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Trade Name EZETROL N'7221X "NON DY
Trade Name Heb 2NOTX N2y 'Non DY
Active Component Ezetimibe 2'yo 215N
Pharmacological Class Other lipid modifying agents - C10AX NAI717019 AxIg
Route of Admin PER OS NN NIIx
Dosage Form TABLETS [2'M NIIY
Strength 10mg DnI'n
Manufacturer MERCK SHARP & DOHME U.S.A !
Health Basket Yes nixM1 70
Legal Classification RXx '"VOYnN AII'O

Ezerrot monm &

fezetimibe) P23 Prma VTN



1'N71710071279'0N 072100 071N 112V
7172 07’0002 71902 LDL-C 7w N0RN NN DI\

LDL-C NT1117 NNV 11 71970
217190 1132302

N1 10V0 + EZETROL"®
“I 7Y 71970

= MO .,
& nolnAy

(ezetimibe)




Dosage and Administration NN )T I

* The patient should be on an appropriate lipid-lowering diet and should continue on this
diet during treatment with Ezetrol.

* Route of administration is oral.

* The recommended dose is one Ezetrol 10 mg tablet daily.

* Ezetrol can be administered at any time of the day, with or without food.

* When Ezetrol is added to a statin, either the indicated usual initial dose of that particular

statin or the already established higher statin dose should be continued. In this setting,
the dosage instructions for that particular statin should be consulted
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Mechanism of Action nN71Y9 122N

* Ezetrolis in a new class of lipid-lowering compounds that selectively inhibit the intestinal
absorption of cholesterol and related plant sterols. Ezetrol is orally active and has a mechanism of
action that differs from other classes of cholesterol-reducing compounds (e.g., statins, bile acid
sequestrants [resins], fibric acid derivatives, and plant stanols). The molecular target of ezetimibe
is the sterol transporter, Niemann-Pick C1-Like 1 (NPC1L1), which is responsible for the intestinal
uptake of cholesterol and phytosterols.

* Ezetimibe localises at the brush border of the small intestine and inhibits the absorption of
cholesterol, leading to a decrease in the delivery of intestinal cholesterol to the liver; statins
reduce cholesterol synthesis in the liver and together these distinct mechanisms provide
complementary cholesterol reduction. In a 2-week clinical study in 18 hypercholesterolaemic
patients, Ezetrol inhibited intestinal cholesterol absorption by 54 %, compared with placebo.
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Contraindications T NI'IINN

* Hypersensitivity to the active substance or to any of the excipients.

* When Ezetrol is co-administered with a statin, please refer to the SPC for that
particular statin.

* Therapy with Ezetrol co-administered with a statin is contraindicated during
pregnancy and lactation.

* Ezetrol co-administered with a statin is contraindicated in patients with active liver
disease or unexplained persistent elevations in serum transaminases.
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Warnings and Precautions NINONN

* When Ezetrol is co-administered with a statin, please refer to the SPC for that particular statin.
Liver Enzymes

* In controlled co-administration trials in patients receiving Ezetrol with a statin, consecutive
transaminase elevations (= 3 X the upper limit of normal [ULN]) have been observed. When Ezetrol is
co-administered with a statin, liver function tests should be performed at initiation of therapy and
according to the recommendations of the statin.

Skeletal Muscle

* In post-marketing experience with Ezetrol, cases of myopathy and rhabdomyolysis have been
reported.

* Most patients who developed rhabdomyolysis were taking a statin concomitantly with Ezetrol.
However, rhabdomyolysis has been reported very rarely with Ezetrol monotherapy and very rarely
with the addition of Ezetrol to other agents known to be associated with increased risk of
rhabdomyolysis. If myopathy is suspected based on muscle symptoms or is confirmed by a creatine
phosphokinase (CPK) level >10 times the ULN, Ezetrol, any statin, and any of these other agents that
the patient is taking concomitantly should be immediately discontinued.

* All patients starting therapy with Ezetrol should be advised of the risk of myopathy and told to report
promptly any unexplained muscle pain, tenderness or weakness. monmy &
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Warnings and Precautions (2) NININN

Hepatic Insufficiency
Due to the unknown effects of the increased exposure to ezetimibe in patients with moderate or
severe hepatic insufficiency, Ezetrol is not recommended.
Fibrates
The safety and efficacy of Ezetrol administered with fibrates have not been established; therefore, co-
administration of Ezetrol and fibrates is not recommended.
Ciclosporin
Caution should be exercised when initiating Ezetrol in the setting of ciclosporin. Ciclosporin
concentrations should be monitored in patients receiving Ezetrol and ciclosporin.
Warfarin
If Ezetrol is added to warfarin, the International Normalised Ratio (INR) should be appropriately
monitored.
Anticoagulants
If Ezetrol is added to warfarin, another coumarin anticoagulant, or fluindione, the International
Normalised Ratio (INR) should be appropriately monitored.
Excipient
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or  mioympm &
glucose — galactose malabsorption should not take this medicine. 1210 A YD



Clinical Trials

[12'0 I — NN2IOoNI T ANI7NN

,2014 N1 - (ACUTE CORONARY SYNDROME ISRAELI SURVEY) ACSIS - n pi1da
0291010 11?2 D™TDINN 120N N XN
Acute Coronary Syndrome NMajpya 02NN N2 W20 TWR

