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Indication and Important Safety Information

INDICATION

JUXTAPRID is a microsomal trighyceride transfer protein (MTP) 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-HOL-C) in patients with homozygous familial hypercholesterolemia (HoFH).

Limitations of Use

The safety and effectiveness of JUXTAPID have not been established in patients with hypercholesterolemia who do not have HoFH.
The effect of JUXTAPID on cardiovascular morbidity and mortality has not been determined.

IMPORTANT SAFETY INFORMATION

WARNING: RISK OF HEPATOTOXICITY

JUXTAPRID can cause elevations in transaminases. In the JUXTAPID clinical trial, 10 (34%) of the 29 patients treated with JUXTAPID had at
least one elevation in alanine aminotransferase (ALT) or aspartate aminotransferase (AST) z3x upper limit of normal (ULN). There were no
concomitant clinically meaningful elevations of total bilirubin, international normalized ratio (INR), or alkaline phosphatase.

JUXTAPRID 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.

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 23x ULNM. Discontinue JUXTARID for clinically significant liver toxicity.
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Because of the risk of hepatotoxicity, JUXTAPRID is available only through a restricted program under a Risk Evaluation and Mitigation
Strategy (REMS) called the JUXTARID REMS Program.

CONTRAINDICATIONS
- Pregnancy
- Concomitant administration of moderate or strong CYP3A4 inhibitors
« Moderate or severe hepatic impairment or active liver disease including unexplained persistent elevations of serum transaminases

WARNINGS AND PRECAUTIONS

JUXTAPID can cause elevations in transaminases and hepatic steatosis. Although cases of hepatic failure have not been reported, there is

concern that JUXTAPRID could induce steatohepatitis, which can progress to cirrhosis over several years. Modify the dose of JUXTAPRID if

elevations of transaminases are observed and discontinue JUXTAPID for persistent or clinically significant elevations. 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. Use JUXTAPID with
caution when co-administered with agents known to be hepatotoxic. Alcohol may increase levels of hepatic fat and induce or exacerbate liver

injury. L |

Measure ALT, AST, alkaline phosphatase, and total bilirubin before initiating treatment. 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.

Females of reproductive potential should have a negative pregnancy test before starting JUXTAPID and should use effective contraception during
therapy with JUXTARID.

Given its mechanism of action in the small intestine, JUXTAPID may reduce the absorption of fat-soluble nutrients. Patients treated with
JUXTAPRID should take daily supplements that contain 400 international units vitamin E and at least 200 mg linoleic acid, 210 mg alpha-linolenic -|

Reference ID: 3356376



acid (ALA), 110 mg eicosapentaenoic acid (EPA), and 80 mg docosahexaenoic acid (DHA).

Gastrointestinal adverse reactions are common and may lead to treatment discontinuation. To reduce the risk of gastrointestinal adverse
reactions, patients should adhere to a low-fat diet supplying less than 20% of energy from fat and the dosage of JUXTAPID should be increased
gradually.

Combination with CYP3A4 inhibitors increases exposure to lomitapide. Strong and moderate CYP3A4 inhibitors should not be used with
JUXTAPRPID. JUXTAFID dosage should not exceed 30 mg daily when used concomitantly with weak CYP3A4 inhibitors.

Due to risk of myopathy associated with simvastatin or lovastatin, doses of these agents should be limited when co-administered with JUXTARID.
JUXTARID increases the plasma concentrations of warfarin. Increases or decreases in the dose of JUXTARID may lead to supra- or
subtherapeutic anticoagulation, respectively. Patients taking warfarin should undergo regular monitoring of the INR, especially after any changes

in JUXTAPRID dosage.

Avoid use of JUXTARID in patients with rare hereditary disorders of galactose intolerance.
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ADVERSE REACTIONS

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

Reporting of Adverse Reactions

All healthcare professionals should report all suspected adverse reactions. Please contact Aegerion Pharmaceuticals, Inc. at 1-855-303-2347 or
the FDA at 1-800-FDA-1088 or http://www. fda.govimedwatch.

Flease see Prescribing Information including BOXED WARNIMNG.
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Introduction

JUXTAPIDIs available only through a restricted program called the
JUXTAPIDREMS Program.

«  Prescribers must complsets this training medule and enroll in the JUXTARID
REMS Program prior to prescribing JUXTARID

The purpose of this training module is to educate prescribers about the
JUXTAPID REMS Frogram.

The goals of the JUXTAPID REMS Program are:
* Toeducate prescribers about:

= The risk of hepatotoxicity asscciated with the use of JUXTAPID:
= The need to monitor patients during treatment with JUXTAPIO as per product
labeting
«  To restrict access to therapy with JUXTAPID to patients with a clinical or
laboratory diagnosis consistent with homozygous familial
hypercholesterolemia (HoFH). .
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Indication

JUXTAPID {lomitapide) is indicated as an adjunct to a low-fat diet
and ather lipid-lowering treatments, including LDL apheresis whera
available, to reduce low-density lipoprotein cholesteral (LDL-C), total
cholesterol (TC), apohipoprotein B (apo B), and non-high-density
lipoprotein cholesterol (non-HDL-C) in patients with homozygaous
familial hypercholesterolemia (HoFH).

Limitations of Use:

+  The safety and effectiveness of JUXTAPID have not besn
established in patients with hypercholesterclemia who do not
have HoFH.

