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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
JUXTAPID safely and effectively. See full prescribing information for
JUXTAPID.

JUXTAPID® (lomitapide) capsules, for oral use
Initial U.S. Approval: 2012

WARNING: RISK OF HEPATOTOXICITY
See full prescribing information for complete boxed warning.

JUXTAPID can cause elevations in transaminases (5.1).

. Measure alanine and aspartate aminotransferases (ALT, AST),
alkaline phosphatase, and total bilirubin before initiating treatment
and then ALT and AST regularly as recommended (2.4, 5.1).

e During treatment, adjust the dose of JUXTAPID if the ALT or AST
is >3 times the upper limit of normal (ULN) (2.4, 5.1).

. Discontinue JUXTAPID for clinically significant liver toxicity (2.4,
5.1).

JUXTAPID increases hepatic fat (hepatic steatosis) with or without

concomitant increases in transaminases (5.1).

e Hepatic steatosis associated with JUXTAPID may be a risk factor
for progressive liver disease, including steatohepatitis and cirrhosis
(5.1).

Because of the risk of hepatotoxicity, JUXTAPID is available only

through a restricted program called the JUXTAPID REMS Program

(5.2).

--------------------------- INDICATIONS AND USAGE

JUXTAPID is a microsomal triglyceride transfer protein inhibitor indicated as
an adjunct to a low-fat diet and other lipid-lowering treatments, including
LDL apheresis where available, to reduce low-density lipoprotein cholesterol
(LDL-C), total cholesterol (TC), apolipoprotein B (apo B), and non-high-
density lipoprotein cholesterol (non-HDL-C) in patients with homozygous
familial hypercholesterolemia (HoFH) (1).

Limitations of Use

* The safety and effectiveness of JUXTAPID have not been established in
patients with hypercholesterolemia who do not have HoFH (1).

The effect of JUXTAPID on cardiovascular morbidity and mortality has not
been determined (1).

o Before treatment, measure ALT, AST, alkaline phosphatase, and total
bilirubin; obtain a negative pregnancy test in females of reproductive
potential; and initiate a low-fat diet supplying <20% of energy from fat
(2.2).

Initiate treatment at 5 mg once daily. Titrate dose based on acceptable
safety/tolerability: increase to 10 mg daily after at least 2 weeks; and then,
at a minimum of 4-week intervals, to 20 mg, 40 mg, and up to the
maximum recommended dose of 60 mg daily (2.1).

Due to reduced absorption of fat-soluble vitamins/fatty acids: Take daily
vitamin E, linoleic acid, alpha-linolenic acid (ALA), eicosapentaenoic acid
(EPA), and docosahexaenoic acid (DHA) supplements (2.1, 5.4).

Take once daily, whole, with water and without food, at least 2 hours after
evening meal (2.2).

o Patients with end-stage renal disease on dialysis or with baseline mild
hepatic impairment should not exceed 40 mg daily (2.5, 2.6).

--------------------- DOSAGE FORMS AND STRENGTHS------------eemmmeeev
Capsules: 5 mg, 10 mg, and 20 mg (3).
CONTRAINDICATIONS

Pregnancy (4).
Concomitant use with strong or moderate CYP3A4 inhibitors (4).

Moderate or severe hepatic impairment or active liver disease including
unexplained persistent abnormal liver function tests (4).

----------------------- WARNINGS AND PRECAUTIONS -----------mmemmmemme-

o Embryo-Fetal Toxicity: Females of Reproductive Potential should have a
negative pregnancy test before starting JUXTAPID and use contraception
during treatment (5.3).

Gastrointestinal adverse reactions occur in 93% of patients and could affect
absorption of concomitant oral medications (5.5).

ADVERSE REACTIONS

Most common adverse reactions (incidence >28%) are diarrhea, nausea,
vomiting, dyspepsia, and abdominal pain (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Aegerion
Pharmaceuticals at 1-855-303-2347 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

o CYP3AA4 inhibitors increase exposure to lomitapide. Strong and moderate
CYP3A4 inhibitors are contraindicated with JUXTAPID. Patients must
avoid grapefruit juice. Do not exceed 30 mg daily of JUXTAPID when used
concomitantly with weak CYP3A4 inhibitors, including atorvastatin and
oral contraceptives (2.3, 4, 5.6, 7.1, 7.2).

Warfarin: Lomitapide increases plasma concentrations of warfarin. Monitor
international normalized ratio (INR) regularly, especially with JUXTAPID
dose adjustment (5.8, 7.3).

Simvastatin and lovastatin exposure increase with JUXTAPID. Limit dose
when co-administered with JUXTAPID due to myopathy risk (5.7, 7.4).
P-glycoprotein (P-gp) Substrates: Consider dose reduction of P-gp substrate
because of possible increased absorption with JUXTAPID (7.5).

Bile Acid Sequestrants: Separate JUXTAPID dosing by at least 4 hours
(7.6).

. Nursing Mothers: Discontinue drug or nursing (8.3).
. Pediatric Patients: Safety and effectiveness not established (8.4).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 5/2014
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF HEPATOTOXICITY

JUXTAPID can cause elevations in transaminases. In the JUXTAPID clinical trial, 10
(34%b) of the 29 patients treated with JUXTAPID had at least one elevation in alanine
aminotransferase (ALT) or aspartate aminotransferase (AST) >3x upper limit of normal
(ULN). There were no concomitant clinically meaningful elevations of total bilirubin,
international normalized ratio (INR), or alkaline phosphatase [see Warnings and
Precautions (5.1)].

JUXTAPID also increases hepatic fat, with or without concomitant increases in
transaminases. The median absolute increase in hepatic fat was 6% after both 26 and 78
weeks of treatment, from 1% at baseline, measured by magnetic resonance spectroscopy.
Hepatic steatosis associated with JUXTAPID treatment may be a risk factor for
progressive liver disease, including steatohepatitis and cirrhosis [see Warnings and
Precautions (5.1)].

Measure ALT, AST, alkaline phosphatase, and total bilirubin before initiating treatment
and then ALT and AST regularly as recommended. During treatment, adjust the dose of
JUXTAPID if the ALT or AST are >3x ULN. Discontinue JUXTAPID for clinically
significant liver toxicity [see Dosage and Administration (2.4) and Warnings and Precautions

(5.1)].

Because of the risk of hepatotoxicity, JUXTAPID is available only through a restricted
program under a Risk Evaluation and Mitigation Strategy (REMS) called the JUXTAPID
REMS Program [see Warnings and Precautions (5.2)].




1 INDICATIONS AND USAGE

1.1 Homozygous Familial Hypercholesterolemia

JUXTAPID is indicated as an adjunct to a low-fat diet and other lipid-lowering treatments,
including LDL apheresis where available, to reduce low-density lipoprotein cholesterol (LDL-
C), total cholesterol (TC), apolipoprotein B (apo B), and non-high-density lipoprotein cholesterol
(non-HDL-C) in patients with homozygous familial hypercholesterolemia (HoFH).

Limitations of Use

o The safety and effectiveness of JUXTAPID have not been established in patients with
hypercholesterolemia who do not have HoFH.

e The effect of JUXTAPID on cardiovascular morbidity and mortality has not been
determined.

2 DOSAGE AND ADMINISTRATION

2.1 Initiation and Maintenance of Therapy

Before beginning treatment with JUXTAPID:

o Measure transaminases (ALT, AST), alkaline phosphatase, and total bilirubin [see Warnings
and Precautions (5.1)];

« Obtain a negative pregnancy test in females of reproductive potential [see Warnings and
Precautions (5.3)]; and,

« Initiate a low-fat diet supplying <20% of energy from fat [see Warnings and Precautions

(5.5)].

The recommended starting dosage of JUXTAPID is 5 mg once daily, and the dose should be
escalated gradually based on acceptable safety and tolerability. Transaminases should be
measured prior to any increase in dose [see Warnings and Precautions (5.1)]. The maintenance
dosage of JUXTAPID should be individualized, taking into account patient characteristics such
as goal of therapy and response to treatment, to a maximum of 60 mg daily as described in Table
1. Modify dosing for patients taking concomitant CYP3A4 inhibitors, renal impairment, or
baseline hepatic impairment [see Dosage and Administration (2.3), (2.5), and (2.6)]. Dose
adjustments are also required for patients who develop transaminase values >3x the upper limit
of normal (ULN) during treatment with JUXTAPID [see Dosage and Administration (2.4)].



Table 1: Recommended Regimen for Titrating Dosage

DURATION OF ADMINISTRATION BEFORE
DoOsAGE

CONSIDERING INCREASE TO NEXT DOSAGE
5 mg daily At least 2 weeks
10 mg daily At least 4 weeks
20 mg daily At least 4 weeks
40 mg daily At least 4 weeks
60 mg daily Maximum recommended dosage

To reduce the risk of developing a fat-soluble nutrient deficiency due to JUXTAPID’s
mechanism of action in the small intestine, patients treated with JUXTAPID should take daily
supplements that contain 400 international units vitamin E and at least 200 mg linoleic acid, 210
mg alpha-linolenic acid (ALA), 110 mg eicosapentaenoic acid (EPA), and 80 mg
docosahexaenoic acid (DHA) [see Warnings and Precautions (5.4)].

2.2 Administration

JUXTAPID should be taken once daily with a glass of water, without food, at least 2 hours after
the evening meal because administration with food may increase the risk of gastrointestinal
adverse reactions [see Warnings and Precautions (5.5)]. Patients should swallow JUXTAPID
capsules whole. Capsules should not be opened, crushed, dissolved, or chewed.

2.3 Dosing with Cytochrome P450 3A4 Inhibitors

JUXTAPID is contraindicated with concomitant use of moderate and strong cytochrome P450
3A4 (CYP3A4) inhibitors [see Contraindications (4) and Drug Interactions (7.1)].

The recommended maximum dosage of JUXTAPID is 30 mg daily with concomitant use of
weak CYP3A4 inhibitors (such as alprazolam, amiodarone, amlodipine, atorvastatin,
bicalutamide, cilostazol, cimetidine, cyclosporine, fluoxetine, fluvoxamine, ginkgo, goldenseal,
isoniazid, lapatinib, nilotinib, oral contraceptives, pazopanib, ranitidine, ranolazine, ticagrelor,
zileuton) [see Drug Interactions (7.2)].



2.4 Dose Modification Based on Elevated Transaminases

Table 2 summarizes recommendations for dose adjustment and monitoring for patients who
develop elevated transaminases during therapy with JUXTAPID [see Warnings and Precautions

(5.1)].

Table 2: Dose Adjustment and Monitoring for Patients with Elevated Transaminases

ALTORAST

TREATMENT AND MONITORING RECOMMENDATIONS*

>3x and <5x ULN

Confirm elevation with a repeat measurement within one week.

If confirmed, reduce the dose and obtain additional liver-related tests if not
already measured (such as alkaline phosphatase, total bilirubin, and INR).

Repeat tests weekly and withhold dosing if there are signs of abnormal liver
function (increase in bilirubin or INR), if transaminase levels rise above 5x ULN,
or if transaminase levels do not fall below 3x ULN within approximately 4 weeks.
In these cases of persistent or worsening abnormalities, also investigate to identify
the probable cause.

If resuming JUXTAPID after transaminases resolve to <3x ULN, consider
reducing the dose and monitor liver-related tests more frequently.

>5x ULN

Withhold dosing, obtain additional liver-related tests if not already measured
(such as alkaline phosphatase, total bilirubin, and INR), and investigate to identify
the probable cause.

If resuming JUXTAPID after transaminases resolve to <3x ULN, reduce the dose
and monitor liver-related tests more frequently.

*Recommendations based on an ULN of approximately 30-40 international units/L.

If transaminase elevations are accompanied by clinical symptoms of liver injury (such as nausea,
vomiting, abdominal pain, fever, jaundice, lethargy, flu-like symptoms), increases in bilirubin
>2x ULN, or active liver disease, discontinue treatment with JUXTAPID and investigate to
identify the probable cause [see Warnings and Precautions (5.1)].

2.5 Dosing in Patients with Renal Impairment

Patients with end-stage renal disease receiving dialysis should not exceed 40 mg daily. There are
no data available to guide dosing in other patients with renal impairment [see Use in Specific

Populations (8.7)].

2.6 Dosing in Patients with Baseline Hepatic Impairment

Patients with mild hepatic impairment (Child-Pugh A) should not exceed 40 mg daily [see Use
in Specific Populations (8.8)].




3 DOSAGE FORMS AND STRENGTHS

5 mg: Orange/orange hard gelatin capsule printed with black ink “A733” and “5 mg”
10 mg: Orange/white hard gelatin capsule printed with black ink “A733” and “10 mg”
20 mg: White/white hard gelatin capsule printed with black ink “A733” and “20 mg”

4 CONTRAINDICATIONS
JUXTAPID is contraindicated in the following conditions:

e Pregnancy [see Warnings and Precautions (5.3) and Use in Specific Populations (8.1)].

e Concomitant administration of JUXTAPID with moderate or strong CYP3A4 inhibitors, as
this can increase JUXTAPID exposure [see Warnings and Precautions (5.6), Drug
Interactions (7.1), and Clinical Pharmacology (12.3)].

e Patients with moderate or severe hepatic impairment (based on Child-Pugh category B or C)
and patients with active liver disease, including unexplained persistent elevations of serum
transaminases [see Warnings and Precautions (5.1) and Use in Specific Populations (8.8)].

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Hepatotoxicity

JUXTAPID can cause elevations in transaminases and hepatic steatosis, as described below [see
Warnings and Precautions (5.2)]. To what extent JUXTAPID-associated hepatic steatosis
promotes the elevations in transaminases is unknown. Although cases of hepatic dysfunction
(elevated transaminases with increase in bilirubin or INR) or hepatic failure have not been
reported, there is concern that JUXTAPID could induce steatohepatitis, which can progress to
cirrhosis over several years. The clinical studies supporting the safety and efficacy of
JUXTAPID in HoFH would have been unlikely to detect this adverse outcome given their size
and duration [see Clinical Studies (14)].

Elevation of Transaminases

Elevations in transaminases (alanine aminotransferase [ALT] and/or aspartate aminotransferase
[AST]) are associated with JUXTAPID. In the clinical trial, 10 (34%) of the 29 patients with
HoFH had at least one elevation in ALT or AST >3x ULN, and 4 (14%) of the patients had at
least one elevation in ALT or AST >5x ULN. There were no concomitant or subsequent
clinically meaningful elevations in bilirubin, INR, or alkaline phosphatase [see Adverse
Reactions (6.1)].



During the 78-week HoFH clinical trial, no patients discontinued prematurely because of
elevated transaminases. Among the 19 patients who subsequently enrolled in the HoFH
extension study, one discontinued because of increased transaminases that persisted despite
several dose reductions, and one temporarily discontinued because of markedly elevated
transaminases (ALT 24x ULN, AST 13x ULN) that had several possible causes, including a
drug-drug interaction between JUXTAPID and the strong CYP3A4 inhibitor clarithromycin [see
Drug Interactions (7.1)].

Measure ALT, AST, alkaline phosphatase, and total bilirubin before initiation of treatment with
JUXTAPID [see Dosage and Administration (2.1)]. JUXTAPID is contraindicated in patients
with moderate or severe hepatic impairment, or active liver disease, including unexplained
persistent elevations of serum transaminases. If the baseline liver-related tests are abnormal, one
may consider initiating JUXTAPID after an appropriate work-up and the baseline abnormalities
are explained or resolved. During the first year, measure liver-related tests (ALT and AST, at a
minimum) prior to each increase in dose or monthly, whichever occurs first. After the first year,
do these tests at least every 3 months and before any increase in dose. Modify the dose of
JUXTAPID if elevations of transaminases are observed and discontinue JUXTAPID for
persistent or clinically significant elevations [see Dosage and Administration (2.4)].

If transaminase elevations are accompanied by clinical symptoms of liver injury (such as nausea,
vomiting, abdominal pain, fever, jaundice, lethargy, flu-like symptoms), increases in bilirubin
>2x ULN, or active liver disease, discontinue treatment with JUXTAPID and identify the
probable cause.

Hepatic Steatosis

JUXTAPID increases hepatic fat, with or without concomitant increases in transaminases.
Hepatic steatosis is a risk factor for progressive liver disease, including steatohepatitis and
cirrhosis. The long-term consequences of hepatic steatosis associated with JUXTAPID treatment
are unknown. During the HoFH clinical trial, the median absolute increase in hepatic fat was 6%
after both 26 weeks and 78 weeks of treatment, from 1% at baseline, measured by magnetic
resonance spectroscopy (MRS) [see Adverse Reactions (6.1)]. Clinical data suggest that hepatic
fat accumulation is reversible after stopping treatment with JUXTAPID, but whether histological
sequelae remain is unknown, especially after long-term use; protocol liver biopsies were not
performed in the HoFH clinical trial.



Alcohol may increase levels of hepatic fat and induce or exacerbate liver injury. It is
recommended that patients taking JUXTAPID should not consume more than one alcoholic
drink per day.

Caution should be exercised when JUXTAPID is used with other medications known to have
potential for hepatotoxicity, such as isotretinoin, amiodarone, acetaminophen (>4 g/day for >3
days/week), methotrexate, tetracyclines, and tamoxifen. The effect of concomitant administration
of JUXTAPID with other hepatotoxic medications is unknown. More frequent monitoring of
liver-related tests may be warranted.

JUXTAPID has not been studied concomitantly with other LDL-lowering agents that can also
increase hepatic fat. Therefore, the combined use of such agents is not recommended.

5.2 JUXTAPID REMS Program

Because of the risk of hepatotoxicity associated with JUXTAPID therapy, JUXTAPID is
available through a restricted program under the REMS. Under the JUXTAPID REMS, only
certified healthcare providers and pharmacies may prescribe and distribute JUXTAPID. Further
information is available at www.JUXTAPIDREMSProgram.com or by telephone at 1-85-
JUXTAPID (1-855-898-2743).

5.3 Embryo-Fetal Toxicity

JUXTAPID may cause fetal harm when administered to a pregnant woman based on findings of
teratogenicity in rats and ferrets [see Use in Specific Populations (8.1)]. Females of reproductive
potential should have a negative pregnancy test before starting JUXTAPID and should use
effective contraception during therapy with JUXTAPID [see Use in Specific Populations (8.6)].
If oral contraceptives are used, the maximum recommended dosage of JUXTAPID is 30 mg
daily [see Dosage and Administration (2.3) and Drug Interactions (7.2)].

5.4 Reduced Absorption of Fat-Soluble Vitamins and Serum Fatty Acids

Given its mechanism of action in the small intestine, JUXTAPID may reduce the absorption of
fat-soluble nutrients. In the HoFH clinical trial, patients were provided daily dietary supplements
of vitamin E, linoleic acid, alpha-linolenic acid (ALA), eicosapentaenoic acid (EPA), and
docosahexaenoic acid (DHA). In this trial, the median levels of serum vitamin E, ALA, linoleic
acid, EPA, DHA, and arachidonic acid decreased from baseline to Week 26 but remained above
the lower limit of the reference range. Adverse clinical consequences of these reductions were
not observed with JUXTAPID treatment of up to 78 weeks. Patients treated with JUXTAPID



should take daily supplements that contain 400 international units vitamin E and at least 200 mg
linoleic acid, 210 mg ALA, 110 mg EPA, and 80 mg DHA [see Dosage and Administration
(2.1)]. Patients with chronic bowel or pancreatic diseases that predispose to malabsorption may
be at increased risk for deficiencies in these nutrients with use of JUXTAPID.

5.5 Gastrointestinal Adverse Reactions

Gastrointestinal adverse reactions were reported by 27 (93%) of 29 patients in the HoFH clinical
trial. Diarrhea occurred in 79% of patients, nausea in 65%, dyspepsia in 38%, and vomiting in
34%. Other reactions reported by at least 20% of patients include abdominal pain, abdominal
discomfort, abdominal distension, constipation, and flatulence [see Adverse Reactions (6)].

Gastrointestinal adverse reactions of severe intensity were reported by 6 (21%) of 29 patients in
the HoFH clinical trial, with the most common being diarrhea (4 patients, 14%); vomiting (3
patients, 10%); and abdominal pain, distension, and/or discomfort (2 patients, 7%).
Gastrointestinal reactions contributed to the reasons for early discontinuation from the trial for 4
(14%) patients.

Absorption of concomitant oral medications may be affected in patients who develop diarrhea or
vomiting.

To reduce the risk of gastrointestinal adverse events, patients should adhere to a low-fat diet
supplying <20% of energy from fat and the dosage of JUXTAPID should be increased gradually
[see Dosage and Administration (2.1) and (2.2)].

5.6 Concomitant Use of CYP3A4 Inhibitors

CYP3A4 inhibitors increase the exposure of lomitapide, with strong inhibitors increasing
exposure approximately 27-fold. Concomitant use of moderate or strong CYP3A4 inhibitors with
JUXTAPID is contraindicated [see Drug Interactions (7.1)]. In the JUXTAPID clinical trials,
one patient with HoFH developed markedly elevated transaminases (ALT 24x ULN, AST 13x
ULN) within days of initiating the strong CYP3A4 inhibitor clarithromycin. If treatment with
moderate or strong CYP3A4 inhibitors is unavoidable, JUXTAPID should be stopped during the
course of treatment.

Grapefruit juice must be omitted from the diet while being treated with JUXTAPID.

Weak CYP3A4 inhibitors increase the exposure of lomitapide approximately 2-fold; therefore,
JUXTAPID dosage should not exceed 30 mg daily when it is used concomitantly with these



inhibitors, including atorvastatin and oral contraceptives [see Dosage and Administration (2.3)
and Drug Interactions (7.2)].

5.7 Risk of Myopathy with Concomitant Use of Simvastatin or Lovastatin

The risk of myopathy, including rhabdomyolysis, with simvastatin and lovastatin monotherapy is
dose related. Lomitapide approximately doubles the exposure to simvastatin; therefore, it is
recommended to reduce the dose of simvastatin by 50% when initiating JUXTAPID [see
Clinical Pharmacology (12.3)]. While taking JUXTAPID, limit simvastatin dosage to 20 mg
daily (or 40 mg daily for patients who have previously tolerated simvastatin 80 mg daily for at
least one year without evidence of muscle toxicity). Refer to the simvastatin prescribing
information for additional dosing recommendations.

Interaction between lovastatin and lomitapide has not been studied. However, the metabolizing
enzymes and transporters responsible for the disposition of lovastatin and simvastatin are similar,
suggesting that JUXTAPID may increase the exposure of lovastatin; therefore, reducing the dose
of lovastatin should be considered when initiating JUXTAPID.

5.8 Risk of Supratherapeutic or Subtherapeutic Anticoagulation with Warfarin

JUXTAPID increases the plasma concentrations of warfarin. Increases in the dose of JUXTAPID
may lead to supratherapeutic anticoagulation, and decreases in the dose of JUXTAPID may lead
to subtherapeutic anticoagulation. Difficulty controlling INR contributed to early discontinuation
from the HoFH clinical trial for one of five patients taking concomitant warfarin. Patients taking
warfarin should undergo regular monitoring of the INR, especially after any changes in
JUXTAPID dosage. The dose of warfarin should be adjusted as clinically indicated [see Drug
Interactions (7.3)].

5.9 Risk of Malabsorption with Rare Hereditary Disorders of Galactose Intolerance

Patients with rare, hereditary problems of galactose intolerance, the Lapp lactase deficiency, or
glucose-galactose malabsorption should avoid JUXTAPID as this may result in diarrhea and
malabsorption.

