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Rx

T HUGNG DAN SUDUNG THUOE i,
1. Tén thude, : :
TORMEG EZ 10 + 10
TORMEG EZ 20 + 10

2. Cie diu higu lwu ¥ va l{hlwen cio khi dung thube,
Thude ndy chi dimg theo don thube
Dé xa tdm tay tré em

Doc k¥ huéng din sir dung trude khi ding

3. Thanh phin edng thire thude.

Théanh phrfn dirae chdl:

TORMEG EZ 10 + 10: M&i vién nén bao phim chia:
Atorvastatin calcium trihydrate

Tuwong duong Atorvastatin 10 mg

Ezetimibe 10 mg

TORMEG EZ 20 + 10: M3 vién nén bao phim chira:
Atorvastatin calcium trihydrate

Tuwong dwong Atorvastatin 20 mg

Ezetimibe 10 mg

Thanh p!:ffn ta dirge: Cellulose Microcrystalline 101, Mannitol, Calcium carbonate,
Croscarmellose Sodium, Hydroxypropyleellulose, Polysorbate 80, Iron oxide yellow (E172),
Magnesium stearate, Povidone K-29/32, Sodium laurilsulfate, Opadry White OY-L-28900.

4, Dang bao chi.
Vién nén bao phim,

Mb ta dang bao ché: Vién nén bao phim mau trdng, hinh tron, hai mét 16i.

S. Chi dinh.

Pidu tri vé&i cde tac nhan lam thay déi ndng do lipid méu chi nén 12 mot phén trong phéc dd diéu
tri & nhitng bénh nhiin tang dang ke nguy co xo vira dong mach do ting cholesterol mau. Bicu tri
ding thude duge chi dinh dé& bd tro cho ché d an khi ché d an g,nm chit béo bdio hoa,
cholesterol va céc phuong phap khéng ding thude khéce khong cho dép tmg diy du.

Tiing lipid mau nguyén phat

Vién phdi hop atorvastatin/ezetimibe duoc chi dinh dé lam giam lugng cholesterol todn phin,
LDL-cholesterol (LDL-C), apolipoproterin B (Apo B), triglycerid (TG) va non-HDL-cholesterol
(non-HDL-C) & b¢nh nhén ting lipid méu nguyén phat (ting lipid méu gia dinh di hop tir va
khéng co tinh gia dinh) hodc ting lipid mau hdn hep.

Tiing cholesterol m:iu ¢6 tinh gia dinh dong hop tiv (MoTH)

Vién phéi hop atorvastatinfezetimibe duge chi dinh dé lam giam lugng cholesterol toan phiin va
LDL-C & nhitng bénh nhén tang cholesterel méu ¢6 linh gia dinh dong hop tr, duge st dung nhir
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thude hé tro cho cde phurong phap diéu tri lam giam lipid mau khic (vi du loc huyét twong tach
LDL) hodc néu khong cé cic phuong phap diéu tri nhu viy.

Gidi han chi dinh

Khong c6 su gia ting lgi ich trén ty 1€ méc bénh tim mach va tir vong cia vién phdi hop
atorvastatin/ezetimibe so véi atorvastatin,

Vién phéi hop atorvastatin/ezetimibe chia duge nghién ciru trén 1di loan lipid typ I, 1L, IV va V
theo phén logi Fredrickson,

6. Cich ding, litu ding.

Liéu khuyén cdo

Khodng liéu ctia vién phdi hop atorvastatin/ezetimibe 1a 10/10 mg/ngay dén 80/10 mg/ngay. Liéu
khéi ddu khuyén cdo cha vién phoi hgp atorvastatin/ezetimibe la 10/10 mg/ngay (1 vién
TORMEG EZ 10 +10) hogic 20/10 mg/ngay (1 vien TORMEG EZ 20 + l[}) Ircm[j trwdmg hop

clin giam > 55% Itrmlg LDL-C, liéu khm diu 1a 40/10 mgn;:,ay Sau 2 tuiin diéu trj khai déu
vi/hodc hiéu chinh liéu, cin kiém tra lai ndng d¢ lipid trong mau dé diéu chinh lidu cho phi hep.

Ting cholesterol mdu 6 tinh gia dinh ddng hop ti

Liéu vién phdi hop atorvastatin/ezetimibe & bénh nhéin ting cholesterol mau ¢6 tinh gia dinh
(TOng hop tr la 40/10 mg/ng,a)* hodc 80/10 mg/ngiy. Nén st dyng vién phdi hop
atorvastatin/ezetimibe nhu mot thude hd trg cho cdc phong phép clu,u tr1 lam gidm lipid mau
khde (vi du loc huyét twong tach LDL) & nhitng bénh nhén ndy hodc néu khong ¢ cée phuong
phép diéu trj nhu vy,

- = L) 3 L3 -{ r
St dung ddng thoi véi cidc thube khic
Nhiea gan acid mdt
Thude nén duge sir dung trude 2 gior hodic sau 4 gidy so véi thoi diém stir dung céc nhya gin acid
mat.
Cyclosporin, clarithromycin, itraconazol va mot s thuoc e ¢hé virus HIV/HCV
O bénh nhan dang st dung cyclosporin hofc céc chiit e ché protease HIV (lipranavir +
ritonavir) hogic chilt trc ché protease viém gan C (telaprevir) nén tranh sir dung TORMEG EZ. 0]
bénh nhin dang st dung lopinavir + ritonavir, thin trong khi chi dinh TORMEG EZ va nén st
dung véi licu thap nhat ¢6 higu qua. O bénh nhdn dang dimg clarithromycin, itraconazol hodc
bénh nhin HIV dang udng ﬁdqmmvu + ritonavir, darunavir + ritonavir, fosamprenavir hoic
fosamprenavir + ritonavir, lifu vién p|10| hop 3101\f'mtatmfczctlmlbc nén f:,lé'l han & me 20/10
mg, va danh gia 1am sang thich hop dé dam béo lidu thip nhét 6 hiéu qua duqrc str dung. O bénh
nhin ding thudc khéng virus viém gan C chira elbasvir va grazoprevir, licu vién phdi hop
alorvastatin/ezetimibe khong vugt qua 20/10 me. O bénh nhén st dung chiit trc ché protease HIV
nelfinavir hogic (re ché protease viém gan C boceprevir, lteu vién phm hop atorvastatin/ezetimibe
nén gidi han & mire 40/10 mg va cdc dédnh gid 1am sang ¢din thiét dé dam bao da sir dyng licu thdp
nhét ¢o6 higu qua.
Cdc thuée giam lipid khac
Khéng khuyén céo két hop TORMEG EZ véi gemfibrozil,
Cach dung
Ubng ca vién thude. Khdng bé, ngéim hodc nhai vién thude.

. A ok A 3 & \ W oav A 5 N N v ‘o v ~
C6 thé uong thude & bat ky thoi diem nao trong ngay, cung voi thire dn hoge khong,.

7. Chéng chi dinh.

sk — ; £ i i 2 g R g ey ; . ,
¢+ Chong chi dinh ding TORMEG EZ ¢ bgnh nhdn qua man vai ezetimibe, atorvastatin hodc véi
bat ky thanh phan ndo ctia thuoe.
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+ Bénh pan hoat ddng hoic ting transaminase huyét thanh dai dang khéng giai thich duge.

» Thude chdng chi dinh str dyng cho phy nir ¢o thai hode ¢6 khi ning mang thai. Thude chi dimg
cho phy nit trong do tudi sinh dé kln nhitng bénh nhin nay rat kho c6 kha niing thu thai va da
duge thong bao ve nhiing nguy co tiém dn

» Phy nit dang cho con bi. Khang biét atorvastatin ¢6 di vao sita m¢ hay khéng, tuy nhién mnt
lwong nhé cia thude khae ciing nhém cé thé di vao sita me. Bai vi nhém statin cé nguy co ticm
tang gy téc dung phy nghiém trong & ¢, khdng duoc cho con bu néu dang st dung TORMEG
EZ.

8. Cinh bdo vi thiin trong khi dung thube.
Bénh co/ Tiéu co vin
Atorvastatin

Nhiing trivomg hop hifm gip vé tidu co' viin vavi suy thin efp thit phat do myoglobin nigu di
dugre bio cio voi atorvastatin vi v6i cie thube khie trong nhém nay, Ti ién st suy thin cd thé
1a mot yéu t6 nguy co phat sinh tiéu co vin, Nhitng bénh nhin ndy can duge giam sat chiit ché
hon déi vai cdc tde dung trén co vén.

ATOlWlbldlln gidng nhu cic ‘;hlm khéc, doi khi giy ra bénh co, duge dinh nghia 1a dau co hojc
yéu co két hgp véi ting i s6 creatin phospl \okinase (CPK) =10 lin gidi han trén clia murc binh
thudmg (ULN). Vige s dyng déng thoi lidu cao atorvastatin voi mot s6 thube nhit dinh nhur
cyclosporin va chiit tre ché CYP3A4 manh (vi du clarithromyein, itraconazol va céc chét e ché
protease HIV) lam ting nguy co bj cde bénh cof tiéu co van,

Nén xem xét bénh co & bt ky bénh nhéin nio ¢6 dau co lan toa, nhay cam dau co hojc yéu co
va/hoiic mng, CPK 16 rét. Can khuyén bénh nhén béio cdo ngay ldp tire vé dau co, nhay cam dau
co hodic yf.u co khong gidi luch duge, dic biét néu di kéem voi kho Ll]|tl hoiic s6t hodic neu cic
d’tu hiéu va triéu chimg vé co vin tdn tai sau khi ngimg dimg thube. Cin ngung diéu tri néu 111"1}*
ndng dé CPK tang ro rét hofic bénh co duge chén doan hodic nghi ngd.

Nguy co bi bénh co trong khi diéu trj bing statin ting 1én do st dung ddng thoi vai cyclosporin,
dan xufit cta acid fibric, erythromycin, clmllhlomycm LlL thude e ché virus viém gan C
telaprevir, phdi hop elbasvir + grazoprevir, phéi hop cac thudce tre ché protease ciia HIV bao gom
saquinavir + ritonavir, lopinavir + ritonavir, tipranavir + ritonavir, dm unavir + ritonavir,
fosamprenavir, va fosamprenavir + ritonavir, nncm hoiic thude khing nim nhém azol. Cac bac
st du dinh phdi hop TORMEG EZ v din xudt cta acid fibric, erythromyein, clarithromyein,
phéi hop elbasvir + grazoprevir, saquinavir + ritonavir, lopinavir + ritonavir, darunavir +
ritonavir, fosamprenavir, hogic fosamprenavir + ritonavir, thube khang nim nhém azol hodc licu
niacin lam giam lipid nén can nhic cén thin gitta loi fch va nguy co ¢ thé xay ra va nén theo doi
bénh nhan cén than vé bt ky diu hiéu hoic triéu chimg dau co, nhay cdm dau hodc yéu co, dic
bi¢t la trong nhitng thang ddu didu tri va trong bat ky giai doan chinh do ting lidu cua timg thudc.
Nén xem xét lidu vién phm hop atorvastatin/ezetimibe khdoi diu va duy tri thip hon khi duge
ding ddng thoi véi cac llmoc trén, C6 thé xem xét do CPK dinh ky trong nhing tinh hudng trén,
nhimg khong ¢6 i dam béo ring kiém tra dinh ky nay s& ngéin ngira bénh ly co.

