EZOLETA TABLETS 10MG
1 NAME OF THE MEDICINAL PRODUCT

Ezoleta 10 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 10 mg ezetimibe.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

White to off white, capsule shaped tablets withdiled edges.

4. CLINICAL PARTICULARS
4.1 Therapeuticindications

Primary hyperchol esterolemia

Ezoleta, administered with an HMG-CoA reductasdhibr (statin) or alone, is indicated as
adjunctive therapy to diet for the reduction ofvelked total cholesterol (total-C), low-density
lipoprotein cholesterol (LDL-C) and apolipoprot@&@nApo B) in patients with primary (heterozygous
familial and nonfamilial) hypercholesterolemia.

Ezoleta, administered in combination with fenoftbras indicated as adjunctive therapy to dietlfier
reduction of elevated total-C, LDL-C, Apo B, andhAdDL-C in patients with mixed hyperlipidemia.

Homozygous Familial Hypercholesterolaemia (HoFH)

Ezoleta, administered with atorvastatin or simv#stés indicated for the reduction of elevatedata®
and LDL-C levels in patients with HoFH, as an adjuo other lipid-lowering treatments (eg. LDL
apheresis) or if such treatments are unavailable.

Homozygous Stosterolemia (Phytosterolemia)
Ezoleta is indicated as adjunctive therapy to fdiethe reduction of elevated sitosterol and
campesterol levels in patients with homozygous ffahsitosterolemia.

4.2 Posology and method of administration

Posology

The patient should be on an appropriate lipid langediet and should continue on this diet during
treatment with Ezoleta.

The recommended dose is one Ezoleta 10 mg tablgt Haoleta can be administered at any time of
the day, with or without food.

When Ezoleta is added to a statin, either the atdat usual initial dose of that particular statithe
already established higher statin dose should begneeed. In this setting, the dosage instructians f
that particular statin should be consulted.
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Patients with Renal Impairment

Monotherapy

In patients with renal impairment, no dosage adjesit of Ezoleta is necessary (see section 5.2,
Special populations).

Combination Therapy with Smvastatin

In patients with mild renal impairment (estimateBR3-60 mL/min/1.73 ), no dosage adjustment

of Ezoleta or simvastatin is necessary. In patiefitts chronic kidney disease and estimated
glomerular filtration rate <60 mL/min/1.73%nthe dose of Ezoleta is 10 mg and the dose of
simvastatin is 20 mg once a day in the eveningubh patients, the use of higher doses of simastat
should be closely monitored. (See section 5.2, i8ppeopulations and section 5.1)

Use in the Elderly
No dosage adjustment is required for elderly p&tiésee section 5.2, Special populations).

Use in Pediatric Patients
Children and adolescertd0 years: No dosage adjustment is required (se®iséc2, Special
populations).

Children <10 years: Treatment with Ezoleta is mecbmmended.

Use in Hepatic Impairment
No dosage adjustment is required in patients witt hepatic insufficiency (Child Pugh score 5 to 6)

Treatment with ezetimibe is not recommended inepdsi with moderate (Child Pugh score 7 to 9) or
severe (Child Pugh score >9) liver dysfunction.e(Sections 4.4 and 5.2, Special populations)

Co-administration with bile acid sequestrants
Dosing of Ezoleta should occur eithe hours before or4 hours after administration of a bile acid
sequestrant.

4.3 Contraindications
Hypersensitivity to any component of this medicatio

When Ezoleta is to be administered with a statiwithn fenofibrate, please refer to the Packagerinse
for that particular medication.

The combination of Ezoleta with a statin is comtdégated in patients with active liver disease or
unexplained persistent elevations in serum transases.

All statins and fenofibrate are contraindicateghiiegnant and nursing women. When Ezoleta is
administered with a statin or with fenofibrate imaman with childbearing potential, refer to the
product labeling for that medication.

4.4  Special warningsand precautionsfor use

When Ezoleta is co-administered with a statin, gge@fer to the Package Insert for that particular
medicinal product.

Liver enzymes

In controlled co-administration trials in patienégeiving ezetimibe with a statin, consecutive
transaminase elevations3( X the upper limit of normal [ULN]) have been obsed. When Ezoleta is
co-administered with a statin, liver function tesitt®uld be performed at initiation of therapy and
according to the recommendations of the statire €eetion 4.8)
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In the IMProved Reduction of Outcomes: Vytorin Effity International Trial (IMPROVE-IT), 18,144
patients with coronary heart disease and ACS ehistdry were randomised to receive
ezetimibe/simvastatin 10/40 mg daily (h=9067) amastatin 40 mg daily (n=9077). During a median
follow-up of 6.0 years, the incidence of conseaitlevations of transaminase8 X ULN) was

2.5% for ezetimibe/simvastatin and 2.3% for simatst (See section 4.8)

In a controlled clinical study in which over 9008&tients with chronic kidney disease were
randomised to receive ezetimibe 10 mg combined suittvastatin 20 mg daily (n=4650) or placebo
(n=4620) (median follow-up period of 4.9 yearsg thcidence of consecutive elevations of
transaminases (>3 X ULN) was 0.7% for ezetimibe lzioed with simvastatin and 0.6% for placebo
(See section 4.8).

Skeletal muscle

In clinical trials, there was no excess of myopaihyhabdomyolysis associated with ezetimibe
compared with the relevant control arm (placebstatin alone). However, myopathy and
rhabdomyolysis are known adverse reactions tonstaid other lipid-lowering drugs. In clinical
trials, the incidence of CPK >10 X ULN was 0.2% éaxetimibe vs 0.1% for placebo, and 0.1% for
ezetimibe co-administered with a statin vs 0.4%statins alone.

In post-marketing experience with ezetimibe, cadesyopathy and rhabdomyolysis have been
reported. Most patients who developed rhabdomyshysire taking a statin prior to initiating
ezetimibe. However, rhabdomyolysis has been repaeey rarely with ezetimibe monotherapy and
very rarely with the addition of ezetimibe to otlagients known to be associated with increasedfisk
rhabdomyolysis. All patients starting therapy wioleta should be advised of the risk of myopathy
and told to report promptly any unexplained mugeli, tenderness or weakness. Ezoleta and any
statin that the patient is taking concomitantlydtddoe immediately discontinued if myopathy is
diagnosed or suspected. The presence of these@ysjpind a creatine phosphokinase (CPK) level
>10 times the ULN indicates myopathy.

In IMPROVE-IT, 18,144 patients with CHD were randeed to receive ezetimibe/simvastatin 10/40
mg daily (n=9067) or simvastatin 40 mg daily (n=80During a median follow-up of 6.0 years, the
incidence of myopathy was 0.2% for ezetimibe/sinat&s and 0.1% for simvastatin, where myopathy
was defined as unexplained muscle weakness ompthira serum Ck>10 times ULN or two
consecutive observations of Gt and <10 times ULN. The incidence of rhabdomyalysas 0.1%

for ezetimibe/simvastatin and 0.2% for simvastatihere rhabdomyolysis was defined as
unexplained muscle weakness or pain with a serureTTKiimes ULN with evidence of renal injury,
>5 X ULN and <10 X ULN on two consecutive occasianith evidence of renal injury or CK

>10,000 IU/L without evidence of renal injury. (Seection 4.8)

In a clinical trial in which over 9000 patients withronic kidney disease were randomized to receive
ezetimibe 10 mg combined with simvastatin 20 mdydai=4650) or placebo (n=4620) (median
followup 4.9 years), the incidence of myopathy/whatnyolysis was 0.2% for ezetimibe combined
with simvastatin and 0.1% for placebo. (See sedti8h

Hepatic Insufficiency

Due to the unknown effects of the increased exmosuezetimibe in patients with moderate or severe
hepatic insufficiency, Ezoleta is not recommendethése patients (see section 5.2, Special
populations).