6 ADVERSE REACTIONS

The following important adverse reactions have been observed and are discussed in detail in
other sections of the label:

e Risk of hepatotoxicity [see Warnings and Precautions (5.1)]



e Reduced absorption of fat-soluble vitamins, and serum fatty acids [see Warnings and
Precautions (5.4)]

e Gastrointestinal adverse reactions [see Warnings and Precautions (5.5)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

One single-arm, open-label, 78-week trial has been conducted in 29 patients with HoFH, 23 of
whom completed at least one year of treatment. The initial dosage of JUXTAPID was 5 mg
daily, with titration up to 60 mg daily during an 18-week period based on safety and tolerability.
In this trial, the mean age was 30.7 years (range, 18 to 55 years), 16 (55%) patients were men, 25
(86%) patients were Caucasian, 2 (7%) were Asian, 1 (3%) was African American, and 1 (3%)
was multi-racial [see Clinical Studies (14)].

Five (17%) of the 29 patients with HoFH that participated in the clinical trial discontinued
treatment due to an adverse reaction. The adverse reactions that contributed to treatment
discontinuations included diarrhea (2 patients; 7%) and abdominal pain, nausea, gastroenteritis,
weight loss, headache, and difficulty controlling INR on warfarin (1 patient each; 3%).

The most common adverse reactions were gastrointestinal, reported by 27 (93%) of 29 patients.
Adverse reactions reported by >8 (28%) patients in the HoFH clinical trial included diarrhea,
nausea, vomiting, dyspepsia, and abdominal pain. Other common adverse reactions, reported by
5 to 7 (17-24%) patients, included weight loss, abdominal discomfort, abdominal distension,
constipation, flatulence, increased ALT, chest pain, influenza, nasopharyngitis, and fatigue.

The adverse reactions reported in at least 10% of patients during the HoFH clinical trial are
presented in Table 3.



Table 3: Adverse Reactions Reported in >10% of Patients in the Clinical Trial in HoFH

ADVERSE REACTION N (%0)
Gastrointestinal Disorders
Diarrhea 23 (79)
Nausea 19 (65)
Dyspepsia 11 (38)
Vomiting 10 (34)
Abdominal pain 10 (34)
Abdominal discomfort 6 (21)
Abdominal distension 6 (21)
Constipation 6 (21)
Flatulence 6 (21)
Gastroesophageal reflux disease 3(10)
Defecation urgency 3(10)
Rectal tenesmus 3(10)
Infections
Influenza 6 (21)
Nasopharyngitis 5(17)
Gastroenteritis 4 (14)
Investigations
Decreased weight 7(24)
Increased ALT 5(17)
General Disorders
Chest pain 7(24)
Fatigue 5(17)
Fever 3(10)
Musculoskeletal Disorders
Back pain 4(14)
Nervous System Disorders
Headache 3(10)
Dizziness 3(10)
Respiratory Disorders
Pharyngolaryngeal pain 4(14)
Nasal congestion 3(10)
Cardiac Disorders
Angina pectoris 3(10)
Palpitations 3(10)




Adverse reactions of severe intensity were reported by 8 (28%) of 29 patients, with the most
common being diarrhea (4 patients, 14%), vomiting (3 patients, 10%), increased ALT or
hepatotoxicity (3 patients, 10%), and abdominal pain, distension, and/or discomfort (2 patients,
7%).

Transaminase Elevations

During the HoFH clinical trial, 10 (34%) of 29 patients had at least one elevation in ALT and/or
AST >3x ULN (see Table 4). No clinically meaningful elevations in total bilirubin or alkaline
phosphatase were observed. Transaminases typically fell within one to four weeks of reducing
the dose or withholding JUXTAPID.

Table 4: Patient Incidence of Transaminase Elevations During the HoFH Clinical Trial

N (%)
Total Patients 29
Maximum ALT
>3 to <5 x ULN 6 (21%)
>5to <10 x ULN 3 (10%)
>10 to <20 x ULN 1 (3%)
>20 x ULN 0
Maximum AST
>3 to <5 x ULN 5 (17%)
>5to <10 x ULN 1 (3%)
>10 to <20 x ULN 0
>20 x ULN 0

Upper limits of normal (ULN) ranged from 33-41 international units/L for ALT and 36-43
international units/L for AST.
Among the 19 patients who enrolled in an extension study following the HoFH clinical trial, one
discontinued because of increased transaminases that persisted despite several dose reductions,
and one temporarily discontinued because of markedly elevated transaminases (ALT 24x ULN,
AST 13x ULN) that had several possible causes, including a drug-drug interaction between
JUXTAPID and the strong CYP3A4 inhibitor clarithromycin [see Drug Interactions (7.1)].

Hepatic Steatosis

Hepatic fat was prospectively measured using magnetic resonance spectroscopy (MRS) in all
eligible patients during the HoFH clinical trial. After 26 weeks, the median absolute increase in



hepatic fat from baseline was 6%, and the mean absolute increase was 8% (range, 0% to 30%).
After 78 weeks, the median absolute increase in hepatic fat from baseline was 6%, and the mean
absolute increase was 7% (range, 0% to 18%). Among the 23 patients with evaluable data, on at
least one occasion during the trial, 18 (78%) exhibited an increase in hepatic fat >5% and 3
(13%) exhibited an increase >20%. Data from individuals who had repeat measurements after
stopping JUXTAPID show that hepatic fat accumulation is reversible, but whether histological
sequelae remain is unknown.

7 DRUG INTERACTIONS

7.1 Moderate and Strong CYP3A4 Inhibitors

A strong CYP3A4 inhibitor has been shown to increase lomitapide exposure approximately 27-
fold [see Clinical Pharmacology (12.3)]. Concomitant use of strong CYP3A4 inhibitors (such as
boceprevir, clarithromycin, conivaptan, indinavir, itraconazole, ketoconazole, lopinavir/ritonavir,
mibefradil, nefazodone, nelfinavir, posaconazole, ritonavir, saquinavir, telaprevir, telithromycin,
tipranavir/ritonavir, voriconazole) with lomitapide is contraindicated. Concomitant use of
moderate CYP3A4 inhibitors (such as amprenavir, aprepitant, atazanavir, ciprofloxacin,
crizotinib, darunavir/ritonavir, diltiazem, erythromycin, fluconazole, fosamprenavir, imatinib,
verapamil) has not been studied, but concomitant use with lomitapide is contraindicated since
lomitapide exposure will likely increase significantly in the presence of these inhibitors.

Patients must avoid grapefruit juice while taking JUXTAPID [see Contraindications (4),
Warnings and Precautions (5.6), and Clinical Pharmacology (12.3)].

7.2 Weak CYP3A4 Inhibitors

Weak CYP3AA4 inhibitors increase lomitapide exposure approximately 2-fold [see Clinical
Pharmacology (12.3)]. Lomitapide dosage should not exceed 30 mg daily when it is used
concomitantly with weak CYP3A4 inhibitors (such as alprazolam, amiodarone, amlodipine,
atorvastatin, bicalutamide, cilostazol, cimetidine, cyclosporine, fluoxetine, fluvoxamine, ginkgo,
goldenseal, isoniazid, lapatinib, nilotinib, oral contraceptives, pazopanib, ranitidine, ranolazine,
ticagrelor, zileuton) [see Dosage and Administration (2.3), Warnings and Precautions (5.6), and
Clinical Pharmacology (12.3)].

7.3 Warfarin

Lomitapide increases plasma concentrations of both R(+)-warfarin and S(-)-warfarin by
approximately 30% and increased the INR 22%. Patients taking warfarin should undergo regular



monitoring of INR, particularly after any changes in lomitapide dosage. The dose of warfarin
should be adjusted as clinically indicated [see Warnings and Precautions (5.8)].

7.4 Simvastatin and Lovastatin

The risk of myopathy, including rhabdomyolysis, with simvastatin and lovastatin monotherapy is
dose related. Lomitapide approximately doubles the exposure of simvastatin; therefore, the
recommended dose of simvastatin should be reduced by 50% when initiating JUXTAPID [see
Clinical Pharmacology (12.3)]. While taking JUXTAPID, limit simvastatin dosage to 20 mg
daily (or 40 mg daily for patients who have previously tolerated simvastatin 80 mg daily for at
least one year without evidence of muscle toxicity). Refer to the simvastatin prescribing
information for simvastatin dosing recommendations.

Interaction between lovastatin and lomitapide has not been studied. However, the metabolizing
enzymes and transporters responsible for the disposition of lovastatin and simvastatin are similar,
suggesting that JUXTAPID may increase the exposure of lovastatin; therefore, reducing the dose
of lovastatin should be considered when initiating JUXTAPID.

7.5 P-glycoprotein Substrates

Lomitapide is an inhibitor of P-glycoprotein (P-gp). Coadministration of lomitapide with P-gp
substrates (such as aliskiren, ambrisentan, colchicine, dabigatran etexilate, digoxin, everolimus,
fexofenadine, imatinib, lapatinib, maraviroc, nilotinib, posaconazole, ranolazine, saxagliptin,
sirolimus, sitagliptin, talinolol, tolvaptan, topotecan) may increase the absorption of P-gp
substrates. Dose reduction of the P-gp substrate should be considered when used concomitantly
with lomitapide.

7.6 Bile Acid Sequestrants

JUXTAPID has not been tested for interaction with bile acid sequestrants. Administration of
JUXTAPID and bile acid sequestrants should be separated by at least 4 hours since bile acid
sequestrants can interfere with the absorption of oral medications.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category X [see Contraindications (4)].



Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
JUXTAPID during pregnancy. For additional information visit www.JUXTAPID.com or call
the Global Lomitapide Pregnancy Exposure Registry (PER) at 1-877-902-4099. Healthcare
professionals are encouraged to call the PER at 1-877-902-4099 to enroll patients who become
pregnant during JUXTAPID treatment.

Risk Summary

JUXTAPID is contraindicated during pregnancy because JUXTAPID may cause fetal harm
when administered to a pregnant woman. Lomitapide was teratogenic in rats and ferrets at
exposures estimated to be less than human therapeutic exposure at 60 mg (AUC = 67 ng*h/mL)
when administered during organogenesis. There was no evidence of teratogenicity in rabbits at 3
times the maximum recommended human dose (MRHD) of 60 mg based on body surface area.
Embryo-fetal lethality was observed in rabbits at 6-times the MRHD. If this drug is used during
pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be
apprised of the potential hazard to a fetus.

Animal Data

Oral gavage doses of 0.04, 0.4, or 4 mg/kg/day lomitapide given to pregnant rats from gestation
day 6 through organogenesis were associated with fetal malformations at >2-times human
exposure at the MRHD (60 mg) based on plasma AUC comparisons. Fetal malformations
included umbilical hernia, gastroschisis, imperforate anus, alterations in heart shape and size,
limb malrotations, skeletal malformations of the tail, and delayed ossification of cranial,
vertebral and pelvic bones.

Oral gavage doses of 1.6, 4, 10, or 25 mg/kg/day lomitapide given to pregnant ferrets from
gestation day 12 through organogenesis were associated with both maternal toxicity and fetal
malformations at exposures that ranged from less than the human exposure at the MRHD to 5-
times the human exposure at the MRHD. Fetal malformations included umbilical hernia,
medially rotated or short limbs, absent or fused digits on paws, cleft palate, open eye lids, low-
set ears, and kinked tail.

Oral gavage doses of 0.1, 1, or 10 mg/kg/day lomitapide given to pregnant rabbits from gestation
day 6 through organogenesis were not associated with adverse effects at systemic exposures up
to 3-times the MRHD of 60 mg based on body surface area comparison. Treatment at doses of
>20 mg/kg/day, >6-times the MRHD, resulted in embryo-fetal lethality.



Pregnant female rats given oral gavage doses of 0.1, 0.3, or 1 mg/kg/day lomitapide from
gestation day 7 through termination of nursing on lactation day 20 were associated with
malformations at systemic exposures equivalent to human exposure at the MRHD of 60 mg
based on AUC. Increased pup mortality occurred at 4-times the MRHD.

8.3 Nursing Mothers

It is not known whether lomitapide is excreted in human milk. Because many drugs are excreted
in human milk and because of the potential for tumorigenicity shown for lomitapide in a 2-year

mouse study, a decision should be made whether to discontinue nursing or discontinue the drug,
taking into account the importance of the drug to the mother.

8.4 Pediatric Use

Safety and effectiveness have not been established in pediatric patients.

8.5 Geriatric Use

Clinical studies of JUXTAPID did not include sufficient numbers of patients aged 65 years and
over to determine whether they respond differently from younger patients. Other reported
clinical experience has not identified differences in responses between the elderly and younger
patients. In general, dosing for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy.

8.6 Females of Reproductive Potential

JUXTAPID may cause fetal harm [see Use in Specific Populations (8.1)]. Females who become
pregnant during JUXTAPID therapy should stop JUXTAPID immediately and notify their
healthcare provider.

Pregnancy testing

Females of reproductive potential should have a negative pregnancy test before starting
JUXTAPID.

Contraception

Females of reproductive potential should use effective contraception during JUXTAPID therapy.
The recommended maximum dosage of JUXTAPID is 30 mg daily with concomitant use of oral
contraceptives, since oral contraceptives are weak CYP3A4 inhibitors [see Drug Interactions



(7.2)]. Hormone absorption from oral contraceptives may be incomplete if vomiting or diarrhea
occurs while taking JUXTAPID, warranting the use of additional contraceptive methods [see
Warnings and Precautions (5.5)].

8.7 Renal Impairment

Patients with end-stage renal disease receiving dialysis should not exceed 40 mg daily since
lomitapide exposure in these patients increased approximately 50% compared with healthy
volunteers. Effects of mild, moderate, and severe renal impairment, including those with end-
stage renal disease not yet receiving dialysis, on lomitapide exposure have not been studied.
However, it is possible that patients with renal impairment who are not yet receiving dialysis
may experience increases in lomitapide exposure exceeding 50% [see Clinical Pharmacology
(12.3)].

8.8 Hepatic Impairment

Patients with mild hepatic impairment (Child-Pugh A) should not exceed 40 mg daily since the
lomitapide exposure in these patients increased approximately 50% compared with healthy
volunteers. JUXTAPID is contraindicated in patients with moderate (Child-Pugh B) or severe
(Child-Pugh C) hepatic impairment since the lomitapide exposure in patients with moderate
hepatic impairment increased 164% compared with healthy volunteers [see Contraindications
(4) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no specific treatment in the event of overdose of JUXTAPID. In the event of overdose,
the patient should be treated symptomatically and supportive measures instituted as required.
Liver-related tests should be monitored. Hemodialysis is unlikely to be beneficial given that
lomitapide is highly protein bound.

11 DESCRIPTION

JUXTAPID capsules contain lomitapide mesylate, a synthetic lipid-lowering agent for oral
administration.

The chemical name of lomitapide mesylate is N-(2,2,2-trifluoroethyl)-9-[4-[4-[[[4"-
(trifluoromethyl)[1,1'-biphenyl]-2-yl]carbonyl]Jamino]-1-piperidinyl]butyl]-9H-fluorene-9-
carboxamide, methanesulfonate salt. Its structural formula is:
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The empirical formula for lomitapide mesylate 1s C390H37FsN3O, ® CH403S and its molecular
weight 1s 789.8.

Lomitapide mesylate is a white to off-white powder that is slightly soluble in aqueous solutions
of pH 2 to 5. Lomitapide mesylate is freely soluble in acetone, ethanol, and methanol; soluble in
2-butanol, methylene chloride, and acetonitrile; sparingly soluble in 1-octanol and 2-propanol;

slightly soluble in ethyl acetate; and insoluble in heptane.

Each JUXTAPID capsule contains lomitapide mesylate equivalent to 5, 10, or 20 mg lomitapide
free base and the following inactive ingredients: pregelatinized starch, sodium starch glycolate,
microcrystalline cellulose, lactose monohydrate, silicon dioxide and magnesium stearate. The
capsule shells contain gelatin and titanium dioxide. In addition, the orange capsule shells contain

red iron oxide. The imprinting ink contains shellac, black iron oxide, and propylene glycol.
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
JUXTAPID directly binds and inhibits microsomal triglyceride transfer protein (MTP), which

resides in the lumen of the endoplasmic reticulum, thereby preventing the assembly of apo B-
containing lipoproteins in enterocytes and hepatocytes. This inhibits the synthesis of
chylomicrons and VLDL. The inhibition of the synthesis of VLDL leads to reduced levels of
plasma LDL-C.

12.2 Pharmacodynamics

Effects on QT Interval

At a concentration 23 times the Cmax of the maximum recommended dose, lomitapide does not

prolong QTc to any clinically relevant extent.



12.3 Pharmacokinetics

Absorption

Upon oral administration of a single 60-mg dose of JUXTAPID, the lomitapide tmax IS around 6
hours in healthy volunteers. The absolute bioavailability of lomitapide is approximately 7%.
Lomitapide pharmacokinetics is approximately dose-proportional for oral single doses from 10-
100 mg.

Distribution

The mean lomitapide volume of distribution at steady state is 985-1292 liters. Lomitapide is
99.8% plasma-protein bound.

Metabolism

Lomitapide is metabolized extensively by the liver. The metabolic pathways include oxidation,
oxidative N-dealkylation, glucuronide conjugation, and piperidine ring opening. Cytochrome
P450 (CYP) 3A4 metabolizes lomitapide to its major metabolites, M1 and M3, as detected in
plasma. The oxidative N-dealkylation pathway breaks the lomitapide molecule into M1 and M3.
M1 is the moiety that retains the piperidine ring, whereas M3 retains the rest of the lomitapide
molecule in vitro. CYPs 1A2, 2B6, 2C8, and 2C19 may metabolize lomitapide to a small extent
to M1. M1 and M3 do not inhibit activity of microsomal triglyceride transfer protein in vitro.

Excretion

In a mass-balance study, a mean of 59.5% and 33.4% of the dose was excreted in the urine and
feces, respectively. In another mass-balance study, a mean of 52.9% and 35.1% of the dose was
excreted in the urine and feces, respectively. Lomitapide was not detectable in urine samples. M1
is the major urinary metabolite. Lomitapide is the major component in the feces. The mean
lomitapide terminal half-life is 39.7 hours.

Specific Populations
Hepatic Impairment

A single-dose, open-label study was conducted to evaluate the pharmacokinetics of 60 mg
lomitapide in healthy volunteers with normal hepatic function compared with patients with mild
(Child-Pugh A) and moderate (Child-Pugh B) hepatic impairment. In patients with moderate
hepatic impairment, lomitapide AUC and Cmax Were 164% and 361% higher, respectively,



compared with healthy volunteers. In patients with mild hepatic impairment, lomitapide AUC
and Cmax Were 47% and 4% higher, respectively, compared with healthy volunteers. Lomitapide
has not been studied in patients with severe hepatic impairment (Child-Pugh score 10-15) [see
Dosage and Administration (2.6), Contraindications (4), Warnings and Precautions (5.1), and
Use in Specific Populations (8.8)].

Renal Impairment

A single-dose, open-label study was conducted to evaluate the pharmacokinetics of 60 mg
lomitapide in patients with end-stage renal disease receiving hemodialysis compared with
healthy volunteers with normal renal function. Healthy volunteers had estimated creatinine
clearance >80 mL/min by the Cockcroft-Gault equation. Compared with healthy volunteers,
lomitapide AUCo.inf and Cmax Were 40% and 50% higher, respectively, in patients with end-stage
renal disease receiving hemodialysis. Effects of mild, moderate, and severe renal impairment as
well as end-stage renal disease not yet on dialysis on lomitapide exposure have not been studied
[see Dosage and Administration (2.5) and Use in Specific Populations (8.7)].

Drug Interactions

[see Dosage and Administration (2.3), Contraindications (4), Warnings and Precautions (5.6),
(5.7), (5.8), and Drug Interactions (7)].

In vitro Assessment of Drug Interactions

Lomitapide does not induce CYPs 1A2, 3A4, or 2B6. Lomitapide inhibits CYP3A4. Lomitapide
does not inhibit CYPs 1A2, 2B6, 2C9, 2C19, 2D6, or 2E1. M1 and M3 do not induce CYPs 1A2,
3A4, or 2B6. M1 and M3 do not inhibit CYPs 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, or
3A4. Lomitapide is not a P-gp substrate. Lomitapide inhibits P-gp but does not inhibit breast
cancer resistance protein (BCRP).

Effects of other Drugs on Lomitapide

Table 5 summarizes the effect of coadministered drugs on lomitapide AUC and Cax.



Table 5: Effect of Coadministered Drugs on Lomitapide Systemic Exposure

RATIO OF LOMITAPIDE EXPOSURE

COADMINISTERED DosING OF DOSING OF C WITH/WITHOUS
OADMINISTERED DRUG
DRUG COADMINISTERED LOMITAPIDE No EFFECT = 1
DRUG

AUC Crmax
Contraindicated with lomitapide [see Contraindications (4) and Warnings and Precautions (5.6)]
Ketoconazole 200 mg BID for 9 days | 60 mg QD 127 115
BID = twice daily; QD = once daily
1 = increase

CYP3AA4 Inhibitors

Lomitapide exposure increased 27-fold in the presence of ketoconazole, a strong CYP3A4
inhibitor. Thus, concomitant use of strong CYP3A4 inhibitors and lomitapide is contraindicated.
The effect of moderate CYP3A4 inhibitors on lomitapide exposure has not been studied.
However, moderate CYP3A4 inhibitors will likely increase lomitapide exposure significantly
based on the results of concomitant use of strong and weak CYP3A4 inhibitors [see Drug
Interactions (7.1) and (7.2)]. Thus, concomitant use of moderate CYP3A4 inhibitors and
lomitapide is contraindicated.

Interaction between weak CYP3A4 inhibitors and lomitapide has not been studied. Based on
cross-studies comparisons, the lomitapide exposure approximately doubles in the presence of
oral contraceptives, which are weak CYP3A4 inhibitors. Do not exceed 30 mg daily of
JUXTAPID when used concomitantly with weak CYP3A4 inhibitors. [See Dosage and
Administration (2.3) and Drug Interactions (7.2)].




Effect of Lomitapide on other Drugs
Table 6 summarizes the effects of lomitapide on the AUC and Cmax of coadministered drugs.

Table 6: Effect of Lomitapide on the Systemic Exposure of Coadministered Drugs

CHANGE OF COADMINISTERED DRUG

DOSING OF OSING OF EXPOSURE WITH / WITHOUT
COADMINISTERED DRUG | COADMINISTERED LOMITAPIDE
LOMITAPIDE
DRUG
AUC Crnax

Dosage adjustment necessary when coadministered with lomitapide

Simvastatin? 40 mg single dose 60 mg QD x 7 days Simvastatin 1799% | T 102%
Simvastatinacid | 771% | T 57%

20 mg single dose 10 mg QD x 7 days Simvastatin 162% | 165%
Simvastatin acid | 1 3904 | 1 35%
Warfarin® 10 mg single dose 60 mg QD x 12 days | R(+) warfarin 128% | T14%
S(-) warfarin 130% | T15%
INR 7% | 1T 22%
No dosing adjustments required for the following:
Atorvastatin 20 mg single dose 60 mg QD x 7 days Atorvastatin acid | 7 52% | T63%
20 mg single dose 10 mg QD x 7 days Atorvastatin acid | 1 11% | T19%
Rosuvastatin 20 mg single dose 60 mg QD x 7 days Rosuvastatin 132% | T4%
20 mg single dose 10 mg QD x 7 days Rosuvastatin 12% | 1T6%

Fenofibrate, micronized | 145 mg single dose | 10 mg QD x 7 days Fenofibric acid 4 10% | 429%

Ezetimibe 10 mg single dose 10 mg QD x 7 days Total T6% | T3%
ezetimibe

Extended release niacin | 1000 mg single dose | 10 mg QD x 7 days Nicotinic acid T10% | T11%
Nicotinuricacid | | 21% | 4 15%

Ethinyl estradiol 0.035 mg QD x 28 50 mg QD x 8 days Ethinyl estradiol | { 8% | | 8%
days

Norgestimate 0.25 mg QD x 28 50 mg QD x 8 days 17-Deacetyl T6% | T2%
days norgestimate

& Limit simvastatin dosage to 20 mg daily (or 40 mg daily for patients who have previously tolerated simvastatin 80 mg daily for
at least one year without evidence of muscle toxicity). Refer to the simvastatin prescribing information for additional dosing
recommendations.

b Patients taking warfarin should undergo regular monitoring of the INR, especially after any changes in lomitapide dosage.