*  The effect of JUXTAPID on cardiovascular morbidity and
maortality has not been determined
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Appropriate Patient Selection

Key considerations for appropriate patient selection:

+«  JUXTAPID is indicated for use in patients with HoFH.

+«  Patient must have a clinical or laboratory diagnosis consistent with HoFH.

+ JUXTAPRID has not been studied in pediatric patients less than
18 years

Juxtapid
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Boxed Warning

WARNING: RISK OF HEPATOTOXICITY

+  JUXTAPID {lomitapide) can causa elevations in iransaminasas. In the JUXTAPID
clinical trial, 10 {34%) of the 29 patienis treated with JUXTAPID had at least one
elevation in alaning aminatransferase (ALT) or aspartate aminafransferasea (AST)
23x upper limil of normal (ULN). There were no concomitant clinically meaningful
elevations of total bilirubin, intemational normalized ratio (INR). or alkaline
phosphatase.

* JUXTAFID also increases hepalic fat, with or without concomitant increases in
transaminases. The median absolute increase in hepatic fal was 6% after both
26 and 78 weeks of treatment, from 1% at baseline, measured by magnetic
rasonance speciroscopy. Hapatic stealosis associaled with JUXTAPID reatment
may be a nsk factor for progressive liver disease, including steatohepatitis and
cirrhiosis.

«  Measura ALT, AST, alkaline phosphatase, and total billrubin befara initiating
treatment and then ALT and AST regularly as recommendead, During treatment,
adjust the dose of JUXTAPID if the ALT or AST are =3x ULN, Discontinue
JUXTAPID for clinically significant liver toxicity.
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Risk of Hepatotoxicity

JUXTAPID can cause elevations in transaminases and hepatic steatosis.
Although cases of hepatic failure have not been reported, there is concern that
JUXTAPID could induce steatohepatitis, which can prograss to cirrhosis over
several years. If ransaminase elevations are accompanied by clinical
symptoms of liver injury, such as nausea, vomiting, abdominal pain, fever,
jaundice, lethargy, flu-like-symptoms, increases in bilirubin 22x ULN, or active
liver disease, discontinue treatment with JUXTAPID and identify the probable
cause,

Climical data suggest that hepatic fat accumulation is reversible after stopping
treatment with JUXTAPID, but whether histological sequelae remain is
umknown.

Alcohal may increase levels of hepatic fat and induce or exacarbate

liver injury.
«  Patients taking JUXTAPID should not consume more than 1 alcoholic drink
par day.
~
CONTINUED ON NEXT SLIDE Juxtapid
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Risk of Hepatotoxicity

CONTINUED FROM PREVIOUS SLIDE

Caution should be exercised when JUXTAPID is used with other medications
known to have potential for hepatotoxicity, including:

+ isotretinoin,

* amiodarone,

« acetaminophen (greater than >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 laboratories 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. J&f@gﬂ{g
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Dosing and Administration

+  JUXTAPRID s a once-daily oral therapy.

+  JUXTAPID should be taken in the evening, with a glass of water, without
food, and at least 2 hours after dinner

+  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.

+  Prior to initiating JUXTAPID treatmeant, patients should fallow a low-fal diet
supplying less than 20% of energy from fat and should continue this diat
during treatment.

+ To reduce the rizsk of gastrointestinal adverse events, patients should
adhere to a low-fat diet supplying less than 20% of energy from fat and the
dosage of JUXTAPID should be increased gradually

CONTINUED ON NEXT SLIDE

Privacy Policy | TermsofUse | About Aegerion A : &
This site is intended for U_S. residents only. erto n
© 2013 Aegerion Pharmaceuticals, Inc. All rights reserved. JUX/US/M71 08-13 Pharmaceuticals

Indication and Important Safety Information

Reference ID: 33563¢6;cation



.; q Empartant Safety infoimaton: | Prescribing Infanmation | Medication Guige | Contact REME

Juxtapid
(lomitapide} mpmfﬂs

Dosing and Administration

CONTINUED FROM PREWOLS SLIDE

+  The recommendad starting daily dose of JUXTAPIDIs 5 mg
+  The dosa should be escalated gradually based on acceptable safety and
tolerakility.
—  After 2 weeks, increase the dose, based on acceptable safety and
tolerability, to 10 mg daily
— Then, at a mimmum of 4-week intervals, to daily 20 mg, 40 mg, and the
maximum recommeanded dose of 80 mg

ministration Before Considering

B mg daily it lmast 2 woeks

10 mg daily Al least & weaks

20 mg dally At least 4 weaks

40 mg daily Al least 4 weska -r:'-‘\l

60 mg dally faximum recommended dosage JE#GEEE
f i
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Patient Monitoring of Transaminases

Recommendations

Prior to initiating JUXTAPID Screen for ALT, AST, alkaline
phosphatase and total bifirubin
elevations

During dose escalation of JUXTAPID Check ALT and AST (at a minimum) prior

to each dose escalation.

During maintenance therapy, once During the first year check ALT and AST
patient has been stabilized on an (at @ minimum) monthly.

individualized dose
After the first year do these tests at least
every 3 months and before any increase

in dose.
- S
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Patient Monitoring of Transaminases

In the event that ALT/AST elevations occur during therapy with
JUXTAPID, the recommendations below should be followed:

mmendations

23x and + Confirm elevation vith a repeat measurement within one week.

<5x ULN «  If confirmed, reduce the dose and obtain additional liver-related
tests if not aiready 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.

