiém khudn cip ndng. ha huyét ap, phiu thudt va chéin
thiromg 1dm, bit thucrng vé chuycn héa, nji tiét, dign E;ai
hoiic co gift khing kiém sodt duqc Chi dung ché ph"lm co
chira statin cho phy nir & do tudi sinh dé khi ho chc chin
khong mang thai va chi trong trudng hop ting cholesterol
miu rdt cao ma khang dip (mg vai cic thude khic.
- Ding dbng thoi stutin (ké ca ché pl:dm phm hgp chira
statin) vai cdc thube sau: gemfibrozil, cac thude ha
cholesterol mau nhom  fibrut khic, hiacin liéu cao (>
lgMmegay), colchicin lam ting nguy co ton thurong co.

- Str dung cic thude hy lipid mau nhom statin (ké ca ché
plnm [11]01 hop chira statin) v cac thube didu trj HIV va
viém gan siCu vi C (HCV) vi ¢o thé lam tang nguy co gly
1hn thuong ca, nghiém trong nhiit Ia tiéu co van, thin hu
din dén suy than va co thé giy tir vong.
- Simvastatin sir dung cing véi mot chit tre ché men cYp
3A4 ¢o thé lam tdng nguy co bénh co va tiGu co vin.
Khéng duge dung simvastatin phdi hop voi cie thude trc
ché CYP 3A4 manh. (xem Tuong tic thude).

- Tranh ding lugng lén nude budi ép (Grapefruit juice) (>
I lit/ngay) khi sir dyng ché phim ¢ chira simvastatin (xem
Tuong tic thum)

- Can han ché lidu ding cua simvastatin khi sir dung phés
hgp véi mdL so thudt  nhu verapamil, diltiazem,
dronedaron; amiodaron, amlodipin, ranolazin (xem Liéu dung,
Tuong tact hudc). '
- Can nhic theo ddi creatin kinase (CK) trong trudmg hop:
+ Trude khi didu tri: Xét nghiém CK nén dugc tién hanh
trong céc trudong hop: suy glam chire ning thn, nhuge
ynp, tién sir ban than hodc ticn sir gia dinh mic bénh co di
truyt.n tmn sir bi bénh co do sur dung statin hodic fibrat
trude do, tién sir bénh gan viVhoie uonz nhiéu rugu, bénh
nhan cao twdi (> 70 wdi) ¢6 nhimg yéu td nguy co bj tiéu
co van, khd ning-xdy ra tuong tac thude va mot s6 ddi
tuong bénh nhén dic bigt. Trong nhimg trudng hop ndy nén
cin nhic loi ich/nguy co v theo ddi bénh nhan trén lam
sang khi diu tri bing statin. Néu két qua xét nghiém CK >
5 1dn gi6i han trén cla mirc binh thudng, khong nén bit dau
didu trj bang statin (cd trong vién két hop ezetimib +
simvastatin).

+ Trong qud trinh diéu tri: Bénh nhén cin théng bio khi
¢6 cic bidu hién vé& co nhu dau co, clmg co, yéu co... Khi
¢6 céc biéu hién nay, bénh nhan cin lam xét nghiém CK dé
¢6 cdc bién phép can thiép phu hop.

- Céc trudng hop sir dung ezetimib, véi céc bénh nhén bi
bénh co va tiéu co van da dugc bdo cdo, héu hét céc bénh
nhédn nay dang dung statin trudc khi bét dau voi ezetimib.
Tuy nhién, tiéu co vin ciing da duge bdo cdo rit hiém gap
véi ezetimib don tri liéu va ré: hiém gap khi bd sung
ezetimib cho céc thude dugc biét dén c6 lién quan téi ting
nguy co tiéu co van, ching han nhu fibrate.
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TUONG TAC THUOC -

- Tang nguy co tn thuong co khi sir dung statin (c6 trong
vién két hap ezetimib + simvastatin) dong thoi véi cac
thude sau: gemfibrozil, cac thudc ha cholesterol mau nhom
fibrait khic, niaein liéu cao (> 1 g/ngay), colchicin,

- Vién két hgp ezetimib + simvastatin duge sir dung clng
v mat chét ire ché men CYP 3A4 ¢6 thé lam ting nguy co
bénh co va tiéu co vén, dic bigt voi cac lidu vién két hop
chira simvastatin lidu cao hon. Chéng chi dinh dung
simvastatin phéi hop vai cic thude trc ché CYP 3A4 manh
nhu: itraconazol, ketoconazol, erythromycin, clarithromyein,
telithromyein; thude tre ché protease cua HIV; boceprevir,
telaprevir,  nefazodon, posaconazol, gemlibrozil,
cyelosporin, danazol. Str dyng ddng théi thude thude nhom
statin v thude didu tri viém gan sicu vi C (1HCV) cang ¢o
thé tang nguy co giy 16n thuong co, nghiém trong nhit 13
tiéu co vin, thin hu diln dén suy than va co thé gay tr vong.