QD = once daily; INR = international normalized ratio; T = increase; ¥ = decrease




13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 2-year dietary carcinogenicity study in mice, lomitapide was administered at doses of 0.3,
1.5, 7.5, 15, or 45 mg/kg/day. There were statistically significant increases in the incidences of
liver adenomas and carcinomas in males at doses >1.5 mg/kg/day (>2-times the MRHD at 60 mg
based on AUC) and in females at >7.5 mg/kg/day (>10-times the human exposure at 60 mg
based on AUC). Incidences of small intestinal carcinomas in males and combined adenomas and
carcinomas in females were significantly increased at doses >15 mg/kg/day (>23-times the
human exposure at 60 mg based on AUC).

In a 2-year carcinogenicity study in rats, lomitapide was administered by oral gavage for up to 99
weeks at doses of 0.25, 1.7, or 7.5 mg/kg/day in males and 0.03, 0.35, or 2.0 mg/kg/day in
females. While the design of the study was suboptimal, there were no statistically significant
drug-related increases in tumor incidences at exposures up to 6-times (males) and 8-times
(females) higher than human exposure at the MRHD based on AUC.

Lomitapide did not exhibit genotoxic potential in a battery of studies, including the in vitro
Bacterial Reverse Mutation (Ames) assay, an in vitro cytogenetics assay using primary human
lymphocytes, and an oral micronucleus study in rats.

Lomitapide had no effect on fertility in rats at doses up to 5 mg/kg/day at systemic exposures
estimated to be 4-times (females) and 5-times (males) higher than in humans at 60 mg based on
AUC.



14 CLINICAL STUDIES

The safety and effectiveness of JUXTAPID as an adjunct to a low-fat diet and other lipid-
lowering treatments, including LDL apheresis where available, were evaluated in a
multinational, single-arm, open-label, 78-week trial involving 29 adults with HoFH. A diagnosis
of HoFH was defined by the presence of at least one of the following clinical criteria: (1)
documented functional mutation(s) in both LDL receptor alleles or alleles known to affect LDL
receptor functionality, or (2) skin fibroblast LDL receptor activity <20% normal, or (3) untreated
TC >500 mg/dL and TG <300 mg/dL and both parents with documented untreated TC >250
mg/dL.

Among the 29 patients enrolled, the mean age was 30.7 years (range, 18 to 55 years), 16 (55%)
were men, and the majority (86%) were Caucasian. The mean body mass index (BMI) was

25.8 kg/m?, with four patients meeting BMI criteria for obesity; one patient had type 2 diabetes.
Concomitant lipid-lowering treatments at baseline included one or more of the following: statins
(93%), ezetimibe (76%), nicotinic acid (10%), bile acid sequestrant (3%), and fibrate (3%); 18
(62%) were receiving apheresis.

After a six-week run-in period to stabilize lipid-lowering treatments, including the establishment
of an LDL apheresis schedule if applicable, JUXTAPID was initiated at 5 mg daily and titrated
to daily doses of 10 mg, 20 mg, 40 mg, and 60 mg at weeks 2, 6, 10, and 14, respectively, based
on tolerability and acceptable levels of transaminases. Patients were instructed to maintain a low-
fat diet (<20% calories from fat) and to take dietary supplements that provided approximately
400 international units vitamin E, 210 mg alpha-linolenic acid (ALA), 200 mg linoleic acid,

110 mg eicosapentaenoic acid (EPA), and 80 mg docosahexaenoic acid (DHA) per day. After
efficacy was assessed at Week 26, patients remained on JUXTAPID for an additional 52 weeks
to assess long-term safety. During this safety phase, the dose of JUXTAPID was not increased
above each patient’s maximum tolerated dose established during the efficacy phase, but changes
to concomitant lipid-lowering treatments were allowed.

Twenty-three (79%) patients completed the efficacy endpoint at Week 26, all of whom went on
to complete 78 weeks of treatment. Adverse events contributed to premature discontinuation for
five patients [see Adverse Reactions (6.1)]. The maximum tolerated doses during the efficacy
period were 5 mg (10%), 10 mg (7%), 20 mg (21%), 40 mg (24%), and 60 mg (34%).

The primary efficacy endpoint was percent change in LDL-C from baseline to Week 26. At
Week 26, the mean and median percent changes in LDL-C from baseline were -40% (paired t-
test p<0.001) and -50%, respectively, based on the intent-to-treat population with last



observation carried forward (LOCF) for patients who discontinued prematurely. The mean
percent change in LDL-C from baseline through Week 26 is shown in Figure 1 for the 23
patients who completed the efficacy period.

Figure 1: Mean Percent Change in LDL-C from Baseline (Week 26 Completers)
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Changes in lipids and lipoproteins through the efficacy endpoint at Week 26 are presented in

Table 7.
Table 7:  Absolute Values and Percent Changes from Baseline in Lipids and Lipoproteins
BASELINE WEEK 26/LOCF (N=29)
PARAMETER Mean %
Mean (SD) Mean (SD) Change
LDL-C, direct (mg/dL) 336 (114) 190 (104) -40 *
TC (mg/dL) 430 (135) 258 (118) -36 *
apo B (mg/dL) 259 (80) 148 (74) -39 *
Non-HDL-C (mg/dL) 386 (132) 217 (113) -40
VLDL-C (mg/dL) 21 (10) 13 (9) -29
TG (mg/dL)? 92[72,128] | 5736, 78] -45 *
HDL-C (mg/dL) 44 (11) 41 (13) -7

2 Median values with interquartile range and median % change presented for TG.
* Statistically significant compared with baseline based on the pre-specified gatekeeping method for
controlling Type | error among the primary and key secondary endpoints.

After Week 26, during the safety phase of the study, adjustments to concomitant lipid-lowering
treatments were allowed. For the study population overall, average reductions in LDL-C, TC,
apo B, and non-HDL-C were sustained during chronic therapy.

16 HOW SUPPLIED / STORAGE AND HANDLING

5 mg capsules:
Orange/orange hard gelatin capsule printed with black ink “*A733” and “5 mg”
Bottles of 28 NDC 76431-105-01

10 mg capsules:
Orange/white hard gelatin capsule printed with black ink “A733” and “10 mg”
Bottles of 28 NDC 76431-110-01

20 mg capsules:
White/white hard gelatin capsule printed with black ink “A733” and “20 mg”
Bottles of 28 NDC 76431-120-01

Storage: Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and 30°C
(between 59°F and 86°F). Brief exposure to temperatures up to 40°C (104°F) may be tolerated
provided the mean kinetic temperature does not exceed 25°C (77°F); however, such exposure
should be minimized. Keep container tightly closed and protect from moisture.



17 PATIENT COUNSELING INFORMATION
See FDA-approved labeling (Medication Guide)

Patients should be informed that a registry for patients taking JUXTAPID has been established in
order to monitor and evaluate the long-term effects of JUXTAPID. Patients are encouraged to
participate in the registry and should be informed that their participation is voluntary. For
information regarding the registry program visit www.JUXTAPID.com or call 1-877-902-4099.

Advise patients of the following:

Risk of Hepatotoxicity [see Warnings and Precautions (5.1)]

e JUXTAPID can cause both elevations in transaminases and hepatic steatosis. Discuss with
the patient the importance of monitoring of liver-related tests before taking JUXTAPID, prior
to each dose escalation, and periodically thereafter.

« Patients should be advised of the potential for increased risk of liver injury if alcohol is
consumed while taking JUXTAPID. It is recommended that patients taking JUXTAPID limit
consumption to not more than one alcoholic drink per day.

e JUXTAPID is commonly associated with nausea, vomiting, and abdominal pain. Advise
patients to promptly report these symptoms if they increase in severity, persist, or change in
the character, as they might reflect liver injury. Patients should also report any other
symptoms of possible liver injury, including fever, jaundice, lethargy, or flu-like symptoms.

JUXTAPID REMS Program [see Warnings and Precautions (5.2)]

o JUXTAPID is only available through a restricted program called JUXTAPID REMS
Program and therefore, JUXTAPID is only available from certified pharmacies that are
enrolled in the program.

Females of Reproductive Potential [see Warnings and Precautions (5.3)]

e JUXTAPID is contraindicated in pregnancy.

o Advise females of reproductive potential that they should have a negative pregnancy test
before starting JUXTAPID and that they should use effective contraception while taking
JUXTAPID. If oral contraceptives are initiated while taking JUXTAPID, the dose of
JUXTAPID may require adjustment. Hormone absorption from oral contraceptives may be
incomplete if vomiting or diarrhea occurs while taking JUXTAPID, warranting the use of
additional contraceptive methods.

e Nursing Mothers: A decision should be made whether to discontinue nursing or discontinue
JUXTAPID.

Dietary Supplements [see Warnings and Precautions (5.4)]

« Discuss with the patient the importance of taking daily supplements that contain 400
international units vitamin E and at least 200 mg linoleic acid, 210 mg alpha-linolenic acid
(ALA), 110 mg eicosapentaenoic acid (EPA), and 80 mg docosahexaenoic acid (DHA).



Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.5)]

Inform the patient that gastrointestinal adverse reactions are common with JUXTAPID.
These include, but are not limited to, diarrhea, nausea/vomiting, abdominal pain/discomfort,
flatulence, and constipation. Strict adherence to a low-fat diet (<20% of total calories from
fat) may reduce these reactions.

Tell the patient that taking JUXTAPID with food may adversely impact gastrointestinal
tolerability; therefore, they should take JUXTAPID at least 2 hours after the evening meal,
swallowing each capsule whole.

Absorption of oral medications may be affected in patients who develop diarrhea or
vomiting. For example, hormone absorption from oral contraceptives may be incomplete,
warranting the use of additional contraceptive methods. Patients who develop these
symptoms should seek advice from their healthcare provider.

Drug Interactions [see Warnings and Precautions (5.6) and Drug Interactions (7)]

Tell the patient to omit grapefruit juice from his/her diet while on JUXTAPID.

Because multiple drug-drug interactions have been described with JUXTAPID, advise the
patient to tell their healthcare provider(s) about all medications, nutritional supplements, and
vitamins that they are taking or may be taking while taking JUXTAPID.

Missed Doses

If a dose of JUXTAPID is missed, the normal dose should be taken at the usual time the next
day. If dosing is interrupted for more than a week, tell the patient to contact their healthcare
provider before restarting treatment.
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THRENIFOEBIR T RITMHER STV RV, HoFH ERPREBRTT . HTFAENE A kT =R
OHRAEIL, 50 26 %L O 78 HH#% TN Th o7, T b OHMNERIT, 55
WERID 1% 5 OEEINTH Y | B AXY huxav—CllESn [BIEH 6.1) =
HE] o BRRT — 26 IR &1L JUXTAPID # 5.0 IE 4 ICRIEFRETH 5 Z & AR
BENTWD, LML, FRCEMICDZ 2R 5% TIE, MBFENGRBIENERGT T 50 E
D INEIARTH 5, HOFH IR FR Tl TRBR E R FHEE O AL I S 72 o 7,

TV a— VIR A B S8 IFEE 2 FE TEL S5 B8E 113 H 5, JUXTAPID
BERZFITLAICIMEBZAT La— LB A BR L7202 E R X5,

FFREE % R ATREME S % = L S BN TV BRI (L Y LT ) A v T IAFa s,
FE T 7y [4gHEBLAEETIAMELE] . AR FLEF—F, 7k



T A7V BEXFTT oY) & JUXTAPID & 204 285813, BEENNLET
b b, FELIANDONTENEZ RTHA] L JUXTAPID & O RIET 2 IMEIA ST
2V, X0 EHEERITEERENVLETCHL EEZIBND,

RERERG & N S & 2 Al RetE 3 & 5 LDL AKX F# & JUXTAPID & O FFARIZ W CiEatli =
TR, LRSS T, 29 W =385 & o IFHESRE S i,

5.2 JUXTAPID REMS Program

JUXTAPID (2B 2 IFiED U A7 035 B 7=, JUXTAPID (%, REMS (2SR
T 7T LEBUTCAFET D, JUXTAPID REMS ICH-S& | 38 & 7= R BE A RS
M NI R721F 2 JUXTAPID #L5 - i+ 56 2 &N T 5, ﬁm%ﬁ
www.JUXTAPIDREMSProgram.com 3|3 & qE (1-85-JUXTAPID [1-855-898-2743] ) |
AFTE D,

53 ff - fglRm

Ty MROT = by N OWERTTEMEFT RUZHERL L T, JUXTAPID [ 3iEmIC &5 L7256
TR ELE RIEFTBENDR DD [FFHREZTEH~DRS B.1) M) HRT 25 A6
MO H 54 MElL, JUXTAPID ¢ 5-BREART IR O R BBk TH Y . F 53R
mﬁﬁﬂ%%ﬁmfé[#ﬁ&%ﬁ%EAwﬁé&m)%%Yoﬁmﬁﬂﬁ%ﬁmfé

A%, JUXTAPID @ 1 Hig KSR BT 30mg TH D [ - HE 2.3) K OEYH
E%ﬁ(ﬁ)ﬁ%YO

54 JREMEEZ I RUMLE PRI OBRIET

/M TTO JUXTAPID OERBEF 2 BB 3 5 & . JUXTAPID [ I3 ORI & i) <
W5 AR B 5, HOFH BRIRAABR Tl 4 I U E. U/ — Vg oV / L B (ALA) |
TA ahp R (EPA) . Rath~xH = @ (DHA) ORFBRMBRMNZ B
527, KiBrh, ©4 I E. ALA, UV / —/Lfig, EPA. DHA., 7 7% RO Ik
HREE O WU E L T B BB AR R B 26 I F T L7223, S IREPH O TIR% ER A E
e Lo, 20X ) BRI X 5 A ERERFEEL, 78 HICH 725 JUXTAPID #
o By 5heinoiz, JUXTAPID %5 #4131 HIZ, 400 lUDOE X 2 E, 200 mg
PLEDY 2 —/LEE, 210mg D ALA, 110mg @ EPA, 80mg @ DHA % & te e s 4l Bh & b
BEIT D [ HE 1) 2] WNARBREZRZ LT < T D8R E T2
PR B O BE TIL, JUXTAPID D512 L » T EIRBEDORZ Y A7 BNE £ D Al REME
Wb,



55 BHEOERIER

HoFH FERREREE 204D 55 274 (93%) (2. BHORWEA N®RE Sz, BED
79%C T, 65% CHEl, 38% CHHALARE. 34% CHEM:23ZE0 Hiviz, BE D 20%LL T
WE SN ZOMORIERIZNER., AP, EEEGG, 5, ek Thorz [
AIEH 6) =5

HIEEN®EOFBORIEMIL, HoFH BB DBE 294 D5 H 64 (21%) THE
S, EHEECROONEWERIZ TR 44 : 14%) | Wark (34 : 10%) . I8, I
i, FRE 24 :7%) Thoto, 44 (14%) Tix, BHORIEMAIL HoFH ERRRER
ORIAF DR & 72572,

TR 2 38 E T 5 B Tlk. JUXTAPID 258 03D 22 2 KIFTRBZ N
HD,

HROEEERELZDOY A7 2D ST 57-DI2, %% IINEE 02 5 D RV F — 8 20% A
ThHIRIENE%ZESF L, JUXTAPID I3tk 4 (28 &ET 5[4 - HE 21) kX 2.2
) BT,

5.6 CYP3A4FHEAIE OHA

CYP3A4 [HEAIE lomitapide DU#FE &4 HEIN S, 5877 70 BHE A CIRIREE &1380 27 (51
4%, FRE~58T) 72 CYP3A4 BLEHI & JUXTAPID & ORISR CTH D [ L
TEH] (1.1) 2] . JUXTAPID EgRFER |, HoFH B3 144 1%, 57172 CYP3A4 [HEHA
Thodr7 7V 2Aa~A T o BERBHZEERALUNIIC, FF A7 IF—EREFE L EH
(ALT /L ULN @ 24 f5, ASTIZ ULN @ 13£%) L7z, HHREE~587172 CYP3A4 fHEHI &
DOOFRE G BT 72 0EETE, TREIEESHIC JUXTAPID O# 52 F 179 %,

JUXTAPID #2573, L —7 70—V a—RFER LWV &,

55 CYP3A4 [HEANZ lomitapide DIREE E 24 2 (5N S5, LieRn->T, 7 b
ABF v R O LB 3 70 K 0§50y CYP3A4L BHEH & 04 558 1%. JUXTAPID @ 1
HEIX30mg 2B 2\ 2 & [ HE 23) ROFEDHATER (1.2) =H]

57 Y UNRREZF T lovastatin & OBEHIC L AEEBRY 2

RERUG RMIERE 72 K ORRREBD Y 2 7 1%, 3 /3 2 Z F o X lovastatin O BLF TG Tl
BIKFEHTH 5, lomitapide 123 N2 ZF L DRBELK 2 (F12T5, LER-T,

JUXTAPID #%5-% B4t 9 BT, S o NAXF U & B0%ET D2 E N LEE LW [Hk
FEAE (123) 2] . JUXTAPID &5k, o2 ZF o0 1 BHiEs 20mg UL, i



E1HFEUEFHHEEOZET AN/ 1 H 80 mg v NAXF U HCHRENRD &
NDEHETIT, 1 HE40mg) OFPEANIZIND 5 Z &, HBEHEIZOWTOFEMIT, v
NABF ORI CEESZRT L2 L,

lovastatin & lomitapide & OFEAAEHITEER S LTV 72y, —J5, lovastatin 3T /3 &
2 F o DERNEREIZE G T 2R L NN T AR —ZITHL L TWD, T,
JUXTAPID | lovastatin OUgFE &2 NS5 A[EENRH D T L 2R LTV 5, LR
=T, JUXTAPID #5- % B 4A9 D BRI, lovastatin (DI 2 MiEtd 5,

58 UNTZ7 7YX AIBEENU EIIIEERBUTOFERY X7

JUXTAPID IV V7 7 U OMBEFIRE L EH S5, JUXTAPID O &EIZ & - TIHE
=L EOPEEE A2 Xk 2 JRMEEMES H U . JUXTAPID OJfEIZ L » TXIREZELL T O
PurktE 25| ik 2 3 RREMED B D, HoFH ERIKEREBRCTIX, "7 7 U U O G EE 5
DL 145, INRD=ay b —VNENFRK TR 2 RSP Lz, yvrr U~
FeE-HBE T, FFIZ JUXTAPID HEDOZE#% 1L, INR ZEHMIcmET S, Virr 7z U v
MEIX, BREIZIS CCIET 5 [yt aEH (1.3) 24 .

59 ENREBEEHERTHINT IV h—ARMEIZE ) BRIRARY 27

T 7 B —ARME, Lapp 77 # —BRZIE, ZVa—R « HT7 7 h—ARIARBIED
FNREEHIREB A AT 5 BE L. JUXTAPID 28 PRI XIIRIN AR 2 6 72 5T BF 00
b5, JUXTAPID #5288 5.

6 EIfEA

LIT OBEZEZBWEANERD S TWD 2, L, AN ICEO X OfMOEE THET S
nTnd,

o MDDV R [BZRMEN LOEE 6.1) ZH]
o JERMEE X I R OMTE TGN OWIIRT [BELR M/ LOEE 6.4) 2]
o HORWEM [BELR DN LO/EE (5) Z/H]

6.1 KEPRRABRERAE

WA RER 1T 2 72 St CIREPHIC FE i S D 728, 3 D FHANT OV T DK RER TR
S5 EIER OFRBRIL MOIKRN O IR RER ORHLR L EHELET 5 2 LN TE R,
T, FERISGROLNDFIREL K L72WATEME D H 5,



HoFH &3 29 4 A kt5e L L7 78 MO HEIEERARMNEHM =N TR, D5 5D
2340 VAELL BICO T 65255 T Lic, Zatt/ BEMIZHSW T, JUXTAPID @ 1
HAEHEEZ 5 mg & L, 18 EDHIFFIZ 1 H &% K 60 mg £ THilg L7z, ARBRD
BFEIT, YRR 30.7 B (FiPH - 18~55 /%) T, 16 4 (55%) B TH -7, 25
4 (86%) IFHA, 24 (T%) 1ZT7 T A 14 B%) X7 7V BRTAVIAN, L4
(B%) I ZZFDMMDRETH T [k A4) /]

AREGRBRIZSIN L7 HOFH B35 2940 5 B 54, (17%) 1%, BWERA RN T 5%
L7, BEFIEOFEKE 2o -RBIERIZ. TH 2 4 :7%) . 185, Ei. 5K,
KEWRD ., B8R, YL 77 U v BETOINRZY he— L W#E (& 14 :3%) 8 Th

>7,

RBREICRD BT BIER I ORI TH Y | 20405 5 274 (93%) THE Sh
fo. HOFH BEHRBUBRTIZ 84 (28%) LA LGkt SAURIEMIE, A, Bl WLk, ¥
(LR B B 72 & Clo o 12, Z ORI DSV EIEND 5~7 4 (17~24%) THE S,
UKD, BRGNS . (TR, M. ALT LR . 127 Ao A
WL, B L ThoTz,

HoFH R ER 12, 10%LL EDBE THE SN -BIEA 23 3127,



% 3 : HoFH BEARHRERHIZ 10%LL Lo BE CTHE S -BIfEA

BIVEM N (%)
B e &
T 23 (79)
AL 19 (65)
ER (= 11 (38)
N - 10 (34)
i-Er 10 (34)
JE R Rk 6 (21)
R AT 6 (21)
fE i 6 (21)
U 6 (21)
A R AR 3 (10)
(C=N7IBE 3(10)
B LSY 3(10)
{7 Y 6 (21)
LEEDNS 5(17)
GLZES 4 (14)
VS N
IR D 7 (24)
ALT L5 5(17)
—H - EIEE
Hea ¥ 7(24)
15 I 5 (17)
FEEL 3 (10)
Vixk =d
B 4 (14)
PHRE i 27
GIEbE 3(10)
HEN 3(10)
PR
N e Y 9 4 (14)
PR 3(10)
L
B MiE 3 (10)
CfE 3 (10)




FEIEENESEORERIZEE 2940955 84 (28%) THE I, &HHEEISGRD b7
BIWERIZ TH (44 : 14%) | g (344 : 10%) . ALT - ITiTEME (34 : 10%) .
fEdR . i, RPUE 24 :7%) ThHoiz,

FFATIF—EER

HoFH FEPRAER 1, HOFH B35 294D 95 5 1044 (34%) (2. ULN @ 3521 LD ALT X
IZAST EAN 1M ERO O (R4S , BRWICE®ROH S E Y L E S BA-
KT NHVEAT 7 2 —BHINIBO b holz, NT VAT IF—BIHIFEALLE
D5E . JUXTAPID D& X id#H 52 F 1 L= 1~4 HUWNIZIK T L7,