Khuyén cao ké don ddi véi cde thude gy tuong téc duge tom Gt trong Bang |

Bing 1
Twong tic thude véi atorvastatin Iu,n quan t6i tiing nguy co bi b¢nh co/tiéu co viin
Céc thude gay lwong tac Khuyt:n c4o ké don voi vién phoi hop
atorvastatinfezetimibe
Cyclosporin, thude {rc ché protease cua HIV Tranh ding vién phoi hgp
(tipranavir cng vol rilonavir), thude tre ché alorvastatin/ezetimibe

protease cua virus viém gan C (telapr evir),
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gemfibrozil
S H . . - » f " 5 T, TR Fd T 1
Thude tre ché protease cia HIV (lopinavir cdng | Sir dung thin trong va vai lidu thip nhit cin
= . o A
Vi ritonavir) thiet
Clarithromyein, itraconazol, thuoc tre ché Khéng vugt qua 20/10 mg vién phoi hop
protease cua HIV (saquinavir cong véi atorvastatin/ezetimibe /ngay

ritonavir®, darunavir cong voi ritonavir,
fosamprenavir, fosamprenavir cong vdi
ritonavir), thude tie ché virus viém gan C
(elbasvir va grazoprevir)

Thude ire ché protease ciia HIV (nelfinavir), Khéng vugt qud 40/10 mg vién phdi hop
thudc e ché protease viém gan C (boceprevir) | atorvastatin/ezetimibe /ngay

# Sir dung than trong vai liéu thap nhit cén thiét.

Cac truong hop bénh co, bao gom ca tiéu co van, dii duge bao cdo khi atorvastatin dwoe ding
dong thai vai colehicin va cdn thin trong khi ké don vién phdi hop atorvastatin/ezetimibe voi
colchicin.

Nén tam ngirng hofic nging diéu tri bing vién phdi hgp atorvastatin/ezetimibe & bat lgy
h£nh nhiin ndo ¢6 mjt tinh trgng cip tinh, nghi¢m trong goi y mt bénh co hojic ¢6 mi‘)f yéu
16 nguy co lam dé plml sinh suy thin llur phat do tiéu co \ran (vi du nluem lrun;_, ¢fip niing,
hy huyét dp, dai phiiu, chin thwong, 1bi loan chuyén héa, i loan nji tidt, roi loan dién gidi
ning va co gifit khing dwge kitm sodf).

Ezetimibe

Trong cac thir nghiém lam sang, kh(’ing ¢6 sir gia tAng bénh co hofic tiéu co vin lién quan dén
ezetimibe khi so sanh v&i nhom ddi chimg (gia (hroc hojc statin don (rf). Tuy nhién, bénh co va
tiéu cor van duge biét 1a phan tng khong mong mudn cia cic thude statin va cie thude ha lipid
khéc. Trong cdc thir nghiém lim sang, ti 1¢ creatin phosphokinase (CPK) > 10 Idn gi6i han (rén la
0,2% & nhém ezetimibe so véi 0,1% & nhom gia duge va 0,1% ddi voi nhom ezetimibe két hop
statin so vai 0,4% & nhom statin don tri. Nguy co dc tinh dbi vai co xuong ting 1én khi sir dung
lidu cao statin, bénh nhin cao tudi (> 65), suy gidp, suy thin, va tiy thude vao statin duge st
dung, str dung dong thoi cic thude khic,

Dt liéu vé qué trinh luu hanh trén thi trudng clia ezetimibe, trudmg hop bénh co va ti€u co vin da
duge bdo cho. Hau hét cde bénh nhin bi tiéu co van di ding statin trude khi bit dau ding
ezetimibe. Tuy nhién, tiéu co van di duge bio cdo véi don tri ligu bing ligu phap ezetimibe va
ding ezetimibe eling véi cde tac nhén ¢é lién quan dén ting nguy co bj tidu co vin, nhu cac din
xuiit acid fibric. Ding ddng thoi vién phdi hop atorvastatin/ezetimibe véi fenofibrat nén duoc
ngimg ngay 1ap tire khi ¢o diu hiéu hoiic Ilé,hl ngo cac bénh ly co. Sy hién dién céce tridu chimg
vé& co va ndng do ereatin phosphokinase >10 1én giéi han trén la chi dfu cho bénh 1y co.

Hoqi tir co' qua trung gian mién dich

bé c6 nhimng bao cao hiém giip vé bénh hoai tir co qua trung gian mién dich (IMNM), mdt bénh
tir mién, lién quan dén sir dung statin. IMNM dugc dic trung bai: suy nhuge co bép va tang néng
dd creatinin kinase trong huyét thanh, tinh trang nay van duy tri mic du di ngung diéu tri statin;
duwong tinh khéng thé khang HMG CoA reductase; sinh thiét co cho thiy co bi hoai tir; trigu
chimg cai thién khi sir dung céc tac nhén trc ché mién dich. Thyue hién thém xét nghiém huyét
thanh va thdn kinh co ¢ thé cin thiét. Co thé cén phai diéu tri bf‘mg thude e ché mién dich. Xem
xét cAn thin nguy co IMNM trurde khi bit dau sir dung mét statin khéc. Néu bt diu diéu tri bang
statin khéc, hity theo ddi edc déu hidu va triéu chimg ctia IMNM,

Enzym gan
Aiorvastatin

Statins, giong nhu mot so thuoc ;:,iém lipid khag, ¢o lién quan dén bat thuonmg chi so qinh hoéa vé
chire ndng gan. Enzym gan trong huyét thanh tang kéo dai (> 3 lin gi6i han (rén va xudit hién tir 2
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lin trer 18n) xay ra & 0,7% bénh nhin ding atorvastatin trong céc thir nghi¢m lam sang. 1y I¢
nhimg bit thudng ndy twong tmg 1a 0,2%, 0,2%, 0,6% va 2,3% doi vai licu 10, 20, 40 va 80 mg
atorvastatin.

Mot bénh nhin trong cae thir nghiém [dm sang cha atorvastatin di bi vang da. Tang xét nghiém
chire niing gan (LFT) & nhitng bénh nhéin khdc khong lién quan dén vang da hofe cic dfiu hi¢u
hodic triéu L]‘Ill‘ﬂg lim sang khac. Khi gidm liéu hodic ngung ding, lu)nj, d0 transaminase 110 lai
hozic gin vé mirc trude khi dlcu tr} vi khong dé lai di chimg, 18 trong s0 30 bénh nhéin ¢é ndng
d enzym gan cao kéo dai tiép tue duge didu tri bing atorvastatin véi liéu thép hon.

Ezetimibe

Trong cdc nghién ciru lam sang c6 kiém sodl, ty 1¢ ting nong dg transaminase gan kéo dai (> 3

lin gidgi han trén) twong ty nhau gitta ezetimibe (0,5%) va gia duoe (0,3%).

Trong cde nghién el 1am sang két hop ezetimibe déng théi véi atorvastatin, ty 18 ting ndng dé
" ‘ " ¥ A . . A . - - g A - s

transaminase gan kéo dai (> 3 ldn gidi han trén) 1a 0,6% déi voi bénh nhin duge dicu trj voi

. . . e " A - . Y - - " - -~

ezetimibe v atorvastatin. Viée ting nong do transaminase thudng khong c¢o (ri¢u chimg, khong

lién quan dén chimg r mat, va trd lai binh thudng sau khi ngirng diéu tri.

Vién phoi hop atorvastatin/ezelimibe

Khuyén céo thie hign cac x¢ét nghi¢m enzym gan trude khi bit déu didu tri vai vién phdi hop

atorvastatin/ezetimibe va liip lai theo chi dfin l4m sang. Sau khi thude lwu hanh trén thi trudng, da

c6 bédo cdo hiém gap v an suy gan (¢6 thé tr vong hoiic klmng} & bénh nhan dung statin, bag?,

pdm atorvastatin, Néu ¢6 ton throng gan nghidm trong vai cic (ri¢u chimg lam siang va/ hm}Oﬂ

. /

tang bilirubin mdu hofic vang da xdy ra (rong qua frinh didu tri vaéi vién phdi hqp '

atorvastalin/ezetimibe, ngung thude kip thei. Néu khang xde dinh duge nguyén nhin ndo khag

khong dung lai vién phdi hop atorvastatin/ezetimibe.

Vién phol hap ator Vﬂsmlmfe?clumbe nén dugce sur Llung than trong & nhimg bénh nhén ubng
nhidu rwou vd/ hodic ¢6 tién st bénh gan. Chon}, chi dinh st dyng vién phdi hop
atorvastatin/ezetimibe cho bénh nhin méc bénh gan tién trién hoic ting transaminase kéo dai
khong rd nguyén nhan.

Chire ning ngi tiét

Tang HbAlc va nong dd dudng huyét Iie doéi dd dwoc bdo cdo véi cde chatl ire ché IMG-CoA
reductase, bao gom atorvastatin.

Statin can thiép véao sy tong hop cholesterol v vé mit 1y thuyét ¢6 thé lam gidam san xudt steroid
thugng thin vi/hodc steroid sinh duc. Cac nghién ciru lam snng, di cho thiiy atorvastatin khéng
lam giam ndng do cortisol huyét twong co ban hodc lam gidm dur triy thuong than. Anh hudng
ctia statin dén kha néng sinh san cia nam gidi chua duge ng,hién clru voi s6 lwgng bgnh nhén
thich hop. Céc anh huong, néu co, dén tryc tuyén yén-tuyén sinh dyc & phu nit tién man kinh

chura duoce bidét. Cén than trong klu vién phdi hop atorvastatin/ezetimibe duge sir dung dong thoi
v6i cac thude co thé lam giam ndng dd hoic hoat tinh cha cic hormon steroid ndi sinh nhu
ketoconazol, spironolacton va cimelidin.

