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Rx Thudc bin theo don

Fién nén bao phim Stazemid 10/10
THANH PHAN
= SIMVASEAI 05 55 55 53 niiniBiot simomimesni amsane sisoimms 10,0 mg
- Ezetimib ..o 10,0 mg
= TAduoe vira Q0 . covvme s s imasames 1 vién
(Lactose  monohydrat, pregelatinized JI(IIC/I butyl
hydroxyanisole, acid citric monohydrate, acid ascorbic,
polysorbate 80, microcrystalline cellulose 102, magnesi
stearat, colloidal silicon dioxide, hypromellose 606,
polyethylene glycol 6000, titan dioxide, tale, tartrazine
lake)
DANG BAO CHIE: Vién nén bao phim
DUOC LUCHOC

Co ché tic dung

Vien két hop ezetimib~ simvastatin

Cholesterol trong huyét tirong ¢é ngudn LOL Wr sir lmp thu
dudng rudt va tonL hop ndi sinh. Vién két hop ezetimib +
simvastatin chira ezetimib va simvastatin, 1a hai hop chit
ha lipid mau voi co ché bd sung tac dong Ian nhau. Vién
két hop czctimib + simvastatin lam giam tang cao
cholesterol toan phdn, cholesterol lipoprotein ty trong thip
(LDL-C), apolipoprotein B (Apo B), triglyceride (TG) va
cholesterol phi lipoprotein ty trong cao (non-HDL-C) va
lam tang cholesterol lipoprotein ty trong cao (HDL-C)
thdng qua su e ché kép qué trinh hiip thu va téng hop
cholesterol.

LEzetimib

Ezetimib lam giam cholesterol trong mau bﬁng cich tre ché
st hip thu cholesterol ctia rugt non..Muyc tieu phéin tir dich
cta ezetimib dd duoc ching minh la do chit van chuyén
sterol, Niemann-Pick C-Like I (NPCIL1), da tham gia vao
su hép thu dudng rudt cia cholesterol va phytosterol. Trong
mdt nghién ciru [dm sang 2 tudn trén 18 bénh nhéan tang
cholesterol mdu, ezetimib da e ché hip thu cholesterol cia
rudt dén 54% so véi gia dugc. Ezcetimib khong c6 anh
huong c6 y nghia ldm sang dén ndng do huyét trong cia
cde vitamin tan trong chit béo A, D va E va khong lam suy
giam tuyén thuong thin san xudt hormone steroid. :

Ezetimib khu tro tai bidu mo nhung mao cua rudt non va e
ché sy hdp thu cholesterol, dén dén giam cung cdp
cholesterol tir rudt cho gan. Pidu nay lam giam tich trir
cholesterol & gan va ting thanh thai cholesterol trong mdu,
co ché riéng bigt ndy bd sung tac dung cho cc statin.

Simvastatin

Simvastatin 12 mot tién chét va bj thiy phan sau khi ubng
dé cho dang c6 hoat tinh B- hydroxy acid la acxd
simvastatin. Simvastatin 1a chét e ché canh tranh véi me
3-hydroxy-3-methyl glutaryl-coenzym A (HMG-CoA) la
men xic tic chuyén HMG-CoA thanh mevalonate, mot tién
chit trong qua trinh tdng hop cholesterol. Ngodi ra,
simvastatin [am giam lipoprotein ty trong rét thip (VLDL)
va TG va lam ting cholesterol lipoprotein ty trong cao
(HDL-C).

Dugc luc hoc

Nghién ctru lam sang da chimg minh ring mirc dg tang
cholesterol toan phan, LDL-C va Apo B (thanh phdn
protein chinh cia LDL) thac ddy xo vira dong mach &
nguoi. Ngoai ra, ndng 6 HDL-C giam c6 lién quan dén sy
phat trién clia xo vira dong mach. Cac nghién ctru dich té
hoc da cl:hun‘g: minh rﬁng ty 1€ méc bénh tim mach va t
vong bi€n ddi tryc ticp theo mirc do ctia cholesterol toan
phdn va LDL-C va ti 1¢ nghich voi mire do HDL-C. (nono
nhu LDL. lipoprotein giau chit béo trung tinh chira nhiéu
cholesterol, bao gém lipoprotcin ty trong rét thp (VLDL),
lipoprotein ty trong trung binh (IDL) va ph'm con lai, cfing
c6 thé thac ddy xo viia dong mach. Tac dung doc I1dp Vit
tang HDL-C hogc giam TG ddi véi nguy co mic bénh
mach vanh, bénh tim mach va t&r vong chua duoc xéac dinh.
DUQC DONG HOC