#F 4 : HoFH BBRBRBRPIC N T VAT I F—P LAEBEBO b -BEOES

N (%)
MEERK 29
BAXALT
ULN @ 3 5Lk 5 s A 6 (21%)
ULN 0 5 {524 I 10 {5 AT 3 (10%)
ULN @ 10 ff5LA 1 20 fi5 A0l 1 (3%)
ULN @ 20 {24 1 0
AR AST
ULN @ 3 &Lk 5 s A 5 (17%)
ULN @ 5524 1= 10 fiF A 1(3%)
ULN @ 10 fi5 24 L 20 £ A 0
ULN @ 20 {524 1 0

el FFR (ULN) 13, ALT 1% 33~411U/L, AST 13 36~431U/L & L7~

HoFH iR (2t 3 DIERARBRICBE G SN BE 1940 H B, 1 4135 L CHFf
LI N T AT I =B EANFRERTHRGZFIEL, 1 ZIT N7 AT I —ERE
L< EH (ALTIZULN @ 24 %, ASTIZULN @ 13f%) L7=7=®., —Hpici&5- 2 ik
LkoMXMMD&ﬁﬁﬁcwwmm%ﬂf%éﬂ7Jxmv4//&@£%%mﬁw
Mol BEORRNE 2 D [(FEYHEEH (1.1) ZH]

HEWAlT

HoFH BEPREER P, & CowEksEE OFEIX, K A7 hrxav’— (MRS) #H
WTH O UOBEIE S L7z, 26 1%, & 5846510 & O AR BE 1R o el 1



6% Tod V| MR OFEEIEIL 8% (HiPH : 0~30%) Th o7z, 78 W% Tk, &5
BRLARIT> D O FFAE I #a s HENR O P B 1 6% TH 0 | Haxct N O S EIE 7% (FEFE
0~18%) Th-o7-, REFICD 7 &b LEIINFRMI M Uz, HENGT — X Db
LHIBFE 234056, 184 (78%) TIINFHENI OEEMFEN 5%zt %, 34 (13%) TiX
20%% M 2 7=, JUXTAPID % H il L 7= HFRENG & FRllE L7l # DEE 5T —
2Tk, HIEMERIIEEMRETHD Z RIS TS, LML, MERFAO%IEIEN
AT 50 E I 0IARATH D,

7 KR EER

7.1 HEE~FRS72 CYP3A4 FHEH]

R ) 72 PHEANT lomitapide DBRE B 2K 27T fHEIMESE 2 Z LR ENTWD [HHLK

12.3) /] . #7172 CYP3A4THZEA (boceprevir, 7 Z U Am~ A, conlvaptan\
Ao Fren A Tary—nr rhary—nr e,/ U ke mibefradil,
nefazodone, */L' 7 ¢} E /L, posaconazole, U hFE/L, HXFENL TTTVLENL,
telithromycin, tipranavir,//V ~ -t/ KU aF > —72 L) & lomitapide & OFFHIFEE
=2THbH, FEED CYP3A4 HEA| (amprenavir, 77 L ¥ X > | atazanavir, > 7’1
TuxYo JYYF=T ZLFEenN Y e DALFTELA =Y ArvA
vy, Znat Y —) fosamprenavir, 4 ~F =7 XTI L) EOJEHIZON

FRBR SN TRV, 20X 9 RIEARINAFIET 5 & lomitapide DIREE &ITIBE 5

< ZLLEINT 52 L2572, lomitapide & OOFHITEEETH D,

JUXTAPID # 5, BEIII L —T 7N — P a— AR LW b [ZE @) | #
EROMEH FoME 6.6) | BFKFEE 123) 2/,

7.2 9\ CYP3A4 FHZEH)

591\ CYP3A4 BHEAIIX lomitapide DIRER &4 4 2 (5N S5 [HiKHERE 12.3) 4]
o FWCYP3ALFHEAI (TN T TV TA, TIFAXRY, TLARVEY T MLARH
F, EINVEIR, YRAREY =)L UAFU 7 uARY ) fluoxetine, 7V
AREFH 2 | ginkgo, goldenseal, f Y =7 ¥ K, I 3F =7 =uF=7 RROBETHE,

N R=T T =F T ranolazine, ticagrelor, zileuton iﬁ}:) éiﬁ?ﬂﬁ“éia/\ . lomitapide
DO1HREITIOMgZBRINT L % E 23) K OMEN] EDOVEE (56)
BARFERE (12.3) 20



73 U777y v

lomitapide (£ R(+)V /L7 7 U U KRS UL T 7 U OIS iE 2% 30% E&H S8,
INR # 22%IERT 5, VN7 7 U &G EHIL FIZ lomitapide HEOLEEHIL, INR
ZEMICHREST S, Y77 ) o HEIT, BIRAEISIZS CCET 5 [BER DR
M EDEE (5.8) =M

74 T UNREZF KN lovastatin

R BMRIE 72 E OFIEB O Y 2 7 1%, 3 /82 Z F o X lovastatin O BEANERE Tl
BRI CTd 5, lomitapide 1X3 2 NA X F U DIEFEELK 2 (51295, LIEA->T,
JUXTAPID #% 5-% Bt 3 2881, v o " AXF U O EE 50%ET 52 ENEE LWV

[BFRFERE (12.3) ZHE] . JUXTAPID 2 5-H1i%, o "2 ZF D1 HEZ 20mg (X
X, BELELEFEEOTET 20372 < 1 H 80 mg ¥ v NA X F UG TERFMEN
WO HNAHRBETIE, 1 HE40mg) OHPHNIZIND H Z &, R\ 2AZF U OHELSEH&E
(ZONWTIE, YN AEZF ORI LEFELSRTHZ L,

lovastatin & lomitapide & OFFAAEH LB S LT 722y, —J5, lovastatin 3T 782
2T OERNENREIZE G T A2 REIHEREL NN T AR —Z 3L L TWD, T,
JUXTAPID | lovastatin DMEFE B AN ST 5 AREMERN H D Z L 2R L T D, LA
2T, JUXTAPID %5 % BA4ad HBR1%. lovastatin l & DREE Z 53 2,

75 PHEPEE

lomitapide 1Z P HE& H (P-gp) ORHEAITH D, P-gpE (T VARAXFL L T 7 UV
gy, aeFr FEHNTor27XT7—h VAFTV L =X AX ToF
VT2 F IV AT =T I F=7 ~v7rs =nrF =7 posaconazole, ranolazine,
XY FF e AR vH Y FF o talinolol, R topotecan
72 &) & lomitapide & Z0FHT % & P-gp ZE OWI NN 25 AIREMES & % ., lomitapide
EOFHT 25613, Pogp MEOBEZRGTT 52 &,

7.6 REHEREFEHA

JUXTAPID & JH-ERE 855 & O BAERIZ DWW TIZERBR S T2, R EEHFIX
B FE DY 21515 2 FTHEME N 8 5 72 . JUXTAPID # 5: K& OB BeEr 847 o 51X, 4
FERLL FBEL CHEMT 52 L,



8 KpliBEREEH~DOKRE

8.1 HEHR
FDA AR R R SRR E X [ @) =T
Pregnancy Exposure Registry (4Z4RH DBEEEIZ DY TD L2 X F V)

Pregnancy Exposure Registry (%, #EURAHZ JUXTAPID OIEFR % 521 5 L ME O IEIRER)F % €
=HZ VU TTHEDTH D, FHIFRICOWTIZ, www.JUXTAPID.com % M9 % 7>
. XX Global Lomitapide Pregnancy Exposure Registry (PER)IZE &5 (1-877-902-4099) 3%
Z L, EEMEEHIL, PERIZERL (1-877-902-4099) L T JUXTAPID £ 5 HZHEHR L 7=
BELZLVUAMNVIZRET DL B8O NS,

U X 2 DEHY

I 5 L7e A, JUXTAPID IR RICEZ RIZTEBZEANS 5720, kP o
JUXTAPID ¥ 513252 CTH 5, 2B TEAMIC lomitapide 27 v N ROV 7 = L v M S-
L7254, 60 mg COREKRIAHEIEZE R (AUC=67 ng*h/mL) |Ziifi/=72\ & HEE S H0R
B2 B AR DLz, RRHELEERAR & (MRHD) 60mg (AR mfEHARE) @ 3
TR LEVX T, Ao T v IR 2o Tz, 1B - RO
%, U F TIEMRHD @ 65 Toded biiz, AERN L HIRFOBEIERT 2556, X
ISR BRI BE DR L 5A 1. B IR I~ OB e el 2ms 3 5,

Byl D7 — X

i 6 H B2 bR BRI o7z o THENR 7 »~ k-~ lomitapide % 0.04, 0.4, 4 mg/kg/H
THfilRE H&E G L7zE 2 A, MRHD (60mg)  (IILfE AUC D LI HS <) TORFIKIR
BED 2ETRIEAEN AN, BIEFRIL, Bv=7, HEEE, ST, Lo
B ORE SOR(L, UEOREAEE BHaEar, EE, 5. FREOERMEE
fb7e&Thol=,

ik 12 H B D EBREREICH Tz > TR = L~ b~ lomitapide % 1.6, 4, 10, 25
mg/kg/ B TR O L Lz & Z A, MRHD TOGKREE EAT A 5 MRHD T O FFFIR
FEOD SHEE TOMMOBER T, HMEFEELOREGFEN RO, RIEAGEIL, I
~L=7 0 WRIEEESOIEMRER O, BEBOXRBEXIFAE, DEZ, KRR, K
MLEAT, iR ETh o7z,

TR 6 B B DR BT 72 o THENR 7 ¥ %~ lomitapide % 0.1, 1, 10 mg/kg/H T
SRR &G Licé 2 A, 60 mg D MRHD (KR EFEILEITE) O 35 FE COLTRE



BETITAEREEBIIR SN - 72, 20mg/kg/ B LA ETOHKETIZ, MRHD @ 6 %L1 E
TR - IR WL OBIERFE O BTz,

iR 7 A B B3 20 A B ORAK T b7z » THEMEZ ~ -~ lomitapide % 0.1,
0.3. 1mg/kg/H CHEflR &5 L=& 2 A, 60mg ® MRHD (AUC (Z23E-3<) TORRE
WREE IS T 22 IREE TN A oz, HAENROIETFEIL MRHD @ 4 % THIIN
L7,

8.3 #IL&w

lomitapide 28 & M REFLAFIC M S ND N E I DIEIARHTH 5, %< 0K e MREFLFIC
WS AU, 2 FE D~ AFRER T lomitapide (2% A IR MED FIHEME S R S vz 2 &
5. BEBLICKTT % lomitapide B¢ 5-OEEMEAZEE L C, IO H I SUIARFI O ik %)
W%,

8.4 /pNRE~DIE
INREE TOREMEROCARETHESL STV,

85 mEEE~DOEE

JUXTAPID FEpEER Tl 65550l LD BE WD inoT-7-0 . 65 R DB & T
FOGHREIR D0 E D DI SN TERpoT, TOMOEBEKRRBROBETH, EiliE
H L FUERE L OB ORISOEITHER STV, . s TR B
e, DEENE T L TWABEANS WD L. TR RO OIEYEIEA = 1T T\ 5
BE DB EABIE L, milhd oM RRIUTIEEICT O,

8.6 IR I AFREMED H DM

JUXTAPID IZIBIRICEZ RIETEBZENND D [0 EZEL~DES 8.1) 1.
JUXTAPID 5P iE U e EiXE bicE 52 i L, EEEEE I LY S,

AIRIE B

RS AR FEME D & 5 othlT. JUXTAPID O 5-BIARTC T ERER Ot a3 etk Th 5
.



WAL TE

TR 2 ATREME D & 2 ZeMEiE, JUXTAPID $¢5-H I3 By 7 b TiE 2 3%, #% Okt
IEHRITHI N CYP3AL FLERITH 5720 £ DREHESE & OFF 3 2 B2 D JUXTAPID O fix KA
WHEIX 1A 30mMg THD [FEWHAER (1.2) /] . JUXTAPID #5111 ZEM: X (%
THIZRIE L7 35E RO RTINS ORAE LV BINA AR5y L e b BF2NRH 570,
B OBHEVEDBE NI L 72D [BEHER O Lo/ E 65) /KT,

8.7 EHEREREE

BT & HEAT LT 5 R R UGS T, lomitapide DOBRZE R DMEFEIRER A & ik L THY
50%HI M L7=7=b, 1 H&ElE 40 mg @222 &, RE - REE - B OB ERE
(BTASEIT ORI IR Z D FEE 72 &) A3, lomitapide DIRFE £l 5 2 5 8 T3k
STV, UL, BHTARIT OB RS EE T, lomitapide 1Ez & OHMNZEN
BO%NEEZDBZENDRHD EEZND [HFAFEMAE 12.3) 2H]

8.8 JFHkrEREE

2 FFREAERESE  (Child-Pugh A) 35 TlE, lomitapide DBRTE B MRS & ik L T
FI50%HE M L7=7- .1 H &40 mg 28 2. 72\ 2 &, W45 B TRk RE RS 25 B 35 C lomitapide
DOVRTE B DMEFPERTE & Tl U TR 164%3800 L 7= 72, H%EE (Child-PughB) I3
F£ (Child-Pugh C) DIFHEREREE B CTD JUXTAPID 51352 Th D (225 @) ROF
kR (12.3) 2]

10 BEE 5
JUXTAPID Z i &5 L7256 ORI ORAEIT 72\, @B OA, MEIZIE T T
SHERRIE R K FREZ1T 9, £7-. FHSREMA 2 F2h§ 5. lomitapide 1388 (I A A
MWZ EEREBET DL MIRENT A Th D TREMEITR,

11 MR
JUXTAPID 1 7L, AEIREIC T TH D lomitapide mesylate % & A3 5% 0% 5-
HITH D,

lomitapide mesylate D54 13
N-(2,2,2-trifluoroethyl)-9-[4-[4-[[[4'-(trifluoromethyl)[1,1'-biphenyl]-2-yl]carbonyl]amino]-1-pip



eridinyl]butyl]-9H-fluorene-9-carboxamide, methanesulfonate salt Té %, &% LL T IR
7

Vo
O. N \cF,

Cmmﬁ.tj a
,@
Fs

lomitapide mesylate ® 43 FFl C3oH37F¢N30, + CH403S, 4713 789.8 TH 5,

lomitapide mesylate |3 HE~KEDHRT, pH2~5 DKERIZEIFIZ VY, lomitapide
mesylate (X7 b, =& ) —)v A Z ) —VZETFRTL, 22T X ) — ), LA TF
Ly, TE R R ZRRBEITRTL, 1-F 7% ) — VR 2-T aR ) — VR0
FIZ< L BT F VT ITITK K AT EZATEE A EBT 20,

JUXTAPID D% 7 722X, lomitapide #FHEHEE & LT 5 mg, 10 mg, 20 mg ®
lomitapide mesylate % & A3 5, JUXTAPID DEINIIT N7 7ibT v, T
Ja—LfigFh ) oA, EEEELre—X, T2 b—X—KFu¥y., —BIL7r A%, R
TTV VB IRV ATHI AT ENVHRIIETF U ROZBET X 28687 5,
S LI ED SNSRI EER T 5. ZEA 2713t T v 7, BAaRkl
., YurL ) a—LEEET 5,

12 BREREEHE

12.1 1R

JUXTAPID iX, /MaEORNEIZHHI 70y —A ) 7 Uk Y R X7 'E (MTP)
WCHEHERES L CEOEEEZEET S, k- T, BMREEOHFHRF O apo BEH
UREA~DEEZIMEIL, A2 70k VLDL D&REZMRET 5, VLDLARK
DOREIZ L > T, M4 LDL-C EREAT 5,
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QT /ajha~D 2

lomitapide O Ifil FH R BE A3 i RHESEH BT D Crax D 23 15T, BRIRMICE RN H 5 QTce [H@
FERITRRD v,

12.3 EYEhre
IR

JUXTAPID % 60 mg CHEIRE N5 L7254 . lomitapide O tmax I fEEFEHERE TKI 6 IffH]
T, lomitapide D/ A AT A T E VT 113K 7% Th 5, lomitapide D HHE)
#81%. 10~100 mg T HE% 05 CIRITIE A RIS HEIT 5,

IHMIT

TEHRAE T lomitapide D /34T A FE D AT 985~1292 L Toh %, lomitapide O i &
FHiE & R1399.8%TH 5,

e

lomitapide |3 CIAFL 2R RE 25217 2, R IX, Bk, ER(bRY N-Bi7ven . 7
N7 u= Riae, XY D UBRZR ETH D, lomitapide (£F k7 m—24 P450 (CYP)
BA4IZ Lo TRE S, EREY ML KON M3 & L ClsEficmi & s, BEr N-
BT L3 LS T, lomitapide 43 F- 234 ST ML R TS M3 & 72 %, i vitro Tl
M1 ZERY P UBRENR D TH Y . —J7 M3 I3 lomitapide 73 1-DIEERTH 5,
lomitapide & CYP 1A2, 2B6, 2C8. 2C19 |2k » TR# S, TN MLICR %, Ml
KOYM3 i, invitro TiX, 27y —A K )7 Ut NigEZ X7 EOIEMEZREL
7200,

pEW

~ ANT AR TIE, TG EO R L OEE R ~OYE =R O EIL, £ E 4 59.5%
KO 3BA%ThoTo, O~ ANT AR TIE, &5 EO R K OFEFER A~ R
DONHEIE, T ZFH 52.9% K% N 35.1% T - 7=, FREAET ., lomitapide (348 H T 722>
ST, ERRPREDIT ML TH D, EEH OIS X lomitapide Téh %, lomitapide
DB I DO -)1E 39.7 K[l T - 72,



el BE R
Vi i

A 5T oIEE MR FE i S 4, 60mg T lomitapide ¥ 5O FMyEhRE 4 | IEH 72T
FEHE D RERER R L8R E  (Child-Pugh A) K OVWRZEE (Child-Pugh B) JF#éREREE 0 B35
& DHERIZ X o THHME L 7=, lomitapide ™ AUC M (8 Crmax 1. EFEREER A & bolik L C s
FE R RERS 3 B Cld, 2N 164% K T 361% 50>~ 7=, lomitapide ™ AUC 2 (8 Cmax
%, fERERERT & bl U CRRE TR RERE B CTlX, TN 47% K TN 4% 0> T,
I TRERERE S (Child-Pugh A =277 10~15) 55 TiL. lomitapide | LakEk XL T 7220

LAY - i 26) . 225 @B) | BEEROREH LOMEE 6L1) | #5085 LM~
G 8.8) M)

B RE N

A 5-CToIEEHAER) T S, 60mg TO lomitapide ¥ 50 pEhE 42 | 1IEH 728

PEEE DI RIS & MIENT 2 HifT L TV D RKEIR R BAEE & ORI X - TRl L7z,
R E D7 V7 F =227 U7 Z AL, Cockeroft-Gault 2z 2 > T 80 mL/4r & #E %

% L HEE S 7=, lomitapide @ AUCo.int 2 OF Cmax 3. fEFEHRERE & thlk U Tk & HT % fi

ITL TS RIIRREEE TlE, T2 40% &% OV 50%E 1o 7o, BREE « HaEfs - JHE

D B RS RERE E N ONBMT A i1 T O R IBR I EBI1T 5 lomitapide DBEZTE R~ D 2 LR

IILTWIRNN [ - & 25) KO EFE~DES 8.1) M)

LY IR (S

[k - JifE 23) . 2 @G)  BEROMEN Lorg 66) ., 67), (68), #
YHALEA (1) 2T

Invitro TOFEEY I 4 (EH7F 1l

lomitapide (X CYP 1A2, 3A4, 2B6 OIEMEAFHE L2V, lomitapide I, CYP3A4 OIE4:
ZPLET %, lomitapide L. CYP 1A2, 2B6. 2C9, 2C19. 2D6. 2E1 OifME% FHE L 72
V. M1 KON M3, CYP 1A2, 3A4, 2B6 OiEMEZFFE L2y, M1 KX M3 1. CYP
1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4 DiHVEZ[FHLE L72v >, lomitapide
1% P AR A TUX 720, lomitapide 1 P AR A OIEME 2 BHE 32 53, FS ATitE & o /3
27’8 (BCRP) DiEMEAHE L722WY,



Z D #EF 73 lomitapide (2 & 1T 2
MY VE:
# 5 : BEAZKD lomitapide DEHBRBERICKITTHE

B #E)Y lomitapide © AUC } U Cmax WA £S5ICEKT D,

BRI DHLE T D LOMITAPIDE
IREE DB
EBRLE1LT3)

AUC Cax

EES BrREDOAE

LOMITAPIDE D i &

lomitapide & DHFRIIEER (225 @) | BEHEROEH EotE 656) /)

T27 T15

Fhary—nu 200mg BID, 9 Hf# | 60 mg QD

BID=1H 2[F], QD=1H 1A
1T =HEn

CYP3A4 BHEH

lomitapide DBRFE EIX. 57172 CYP3AL BLERITHD 7 haF Yy — L EOftHICL - T
27 fEHE N L7z, L7278 » T 7172 CYP3A4 Eﬂf—%l lomitapide & DHFHIFEET TH %,
HHELEE D CYP3A4 FHEAIDY lomitapide DIREFEEIC T TEHEBITRB STy, L

L. 99V CYP3A4 [HEHI & 587172 CYP3A4 Bﬂf—%l |2 B L 7o RIS < L

lomitapide DIREFE &I ZE L FE LN 2 2 L2 b [ A EH (1.1) XX (1.2)

2], LTemo T, HHREE D CYP3A4 [HEHA| L lomitapide & OOFHITZERTH 5,

7S

550 CYP3A4 [HEAI & lomitapide & OM AAEHITEABR S LTV, A2 725 Hhige |2 5L
< L. lomitapide DIRFEEIL, 590> CYP3A4 [HEHITH 2 OBHEIE L OPFHIC L -
THI 25N L7z, 53\ CYP3A4 [HEA & HFH 925613, lomitapide 1 H &% 30 mg

BRI L k- HE 23) ROFEYHELEN (72) 2 .



lomitapide 73F Dl D FFH)1Z Je |F T 425
lomitapide 73 13D AUC KT Crax [ KIF T 508 & . & 6 IZEKIT D,
% 6 : lomitapide RO EFBRBEICKITTRE

LOMITAPIDE DHE T D
BRI prEgEomE | LOMITAPIDED B RRERE O

ME
AUC Cmax

v

lomitapide & $FF 9 25E 13 EFESLE

VUNAK T a |40 mg HilE B G- 60mgQDx7 H | YU NARHF 199% | T102%
SUNAR TR T71% | T57%

20 mg Hi[a[# 5 10mgQDx7H | Lo Rz HF 162% | T65%

SUNRRARTF R 139% | T35%

JNT 7Y b 10 mg Hi[E]$ 5 60mgQDx12 H | R AL T 7 VU T28% | T14%
ST LT 7T v 130% | T15%

INR T 7% 1 22%

UTOHEITAERBIISNERL

7 RV ARAZF | 20 mg Hial 5 60mgQDx7 H | 7 hanzxxFope | 152% | 163%
20 mg Hi[A[ £ 5 10mgQDx7H | 7 hanzzFofg | T11% | T19%

0 ANAEF 20 mg Hi[E#z 5 60mgQD x7 H | B ANRRZF T32% | T4%
20 mg H[E#z 5 10mgQDx7 H | BANRRZF T 2% 1 6%

Tx/) 7475 — |145mgHEFKE | 10mgQDx7H | 7=/ 747V | L10% | 129%

~ (ER)