Fibrates

The co-administration of ezetimibe with fibratekatthan fenofibrate has not been studied.
Therefore, co-administration of Ezoleta and fibsggther than fenofibrate) is not recommended (see
section 4.5).
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Fenofibrate

If cholelithiasis is suspected in a patient recevEzoleta and fenofibrate, gallbladder studies are
indicated and alternative lipid-lowering therappshl be considered (see section 4.8 and the Package
Insert for fenofibrate).

Cyclosporine
Caution should be exercised when initiating ezdt@nn the setting of cyclosporine. Cyclosporine

concentrations should be monitored in patientsiveteEzoleta and cyclosporine. The degree of
increase in ezetimibe exposure may be greatertienpa with severe renal insufficiency. In patients
treated with cyclosporine, the potential effectshaf increased exposure to ezetimibe from
concomitant use should be carefully weighed agd#ivesbenefits of alterations in lipid levels prosd
by ezetimibe (see section 4.5).

Anticoagulants
If Ezoleta is added to warfarin, another coumanticaagulant, or fluindione, the International
Normalized Ratio (INR) should be appropriately ntored (See section 4.5).

45 Interaction with other medicinal products and other forms of interaction

In preclinical studies, it has been shown thatiezbe does not induce cytochrome P450 drug
metabolizing enzymes. No clinically significant pimacokinetic interactions have been observed
between ezetimibe and drugs known to be metaboliyerytochromes P450 1A2, 2D6, 2C8, 2C9,
and 3A4, or N- acetyltransferase.

Ezetimibe had no effect on the pharmacokinetictapisone, dextromethorphan, digoxin, oral
contraceptives (ethinyl estradiol and levonorgéstgdipizide, tolbutamide, or midazolam during
coadministration. Cimetidine, co-administered véietimibe, had no effect on the bioavailability of
ezetimibe.

Antacids: Concomitant antacid administration decreaseddteeof absorption of ezetimibe but had no
effect on the bioavailability of ezetimibe. Thiscdeased rate of absorption is not considered élilyic
significant.

Cholestyramine; Concomitant cholestyramine administration de@dake mean AUC of total
ezetimibe (ezetimibe + ezetimibe glucuronide) apijpnately 55 %. The incremental LDL-C
reduction due to adding ezetimibe to cholestyn@mnay be lessened by this interaction.

Cyclosporine: In a study of eight post-renal transplant paemith creatinine clearance of >50
mL/min on a stable dose of cyclosporine, a sin@lenty dose of ezetimibe resulted in a 3.4-fold
(range 2.3- to 7.9- fold) increase in the mean AblGotal ezetimibe compared to a healthy control
population from another study (n=17). In a diffdrstudy, a renal transplant patient with severalren
insufficiency (creatinine clearance of 13.2 mL/mi@3 nf) who was receiving multiple medications,
including cyclosporine, demonstrated a 12-fold tgeaxposure to total ezetimibe compared to
concurrent controls.

In a two-period crossover study in twelve healthgjscts, daily administration of 20 mg ezetimibe fo
8 days with a single 100-mg dose of cyclosporin®ay 7 resulted in a mean 15% increase in
cyclosporine AUC (range 10% decrease to 51% inejeasmpared to a single 100-mg dose of
cyclosporine alone (see section 4.4).

Fibrates: The safety and effectiveness of ezetimibe co-adght@red with fenofibrate have been
evaluated in a clinical study (see section 4.8@afdCo-administration with Fenofibrate); co-
administration of ezetimibe with other fibrates has been studied. Fibrates may increase choléstero
excretion into the bile, leading to cholelithiadisa preclinical study in dogs, ezetimibe increhse
cholesterol in the gallbladder bile. Although tleéewance of this preclinical finding to humans is
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unknown, coadministration of Ezoleta with fibrafether than fenofibrate) is not recommended until
use in patients is studied.

Fenofibrate: In a pharmacokinetic study, concomitant fenofieradministration increased total
ezetimibe concentrations approximately 1.5-foldsTihcrease is not considered clinically significan

Gerffibrozl: In a pharmacokinetic study, concomitant gemfibragministration increased total
ezetimibe concentrations approximately 1.7-foldsTihcrease is not considered clinically significan
No clinical data are available.

Satins: No clinically significant pharmacokinetic intetams were seen when ezetimibe was
coadministered with atorvastatin, simvastatin, psaatin, lovastatin, fluvastatin, or rosuvastatin.

Anticoagulants: Concomitant administration of ezetimibe (10 mg®daily) had no significant effect
on bioavailability of warfarin and prothrombin tinrea study of twelve healthy adult males. There
have been post- marketing reports of increasednati®enal Normalized Ratio in patients who had
ezetimibe added to warfarin or fluindione. Mostlése patients were also on other medications (See
section 4.4).

4.6 Fertility, pregnancy and lactation

No clinical data on exposed pregnancies are avail&mimal studies of ezetimibe administered alone
do not indicate direct or indirect harmful effeath respect to pregnancy, embryonal/fetal
development, parturition or postnatal developmidoivever, note that all statins and fenofibrate are
contraindicated in pregnant women. Ezetimibe shbeldised during pregnancy only if the potential
benefit justifies the risk to the fetus.

When ezetimibe was given with lovastatin, simvastgtravastatin or atorvastatin, no teratogenic
effects were observed in embryo-fetal developmentias in pregnant rats. In pregnant rabbits, a low
incidence of skeletal malformations was observed.

When ezetimibe is to be administered with a staliease refer to the Package Insert for that peatic
statin.

Studies in rats have shown that ezetimibe is exdrigt milk. It is not known whether ezetimibe is
excreted into human breast milk, therefore, Ezaatauld not be used in nursing mothers unless the
potential benefit justifies the potential risk teetinfant.

4.7 Effectson ability to drive and use machines

No studies on the effects on the ability to drine ase machines have been performed. However,
when driving vehicles or operating machines, itdtidoe taken into account that dizziness has been
reported.

4.8 Undesirable effects

The following serious adverse reactions are dismligsgreater detail in other sections of the label
- Liver enzyme abnormalities [see section 4.4, LEBrymes)]
- Rhabdomyolysis and myopathy [see section 4.4, &keluscle]

Monotherapy Studies:

In the ezetimibe controlled clinical trials dataddplacebo-controlled) of 2396 patients with a raadi
treatment duration of 12 weeks (range 0 to 39 wWe8k3% of patients on ezetimibe and 2.9% of
patients on placebo discontinued due to adverstioaa. The most common adverse reactions in the
group of patients treated with ezetimibe that tettéatment discontinuation and occurred at a rate
greater than placebo were:
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- Arthralgia (0.3%)
- Dizziness (0.2%)
- Gamma-glutamyltransferase increased (0.2%)

The most commonly reported adverse reactions @mce>2% and greater than placebo) in the
ezetimibe monotherapy controlled clinical trialalzdse of 2396 patients were: upper respiratory trac
infection (4.3%), diarrhea (4.1%), arthralgia (3)0%btnusitis (2.8%), and pain in extremity (2.7%).