Két qua cia mot nghién ctru tromg duong sinh hoc ¢ ngudi
khoe manh da ching minh rang licu k&t hop ¢d dinh
(czetimib/simvastatin) tr 10 mg/ 10 mg dén 10 mg/ 80 mg
cua vién két hop ¢ tuong duong sinh hoc khi ding chung
voi cung licu tuong tng clia cic vién riéng I¢ czetimib va
simvastatin.

ip thu

Ezetimib .
Sau khi ubng, ezetimib dugce hp thu va lién hop nhidu voi
glucuronid d¢ cho mot hop chat phenolic ¢6 hoat tinh dugc
ly (czetimib-glucuronid).

Simvastatin

Céc B-hydroxyacid trong h¢ tudn _hodn 1én saa mat héu
udng simvastatin da duge tim thily dudi 5% lidu dang. pha
hop véi sy chuyén hoa lan dau manh & gan.

Anh huong cia thuce |)h§m trén h;"lp thu duong uéng
Ezetimib

Ding thudc ddng thoi véi thue phdm (cac bira dn clura
nhicu chat béo hodc khdng c¢6 chat béo) khong thay c¢o anh
huong trén muc do hap thu cta ezetimib khi dung licu 16
mg. Gid tri C,,, ctia ezetimib da tang 38% khi mre ticu thu
céc bira an ¢6 nhidu chét béo.

Simvastatin

Lién quan dén tinh trang udng thudc khi déi, hé so vé ndng
do trong huyét trong ¢ ca dang c6 hoat tinh va toan phin
ctia thude trc ché men khir HMG-CoA khong bi anh hudng
khi simvastatin dugc udng ngay khi an it chét béo

Phén bd

Ezetimib

Ezetimib va ezetimib-glucuronid dugc gan két nhicu (>
90%) voi protein huyét tuong ctia ngudi.

Simvastatin

Ca hai chdt simvastatin va din chdt chuyén hoa p-
hydroxyacid gin ket nhiéu (khodng 95%) v&i protein huyét
tuong cua ngudi. Khi cho chudt cong dung simvastatin
danh ddu phéng xa, ddn chét phong xa ctia simvastatin da
vuot qua dugc hang rao méau ndo.
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Chuyén héa va bai tiét

Ezetimib

Ezetimib chu yéu duoc chuyén héa & rudt non va gan qua

lién hop glucuronid va ti€p theo la thai trir qua mat va than.

Trao ddi chét oxy héa tdi thidu da quan st thdy trong tit ca
cac loai dugc danh gia. O ngudi, ezetimib nhanh chéng

chuyén hoa thanh ezetimib-glucuronid.

Ezetimib va ezetimib-glucuronid 13 hop chét chu yéu co
wuon gbe tir thude duge phat hién trong huyc.l turong.
chiém khoang 10-20% va 80-90% tdng sb thudc trong
huyét tuong. tuong tmg. Ca hai chét ezetimib va ezetimib-
glucuronid duge loai bo khoi huyét tuong vai thai gian béan
thai khodng 22 gi¢ cho cd ezetimib va czetimib-glucuronid.
116 so thé hién nhiéu dinh ndng do huyét tuong-thoi gian
cho thdly & rudt o sur téi hip thu.

Sau khi cho cac ddi tugng nguoi lom ubng " C-ezetimib (20
mg) lugng ezetimib todn phdn (ezelimib 4 ezetimib-
gluuuromd) chiém khoang 93% tong hoat do phing xa
trong lm) ¢ tuong. Sau 48 gio, khong phat hién muic do
phong xa' trong huyét tuong. Khoang 78% va 11% muc
phdng xa da u(mn duge tim thdy trong phan va nude tidu,
trong Ung, trong khodng thoi gian 10 ngay thu thép.
[zetimib 13 thanh phin chinh ¢6 trong phan va chiém 69%
licu dung duge, trong khi ezetimib- glu&.uromd la thanh
phin cha yéu trong nude tidu va chiém 9% lidu dung,