* |fresuming JUXTAPID after transaminases resolve 1o <3x ULN,
consider reducing the dose and monitor liver-related tests more ~

frequently, s
Juxtapid
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Patient Monitoring of Transaminases

CONTINUED FROM PREVIOUS SLIDE

In the event that ALT/AST elevations occur during therapy with
JUXTAPID, the recommendations below should be followed:;

28x ULN .

Treatment and Monitoring Recommendations

Withhold dosing. obtain additional liver-related laboratories if
not already measured (such as alkaline phosphatase, total
bilirubin, ard INR), and investigate to idantify the probabile
cause.

If resuming JUXTAPID after ransaminases resolve lo <3x
ULHN, raduce the dose and monitor iver-relaled laboratodies
mare frequently.

Stopping Treatment: If liver aminotransferase elevations are
accompanied by clinical symptoms of liver injury (e.g., nausea,
vomiting, abdominal pain, fever, jaundice, lethargy, fu-like
symploms) or increéases in bilirubin 2 2 X ULN, or active liver
disease, then stop ireatment with JUXTAPID and investigate to
identify the probable cause.
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Adverse Reaction Reporting

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

~
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JUXTAPID REMS PROGRAM INFORMATION
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JUXTAPID REMS Program

Key program elements:

* Prescriber training on the risk of hepatotoxicity associated with the use of
JUXTAPID, appropriate patient selection and the need to monitor
patients during treatment,

« Prescribers of JUXTAPID must be certified.

= Cerification consists of reviewing training and enrclling into JUXTAPID
REMS program.

« Documentation of safe use conditions required for dispensing
JUXTAPRID:

—Prescribers must use a Prescription Authorization Form for each new
prescription to ensure safe use of JUXTAPID

* Controlled distribution of JUXTAPID through cedified pharmacies.

»
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JUXTAPID REMS Program

Befora prescribing JUXTAPID, prescribers must completa
the following steps:

1. Review the Prescribing Information and this Prescriber
Training Module.

2. Complete, sign and submit the one-time JUXTAPID REMS
Program Prescriber Enroliment Form.

3. Complete, sign and submit the JUXTAPID REMS Program
Prescription Authorization Form for each patient.
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Review Prescriber Education Materials

Review the following Prescriber Education Materials:

a. JUXTAPID Prescribing Information
b. This Prescriber Training Module

=
2
s
[O))
1

Materials can be accessed from the JUXTAPID REMS Program
website at:

www.JUXTAPIDREMSProgram.com

Or request these materials by calling 1-85-JUXTAPID
(1-855-898-2743).

~
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Enroll in JUXTAPID REMS Program

In completing the one-time JUXTAPID REMS Program
Prescriber Enroliment Form, prescribers will be required to
attest to the following:

| understand that JUXTAPID is indicated as an adjunct to a low-fat
diet and other lipid-lowering treatments, including LDL apheresis
where available, lo reduce LOL-C, TC, apo B and non HDL-C in
patients with HoFH.

| understand that JUXTAPID is only available through the JUXTAPID
REMS Program and that | must comply with the program
requirements in order to prescribe JUXTAPID.

| have completed the JUXTAPID REMS Prescriber Training Module.

| understand that there is a risk of hepatotoxicity associated with

JUXTAPID. A :
Juxtapid
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Enroll in JUXTAPID REMS Program

CONTINUED FROM PREVIOUS SLIDE

In completing the one-time JUXTAPID REMS Program
Prescriber Enrollment Form, prescribers will be required to
attest to the following:

| understand that serum ALT, AST. alkaline phosphatase, and total
bilirubin levels must be measured before initiating therapy with
JUXTAPID

| understand that duning the first year of treatment with JUXTAPID
liver—related laboratory tests (ALT and AST at a minimum) must be
measured prior o each increase in dase or monthly, whichever
comes first.

| understand that after the first year, these parameters must be
measwred at least every 3 months and before any increase in dose,
| understand that JUXTAPID has not been studied in patiants less
than 18 years of age

S
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Enroll in JUXTAPID REMS Program

CONTINUED FROM PREVIOUS SLIDE

In completing the one-time JUXTAPID REMS Program
Prescriber Enrollment Form, prescribers will be required to
attest to the following

« | agree thal personnel from the JUXTAPID REMS Program may
contact me to gather further information or resolve discrepancies
or to provide other information related to JUXTAPID or the
JUXTAPID REMS Program

« I will compiete and submit a JUXTAPID REMS Program
Prescription Authonzation Form for each new prescription

« lagree that Aegerion, its agents and contraciors such as the
phamacy providers may contact me via phone, mail, or emall to

survey me on the effectiveness of the program requirements for
the JUXTAPID REMS Program.

S
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Enroll in JUXTAPID REMS Program

CONTINUED FROM PREVIOUS SLIDE

You can enroll in the JUXTAPID REMS program in two ways:
1. Online at enroliment.JUXTAPIDREMSProgram.com or

2. Download the JUXTAPID REMS Program Prescriber Enroliment Form at
www.JUXTAPIDREMSProgram.com or request a copy by calling 1-85-
JUXTAPID (1-855-898-2743)

* Complete the Enrollment Form and return via fax or email
+ Faxto 1-855-898-2498 or

» Scan and email to REMS@aegerion.com
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Submit Prescription Authorization Form

When prescribing JUXTAPID, a prescriber must complete a
Prescription Authorization Form for each new prescription.
By completing the Prescription Authorization Form, the prescriber
attests:

= |understand that JUXTAPID s indicated as an adjunct to a bow-fal diet
and other lipid-bowering treatments, including LDL apheresis where
available, to reduce low-density lipopratein chotesterol (LDL-C), total
chodesterol (TC), apolipoprotein B {(apo B) and non-high-density
lipoprotein cholesterol (non-HOL-C) in patients with HoFH.