Statin Co-Administration Studies:
In the ezetimibe + statin controlled clinical tdaatabase of 11,308 patients with a median tredtme
duration of 8 weeks (range 0 to 112 weeks), 4.0%atiEnts on ezetimibe + statin and 3.3% of
patients on statin alone discontinued due to advexactions. The most common adverse reactions in
the group of patients treated with ezetimibe +irstéiat led to treatment discontinuation and ocedirr
at a rate greater than statin alone were:

- Alanine aminotransferase increased (0.6%)

- Myalgia (0.5%)

- Fatigue, aspartate aminotransferase increasedatteadand pain in extremity (each at 0.2%)

The most commonly reported adverse reactions @mncie>2% and greater than statin alone) in the
ezetimibe + statin controlled clinical trial datababf 11,308 patients were: nasopharyngitis (3.7%),
myalgia (3.2%), upper respiratory tract infecti@m®B@6), arthralgia (2.6%) and diarrhea (2.5%).

Clinical Trial Experience

Because clinical studies are conducted under wigilying conditions, adverse reaction rates
observed in the clinical studies of a drug canmodibectly compared to rates in the clinical stadié
another drug and may not reflect the rates obsenvelhical practice.

Monotherapy:
In 10 double-blind, placebo-controlled clinicaklg, 2396 patients with primary hyperlipidemia (age
range 9-86 years, 50% women, 90% Caucasians, 58k8la% Hispanics, 2% Asians) and elevated
LDL-C were treated with ezetimibe 10 mg/day for edian treatment duration of 12 weeks (range 0
to 39 weeks).

Adverse reactions reported=2% of patients treated with ezetimibe and at aid@nce greater than
placebo in placebo-controlled studies of ezetimibgardless of causality assessment, are shown in
Table 1.

Table 1
Clinical Adverse Events Occurring:it2% of Patients Treated with ezetimibe and at aidémce
Greater than Placebo, Regardless of Causality

Body System/Organ Class Ezetimibe 10 mg Placebo
Adverse Event (%) (%)
n = 239¢ n =115

Gastreintestinal system disorde

Diarrhe: | 4.1 | 3.7
General disorders and administration site condi

Fatigue | 2.4 | 1.5
Infections and infestatio

Influenze 2.C 1.5

Sinusitis 2.8 2.2

Upper respiratory tract infecti 4.3 2.5
Musculc-skeletal system disord:

Arthralgie 3.C 2.2

Pain in extremit 2.7 2.5
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The frequency of less common adverse events waparatle between ezetimibe and placebo.

Combination with a Statin:

In 28 double-blind, controlled (placebo or activantrolled) clinical trials, 11,308 patients with

primary hyperlipidemia (age range 10-93 years, 48%men, 85% Caucasians, 7% Blacks, 4%
Hispanics, 3% Asians) and elevated LDL-C were @eatith ezetimibe 10 mg/day concurrently with

or added to on-going statin therapy for a mediaatinent duration of 8 weeks (range 0 to 112 weeks).
The incidence of consecutive increased transanmsr@8eX ULN) was higher in patients receiving
ezetimibe administered with statins (1.3%) thapatients treated with statins alone (0.4%). [See
section 4.4, Liver enzymes]

Clinical adverse reactions reported2% of patients treated with ezetimibe + statin anan
incidence greater than statin, regardless of ciyisaisessment, are shown in Table 2.

Table 2
Clinical Adverse Reactions Occurringt2% of Patients Treated with Ezetimibe Co-admineder
with a Statin and at an Incidence Greater tharirSfaegardless of Causality

Body System/Organ Class All Statins* Ezetimibe + All Statins*
Adverse Event (%) (%)
n=936' n=11,30:

Gastre-intestinal system disorde

Diarrhe: | 2.2 | 2.5
General disorders and adminision site conditior

Fatigue | 1.6 | 2.C
Infections and infestatio

Influenze 2.1 2.2

Nasopharyngiti 3.3 3.7

Upper respiratory tract infecti 2.8 2.9
Musculoskeletal system and connective tissue dise

Arthralgie 2.4 2.€

Back pail 2.3 2.4

Myalgia 2.7 3.2

Pain in extremit 1.¢ 2.1

*All Statins = all doses of all statins

Combination with Fenofibrate:

This clinical study involving 625 patients with neick dyslipidemia (age range 20-76 years, 44%
women, 79% Caucasians, 0.1% Blacks, 11% Hispabiésisians) treated for up to 12 weeks and
576 patients treated for up to an additional 48ksevaluated co-administration of ezetimibe and
fenofibrate. This study was not designed to compasgment groups for infrequent events. Incidence
rates (95% CI) for clinically important elevatiofs3 X ULN, consecutive) in hepatic transaminase
levels were 4.5% (1.9, 8.8) and 2.7% (1.2, 5.4¥dapfibrate monotherapy (n=188) and ezetimibe co-
administered with fenofibrate (n=183), respectiyalgjusted for treatment exposure. Corresponding
incidence rates for cholecystectomy were 0.6% (9390.0%, 3.1%) and 1.7% (95% CI. 0.6%,

4.0%) for fenofibrate monotherapy and ezetimibexdoiinistered with fenofibrate, respectively [see
section 4.4, Fenofibrate]. The numbers of patierpsed to co-administration therapy as well as
fenofibrate and ezetimibe monotherapy were inadiequaassess gallbladder disease risk. There were
no CPK elevations >10 X ULN in any of the treatmegrdups.

Patients with Coronary Heart Disease

In the IMPROVE-IT study (see section 5.1), involyib8,144 patients treated with either
ezetimibe/simvastatin 10/40 mg (n=9067; of whom\8éte uptitrated to ezetimibe/simvastatin 10/80
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mg) or simvastatin 40 mg (n=9077; of whom 27% wettrated to simvastatin 80 mg), the safety
profiles were similar during a median follow-up ijperof 6.0 years. Discontinuation rates due to
adverse experiences were 10.6% for patients tredtacezetimibe/simvastatin and 10.1% for patients
treated with simvastatin. The incidence of myopatikag 0.2% for ezetimibe/simvastatin and 0.1% for
simvastatin, where myopathy was defined as unexgptamuscle weakness or pain with a serum CK
>10 times ULN or two consecutive observations of &and <10 times ULN. The incidence of
rhabdomyolysis was 0.1% for ezetimibe/simvastatith @.2% for simvastatin, where rhabdomyolysis
was defined as unexplained muscle weakness omptira serum CK=10 times ULN with evidence

of renal injury >5 times ULN and <10 times ULN on two consecutiveastons with evidence of

renal injury or CK>10,000 IU/L without evidence of renal injury. Threeidence of consecutive
elevations of transaminases3(X ULN) was 2.5% for ezetimibe/simvastatin and?2.fr simvastatin
(see section 4.4.). Gallbladder-related adverszeffvere reported in 3.1% vs 3.5% of patients
allocated to ezetimibe/simvastatin and simvastagispectively. The incidence of cholecystectomy
hospitalisations was 1.5% in both treatment gro@asicer (defined as any new malignancy) was
diagnosed during the trial in 9.4% vs 9.5%, redpelt