Sit dung thude & bénh nhin mdi bj dpt quy hode thiéu mdu cie by thodng qua

Trong nghién ciru plu‘mg dot quy bang cach ha tich cye cholesterol (SPARCL) danh gid
atorvastatin 80 mg so véi gia duge duge thye hi¢n ¢ 4731 bénh nhan khong c6 bénh mach vanh
bi dot quy hodic thiéu méu cuc bd thodng qua trong vong 6 thang, ty 18 ddt quy xuéit huyét cao
hon trong nhém atorvastatin 80 mg so véi gia duge (55, 2,3% bgnh nhéin dimg atorvastatin so voi
33, 1,4% bénh nhéan dang gid dwoc; ty 1€ rii ro (HR): 1,68, khoang tin cgy (Cl) 95%: 1,09, 2,59;
p=0,0168). Ty 1 dit quy Xuét huyet gdy (o vong la twong ty gitta cac nhom diéu tri (14 .:lll lrot 1a
17 so voi 18 dbi véi nhom ding atorvastatin va nhom ding gia duge). Ty 16 dot quy xudt huyét
khong ttr vong cao hon ding ké & nhom ding atorvastatin (38, 1,6%) so vdi nhom dimg gia duge
(16, 0,7%). Mot s6 dic diém co ban, bao gdm dl quy do xudt huyu va dot quy 16 khuyét khi dua
vio nghién ciu ¢o lién quan voi mdt ty 1¢& dét quy do xudt huyét cao hon & nhém ding
alorvastatin,
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Dic tinh thin kinh trung wong
Atorvastaiin

Xuit huy:‘.l nilo dd duge thily & chd cai didu tri trong khoang 3 thing voi lidu 120 mp/kg/ngay.
Xudt huyét ndio va tén thuong tlmn kinh thi gidc di duge quan sat & mét nhém ché cai khéc sir
dyng atorvastatin trong w\ng [1 tun voi liéu 280 mg/kp/mgay trude khi chét trong tinh trang suy
sup. Liéu 120 mg!kg/ngay dan dén phoi nhiém toan than gép 16 1dn so vi ngudi sir dyng liéu (5i
da danh cho ngudi 80 mg/ngdy. Co cimg dd duge phdt hién ¢ 2 cho dye (ding lidu 10
me/kg/ngay va 120 mg}kg/ngny) Khong phat hién doc tinh (rén théin kinh trung wong & chudt

nhiit khi st dung lidu 400 mg/kg/ngay trong vong 2 ndm va & chudt cbng voi lidu 100 \,\f"
mg/kg/mghy 5
plkg/ngdy. ; JAN P
Tén thwong (rén cdc mach mau ¢ thén kinh trung wong, dic mrn;:, béi xudit huycl phu va cde (€ OAl L
bao don nhan xam nhip ra ving ngoai mach di duge quan sat lhdy & cho khi duoe didu tri vai J ]'Hh@
cie thude khac thude cting nhém. HO CHI
Dae tinh trén hé thiin kink trung wong (CNS) D

Quan sdl thiy xudit huyét ndo & mat con cho cdi duge didu trj bang atorvastatin trong 3 thang &
lidu 120 mg/kg/ngay. Quan sét thily xudt huyt,l ndo va tgo khong bio thén kinh thi gide & mg:l con

ché cdi khic da bi chét lmn}D tinh trang ]mp héi sau 11 tudn t(‘mf, din liéu 1én dén 280
mg/kg/mgdy. Lidu 120 mg/kg ddn dén phoi nhiém toan thiin xAp xi 16 lan dién tich dudi dudng
cong huyét tuong ngudi (AUC, 0-24 gity) dira trén lidu t6i da & ngudi 1a 80 nmfnbay Quan sat
(hiiy mdt con co gidt clmg & ting con trong 2 con ché due (mdt con duge diéu tri & liéu 10
[11g/kg,r'11g:,zay va mot con & licu 120 mg/kg/ngay) trong mot nghién ciru 2 nim. Khong quan sat
thily ton thuong CNS & chudt nhiit sau khi diéu trf man tinh lén dén 2 ndm o Ilt'.u 1&n dén 400
mg/kg/ngay hodic & chudt cong & lidu 1én dén 100 mg/kg/ngay. Céc liéu nay pdp 6 dén 11 1n
(chudt nhiit) va 8 dén 16 lAn (chudt cdng) AUC (24y & ngudi dura trén lidu 161 da duoe khuyén
cdo & ngudi 1a 80 mg/ngay.

Quan sat thiy 16n thuong mach mau hé llﬁn kinh trung wong (CNS), diic trung bdi xuit huyét
quanh mach mdu, phii né, va xam nhép té bao don nhin cua ving quanh mach mau & chd duge
diéu tri bang nhirng statin khdc. Mt loai thude tuong tir vé héa hoe trong nhém ndy giy lhual
héa thin kinh thi gidc (thodi hoa Waller ctia soi ving lmc) & nhimg con cho binh thuong ve lam
sang phu thude lidu & lidu twong (mg voi ndng 4 thude huyLl twong cao gip 30 lin ndng dd
thude trung binh & ngudi duoc cho ding liéu khuyén céo cao nhit,

St dung thube cho tré em

Vien phoi hop atorvastatin/ezetimibe

Tinh an toan va hiéu qua cia vién phdi hop alorvastatin/ezetimibe chwra duge thiét 1ap & bénh
nhén tré em.

fizetimibe

Khong co sw khic biét duge dong hoc theo ezetimibe toan phi an (ezetimibe + ezetimibe-
plucuronide) gitra (ré vi thanh nién va nguai lén. Khong c6 san dir liéu duge dong hoc & ¢ < 10
tudi.

Aforvastaiin

Dit lidu duoe dong hoc ¢ tré¢ em khong sén co.

A

St dung thude cho ngudi cao tné

Trong sb nhitng bénh nhan duge diéu tri b"mg ezetimibe d(m;, thoi voi atorvastalin trong cac
nghién ciru 1dm sang cé 1166 bénh nhén 65 (bl (o 1én (bao gdm 291 ngudi tr 75 tudi trdr 18n).
Hi¢u qua va tinh an todn clia atorvastatin/ezelimibe tuwong tir nhau gura nhitng bénh nhin nay va
nhitng ngudi (ré tudi. Sy nhay cam cao hon clia madt 80 ngudi cao tubi khong thé loai trir duge.
Boi vi cao bl (265 tubi) la mdt yéu 6 nguy co cho bénh co, nén thin trong khi chi dinh vién
phdi hop atorvastatin/ezetimibe cho ngudi cao (i,

Khong can hiéu chinh liéu vién phoi hgp atorvastatin/ezetimibe & ngudi cao tudi.
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Bénh nhin suy gan

A e ; i £ i y i " x 4 L
Chong chi dinh sir dung vién phoi hgp atorvastatinfezetimibe cho bénh nhéin méc benh gan ticn
trién hodc ting transaminase kéo dai khong rd nguyén nhén,

Bénh nhiin suy thiin

Tién st bi suy than ¢ thé 1a mt yéu 16 nguy co cho bénh co lién quan dén statin. Cin theo dai
chit ché cic tac dong dén co xuwong ¢ nhém bénh nhén nay,

A X .o . . A [ At . . . %
Khéng cin hi¢u chinh licu vién phoi hop atorvastatin/ezetimibe ¢ bénh nhén suy thén.

9. Sir dung thude cho phy ni ¢6 thai vi cho con bi o

™
Phu niv cé thai 2
Phéi hop atorvastatin + ezetimibe g
Chéng chi dinh stt dyng TORMEG EZ cho phy nir ¢o thai hodie ¢o ké hoach mang thai. Nong do H
cholesterol va triglycerid tang Ién lrong thai ky. Cac thudc ha [ipld huyel khong co tac dyng trong Mil
giai doan ndy vi cholesterol va cic din xuiit cia cholesterol can thiét cho sy phat trién binh -~
thuong cua thai nhi. Xo vita dong mach 1a mdt qua winh mén tinh va viée ngimg didu tri cic ==

thude ha lipid trong théi kY mang thai it anh hwang dén nguy co lau dai lign quan dén tang
cholesterol méu nguyén phat.

Khong ¢ ddy du cic nglnm clru vé st dyung |]1]Ul hcrp atorvastatin/ ezetimibe trén phy nir ¢6 thai.
Tuy nhién, trong mdt s6 it cac trudng hop, di tét bém sinh di duge quan sat thiy khi phoi nhiém
voi llmur.. nhom statin trong tir cung. Khi xem xét khoang 100 (IL[O’ll}:, hop mang thai duge theo
ddi tién cvru & nhitg phu nit ding cdc statin khéc, ty I¢ di tt bam sinh, séy thai ti nhién va thai

chét/thai lru khong vuot qud mire dy kién trong déan so chung. Tuy nhién, nghién ciru nay chi ¢6
thé logi trir nguy co di tit bam sinh ting gép ba dén bon ldn so véi 1y 1& mic bénh co ban. Trong
89% ulﬁng trudmg hep nay, diéu trj bang thude duoe bt diu trude thai ky va di ngimg trong ba
théing du tién khi xdc dinh mang thai.

Statin ¢6 thé gdy hai cho thai nhi khi ding trén phu nit mang t thai. Béi vi TORMEG EZ c6 chira
atorvastatin, TORMEG EZ duge ding cho phu nit trong d tudi sinh san chi khi nao sir dung céc
bién phap tranh thai higu qud va da duge thong bdo vé cac nguy co tidm 4n cta thube. Néu phy
nit mang thai trong th dimg TORMEG EZ, can ngung thudc ngay 18p tirc va thong bao vai bénh
nhan mdt 1dl1 nifa vé céc nguy co tiém An d&i véi thai nhi va sy thidu hyt higu qua lam sang da
biét khi tiép tye str dung thude.
Ezetimibe
Trong cac nghicén ctru phat trién phdi thai lﬁm, dudng uung duge tién hanh trén chudt va thd
trong giai doan hinh thanh co quan, khéng co bing chimg, ve tdc dung gdy chét phdi & céce lidu
thir nghiém (250, 500, 1000 mg/kg/ngay). O chuot dﬁ thiy sy gia ting bt thudmg cua xuong
(them mdl ¢dp xuwong suwon n[,ch trung tim o song b khong hoa xuong, Xirong swdm ngin lai)
& lidu 1000 mg/kg/ngay (~10 ldn mitc phoi nhiém & ngudi & lidu 10 mg mdi ngdy dya trén
AUCo2a ezetimibe todn Jhdll} 3 tho duge diéu ] bing ezetimibe, da quan sat thiy sy gia lang
ty 18 xufit hién xXuong ! swdn ngoai ngue & lidu 1000 mg/kg/ngay (gdp 150 14n mirc phoi nhiém &
ngudi & liéu 10 mg mdi ngay dya trén AUCop-24n ezetimibe toan phén). Ezetimibe di qua nhau thai
khi chudt va thé mang thai duge cho udng da licu.

Céc nghién cira da lidu ezetimibe két hop véi statin & chudt va tho trong giai dmn hinh thanh co
quan dan dén mic phoi nhiém czetimibe va statin cao hon. Cée bt thudmg vé sinh san xdy ra &
liéu thip hon trong liéu phap phdi hop so véi don tri lidu.

Atorvasialin

Atorvastatin di qua nhau thai chudt va dat ndng dd trong gan cua bao thai tuong dwong vai trong
Imye{ lwong cta cd thé me. Atorvastatin khong gy quéi thai & chudt vai lidu 1&n 16i 300
mg/kg/mgay hodic & tho vl lidu 1én (61 100 mg/kg/ngay. Cée lidu nay lam ting khoang 30 lan
(chudt) hodic 20 ldn (tho) ndng dd phoi nhiém & ngudi dya trén dién tich bé mi (mg/m?).
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Trong mot nghién ciru trén chudt m‘mg thai duge cho ding Iiéu 20, 100 hodc 225 mg/kp/mgay, Ur
ngdy 7 thai ky dén ngay 21 thoi ky tiét sita (cai sira), g séng sot khi sinh, sau sinh, cai sita va
sau cai sita & con non cua ¢é thé me duoce cho ding liéu 225 1ny‘kgs’nbay Trong luong co thé cia
con non giam vao ngay 4 va 21 sau sinh ¢ cd thé me ding liéu 100 mg/kg/mgdy; trong llrcrng co
thé con non gidm khi méi sinh vii cde ngay 4, 21 vi 91 sau sinh & cd thé me ding ligu 225
mg/kg/mgdy.