- “Iranh ding chung simvastatin (ké ca vién Kkét hop
ezelimib + simvastalin) vai lugng lon aude budi ép
(grapefruit juice) (> 1 lit/ngay) vi cd thé lam tang dang ké
nong dg trong huyét trong céc chét trc ché men khir HMG-
CoA, tir d6 ¢6 thé lam tang nguy co bénh co/tiéu co vin,

- Simvastatin (k& ca vién két hop ezetimib + simvastatin)
khi str dung phdi hgp véi: verapamil, diltiazem, dronedaron
lam tdng nguy co*bénh coftidu co van; khong sir dung qua
10 mg simvastatin khi st dung dong thsi v cac thude nay
(chéng chi dinh phdi hop cdc thude niy vai ché phim ¢o
hiam luegng simvastatin = 20 mg/ngay)

- Khéng dfmg qud 20 mg simvastatin/ngdy khi sir dung
phdi hop véi: amiodaron, amlodipin, ranoluzin do tang

" nguy co bénh coftiéu co vin. Do do, chn chu y lidu cua

simvastatin ¢ trong phdi hgp ezetimib + simvastatin.

- Céc nhya gén acid mit, ding déng thoi co thé lam giam
kha dyng sinh hoc cia ca statin va ctizemib, vi viiy can s
dung thude cach xa cic nhyra gan acid mit.

- Digoxin: Trong m{t nghién ctru, ding donb thoi digoxin
véi simvastatin din dén mirc ting cao nhe nong do digoxin
huyél trong. Bénh nhan dang ding digoxin can duge theo
doi mdt cdch thich hgp khi bit dau ding vién két hop
ezetimib + simvastatin.

- Warfatin vd coumarin: Statin (c6 trong vién két hop
ezetimib + simvastatin) ¢6 thé lam ting tac dung cla
warfarin, coumarin. Phai xdic dinh thoi gian prothrombin
truge khi bt diu dung statin va theo ddi thubdng xuyén
trong giai doan diu didu tri dé bao dam khdng co thay ddi
nhiéu vé thoi gian prothrombin.

Diéu trj simvastatin khdng lién quan téi nhing thay déi
trong thoi glan prothrombin & nhimg bénh nhin khong
dung thudc chéng déng mau, Dung ddng thei vi ezetimib
(liéu 10mg mdi ngay mot lin) khong thdy co anh hudng
dang ké dén sinh kha dung cia warfarin va théi gian
prothrombin trong mdt nghién ciru trén 12 ddi twong nam
truong thanh khoe manh.

TRUONG HQP CO THAI YA CHO CON BU

Trwong hop cd thai

Chéng chi dinh cho ngudi mang thai,

Cholesterol va triglyceride ting khi mang thai binh thudng;



t:!w[estcm]_hoz’lc cdc din xudt cholesterol rét can thiét cho
su phdt trién cta thai nhi. Vi cac chét (e ché HMG-CoA
reductase (statin), ching han nhir simvastatin, gy ra sy
gidm tdng hop cholesterol v'\ o llu. cd syr tdng hgp céc hoat
chit sinh hoe khdc cé nguun goc tir cholesterol, nén vién
két hop ezetimib + simvastatin c6 thé gdy hai thai nhi khi
str dung cho phu nit mang thai.

Xo vira dong mach la mét qué trinh man tinh nén ngung
thuéc ha lipid miu trong khi mang thai ¢6 thé it ¢o tac dong
téi két qua didu tri 1au dai ciia tang cholesterol mau nguyén
phat.