Patients with Chronic Kidney Disease

In the Study of Heart and Renal Protection (SHARRBE section 5.1), involving over 9000 patients
treated with a fixed dose combination of ezetinfibeng with simvastatin 20 mg daily (n=4650) or
placebo (n=4620), the safety profiles were comgardbring a median follow-up period of 4.9 years.
In this trial, only serious adverse events andatisouations due to any adverse events were redorde
Discontinuation rates due to adverse events wargamable (10.4% in patients treated with ezetimibe
combined with simvastatin, 9.8% in patients treatétl placebo). The incidence of
myopathy/rhabdomyolysis was 0.2% in patients tbatih ezetimibe combined with simvastatin and
0.1% in patients treated with placebo. Consecugigeations of transaminases > 3X ULN) occurred in
0.7% of patients treated with ezetimibe combinetthwimvastatin compared with 0.6% of patients
treated with placebo (see section 4.4). In th&,tthere were no statistically significant increa

the incidence of pre-specified adverse eventsydiiet cancer (9.4% for ezetimibe combined with
simvastatin, 9.5% for placebo), hepatitis, choleagt®my or complications of gallstones or
pancreatitis.

Laboratory values

In controlled clinical monotherapy trials, the idence of clinically important elevations in serum
transaminases (ALT and/or AST3 X ULN, consecutive) was similar between ezeteni®.5%) and
placebo (0.3%). In co-administration trials, theidence was 1.3% for patients treated with ezegmib
co-administered with a statin and 0.4% for pati¢ér@ated with a statin alone. These elevations were
generally asymptomatic, not associated with chatstand returned to baseline after discontinnatio
of therapy or with continued treatment (see sectidr).

Clinically important elevations of CPK10 X ULN) in patients treated with ezetimibe adrsiared
alone or co-administered with a statin were sintiteglevations seen with placebo or statin
administered alone, respectively.

Post-marketing Experience

Because the reactions below are reported voluptaain a population of uncertain size, it is
generally not possible to reliably estimate theggfiency or establish a causal relationship to drug
exposure.

The following additional adverse reactions haventdentified during post-approval use of ezetimibe:
Hypersensitivity reactions, including anaphylagisgioedema, rash, and urticaria; erythema
multiforme; arthralgia; myalgia; elevated creatpi®sphokinase; myopathy/rhabdomyolysis (see
section 4.4); elevations in liver transaminasepalitis; abdominal pain; thrombocytopenia;
pancreatitis; nausea; dizziness; paresthesia; slgpre headache; cholelithiasis; cholecystitis.
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49 Overdose

In clinical studies, administration of ezetimib®, fag/day, to 15 healthy subjects for up to 14 days,
40 mg/day to 18 patients with primary hypercholesteemia for up to 56 days, and 40 mg/day to
patients with homozygous sitosterolemia for 26 veegkas generally well tolerated.

A few cases of overdose with ezetimibe have beported. Most have not been associated with
adverse experiences. Reported adverse experieagesbt been serious. In the event of an overdose,
symptomatic and supportive measures should be gwexblo

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: lipid modifying ageatser lipid modifying agents; ATC code:
C10AXO09.

Mechanism of action

Ezetimibe is orally active and potent, with a umigqnechanism of action that differs from other
classes of cholesterol-reducing compounds (eajinst bile acid sequestrants [resins], fibric acid
derivatives, and plant stanols). The moleculareiof ezetimibe is the sterol transporter, Niemann-
Pick C1-Like 1 (NPC1L1), which is responsible fbetintestinal uptake of cholesterol and
phytosterols.

Ezetimibe localizes at the brush border of the imtstine and inhibits the absorption of cholesite
leading to a decrease in the delivery of intestomalesterol to the liver. This causes a reduabion
hepatic cholesterol stores and an increase inaslearof cholesterol from the blood. Ezetimibe does
not increase bile acid excretion (like bile aciduestrants) and does not inhibit cholesterol sygithe
in the liver (like statins).

Pharmacodynamic effects

In a 2-week clinical study in 18 hypercholesterdepatients, ezetimibe inhibited intestinal
cholesterol absorption by 54 %, compared with gdac8y inhibiting the absorption of intestinal
cholesterol, ezetimibe reduces the delivery of estelrol to the liver. Statins reduce cholesterol
synthesis in the liver. Together these distinctm@tsms provide complementary cholesterol
reduction. Ezetimibe, administered with a stasreffective in improving serum total-C, LDL-C, Apo
B, TG and HDL-C in patients with hypercholesterai@nibeyond either treatment alone.
Administration of ezetimibe with fenofibrate is eftive in improving serum total-C, LDL-C, Apo B,
TG, HDL-C, and non-HDL-C in patients with mixed lrppidemia.

Clinical studies demonstrate that elevated levitstal-C, LDL-C and Apo B, the major protein
constituent of LDL, promote human atherosclerdsisddition, decreased levels of HDL-C are
associated with the development of atherosclerggiglemiologic studies have established that
cardiovascular morbidity and mortality vary dirgotith the level of total-C and LDL-C and
inversely with the level of HDL-C. Like LDL, cholesol-enriched triglyceride-rich lipoproteins,
including very-lowdensity lipoproteins (VLDL), inteediate-density lipoproteins (IDL), and
remnants, can also promote atherosclerosis.

A series of preclinical studies was performed tedine the selectivity of ezetimibe for inhibiting
cholesterol absorption. Ezetimibe inhibited theaspion of [“C]-cholesterol with no effect on the
absorption of triglycerides, fatty acids, bile aigrogesterone, ethinyl estradiol, or the fatlsielu
vitamins A and D.
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Clinical efficacy and safety

Primary hyperchol esterolemia

Monotherapy

In two, double-blind, randomised placebo-contrgll&2kweek studies in 1.719 patients with primary
hypercholesterolaemia, ezetimibe 10 mg signifigalativered total-C (13%), LDL-C (19%), Apo B
(14%), and TG (8%) and increased HDL-C (3%) comganeplacebo (see Table 3). Reduction in
LDL-C was consistent across age, sex and basele@. Experience in non-Caucasians is limited
and does not permit a precise estimate of the matmbf the effects of ezetimibe. In addition,
ezetimibe had no effect on the plasma concentmtibthe fat-soluble vitamins A, D, and E, had no
effect on prothrombin time, and did not impair adreortical steroid hormone production.

Table 3
Mean Response to ezetimibe in Patients with Prirkiggyercholesterolemia (Mean % Change from
Baseline)

;gj‘:me”t N Total-C | LDL-C | ApoB | TG | HDL-C
Study 1 Placeb 20E +1 +1 -1 -1 -1
Ezetimibe 622 -12 -18 -15 -7 +1
Study 2 Placeb 22€ +1 +1 -1 +2 -2
Ezetimibe 66€ -12 -18 -16€ -9 +1
Pooled Data | Placeb 431 0 +1 -2 0 -2
(Studies 1 & 2) | Ezetimibe 128¢ -13 -18 -1€ -8 +1

aMedian % change from baseline

Co-Administration with a Satin
Ezetimibe Initiated Concurrently with a Satin

In four, multicenter, double-blind, placebo-coniedl, 12-week trials, in 1187 patients with
hypercholesterolemia, ezetimibe 10 mg was admneidtalone or with various doses of atorvastatin,
simvastatin, pravastatin, or lovastatin. In geneted incremental effect on LDL-C reduction was
independent of the dose or specific statin useddtition, LDL-C reduction for ezetimibe
coadministered with the lowest tested dose (10ahghy of the statins was similar to or greatentha
the LDL-C reduction of the highest tested doséhefdorresponding statin administered alone (Table
4).