= laffirm that my patient has a dinical or laboratory diagnosis consistent
with HoFH.

= lunderstand that JUXTAFID has not been studied in pediatric patients
bess than 18 years

= | attest that | hawe oblained the liver-related laboratory tests for this
palient as directed In the JUXTAPID prescribing information.

CONTINLED ON NEXT SLIDE
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Submit Prescription Authorization Form
CONTINUED FROM PREVIOUS SLIDE

Prescribers must complete a Prescription Authorization
Form and submit to a certified pharmacy:

*  Download the Prescription Authorization Form at
www.JUXTAPIDREMSProgram.com or requast a copy by calling 1-
85-JUXTAPID (1-855-898-2743)

« Compiete the Prescription Authorization Form

«  Sign and submit the Prescnption Authorization Form:;

- Fax 10 1-855-898-2498 or
Scan and email lo REMS@aegerion.com
(Either wll route directly to the certified pharmacy)

For a list of certified pharmacies call: 1-85-JUXTAPID

(1-855-898-2743)
PR
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Recommended Patient Counseling Information

Patients should be informed of the risk of hepatotoxicity
and the need for regular blood tests.

When counseling a patient on initiating JUXTAPID:

+  Advise the patient of the risk of hepatotoxicity and the need to have
regular blood tests pertarmed to monitor for evidence of liver injury or
dysfunction

+ |nform the patient about the existence and purpose of a JUXTARID
REMS Program including dispensing only through certified pharmacies.

+  For Females of Reproductive Potential: Confirm the abssnce of
pregnancy and counsel the patient about the potential for fetal ham.
Imstruct her to use reliable methods of contraception and confirm use
Instruct patients to contact their prescriber immediately and stop taking
JUXTAPID if pregnancy should occur,

d
Juxtapid
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Knowledge Assessment
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Knowledge Assessment

Which of the following statements is TRUE?

= JUXTAPID is contraindicated in patients with moderate and sewere
hepatic impairmant

£ JUXTAPID can cause elevations in transaminases (ALT and AST)

£ JUXTAPID mcreases hepatic fat with or without concomitant
increases in transaminases

= Al of the sbove

o
=
0
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Knowledge Assessment

Which of the following statements is TRUE?

VRl | L e S N e L R L L
£ JUXTAPID s confraandicated in patients with moderate and severe

Correct answer

JUXTAPID s associated with a risk of hepatotoxicity.
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Knowledge Assessment

Which of the following statements is TRUE?

increases in transaminases

=]
W
gﬁ:
&) £ Al of the above

Incarrect answer. Correct answer is All of the above

JUXTAPID is associated with a risk of hepatotoxicity.

~
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Knowledge Assessment

In the first year of treatment, liver-related tests (ALT and
AST at minimum) should be evaluated:
= A Prior to an increase in doss

£ B. Monthly
= C.Every three months
= Answers A and B
-

Answers & and C

- 41
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Knowledge Assessment

In the first year of treatment, liver-related tests (ALT and
AST at minimum) should ba evaluated:

f# A Prior o an incresse in dose

#  B. Monthly

C Lo Every threg months
=
= ® Answers A and B
£ ?  Answers A and G
)
Correct answer

ALT, AST, alkaline phosphatase, and lotal bilirubin should be measured

before Initiation of treatment with JUXTAPID. During the first year,

measure liver-related tests (ALT and AST at minkmum) prior 1o each

increase in dose or monthly, whichever cocurs first. After the first year, ¥

do thesa tests at least every 3 months and befars any increase in dosa. Juxhpfd_
i (A
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Knowledge Assessment

In the first year of treatment, liver-related tests (ALT and

AST at rmnlmum} should be evaluated:
e an increase in doss

Muonthly

'.-%-':.' three monthes

[ = I

=
=
£ Answers & and B
[

Ancwrers & and C

Incorrect answer. Correct answer is Answers A and B

ALT. AST, alkaline phosphatase, and lofal bilinubin should be measured
before Initiation of treatment with JUXTAPID. During the first year.
measure liver-related lests (ALT and AST al minimum} prior 1o each
increase in dose or monthly, whichever occurs first. After the first year,
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Knowledge Assessment

The goal(s) of the JUXTAPID REMS Program are:

~  To educate prescribers about the risk of hepatotoxicity associated
with the use of JUXTAPID.

' To educate prescribers about the nesd 1o monitor patients during
treatment with JUXTAPID as per product labeling.

= To restrict access to therapy with JUXTAPID to patients with 3
clinical or laboratory diagnosis consistent with HoFH.