Con non bi chdm phét tr ién (thir nghi¢m rotarod ¢ 100 mg/kp/ngay va gidt minh do dm thanh &
225 mg/kg/ngay; md loa tai va mo mat o 225 mg/kg/ngay). Cac lidu atorvastatin ndy tuong ung
vai 6 1an (100 mgskg) va 22 lan (22‘3 mg/kp) |1011§, d6 phoi nhiém & ngudi dya trén AUC ¢ liéu
80 mg/ngay. Pa cd nhitng bdo cdo hiém hoi vé di tat bam sinh sau khi tiép xtic véi thude tic ché
statin reductase trong (tr cung,

Phu nii cho con b

Trong cde nghién ciru trén chudt, mitc phoi nhiém véi ezetimibe toan phdn & chudt non dang bi
me 1én 16i mot nira so voi mire trong huyét twong chudt me. Khang biét liéu ezetimibe ¢6 durge
bai tiét vao sita ngudi hay khong,

Hién chua rd kha niing thude cé duoe bai tiét qua sita ngudi, nhung mdt lwong nho thude klnc,
cling nhom vai atorvastatin da duge phat hién trong sita ngudi. Chudt non dang b meg ¢o nong
do atorvastatin trong huyét twomg va gan la 50% va 40% so vai lugng trong sita me,

Ba&i vi nguy co cde tde dung khdng mong mudn tiém tang rén wé so sinh, phy nit dang sir dung
TORMEG EZ khong duge cho con bi,

10. Anh hwing cita thude 1én khi niing i xe, vin hinh miy mée.

Chua ¢6 nghién ctru ndo vé tac dong trén kha niing 1ai xe va viin hanh may mée duge thye hién,
Tuy nhién, mgt s tde dung bét loi di duoe bio cdo véi vién phdi h(,a' atorvastatin/ezetimibe c6
thé anh huong dén kha ning l4i xe hofic van hanh mdy mée clia mt s6 bénh nhin. Dap mg clia
timg bénh nhén ddi voi vién phdi hop atorvastatin/ezetimibe cé thé thay déi.

11. Twong tice, twong ky ciia thube,
Vién phéi hop atorvastatin/ezetimibe

Khong quan st thiy tuong tic duge dong hoc c6 y nghia lam sang khi ezetimibe duge ding
A . . %
dong thoi vadi atorvastalin,

Twong tic voi CYP3A4

Trong cic nghién ciu tién 1Am sang, dii chimg minh ring ezetimibe khong gy cam (mg cic
enzym chuyén héa thude cytochrom P450. Khong quan sat thiy tuong tic duge dong hoc ¢6 y
nghia 1am sang giia ezetimibe vé céc logi thude da biét duge chuyén hoa boi cytochrom P450
A2, 2D6, 2C8, 2C9 v 3A4 hoiic N-acetyltransferase. Atorvastatin duge chuyén héa bdi
cyloclnom P450 3A4. Dung ddng thai atorvastatin véi thude tic ché cytochrom P450 3A4 ¢6 thé
déin dén ting ndng do atorvastatin trong huyét twrong. Mire dd trong tdc va tiém Iyc tac dung phy
thude véo sur thay ddi tac dung trén cytochrom P450 3A4.

Céc thude tic ché cytochrom P3A4 lam ting nguy co bi bénh co bang cich lam giam thai trir
thanh phén atorvastatin ciia TORMEG EZ.
Clarithromycin

Dién tich duéi dudmg cong (AUC) cia atorvaslatin ting déang k& khi ding ddng thoi 80 mg
alorvastatin vaéi clarithromyein (500 mg, 2 l'mmbay) so v&i ding atorvastatin don de. Do do, ¢
bénh nhin dang ding clarithvomycin, cian than trong khi lidu vién phdi  hop
atorvastatin/ezetimibe vuot qua 20/10 mg.

Két hop cac thuoc ire ché prolease
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AUC cia atorvastatin ting dang k& khi ding ddng thoi atorvastatin véi mdt sé dang két hop eta
thube trc ché protease cia HIV ciing nhu véi telaprevir la thude trc ché ]1rotea*.e clia virus viém
gan C so voi ding atorvastatin don dée. Do dé, ¢ nhimg bénh nhéin dang ding tipranavir cong
v&i ritonavir 1a cde thude tre ché protease ciia TV hodc telaprevir la thude tre ché prolease ciia
virus viém gan C, nén tranh s dung TORMEG EZ dbng thoi, O nhing bénh nhin dang ding
lopinavir cong voi ritonavir 1a cdce thude e ché protease cua HIV, cin thin trong khi ké don
TORMEG EZ va nén ding lidu thip nhét can thiét. O nhitmg bénh nhin dung cac thude trc ché
protease ctia HIV saquinavir c¢fng v6i ritonavir, darunavir efng véi ritonavir, fosamprenavir,
hofic fosamprenavir cong voi ritonavir, hofic bou:plevu la thude tre chd protease clia virus viém
pan C, liéu vién phm hgp atorvastatin/ezetimibe khong nén vugt qua 20/10 mg va cén thin trong
khi sir dyng. O nhiimg bénh nhin dang ding nelfinavir 13 thude (rc ché protease cta HIV, lidu
vién phdi hop atorvastatin/ezetimibe khdng nén vuot qua 40/10 mg va khuyén cdo theo d&i lam
sang chiit ché.

Itraconazol

Dién tich dudi dudmg cong (AUC) cua atorvastatin ting dang ké khi ding (Iung thési atorvastatin
40 mg va itraconazole 200 mg. Do d6, o bénh nhén dang dung itraconazole, cn thin trong khi
liéu vién phéi hop atorvastatin/ezetimibe vuot qud 20/10 mg.

Nirée birci chivm

Chira mdt hogc nhidu thanh plmn irc ché CYP 3A4 v ¢6 lhe 1am ting ndng dj atorvastatin trong
huyét trong, diic biét 1a khi udng lugng nude budi qua nhidu (>1,2 lit/ngay).

Cyclosporin

Trong mét nghién ciru & 8 bénh nhin sau ghép thin co dd thanh thai creatinin >50 mL/phut véi
mdt lidu cyc]mpm in fm dinh, mot lidu don 10 mg ezetimibe di dén dén tang AUC trung binh cua
ezetimibe toan phdn gp 3,4 lin (khodng tir 2,3-7,9 lin) so véi nhém dbi chimg khoe manh tir
mdt nghién ¢ty khéc (n=17). Trong mét nghién ctru khde, mét bg¢nh nhan ghép lhqlll bj suy thin
néing (do thanh thai ucdllmn 13,2 mL/phit/1,73m2), dang sir dung nincu loai thude, bao gdm ca
cycluspoun da cho thily ndng do cia ezetimibe toan phin cao hon gdp 12 14n so voi cdc nhém
ddi chimg ddng thoi. Trong mot nghién ctru bit chéo hai giai doan & 12 d6i tugng khoe manh, sir
dung ezetimibe 20 mg/ngdy trong 8 ngay véi mot licu don cyclospuun 100 mg vao ngay tht 7 da
din dén taing AUC trung binh cta cyclosporin 15% (tir giam 10% dén ting 51%) so véi mdt liéu
don cyclosporin 100 mg ding don doc.

Atorvastatin vi cdc chét chuyéu héa clia atorvastatin 1 cdc co chét cta chdt van chuyén
OATP1BI. Cac thude tre ché OATPIBI (vi dy cydoapmm) ¢6 thé lam ting sinh kha dung cua
atorvastatin, AUC cla atorvastatin ting déng ké khi ding dong thoi atorvastatin 10 mg va
cyclosporin 5,2 mg/kg/ngdy so voi ding atorvastatin don dgc. Nén wénh ding dong thoi
TORMEG EZ véi cyclosporin,

Cic tuong tic kldc
Thuoc khdng acid

Dung dong thoi voi thudc khéng acid lam giam tSc do hip thu ciia ezetimibe nhung khéng anh
huong dén sinh kha dung cia ezetimibe. The dd hiip thu giam nay khéng duge xem 1a ¢6 ¥ nghia
lim sang,

Duing clonb thoi atorvastatin véi mot hdn djch uéng khéng acid chira m'lgncm v nhédm hydroxid
lam giam ndng do trong huyét tuong clia atorvastatin va cdc chiit chuyén héa ¢6 hoat tinh khoang,
35%; tuy nhién sy gidm LDL-C khong thay doi.

Cholesiyramin

Dung dong thoi voi cholestyramin lam giam AUC trung binh chia ezetimibe toan phén (ezetimibe
+ ezetimibe glucuronide) khoang 55%. Mic giam thém LDL-C do cdng thém ezetimibe vao
cholestyramin cd thé bi giam di do sy twong tac nay.

Ciac fibrat
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Gemfibrozil

Do ting nguy co bénh co/tidu co vin khi sir dung dong (hoi thude tre ché HMG-CoA reductase
véi gemiibrozil, nén tranh ding dong thoi TORMEG EZ voi gemliibrozil.

Trong mdt nghién ciu vé dwoe dong hoc, str dyng dong thoi voi gemfibrozil ldm ting nong do

ezetimibe toan phin khoang 1,7 1an. Sy ting nay khang duge xem 14 ¢6 y nghfa 1am sang. Hién —
chua ¢ dir licu ldm sang. s b
Ienofibral N P
Do dii biét nguy co bénh co trong khi diéu tri bing thude re ché HMG-CoA reductase tang 1én m;;
khi ding déng thei vai fenofibrat, TORMEG EZ ¢lin dwge ding thin trong khi str dung déng E: ‘(‘H
theri véi fenofibrat. i

Trong mdt nghién ciru vé duge dong hoc, str dung dé\mg thoi voi fenofibrat lam (@ng ufﬁng dd .;_;_

ezetimibe toan phan khoang 1,5 lan. Sy ting nay khong dugc xem la cé y nghia lam sang,

Cde fibrat khdc

D3 an toan va hig¢u qua cua ezetimibe duge ding vai cac fibrat khic chua duge xéac dinh, Fibrat
¢ thé lam tang bai tiét cholesterol vao mit, dfin dén s6i mat, Trong mdt nghién ctu tién I'“lm
sang & cho, ezetimibe 1am ting cholesterol & thi mét. Mic dit chua rd ¥ nghia ctia phat hién tién
lam sdng nay vl ngudi, viée diing dong thodi TORMEG EZ véi fibrat khéc khéng duge khuyén
chio cho dén khi viée str dyng & bénh nhén duge nghién ciru,

Acid fusidic

Nguy co bi bénh co/tiéu co vin 6 thé ting lén khi ding dbng thoi vai acid fusidic,

Amiodaron

Lidu vién phdi hop atorvastatinfezetimibe khéng nén vugt qua 20/10 mg/ngdy & nhing bénh
nhén dang dung thude nay dong thoi véi amiodaron.