Table 4
Mean % Change from Baseline in Plasma Concentrafi@alculated LDL-C for ezetimibe
Administered with Statins

Atorvastatin | Simvastatin Pravastatin Lovastatin

Study Study Study Study
Placeb: +4 -1 -1 0
Ezetimibe -20 -19 -20 -19
10 mg stati -37 -27 -21 -20
Ezetimibe + 10 mg stal -53 -46 -34 -34
20 mg stati -42 -36 -23 -26
Ezetimibe + 20 mg stal -54 -46 -40 -41
40 mg stati -45 -38 -31 -30
Ezetimibe + 40 mg stal -56 -56 -42 -46
80 mg stati -54 -45 - -
Ezetimibe + 80 mg stal -61 -58 - -
Pooled data: All statin dos -44 -36 -25 -25
Poqled data: All ezetimibe + 56 51 -39 .40
statin dose
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In a pooled analysis of all ezetimibe + statin dpszetimibe had a beneficial effect on total-CoAp
B, TG, and HDL-C (Table 5).

Table 5
Pooled Analysis of the Mean % Change from Basetineotal-C, Apo B, TG, and HDL-C
Total-C Apo B TG? HDL-C

Ezetimibe + Atorvastat -41 -45 -33 +7
Atorvastatin alon -32 -36 -24 +4
Ezetimibe + Simvastat -37 -41 -29 +9
Simvastatin alor -26 -30 -20 +7
Ezetimibe + Pravasta -27 -30 -21 +8
Pravastatin alor -17 -20 -14 +7
Ezetimibe + Lovastat -29 -33 -25 +9
Lovastatin alon -18 -21 -12 +4

a@median % change

Ezetimibe Added to On-going Statin Therapy

In a multicenter, double-blind, placebo-controll8eyeek study, 769 patients with
hypercholesterolemia already receiving statin mioi@py and not at National Cholesterol Education
Program (NCEP) LDL-C goal (100 to 160 mg/dl, depegan baseline characteristics) were
randomized to receive either ezetimibel0 mg orglladn addition to their on-going statin therapy.

Among statin-treated patients not at LDL-C godbadeline (~82 %), LDL-C goal at study endpoint
was achieved by 72 % and 19 % of patients randahizezetimibe and placebo, respectively.

Ezetimibe, added to on-going statin therapy, sigaiitly lowered total-C, LDL-C, Apo B, and TG
and increased HDL-C, compared with placebo (Tapl€BL-C reductions were consistent across all
statins.

Table 6
Mean Response to Addition of ezetimibe to On-g@tatin Therapyin Patients with
Hypercholesterolemia (Mean % Change from Baseline)

Treatment N Total-C LDLC ApO B @ OLC
(Daily Dose

On-going Statin

+Placeb 390 -2 -4 (-6 mg/d) 3 3 +1
On-going Statin ] o [ ] ]

+ezetimib 379 17 25 (-36 mg/6)l 19 14 +3

a Percentages of patients receiving each statin: d@¥vastatin, 31% simvastatin, 29% others
(pravastatin, fluvastatin, cerivastatin, lovastatin

® Median % change from baseline

¢ Change in LDL-C from baseline LDL-C (138 mg/dIl at®B mg/dl for statin + ezetimibe and statin +
placebo, respectively)

Ezetimibe or placebo added to statin therapy redlueedian C-reactive protein by 10 % or 0 % from
baseline, respectively.

In a multicenter, double-blind, 14 week study, p2tients with hypercholesterolemia receiving
atorvastatin 10 mg daily with an LDL-C >130 mg/dtn@ randomized to receive atorvastatin 20 mg or
ezetimibe 10 mg added to atorvastatin 10 mg therBpy atorvastatin dose could be titrated up to 80
mg in the atorvastatin arm and up to 40 mg in #etimibe plus atorvastatin co-administration arm,
based on patients not attaining LDL-C goal (<100df)gThe mean baseline LDL-C was 187 mg/dl
and approximately 60 % of the patients had hetgoay familial hypercholesterolemia (HeFH). At
study end, there was a significant difference taimatment of LDL-C goal between patients in the
ezetimibe co-administration arm (22 %) and patientstorvastatin monotherapy (7 %). At week 4,
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there was a significant difference in LDL-C redoos between co-administration patients (24 %;
ezetimibe + atorvastatin 10 mg) and monotherapigipiat (9 %; atorvastatin 20 mg). In the sub-group
of patients with HeFH, similar results for LDL-Caattainment and LDL-C reductions were
achieved.

In a similarly designed study in 100 patients wifpercholesterolemia receiving simvastatin 20 mg
and not at LDL-C goal, the addition of ezetimibem§ to simvastatin titration compared to titration

of simvastatin alone produced similar advantagélkdse observed in the atorvastatin study described
above. For example, significant differences in LDlgoal attainment (27 % for ezetimibe +
simvastatin vs. 3 % for simvastatin alone) and LOkeductions (24 % for ezetimibe + simvastatin

vs. 11 % for simvastatin alone) were achieved.

Co-administration with Fenofibrate

In a multicenter, double-blind, placebo-controlleliical study in patients with mixed

hyperlipidemia, 625 patients were treated for up2aveeks and 576 for up to an additional 48 weeks.
Patients were randomized to receive placebo, eibetiaione, 160 mg fenofibrate alone, or ezetimibe
and 160 mg fenofibrate in the 12-week study. Aftempleting the 12-week study, eligible patients
were assigned to ezetimibe coadministered withfflerade or fenofibrate monotherapy for an
additional 48 weeks.

Ezetimibe co-administered with fenofibrate sigrafitly lowered total-C, LDL-C, Apo B, and non-
HDL-C compared to fenofibrate administered alortee Percent decrease in TG and percent increase
in HDLC for EZETROL co-administered with fenofibeatvere comparable to those for fenofibrate
administered alone (see Table 7).

Table 7
Response to Ezetimibe and Fenofibrate InitiatedcGoantly in Patients with Mixed Hyperlipidemia
(Meart % Change from Untreated Baselra¢ 12 weeks)

Treatment Non-
(Daily Dose N Total-C LDL-C Apo B TG HDL-C HDL-C
Placeb: 63 0 0 -1 -9 +3 0
Ezetimibe¢ 18E -12 -13 -11 -11 +4 -15
Fenofibrate 160 18€ -11 -6 -15 -43 +1¢ -16
Ezetimibe +

Fenofibrate 160 It 183 -22 -20 -26 -44 +19 -30

aFor triglycerides, median % change from baseline
b Baseline - on no lipid-lowering drug

The changes in lipid endpoints after an additigdigaiveeks of treatment with ezetimibe
coadministered with fenofibrate or with fenofibralene were consistent with the 12-week data
displayed above.