Al of the sbous

© Mene of the sbove
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Knowledge Assessment

The goal(s) of the JUXTAPID REMS Program are:

# To educate prescribers about the risk of hepatofoxicity associated

The goals of the JUXTAPID REMS Program are;
= Toeducale prescribers about
+ the risk of hepatotoxicity associated with the use of JUXTAPID; and

« the need lo monitor patients during reatment with JUXTAPID as per =
product labeling :
= To restict access fo therapy with JUXTAPID to patients with a clinical or Juxfapld
laboralony disgnoses consistent with HoFH R
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Knowledge Assessment

The goal(s) of the JUXTAPID REMS Program are:

Juestion

O

=

Incarrect answer. Correct answer is All of the above

The goals of the JUXTAPID REMS Program are;

To educate prescribers about:
+ the risk of hepatotoxicity associated with the use of JUXTAPID: and
« the need to monitor patients during freatment with JUXTAPID as per =
product labeling g
+  Torestrict access lo therapy with JUXTAPID to patients with a clinical or Juxfapld.

iaboratory diagnosis consistent with HoFH TGO A
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Knowledge Assessment

At initiation of treatment, which of the following liver-

related laboratories should be measured:
ALT and AST

= Alkaline phosphatase
= Total bilirubin
= All of the sbove

a
=]
w
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| Conlact REMS

Knowledge Assessment

At initiation of treatment, which of the following liver-
related laboratories should be measured:

ff ALT and AST

7 Alkaline pl
C f#  Total bilsubin
o]
o ® Al of the above
a
-_; Correct answer
Ll

Measure ALT, AST, alkaline phosphatase, and total
bilirubin before initiation of treatment with JUXTAPID,
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Knowledge Assessment

At initiation of treatment, which of the following liver-

related lahuratnriea should be measured:
& AT and

AST
£ Alkaline phosphatase

c £ Totel bilrubin

=]

7 £ All of the above

Incarrect answer. Correct answer is All of the above

LQuea

Measure ALT, AST, alkaline phosphatase, and total
bilirubin before initiation of treatment with JUXTAPID. ~
Juxtapid
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Knowledge Assessment

How often should the Prescription
Authorization Form be completed:
£ Each new prescription

£ Only on the first prescription
c ©  Every refil
% ©  Once a year

@
O

Py
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Knowledge Assessment

How often should the Prescription
humnrkatmn Form be completed:

Each new prescription
#  Only on the first prescrpton
7 Bwery refil

2  Onoce s year

(=]
1
]
€@
5
&

Correct answer

For each new prescription, the prescriber must complete a
Frescription Authorization Form. =
Juxtapid.
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Knowledge Assessment

How often should the Prescription
Authorization Form be completed:
£  Each new prescription

£ - Only on the first prescriptior

® Every refill

£  Onceayear

Incorrect answer. Correct answer is Each new prescription

c
=]
B
0
@
=2
o

For each new prescription, the prescriber must complete a
Prescription Authorization Form. =~
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Knowledge Assessment

A patient has an ALT value 4x ULN on treatment with

JUXTAPID. The appropriate action is:
 Withhold treatrent until ALT <3x ULN

©  Reduce the dose and repeat ALT messurement weekly wntil &LT is

C <3x ULN
-E ~  Permanently discontinue treatment and investigate to identify
@ prabakble cause

Continue with the same dose of JUXTAFID and repest ALT
measurement monthly

b |
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Knowledge Assessment

A patient has an ALT value 4x ULN on treatment with
JUXTAPID. The appropriate action is:

£ Withhold treatment untd ALT <3x LN

® Reduce the dose and repeat ALT measurement weekly until
ALTis <3z ULN

uestion

'S

Confirm elevation with a repeat measuremeant within one week, If
confirmed, reduca the dose and oblain additional liver-retaled aboratories

if not already measurad (such as alkaling phosphatase, tolal balirubin, and

INR). Repeat transaminase measurements weekly, withhold daosing if .
transaminase levels do nod fall balow 3x ULM within 4 waeks, or if levels Juxtapid
nse above Sx LILN , and investigale to identify the probable cause. __Euf_{m E;Iﬂ‘ -
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Knowledge Assessment

A patient has an ALT value 4x ULN on treatment with
JUXTAPID. The appropriate action is:

& Withhold frestrent wntl ALT =3z ULN

£ Reduce the dose and repeat ALT measurement weekly until
ALT is <3z ULN

c
o
] e antinee freatment and investigate to identify
7]
uil
=
o L with the same dose of JUXTAPID and repeat ALT

m ement monihly

Incarrect answer. Correct answer is Reduce the dese and repeat ALT
measurement weekly until ALT is <3x ULN

Confirm elevation with a repeat measurement within one week, If
confirmed, reduce the dosa and obtain additicnal liver-retated laboratorias
if not already measured (such as alkaline phosphatase, tolal bilirubin, and

INR). Repeat transaminase measurements weekly, withhold dosing if o,
transaminase levels do not fall batow 3x ULM within 4 weeks, or if levels id
rse above Sx LILN . and investigate to identify the probable cause. Juxiap: =

O (e
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Knowledge Assessment

JUXTAPID is available only through certified pharmacies

£ True
Fake

o
=
Ll
a

ol

N 3
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Knowledge Assessment

JUXTAPID is available only through certified pharmacies

% True
£ Fake

Cofrect answer

=
(=]
S
W
- 1]
- |
o

JUXTAPID is available only through pharmacies that are spacially
cerified and agree to follow the REMS requirements.

MOTE: For a list of certified pharmacies call: 1-85-JUXTAPID ~
{1-B55-B98-2743) Juxtapid
e AR
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Knowledge Assessment

JUXTAPID is available only through certified pharmacies

£ True
% Faise

Incorrect answer. Correct answer is True

tion

Liues

JUXTAPID is available only through pharmacies that are specially
certified and agrea to follow the REMS requirements.

