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Zetab'

Ezetimibe 10

Hfll‘E]Josmcm:
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CLIMICA L PHA RMA COLOGY:

Mechanism of action:

Ezetmibe i=s lipid lowening compound that selectiehyinhibits
the inestinal absorption of dwlesteno] and related
phryosterols. Ezetimibe has a mechanizm of adion that
differs fiom those of other clas=es of cholesErnol redudng
compounds (HW G-Caod red uctase inhibitors, bile aod
saquestrants (resins), foric aod dermvatues, and plant
=Enaols).

Eretimibe does not inhibit chiolesternsl synthesis in the liver,
or increase bile a0id excretion. Insead, ezetmibe kocalzes
and appears o aCt at the brush border of the small intestine
and inhibits the absonption of cholesiEnol, leading toa
decrease inthe delherny of inesting! cholesterol to the eer,
This causes & reducton of hepatic cholesterol storss and an
morease inclearance of cholestero! fiom the blood; this
dizfing mechanizm i= omolemen&ny to that of HMG-Cod
reductase inhibitors.

Pharmacokinetics:

- A b=orption: Afier oral administraton, sz tmibe =
ab=orbed and exEnshely conjugaied to a

oharmacolegically acthe phenobic ghuounon ide {ezetimibe-
ghecuronide ). After a single 10mg dose of ezetimibe
fasted adu'ts, mean ezstimibe peak plasma concentration
{Comax) of 3.4 © 5.5ng/mi were attained within 4 to 12 howrs
{Tmaxd). Ez etimibe-ghecuronide mean Cma walues ofd5to
Tlmgimlwere achieved betveen L to 2 hours {Tma). There
was no substantizl devaton from dose proportonsl iy
betwesn 3 and 20mg.

- Distribution: Ezstimibe and eretimibe-ghecuronide are
highy bound {+30%) to human plasma proteins.

- Metabolism and Excretion: Ezetmibes i= primariy

ki

conjugation {a phase || re acbion) with subseguenit biliany and
renal exoeton. Ezetimibe and ezetimibe-glecuronide are
the maj or drug derved compounds deteded in plasma,
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oy sretmibe-gibouronide are slowlly eliminated from |plesmsa
with & halfife of aporocamaihy 22 howrs for both pzetimibes
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INDHCAT I NS:

Primary Hypercholesterolemia:

Erstmibe, administersed with an HMG-Cof redudass
miibitor {StEting or
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alone, iz indicated as adjundhe therapy o dist for the
reduction of elevated mtal cholesterol, low-density
poprotin choleserol (L DL-C), apolipoprotein B {Apo-B)
and tnighycendes (TG), and o increase high-density
poprotin cholest rol (HOL-C) in patients with primany
{heteroz Wyows familial and non-familial)
hypercholesEnlemia.

Homozygous Familial Hypercholesterolemia (HoFHj:
Ezetmibe, administered with 3 statin, i= indicated for the
reduction of elevated tal-C and L OL-C levels in patents
with HoFH. Patients may also rece e adjundie festment
{2.g. LOL apheresis).

Homozygous Sitosterslemia (Phytosterolemia):
Ez=timibe is indimted for the reducton of elevaed
siosterols and campeseErol levels inpatents with
homozpgous amilial siosterolemis.

DOSA GE & ADMINISTRATION:

The patent should be on an approprise hgd -lowening det
amd should contnue on this diet duning Teatment with
Zetab.

The recommendsd doss of Zetab is 1 hlst (10mg) once
ey usad glons or with 3 statn. Zetab can be adminisEred
at amytme of the day: with o with out food.

Use in Eldedy:
Mo dosage adjustment is reguined for elderhy patients.

Use in Pediatric Patients:

Children and adolescents #10 years: Mo dosage adjustment
= reguired.

Children <10 years: Treatment with Zetab iz not
recommended.

Use in Hepatic Impairment:

Hepatic insufficiency: Dus © unknown effeds of the
noreased exposure to ezetimibe in patients with moderate
or sewere hepatc insufficency; ezetimibe is not
recommendsd in these patent.

Liver enzymes: When ezetmibe is co-administered with an
HWG-Covs reductase inhibitor, eer fandion £ sts should be
performed at initiation of therapy and according o the
recomimendatons of the HWG-CoA reductese inhibitar.

PREGMAMCY & LA CTATIOMN:
Zetab should be gheen in Pregnancy and Lacaton only it
the potental bensfit justifes the poental nsk to the fetus.

DRUG INTERACTIONS:

Ezetmibe has no significant effect on a senes of probe
drugs (=ffeine, dextromethonphan, tolbutamide, and |V
midazolam) known tobe metabolized by opipchrome PAS0.
Amacids: A =ingle dose of antsoid administration has no

significant effect on the oral bioswailability of total ez etimibe .

Fenofibrate: Concomitant sdministration of fenofiorates
norease e mean Cmax and AUC wahees of o ezetmibe
approzamatehy 64% and 48%, respediheely:
Pharmacokinetis of fenofibrate were not signifcnthy
affected by ezetimibe (10mg once daibd.

Chole stymamine: Concomitant administration of
cholestyraming decrease the mean AUC walues of tol
eretmibe and eretimibe approcamatehy 5% and B0,
respecively

Warfarin Conoomitant administrat on of ezetimibe (10mg)
hzs mo significant efect on bioarsilability of war farin and
prothrombin.

Digeedin: Concomitant admanistration of ezetimibe {10mg)
has no significant effect on bioawailability of digoean and the
ECG parameErs

HMG-CoA Reductase inhibitors: Conoomitant

admini=tr aton of ezetimibe {10mg) has no significant effec
on oavalanlity of aonesating simuEstatn, oravessEnn,
owEsEtn, or fuvesEting

SIDE EFFECTS:
Zetmb = gensralywel-blerated. Adverse reactons hawe

Mo olosage a0 pustment = reguired in patients with mald
hepatic insufficiency: Treament with Zetabs is not
recommendsd in patents with moderate or svers ner
dy=function.

=

=0Ty DEsn MG 2nd Tansent [Te Mo Teduent soverse
=ffects are tgue, sbdomingl pein, Snustis, diarhes,
oharyngitis, back pain, arthrabgis, and cowghing .
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¥ Uge in Renal | mpairment: Incase of oyerdosags, treatment should be symitomatic
Mo dossge adjustment s regu n patients with Rena &g Supporihe.
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Cidministration with bile acid seqo@strants: ==
Crosing of Zetab should ooour eithier = 2 hours before or= 4
howrs after administration of a bile aoid ssguestrant.

= Store in 2 cool and dryplace.
* Protect from heat light and moistre .
* Keep all medicines out of the reach of children.
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