Simvastatin

Simvastatin 1a mot lactone nén dé bi thiy phan trong co thé
dé cho B-hydroxy acid, mt chit trc ché manh tuong img
ctia men khir HMG-CoA. Su (re ché men khit HMG-CoA la
co 3¢ cho mdt xét nghiém trong nghién ciru duge dong hoc
cac chfll chuyén héa B-hydroxy acid (irc ché c6 hoat tinh)
va UCD sau thiy phin co bén, hoat tinh (¢ t.he ctia chat
dmyen hoa phdi cong va gia ting e ché txem in (tong sb
chit trc ché) trong huyét tuong sau khi uong simvastatin.
Céc chit chuyén hoa c6 hoat tinh chu yéu cua simvastatin
hién dién trong huyét tuong ngudi la B-hydroxyacid cua
simvastatin- va cua cdc din chdt 6-hydroxy, 6'-
hydroxymethyl va 6'-exomethylen.

Sau mot liu uéng simvastatin co [,z'm ‘C cho don tuong
nam, ¢6.13% liéu dang duoc bai tiét vao nuge tlcu va 60%
vao phan. Ndng do trong huyc.t tuong ctia tdng sé phong xa
(simvastatin + chat chuyén héa gin "“C) dat dinh sau 4 gio
va giam nhanh xuéng con khoang 10% mire dinh sau 12 gio.

Duge dong hoe & nhém bénh nhiin diic biét
Bénh nhan ldo khoa
Ezetimib

Trong mdt nghién ciru nhidu lidu véi lidu uong 10 mg
ezetimib m01 ngay mét lan trong 10 ngdy, nong do huyel
tuong cla tdng ezetimib cao khoang 2 lan o nguoi 16n tudi
(= 65 tudi) khoe manh so véi ngudi tré tudi

Simvastatin

Trong 1 nghién ctru trén 16 bénh nhan 16n tudi cé do tudi
gitra 70 va 78, dung lidu simvastatin 40 mg/ngay, mirc dd
huyét tuong trung binh cua hoat tinh (rc ché men HMG-
CoA tang khoang 45% so véi 18 bénh nhén tir 18-30 tudi.

Bénh nhin nhi khoa
An toan va hiéu qua cua simvastatin dbi véi tré em chua
dugc thiét lap

Gidi tinh
Ezetimib )
Trong nghién ctru da lidu véi ezetimib 10 mg mdi ngay mot
lan trong 10 ngdy, nong do trong huyet tuong cua ezetimib
tdng ¢ gia tri cao hon mot chat (< 20%) ¢ phu nir so voi
nam gioi.

.\

Chiing tjc

Lzetimib

Dura trén mot phan tich tong hop cic nghién ctru duge dong
hoc da llcu khong lhav co su khau biét vé dugce dong hoc
gilra cic dbi tuong da den va da tring. Nghién ciru trén cac
dbi tugng chau A cho thily duge déng hoc ciia ezetimib
cling tuong tu nhu & nhimg ngudi da trang.

Suy gan

Lzetimib

Sau mét lidu 10 mg ezetimib duy nhét, phoi nhiém trung
binh (dya trén dién tich dudi duong cong, AUC) véi tong
ezetimib tang \ap xi gip 1,7 ldn & nhang bénh nhan suy
gan nhe (chi sb Child-Pugh 5 dén 6) so voi ngudi khoe
manh. Céc gia tri AUC trung binh ctia t0ng czelimib da gia
tang khoang 3—4 1dn va 5-6 lan, , twong g, & nhimg bénh
nhin suy gan mirc do vira (chi sb Child- Pugh 7 dén 9) hoac
suy gan nidng (chi 6 Child-Pugh 10 dén 15). Mot nghicn
ctru nhidu licu (10 mg hang ngly) trong 14 ngay & nhimng
b¢nh nhén bi suy gan vira, cic gia tri AUC trung binb- ctia
ezetimib tong va ezetimib da tang khoang 4 1dn so véi céc
déi tugng khoe manh.

Suy thin

Lzetimib

Sau khi mot lidu 10 mg ezetimib duy nhét cho bénh nhan b
bénh suy thdn ning (n = 8 dd thanh thai creatinine trung
binh < 30 ml/phat/1,73 m %), gid tri trung binh AUC cia
ezetimib tng va ezetimib ting khoang 1,5 1in so véi nguoi
khoe manh (n=9).