MOTE: For a list of certified pharmacies call: 1-85-JUXTAPID
(1-B55-B98-2743)
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Completion of
JUXTAPID REMS Program Training

You Have Completed the JUXTAPID REMS Program Training

You can enroll in the JUXTAPID REMS program in two ways:
1. Online at enroliment.JUXTAPIDREMSProgram.com or

2. Download the JUXTAPID REMS Program Prescriber Enrollment Form at
www.JUXTAPIDREMSProgram.com or request a copy by calling 1-85-
JUXTAPID (1-855-898-2743)

+ Complete the Enroliment Form and return via fax or email
+ Fax to 1-855-898-2498 or

+ Scan and email to REMS@aegerion.com

For more information on the JUXTAPID REMS Program,
please call 1-85-JUXTAPID (1-855-898-2743) or visit
www.JUXTAPIDREMSProgam.com

~
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JUXTAPID
Risk Evaluation and Mitigation Strategy (REMS) Program

PRESCRIBER TRAINING MODULE
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Introduction

JUXTAPID is available only through a restricted program called the
JUXTAPID REMS Program.

* Prescribers must complete this training module and enroll in the JUXTAPID
REMS Program prior to prescribing JUXTAPID.

The purpose of this training module is to educate prescribers about the
JUXTAPID REMS Program.

The goals of the JUXTAPID REMS Program are:

» To educate prescribers about:

» The risk of hepatotoxicity associated with the use of JUXTAPID;
* The need to monitor patients during treatment with JUXTAPID as per product
labeling.
« To restrict access to therapy with JUXTAPID to patients with a clinical or
laboratory diagnosis consistent with homozygous familial
hypercholesterolemia (HoFH).

A
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Indication

JUXTAPID (lomitapide) 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:

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

* The effect of JUXTAPID on cardiovascular morbidity and
mortality has not been determined.
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Appropriate Patient Selection

Key considerations for appropriate patient selection:

« JUXTAPID is indicated for use in patients with HoFH.
« Patient must have a clinical or laboratory diagnosis consistent with HoFH.

« JUXTAPID has not been studied in pediatric patients less than
18 years.
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Boxed Warning

( )

WARNING: RISK OF HEPATOTOXICITY

« JUXTAPID (lomitapide) can cause elevations in transaminases. In the JUXTAPID
clinical trial, 10 (34%) 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.

 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.

 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 =23x ULN. Discontinue
JUXTAPID for clinically significant liver toxicity.
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Risk of Hepatotoxicity

JUXTAPID can cause elevations in transaminases and hepatic steatosis.
Although cases of hepatic failure have not been reported, there is concern that
JUXTAPID could induce steatohepatitis, which can progress to cirrhosis over
several years. 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 =22x ULN, or active
liver disease, discontinue treatment with JUXTAPID and identify the probable
cause.

Clinical data suggest that hepatic fat accumulation is reversible after stopping
treatment with JUXTAPID, but whether histological sequelae remain is
unknown.

Alcohol may increase levels of hepatic fat and induce or exacerbate
liver injury.

« Patients taking JUXTAPID should not consume more than 1 alcoholic drink
per day.

A
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Risk of Hepatotoxicity

CONTINUED FROM PREVIOUS SLIDE

Caution should be exercised when JUXTAPID is used with other medications
known to have potential for hepatotoxicity, including:

* isotretinoin,

¢ amiodarone,

« acetaminophen (greater than >4 g/day for =23 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 laboratories may be warranted.

JUXTAPID has not been studied concomitantly with other LDL-lowering agents A~
that can also increase hepatic fat. Therefore, the combined use of such agents Juxfapid
is not recommended. (onitanide) @psules
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Dosing and Administration

 JUXTAPID is a once-daily oral therapy.

 JUXTAPID should be taken in the evening, with a glass of water, without
food, and at least 2 hours after dinner.

 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.

*  Prior to initiating JUXTAPID treatment, patients should follow a low-fat diet
supplying less than 20% of energy from fat and should continue this diet
during treatment.

« To reduce the risk of gastrointestinal adverse events, patients should
adhere to a low-fat diet supplying less than 20% of energy from fat and the
dosage of JUXTAPID should be increased gradually.

CONTINUED ON NEXT SLIDE
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Dosing and Administration

CONTINUED FROM PREVIOUS SLIDE

« The recommended starting daily dose of JUXTAPID is 5 mg.
 The dose should be escalated gradually based on acceptable safety and
tolerability.

— After 2 weeks, increase the dose, based on acceptable safety and
tolerability, to 10 mg daily.

— Then, at a minimum of 4-week intervals, to daily 20 mg, 40 mg, and the
maximum recommended dose of 60 mg.

Duration of Administration Before Considering

Dosage 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 A@

60 mg daily Maximum recommended dosage J(/lofn{aptg(gﬂ’]g
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Patient Monitoring of Transaminases

Prior to initiating JUXTAPID Screen for ALT, AST, alkaline
phosphatase and total bilirubin
elevations.

During dose escalation of JUXTAPID Check ALT and AST (at a minimum) prior

to each dose escalation.