TEFIT 10 mg Hi[=14#¢ 5- 10mgQDx7 H | && T 6% T 3%
=PI IT

WHEF A 7> | 1000 mg HE# 5 [ 10mgQDx7 H | == F g T10% | T11%
—aF R $21% |4 15%

TF=LxZ 5 |0035mMgQDx28 |50mgQDx8H |TZF=LxRATY |{8% d 8%

D i H A=

norgestimate 0.25mgQDx28 H | 50mgQD x8 H | 17-it 7 & F i1k T 6% 1 2%

norgestimate

B UUNRZF DL AERE20mg CUE, BE LIFUEGHREEOTET AN 1H80mg v v AL FU#RE
TAREDNEO LN HHBRFE T, LHE LA mg) OFPFANICIND S Z &, HEEARICOVWTOFREMIL, 32 ¥
FrOBNLELSZRT L L,

b U7y ) U REEETT, FFIC lomitapide HEOET#IX, INR ZTHIMICHRET S,

QD=1H 1[a], INR=[EEEEAREL, +=H00, | =W




13 FERRREMERBR

131 BARME, BRREE, ZheES
~ 7 A|Z lomitapide 0.3, 1.5, 7.5, 15, 45 mg/kg/H ZIRERIZ G- 2% 2 MO8 AJFHER
BRANFE N L7-, 1.5 mg/kg/ H LA E (60 mg ® MRHD [ACU IZH—S<] @ 250k 1) 2%
H U7-MER N 7.5 mglkg/ H LA (60 mg TORGKRMETE & [ACUIZHS<] @ 10504 E)
P UT-ECIE, HFBRIE S OIS A O BLFRIZ . FEEFICA B EEINA G080 Hiviz,
WET D/NEDS A Je OME T O BRI DS A DFEBLER X, 15 mg/kg/ H UL E (60 mg DR IREE
Faf [ACUIZESL] ® 235U k) oL THEIZHEIML T,

HEZ » MZ lomitapide 0.25, 1.7, 7.5mg/kg/H . M~ ~ ~iZ 0.03, 0.35, 2.0 mg/kg/H % 99
RN 7z - THREIFR O 5325 2 R O N AJEHERBR N I LT-, KRBT A 1%
ITEY) TH - 7273, MRHD TORFRIEZE & [ACUIZEES <] LV AK 6 fFE\ IRz &
(HE) M OK 85 E IRER (M) COMEBERAERIC, HEFMICHERIRERIE & KR
B D & 2 HEINIRED B ino Tz,

invitro COMIE & W 72185 IR 22828 TR (Ames #ll5R) . & b U /NERZ U 7= invitro
TOMBEBETIRER, 7> MIRO&E 5T 2/ & o—@# O ER T, lomitapide
B EEEE RS R o T,

K5 molkg/ H &2#%5- L7727~ b TlE. 60 mg CORKREZERE [ACUIZHKESL] kv 4
RV EHEE SN D 2T RERE (M) KOSHEEWVEHE SN EHRE () 2By
T, lomitapide N IEREIZ T TREITRO bR o T,

14 BERFER

HoFH B3 29 4 & x5 & Uiz 78 B OE B IL R AR IE B i akBR 23 520 S A, ﬂf&ﬂaﬂﬁﬁ
ZIZU O ETAEBERFIBE (LDL 7 7 = L—3 2AEEEETe) L oI
JUXTAPID D224} OV ZIMEDSG-E L7=, HoFH ORWromeE 1L, UL FOREHEL 1 IE
HU b7z L7286 & Ue, (1) LDL 28RS s 1 XX LDL 2 R OB REME (C 28
ZRIETT 2 ENH BTV DRINBIE T A5 TORERERIZEIRE BTG G iR S
%, (2) FEJERRHESEAIIE LDL Z BARDIEMENEFIED 20% AR TH D, (3) RIGETD
TC 75 500 mg/dL # .. TG A% 300 mg/dL AJii T, WIELORIFE T TC 25 250 mg/dL % i
2D

ek U 72 BT 29 44 ON-E)F X 30.7 % (P : 18~555%) TH V., 164 (55%) »n%H
e, KBy (86%) IXZHANTH-o7o, EIEFEH (BMI) O 25.8kg/m?> TH Y, 44
X BMIZ X D EmEREZmZ L TR0, 1AL 28R E2H LT\, BERIGRTO



PERANREIS FIBRICIE, AXTF U REA (93%) . = BF 7 (76%) . = F L frfl
I (10%) . PHHEREHEEA (3%) . 74 77— FRIEA 3%) EN1OUEEENT
W 184 (62%) 13T 7 = L— U REE A ST TUNT,

FEK FERAELTESEDEOI YT 558X LDL 7 7 = b — 3 RFEEFHH OVERL
REDTZHIZ, 6 MEOBIEM AR T2, BIEHOK TR, AEMELOTFRHMEO 7
VAT R F—BEICESW T, JUXTAPID @ 1 HI#if&%4 5mg & L., 2, 6, 10, 14
[ZZF4 10 mg, 20 mg. 40 mg. 60 mg (2 L7-, BEFICE, KIER (RE D
5 DT FILF =N 20%AT) EHERFTA 2L, KOV400IUDE X 2 E, 210mg DaV
J L UEE (ALA) |, 200mg DY/ —/Lfg, 110mg DA 2~ x = fE (EPA) | 80
mg @ Rap~xH= @ (DHA) ZEREMRMEZEBIT s a2frLiz, &
26 1 TORMEFM O %, HBE LS 512 52 M JUXTAPID 5 2 fki L, EHicbr-

AP AR U7z, VRS . JUXTAPID &1, A2hEsEiie b o e
A BEDORKNMEEZBZ CTHET D Z i3 ol-, L, PRFHIBEE FEREOE
HIFFr sz,

526 ICANMERHMEE R 252 T L7z 234 (79%) (32 CH G-kt L. 78 MM D
PehaE5ET Uiz, 5 4121E, BHGORMFIEOFRINE - T HEREEPRD LIz (4
1E/H 6.1) /] . FROEREMIR o f K &1, 5mg (10%) . 10mg (7%) . 20 mg
(21%) . 40mg (24%) . 60mg (34%) Th -7,

AP0 EREHlE A X, B 5BRAAETA B 5 26 £ T LDL-C £{LRTH -7z, % 26
BT, GBI 5O LDL-C ZALROPIIE L O REIZZ N T4-40% (RGO
B 5 tRIE : p<0.001) K -50%ThH -7, T L6 DZE{LIHIL ITT(intention-to-treat) 5 [H1C
Eox, &E2BYPIE L72BE I LTI, ERioETRTT 551 (LOCF %) %
Mz, AaaHmiif 252 7 Lo B3 234 0, BGRB8 26 1 £ T LDL-C
BALROYEEZ M 1IRT,



1: % EBAMGHIH D& 26 @ £ TO LDL-C B{LEROEHE
(3 26 BRIREZ27T LIB#H)
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43

40 mg

43mg  45mg

L L

=
1

P 5. BAARTA S O LDL-C (E#E) 2{b$8%

G

14
Bl

10

| ® 26385 7 L7z (23 4)

o 263 LOCF (29 f41)

=T N—iE, O OS%(EEIK £ 7T,

%26 I TOFNEFHEEE & LTOH

FEM DY REAHDOZERER TITRT,

£ 7: FERVY REB OHEER O 5-BtawTH b DE(LR

¥ HBHAERT | %5 2638, LOCF (N=29)
NI A=Z IS (%)

¥y (sD) | ¥ (SD) A
LDL-C (mg/dL) (& #:1%) 336 (114) 190 (104) -40 *
TC (mg/dL) 430 (135) 258 (118) -36 *
apo B (mg/dL) 259 (80) 148 (74) -39 *
Non-HDL-C (mg/dL) 386 (132) 217 (113) -40
VLDL-C (mg/dL) 21 (10) 13 (9) -29
TG (mg/dL)? 92 [72, 128] 57 [36, 78] -45 *
HDL-C (mg/dL) 44 (11) 41 (13) -7

STGIZx LT, HRAEK 25 X=X AV THERL, BLFE (%) 1FPRMEZR L,
*E BRI IE B R OV FE AR EIREHIE B T, 5 LR OMRR A HIiH 5 72 O IZHLE L 72 gatekeeping
method £ X ¥ . 5584001 & Bl U CREHICABERZEIETH L Z L 27T,



55 26 I T H O EVERHMIEIE . OFRIREIR IR O FTRE CTh o 7o, xR
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IERMEEHMb, Bt L s,

15 REFERENCES

16 @/ RERUCRY HFV EOEER

5mg v 7t
B/ Baomes 57N, BT TA733) KON 5mg) EAIFEIEN TS
28 1 7/ AV B NDC 76431-105-01

10mg v &L -

10mg : &0,/ BEaOY 7 F b 7T, BT TA733) KO [10mg) EZIHIS
TWa,

28 1 /LAY L NDC 76431-110-01

20mg v 7L

20mg : B/ HEOHEE T F 7T, BT TA733) KO 120mg) EHIFIE
T3,

28 1 /L AD B NDC 76431-120-01

& : 20~25°C (68~77°F) THRETHZ &, 15~30°C (59~86°F) TH A, FHJF %
T4 ZIREN 25°C (T7°F) Z#B A7)0 E W) S Tld, 40°C (104°F) £ TOIREEIC
BRSO SN THABEERRD NG ERH L0, 2O X 5 Ik id i/ MRIZ & &
Db, HaslE Lo LD, BRNDFDHI L,
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FDA KGRFE A D BEMITEIEGL T A REsBT 52 &,

JUXTAPID O EMIICHO T b B 2= 1) 7§+ 5 Z L2 AWy & L=, JUXTAPID
%5%%%%@V/xF)m&é:k%%%mﬂ%ﬁézko:@VVXFU«@%%
PEFICHREL, BRIIEBHRERICLA b THL ML ES T, LUARY -
a7 g MIET AE®RIC ObVC@ WwwWw.JUXTAPID.com % & 3 2 7>, XIiF
1-877-902-4099 |Z&EFET 5 Z &,

UTOEBIZOWTERIZHOLEDLZ &,
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JUXTAPID 2 F T v A7 X+ —F LR K ORENIFOEINZ X -3 AR H 5,
JUXTAPID Z#5-9 5 Hi. HEZMEET D1, TORITEMANT, FFEERER A D
HEMICOWTHRELEERERDT Z &,

JUXTAPID & 5-H1Z7 v a— v a2 BET 5 EHFEED Y A7 NEE DA eMNH 5
ZEERBEICHOED, A 1 H 1ML FICHIBRT 5 Z & % JUXTAPID #5255
IZHESE 95,

JUXTAPID #5-Cldam s, &l EE, BRSO 5, B, WEH 18RO EE,
Fife. FFE OB NG AIIFEEEZ KT 2B8ENRHLH7T20, 2O L)
IRIERZ RO E T D L) BEAEE TS 2 L, BEIX, A FE, IR, 1
VINEUYPRRIEIR E W o Ta. FOMEE Z Y S FREEOER b 2 THET 5,

JUXTAPID REMS Program [ 222k OMEH EDMEE (6.2) M)

JUXTAPID /%, JUXTAPID REMS Program & WS BRET 7 77 L& L THOHATFT
&%, LIEB-T, 207877 AMIBBRINTCREERROHNOAFHRETH D,

SRR D AREVE D & L W [ RO Lo)EE 653) S

JUXTAPID & 5- 13RI S TH D,

TR 2 ATREME D B 2 M2 1%, JUXTAPID O 5-BRIAETIXITIEAER Of5 s fatk: ¢
H Y BHSHIIRAIEHTIE A AT S X O FRET 5 2 L, JUXTAPID &5/ #%
FREAE SR 2 BH G L7235 A%, JUXTAPID FEO NN L 2 5 A fEME N D 5,
JUXTAPID #&5- M- X% T2 FIE L7235 A B RS B D R L IS
Rt bBENDH DD, BIORGEOFEHNLE L7205,

23S - RALO T IEIUT JUXTAPID O ik 2 5,

KM RS [ BEER N LOMEE (64) 2]

400 IUDE X I E, 200 mgLh DY 7 —/Lfg, 210 mg Dal / L B (ALA) .
110 mg DA aH~X X (EPA) . 80 mg D Kat~FH = (DHA) %
BUORBMBEMEZEINT 22 L OBHEEMICOVWTEFT LEREZRDT I &,

B OBIWEN [Z R RN LOEE (5) M

JUXTAPID ¥ 5- Tl BBORWEAN LIS Aons, 26 ORWERIZIT FH, Ei
SUEM: . B8 BEEAIRES, B, R EREENDLD, TNHIZRESND H D
TIEZZRW, IR E (IRE O DT R LF—0N 20%A0H) DOFSFIC L > T, 2D X
D IRBEWERNWAT D EBE L LD,



o BHFELLLIZIUXTAPID #IRHT 5 &, BIHBOIEMICERENHLIBENLEH D
ZEEBEFEICETLHE, Lo T, BEIE. ARG 2KFHILL E%IZ JUXTAPID
BTN EIT ERAT 5,

o FHISUTNEM: 2 FAET D B TIE IJUXTAPID 235 O 3 OWINIC 2 %2 KT B F
DD, FlZIE. BOBEHTHEN S DOFRVE VRN R4 E R HBENN D H T8
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o JUXTAPID¥HHIZ. L —TF 7N —V Va2 — 25 BRLAWE Y BEICETAZ L,

o JUXTAPID i, BEOEMBFMAIERNREINTWDH 2D, JUXTAPID #5112k H
LTWA0, IR L Tnd &b 2384, seEMBIANL, B4 I 38 TER
WEHIZMOED L H)BFICIHEETDHZ &,
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W This medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See
section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Lojuxta 10 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains lomitapide mesylate equivalent to 10 mg lomitapide.

Excipient with known effect:
Each hard capsule contains 140.23 mg of lactose (as monohydrate) (see section 4.4).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Capsule, hard.

The capsule is an orange cap/white body hard capsule of 19.4 mm, printed with black ink imprinted with
“10 mg” on body and “A733” on cap.

4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Lojuxta is indicated as an adjunct to a low-fat diet and other lipid-lowering medicinal products with or
without low density lipoprotein (LDL) apheresis in adult patients with homozygous familial
hypercholesterolaemia (HoFH).

Genetic confirmation of HoFH should be obtained whenever possible. Other forms of primary

hyperlipoproteinemia and secondary causes of hypercholesterolaemia (e.g., nephrotic syndrome,
hypothyroidism) must be excluded.



4.2 Posology and method of administration

Treatment with Lojuxta should be initiated and monitored by a physician experienced in the treatment of
lipid disorders.

Posology

The recommended starting dose is 5 mg once daily. After 2 weeks the dose may be increased, based on
acceptable safety and tolerability, to 10 mg and then, at a minimum of 4-week intervals, to 20 mg, 40 mg,
and to the maximum recommended dose of 60 mg (see section 4.8).

The dose should be escalated gradually to minimise the incidence and severity of gastrointestinal side
effects and aminotransferase elevations.

Administration with food may increase exposure to Lojuxta. Lojuxta should be taken on an empty
stomach, at least 2 hours after the evening meal because the fat content of a recent meal may adversely
impact gastrointestinal tolerability.

The occurrence and severity of gastrointestinal adverse reactions associated with the use of Lojuxta
decreases in the presence of a low fat diet. Patients should follow a diet supplying less than 20% of
energy from fat prior to initiating Lojuxta treatment, and should continue this diet during treatment.
Dietary counselling should be provided.

Patients should avoid consumption of grapefruit juice (see sections 4.4 and 4.5).

Patients on a stable maintenance dose of Lojuxta who receive a weak CYP3A4 inhibitor should reduce
the dose of Lojuxta as follows:

o Patients on 40 mg or 60 mg should reduce to 10 mg

o Patients on doses < 40 mg should reduce to 5 mg
Careful up-titration may then be considered according to LDL-C response and safety/tolerability.

Consider limiting the maximum dose of Lojuxta according to desired LDL-C response. Upon
discontinuation of the weak CYP3A4 inhibitor, the dose of Lojuxta should be up-titrated according to
LDL-C response and safety/tolerability.

Exercise additional caution if administering more than 1 weak CYP3A4 inhibitor with Lojuxta.

Based on observations of decreased essential fatty acid and vitamin E levels in clinical trials, patients
should take daily dietary supplements that provide 400 IU vitamin E, and at least 200 mg linoleic acid,
110 mg eicosapentaenoic acid (EPA), 210 mg alpha linolenic acid (ALA) and 80 mg docosahexaenoic
acid (DHA) per day, throughout treatment with Lojuxta.

Elderly population

There is limited experience with Lojuxta in patients aged 65 years or older. Therefore, particular caution
should be exercised in these patients.



Since the recommended dose regimen involves starting at the low end of the dosing range and escalating
cautiously according to individual patient tolerability, no adjustment to the dosing regimen is
recommended for the elderly.

Hepatic impairment

Lojuxta is contraindicated in patients with moderate or severe hepatic impairment including patients with
unexplained persistent abnormal liver function tests (see section 5.2).

Patients with mild hepatic impairment (Child-Pugh A) should not exceed 40 mg daily.

Renal impairment

Patients with end-stage renal disease receiving dialysis should not exceed 40 mg daily (see section 5.2).

Paediatric population

The safety and efficacy of Lojuxta in children < 18 years have not been established and the use of this
medicinal product in children is therefore not recommended. No data are available.

Method of administration

Oral use.

4.3

4.4

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Patients with moderate or severe hepatic impairment and those with unexplained persistent
abnormal liver function tests.

Patients with a known significant or chronic bowel disease such as inflammatory bowel disease or
malabsorption.

Concomitant administration of > 40 mg simvastatin (see section 4.5).

Concomitant use of Lojuxta with strong or moderate cytochrome P450 (CYP) 3A4 inhibitors (e.g.,
antifungal azoles such as itraconazole, fluconazole,ketoconazole, voriconazole, posaconazole;
macrolide antibiotics such as erythromycin or clarithromycin; ketolide antibiotics such as
telithromycin; HIV protease inhibitors; the calcium channel blockers diltiazem and verapamil, and
the anti-arrhythmic dronedarone [see section 4.5]).

Pregnancy (see section 4.6).

Special warnings and precautions for use

Liver enzyme abnormalities and liver monitoring

Lomitapide can cause elevations in alanine aminotransferase [ALT] and aspartate aminotransferase [AST]
and hepatic steatosis. The extent to which lomitapide-associated hepatic steatosis promotes the elevations
in aminotransferase is unknown. Although cases of hepatic dysfunction (elevated aminotransferase with
increase in bilirubin or International Normalized Ratio [INR]) or hepatic failure have not been reported,
there is concern that lomitapide could induce steatohepatitis, which can progress to cirrhosis over several



years. The clinical studies supporting the safety and efficacy of lomitapide in HoFH would have been
unlikely to detect this adverse outcome given their size and duration.

Elevations in aminotransferases (ALT and/or AST) are associated with lomitapide (see section 5.1). There
were no concomitant or subsequent clinically meaningful elevations in serum bilirubin, INR, or alkaline
phosphatase. Liver enzyme changes occur most often during dose escalation, but may occur at any time
during therapy.

Monitoring of liver function tests

Measure ALT, AST, alkaline phosphatase, total bilirubin, gamma-glutamyl transferase (gamma-GT) and
serum albumin before initiation of treatment with Lojuxta. The medicinal product is contraindicated in
patients with moderate or severe hepatic impairment and those with unexplained persistent abnormal liver
function tests. If the baseline liver-related tests are abnormal, consider initiating the medicinal product
after appropriate investigation by a hepatologist and the baseline abnormalities are explained or resolved.

During the first year, measure liver-related tests (ALT and AST, at a minimum) prior to each increase in
dose or monthly, whichever occurs first. After the first year, do these tests at least every 3 months and
before any increase in dose. Decrease the dose of Lojuxta if elevations of aminotransferase are observed
and discontinue treatment for persistent or clinically significant elevations (see Table 1 for specific
recommendations).

Dose modification based on elevated hepatic aminotransferases

Table 1 summarizes recommendations for dose adjustment and monitoring for patients who develop
elevated aminotransferase during therapy with Lojuxta.



Table 1: Dose Adjustment and Monitoring for Patients with Elevated Aminotransferases

ALT or AST Treatment and monitoring recommendations®
>3x and <5x Upper o Confirm elevation with a repeat measurement within one week.
Limit of Normal

o If confirmed, reduce the dose and obtain additional liver-related tests if
not already measured (such as alkaline phosphatase, total bilirubin, and
INR).

o Repeat tests weekly and withhold dosing if there are signs of abnormal
liver function (increase in bilirubin or INR), if aminotransferase levels
rise above 5x ULN, or if aminotransferase levels do not fall below 3x
ULN within approximately 4 weeks. Refer patients with persistent
elevations in aminotransferase >3x ULN to a hepatologist for further
investigation.

e If resuming Lojuxta after aminotransferase levels resolve to <3x ULN,
consider reducing the dose and monitor liver-related tests more
frequently.

(ULN)

>5x ULN o Withhold dosing and obtain additional liver-related tests if not already
measured (such as alkaline phosphatase, total bilirubin, and INR). If
aminotransferase levels do not fall below 3x ULN within approximately
4 weeks refer the patient to a hepatologist for further investigation.

o If resuming Lojuxta after aminotransferase levels resolve to <3x ULN,
reduce the dose and monitor liver-related tests more frequently.

*Recommendations based on an ULN of approximately 30-40 international units/L.

If aminotransferase elevations are accompanied by clinical symptoms of liver injury (such as nausea,
vomiting, abdominal pain, fever, jaundice, lethargy, flu-like symptoms), increases in bilirubin >2x ULN,
or active liver disease, discontinue treatment with Lojuxta and refer the patient to a hepatologist for
further investigation.

Reintroduction of treatment may be considered if the benefits are considered to outweigh the risks
associated with potential liver disease.

Hepatic steatosis and risk of progressive liver disease

Consistent with the mechanism of action of lomitapide, most treated patients exhibited increases in
hepatic fat content. In an open-label Phase 3 study, 18 of 23 patients with HoFH developed hepatic
steatosis (hepatic fat >5.56%) as measured by nuclear magnetic resonance spectroscopy (MRS) (see
section 5.1). The median absolute increase in hepatic fat was 6% after both 26 weeks and 78 weeks of
treatment, from 1% at baseline, measured by MRS. Hepatic steatosis is a risk factor for progressive liver
disease including steatohepatitis and cirrhosis. The long term consequences of hepatic steatosis associated
with Lojuxta treatment are unknown. Clinical data suggest that hepatic fat accumulation is reversible after
stopping treatment with Lojuxta, but whether histological sequelae remain is unknown, especially after
long-term use.

Monitoring for evidence of progressive liver disease.




Regular screening for steatohepatitis/fibrosis should be performed at baseline and on an annual basis
using the following imaging and biomarker evaluations:

¢ Imaging for tissue elasticity, e.g. Fibroscan, acoustic radiation force impulse (ARFI), or magnetic
resonance (MR) elastography

e Gamma-GT and serum albumin to detect possible liver injury
o At least one marker from each of the following categories:
o High sensitivity C-reactive protein (hs-CRP), erythrocyte sedimentation rate (ESR), CK-18
Fragment, NashTest (liver inflammation)
e Enhanced Liver Fibrosis (ELF) panel, Fibrometer, AST/ALT ratio, Fib-4 score, Fibrotest
(liver fibrosis)
The performance of these tests and their interpretation should involve collaboration between the treating
physician and the hepatologist. Patients with results suggesting the presence of steatohepatitis or fibrosis

should be considered for liver biopsy.

If a patient has biopsy-proven steatohepatitis or fibrosis, the benefit-risk should be reassessed and
treatment stopped if necessary.

Concomitant use of CYP3A4 inhibitors

Lomitapide appears to be a sensitive substrate for CYP3A4 metabolism. CYP3A4 inhibitors increase the
exposure of lomitapide, with strong inhibitors increasing exposure approximately 27-fold. Concomitant
use of moderate or strong CYP3A4 inhibitors with Lojuxta is contraindicated (see section 4.3). In the
lomitapide clinical trials, one patient with HoFH developed markedly elevated aminotransferase (ALT
24x ULN, AST 13x ULN) within days of initiating the strong CYP3A4 inhibitor clarithromycin. If
treatment with moderate or strong CYP3A4 inhibitors is unavoidable, Lojuxta should be stopped during
the course of treatment.