Homozygous Familial Hypercholesterolemia (HoFH)

A study was conducted to assess the efficacy dineibe in the treatment of HoFH. This double-
blind, randomized, 12-week study enrolled 50 pasievith a clinical and/or genotypic diagnosis of
HoFH, with or without concomitant LDL apheresigealdy receiving atorvastatin or simvastatin (40
mg). Patients were randomized to one of threenreat groups, atorvastatin or simvastatin (80 mg),
ezetimibe 10 mg administered with atorvastatinimvastatin (40 mg), or ezetimibe 10 mg
administered with atorvastatin or simvastatin (8f) nResults are shown in Table 8. Ezetimibe,
administered with atorvastatin (40 or 80 mg) onadstatin (40 or 80 mg), significantly reduced LDL-
C compared with increasing the dose of simvastatatorvastatin monotherapy from 40 to 80 mg.
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Table 8
Mean Response to ezetimibe in Patients with HoFEaiM% Change from Baseline)

Treatment

(Daily Dose N LDL-C
Atorvastatin (80 m¢or Simvastatin (80 m 17 -7
Ezetimibe + Atorvastatin (40, 80 m or Simvastatin (40, 80 m 33 -21
Sub-_grpup analysis: _ ' _ 17 27
Ezetimibe+ Atorvastatin (80 m¢or Simvastatin (80 m

Prevention of Cardiovascular Events

The IMProved Reduction of Outcomes: Vytorin Effigdnternational Trial IMPROVE-IT) was a
multicenter, randomised, double-blind, active-cohgtudy of 18,144 patients enrolled within 10 days
of hospitalisation for acute coronary syndrome (A&ger acute myocardial infarction [MI] or
unstable angina [UA]). Patients had an LDI=C25 mg/dL £3.2 mmol/L) at the time of presentation
with ACS if they had not been taking lipid-loweritfterapy, o100 mg/dL £€2.6 mmol/L) if they

had been receiving lipid-lowering therapy. All getis were randomised in a 1:1 ratio to receiveeeith
ezetimibe/simvastatin 10/40 mg (n=9067) or simuas#0 mg (n=9077) and followed for a median
of 6.0 years.

Patients had a mean age of 63.6 years; 76% were B¥o were Caucasian, and 27% were diabetic.
The average LDL-C value at the time of study qyadg event was 80 mg/dL (2.1 mmol/L) for those
on lipid-lowering therapy (n=6390) and 101 mg/dL6(Bhmol/L) for those not on previous lipid-
lowering therapy (n=11594). Prior to the hospitgiisn for the qualifying ACS event, 34% of the
patients were on statin therapy. At one year, Weeagge LDL-C for patients continuing on therapy
was 53.2 mg/dL (1.4 mmol/L) for the ezetimibe/sirstedin group and 69.9 mg/dL (1.8 mmol/L) for
the simvastatin monotherapy group. Lipid valuesenggnerally obtained for patients who remained
on study therapy.

The primary endpoint was a composite consistingpodliovascular death, major coronary events
(MCE; defined as non-fatal myocardial infarctioncdmented unstable angina that required
hospitalisation, or any coronary revascularisagiomcedure occurring at least 30 days after
randomised treatment assignment) and non-fatddestthe study demonstrated that treatment with
ezetimibe when added to simvastatin resulted ative risk reduction of 6.4% in terms of the
reduction in the primary composite endpoint of @ardscular death, MCE, and non-fatal stroke
compared with simvastatin alone (p=0.016). The arimendpoint occurred in 2572 of 9067 patients
(7-year Kaplan-Meier [KM] rate 32.72%) in the epatie/simvastatin group and 2742 of 9077
patients (7-year KM rate 34.67%) in the simvastatane group. (See Figure 1 and Table 9.)

The treatment effect of ezetimibe/simvastatin wasegally consistent with the overall results across
many subgroups, including sex, age, race, medistdrly of diabetes mellitus, baseline lipid levels,
prior statin therapy, prior stroke, and hypertenggee Figure 2).

Figure 1: Effect of Ezetimibe/Simvastatin on thexfry Composite Endpoint of Cardiovascular
Death, Major Coronary Event, or Non-fatal Stroke

| SMPCPIL064779 | | Pagel30f20 |




40

354

254

04

Curmulative %

Subjects at nsk

Ezetimibe/Simvastatin <067

Simastatin =077

Figure 2

Hazard ratio, 0.936 (95% C|, 0.887-0.988), p=0.016

Ezetimibe/Simvastatin
Simvastatin
| i 3 q 5 B 7
Time Since Randomization (Years)
FEYA| 6501 6375 5819 4284 3301 1906

7455 6799 6127 5718 4206 3284 1857

Subgroup Analysis of Primary Composite EndpoinCafdiovascular Death, Major Coronary Event,

or Non-fatal Stroke

No. of Events

Hazard Ratio Total (% per year)

Subgroup (95% CI) Patients EZ/S s

All - 18144 2572 (64) 2742 (6.9)
Sex

Male (o | 13728 1997 (6.5) 2102 (6.9)

Female I 4416 575 (6.0) 640 (6.8)
Age

<B5 yrs — 10173 1320 (5.6) 1387 (5.8)

==65 yrs —— 7971 1252 (7.4) 1355 (8.4)
Race

Caucasian - 15202 2188 (6.5) 2340 (6.9)

Non-Caucasian P——— 2923 383 (6.0) 402 (6.6)
History of Diabetes Mellitus

Yes —— 4933 824 (8.3) 949 (9.8)

No —— 13202 1748 (5.8) 1792 (5.9)
Prior Stroke

Yes ——— 682 119 (9.3) 141(11.2)

No - 17452 2453 (6.3) 2599 (6.7)
Prior Statin Expenence

Statin Therapy at Entry ——y 6246 1082 (8.4) 1166 (9.3)

No Statin Therapy at Entry — 11878 1489 (54) 1573 (5.7)
Baseline LDL-C (mg/dL)

<=95 (median) e 9125 1396 (7.2) 1505 (7.8)

=95 (median) —— 8874 1158 (5.7) 1225 (6.0)
History of Hypertension

Yes —— 11137 1716 (7.3) 1843 (8.0)

No Lo g o 6998 856 (5.1) 898 (5.3)

| | | |
0.5 0.75 1 1.33 2

Ezetimibe/Simvastatin (EZ/S) Better Simvastatin (S) Better

HR (95% CI)
0936 (0.887,0.988)

0.952 (0.895,1.012)
0.885(0.791

.0.991)

0.875(0.904,1.051)
0.890 (0.824,0.961)

0.885,0.995)
0.799,1.058)

0.856 (0.779,0.939)
0.977(0.915,1.044)

0.839 (0.657,1.071)

10.995)

0.910(0.838,0.988)
0.952 (0.887,1.022)

0.925 (0.860,0.995)
0.947 (0.874,1.026)

0.817 (0.858,0.980)
0.969 (0.883, 1.065)
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Table 9

Major Cardiovascular Events by Treatment Group lirRandomized Patients in IMPROVE-IT