Cde chdt tke ché protein khang wng thie vii (BCRP)

Attalmsmlin la mdt chit nén ctia hé théng van c,huyén ra BCRP. Duing ddng thoi voi cée thude tre
ché BCRP (nhu elbasvir va gr azoprevn) co thé 1am ting nong dd atorvaslalin trong huyét twong
va ting nguy co bénh co; do vy, ¢o thé L;m diéu chinh lidu atorvastatin. Diing dong thoi elbasvir
va giﬂzoplevn vGi atorvastatin lam ting 110115:, dg atorvastatin (rong huyet fuong téi 1,9 lan do tic
ché CYP3A va/hodic BCRP; do viy, khong nén dmlg lidu vién phéi hop ator vastatin/ezetimibe

qua 20/10 mg mdi ngay cho bénh nhén dang ding ddng thoi véi san phdm c6 chira elbasvir hojc
Erazoprevir.

Rifampin hodc cac chdl cam g eyltochrom P450 344 khdc

Ding ddng thoi atorvastatin véi cée thude gdy cam Lrng cytochrom P450 3A4 (vi du clavirenz,
rliampm) ¢6 thé dfn dén cdc mire giam thay dbi vé nong dg ator vastatin trong huyét tuong. Do
co ché trong tée kép coa rifampin, khuyén céo ding dong thoi atorvastatin véi llmmpm vi sur
dyng atorvastatin mudén sau khi dung rifampin ¢d lién quan véi sy giam déng ké nong do
atorvastatin trong huyét twong,

Antipyrin

Do atorvastatin khong anh huémg dén duge dong hoc cua antipyrin, twong tac véi cic thube khéac
duge chuyén hoa qua cling isozym cytochrom nay khong duge du kién.

Colestipol

Nong do atorvastatin trong huyét trong giam khodng 25% khi sir dung dong thai colestipol véi
atorvastatin. Tuy nh]en sir giam LDL-C I6n hon khi atorvastatin va colestipol dugc ding dong
thoi so voi khi diing mdi thude don dic.

Digoxin

Khi ding dong thai nhiéu liéu atorvastatin va digoxin, nun;: dd digoxin ¢ trang thai on dinh ting
1&n khoang 20%. Nhitng bénh nhin dang ding digoxin can duoce theo déi thich hop.
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Cédc thude tranh thai divomg vong

Dung déng thdi atorvastatin véi mol thube tréanh thai duong ubng 1am taing ti s6 AUC cla
norethindron va ethinyl estradiol khoang 30% va 20%. Cin xem xét sy tdng nay khi lya chon
thude tranh thai duémg udng cho mét phy nir dang ding atorvastatin.

Amlodipin

Trong mdt nghién cirn vé trong tée thude- huE’rc & che dbi twgng khoe manh, ding dong thei
atorvastatin 80 mg va amlodipin 10 mg di dén dén ting 18% vé ndng do atorvastatin ma khong
¢ ¥ nghia lam sang.

Niacin

Nguy co vé cic tde dung trén co van co thé ting 1én khi sir dung déng thei TORMEG EZ vii
niacin; nén xem xét giam lidu TORMEG EZ trong trudng hgp ndy.

Colchicin

Cac trudng hop bénh co, bao gom ca tidu co van, di duge bdo cdo khi sir dung ddng thoi
alorvastatin voi colchicin va cin thin trong khi ké don TORMEG EZ vai colchicin,

Elbasvir va grazoprevir

Str dung d(m[, thovi elbasvir va grazoprevir ¢ thé lam t"mg néng do ator vastatin trong huyét
trrong va lédng nguy co bénh co; do do, viée didu chinh li¢u alorvastatin ¢0 (hé cén thiét, Dung
dong thoi elbasvir va grazopr evir v6i atorvastatin lam ting nong do atorvastatin trong huyel
twong gdp 1,9 1an mdt phin do tre ché BCRP vivhoiic CYP3A, OATPIBI; do do, lidu vién phdi
}mrp atorvastatin/ezetimibe khong duoc vugt qua 20/10 mg mdi ngdy & nhitng bgnh nhén ding
ddng thoi vién phdi hop atorvastatin/ezetimibe véi cée thude ¢o chira elbasvir va grazoprevir.
Thude chong dong nhém coumarin

Ciin theo déi cdn than ty s6 chuin hoa qubc té (INR) néu TORMEG EZ str dung kem warfarin,
mdt thude chong déng nhom coumarin.

La ” ~ ‘ i ‘
12, Tie dung khing mong muon cia thuoe.

Cac phan ‘mg bt lgi nghiém trong sau duge théo luén chi tiet hon trong cac phan khée cia &
hwéng dan sir dung:

e Bénh co va tiéu co vén (xem muc Canh bdo va thian trong khi dimg :‘!moc)
o Bit thuong enzym gan (xem muyc Cdnh bdo va than trong khi dimg thuéc)

Kinh nghiém ti cic thie nghiém lam sang

Phoi hop atorvastatin/ezetiniibe

Vi cde thir nghiém lam sang duge tién hanh trong céc didu kién rit da dang, ty 1§ phau g bit
loi quan sat duge trong cdc thiy nghigm 1am sang cua thube khong thé so sanh trwe tiép voi ty 18

trong cde thir nghigm lam sang clia mot loai thude khéc va ¢d (hé khong phan énh ty 18 quan sét
duoce trong thue té.

Trong mgt thir nghiém lim sing (l01 chimg gid duge déi véi phéi hop ezetimibe va atorvastatin,
628 be;nh nhin (49 tdi 18-86 tudi, 9% phu nit, 85% nguon da triing, 6% ngudi da den, 5%
ngudi goe Tay Ban Nha, 3% ngudi chiu A) voi thoi gian didu tri trung binh 1a 12 tudn, 6% bénh
nhén dung phéi hop ezetimibe va atorvastatin va 5% bénh nhan ding gia duge da nglng st dyng
do phan tmg bit lgi,

Céc phén img bt loi thudng £ap nhét & bénh nhan didu tri bing phdi hop atorvastatin/ezetimibe
dén dén phai ngung ding thude va xay ra & 1y 18 cao hon gid duge 1a:

+ Pau co (0,8%)
 Dau bung (0,8%)
» Tang enzym gan (0,8%)

TAfp,
ON(
EN
HP

. MIN
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Céc phan (ng bat loi thuomg duoe bdo cdo nhdit (ty 1&¢ >2% va cao hon gia duge) trong thi
nghiém nay la: ding ALT (5%), ting AST (4%) va dau co \-:urmg khop (4%).

Vién phdi hop ezetimibe va atorvastatin di duge danh Bia vé do an toan & 2403 bénh nhén imng
7 thr nghiém lam sang (mt thir nghi¢m lam sang ddi chimg gia dwoc va séu thir nghi¢m dbi
chimg hoat chit).

Bang 2 tom it tAn suét cta cic phan img bit lpi 1am sang, bét ké nguyén nhén, duge bio cdo &>
2% v véi ty 1€ cao hon gia duge tir thir nghiém [dm sang r d6i chimg gia duge

Bing 2°. Phin tng bit lm Iam sang va xét nghi¢m dic hi¢u xiy ra ¢ > 2% 0 nhing h@nh
nhin didu tri véi vién phoi hop nturvnstntma’ezenmlbe va ty 1§ cao hon so véi gia duge bt
Ié nguyén nhin

Toaan b co thé/hé co quan Placebo BEzetimibe Atorvastatin ' Phbi hop
Pham (mg bit lgi (%) 10 mg (%) Atarvastatin/ezetimibe!
n=060 (%) n =248 (%)
n=65 n=255
RGi logn hé than kinh
Chdng mil 0 6 <l 2
Rai loan hé hdp, ngiee va trung thet
Ho 0 3 <l 2

Rai loan tién hda

Bau bung 2 2 4 3
Budn nén 0 2 3 3
R&i loan hé co xweang v mo lién kél

Bau khop 0 5 6 3
Pau co 0 2 0 2
Bau co xwong khdp 3 8 5 4

Roi foan u’myen héa va dinh chrding
‘Tang kali huyét 0 0 <l 2

Nhicn trivg va shiém kb sinh trimg

Viém phé quan 0 2 2 2
| Viém xoang 0 3 2 2

R67 loan mach

Nong bimg, 0 0 <] 2

Xét nghiém

Ting ALT 0 0 2 5

T’mg AST 0 0 <l 4

Ng,lm:n ciru phoi hep ddi chimg gia duge trong dé cac hoat chiit rong duong véi TORMEG EZ duge sir dung
déng thoi.
it ca lidu.
Sau khi hoan tat nghién ctru kéo dai 12 tudn, nhitng bénh nhan du didu kién duge chi dinh ding
dong thoi ezetimibe va atorvastatin (10/10-10/80) hodc ator vastatin (10-80 mg/ngay) thém 48
tudn nita. Tinh an toan khi sir dung ddng thdi ezetimibe va atorvastatin dai han twong tur nhu
dung atorvastatin don djc.

Ezetimibe

Trong 10 thir nghiém ldm sang mu ddi, cé dbi chimg gia duge, 2396 bénh nhan bl ting lipid mau
nguyén phat (tudi tir 9-86 tudi, 50% phu nir, 90% ngudi da tlang, 5% nguoi da den, 3% ngudi
gdc Tay Ban Nha, 2% ngudi chéu A) va ting L.DL-C duge didu tri biing ezetimibe 10 mg/ngay
trong thdi gian diéu ti trung binh 12 tuén (tir 0 dén 39 tuin).

Céc phan img biit loi duoe bdo cdo & >2% bénh nhén diéu tri biing ezetimibe va v6i ty 18 cao hon
gia duae bit ké quan hé nguyén nhin duge thé hién trong Béng 3.

Biing 3, Phin g bt lgi 1Am sing xiy ra &> 2% & nln"uu= bénh nhéin diéu tri voi ezetimibe
va ty 1€ eao hon so vai gid dirge biit ké nguyén nhin

Toin b co thé/hé co quan Ezetimibe 10 mg (%) Placebo (%)
Phén (mg bt lgi - n=2.396 ~ n=L139
Rai logn tién hoa

Ti u,u chay 4,1 3,7
Réi logn 1aan thein va tinh trgng tai cho drmg Hinoe -
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ME[ moi 24 1,5

Nhidm triog vé nhicm kyi sinh trimg

Chim 2,0 1.5

Viém xoang 2,8 2,2

Nhiém trang dudng hd hap trén 4.3 25

Roi loan hé co xiang va mo lidn ket [

Pau khap 3,0 22
| Bau tr chi 27 2.5

Atorvastatin

Trong co sé& dir ligu thir nghi¢m lam sdng dbi chung gia duge atorvastatin (rén 16,066 bénh nhéan
(8.755 atorvastatin so voi 7.311 gid duge; do tudi 10-93, 39% nir, 91% ngudi da Iu’mg,, 3% ngudi
da den, 2% ngudi chiu A, 4% ching toc khac) voi thei gian didu i tr ung binh 53 tuén, 9 1%
bénh nhin ding atorvastatin va 9,5% bénh nhin ding gia dugc bj ngimg o didu trj do phéan img bt
lod bat ké quan hé nguyén nhan.