Simvastatin

Céc nghién clru duge dong hoc voi mot statin khac co
duong thai trir chinh trong ty nhu cia simvastatin da cho
ring v6i mirc do lidu cao hon co thé dé dat phoi nhiém toan
thdn ¢ nhimg bénh nhén suy thdn nang (tinh theo d thanh
thai creatinin).

CHI DINH DIEU TRI

Diéu trj voi thuéc lam thay ddi lipid mau chi nén dugc coi
1A mot phdn clia sy can thiép vao nhidu yéu 14 nguy co &
ngudi ¢é nguy co ting déng ké bénh X0 vira mach méu
dong mach do tang cholesterol mau. Didu trj bﬁng thubc
duorc chi dmh nhur thude hd trg cho ché do an udng véi mot
ché do an uong han ché chét béo bdo hoa va cholesterol
cung cde bign phép khéc khi str dung mot minh 1 khdng du
dap Ung.

Vién nén bao phim Stazemid 10/10 1a vién nén bao phim
két hop liéu cb dinh gdm 10 mg ezetimib + 10 mg
simvastatin

Ditu trj ting m& mau nguyén phat

Stazcmld 10/10 duge chi dinh dé giam choleslero] toan
phédn, cholesterol lipoprotein ty trong thdp (LDL-C),
apolipoprotein B (Apo B), triglycerid (TG) va cholesterol
phi lipoprotein ty trong cao (khong HDL-C) va lam ting
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cholesterol lipoprotein ty trong cao (HDL-C) ¢ bénh nhén
tang lipid mau nguyén phat hodc hon hop (di hop tir co tinh
chat gia dinh hodc khong).

Han ché sir dung

Chua théy c¢6 gia tang loi ich cia vién két hop ezetimib +
simvastatin trén ty I¢ mac b¢nh tim mach va tir vong va tir
do thiét.1dp an toan va hiéu qua cho simvastatin. Vién két
hop ezetimib + simvastatin chua dugc nghién cilru trén
chimng loan tang lipid huyét theo phédn loai Fredrickson
Loai I, III, IV va V.

LIEU LUQNG VA CACH DUNG

Thudc nay chi ding theo su ké don ciia bic st

Cich dung

Dung dudng ubng. UonL vio budi toi cting hodc khong,
ciing voi thire an. Nudt tron vicn, khong nhai, hay nghién
ndt. Lidu phai do thiy thude didu chinh cho pht hop timg
trudng hop, vi hi¢u qua va dung nap thay dai tuy timg
nguoi bénh
*Litu lugng

- Khuyén cdo litu dinh chuin

Pham vi liéu lugng vien két hop czetimib + simvastatin (i
10/10mg/ngay dén 10/80 mg/ngay. Lic€u khai dau thong
thuomg  dugc d& nghi 1a 10/10 mg/ngay hodc 10/20
mg/ngay. Vién két hop czetimib + simvastatin nén dugc
dung moi ngay mot 1dn vao budi tdi, c6 hodc khong cb thirc
an.

Khoi diu didu tri vai lidu két hop czetimib + simvastatin
10/10mg/ngdy ¢6 th¢ duoc xem xét cho bénh nhén cian
giam it/nhe LDL-C. Bénh nhén can giam LDL-C nhiéu hon
(> 55%) co thé duoc khoi diu vai lidu két hop ezetimib +
simvastatin 10/40 mg/ ngay. Sau khi bt d'lLl hozic chuin
liéu vién két hop ezetimib + simvastatin, ndng do lipid ¢6
thé dugc xenr xét sau hon 2 tuan va dicu chinh li€u lugng,
néu can thict.

- B¢unh nhiin suy gan

Khong cin thiét phai diéu chinh lidu luong & bénh nhén suy
gan nhe.

- B¢nh nhin suy thin

Khong cin thiét phai diéu chinh lidu lugng & bénh nhan suy
than nhe hodc trung binh. )

Tuy nhién, déi véi bénh nhan suy than nang, vién két hop

ezetimib + simvastatin khong nén str dung trir khi bénh
nhdn da dung nap diéu trj vi simvastatin & lidu 5 mg hogc
cao hon. Cén than trong khi dung vién két hop ezetimib +
simvastatin cho nhirng bénh nhan na) va khi duing can dugc
theo doi'ldm sang chit ché.