Outcome Ezetimibe/Simvastatin Simvastatin 40 | Hazard p-
10/40 mg? md® Ratio value
(N=9067) (N=9077) (95% CI)
n K-M % ¢ n K-M
c
Primary Composite Efficacy Endpoint
(CV death, Major Coronary 2572 32.72% 2742 34.67% 0.936 | 0.016
Events and non-fatal stroke) (0.887,
0.988
Secondary Composite Efficacy Endpoints
CHD death, nonfatal Ml, urgent | 1322 17.52% 1448 18.88% 0.912 | 0.016
coronary revascularization after (0.847,
30 day: 0.983
MCE, non-fatal stroke, death (all 3089 38.65% 3246 40.25% 0.948 | 0.035
causes) (0.903,
0.996
CV death, non-fatal Ml, unstablg 2716 34.49% 2869 36.20% 0.945 | 0.035
angina requiring hospitalization, (0.897,
any revascularization, non-fatal 0.996)
stroke
Components of Primary Composite Endpoint and Select Efficacy Endpoints (first occurrences of
specified event at any tin
Cardiovascular death 537 6.89% 538 6.84% 1.000| 0.997
(0.887,
1.127
Major Coronary Evel
Non-fatal Ml 945 12.77% 1083 14.41% 0.871 | 0.002
(0.798,
0.950
Unstable angina requiring 156 2.06% 148 | 1.92%| 1.059 |0.618
hospitalization (0.846,
1.326
Coronary revascularization after| 1690 21.84% 1793 23.36% 0.947 | 0.107
30 days (0.886,
1.012
Non-fatal stroke 245 3.49% 30§ 4.24¢9 0.802 | 0.010
(0.678,
0.949
All Ml (fatal and non-fatal) 977 13.13% 1118 14.82p9.872 0.002
(0.800,
0.950
All stroke (fatal and non-fatal) 296 4.16% 345  Ay7| 0.857 0.052
(0.734,
1.001
Non-hemorrhagic stroke 242 3.48% 305| 4.23%| 0.793 | 0.007
(0.670,
0.939
Hemorrhagic stroke 59 0.77% 43 0.59% 1.377 | 0.110
(0.930,
2.040
Death from any cause 1215 15.36% 1231 15.28% 0.989 0.782
(0.914,
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| | | | | [1.070 | |
26% were uptitrated to ezetimibe/simvastatin 10/80
b27% were uptitrated to simvastatin 80 mg.
¢ Kaplan-Meier estimate at 7 years.
dincludes ischemic stroke or stroke of undetermiypd.

Prevention of Major Vascular Eventsin Chronic Kidney Disease (CKD)

The Study of Heart and Renal Protection (SHARP) avaaulti-national, randomized, placebo-
controlled, double-blind study conducted in 9438gquas with chronic kidney disease, a third of
whom were on dialysis at baseline. For the firsirypatients were randomized in a ratio of 4:4:1,
respectively, to a fixed dose combination of eziterl0 mg with simvastatin 20 mg, placebo, or
simvastatin 20 mg daily. The 1-year simvastatin ams included to enable the comparison of
ezetimibe combined with simvastatin to simvastatone with regard to safety and lipids. At 1 year
the simvastatin-only arm was re-randomized 1:1figeal dose combination of ezetimibe 10 mg with
simvastatin 20 mg or placebo. A total of 4650 pdatievere allocated to EZETROL 10 mg combined
with simvastatin 20 mg and 4620 to placebo, andvigd for a median of 4.9 years. Patients had a
mean age of 62 and 63% were male, 72% Caucasigimdidetic and, for those not on dialysis, the
mean estimated glomerular filtration rate (eGFR$ &@&.5 mL/min/1.73 A There were no lipid entry
criteria. Mean LDL-C at baseline was 108 mg/dL.oAshe 1-year measurement, LDL-C was reduced
26% relative to placebo by simvastatin 20 mg akome 38% for ezetimibe 10 mg combined with
simvastatin 20 mg. At the midpoint of the studyb(gears) mean LDL-C reduction in all randomized
patients for ezetimibe combined with simvastatiatiee to placebo was 32%. All lipid measurements
included patients no longer taking study medication

The SHARP protocol-specified primary comparison aasntention-to-treat analysis of "major
vascular events" (MVE; defined as nonfatal Ml ordtac death, stroke, or any revascularization
procedure) in only those patients initially randped to the ezetimibe combined with simvastatin
(n=4193) or placebo (n=4191) groups. Secondaryyaeslincluded the same composite analyzed for
the full cohort randomized (at study baseline oreatr 1) to ezetimibe combined with simvastatin
(n=4650) or placebo (n=4620) as well as the compisnaf this composite.

The primary endpoint analysis showed that ezetirodmbined with simvastatin significantly reduced
the risk of major vascular events (749 patientf witents in the placebo group vs. 639 in the
ezetimibe combined with simvastatin group) witlektive risk reduction of 16% (p=0.001).

Figure 3

Effect of ezetimibe Combined with Simvastatin oa Brimary Endpoint of Risk of Major Vascular
Events

Major Vascular Events

3
‘-’; 25 - Placebo (Pbo)
T 204 —— - Ezetimibe/simvastatin (E/S)
3 J
> o
: 191 Logrank P=0.001 Ty
$ 104 e
n et
t 5 ==
o 0
m L] L] L] 1 1
& 0 1 2 3 4 5
Years of follow-up
At risk

Pboe 4191 3807 3495 3177 2419 1238
E/S 4193 3868 3567 3273 2501 1232

The individual components of MVE in all randomizeatients are presented in Table 10. Ezetimibe
combined with simvastatin significantly reduced tis& of stroke and any revascularization, with
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non-significant numerical differences favouringtémébe combined with simvastatin for nonfatal Ml
and cardiac death.

Table 10
Major Vascular Events by Treatment Group in ald@mized patients in SHARPa
Outcome Ezetimibe 10 mg| Placebo Risk Ratio P-value
combined with
simvastatin 20 mg (N=4620) (95% CI)
(N=4650
Major Vascular | 701 (15.1%) 814 (17.6%) 0.85 (0.77-0.94 0.001
Event:
Nonfatal M| 134 (2.9% 159 (3.4% 0.84 (0.6-1.05 | 0.1Z
Cardiac Deat 253 (5.4% 272 (5.9% 0.93 (0.7-1.10 | 0.3¢
Any Stroke 171 (3.7% 210 (4.5% 0.81 (0.6-0.99' | 0.03¢
Non-hemorrhagic| 131 (2.8%) 174 (3.8%) 0.75 (0.60-0.94 0.011
Stroke
Hemorrhagic 45 (1.0%) 37 (0.8%) 1.21 (0.78-1.86) 0.40
Stroke
Any 284 (6.1%) 352 (7.6%) 0.79 (0.68-0.93 0.004
Revascularizatic
Major 526 (11.3%) 619 (13.4%) 0.83 (0.74-0.94 0.002
Atherosclerotic
Events (MAE)!

gntention-to-treat analysis on all SHARP patiemtsdomized to ezetimibe combined with simvstatin
or placebo either at baseline or year 1

® MAE; defined as the composite of nonfatal myoaalritifarction, coronary death, non-hemorrhagic
stroke, or any revascularization

Nevertheless, this study design did not allow feeparate contribution of the ezetimibe or
simvastatin to efficacy to significantly reduce tiek of major vascular events in patients with CKD

The absolute reduction in LDL cholesterol achiewdith ezetimibe combined with simvastatin was
lower among patients with a lower baseline LDL-Q.&zmmol/l) and patients on dialysis at baseline
than the other patients, and the correspondingegdictions in these two groups were attenuated.