Weak CYP3A4 inhibitors may substantially increase the exposure of lomitapide. The dose of Lojuxta
should be reduced when administered with a weak CYP3A4 inhibitor and patients monitored carefully
(see section 4.2).

Concomitant use of CYP3A4 inducers

Medicines that induce CYP3A4 would be expected to increase the rate and extent of metabolism of
lomitapide. CYP3A4 inducers exert their effect in a time-dependent manner, and may take at least 2
weeks to reach maximal effect after introduction. Conversely, on discontinuation, CYP3A4 induction
may take at least 2 weeks to decline.

Co-administration of a CYP3A4 inducer is expected to reduce the effect of Lojuxta. Any impact on
efficacy is likely to be variable. When co-administering CYP3A4 inducers (i.e. aminoglutethimide,
nafcillin, non-nucleoside reverse transcriptase inhibitors, phenobarbital, rifampicin, carbamazepine,
pioglitazone, glucocorticoids, modafinil and phenytoin) with Lojuxta, the possibility of a drug-drug
interaction affecting efficacy should be considered. The use of St. John’s Wort should be avoided with
Lojuxta.



It is recommended to increase the frequency of LDL-C assessment during such concomitant use and
consider increasing the dose of Lojuxta to ensure maintenance of the desired level of efficacy if the
CYP3A4 inducer is intended for chronic use. On withdrawal of a CYP3A4 inducer, the possibility of
increased exposure should be considered and a reduction in the dose of Lojuxta may be necessary.

Concomitant use of HMG-CoA reductase inhibitors (‘statins’)

Lomitapide increases plasma concentrations of statins. Patients receiving Lojuxta as adjunctive therapy to
a statin should be monitored for adverse events that are associated with the use of high doses of statins.
Statins occasionally cause myopathy. In rare cases, myopathy may take the form of rhabdomyolysis with
or without acute renal failure secondary to myoglobinuria, and can lead to fatality. All patients receiving
Lojuxta in addition to a statin should be advised of the potential increased risk of myopathy and told to
report promptly any unexplained muscle pain, tenderness, or weakness. Doses of simvastatin > 40 mg
should not be used with Lojuxta (see section 4.3).

Grapefruit juice
Grapefruit juice must be omitted from the diet while patients are treated with Lojuxta.

Risk of supratherapeutic or subtherapeutic anticoagulation with coumarin based anticoagulants

Lomitapide increases the plasma concentrations of warfarin. Increases in the dose of Lojuxta may lead to
supratherapeutic anticoagulation, and decreases in the dose may lead to subtherapeutic anticoagulation.
Difficulty controlling INR contributed to early discontinuation from the Phase 3 trial for one of five
patients taking concomitant warfarin. Patients taking warfarin should undergo regular monitoring of the
INR, especially after any changes in Lojuxta dosage. The dose of warfarin should be adjusted as clinically
indicated.

Use of alcohol
Alcohol may increase levels of hepatic fat and induce or exacerbate liver injury. In the Phase 3 trial, 3 of
4 patients with ALT elevations >5x ULN reported alcohol consumption beyond the limits recommended

in the protocol. The use of alcohol during Lojuxta treatment is not recommended.

Hepatotoxic agents

Caution should be exercised when Lojuxta is used with other medicinal products known to have potential
for hepatotoxicity, such as isotretinoin, amiodarone, acetaminophen (>4 g/day for >3 days/week),
methotrexate, tetracyclines, and tamoxifen. The effect of concomitant administration of Lojuxta with
other hepatotoxic medicine is unknown. More frequent monitoring of liver-related tests may be
warranted.

Reduced absorption of fat-soluble vitamins and serum fatty acids

Given its mechanism of action in the small intestine, lomitapide may reduce the absorption of fat-soluble
nutrients. In the Phase 3 trial, patients were provided daily dietary supplements of vitamin E, linoleic acid,
ALA, EPA and DHA. In this trial, the median levels of serum vitamin E, ALA, linoleic acid, EPA, DHA,
and arachidonic acid decreased from baseline to Week 26 but remained above the lower limit of the



reference range. Adverse clinical consequences of these reductions were not observed with lomitapide
treatment of up to 78 weeks. Patients treated with Lojuxta should take daily supplements that contain 400
international units vitamin E and at least 200 mg linoleic acid, 210 mg ALA, 110 mg EPA, and 80 mg

DHA.

Contraception measures in women of child-bearing potential

Before initiating treatment in women of child-bearing potential, appropriate advice on effective methods
of contraception should be provided, and effective contraception initiated. Patients taking oestrogen-based
oral contraceptives should be advised about possible loss of effectiveness due to diarrhoea and/or

vomiting (see section 4.5). Oestrogen-containing oral contraceptives are weak CYP3A4 inhibitors (see

section 4.2).

Patients should be advised to immediately contact their physician and stop taking Lojuxta if they become

pregnant (see section 4.6).

Lactose

Lojuxta contains lactose and therefore should not be administered to patients with rare hereditary
problems of galactose intolerance, the Lapp-lactase deficiency or glucose-galactose malabsorption.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on Lojuxta and other forms of interaction

Table 2:

Interactions between Lojuxta and other medicinal products and other forms of
interaction

Medicinal products

Effects on lomitapide levels

Recommendation concerning
co-administration with Lojuxta

Inhibitors of CYP3A4

When lomitapide 60 mg was
co-administered with
ketoconazole 200 mg twice
daily, a strong inhibitor of
CYP3A4, lomitapide AUC
increased approximately 27-fold
and Cax increased
approximately 15-fold.

Interaction between moderate or
weak CYP3A4 inhibitors and
lomitapide has not been studied.

Moderate and weak CYP3A4
inhibitors are predicted to have a
substantial impact on
lomitapide’s pharmacokinetics.
Concomitant use of moderate or
weak CYP3A4 inhibitors are
expected to increase lomitapide

Use of strong or moderate inhibitors of
CYP3AA4 is contraindicated with
Lojuxta. If treatment with antifungal
azoles (e.g., itraconazole, ketoconazole,
fluconazole, voriconazole,
posaconazole); the antiarrhythmic
dronedarone; macrolide antibiotics (e.qg.,
erythromycin, clarithromycin); ketolide
antibiotics (e.g., telithromycin); HIV
protease inhibitors; the calcium channel
blockers diltiazem and verapamil is
unavoidable, therapy with Lojuxta
should be suspended during the course of
treatment (see sections 4.3 and 4.4).

Grapefruit juice is a moderate inhibitor
of CYP3A4 and is expected to
substantially increase exposure to
lomitapide. Patients taking Lojuxta




Medicinal products

Effects on lomitapide levels

Recommendation concerning
co-administration with Lojuxta

exposure by 4-10 fold and by 4
fold, respectively, based on the
results of the study with the
strong CYP3A4 inhibitor
ketoconazole and on historical
data for the model CYP3A4
probe midazolam.

should avoid consumption of grapefruit
juice.

The dose of Lojuxta should be reduced
during concomitant administration with a
weak CYP3A4 inhibitor (see section
4.2). Examples of weak CYP3A4
inhibitors include: alprazolam,
amiodarone, amlodipine, atorvastatin,
azithromycin, bicalutamide, cilostazol,
cimetidine, ciclosporin, clotrimazole,
fluoxetine, fluvoxamine, fosaprepitant,
ginkgo, goldenseal, isoniazid, ivacaftor,
lacidipine, lapatinib, linagliptin,
nilotinib, oestrogen-containing oral
contraceptives, pazopanib, peppermint
oil, propiverine, ranitidine, ranolazine,
ritonavir, roxithromycin, Seville oranges,
tacrolimus, ticagrelor, tipranavir and
tolvaptan. This list is not intended to be
comprehensive and prescribers should
check the prescribing information of
drugs to be co-administered with Lojuxta
for potential CYP3A4 mediated
interactions.

The effect of administration of more than
one weak CYP3A4 inhibitor has not
been tested, but the effect on the
exposure of lomitapide is expected to be
greater than for co-administration of the
individual inhibitors with lomitapide.

Inducers of CYP3A4

Medicines that induce CYP3A4
would be expected to increase
the rate and extent of
metabolism of lomitapide.
Consequently, this would reduce
the effect of lomitapide. Any
impact on efficacy is likely to be
variable.

When co-administering CYP3A4
inducers (i.e., aminoglutethimide,
nafcillin, non-nucleoside reverse
transcriptase inhibitors, phenobarbital,
rifampicin, carbamazepine, pioglitazone,
St John’s Wort, glucocorticoids,
modafinil and phenytoin) with Lojuxta,
the possibility of a drug-drug interaction
affecting efficacy should be considered.
It is recommended to increase the
frequency of LDL-C assessment during
such concomitant use and consider
increasing the dose of Lojuxta to ensure
maintenance of the desired level of




Medicinal products Effects on lomitapide levels Recommendation concerning
co-administration with Lojuxta
efficacy if the CYP3A4 inducer is
intended for chronic use.

Bile acid sequestrants Lomitapide has not been tested Because bile acid sequestrants can

for interaction with bile acid interfere with the absorption of oral
sequestrants (resins such as medicines, bile acid sequestrants should
colesevelam and be taken at least 4 hours before or at least
cholestyramine). 4 hours after Lojuxta.

Effects of lomitapide on other medicinal products

HMG-CoA Reductase Inhibitors (“Statins™): Lomitapide increases plasma concentrations of statins.
When lomitapide 60 mg was administered to steady state prior to simvastatin 40 mg, simvastatin acid
AUC and Cax increased 68% and 57%, respectively. When lomitapide 60 mg was administered to steady
state prior to atorvastatin 20 mg, atorvastatin acid AUC and Cax increased 52% and 63%, respectively.
When lomitapide 60 mg was administered to steady state prior to rosuvastatin 20 mg, rosuvastatin Tmax
increased from 1 to 4 hours, AUC was increased 32%, and its Crmax Was unchanged. The risk of myopathy
with simvastatin is dose related. Use of Lojuxta is contraindicated in patients treated with high doses of
simvastatin (> 40 mg) (see sections 4.3 and 4.4).

Coumarin anticoagulants: When lomitapide 60 mg was administered to steady state and 6 days
following warfarin 10 mg, INR increased 1.26-fold. AUCs for R(+)-warfarin and S(-)-warfarin increased
25% and 30%, respectively. Cnmax for R(+)-warfarin and S(-)-warfarin increased 14% and 15%,
respectively. In patients taking coumarins (such as warfarin) and Lojuxta concomitantly, INR should be
determined before starting Lojuxta and monitored regularly with dosage of coumarins adjusted as
clinically indicated (see section 4.4).

Fenofibrate, niacin and ezetimibe: When lomitapide was administered to steady state prior to micronised
fenofibrate 145 mg, extended release niacin 1000 mg, or ezetimibe 10 mg, no clinically significant effects
on the exposure of any of these medicinal products was observed. No dose adjustments are required when
co-administered with Lojuxta.

Oral contraceptives: When lomitapide 50 mg was administered to steady state along with an
oestrogen-based oral contraceptive, no clinically meaningful nor statistically significant impact on the
pharmacokinetics of the components of the oral contraceptive (ethinylestradiol and 17-deacetyl
norgestimate, the metabolite of norgestimate) were observed. Lomitapide is not expected to directly
influence the efficacy of oestrogen based oral contraceptives; however diarrhoea and/or vomiting may
reduce hormone absorption. In cases of protracted or severe diarrhoea and/or vomiting lasting more than 2
days, additional contraceptive measures should be used for 7 days after resolution of symptoms.

P-gp substrates: Lomitapide inhibits P-gp in vitro, and may increase the absorption of P-gp substrates.
Coadministration of Lojuxta with P gp substrates (such as aliskiren, ambrisentan, colchicine, dabigatran
etexilate, digoxin, everolimus, fexofenadine, imatinib, lapatinib, maraviroc, nilotinib, posaconazole,
ranolazine, saxagliptin, sirolimus, sitagliptin, talinolol, tolvaptan, topotecan) may increase the absorption
of P gp substrates. Dose reduction of the P gp substrate should be considered when used concomitantly
with Lojuxta.
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In vitro assessment of drug interactions: Lomitapide inhibits CYP3A4. Lomitapide does not induce CYPs
1A2, 3A4, or 2B6, and does not inhibit CYPs 1A2, 2B6, 2C9, 2C19, 2D6, or 2E1. Lomitapide is not a
P-gp substrate but does inhibit P-gp. Lomitapide does not inhibit breast cancer resistance protein (BCRP).

4.6  Fertility, pregnancy and lactation

Pregnancy

Lojuxta is contraindicated during pregnancy. There are no reliable data on its use in pregnant women.
Animal studies have shown developmental toxicity (teratogenicity, embryotoxicity, see section 5.3). The
potential risk for humans is unknown.

Use in women of child-bearing potential

Before initiating treatment in women of child-bearing potential, the absence of preghancy should be
confirmed, appropriate advice on effective methods of contraception provided, and effective
contraception initiated. Patients taking oestrogen-based oral contraceptives should be advised about
possible loss of effectiveness due to diarrhoea and/or vomiting. Additional contraceptive measures should
be used until resolution of symptoms (see section 4.5).

Breast-feeding

It is not known whether lomitapide is excreted into human milk. Because of the potential for adverse
effects based on findings in animal studies with lomitapide (see section 5.3), a decision should be made
whether to discontinue breast-feeding or discontinue the medicinal product, taking into account the
importance of the medicinal product to the mother.

Fertility

No adverse effects on fertility were observed in male and female rats administered lomitapide at systemic
exposures (AUC) estimated to be 4 to 5 times higher than in humans at the maximum recommended
human dose (see section 5.3).

4.7  Effects on ability to drive and use machines

Lojuxta may have a minor influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The most serious adverse reactions during treatment were liver aminotransferase abnormalities (see
section 4.4).

The most common adverse reactions were gastrointestinal effects. Gastrointestinal adverse reactions were
reported by 27 (93%) of 29 patients in the Phase 3 clinical trial. Diarrhoea occurred in 79% of patients,
nausea in 65%, dyspepsia in 38%, and vomiting in 34%. Other reactions reported by at least 20% of
patients include abdominal pain, abdominal discomfort, abdominal distension, constipation, and
flatulence. Gastrointestinal adverse reactions occurred more frequently during the dose escalation phase
of the study and decreased once patients established the maximum tolerated dose of lomitapide.
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Gastrointestinal adverse reactions of severe intensity were reported by 6 (21%) of 29 patients in the Phase
3 clinical trial, with the most common being diarrhoea (4 patients, 14%); vomiting (3 patients, 10%); and
abdominal pain, distension, and/or discomfort (2 patients, 7%). Gastrointestinal reactions contributed to
the reasons for early discontinuation from the trial for 4 (14%) patients.

The most commonly reported adverse reactions of severe intensity were diarrhoea (4 subjects, 14%),
vomiting (3 patients, 10%), and abdominal distension and ALT increased (2 subjects each, 7%).

Tabulated list of adverse reactions

Frequency of the adverse reactions is defined as: very common (>1/10), common (>1/100 to <1/10),
uncommon (>1/1,000 to <1/100), rare (>1/10,000 to <1/1,000), very rare (<1/10,000), not known (cannot
be estimated from the available data).

Table 3 lists all adverse reactions reported across the 35 patients treated in the Phase 2 Study UP1001 and
in the Phase 3 Study UP1002/AEGR-733-005 or its extension study AEGR-733-012.
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Table 3: Frequency of Adverse Reactions in HoFH Patients

System Organ Class Frequency Adverse Reaction
Infections and infestations Common Gastroenteritis
Metabolism and nutrition Very common Decreased appetite
disorders
Nervous system disorders Common Dizziness
Headache
Migraine
Gastrointestinal disorders Very common Diarrhoea
Nausea
Vomiting
Abdominal discomfort
Dyspepsia

Abdominal pain
Abdominal pain upper
Flatulence

Abdominal distension
Constipation

Common Gastritis

Rectal tenesmus
Aerophagia

Defaecation urgency
Eructation

Frequent bowel movements
Gastric dilatation

Gastric disorder
Gastrooesophageal reflux disease
Haemorrhoidal haemorrhage
Regurgitation

Hepatobiliary disorders Common Hepatic steatosis
Hepatotoxicity
Hepatomegaly
Skin and subcutaneous tissue Common Ecchymosis
disorders Papule
Rash erythematous
Xanthoma
General disorders and Common Fatigue
administration site conditions
Investigations Very common Alanine aminotransferase increased

Aspartate aminotransferase increased
Weight decreased

Common International normalised ratio
increased

Blood alkaline phosphatase increased
Blood potassium decreased

Carotene decreased

International normalised ratio
abnormal

Liver function test abnormal
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System Organ Class

Frequency

Adverse Reaction

Prothrombin time prolonged
Transaminases increased
Vitamin E decreased
Vitamin K decreased

Table 4 lists all adverse reactions for subjects who received lomitapide monotherapy (N=291) treated in

Phase 2 studies in subjects with elevated LDL-C (N=462).

Table 4: Frequency of Adverse Reactions in Elevated LDL-C Patients
System Organ Class Frequency Adverse Reaction
Infections and infestations Uncommon Gastroenteritis
Gastrointestinal infection
Influenza
Nasopharyngitis
Sinusitis

Blood and lymphatic system Uncommon Anaemia

disorders

Metabolism and nutrition Common Decreased appetite

disorders Uncommon Dehydration
Increased appetite

Nervous system disorders Uncommon Paraesthesia
Somnolence

Eye disorders Uncommon Eye swelling

Ear and labyrinth disorders Uncommon Vertigo

Respiratory, thoracic and Uncommon Pharyngeal lesion

mediastinal disorders

Upper-airway cough syndrome

Gastrointestinal disorders

Very common

Diarrhoea
Nausea
Flatulence

Common

Abdominal pain upper
Abdominal distension
Abdominal pain

Vomiting

Abdominal discomfort
Dyspepsia

Eructation

Abdominal pain lower
Frequent bowel movements

Uncommon

Dry mouth

Faeces hard

Gastrooeosophageal reflux disease
Abdominal tenderness

Epigastric discomfort

Gastric dilatation

Haematemesis

Lower gastrointestinal haemorrhage
Reflux oesophagitis
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System Organ Class

Frequency

Adverse Reaction

Hepatobiliary disorders

Uncommon

Hepatomegaly

Skin and subcutaneous tissue
disorders

Uncommon

Blister
Dry skin
Hyperhidrosis

Musculoskeletal and connective
tissue disorders

Common

Muscle spasms

Uncommon

Arthralgia
Myalgia

Pain in extremity
Joint swelling
Muscle twitching

Renal and urinary disorders

Uncommon

Haematuria

General disorders and
administrative site conditions

Common

Fatigue
Asthenia

Uncommon

Chest pain
Chills

Early satiety
Gait disturbance
Malaise

Pyrexia

Investigations

Common

Alanine aminotransferase increased
Aspartate aminotransferase increased
Hepatic enzyme increased

Liver function test abnormal
Neutrophil count decreased

White blood cell count decreased

Uncommon

Weight decreased

Blood bilirubin increased
Gamma-glutamyltransferase increased
Neutrophil percentage increased
Protein urine

Prothrombin time prolonged
Pulmonary function test abnormal
White blood cell count increased

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via the national reporting system listed in Appendix V.

49 Overdose

There is no specific treatment in the event of overdose. In rodents, single oral doses of lomitapide
>600 times higher than the maximum recommended human dose (1 mg/kg) were well tolerated. The
maximum dose administered to human subjects in clinical studies was 200 mg as a single dose; there

were no adverse reactions.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other lipid modifying agents, plain. ATC code: C10AX12

Mechanism of action

Lomitapide is a selective inhibitor of microsomal transfer protein (MTP), an intracellular lipid-transfer
protein that is found in the lumen of the endoplasmic reticulum and is responsible for binding and
shuttling individual lipid molecules between membranes. MTP plays a key role in the assembly of apo B
containing lipoproteins in the liver and intestines. Inhibition of MTP reduces lipoprotein secretion and
circulating concentrations of lipoprotein-borne lipids including cholesterol and triglycerides.

Clinical efficacy and safety

A single arm, open-label study (UP1002/AEGR-733-005) evaluated the efficacy and safety of lomitapide
when co-administered with a low-fat diet and other lipid-lowering therapies in adult patients with HoFH.
Patients were instructed to maintain a low-fat diet (<20% calories from fat) and their lipid-lowering
therapies at study entry, including apheresis if applicable, from 6 weeks prior to baseline through at least
Week 26. The dose of lomitapide was escalated from 5 mg to an individually determined maximum
tolerated dose up to 60 mg. After Week 26, patients remained on lomitapide to determine the effects of
longer-term treatment and were allowed to change background lipid-lowering therapies. The study
provided for a total of 78 weeks of treatment.

Twenty-nine patients were enrolled, of whom 23 completed through Week 78. Sixteen males (55%) and
13 females (45%) were included with a mean age of 30.7 years, ranging from 18 to 55 years. The mean
dose of lomitapide was 45 mg at Week 26 and 40 mg at Week 78. At Week 26, the mean percent change
in LDL-C from baseline of LDL-C was -40% (p<0.001) in the Intent to Treat (ITT) population. Mean
percent change from baseline through Week 26 using last observation carried forward (LOCF) to each
assessment is shown in Figure 1.
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Figure

1:

Mean percent changes from baseline in LDL-C in the major effectiveness study

UP1002/AEGR-733-005 through Week 26 (the Primary Endpoint) using LOCF to each
assessment (N=29)
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Changes in lipids and lipoproteins through Week 26 and Week 78 of lomitapide treatment are presented

in Table 5.

Table 5:

lipoproteins (major effectiveness study UP1002/AEGR-733-005)

Absolute values and percent changes from baseline to Weeks 26 and 78 in lipids and

Parameter (units)

Baseline Week 26/LOCF (N=29) Week 78 (N=23)
Mean Mean % Mean %
(SD) (SD) | Change | p-value® | (SD) | Change | p-value®
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LDL-C, direct 336 190 210

(mg/dL) (114) (104) -40 <0.001 | (132) -38 <0.001
Total Cholesterol (TC) 430 258 281

(mg/dL) (135) (118) -36 <0.001 | (149) -35 <0.001
Apolipoprotein B 259 148 151

(apo B) (mg/dL) (80) (74) -39 <0.001 (89) -43 <0.001
Triglycerides (TG)

(mg/dL)? 92 57 -45 0.009 59 -42 0.012
Non high-density

lipoprotein cholesterol 386 217 239

(Non-HDL-C) (mg/dL) (132) (113) -40 <0.001 (146) -39 <0.001
Very-low-density

lipoprotein cholesterol 21 13 16

(VLDL-C) (mg/dL) (10) 9) -29 0.012 (15) -31 0.013
Lipoprotein (a) (Lp(a))

(nmol/L)? 66 61 -13 0.094 72 -4 <0.842
High-density lipoprotein

cholesterol (HDL-C) 44 41 43

(mg/dL) (11) (13) -7 0.072 (12) -4.6 0.246

2 Median presented for TG and Lp(a). p-value is based on the mean percent change

bp-value on the mean percent change from baseline based on paired t-test

At both Week 26 and Week 78, there were significant reductions in LDL-C, TC, apo B, TG, non-HDL-C,
VLDL-C and changes in HDL-C trended lower at Week 26 and returned to baseline levels by Week 78.

The effect of Lojuxta on cardiovascular morbidity and mortality has not been determined.

At baseline, 93% were on a statin, 76% were on ezetimibe, 10% on niacin, 3% on a bile acid sequestrant
and 62% were receiving apheresis. Fifteen of 23 (65%) patients had their lipid-lowering treatment
reduced by Week 78, including planned and unplanned reductions/interruptions. Apheresis was
discontinued in 3 out of 13 patients who were on it at Week 26, and frequency was reduced in 3 patients
while maintaining low LDL-C levels through Week 78. The clinical benefit of reductions in background
lipid-lowering therapy, including apheresis, is not certain.