- Bénh nhiin lio khoa

Khéng cin 'thiét phai didu chinh liéu luong & nhitng bénh
nhan 16n tudi.

- Diing chung véi thude khice

Thudc hip thu acid mgt

Nén st dung vién két hop ezetimib + simvastatin hodc > 2
git trude hodc > 4 gid sau khi dung thudc hip thy acid mat.
Cyclosporin hodic Danazol

Cén than trong khi bét ddu str dung vién két hop ezetimib +
simvastatin trong cac phac do c6 cyclosporin. O bénh nhéan

* dung cyclosporin hodc danazol. Vién két hop ezetimib +

simvastatin khong nén dung trir phi bénh nhdn da dung nap
didu tri voi simvastatin & lidu’ Smg hodc cao hon. Liéu vién
két hop ezetimib + simvastatin khong duoc vugt qua 10/10
mg/ngdy.

Verapamil, Diitiazem, Dronedaron

0 bénh nhan dung Verapamil, Diltiazem, Dronedaron dong
thoi voi vien két hop ezetimib + simvastatin, lidu vién két
hop khong duge vuoet qua 10/10 mg/ngay.

Chdng chi dinh phéi hop cic thube nay vai ham luong
simvastatin > 20 mg/ngay.

Amiodaron, Amlodipin, Ranolazin

o] bénh nhan dum, Amiodaron, Amlodipin, Ranolazin donL
thoi véi vien két hop ezelimib + simvastatin, lidu két hop
czetimib + simvastatin khong duoc vugt qué 10/20 mg/ngay.
Biéu tri dong thoi voi thuée ha lipid mdu khdac

Su an toan va hiéu qu'Z:l cha vién két hop czetimib +
simvastatin khi ding chung vai cac fibrate chua duge thiét
lap. Vi viy, nén tranh su két hop vién két hop ezetimib +
simvastatin vi fibrate.

Pa thdy co gia tang nguy co banh co khi simvastatin dugc
su dung dono thoi v6i fibrate (dic bict la gemfibrozil).
Bidu tri k& hop vai gemfibrozil nén trénh vi ¢6 su gia ting
phoi nhim simvastatin khi st dung ddng thoi:

CHONG CIl PINH

- Quéa mén cam vai bit ky thanh phin cta thude nay.

- Bénh gan tién tridn hodc taing men gan cao dai ding
khong giai thich dugc.

- Chéng chi dinh cho phy nir dang mang thai hodc ¢6 thé c6
thai.

- Chéng chi dinh trudng hop cho con ba.

- Chéng chi dinh ding phéi hop voi cdc thude tre ché CYP
3A4 manh hay thire an laum ting nguy co bénh coftiéu co van
(xem Tuong tac thudc)

CANH BAO VA THAN TRONG KIIT SU DUNG

- Tuong tu nhu thudc nhom statin, trude khi bit dau diéu tri
voi vién k&t hop czetimib + simvastatin, can phai loai trir
céc nguyén nhan gy tang cholesterol mau (thi du déi théo
dudng kém kiém sodl, thiéu ning gidp, hoi chimg than hu,
roi loan protein méau, bénh gan tac mit, do dung mot sb
thudc khac, nghién rugu) va can dinh luong cholesterol
toan phan, cholesterol LDL, cholesterol HDL va
triglycerid. Phai tién hanh dinh lugng lipid dinh ky, vai
khoang cach khong dudi 4 tuan, va diéu chinh liéu lugng
theo ddp rng cua ngudi bénh vaéi thude. Muc ticu diu trj la
giam cholesterol LDL vi véy phai st dung ndng do
cholesterol LDL dé bt dau didu tri va danh gia dap (ng
didu tri. Chi khi khong xét nghle;m.duoc cholestrol LDL,
moi str dung cholesterol toan phan dé theo doi diéu tri.