Céc phan (mg bét lgi thlr(‘mg glip nhét (1y 18 >2% va cao hon gid duge) bét ké quan h¢ nguyén .”.*]
nhén & nhftng bénh nhan diéu trj biing atorvastatin trong céic thir nghiém dbi chimg gia duge :
(1\“8?55) la: viem miii hong (8,3%), dau khap (6,9%), tiéu chay (6,8%), dau (& chi (6,0%) va‘gf
nhiém tring dudmg tiét nidu (5,7%).

Bang 4 tom tt tin sudt cée phan (mg bét loi lim ssmj,, bt ké nguyén nhan, duge bdo céo & >2%
v véi ty 1§ cao hon gia duge & nhitng bénh nhin dicu biing atorvastatin (n=8.755), tir 17 thir
nghiém ddi chimg gid duge.

Biang 4. Phan ing biit loi lim sang xiy ra ¢ >2% & nhiing b¢nh nhiin didu trj bing bit Ly
litu atorvastatin va ty 1& cao hon gid dwge, biit Ié nguyén nhan (% bénh nhén)

Phan g bit lgi’ Liéu bt ky 10 mg 20mg | 40mg 80 mg Gin dwge
N=8755 | N=3008 | N=188 | N=604 | N=4.055 N=7.J3I1

Viém miii hiu 8,3 12,9 5,3 7.0 4,2 8,2
Dau khap 6,9 8,9 11,7 10,6 . 4.3 6,5
Tiéu chay 6.8 7.3 6,4 14,1 5.2 6,3
Pau t chi 6,0 8,5 3,7 9.3 3,1 5,9
Niue{n khuén dudng 57 6.9 6.4 8,0 4.1 5.6
tiét niéu i

Khé tiéu 3.3 6,9 6,4 8,0 4,1 5,6
Buon nén 4,0 3,7 K 7,1 3.8 3,5
Dau co xuong khdp 3,8 52 3,2 3,1 2,3 3,6
Co thit co 3,6 4,6 4,8 5,1 2,4 3,0
Pau co 3.5 3.6 5,9 8.4 2.7 3
ML ngt 3,0 2.8 1,1 53 2,8 2,9
Dau hong thanh quan 2,3 3.9 1,6 2.8 0,7 2,1

* Phén tng bt loi > 2% o bit ky licu nito cao hon gid duge

Kinh nghiém sau khi thude lwu hanh

Vi cac phan tmg bén dudi duge bdo cao tw nguyén tir mdt nhom dbi lucmg co so luong khong 18
rang, nén khong phai lie nao ciing ¢6 thé ude tinh mot cach chic chin tin sudt phan tng hodc
thiét 1ap quan hé nhin qua giita phan (mg va phoi nhi&m véi thube.

Cic phan tmg khéc bén dudi di duge xéc dinh trong qué trinh hiu phé duyét ezetimibe va/hodc
atorvastalin,

Roi logn mdu va hé bach huyét: giam ticu ciu

Réi loan hé than kinh: dau dau; chéng mit; di cam; bénh Iy than kinh ngoai bién

DA ¢6 cic bido cdo hju mai hiém gip vé suy giam nhan thire (vi du mat tri nhé, hay quén, quén,
suy giam (i nha, 1 lan) lién quan véi viée sir dung statin. Nhitng vAn dé v& nhin thie nay di
duge bio cdo ddi vai (it ca cde statin. Céc bao cao thudmg khéng nghiém lrong va hoi phue khi

ngunb dung statin, voi thoi gian dan dén khai phat wriéu chimg thay dbi (1 ngay dén nhiéu nam)
va giam triéu chimg (trung binh 3 tudin).
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Ré6i loan tiéu héa: viém tuy

Réi Toan da vé mé dudi da: phit mach; viém da bong nude (bao gom hong ban da dang, hoi
chimg Stevens-Johnson va hogi (r biéu bi nhiém ddc); phat ban; may day

e P . A gaa 4 . n ‘i -
Roi loan hé co xwwong va mé lién ket viém co, bénh co/tiéu cor van

Dii ¢6 béo cdo rit hidm gip vé bénh co hoai tr qua trung gian mién dich (IMNM) lién quan véi
viée str dung statin.

Chén thuong, ngo doc va bién chieng tha thude: dit gin

R&i loan hé mién dich: sdc phan v¢, phan limg qué mén _

Réi logn gan mdr: viém gan; s6i mat; viém thi mat; suy pan gdy tir vong va khdng gty tir vong
RAi logn tGm than: dc mdng

6 hdp: bénh phdi ké

Xét nghiém: tang creatine phosphokinase

~s B ~ LY s o A - v+
ROI loan tadn than va linh trang tai chd ding thudoe: mét mol

13. Qua licu va edch xir tri.

Vién phoi hop atorvastatin/ezetimibe

Khong c6 diéu tri die hidu nao ve qué liéu phdi hop atorvastalin/ezetimibe ¢6 thé dwge khuyén
céo. Trong trudmg hop qué lidu, cin st dung cac bién phap diéu tri tridu chimg va hd tro.
Ezetimibe

Tmng chc nghién cru 1dm sang, sir dung ezetimibe 50 mg/ngay cho 15 dbi tuong khoe manh 1én
dén | 4 ngdy, 40 mg/ngay cho 18 bénh nhén ting lipid mau nguyén phnt [&n dén 56 ngiy va 40
mg/ngay cho 27 bénh nhén ting sitosterol mdu déng hop t trong 26 tudn, thudng duge dung nap
16t

Mot vai trudng hop qué lidu dd duge bio cdo, hau hét khong di kém véi cac phan img bt loi.
o, . A oy . . P a

Nhitng phan tmg bat lgi duge bao cao khong nghiém trong,

Atorvastatin

r
A l\

Do thude gin két manh véi protein huyét tuong, thim phan méu khéng duge du kién 13 s& lam
tiing ddng k€ do thanh thai atorvastatin.

14, Die tinh dwge hye hoe

Nhém duwge Ip: Thube diéu chinh lipid méu, thude tre ché IMG-CoA reductase ké( hop véi cic
thuoe dieu chinh lipid khac,

Mi ATC: C10BAOS

Co ché tic dung

Vien phéi hop atorvastatin/ezetimibe

Cholesterol trong huyet twong c6 ngudn gde tir sy hiip thu & rudt va téng hop ndi sinh. TORMEG
EZ chira atorvastatin va ezetimibe, hai hop chét lam g bmm lipid mau vai co ché tac dung bd sung,
Vién phdi hgp atorvastatin/ezetimibe lam giam nong d§ ting cao cia cholesterol todn phén

(total C), LDL-C, Apo B, TG va non-HDL-C, va lam ting HDL-C théng qua tre ché kép trén syr
hép thu va téng hop cholesterol.

Lizetimibe

Ezetimibe tre ché su hap thu cholesterol & rudt. Ezetimibe ¢o hoat tinh duong u()n;:. va ¢6 co ché
tac dung khic vdi cde nhom hop chit 1am giam cholesterol khac (vi dy statin, thudce tach acid mét
[resin], dfin xudt cha acid fibric va stanol thyc vét). Phin tir dich cua ezetimibe 1a chit vin
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chuyén sterol, Niemann-Pick Cl-Like 1 (NPCIL1), chiu trach nhi¢m cho s hip thu cholesterol
va phylosterol o rugt,

Ezetimibe dinh vi tai ria ban chai cia rudt non va (i (_he swr hiip thu cholesterol, dén dén glam
viin chuyén cholesterol tir rudt dén gan; statin 1am giam (dng hop cholesterol & gan va céc co ché
khac nhau nay dem lai s giam thém cholesterol.

Trong mot nghién ciru lam sang 2 tufin & 18 bénh nhan ting cholesterol mau, ezetimibe (rc ché
hap thu cholesterol & rudt 1a 54%, so voi gia duge.

Mot logl ehe n,gjhten etru tién lim sing di duge thye hién dé xde dinh tinh chon loc clia ezetimibe
frong viée e ché su Iﬁp thu cholesterol. Ezetimibe tre ché su hﬁp thu [14C] - cholesterol ma
khéng anh hudng dén sy hp thu triglycerid, acid béo, acid mdt, progesteron, cthinyl estradiol
hoiic cac vitamin A va D tan trong md.

Atorvastatin

Atorvastatin 1 thude e ché chon lge, canh tranh ciia HMG-CoA reductase, ddy la enzym han
ché t6e do, chiu tli’lch nlu'ém cho vige glmyﬁn doi 3-hydroxy-3-methyl-glutaryl-coenzym A thanh
mevalonat, 1d mdt tién chit cua sterol, bao gom cholesterol. Triglycerid va cholesterol trong gan
duee két hop thanh llpumolun ty trong rat thip (VLDL) va duge phong thich vao huyét twong dé

phan phdi dén cde md ngoai bién. 9,
Llpoprolun ty trong thip (LDL) duge hinh thanh tir VLDL va chu yéu duge di héa théng qua thy O
thé c6 4i lue cao vai LDL (thy thé LDL). £
Atorvastatin lam giam ndng dd cholesterol va lipoprotein huyét thanh bing céch e ché HMG- !.H '
CoA reductase, ma h¢ qua lam giim sinh téng hcvp cholesterol & gan va lam ting $0 lugng thy thé | MIp
LDL trén bé mét (€ bao gan dé tang cudng sy Imp thu va dj hoa LDL. il

=

Atorvastatin 1am gigm san xuit LDL va gidm s6 luong cic hat LDL. Ator vastatin lam ting manh
va kéo dai hoat tinh cua thu thé LDL ciing vai sy thay ddi o loi vé chit lugng cua cée hat LDL
trong tufin hoan. Atorvastatin ¢6 hig¢u qua tong viéc lam giam LDL-C & bénh nhan ting
cholesterol médu ¢6 tinh gia dinh déng hgp tir, 1A mdt nhém bénh nhéin thuong khéng dap (mg véi
thude lam giam lipid mau.

Atorvastatin di duoc chirng minh 13 [am gidm ndng dd cia cholesterol toan phin (total-C) (30% -

46%), LDL-C (41% - 61%), apolipoprotein B (34% - 50%) va triglycerid (14% - 33%) trong khi
tao ra su tang thay ddi vé HDL-C va apolipoprotein Al trong mdt nghién ciru vé dap ing voi liéu
ding. Céc két qua nay ddng nhit & nhitng bénh nhan tdng cholesterol méu ¢6 tinh gia dinh di hop
(1, céc dang ting cholesterol mau khéng ¢6 tinh gia dinh va ting lipid mau hdn hop, bao gdm ca
bénh nhin déi thao duong khong phy thude insulin.

15. Piic tinh dwge dgng hoc

Vién phéi hop atorvastatin/ezetimibe di duge chimg minh la trong duong sinh hoc doi véi vige

ding déng thai cac licu twong (mg cha vién ezetimibe va atorvastatin,

Hip thu

fzetimibe

Sau khi ding dudng udng, ezetimibe duge hap thu nhanh va duge lién hgp manh thanh mét
& g J 3 :

phenolic glucuronide co6 hoat tinh duge 1y (ezetimibe-glucuronide).