Of the 23 patients who completed through Week 26, 19 (83%) had LDL-C reductions >25% with 8 (35%)
having LDL-C <100 mg/dL and 1 having LDL-C <70 mg/dL at that time point.

In this study, 10 patients experienced elevations in AST and/or ALT >3 x ULN (see Table 6).
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Table 6: Highest liver function test results post first dose (major effectiveness study
UP1002/AEGR-733-005)

Parameter/Abnormality N (%0)
ALT

Number of Patients with Assessments 29

>3 to <5 x ULN 6 (20.7)
>5t0 <10 x ULN 3(10.3)
>10 to <20 x ULN 1(3.4)
>20 x ULN 0

AST

Number of Patients with Assessments 29

>3 to <5 x ULN 5(17.2)
>5t0 <10 x ULN 1(3.4)
>10 to <20 x ULN 0

>20 x ULN 0

Elevations in ALT and/or AST >5 x ULN were managed with a dose reduction or temporary suspension
of lomitapide dosing, and all patients were able to continue with study drug treatment. No clinically
meaningful elevations in total bilirubin or alkaline phosphatase were observed. Hepatic fat was
prospectively measured using MRS in all eligible patients during the clinical trial (Table 7). Data from
individuals who had repeat measurements after stopping lomitapide show that hepatic fat accumulation is
reversible, but whether histological sequelae remain is unknown.

Table 7: Maximum categorical changes in % hepatic fat (major effectiveness study
UP1002/AEGR-733-005)

Maximum Absolute Efficacy Phase | Safety Phase | Entire Trial

Increase in % Hepatic Fat Weeks 0-26 Weeks 26-78 | Weeks 0-78
N (%) N (%) N (%)

Number of evaluable patients | 22 22 23

<5% 9 (41) 6 (27) 5(22)

>5% to <10% 6 (27) 8 (36) 8 (35)

>10% to <15% 4 (18) 3(14) 4 (17)

>15% to <20% 1(5) 4 (18) 3(13)

>20% to <25% 1(5) 0 1(4)

>25% 1(5) 1(5) 2(9)
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The European Medicines Agency has deferred the obligation to submit the results of studies with Lojuxta
in one or more subsets of the paediatric population in HoFH (see section 4.2 for information on paediatric
use).

5.2 Pharmacokinetic properties

Absorption

The absolute oral bioavailability of lomitapide is 7%. Absorption is not limited by penetration of the drug
across the intestinal barrier but is predominantly influenced by an extensive first pass effect. Peak plasma
concentrations of lomitapide were reached 4-8 hours following oral dosing. Lomitapide pharmacokinetics
is approximately dose-proportional for oral single doses in the therapeutic range. Doses higher than 60 mg
suggest a trend toward nonlinearity and are not recommended.

Upon multiple dosing Cimax and AUC increased in approximate proportion to lomitapide dose. Cimax and
AUC were increased following either a high-fat meal (77% and 58%, respectively) or low fat meal (70%
and 28%, respectively). Accumulation of lomitapide in plasma was consistent with that predicted after a
single dose following once daily oral dosing above 25 mg for up to 4 weeks. Inter-individual variability in
lomitapide AUC was approximately 50%.

At steady state the accumulation of lomitapide was 2.7 at 25 mg and 3.9 at 50 mg.

Distribution

Following intravenous administration, the volume of distribution of lomitapide was high
(mean=1200 litres) despite a high degree (>99.8%) of binding to plasma protein. In animal studies

lomitapide was highly concentrated (200-fold) in the liver.

Biotransformation

Lomitapide is extensively metabolised, predominantly by CYP3A4. CYP isoforms 2E1, 1A2, 2B6, 2C8,
and 2C19 are involved to a lesser extent and isoforms 2D6 and 2C9 are not involved in the metabolism of
lomitapide.

Elimination

Following administration of a radiolabeled oral solution dose to healthy subjects, 93% of the administered
dose was recovered in urine and faeces. Approximately 33% of the radioactivity was excreted in urine as
metabolites. The remainder was excreted in faeces, primarily as oxidised metabolites. The elimination
half-life of lomitapide was approximately 29 hours.

Special populations:

Data in the pivotal clinical trial were analyzed with respect to the impact of potential covariates on
lomitapide exposure. Of the parameters examined (race, body mass index (BMI), gender, weight, age), only
BMI could be classified as a potential covariate.
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Age and gender

There was no clinically relevant effect of age (18-64 years) or gender on the pharmacokinetics of
lomitapide.

Race

No dose adjustment is required for Caucasian or Latino patients. There is insufficient information to
determine if Lojuxta requires dose adjustment in other races. However, since the medicinal product is
dosed in an escalating fashion according to individual patient safety and tolerability, no adjustment to the
dosing regimen is recommended based on race.

Renal insufficiency

In the renal impairment population, lomitapide was only studied in patients with end-stage renal disease
(ESRD). A pharmacokinetic study in patients with ESRD undergoing hemodialysis demonstrated a 36%
increase in mean lomitapide plasma concentration compared to matched healthy controls. The terminal
half-life of lomitapide was not affected.

Hepatic insufficiency

A single-dose, open-label study was conducted to evaluate the pharmacokinetics of 60 mg lomitapide in
healthy volunteers with normal hepatic function compared with patients with mild (Child-Pugh A) and
moderate (Child-Pugh B) hepatic impairment. In patients with moderate hepatic impairment, lomitapide
AUC and Cnax Were 164% and 361% higher, respectively, compared with healthy volunteers. In patients
with mild hepatic impairment, lomitapide AUC and Cnax Were 47% and 4% higher, respectively,
compared with healthy volunteers. Lojuxta has not been studied in patients with severe hepatic
impairment (Child-Pugh score 10-15).

Paediatric population

Lojuxta has not been investigated in children less than 18 years of age.

Elderly population

Lojuxta has not been investigated in patients aged 65 years or older.

5.3 Preclinical safety data

In repeat-dose oral toxicology studies in rodents and dogs, the principal drug-related findings were lipid
accumulation in the small intestine and/or liver associated with decreases in serum cholesterol and/or
triglyceride levels. These changes are secondary to the mechanism of action of lomitapide. Other
liver-related changes in repeat-dose toxicity studies in rats and dogs included increased serum
aminotransferases, subacute inflammation (rats only), and single-cell necrosis. In a 1 year repeat-dose
study in dogs there were no microscopic changes in the liver although serum AST was minimally

increased in females.

Pulmonary histiocytosis was observed in rodents. Decreased red blood cell parameters as well as
poikilocytosis and/or anisocytosis were observed in dogs. Testicular toxicity was observed in dogs at
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205 times the human exposure (AUC) at 60 mg in a 6-month study. No adverse effects on the testes were
observed in a 1-year study in dogs at 64 times the human exposure at 60 mg.

In a dietary carcinogenicity study in mice, lomitapide was administered up to 104 weeks at doses ranging
from 0.3 to 45 mg/kg/day. There were statistically significant increases in the incidences of liver adenoma
and carcinoma at doses >1.5 mg/kg/day in males (> 2 times the human exposure at 60 mg daily based on
AUC) and >7.5 mg/kg/day in females (> 9 times the human exposure at 60 mg based on AUC).
Incidences of small intestinal carcinoma and/or combined adenoma and carcinoma (rare tumours in mice)
were significantly increased at doses >15 mg/kg/day in males (> 26 times the human exposure at 60 mg
based on AUC) and at 15 mg/kg/day in females (22 times the human exposure at 60 mg based on AUC).

In an oral carcinogenicity study in rats, lomitapide was administered up to 99 weeks at doses up to

7.5 mg/kg/day in males and 2.0 mg/kg/day in females. Focal hepatic fibrosis was observed in males and
females and hepatic cystic degeneration was observed in males only. In high-dose males, an increased
incidence of pancreatic acinar cell adenoma was observed at an exposure 6 times that in humans at 60 mg
based on AUC.

Lomitapide was not mutagenic or genotoxic in a battery of in vitro and in vivo studies.

Lomitapide had no effect on reproductive function in female rats at doses up to 1 mg/kg or in male rats at
doses up to 5 mg/kg. Systemic exposures to lomitapide at these doses were estimated to be 4 times
(females) and 5 times (males) higher than the human exposure at 60 mg based on AUC.

Lomitapide was teratogenic in rats in the absence of maternal toxicity at an exposure (AUC) estimated to
be twice that in humans at 60 mg. There was no evidence of embryofoetal toxicity in rabbits at 3 times the
maximum recommended human dose (MRHD) of 60 mg based on body surface area. Embryofoetal
toxicity was observed in rabbits in the absence of maternal toxicity at >6.5 times the MRHD. In ferrets,
lomitapide was both maternally toxic and teratogenic at <1 times the MRHD.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content
Pregelatinised starch (maize)

Sodium starch glycolate
Microcrystalline cellulose
Lactose monohydrate
Silica, colloidal anhydrous
Magnesium stearate

Capsule shell
Gelatin

Titanium dioxide (E171)
Red iron oxide (E172)

Printing ink
Shellac
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Black iron oxide (E172)
Propylene glycol

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4  Special precautions for storage

Store below 30°C.
Keep the bottle tightly closed in order to protect from moisture.

6.5 Nature and contents of container

High density polyethylene (HDPE) bottle fitted with a polyester/aluminium foil/cardboard induction seal
and polypropylene screw cap.

Package sizes are:
28 capsules

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Aegerion Pharmaceuticals Ltd

Lakeside House

1 Furzeground Way

Stockley Park East

Uxbridge UB11 1BD

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/851/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 31 July 2013
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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TL—TTN—I T a—R

Lojuxta & 5-H11%, /L —F 71— P2 — 2% BRLARNT &,

7 = YRR IS K D IGHREDL SRR B LT OHUEEE U A 7

lomitapide (X7 /L7 7 U > OIMFEFIRE % LA S5, Lojuxta O EIZ X > TIREREL EO Pk
A5 Xk 2 A HErEN H 0 . Lojuxta DIEIC K - TIZIRRELL T O 2 5] & = 9 e
PER DD, & IMAHRBRTIE, VA7 7 U PG LI 54096 1403, INNDO= Y fh—
VRS RIR TR A BRI L7e, DL T 7 U UG EEIL, FFIC Lojuxta HEDEE#ZIL,
INR ZEMMICHRET S22 L, VA7 7 U A&, BRNEIGONC CRET S Z &,

7L a— LB

Tova—VIHE Z NS, FEEEZFHETELIEL2 82N 5, F N AHREBR T,
ALT EEN ULN O 5EEH 25 44D H 6 341L, 73— WAE RN AR IS5 58 CHEsE
SN HEIPHEZEZ Tz e STz, Lojuxta #5077 Lo — UABERUIHER S v,



reEtwE

FHMEZ R TRREMENH D Z e TVWDIEA (Y MLF /Ay TIAXrYy, T
T/ 7=y 49 BEBEZOEEGTIHMELLE] A NNV —F TRIVATY L H
EFFX T o2 E) & oLojuxta EEDFHTAHEAGIE. BEBLETH D, ERUAONITFEMEE R
FTIA & Lojuxta & OOFAN KT T BT STV, K0 mSEE 22 I EE R A S LB C
bHbHEBZLND,

He¥ETE & X o KON E PR LR O WK T

/T D lomitapide DIEFIET % Z &3 % & . lomitapide IXARIATESE 2 DI Z ) S+ 2 AlRENE
NdbD, % I AHRBRTIZ, ©¥ I E, U/ —/LfE, ALA. EPA, DHA DOZ5aMBh &L & B
W25z 7-, A, ©# 3 E. ALA, U J —/LiE, EPA, DHA. 7 73 RO MLy e
ORI G-BIAART D 26 B £ T LAy, ZIREHO FIRZ L[] 54 MR L=,
DX D IR X DA ERBERREL, 78 lEIZH7= 2 lomitapide £ 5-HERD LR o T,
Lojuxta % 5-F3 13 1 HIZ, 400 lU 4 I E, 200 mg LA LD U 7 — L, 210 mg @ ALA,
110 mg @ EPA. 80 mg ® DHA % & Teik BB B A BT 5 Z &,

PEHR T2 rIRENED & D LM DL

PEIRT 2 FIREMED & 2 TME~ DR G-BIMAHETC . ZIRAYZRBHEE IR 2 @0 R 5 5 2170, 2R
W7 ZBltE T 5 2 &, A MR U ER—R LT HROBERZRA L WD EFEICIE

TR TNEE 2SR TR O BT O B NENME T T D AletE a5 x5 2 & (45 HEBH) , =R
ka7 G AR OREERITE CYP3AA T ERITH D (42 THBM) |

Lojuxta #5-FIZIEME L 72 B 1T, EHIZEREISHER LT Lojuxta IR Z 45 L 9 &
THZLE (46IEZBMR) |

77 F—R

Lojuxta 17 7 h—RA&&HTH, Lizn-o T, ENRBLEMEE (727 b—ARMHE. Lapp
I B—BRZIE, JNVa—A - T77 Fh—ARINARIE) #HT5BEICEE LN &,

45 MOERSE OHAEEAKRREOMOHEEIEA

LD EH L Lojuxta (2 M IE 3522 N N OO AVER

% 2 : Lojuxta L LDEKT, & OHEEREOZE MO EER

- Lomitapide & ~DFE Lojuxta & DHEFHB GBI 2 IR EIH

CYP3A4 BHEH 58172 CYP3AAHERITH DS | HREE~T /)72 CYP3A4 FHEHI &
k= —1200mg (1 H 2 Lojuxta & O HIFEETH LTV —b
[a]) & lomitapide 60 mg & & 0f | FHEEHRE Bl A FFaf YV —,




EX

2]2]

Lomitapide I8 E~DFE

Lojuxta & OPF G T 2 H#EIREIH

M5 L& Z A, lomitapide ®
AUC [ TH) 27 E8EN L, Crax 1
# 15 fEHE N L 72,

FI~ L O CYP3A4 BHEH
& lomitapide & OFFEAEA LR
LTV A GAVANAN

FI~ L O CYP3A4 BHEH
I%. lomitapide O EEEIZ K X
R RITTETHEND,
lomitapide DIFFTE &L, FRE D
CYP3A4 [HEAI & DHFHIT 4~
10 8N L, 590> CYP3A4 [
Fl & OO TIX 45N 5 &
FHEND, ZhuE, W7
CYP3AAHEHAITH L h =2
=B WO R, K&
NCYP3A4 DIEEET L L LT
IEVTAERELIZBEDT
— XIS TN D,

rhar =), ZafFy—i R
Y =) —)L posaconazole 7z &) | Ht
REERRIECTH 5 dronedarone, ~ 7 17
A RRFAEWE (B =) ZAa~Ag v
Y. 77V AxawAvr) L T NTA
RRPUAEWE (B : telithromycin) |
HIV e 77 —EBHEE, v v s
¥ U RNVIERETH L UNLTTE LK
ONRFRI L & OPEFREGD58ET S
VG ETT, TREIEFE I Lojuxta D%
Hadik42 28 Q3HEKV44ES
)
T—TTN— T a— A IHRED
CYP3A4 BHLEHITH Y . lomitapide ~D
IR L KIRICHENSE 5 & THlSn
%, Lojuxta # k¥ 2 EEHIZ7L—7
TN— T a2 — ADBRERT D =
L

590 CYP3A4 [HEA & D fF I G-
%, Lojuxta ZE4 52 & (42HS
FR) . 53\ CYP3A4BHEHRI OB E L
T, TINT I Th TIFFa,
TLAuRVEY T MNRNREF T
vauwATr, BhAALEZI R, v
ARBS =) AFT T AR
Jo, 7ma kU~ Y—/ fluoxetine,
TNVRFH I RAT L EX
. ginkgo, goldenseal, f V¥ =7
K. ivacaftor, lacidipine, 7 /3F =7
N UF7UVTFr =gF=7, =
A b a7 G AR AR NN =
TNy, TrEXRY v T=F
¥, ranolazine, U FFEL mF T
vy, BAEA (I

B . #Z7wm U LA ticagrelor,
tipranavir, KA NNT X U7 ERZEIT B
Do ZO—RITERENRE DO TIE
<. WJFIEIL CYP3A4 Z 4 L= AR AAE
PO R[EEM: 2 %8 L C. Lojuxta & fFH
BH HEAN ORI LELHRT L Z
L,

55\ CYP3A4 [HEFA 2 2 MLl B G- L




S

Lomitapide I8 E~DFE

Lojuxta & OPF G T 2 H#EIREIH

TeBR ORI TR S LTV, 2
D X 5 72354 To lomitapide BEFE B~
BN, 2 OFLFEDOHAIR G &
lomitapide ¢ 5- & #OfFH L7=%A XKD b
REWETHIIND,

CYP3A4 % EFl

CYP3A4 %59 2 FANX,
lomitapide D ARGHTHEE o ORETE
EHEMEES TSNS, fE
BZ, CYP3A4 A & DOBfF
FIZ & - T lomitapide A %h%:
W52 Licien, HoE
~OEBINTNHEZEETH D
ATREMEAS O,

CYP3A4 & (aminoglutethimide,
nafcillin, FERZIE T Wfiis B 35 BH. 5 741
Tz /)N VEEZ—)L VT Y
V. IR BE Y, BF S EY
v, B3 A XY YT [Stlohn's
Wort, >k« Va—r X U—

c . ZvaarFaf N, X7 4
=), 7==hA ) & Lojuxta & %
ME53 256, EWEHEEER» A
NI KT T rIREtE 2 BT 5
Z &, CYP3A4FEH| & Lojuxta & DOPF
%5913 LDL-C % FEAl 3 5 AH A 2 1
L. CYP3A4 & EHA z @M 5357
ENDDEEX. KD DENED T
(PR T & 5 X 51T Lojuxta OB & % 13
T AHZ RIS,

BT B B A

lomitapide & AHI-Fig £

(colesevelam Jz O
cholestyramine 72 & O £t fig #4541
& O EAERIZOWTIEER &
ALTUVRWN,

AR ERE BHA 3R N RO IR & 15 1T 5
AIREMEN B 5 728D B FEEHEEA I
Lojuxta #% 5- 4 REF LA RT3 4 IREfH]
ULE#ICEE35 2 &,

lomitapide 7ML oD [ 35 T & M 1T 9 B 288

HMG-CoA HILFFFEMZFF ( [ X5 F KA )

- lomitapide (% A % F 2 R IA o i 55 I E

Z A Z¥ %, lomitapide 60 mg Z EFIRRBICEIZEST 5 £ TRE LRIV AN AZF 2 40 mg
ERGLIEEZA, VNAEZTFTUED AUC KN Crax 13, ZALZEIL 68% % O 57%HIIN L 7=,
lomitapide 60 mg % EFIKBICRIET HFE TG LIERIZT MUARZF L 20 mg 5 LTz &
ZAH T MUARZAZF D AUC KT Craxld. EEHL 52% K% TF 63%HE 1 L 7=, lomitapide 60
mg & ERRBEICEET A ETHRE LRI E ARREZF U AN T L 20mg 25 LTI-E A,
BANAEF TN T DD ToaxlE 1~4 FEEHEIN L, AUC 1% 32%IEIN L, Crax (FE L L7203
Too WREBOY AT, Vo RAZF R TIIHEBKRGEN TH D, EHE (40 mg B) O
WAL F P HBEHETIE, Lojuxta & 5135 THD U3 KW 44TESR) |

25 U 2R GUEEEIFE - lomitapide 60 mg Z E FARRBICEE T 5 TR L-BIZULT 7 U 10
mgZfEE L2 A U7 7 U BRSNS 6 AR%IZ INR I 1.26 (F#ER L7, RH)V LT 7
VUKW SEHUMALT 7 U rd AUC 1T, 2 25% % O 30%EM L7z, RH)T/LTZ 7 U v kN
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SOUNT 7 VD CraxlE. TNZEI 14% KON 15%EN L=, 7~V RbikEEE (v r 7V
Vg &) & Lojuxta & OOFH BT TIL, Lojuxta £ 5-BAERTIC INR ZHIE L, 0% b EMITH
HEFEL, 7~ RPUEREIEOHEZERREISINC CHET 2 28 G4ESHR) |

T T T T—p, TS T, TEF I 7 lomitapide & EFIRBEICRIET S £ TRE LT
Ble7 =/ 74077 —F 145 mg, Wit T A 721000 mg, =¥ F 7 10 mg & ENZs
Lzt A, BEMICEERRBEE~OEBI NS ORAETTRO LN hoT, Lido
C. Lojuxta & OFHT 2ERIC, 245 O3RN O H &4 RS 2 LT,

FETHHFEE - =2 N0 v e =2 L 2 R CUBEESE & O LT lomitapide 50 mg % & H K AEIC
BETLETERELLE A, RABERDOFR Y (ZF =V AT I F =V O 17-i T
& F /11t norgestimate [norgestimate OEH] ) DOFEMENEA~DFEIZ, BIRIZEROH 5 X
IEHEEHICH B L OITR O 5o 7=, lomitapide 28T 2 k1 7L &2 _— 2 L3 5% 1T
O ERERELZ RIET EI1XE 2 7200, FHRSUINEMIC X > THLVE VIV AME T
TEHRBZENRS D, FRSUIIRMHAFFGEASUIEE TH Y, 2 HMZB 2 TR EEIE, ERD
B4 7 A IR OBTEAERT 5 2 &

P-gp Z 4 : lomitapide |Z in vitro T PHEEE (P-gp) ZIHET 2, ZD72% lomitapide #5-12 K -
T, P-gp A DI AHEINT 5 ATREME N & D

Pogp & (TVUVARLY, To7 Uk EY, aleFy, XEH T 2T HrI—h, VA
XLy, TRV AR, T2XVTeF VL AvF=T . FRF=T wIrns, —nF=
7. posaconazole, ranolazine, V%27V 75 vulU AR X7V TFF o talinolol, kL
N7 K topotecan 72 E) & Lojuxta & DPFHBEEIZ L o T, P-gp EE OWINEEINT 2 AREME
N5, Lojuxta & OFHT A2GE1X. Pogp REOWELRFTTLHZ &,

FEWHH L EH D in vitro FF4#  lomitapide 1Z CYP3A4 D&M FHE T %, lomitapide i% CYP 1A2,
3A4, 2B6 DOIEMEAFHEE T, CYP 1A2, 2B6, 2C9. 2C19. 2D6. 2E1 OIEMEAEBHLE L7y,
lomitapide |% P 5 A EE TIERW A, PR A OIEEAAE T 5, lomitapide [ZFL2S AT &
/X778 (BCRP) DOIEM:ZFHE L7,

46 ZJREE. HIREUEA

MR

HERF O Lojuxta 513252 CTH 5, Hm COMHAICET A EEEOE VT — X 1372, EEo
IR CTIX, BAEBENI RSN TWS (AR, BEMEICOW T 53 THER) . B FToO

BERY Y 2 7 13RI S TnZeuy,

SEHRT 2 FIREMED & S T O

YRR 2 ATREME D & 2 LME~ DO GBRAARTNC . IR L TV RWZ & 2R L. R RAYZRRHETAIC
B 2O 2R R 8 21TV, IR Z AT 2 2 &, T A bu U 2= X LT DR Mk
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W2 IR LT 2 BT, TRISNE 28 SR TR A RS DA EAME T 9~ % WTREME 2 1s
252 L, JERDEIET HE T, BOBEEZLENT 528 Q5HEBH) |

lomitapide 73t M REFLFIZ WM END 00 E 5 DIIARBHTH 5, lomitapide DOE) FEER T DT RIZ I
SLHAFREBORREMEND BI3HSM) | REBUCKT 5 lomitapide & G- D EZEM A B E L T,
B OH UL SUIARF O 1L 23 2,