Homozygous Familial Hypercholesterolaemia (HoFH)

A study was conducted to assess the efficacy dineibe in the treatment of homozygous
sitosterolemia. In this multicenter, double-blipthcebo-controlled, 8-week trial, 37 patients with
homozygous sitosterolemia were randomized to reoeetimibe 10 mg (n=30) or placebo (n=7).
ezetimibe significantly lowered the two major platerols, sitosterol and campesterol, by 21 % and
24 % from baseline, respectively. In contrast,qrds who received placebo had increases in sitbster
and campesterol of 4 % and 3 % from baseline, otispdy. For patients treated with ezetimibe, the
reduction in plant sterols was progressive overcthese of the study.

Reductions in sitosterol and campesterol were sterdi between patients taking ezetimibe
concomitantly with bile acid sequestrants (n=8) patients not on concomitant bile acid sequestrant
therapy (n=21).
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5.2 Pharmacokinetic properties

Absorption

After oral administration, ezetimibe is rapidly allsed and extensively conjugated to a
pharmacologically-active phenolic glucuronide (@méie-glucuronide). Mean maximum plasma
concentrations (Gax) occur within 1 to 2 hours for ezetimibe-glucumaiand 4 to 12 hours for
ezetimibe. The absolute bioavailability of ezetismdannot be determined as the compound is virtually
insoluble in aqueous media suitable for injection.

Concomitant food administration (high fat or noh+faeals) had no effect on the oral bioavailabitity
ezetimibe when administered as ezetimibe 10-mgtsbiEzoleta can be administered with or without
food.

Distribution
Ezetimibe and ezetimibe-glucuronide are bound 9%RA#88 to 92% to human plasma proteins,
respectively.

Biotransformation

Ezetimibe is metabolised primarily in the smalkistine and liver via glucuronide conjugation (a
phase Il reaction) with subsequent biliary excretidinimal oxidative metabolism (a phase |
reaction) has been observed in all species evaluBiEetimibe and ezetimibe-glucuronide are the
major drug-derived compounds detected in plasmastitating approximately 10 to 20% and 80 to
90% of the total drug in plasma, respectively. Betbtimibe and ezetimibe-glucuronide are slowly
eliminated from plasma with evidence of significanterohepatic recycling. The half-life for
ezetimibe and ezetimibe-glucuronide is approxinya2@l hours.

Elimination

Following oral administration df'C ezetimibe (20 mg) to human subjects, total ezbéraccounted
for approximately 93% of the total radioactivityptasma. Approximately 78% and 11% of the
administered radioactivity were recovered in thexés and urine, respectively, over a 10-day
collection period. After 48 hours, there were nted&able levels of radioactivity in the plasma.

SPECIAL POPULATIONS

Paediatric population

The pharmacokinetics of ezetimibe are similar betwehildrern>6 years and adults. Pharmacokinetic
data in the paediatric population < 6 years ofagenot available. Treatment with Ezoleta is not
recommended for children less than 10 years old.

Geriatric Patients

Plasma concentrations for total ezetimibe are abdatd higher in the elderly (more than 65 years)
than in the young (18 to 45 years). LDL-C reductml safety profile are comparable between
elderly and young subjects treated with Ezoletaréfore, no dosage adjustment is necessary in the
elderly.

Hepatic impairment

After a single 10 mg dose of ezetimibe, the mearCAtr total ezetimibe was increased
approximately 1.7-fold in patients with mild hegatnpairment (Child-Pugh score 5 or 6), compared
to healthy subjects. In a 14-day, multiple-doselgt10 mg daily) in patients with moderate hepatic
impairment (Child-Pugh score 7 to 9), the mean AbiGotal ezetimibe was increased approximately
4-fold on Day 1 and Day 14 compared to healthyestibj No dosage adjustment is necessary for
patients with mild hepatic impairment. Due to tmknown effects of the increased exposure to
ezetimibe in patients with moderate or severe (Rilgh score >9) hepatic impairment, Ezoleta is
not recommended in these patients (see section 4.4)
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Renal impairment

After a single 10 mg dose of ezetimibe in patievits severe renal disease (n=8; mean CrCl less than
30 ml/min/1.73 rd), the mean AUC for total ezetimibe was increaggur@ximately 1.5-fold,

compared to healthy subjects (n=9). This resutbisconsidered clinically significant. No dosage
adjustment is necessary for renally impaired ptdien

An additional patient in this study (post-renahgplant and receiving multiple medications, inchedi
ciclosporin) had a 12-fold greater exposure tal etatimibe.

Gender

Plasma concentrations for total ezetimibe are 8lidgtigher (< 20%) in women than in men. LDL-C
reduction and safety profile are comparable between and women treated with ezetimibe.
Therefore, no dosage adjustment is necessary draslie of gender.

Race

Based on a meta-analysis of pharmacokinetic stutiese were no pharmacokinetic differences
between Blacks and Caucasians. There were toodéenps in other racial or ethnic groups to permit
further pharmacokinetic comparisons.

5.3 Preclinical safety data

Animal studies on the chronic toxicity of ezetimidentified no target organs for toxic effects. In
dogs treated for four weeks with ezetimibe (0.03kapMglay) the cholesterol concentration in the cysti
bile was increased by a factor of 2.5 to 3.5. H@mven a one-year study on dogs given doses o up t
300 mg/kg/day no increased incidence of choleldiiar other hepatobilliary effects were observed.
The significance of these data for humans is notkn A lithogenic risk associated with the
therapeutic use of ezetimibe cannot be ruled out.

In co-administration studies with ezetimibe andissathe toxic effects observed were essentially
those typically associated with statins. Some efttixic effects were more pronounced than observed
during treatment with statins alone. This is attrélal to pharmacokinetic and pharmacodynamic
interactions in co-administration therapy. No simthractions occurred in the clinical studies.
Myopathy occurred in rats only after exposure teadothat were several times higher than the human
therapeutic dose (approximately 20 times the AU€II&or statins and 500 to 2.000 times the AUC
level for the active metabolites).

In a series oin vivo andin vitro assays ezetimibe, given alone or co-administerdd statins,

exhibited no genotoxic potential. Long-term cargenicity tests on ezetimibe were negative.
Ezetimibe had no effect on the fertility of malefemale rats, nor was it teratogenic in rats obitsh

nor did it affect prenatal or postnatal developmegaketimibe crossed the placental barrier in preagna
rats and rabbits given multiple doses of 1.000 gyglky. The co-administration of ezetimibe and
statins was not teratogenic in rats. In pregndrtita a small number of skeletal deformities (fused
thoracic and caudal vertebrae, reduced numberunfadarertebrae) were observed. The co-
administration of ezetimibe with lovastatin resdlie embryolethal effects.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium laurilsulfate
Povidone K30

Mannitol

Croscarmellose sodium
Cellulose, microcrystalline
Sodium stearyl fumarate

| SMPCPIL064779 | | PagelSof 20 |




6.2 Incompatibilities

Not applicable.

6.3 Shdf life

5 years

6.4 Special precautionsfor storage

Do not store above 3G.
Store in the original package in order to proteairf moisture.

6.5 Natureand contents of container
Blister: 30 tablets, in a box.

6.6 Special precautionsfor disposal
No special requirements.
MANUFACTURER

KRKA, d.d., Novo mesto, SmarjeSka cesta 6, 8501d\uesto, Slovenia

DATE OF REVISION OF THE TEXT

August 2021
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