Alorvastatin

Nbng db tbi da (rong huyét twong sau khi ubng xay ra trong vong 1-2 gidn, Murc dd hép thu t ting
ty 1¢ thudn voi liéu atorvastatin. Sinh kha dung tuyét ddi cta atorvastatin (thude chua chuyén
hoa) 1a khodng 14% va sinh kha dung toan thin cia chéit co hoat tinh e (,hc HMG-CoA
reductase 1a khodng 30%. Sinh kha dung toan thin tlmp duge cho 12 do thanh thai tién tuan hoan
trong niém mac da day - rudt va/ hoic chuyén héa lin diu qua gan. Nong do atorvastatin trong
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huyét twong thip hon (khoang 30% voi Coe va AUC) sau khi ding thude vao budi tdi so véi
" o P ’ .3 N LA : £ A ., . A 5
budi sang. Tuy nhién, mirc giam LDL-C la giong nhau bat k& thoi gian ding thude trong ngay.

T u - . gA £ A
Anh Inedng ciia tiire dn dén sw hap thu thuéce
Vién phoi hop atorvastatin/ezetimibe

B % o 5 . s A 3n w A A ’
Khi st dung vién phdi hop atorvastatin/ ezetimibe 80/10 mg cing v6i che d§ an nhiéu chit béo,
Cumax CUA atorvastatin bj giam 7% va khong quan sét thdy 4anh hudng lén AUC atorvastatin, Bita
5in nhidu chit béo khéng anh huéng duoc ddng hoc cia ezetimibe khong lién hop.

Thude phéi hop atorvastatin/ ezetimibe cé the ding kem hoge khong kém vaéi thire dn.
Phiin bo
Lzetimibe
Ezetimibe va ezetimibe-glucuronide giin két cao véi protein huyét twong nguai (> 90%).
Atorvastatin
~ . o A ' . ¥ ; . : A .
Thé tich phéin bo trung binh cta atorvastatin khodng 381 lit. Atorvastatin gin ket = 98% véi
. A s A ; & P A s ’ A -
protein huyét trong. Ty 1& mau/huyét twong khoang 0,25 cho thay kha nang thdm ctia thude va
héng cAu kém. Dya trén cde quan st trén chudt, atorvastatin calei nhiéu kha nédng tiét véo sita me
O nguoi,
.x L3 b ] Y
Chuyén héa va thii triv
Ezetimibe
- . a E ) £ ) a . ' . £ o gih
Fzetimibe duge chuyén héa chii yéu & rudt non va gan qua sy lién hgp glucuronide voi sy bai tiét
~ 5 -~ » A ‘ z £ -2 g s
qua than va mit sau do. Sy chuyén hoa oxy héa t6i thicu di duge quan siit thiy trong (it ca cic
lodi duwoc danh gia.

O npudi, ezelimibe duge chuyén héa nhanh sang dang lién hop ezetimibe-glucuronide.
Ezetimibe va ezetimibe-glucuronide [a nhitng hgp chét chuyén héa chinh cia thube duge phat
hién trong huyét tuong, ezetimibe chiém khoang 10-20% va ezetimibe-glucuronide chiém
khoang 80-90% tdng lwong thudc trong huyét trong. Ca ezetimibe va ezetimibe-glucuronide
duge thai trir déan déin khoi huyét twong voi bang chimg tai tuan hoan rudt-gan ding ké. Thii gian
ban hiy ctia ezetimibe va ezetimibe-glucuronide khodng 22 gid.

Sau khi ding "C-ezetimibe (20 mg) dudng uong cho ngudi, ezetimibe toan phén (ezetimibe +
ezetimibe-glucuronide) chiém khoang 93% tong lieu cé ddnh dau phong xa trong huyét tuong.
Sau 48 gity, khong c6 mire lidu c6 déanh dau phong xa ndo duge phat hién trong huyét twong.

Khoang 78% va 1% lidu ¢6 danh dédu phéng xa dé ding dwge tim thiy theo thir tw trong phan va
trong nudée tiéu twong tmg, trong thoi gian thu thdp 10 ngay. Ezetimibe la thanh phin chinh trong
phan va chiém 69% lidu ding, trong khi czetimibe-glucuronide 12 thanh phan chinh trong nuée
tiéu va chiém 9% li¢u dung.

Atorvastatin

Atorvastatin duoc chuyén héa chi yéu thanh cac din xudt ortho- va para-hydroxy héa va nhiéu
san phdm beta oxy hoa khéc nhau. Sy trc ché HMG-CoA reductase in vifro boi cac chét chuyén
héa ortho- va parahydroxy héa tuwong dwong véi sy e ché ciia atorvastatin. Khoang 70% hoat
tinh e ché HMG-CoA reductase 1a do cée chét chuyén hoa ¢6 hoat tinh. Céc nghién cir in vitro
cho thdy tim quan trong cta s chuyén héa atorvastatin boi cytochrom P450 3A4, phi hgp voi
viéc tang nong dé atorvastatin trong huyét twong & ngudi sau khi ding dong thdi voi
erylhromycin, mot chit trc ché da biét cua isoenzym nay. O dong vat, chat chuyén héa ortho-
hydroxy tiép tuc trdi qua qua trinh glucuronide héa.

Atorvastatin va cac chit chuyén héa ctia né duge thai trir chi yéu qua mét sau qud trinh chuyén
hoa & gan va/hode ngoai gan; tuy nhién, thudec ¢6 vé khong trai qua chu trinh khép kin rudt gan.
Thaoi gian ban (hai trung binh trong huyét twong & ngudi khoang 14 gidy, nhung thoi gian ban thai
ctia chit ¢ hoat tinh (e ché HMG-CoA reductase giam mot nira 1a (i 20 dén 30 gior do cd sy gop
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5 . v A EY - . ‘ . A . v A . A
sire cia cde chit chuyén hoa co hoat tinh. Sau khi udng, it hon 2% licu atorvastatin dugce tim thiy
o A
trong nudce e,

Cie nhém b@nh nhin dic bi¢f

Npwrdi cao udi

Ezetimibe

Nong dé trong huyél tuong ezetimibe toan phﬁn cao hon 2 lin & ngudi cao tudi khoe manh (> 65
tudi) so vai nguoi (ré tudi khi sir dung lidu 10 mg/ngay trong vong 10 ngay.

Atorvastatin e
Nong dé trong huyét twong clia atorvastatin cao hon (khoang 40% véi Cinas va 30% vai AUC) &
ngudi cao twdi khoe manh (= 65 (wdi) so voi ngudi tré tudi. Cic dir ligu lam sang cho thiy tac
dung giam LDL t6t hon ¢ bénh nhéin cao tudi so véi benh nhan tre tuoi.

Chuing tée

Ezetimibe

Dura trén phén tich tdng hop clia cde nghién ctru duge dong hoc vai ezetimibe, khong ¢6 sy khac
biét vé duoc déng hoc gitta ngudi da den va da tring va ngudi chiu A.

Suy gan

Ezetimibe

Sau mdt lidu don ezetimibe 10 mg, dién tich dudi dudng cong (AUC) trung binh cuia ezetimibe
toan phéin ting khoang 1,7 lan & bénh nhén suy gan nhe (diém sb Child Pugh 5 hojc 6) so vdi cde
dbi tugng khoe manh, AUC trung binh ctia ezetimibe toan phﬁn va ezelimibe ting khodng 3 - 4 \
[An va 5 - 6 lin twong (mg & bénh nhin suy gan trung binh (Child-Pugh tir 7 - 9) va suy gan ning |
(Child-Pugh tir 10 - 15). Khi str dung liéu 10 mg/ngay trong 14 ngay & bénh nhan suy gan trung
binh, AUC trung binh ctia ezetimibe toan phan va ezetimibe ting khoang 4 lin o ca ngay thir 1 7
v ngay thir 14 so vai ngudi khdée manh.

Atorvastatin

J bénh nhiin méc bénh gan man tinh do rugu, nong dé trong huyél (irong ciia atorvastatin {ang
dang ké. Cpwe va AUC tang khoang 4 lan ¢ bénh nhén Child-Pugh A. Cyax v AUC tang tuong
tng 16 14n va 11 lin & bénh nhén Child-Pugh B.

Suy thin
Ezetinibe

Sau mdt lidu don ezelimibe 10 mg & nhiing bénh nhin bi bénh thin ning (n=8; d{ thanh thai
creatinin (CrCl) trung binh <30 mL/phit/] ,73m?), dién tich dudi dudng cong (AUC) trung binh
ciia ezetimibe toan phén tang khoang 1,5 lan so voi cac doi tugng khoe manh (n=9).

Atorvastatin

Bénh thin khong anh hudng dén ndng do trong huyét tuong va tde dyng giam LDL-C clia
arlovastatin.

Thim phiin mau

Atorvastatin

Trong khi chua ¢6 cdc nghién ciru duge thye hign & nhitng bgnh nhén bi bénh thin giai doan
cubi, thim phin mau khong duoce dy kién 1 s€ lam ting déng ké do thanh thai cua atorvastatin
do thude duoce gan két manh vai protein huy€t tuong.

Twong tic thudc

Khéng cé twong tée duge dong hoe dang k& nao khi sir dung dong thdi ezetimibe va atorvastatin.

A . ’ - A . 5 g i A . . .
Chura thiy 6 tuong tac duge dong hoe chuyén biét nao véi thuoe phoi hop atorvastatin/ezetimibe
duoc bao cao.
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Cytochrom P450

Ezetimibe khéng dnh hirdng déng ké dbi voi cdc thude (caffeine, dextromethorphan, tolbutamide,
v midazolam tiém tinh mach), cdc thude ndy bi chuyén hoa boi eytochrome P450 (1A2, 2D6,
2C8/9 va 3A4) trong mdt nghién ctru “cocktail” (rén 12 nam ngudi [6n khoe manh. Diéu ndy cho
thdy ezetimibe khang phai la chit trc ché hay cam Umg cdc isozyme cytochrome P450 nay, va
ezetimibe khé ¢6 kha niing anh huéng dén qué trinh chuyén hoa cia cac thude dwoe chuyén héa

bdi cde enzyme nay.