Percent

DYSLIPIDEMIA

FAMILY HISTORY OF CURRENT SMOKER PAST SMIOKER HYPERTENTION
CA

DIABETES

HmSTE m NSTE Total

- NNTA?oT NN AN Y1aan 120N DN
.D29vnNN 27220 76% ?XX naxX)

monmy &

The Israeli Association for Cardiovascular Trails 1030 DA YT



Clinical Trials

NM71g01 T AXI7NN 1197 21ND 71910

:acute coronary syndrome DY 021NN "NA2 1yINY 02910100 21PN
17 NYANN DV PYLYEA D2avn 1'n STEMI ik nayw 0'2ininn 39%
M2 NYann DIV PYYA1?2MY non-STEMI VinX 1Nayw DY21nnn 60% -

Percent

gl o

N S > - < > S S N S
N N R R
v & & & & ® N @\cﬁ & &F S
()’0 < %‘é .\(3’ \0“\
§ (‘)\' \9
b <© S

m STE = NSTE

The Israeli Association for Cardiovascular Trails
EzerROL

monmy &
lezetimibe)

210 1IN VTN



D'ITIXKN DY'RY niaa [1D'0a n'7910n

Clinical Trials DYSIS - mix'72 237nn ¥ I'NIRYIN

D2a1on 20,063 220w 21T nax NN pnn

D2910NN N'XNN? 2N
N1 11202 NTANY
2V NLNN Y DX YN X?
,LDL-C 100
D1'LLDI 1791LY MN?
.D'WNN 3 MNa? vna

Gitt AK, Drexel H, Feely J, et al. Eur J Prev Cardiol 2012 Apr;19(2);221-30

Ezerpor monmpM &

fezetimibe) P23 Prma VTN



Clinical Trials ['OLVON 112'N N'7951 NI72an - YWA fINn

| K
-10

71272 yX1inna 6% -2 2w LDL-C '21y2 naoi n T2 NXan PvLLN NN N2acn

=

= N +10 mg — +20 mg +40 mg

)= AN

: A .

-40 : \F_é%
\&

_ L g0

50 ] 6%

—0

10 20 40 80 mg Statin’

Stein E Am J Cardiol 2002;89(suppl):50C-57C.
mg Statin = Lovastatin, Pravastatin, Simvastatin, Atorvastatin, Fluvastatin, Cerivastatin.
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Pearson TA et al. Mayo Clin Proc. 2005;80(5):587-595, Data on file, MSD and Schering-Plough, Conard
SE et al. AM J Cardiol. 2008;102(11):1489-1494, Leiter LA et al. Am J Cardiol. 2008;102(11):1495-1501
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in patients with chronic kidney disease. Lancet, 2011 Jun 25;377(9784):2181-92.

monmy &
lezetimibe)

210 1IN VTN



Guidelines 2014 - a'T1'9'"7119'0a 719'07 NIRYA NIfMINN DTV

LDL-C nn1 - TN NNIA 112°D NN 029101 12aY NNvn Y%
TV NP2 YaN? 1N X2 DX AYaAXN NTNAL,?2"XT?2 2" 70 -n 1
JnNna? 50% -1 LDL-C -0 nnh NX TIn'21 a2 v Nt

TNN N2 N0 NN D2a1vNn

NN NM21701-1 T2 N2NN DY 02910+

112D "N 0Y 1 10N NND1ID IX 2 10N NN21D QY D?2910N <%
(NLN MIAN? PTIR NV, T2, NMINIA72KN2N) DA
DN?7Y M21701-1Tzn 1200 SCORE -n TTn a?w D2aivn <
.10% -n maxirn

M2PTIZN TIANRD ,DPNY NYILA 21901 YN IPN?7 NNANN,NNTA218'N 219°V?2 NIP'NINN 10TV
JNna NKIAN? 2RIV TIORD 7RIV NNAYNN 'Kan Tk 281w

EzerroL nonNM &

fezetimibe) P23 IMA VTN



Guidelines 2014 - a'mT'9'7719'02 71907 NIIRYI DrNINN |IDTY

112’12 0DMLIVIA D'VLLDI YVIN'Y 2"T] NDMXN 70-1 71 NVN Y NAYN <
(N2yn a"n 20 1PLLLEANN IR N2V A"N 40 PLLDINMLK XNNT?) N2

DLV 219°VN AWNI ,TRN N1 IX N2 12D D'KXNIN 029101 2P %
NVYNN V2 LDL-C -0 7Y NTTIN2 X22N 1R 21010 2n0pnn NI'a
.Ezetimibe 1120 MNX mainn 219'v1 APW2 Dipn W 1XIN

DN 12°V1 ,eGFR<60 ml/min/(1.73m2) n2yn 3 na0T12 CKD Dy D7a1vna«e
Ezetimibe -1 VLD 2w 22wna X POLD] 7aVL? YPonin, 50 2un 0?72
SHARP-N 27NN MXXI1N Najpya

M2PTIZN TANRD ,D2NY NYIL 219°D1 NYIN N2 NNANN,NNTA 218N '212°L? NI'NINN 10TV
JIMNa X112 28IV TIONRD L ?RIYI] NNAVNN KA Tk, 2K1v

Ezerpor monmpM &

fezetimibe) P23 Prma VTN



non yT'n7

NISNN'Z'12 A91NNA 717
Ezetrol 10 mg tablets - ni"720 12"'n 10 2NVTX

N9NNA TNXY

IND YN7 X917 [17va qon yT'nY

. monmy &

210 1IN VTN
fezetimibe)


http://www.old.health.gov.il/units/pharmacy/Trufot/ShowAlon.asp?tmpPath=/units/pharmacy/trufot/alonim/Ezetrol_dr_1401962937145.pdf
http://www.wikitrufot.org.il/index.php/%D7%90%D7%96%D7%98%D7%A8%D7%95%D7%9C_10_%D7%9E"%D7%92_%D7%98%D7%91%D7%9C%D7%99%D7%95%D7%AA_-_Ezetrol_10_mg_tablets
http://www.cholesterol.co.il/pro