Chura c6 nghién clru diy di va co kiém soat khi sir dung
vién két hop ezctimib + simvastatin trong ky mang thai, tuy
nhién da ¢d bdo cdo hiém gip vé di tat bim sinh duge quan
sét thiy sau khi phoi nhiém statin trong tr cung. Trong cic
nghién ciru vé sinh san & chudt cong va tho, simvastatin
khéng cho bing chimg gdy qudi thai. Vién két hop ezetimib
+ simvastatined thé nén ding cho phu nir & d0 twdi sinh dc
chi khi nhirng bénh nhin nay dudng nhur rit kho thy thai.
Néu bénh nhan co thai trong khi ding thude nay, nén
ngung vién kul hop ezetimib + simvastatin ngay 18p e va
bénh nhin ¢in duge thong bio v& nhimg mdi nguy hidm
tiém dn cho thai nhi.

Trudmg hpp cho con b

Ching chi dinh cho ngudi dang cho con b,

Ngui ta khong biét ligu simvastatin o duge bai tiét vio
sira me hay khong, tuy nhién, di c6 mot lugng nho thube
khac thude nhom thude ndy di vao sira me. Vi cic statin
tiém Jan céc phdn (g bét loi nghiém trong cho tré ba, phy
nir cdn phai diéu tri vi vién két hop ezetimib + simvastatin
khéng nén cho con bi.

TAC DONG CUA THUOC KHI LAl XE VA VAN

HANH MAY MOC

Do xay ra cde tde dung khong mong mudn nhu nhirc diu,

chéng mit khi dang thude, bénh nhan phai rit than trong

khi [4i xe va van hanh may mdc.

Thong bdo cho Bic st nhiing tic dung khdng mong nibn
gap phii khi sie dung thuic

TAC DUNG KIIONG MONG MUON (ADR)

Céc phén (mg phy nghi¢m trong gém:

» bénh co; va tiéu co van va (xem Céanh bao va thin trong

khi sir dung)

* men gan bét thudng (xem Canh béo va than trong khi sir

dung)

Vién két hgp ezetimib + simvastatin

Vi céc nghién clru lam sang duge tién hanh trong diéu kién
rit khac nhau, ty 1& phan tng bat lgi quan st dugc trong
cdc nghién clu lam sang ciia mjt loai thudc c6 thé khong
tryc tiép so durge vai ty 1§ trong cdc nghién ctru lam sang
ctia thubc khic va co thé khong phan anh ty 1& quan sat
thity trong thyc té.

Trong co s¢ dir liéu thr nghi¢m lam sang cé déi ching gia
duge cua vién ket hop ezetimib + simvastatin trén 1.420
bénh nhén (do tudi 20-83 nam, 52 % la phy nir , 87% la
ngudi da tring, 3% ngum da den, 5 % ngudi goc Tay Ban
Nha, 3% ngudi chau A) vai thoi gian diéu trj trung binh 27
tudn, dd c6 khoing 5% bénh nhan nhdn vién két hop
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ezetimib + simvastatin va 2.2 % bénh nhin nhan gia c[um.
phai ngung thude.do cic phan ig bit loi.
Céc phan tmg phu thudng gap nhit trong nhém duge didu
tri vién két hop ezetimib + simvastatin dan dén ngung diéy
tri va xXay ra v6i ty I 1on hon so véi gid duge 14

* Tang ALT ( 0,9% )

* Pauco(0,6%)

* Tang AST (0,4%)

* Dau lung ( 0,4%)
B4o cdo nhiéu nhal vé phan (mg bt loi (ty 18> 2 % va cao
hon so vai gid dugc) trong cdc thir nghigm lam sing ¢6 dbi
chimg 1a : nhire ddu (5,8%), ALT tang (3,7%), dau co
(3.6%), nhiém tring dudng hé hilp trén (3,6%) va ticu chay
(2,8%).
Vién k&l hop ezetimib + simvastatin da duge thim dinh vé
an toan & hom 10,189 bénh nhén trong cac thir nghiém lam
sang.
Ezetimib Y
Céc phan (g bit 1gi khéc duoc bio cdo cia ezetimib lrong
nhém nghicén ciru co ddi chimg. bt ké danh gid quan ké
nhin qua gbm: di loan ha théng co xtrong (dau khop),
nhiém trimg va nhiém ky sinh tring (viém xoang), lie dung
toan thin - rbi loan ¢ hung (mét moi).