During maintenance therapy, once During the first year check ALT and AST
patient has been stabilized on an (at a minimum) monthly.

individualized dose _
After the first year do these tests at least

every 3 months and before any increase
in dose.
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Patient Monitoring of Transaminases

In the event that ALT/AST elevations occur during therapy with
JUXTAPID, the recommendations below should be followed:

ALT OR AST

Treatment and Monitoring Recommendations

=3x and e Confirm elevation with a repeat measurement within one week.

<5x ULN e If confirmed, reduce the dose and obtain additional liver-related

tests if not already measured (such as alkaline phosphatase,
total bilirubin, and INR).

e 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.

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

CONTINUED FROM PREVIOUS SLIDE

In the event that ALT/AST elevations occur during therapy with
JUXTAPID, the recommendations below should be followed:

ALT ORAST

25x ULN

Reference ID: 3356376

Treatment and Monitoring Recommendations

Withhold dosing, obtain additional liver-related laboratories 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 laboratories
more frequently.

Stopping Treatment: If liver aminotransferase elevations are
accompanied by clinical symptoms of liver injury (e.g., hausea,
vomiting, abdominal pain, fever, jaundice, lethargy, flu-like
symptoms) or increases in bilirubin = 2 X ULN, or active liver
disease, then stop treatment with JUXTAPID and investigate to
identify the probable cause.
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Adverse Reaction Reporting

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.
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www.fda.gov/medwatch
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JUXTAPID REMS Program

Key program elements:

 Prescriber training on the risk of hepatotoxicity associated with the use of
JUXTAPID, appropriate patient selection and the need to monitor
patients during treatment.

* Prescribers of JUXTAPID must be certified.

— Certification consists of reviewing training and enrolling into JUXTAPID
REMS program.

« Documentation of safe use conditions required for dispensing
JUXTAPID:

—Prescribers must use a Prescription Authorization Form for each new
prescription to ensure safe use of JUXTAPID.

» Controlled distribution of JUXTAPID through certified pharmacies.
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JUXTAPID REMS Program

Before prescribing JUXTAPID, prescribers must complete
the following steps:

1. Review the Prescribing Information and this Prescriber
Training Module.

2. Complete, sign and submit the one-time JUXTAPID REMS
Program Prescriber Enroliment Form.

3. Complete, sign and submit the JUXTAPID REMS Program
Prescription Authorization Form for each patient.
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Review Prescriber Education Materials

Review the following Prescriber Education Materials:

a. JUXTAPID Prescribing Information
b. This Prescriber Training Module

Materials can be accessed from the JUXTAPID REMS Program

website at:
www.JUXTAPIDREMSProgram.com

Or request these materials by calling 1-85-JUXTAPID
(1-855-898-2743).
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Enroll in JUXTAPID REMS Program

In completing the one-time JUXTAPID REMS Program
Prescriber Enrollment Form, prescribers will be required to
attest to the following:

* | understand that JUXTAPID is indicated as an adjunct to a low-fat
diet and other lipid-lowering treatments, including LDL apheresis
where available, to reduce LDL-C, TC, apo B and non HDL-C in
patients with HoFH.

* | understand that JUXTAPID is only available through the JUXTAPID
REMS Program and that | must comply with the program
requirements in order to prescribe JUXTAPID.

* | have completed the JUXTAPID REMS Prescriber Training Module.
» | understand that there is a risk of hepatotoxicity associated with

JUXTAPID. A
Juxtapid
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Enroll in JUXTAPID REMS Program

CONTINUED FROM PREVIOUS SLIDE

In completing the one-time JUXTAPID REMS Program
Prescriber Enrollment Form, prescribers will be required to
attest to the following:

* | understand that serum ALT, AST, alkaline phosphatase, and total
bilirubin levels must be measured before initiating therapy with
JUXTAPID.

« | understand that during the first year of treatment with JUXTAPID
liver-related laboratory tests (ALT and AST at a minimum) must be
measured prior to each increase in dose or monthly, whichever
comes first.

* | understand that after the first year, these parameters must be
measured at least every 3 months and before any increase in dose.
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Enroll in JUXTAPID REMS Program

CONTINUED FROM PREVIOUS SLIDE

In completing the one-time JUXTAPID REMS Program
Prescriber Enrollment Form, prescribers will be required to
attest to the following:

- * | agree that personnel from the JUXTAPID REMS Program may

-_,(_,—3 contact me to gather further information or resolve discrepancies

T or to provide other information related to JUXTAPID or the

i JUXTAPID REMS Program.

< * | will complete and submit a JUXTAPID REMS Program

O Prescription Authorization Form for each new prescription.

% » | agree that Aegerion, its agents and contractors such as the

N pharmacy providers may contact me via phone, mail, or email to

Y survey me on the effectiveness of the program requirements for

O the JUXTAPID REMS Program. ?\! )
Juxtapid
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Enroll in JUXTAPID REMS Program

CONTINUED FROM PREVIOUS SLIDE

You can enroll in the JUXTAPID REMS program in two ways:
1. Online at enrollment. JUXTAPIDREMSProgram.com or

2. Download the JUXTAPID REMS Program Prescriber Enroliment Form at
www.JUXTAPIDREMSProgram.com or request a copy by calling 1-85-
JUXTAPID (1-855-898-2743)

* Complete the Enrollment Form and return via fax or email
 Fax to 1-855-898-2498 or

« Scan and email to REMS@aegerion.com
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Submit Prescription Authorization Form

When prescribing JUXTAPID, a prescriber must complete a
Prescription Authorization Form for each new prescription.