- Trong cac thir nghiém lam sang, mot sO it nguoi bénh
truong thanh udng statin thdy tang rd rét transaminase
huyet thanh (> 3 ldn gi6i han binh _thuong). Khi ngirng
thuéc ¢ nhing ngudi bénh nay, nong do transaminase
thuong ha tir tir tré v& muc trude didu tri. Mot vai nguoi
trong sb ngudi bénh nay trude khi diéu trj véi statin da c6
nhing ket qua xét nghigm chic nang gan bt thudng
v/hodc udng nhiéu rugu. Vi vdy bénh nhan cn tién hanh
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cée xét nghiém enzym gan trude khi bt dau diéu tri banq
statin (ké ca ché pham phdi hop c6 chira statin nhu vién két
hop ezetimib + sunvastalm) va trong truong hop chi dinh
lam sang yéu cAu xét nghi¢m sau do. Cén st dung thuoc
than trong & ngudi bénh udng nhiéu rugu vvhoic cb tién sir
bénh gan.

- Liéu phap statin (cé trong vién két hop ezetimib +
simvastatin) phai tam ngimg hodc thoi hin & bét cir ngudi
bénh nao co biéu hién bi bénh co cép va nang hoic c6 yéu
16 nguy co dé bi suy thin clp do tiéu co van, thi du nhu
nhigm khudn (.ap ning. ha huyét ap, phiu thuat va chén
thurong 16n, bét thudong v¢ chuyén hoa, ndi tiét, dién giai
hofic co giat khong kiém soat dugc. Chi dung ché ph"un co
chura statin cho phu nir & do twdi sinh dé khi ho chic chin
khong mang thai va chi trong trudng hop tang cholesterol
mau rit cao ma khong dap g véi cic thude khac.

- Dang ddng thoi statin (k& ca ché phdm phéi hop chira
statin) vdi cdc thube  sau: gemfibrozil, cic thube ha
cholesterol mau nhém fibrat khac, niacin litu cao (>
lg/ngay), colchicin lam ting nguy co tén thuong co.

- Str dung céac thube ha lipid mau nhom statin (ké ca ché
plmm phoi hop chira statin) vdi cac thue diéu trj HIV va
viém gan sicu vi C (HCV) vi ¢6 thé lam tang nguy co gy
tdn thuong co, nghiém trong nhét 12 tiéu co van, thin hu
din dén suy than va co thé gay tr vong.

- Simvastatin sir dung ciing véi mot chét e ché men CYP
3A4 ¢6 thé lam tang nguy co bénh co va tidu co van.
Khong dugc dung simvastatin phbi hop voi céc thudc trc
ché CYP 3A4 manh. (xem Tuong tac thudc).

- Tranh dung lugng 16n nude budi ép (Grapefruit juice) (>
1 lit/ngay) khi str dung ché phdm c6 chira simvastatin (xem
Tuong tic lhuoc)

- Cin han ché liéu dung cua simvastatin khi str dung phéi
hop voi mot  so thudtc nhu  verapamil, diltiazem,
dronedaron; amiodaron, amlodipin, ranolazin (xem Liéu dung,
Tuong tac thudc).

- Can nhic theo doi creatin kinase (CK) trong trudng hop:
+ Trude khi diéu tri: Xét nghicm CK nén dugc tién hanh
trong céc truong hop: suy glam chire nang than, nhugc
gidp, tién str bdn th@n hofc ticn str gia dinh mic bénh co di
truyén, tlen sir bj bénh co do sir dung statin hodc fibrat
trude do, m.n str bénh gan viVhodc uono nhleu rugu, bénh
nhéan cao tudi (> 70 tudi) c6 nhimg yéu td nguy co bj ticu
co van, kha ndng-xdy ra tuong tac thudc va mot sé ddi
tuong bénh nhén dic biét. Trong nhirng truong hop nay nén
can nhic lgi ich/nguy co va theo ddi bénh nhan trén lam
sang khi diéu tri bing statin. Néu két qua xét nghiém CK>
5 lan gi6i han trén clia mic binh thudng, khong nén bét diu
didu tri bing statin (cé trong vién két hop ezetimib +
simvastatin).

+ Trong qua trinh diéu tri: Bénh nhén cn thong bdo khi
¢6 céc biéu hién vé co nhu dau co, clmg co, yéu co... Khi
¢6 cac bidu hién nay, bénh nhan cin lam xét nghiém CK dé
c6 cdc bién phap can thiép phu hop.