A HE

lomitapide %z £ 5- L 72MERET » b T, S ARHEREERRHETE MR G SNTEHE LY 4~5 455

WEHEE SN2 2 HRGEE (ACU I2HKS<) T, ZIRE~OAEFEREEBIIFRO Shid o7z
(5.3HZM) |

47 EBENEEER OCEIREBE~DE

Lojuxta 3 iEHis & O ERE NI RIZT BT/ NS W B X B b,

48 EBIEA

BEET a7 7 A LDOEK

G O b BELREWERIL, TEEREDT I/ b7 2727 —BRETH-T2 (44
HZM)

BB IR SN TZEWERIZE G ~DORETH 7=, B NAARBREE 294055 274 (93%)

(2. HIBORWER NG ST, BED 79% T FHl, 65% CHuly, 38% THLRE. 34% Clit:

DB HITZ, 20%LL ECTHE S =2 OMMOEIER IR, MEMATRE, EWEGm., (F,

B2 ThHotz, BROBIERANL Y SMEICRE L0 EMFETHY . FEI K KIE
(MTD) 2T % &, BIWEHORBLSFILRED LT,

HIEENSECTHL2HIBORBIER L. & NMAHRBROEBE 294055 64 (21%) THE S,
EHEEICRO LIVZEIERIZ TR (4 4 - 14%) | Et (3 4 : 10%) . ME¥E. M. AP (2
% T%) Thoto, 44 (14%) <TiE, BIBOBRWEAIZE 1 AARERO R F LRI & 7> 72,

BOLWEDEL NS T-REWER CEIEENEHED L OIX TR (44 : 14%) . R (34 : 10%) .
R M OV ALT BEH (%24 0 7T%) Thotz,
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BIEH O —EE

Rl VR OFEBLSEIE D 43S O EF T, very common (10%L4 1) | common (1%L E 10%A)
uncommon (0.1%LA E 1%K4) . rare (0.01%Lh E 0.1%KR7) . very rare (0.01%A7) . not
known (ATFATREZRT— % i b HERIAGE) T b,

# 3 1%, % Il fA UP1001 #BR % OV 11l 8 UPL002/AEGR-733-005 &, H3Aric k- Tk

UP1002/AEGR-733-005 #Ex D ILERER T 5 AEGR-733-012 R T 5425117~ 35 4 CTHE X
ni=2FIWEHO—%&<TH 5,
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% 3 : HoFH BE CORIWER DRBHEE

#ERIXRSHE (SOC) FBHE

BIYEA

JRYIE M OV HUE Common

B R

R R DR R E Very common

TR R E Common

FFEIPED F 0
L
Akl

TR
SE
s
T

Very common

T

AT

Mgk -
PEFRAS PRI
HILRER
JEIR
R
Jikfee

PE R

Common

EES
EfLSY
225 T
(Lir=ReIBIE]
BLW

HEE RN
RIS
HbEE

A A E R R
R H 1
R L

JF RHE R B Common

eI
JFE
HFRE K

B & R OVRZ T Lk e o Common

BRER HH af
iR
RLBEME S22
A

—i - I PEER O
B D1

Common

W5

AR S

Very common

TI=UT ) NIRRT =T — BN
TANTGRUET I ) 8T AT 2T —EH
m

LR

Common

[ B AZE E b 18 N
ATV BV RAT 7 X —BHN
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#ERIRTE (SOC) FBE BIYEA

A7 U o L
J1a F P

| BRATE Y L L
FFRERERR A L

78 =T N = I iV & 3 IR
N7 ATIF—E LR
v 3 ERD

X2 KD

# 413, LDL-C EHZHL7cEE (4624) OO 5. & I FHEER T lomitapide O HifI# 54 5217
~HE (2914) CTOREWEHO—ETh 5,

# 4 : LDL-C LRABETORWER ORREE

s ERIRSHE (SOC) RBE BIYEH

JRYLIE M OVEF AR HRUE Uncommon B 2%

MER A=A 30
A7
PAGEEDN

il S e

MR KON R fEE Uncommon 21

R R OV b Common i/ RIS

Uncommon Jiit. 7K
BB

e o e

Tt

Uncommon SRR,
R

I5Yixe= Uncommon AR AR A

B M Ok e e 2 Uncommon ELREREIN

RO 2R, MOER K OERR R Uncommon N EE 5 28
R GE S E R

exy

H Wk

T

Very common | [l
LY

JEEE

Common -G

HE SR
il-Er

Mg -

AN Rk
HIEARE
BLW

T RE R
PEGE M

Uncommon N HE IS
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#ERIRTE (SOC)

RBHE

BIEA

fiif

A E TR
JEHB R

DA P
RIS

I

TEBHALE i
WP EE R

JTHEE R R

Uncommon

HFRER

B Be UNBZ T AL P 75

Uncommon

Y]
B 5 w8
ZITIE

Common

5

Uncommon

BeIfiidm
75 P
VU R
ESIRLEES
i M

B R OV R R B

Uncommon

iR

K - EHPEE RO
BEGEL DR TE

Common

W7
HEIIE

Uncommon

g rg
FHHE
TR

AR S

Common

TI7=rT ) NTUAT =T —BHEN
TANTGX T I ) NT AT =T —EH
n

Tl L5

TR RERR A S 5

I R BRSSO

i BRA ak

Uncommon

(NGRS

JiiRE S =) I V- ]

V=T AEIN T RT =T —EHN
IR ER E Sy RGN

JREH

4= ND = N el 15 £

I R A S

I ERECHE N
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BIER SN D ELOWE

AHNORERTEARBZICEWER DN R ON LA FREWET H I LITEETH D, TSI, KA
DY AT « RRXT 4 "AT U RAEREINCE =2 ) 7V TE 5, EEEEE 5 VICE#O
FEOBE AT ALY, BEAR DN ERERET L ENROLND,

49 RERE

WEE G LGS ORI 725k T e, e RHESEER R & (1 mglkg) £V 600 504 Lmin&
5. HC lomitapide & B[R OG- LiziF > HWEETIE, AFMEIIBREFTh -7z, KA E 200 mg
ZHiEE G LR T, RERIZR O bivehroTz,

5. EKEZHRME

51 FKEZRRM

AN FARE - E OMIEE SES (plain)
ATC 43%8 : C10AX12

e

lomitapide 1ZX 7 a2 Y —A (FU ZVUEV K) A BE (MTP) ORI ERTHDL, =
O MTP, T 72bbLHIENARE RS 7= A FE I3/ MEEAIEIZ B S, B4 OIFE 5+ O T
fEA L OHEIZB G- L Cnd, MTPIZE 2, IfiE& OB TD apo B &H U AEHDARICEE ST
5, MTP BHEIND EVFREAOZWMETL, ab A7 — KON 7 &Y REno
7= U AR AT IR o i i R 2N R T B

RUAREIA E M OV 2

HREIEE MR (UP1002/AEGR-733-005) Tid. Al A HoFH & x4, BEENEZII L) &
THNREIR IR E R L7258 0 lomitapide DA MK OV SMEDSFIAM S 7z, ARBR~D%
G P GBREO 6 HETN S5 26 BLLEE TOM, KIEE (BED D= R /LX—% 20%
Hi) RONEEETIEHE GEMTABEIET 7o L— 3 AE) T3 2 L 2 BEITERL
72, lomitapide I, FIHAHE 5 mg HAE T LICE L MTD (kK 60 mg) = TH{E L7-,
55 26 1%, lomitapide 52/t L. S DICRWIC O 25 OREEZHE Lz, ZOBE, OFH
LTCWAIREIR TIREOER T EEE Lz, Gt 78 HHIc bl - TG 2% L7,

AR~ BER LT 294D 9B, 2340 78 WM OE A58 T L, BEREHEITHME 16 4 (55%)
Je OVt 1344 (45%) CTdh v, SE¥FERT 30.7 5% (#PH : 18~555%) T -7z, lomitapide H &

DT 26 T 45 mg TH Y, 5 78 W TIX 40 mg TH o7, 5 26 B TIx, WGBIMARTNDS

@ LDL-C Z{bFEONFHEIL, ITT (intention-to-treat) £EMIZH-5< £-40% (p<0.001) TH-o7-,
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B 5-BRMAHTIHH 26 M FE TO LDL-C B ER AKX 11Rr7T, T 5 DOELRIZERTOM TR T
%515 (LOCFi%) Z Ry, AR A CllE Lz,

1: #BEBRWBRINOGE 26 BE TO LDL-C BILEOFHE (LOCF % AV =& i iR AT
DOHIEME) ., Z2hbDZ{b=Ri%. UPL002/AEGR-733-005 38 (29 4) TEXELEDML
LCRMlis 7z (FEFEEE) .

40 - -38

B EBRMLETO S D LDL-C AL D EHIE

45 43

0 28 6 1038 1438 18 3@ 2238 2638
HERDHE

BEL Y READOZEHE (lomitapide #5055 26 #IF A K OVF 78 BRI CORIEME) 2% 5
2R,
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#5: IBEERQOY REHOHIHER O 5-RIEFTN O OELER (5 26 BREREUE 78 BKRER
TOREME) (EELRAZMEZFHME L7- UP1002/AEGR-733-005 3AER)

R A—5 (HAL) ®5 %5 26 38 /LOCF % 78
BHARRET (N=29) (N=23)
Yy (| (| 2R ¥y (| EeR
SD) SD) (%) pfE® | SD) (%) pfE "
LDL-C (mg/dL) 336 190 210
([E#21E) (114) (104) -40 <0.001 | (132) -38 <0.001
arzxso—L (TC) 430 258 281
(mg/dL) (135) (118) -36 <0.001 | (149) -35 <0.001
7RV REHB (apoB) 259 148 151
(mg/dL) (80) (74) -39 <0.001 (89) -43 <0.001
N ZUEDU K (TG)
(mg/dL) @ 92 57 -45 0.009 59 -42 0.012
FEERHEIVAREAa LA
71—/ (Non-HDL-C) 386 217 239
(mg/dL) (132) (113) -40 <0.001 | (146) -39 <0.001
BIKHEE Y REHAa LA
7 r—/L (VLDL-C) 21 13 16
(mg/dL) (10) 9) -29 0.012 (15) -31 0.013
VAREHA (@ (Lp))
(nmol/L) @ 66 61 -13 0.094 72 -4 <0.842
mHEVREAa VAT
7 —/L (HDL-C) 44 41 43
(mg/dL) (11) (13) -7 0.072 (12) -4.6 0.246

2 TG RO Lp@icxf LTI kfEiz R Lz, p IR EHELRIZESN TV S,

b HBAAART D ONEHEALE O pfElX. XD H D t-FREIZIHE STV D,

%5 26 ¥} OV 78 1 TiX, LDL-C, TC, apo B, TG, non-HDL-C, VLDL-C |ZBiZ 720 2558 8
b7, &5 26 TD HDL-C DZAkiL, A # 0 R ME I & V| HDL-C |35 78 I £ T
(2 H 5BRAART OISR - 72,

Lojuxta 73 /Ca 55 O F AR =R J OB 10 3R AT TR S Tune

BHBIARTIZ, BE D 93%IXA X F LV RERORGE2Z T TEY, 761N =EF I 7, 10%23=
aF R, 3%7bi‘ﬂﬁi+@§%ﬁ‘éﬁl F 7= 62%!| 177: L— 3 ZEERZ T TV, 234D 955 154
(65%) IIIEEIK TIBE 2T TWa2vg 78 M Tl e/ L, 2T PE SNz LW
TE SN2 WHEN IR E £, F 26 3@6_77I L= RPFEEEZIT N 134095 3
AR I U, 3BTRS 2 08) S 7273, —J5C LDL-C i 78 #IZi 7= » TV Vil
ZHERFLCW e, DFH L CWBIREIKRTIEE (77 = L— U REIER E) Ofi/NC L D EERI~
27 4 NI TR,

26 M ZET L2344 56, 5ETHHZ 194, (83%) 1% LDL-C 7% 25%LL FIKXF L., 84 (35%)
T LDL-C 7% 100 mg/dL AKfiii T& 0, 144 T 70 mg/dL Kiiii Td - 72,
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B TlX, 104 TAST UL ALT AN ULN D 35227~ (6 %25M) |

F6: PIEREGERERL&b®EOITHREBERERR (EERARMELFHE L7 UP1002/AEGR-

733-005 3RER)
NI RA—F /B N (%)
ALT
FFA o 52 AR S 29
ULN o 3 fii# 5 5 LA T 6 (20.7)
ULN @ 5 {5l 10 5 LA T 3(10.3)
ULN @ 10 £5i#8 20 f5 LA F 1(3.4)
ULN o> 20 fi##8 0
AST
BRI E S e 29
ULN o 3 fii# 5 (5 LA T 5(17.2)
ULN @ 5 {5 10 524 T 1(3.4)
ULN @ 10 f5i#8 20 5L F 0
ULN o 20 {518 0

ULN @O 5 5% 2 %5 ALT X% AST &3, JiE T —Rr972 lomitapide 2 5-H 1 %175 2 & T
L, ERENAFI OB G 2GS D LN TEZ, REUALEVRORT LAY RAT 7 X —
VIZ, BEMICEROH D EFHITRO biehotz, KREEFERBRT, & CojtsBE OAFIENSIX
MRS #HHWTH O UOHRIE SN (8 7) . lomitapide % ik L 7= ICHFAERG 2 FAIE L 7=
fElx DBENOHIT —& TiL, HEMERIIEEARTH DL Z LB RENTND, LiL, M

R BIEDNRTT 20 E 2 NI ARHTH 5,

£7: RV OZERISEEENE (%)

(FELRF LM 34 L 72 UP1002/AEGR-733-005 X8k

)

FFRER B aeat =R BRMEFHERIM : | REMFEEIRE . | ABREIEAE
(%) HOE~F 26 | F26H~FE78HE | FOoE~HE 78#

N (%) N (%) N (%)

BAIESEI TN 22 22 23

5%LL T 9 (41) 6 (27) 5 (22)

5%i# 10%LL T 6 (27) 8 (36) 8 (35)

10%i# 15%LL T 4 (18) 3 (14) 4 (17)

15%i# 20000 F 1 (5) 4 (18) 3 (13)

200 25% L4 T 1 (5) 0 1(4)

25%itA 1(5) 1(5) 2 (9)

RRINEESE 57713, HoFH /NREBEER G705 1 UL EOTOER ZXR L35 Lojuxta $5-7X5k

DR ERET 2 /B2 REAICLTVWD ()

ZH)

FHEMTOMBHICEET 21HRIZOVTIE 4.2 1H



52 EYBRBRFERRE
LTS

lomitapide &% & 5-OFskt A AT XA Z VT 41X 7% TH D, ARENIOWIUIIGFERE D & DR
IZIREINDHDT if;< IREE IR B DB A 2T 5, lomitapide DA% G T, #5
N A~8 R4\ e MU R S (23 L7, lomitapide D3R EHEE 1L, 1AM CO AR N5
TIXIZIEAEICHAET S, 60 mg LY EWHETORYEIRIZIEREI TH 2 HEM RS ST
BY., oo hmlEFHEREI RN,

lomitapide D #E5-TlE, Comax KT AUC [ZIFIEHEIZELE] L TEEM L 7=, Crax 2 T8 AUC D
nx, mIEME% (2 T71%& O 58%H NN K OMEKIENI &% (Z42i 70%&% T 28%:H )
2R BT, lomitapide D MAEFZFREIZOWTIL, 25 mg ##8 2 5 & TR 4 1 B 1A
&5 L% COFERMITHRRGHETTRISND O LFE%FTH -7, lomitapide ® AUC DEHE
A # LK 50% TH > 7=,

FARRETO lomitapide DEFEIX, 25 mg 5. T27 TH Y, 50mg 5 TIL39 TH o7,

H}

>
Eif

lomitapide DI IEE HFEGRITE Y (99.8% %8 % %) 723, lomitapide % F RN G- L 721 D/
AT EME CF8E=1200 L) Z/R~ L7, BEBRTIX, lomitapide XTI CHIEE (2007F) T
HoTz,

(A

lomitapide (332 CYP3A4 |2 L » TR 232 1T 5, F 7 m—2L P450 (CYP) T A V7
+—ALTHDH 2EL, 1A2, 2B6, 2C8. 2C19 7° lomitapide DNHN KT THEII/ NS, TA V7
74— 2 2D6 J 0N 2C9 1% lomitapide D fEHHIIZEE5- L7auy,

B

lomitapide O HURPERERRR DA 2 56 5 L 7ot RepliRg Tl &5-ED 93%03 R KL OFEEH |2
BN E 47z, BERBROK 33% 33 & L CRPICHRt S 47z, 780 13, FICEbREm s LT
HEAFE PICPRIE S 72, lomitapide OVH SR 29 B TdH - 7=,

FERIZREER
TR ERRBR DT — & &2 AV, BFEILZE B lomitapidelR 5E &2 T T B AT L=,

BT A—=5 (NHEL FFEEC [BMI] | PR (KE, ) 095 b, IBERERICHET L
LR TEIZDEIBMIDATH 72,
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Ehip & R

Flin (18~64 %) MK OMAERD lomitapide D MEWENREIC KT T HEIC, BRIRMICEROH D H DIX
RO BRI T,

N

HALORT T REBEOWTRYL., HEREOXLELR -7, o AFET Lojuxta @ EFH%E
DUETHLINE I DR T DICIIERAETHDH, LnL, AROEGITHEE Z L DLel
FOEAEMIIS L THET A7, AFICESSEE LD A L OFIIHER S e,

BrERENE %

BIRERERE E B IC OV T, REIBKAE (ESRD) HBHEOH A x4 lomitapide DFRERDMTHI
7oo MIRBEHT 2 ME1T LT\ % ESRD B Z%xt5 & L= 3B REER TI. lomitapide o F-%)iffE
HR AL, REGoe FREECd 2 REFEHERE & i L C ESRD 4 Tl 36%HN L 7=, lomitapide @
THRAR RN TR B A T e o 7z,

AT RENH &

B[ 5 ToIR SRR I S, lomitapide 60 mg % %5 L 7= KEiE 4 | 1E& 72 ATHERED
fREFEPER A L% E  (Child-Pugh A) J V2 (Child-Pugh B) AFHEREREE DB & O EERIZ X -
TR U7z, s B ATRERERS 2 B85 T I, lomitapide @ AUC I ZfEFERRER S & bk LT 164%5 < |
Crmax 1 & 361%m 70> 7o, R ATREARERSE = B35 T, lomitapide @ AUC (IEEEWIERE & Hifz L T
47%5 < . Crax 1% 4%F22 > 7=, BENFHERERET (Child-Pugh 2 =7 10~15) £ Ti%, Lojuxta
TR S LTV,

NIEEEIE]

Lojuxta 3 18 sAiti /N TIEEER S Tz,

Lojuxta % 65 ik PA L o> B3 TIEEBR S v Cuneny,
53 JERKRREMET—F

T o WK OA X & WO AR P i G mtEaliR T, 16BREE & ORE 580 b FE72
ARG I CORESERTH Y, 2L, a A7 e — LI ) 7 V'Y ROMmiEHiE
FEORDICEEL T\, 20X 97221 kL lomitapide DIEFAMFICE 2D THD, 7 MR
OA X & MW7 A B G-t C oo £ oA E O 2 iX, IiET 7 I/ F T A7 =5
—¥ LR, HAMRE (7 hO&k) | Bt ECThoTz, 4 XEfWiz 1RO KEE
HRBRCix, MECMmES AST b3 EF LA, AR BEMEIMZLIZRO Sz d o T,
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SRR ERPEEE 231 > WIEICFRD BTz, ARIMEK/NT A — & O K OER IR MER IR ik
KAARFPED A XNZBD BTz, 4 X =R 6 » A ORER TIX, 60 mg OEEKETE & (ACU

IZHE5<) @ 205 (5 CTHEEFEENRBO biviz, 4 XEZ W LR ORERTIL, 60 mg DOEf AR
ﬁa@mrfﬁ%m@ﬁiﬁ%@ EEH Y OUSY (WA IEOY

~ U AIREF IR 5 05 AR EBR TIE. lomitapide 0.3~45 mg/kg/ B % i K 104 #HE &5 L2,
HE~m 1.5 mg/kg/ H LA E (60 mg DEFIRIETE & [ACU IZH-S5<] @ 2500 E) ToHE K OME~
® 7.5 mg/kg/ B LA (60 mg OFGAKEFEE [ACU I2H-3<] @ 9fEL L) o5, FIREL)
FF723 A DFE BRGNS BRI GRD DLz, NMERAITESREN AL (w7 A TIEE
WIS ORI, fﬁf\@ 15 mg/kg/ H LA E (60 mg DEGRIEEE & [ACUIZHSL] @ 264
PLE) OBHROME~D 15 mg/kg/H (60 mg DEFKEZE S [ACUIZHKSL] @ 2275 OFhET
AEEM L=,

Z v M AW AJRMERRER Tk, #ELZ lomitapide 7.5 mg/kg/ H % T% ., #EiZ 2.0 mg/kg/H £ T%
99 I DT - TRRAK S LTc, [RIFGVEIFRAMERE DS EREIZRED Dav, IFEIAMEEENED 2 IZFR
Do, MmAREZEG UIERETIE, FEREMIERIED B RO, 60 mg KGRz &
(ACU IZH3<) D 65 DIREE & TR bl

—JH D in vitro & OV in vivo 3BR TiZ. lomitapide 1328 BJFM: M O a2 R S 2o 72,

lomitapide fix X 1 mg/kg &5 L7-MEZ »~ N M ORK 5 mglkg & 65 L7 /ET »~ Tl ZE5HERE
~OREBITRO N oTe, B LT vy NORFIRFEIX, 60 mg DEEKIEZERE (ACU IS
<) kvafg (M) ROS5HE () muveHEsnr,

lomitapide 1% 7 kf‘%”fr%@%:/? L7223, 60 mg OFfREZEE (ACU IZHSL) @ 2 [ L HEE
éﬂé%ﬁaflmﬂr R BRIl BRHESEEA A & (MRHD) 60 mg (A3 mife#

)@3H%&5Ltﬁ%#fi e - BRI TR mbgh@#otoMmD®65PULf
R - IR OBERT X TRO NN, BHEFEEIIEOARN-T, 7=y FTIE
lomitapide |Z MRHD @ 1 {%Aiii CRER T K OME A7 T fi%fm Lz,

6. IRANCEET HFM
6.1 #HMHY R b

H T RILNEY

TN77bT Ty (hrERaY)
TV a— g N U A
ok d e L m— 2

F U h—2A—KF

U (maA RREKY)

AT TV VER~Y T R T L
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VA%

vIF
“EkT & (E171)
Rk ek (E172)

ZEA T

77

Ramibk (E172)
a7y a—

i

62 EAHER

[&]

AL,

6.3 AZHIM

2 4],

6.4 RERRORIIREE

30°C Riii CRRETHZ &,
BEII LoD LD, BRNDSTFHZ &,

6.5 ZHEOMRLAEY

MR = F L (HDPE) ®ler, RUTRTA/ T IRA N JEMBEM CREPES, K
Rl =R =P P AN BN

FIIEYAT - 28 S EILAD

6.6 BRERORKILRER

KRl e Bk L,

7. ERGTHUKRIUSE

Aegerion Pharmaceuticals Ltd
Lakeside House

1 Furzeground Way
Stockley Park East

Uxbridge UB11 1BD
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United Kingdom

8. ERMTRARES

EU/1/13/851/002

9. FIEIEFR - EHEAR

WEEEE A 201347 H 31 A

10. ACHETHEA B

ABL BT 2 EEMIEERIE, RN EIESTFO ™ =74 A | http://www.ema.europa.eu TAFT 5 2
EMWTE D,

25



26