Atorvastatin duoc chuyén hoa bdi cytochrome P450 3A4. Su dung déng thai thude két hop
atorvastatin/ ezetimibe ¢6 thé diin dén tang ndng do atorvastatin trong huyét tuong, Mic do

trong tac phu thude vao kha nidng tic dong 1én cytochrome P450 3A4,

Fzetimibe

Bing 5. Tde dung cia thude ding déng thdi lén ezetimibe toan phiin

Thube dimg dbng thoi va ché d§ lidu Lzetimibe toan phiin*
Thay ddi AUC | Thay ddi Cys
Cyclosporine liéu 6n dinh (75-150 mg 2 lin/ngdy)t.i 1240% 1290%
Fenolibrate, 200 mg | lan/ngdy, 14 ngayi 148% 164%
Gemfibrozil, 600 mg 2 lin/ngdy, 7 ngiy 191%
- T04%

Cholestyramine, 4 g 2 lan/ngay, 14 ngay} 155% 4%
Aluminum & magnesium hydroxide combination antacid, lidu don§ 14% 130%
Cimetidine, 400 mg 2 ldn/ngdy, 7 ngly

16% 122%
Glipizide, 10 mg, liéu don 14% 18%
Statins
Lovastatin 20 mg 1 lin/ngay, 7 ngiy 19% 13%
Pravastatin 20 mg 1 lan/ngdy, 14 ngdy 17% 123%
Atorvastatin 10 mg 1 lin/ngay, 14 ngay 12% 112%
Rosuvastatin 10 mg 1 lan/ngdy, 14 ngdy 113% 118%
Fluvastatin 20 mg | ldn/ngdy, 14 ngdy 119% 17%

* Dyra theo licu ezetimibe 10 mg

7 Bénh nhan sau ghép thin ¢é suy thiin nhe hodc binh thirdmg. Trong mét nghién ciru khde, mat bénh nhéin ghép than

bi suy than niing (dd thanh thai creatinin 13,2 mL/phat/1,73 m?) dang ding nhidu loai thude, bao gdm ca

eyclosporine, di cho thiy mirc phoi nhiém véi tdng liwgng ezetimibe cao hon 12 14n so véi ngudi khoe manh,

T Xem tuwong tac thude
§ Supralox®, 20 mL

o - - . . ” . . + A B r A - . ~
Bing 6. Tac dung ciia ezetimibe 1én phoi nhiém toan thin cia cie thuoe khie khi dung

dbng thoi

Thude ding ddng thoi
va ché d lidu

Ché ap ligu
ezelimibe

Thay d6i AUC ciia thufic
dimg ddng thavi

Thay @61 Cuuax ciia
thude diing ddng thi

Warfarin, 25 mg liéu don

10 mg 1 lAn/ngay, 11

12% (R-warfarin)

13% (R-warlarin)

vito ngdy 7 ngiy 14% (S-warlarin) 1% (S-warfarin)
Digoxin, 0,5 mg liéu don 10 mg 1 lin/mgay, 8 12% 1 7%

ngay
Gemfibrozil, 600 mg 2 10 mg | lin/ngiy, 7 11% 111%
lan/ngay, 7 ngay* ngay

Ethinyl estradiol &
Levonorgestrel, 1
lin/ngay, 21 ngy

10 mg 1 lan/ngay,
Ngay 8-14 ciia chu ky
21 npay thude ne
thai

Glipizide, 10 mg vao

ngay [ va 9

10 mg | lrlnu‘-ngély,
Ngiy 2-9

Ethinyl estradiol

Ethinyl estracliol

0% 19%
Levonorgestrel Levonorgestrel

0% 5%

13% 15%

forll
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Fenofibrate, 200 mg | 10 mg | ln/ngdy, 14 111% 17%
lAnfmgdy, 14 ngdy* ngdy

Cyclosporine, 100 mg 20 mg 1 Fin/ngay, 8 115% 110%
litu don vio ngay 7* ngay

Statins

Lovastatin 20mg | 10 mg | Hin/ngay, 7 119% 13%
lAn/ngdy, 7 ngiy ngay

Pravastatin 20 mg | 10 mg 1 lan/ngay, 14 1209 124%
lan/ngdy, 14 ngiy ngay

Atorvastatin 10mg | 10 mg 1lan/ngay, 14 14% 17%
lan/ngdy, 14 ngdy nady

Rosuvastatin 10 mg 10 mg | Hin/ngay, 14 119% T17%
| linfngdy, 14 ngdy ngay

Fluvastatin20 mg | 10 mg 1 lin/ngay, 14 139% 127%
lin/ngay, 14 ngdy ngay

.S
* Xem mnye trong tie thuoe

Atorvastatin

Bing 7. Tic dung ciia thude dimg déng thdi 18n dwoe ddng hoe atorvastatin

Thude dimg ddng thai va ché aj lidu Atorvastatin
Litu (mg) Thay ddi AUC* | Thay ddi Cua”

Cyclosporine 5,2 mg/kg/day, liéu on dinh! 10 mg 1 ldn/ngay 18,7 lan 110,7 1an
trong 28 ngay

Tipranavir 500 mg BID/ritonavir 200 mg 2 10 mg, litu don 19,4 lin 18,6 lin

lan/ngay, 7 ngay!

Telaprevir 750 mg 8 gitr mot 1in, 10 npay! 20 mg, liéu don 17,88 lin 110,6 lin

Saquinavir 400 mg 2 lan/mgay/ritonavir 400 40 mg | lan/ngay 13,9 lan 14,3 lin

mg 2 lin/ngdy, 15 ngay®¥ trong 4 ngdy

Clarithromycin 500 mg 2 ldn/ngay, 9 ngay' 80 me | lan/ngdy 14,4 lan 15,4 lin
trong 8 ngay

Darunavir 300 mg 2 lin/ngay /ritonavir 100 10 mg | lan/ngay 13,4 ldn 12,25 lin

mg 2 lan/ngay, 9 ngay! trong 4 ngay

Itraconazole 200 mg | lan/ngdy, 4 ngay! 40 mg, lidu don 13,3 lin 120%

Fosamprenavir 700 mg 2 lin/ngay /ritonavir 10 mg | lan/ngay 12,53 lan 12,84 lin

100 mg 2 lan/ngay, 14 ngay' trong 4 ngay

Fosamprenavir 1400 mg 2 iﬁn."nga‘uy, 14 ngay' 10 mg | ]ﬁnhlgi‘ly 12,3 lén 14,04 lin
trong 4 ngay

Nelfinavir 1250 mg 2 lin/ngdy, 14 ngay' 10 mg | Hn/ngly 17d4% 12,2 lin
trong 28 ngiy

Nude budi chiim, 240 mL 1 lin/ngdy,; 40 mg, liéu don 137% T16%

Diltiazem 240 mg | 1dn/ngdy, 28 ngy 40 mg, liéu don 151% Khéng thay dbi

Erythromycin S00 mg 4 ldn/ngdy, 7 ngdy 10 mg, liéu don 133% 138%

Amlodipine 10 mg, lidu don 80 mg, lidu don | 1I5% 112%

Cimetidine 300 mg 1 lan/ngay, 4 tudn 10 mg 1 lan/ngay Lit hon 1% 111%
trong 2 tudn

Calestipol 10 mg 2 lin/ngdy, 28 tudn 40 mg 1 lan/ngiy Khong xic dinh 126%¢

— trong 28 tufin

Maalox TC¥ 30 mL | lin/mgay, 17 ngiy 10 mg | lin/ngiy 133% |34%
trong 15 ngay

Efavirenz 600 mg | ]ﬁnmg;\y. 14 ngdy 10 mg trong 3 14 1% 1%

1wl
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]ﬁw‘ngﬂy, 13 ngdy

ngay
Rifampin 600 mg 1 lin/ngay, 7 ngiy (diing 40 mg, liéu don 130% 12,7 lan
dong thei) 1 i
Rifampin 600 mg 1 lin/ngdy, 5 ngdy (lidu 40 mg, liéu don 180% 140%
ricng bic) ™ B
Gemfibrozil 600 mg 2 lin/ngay, 7 ngay! 40 mg, lidu don 135% Lithon 1%
Fenofibrate 160 mg | lin/ngdy, 7 ngay! 40 mg, liéu don 13% 12%
Boceprevir 800 mg 3 lin/ngdy, 7 ngy 40 mg, liéu don 12,30 lin 12,66 lin
Grazoprevir 200 mg + Elbasvir 50 mg | 10 mg, lidu don 11,9 ln 14,34 14n

* D ligu x-lin biéu thi ty 1¢ gifta ding ddng thoi vai atorvastatin so vai atorvastatin don doe (vi du | ln = khéing

thay ddi).

Dit ligu % biéu thj % khéc bigt so vdi atorvastatin don de (vi du 0% = khéng thay dﬁi}.
 Xem myc Canh béo va thin trong va Tuong tac thube dé biét ¥ nghta lam sang

I Mire ting AUC (Ién dén 2,5 1in) vivhoiic Cyx (1én dén 71 %) cao hon da duoc bio cdo khi diing qua nhiéu nuée
budi chinm (= 750 mL — 1,2 lit mdi ngay).

§ Miu don duge Iﬁy 8-16 gitr sau khi dimg thude
1 Vi co ché tong tace kép cha rifampin, nén ding ddng thai cling lic atorvastatin véi rifampin, dimg atorvastatin sau
khi dimg rifampin lién quan dén mie gidm dang ké ndng dd trong huyét trong cia atorvastatin,

# Liéu saquinavir + ritonavir trong nghién ciru nity khang phai 1 lidu str dung trén lam sing. Mite tiing ndng do phoi
nhiém atorvastatin khi sir dyng trén lam sing nhidu khi nitng cao hon mire tAng quan sit duge trong nghién clru ndy.
Vi vy, can thin trong va nén dimg lidu thép nhét cfn thiét,

Bing 8. Thc dung ciia atovastatin 1én dwge dfng hoe ciia cic thude ding dong thoi

Atorvastatin

Thude ding déing thai va chié d lidu

4 ngay

lAn/ngay/ritonavir 100 mg 2
_I_?lgﬂ'ngfly, 14 ngay

Thute/liéu (mg) Thay d6i AUC Thay ddi Cuwax
80 mg | ln/ngiy trong 15 Antipyrine, 600 mg | lin/ngay 13% 1%
ngay
80 mg | Hin/ngay trong Digoxin 0,25 mg 1 lin/ngay, 20 115% 120%
14 ngay ngdy’
40 mg 1 ln/ngay trong Thudc tranh thai duong udng | 128% 123%
22 ngiy ldn/ngdy, 2 thang — norethindrone | 119% 130%
mg - ethinyl estradiol 35 pg
10 mg, 1 lin/ngay Tipranavir 500 mg Khéng thay dbi | Khéng thay déi
2 Ifmfngflyh‘ilonavir 200 mg 2
Hn/mgdy, 7 ngly
10 mg | Fin/ngdy trong Fosamprenavir 1400 mg 2 lin/ngay, 127% L18%
4 ngay 14 ngay
10 mg | Fn/ngay trong Fosamprenavir 700 mg 2 Khéng thay dbi Khang thay dbi

' Xem muc tuong tac thude dé biét y nghia lam sang.

16. Quy cich dong goi: Hop 3 vi x 10 vién

A iy - - 1> “n 2 A 4 A
17. Dieu kién bioe quiin, han ding, tiéu chuin chit lwgng cia thube.

A . = - 1 \ s - 3 . w i e . ’ oA
Diéu kién bio quin: Bao quan dudi 30°C, noi khod rdo. Tranh danh sang va am.

Han diing: 24 thing k& tir ngay san xuat

n A A - A ™
Tiéu chuin chat lwgng cia thuve: TCCS

20021
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18. Tén, dia chi ciia co' sé san xudt thube.
ELPEN PHARMACEUTICAL CO., INC.
Marathonos AVE, 95, Pikermi Attiki, 19009, Hy Lap
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