- Cac truong hop sir dung ezetimib, véi cdc bénh nhan bl
bénh co va tiéu co van da dugc bdo céo, hau hét cac bénh
nhén ndy dang dung statin trudc khi bit dau v0i ezetimib.
Tuy nhién, tiéu co van ciing da dugc béo cdo rét hiém gap
véi ezetimib don trj liéu va rét hiém gap khi bd sung
ezetimib cho céc thude dugc biét dén 6 lién quan téi tang
nguy co tiéu co vén, ching han nhu fibrate.

TUONG TAC THUOC -

- Tang nguy co tén thuong co khi str dung statin (c6 trong
vién két hgp ezetimib + snmvasmtm) dona thoi voi cac
thude sau: gemfibrozil, cdc thudc ha cholesterol mau nhém
fibrai khac, niacin ligu cao (> 1 g/ngay), colchicin.

- Vién két hop ezetimib + simvastatin dugc st dung cling
v&i mot cht e ché men CYP 3A4 ¢6 thé lam ting nguy co
bénh co va tiéu co vén, dic biét vdi cic lidu vién két hop
chira simvastatin liéu cao hon. ChénL chi dinh dung
simvastatin phéi hgp vai cic thude trc ché CYP 3A4 manh
nhu: itraconazol, ketoconazol, erythromycin, clarithromycin,
telithromycin; thudc (e ché protease cua HIV; boceprevir,
tclaprevir, nefazodon, posaconazol, gemfibrozil,
cyclosporin, danazol. Sir dung dong thoi thude thude nhom
statin va thude diéu tri viém gan sicu vi C (HCV) cung ¢o
thé tang nguy co gdy t6n thuong co, nghi€m trong nhat la
ticu co van, than hu dan dén suy thin va co thé gay tir vong.

- Tranh ding chung simvastatin (k& ca vién két hop
czelimib + simvastalin) voi lugng 1on aude budi ¢ép
(grapefruit juice) (> 1 lit/ngay) vi co thé lam tang dang ké
nong do trong huyu tuong cac chét e ché men khar HMG-
CoA, tir d6 ¢6 thé lam tang nguy co bénh co/tiéu co vin.

- Simvastatin (ké ci vien két hop ezetimib + simvastatin)
khi str dung phdi hop voi: verapamil, diltiazem, dronedaron
lam tang nguy co*bénh co/tiéu co van; khong sur dung qua
10 mg simvastatin khi st dung dong thoi vai cac thube nay
(chdng chi dinh phdi hop cac thude nay vai ché pham ¢o
ham lugng simvastatin > 20 mg/ngay)

- Khong dung qua 20 mg simvastatin/ngdy khi sir dung
phdi hop voi: amiodaron, amlodipin, ranolazin do tang
nguy co bénh co/tiéu co van. Do do, cAn cha y lidu cua
simvastatinc6 trong phdi hop ezetimib + simvastalin.

- Céc nhua gén acid mat, dung dong thoi co thé lam giam
kha dung sinh hoc cua ca statin va ctizemib, vi viy cAn sir
dyng thude cach xa cic nhiyra gan acid mt.

- Digoxin: Trong mot nghién ciru, ding dong, thoi digoxin
vGi simvastatin ddn dén mire ting cao nhe nong do digoxin
huyét tuong. Bénh nhan dang dung digoxin cén dugc theo
doi mot cach thich hop khi bit ddu dung vién két hop
ezetimib + simvastatin.

- Warfatin va coumarin: Statin (c6 trong vién két hop
ezctimib + simvastatin) c6 thé lam ting tac dung cua
warfarin, coumarin. Phai xéc dinh thoi gian prothrombin
truée khi bit diu dung statin va theo ddi thudng xuyén
trong giai doan dAu diéu tri dé bao dam khong co thay ddi
nhiéu vé thoi gian prothrombin.

Didu trj simvastatin khéng lién quan t&i nhirng thay dbi
trong thoi gian prothrombin & nhimg bénh nhan khong
dung thube chong déng mau. Dung ddng thoi voi ezetimib
(lidu 10mg moi ngay mot lan) khong thdy c6 anh huong
dang ké dén sinh kha dung cia warfarin va thoi gian
prothrombin trong mdt nghién ctru trén 12 dbi tupng nam
truong thanh khoe manh.

TRUONG HQP CO THAI YA CHO CON BU

Truwong hop cd thai

Chéng chi dinh cho ngudi mang thai.

Cholesterol va triglyceride ting khi mang thai binh thuong;