Simvastatin

Béo cio cdc phan (mg bit lgi khic ctia simvastatin trong’
nghign céru lam sang ¢6 ddi chirg gia duge, bit ké danh
gid quan hé nhin qua:

Réi loan tim mach: Rung nhr;

Tai va tién dinh: Chéng mat;

R6i loan titw héa: Dau bung, tdo bon. khé tidu, diy hoi, viém
da d:iy;

Dat vé r6i loan mé dudi da: Cham, phat ban;

Réi logn ngi Liét: Tang dudng huy &1, tang HbAlc;

Nhiém tr ing v m‘rrem ky sinlt trimg: Viém phc quan, viém
xoang, nhiém tring tiét niéu;

Téic dung toan thin - réi loan chung @ Suy nhuoc, phi
|'Ié.j$[]'l'lg;

Roi loan tam than: Mit nga, suy giam nhin thire (nhu mit A \L
tri nha, 1a 13n...). _n :

. o
- Ciic bit thuimg trong xét nghi¢m ‘

Di ghi nhiin c6 sy gia ting lién tuc ding ké coa men gan /
transaminase huyét thanh. /

Di ¢6 bdo cdo mire tang cua men phosphatase kiém va y-
glutamy! transpeptidase.

Khodng 5% bénh nhin ding simvastatin ¢ mic ting cao
CK gap 3 hoac nhiéu lin gia trj trén mirc binh thuong o
mét hodc nhiéu lin xét nghi¢m.

Huwdng din cdch xiv tri ADR

Khi gip cac ddu hi¢u cua tdc dung khdng mong mudn vé
co, nén ngung thudc va tham vén voi bac st didu tri n gay
QUA LIEU

Khéng cé didu trj dic hidu vé qué lidu voi vien két hgp
ezetimib + simvastatin dugc khuyén cdo. Trong trudng hgp
qua lidu, nén sir dung céc bién phdp diéu tri trigu chimg va
hd trg.

Ezetimib

Trong cac nghién ciru lam sang, st dung ezetimib véi lidu
50 mg/ngay cho 15 nguti khée manh trong thdi gian 14
ngiy hodc liéu 40 mg/ngdy cho 18 bénh nhin ting lipid

L4



mau nguyén phat trong 56 ngay déu cho thiy 6 dung nap tot.
Mot vai trudng hgp qua lidu da duge béo cao, hiu hét
khong lién quan véi tac dung phu xdy ra. Tac dung phuy
dugce bao cdo thuong khong nghiém trong.

Simvastatin

Gay chét dang ké o nhung con chut}t nhit sau khi uéng mot
lidu duy nhat 9 g/m”. Khéng c6 bang ching gy chét duge
quan sat thdy & chudt cdng va ché ding lidu tir 30 dén 100
g/m?, tuong ung. Khéng cé ddu higu chén dodn dac hidu
duge quan sit thiy & loai gam nhdm. Véi lidu nay, dau hidu
duy nhat duge nhin thﬁy ¢ ¢hd la ndn va phan nhay.

Mot vii trudng hop qué lieu voi simvastatin d@ duge bdo
cdo, licu toi da thyre hién 14 3,6 g.

Tht ca bénh nhén hoi phuc khdng ¢6 di ching. Hién nay
khé niing tham téch cia simvastatin va céc chét chuyén héa
& ngudri khdng dugce biét dén.

bONG GOl

Hop 3 vi— Vi 10 vién.

Hop 1 chai — Chai 100 vién

“
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BAO QUAN

Noi kho, nhigt d§ khong qua 30 °C. Trdnh dnh sang
TIEU CHUAN AP DUNG

Tiéu chudn co s,

HAN DUNG

36 thang ké tir ngdy san xudt.

TRALH SEHLA THUS VLN

Pé xu tim tay cia tré en.
Dpc k} hiwedng din siv dung tricde khi diing.
Néu cin thém thing tin, xin héi j kién Bic s7.

Sin xuit tai;
CTY CO PHAN DUQC PHAM SA VI (SaWigharm J.5.C)
Lo £2.01-02-03a KCN/KCX Tiin Thufin, Q.7, TP.HCM
Bién thoyi : (84.8) 37700142-143-144
Fax 1 (84.8) 37700145

Tp. HCM, ngay © théng /€ ndm 20/ (

KT. TONG GIAM POC

TUQ.CUC TRUCNG
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