By completing the Prescription Authorization Form, the prescriber
attests:

* | understand that 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 HoFH.
« | affirm that my patient has a clinical or laboratory diagnosis consistent
with HoFH.
* | understand that JUXTAPID has not been studied in pediatric patients
less than 18 years.
| attest that | have obtained the liver-related laboratory tests for this —~
patient as directed in the JUXTAPID prescribing information. Juxfapidu

(lomitapicie) @apsLiles

Prescriber Attestation
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Submit Prescription Authorization Form

CONTINUED FROM PREVIOUS SLIDE

Reference ID: 3356376

Prescribers must complete a Prescription Authorization
Form and submit to a certified pharmacy:

* Download the Prescription Authorization Form at
www.JUXTAPIDREMSProgram.com or request a copy by calling 1-
85-JUXTAPID (1-855-898-2743)

Complete the Prescription Authorization Form

« Sign and submit the Prescription Authorization Form:

— Fax to 1-855-898-2498 or
— Scan and email to REMS@aegerion.com
(Either will route directly to the certified pharmacy)

For a list of certified pharmacies call: 1-85-JUXTAPID
(1-855-898-2743)
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Recommended Patient Counseling Information

Patients should be informed of the risk of hepatotoxicity
and the need for regular blood tests.

When counseling a patient on initiating JUXTAPID:

» Advise the patient of the risk of hepatotoxicity and the need to have
regular blood tests performed to monitor for evidence of liver injury or
dysfunction

* Inform the patient about the existence and purpose of a JUXTAPID
REMS Program including dispensing only through certified pharmacies.

 For Females of Reproductive Potential: Confirm the absence of
pregnancy and counsel the patient about the potential for fetal harm.
Instruct her to use reliable methods of contraception and confirm use.
Instruct patients to contact their prescriber immediately and stop taking
JUXTAPID if pregnancy should occur.
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Knowledge Assessment

The following questions about JUXTAPID are provided to
reinforce learning.

Provide the correct answer to the following questions.

If you have difficulty answering these questions, please review the
previous slides and refer to the Prescribing Information.
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Knowledge Assessment

Which of the following statements is TRUE?

d  JUXTAPID is contraindicated in patients with moderate and
severe hepatic impairment

O JUXTAPID can cause elevations in transaminases (ALT and
AST)

d  JUXTAPID increases hepatic fat with or without concomitant
increases in transaminases

d  All of the above
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Knowledge Assessment

Which of the following statements is TRUE?

Question

{ All of the above

JUXTAPID is associated with a risk of hepatotoxicity.
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Knowledge Assessment

In the first year of treatment, liver-related tests (ALT and
AST at minimum) should be evaluated:

A. Prior to an increase in dose
B. Monthly

C. Every three months
Answers A and B

Answers Aand C
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Knowledge Assessment

In the first year of treatment, liver-related tests (ALT and
AST at minimum) should be evaluated:

2

M Answers A and B

Question

ALT, AST, alkaline phosphatase, and total bilirubin should be measured

before initiation of treatment with JUXTAPID. During the first year,

measure liver-related tests (ALT and AST at minimum) prior to each

increase in dose or monthly, whichever occurs first. After the first year, ?\s

do these tests at least every 3 months and before any increase in dose. Juxfapidu

(lomitapicie) @apsLiles
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Knowledge Assessment

The goal(s) of the JUXTAPID REMS Program are:

L To educate prescribers about the risk of hepatotoxicity
associated with the use of JUXTAPID.

O To educate prescribers about the need to monitor patients
during treatment with JUXTAPID as per product labeling.

O To restrict access to therapy with JUXTAPID to patients
with a clinical or laboratory diagnosis consistent with HoFH.

O All of the above
d None of the above
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Knowledge Assessment

The goal(s) of the JUXTAPID REMS Program are:
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M All of the above

The goals of the JUXTAPID REMS Program are:

» To educate prescribers about:

» the risk of hepatotoxicity associated with the use of JUXTAPID; and
» the need to monitor patients during treatment with JUXTAPID as per

product labeling 7 N

)
« To restrict access to therapy with JUXTAPID to patients with a clinical or Jux fapld
laboratory diagnosis consistent with HoFH. (lomitapice) capstles

35



Knowledge Assessment

At initiation of treatment, which of the following liver-
related laboratories should be measured:

d ALT and AST
- O Alkaline phosphatase
% Q Total bilirubin
g O All of the above
O
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Knowledge Assessment

At initiation of treatment, which of the following liver-
related laboratories should be measured:

J All of the above

Question

Measure ALT, AST, alkaline phosphatase, and total
bilirubin before initiation of treatment with JUXTAPID. N

Juxtapid
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Knowledge Assessment

How often should the Prescription
Authorization Form be completed:

O Each new prescription

O Only on the first prescription
O Every refill

d Once ayear
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Knowledge Assessment

How often should the Prescription
Authorization Form be completed:

{Each new prescription

Question

For each new prescription, the prescriber must complete a
Prescription Authorization Form. N
Juxtapid

(lomitapicie) @apsLiles

Reference ID: 3356376
39



Knowledge Assessment
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A patient has an ALT value 4x ULN on treatment with
JUXTAPID. The appropriate action is:
O Withhold treatment until ALT <3x ULN

0 Reduce the dose and repeat ALT measurement
weekly until ALT is <3x ULN

U Permanently discontinue treatment and investigate to
identify probable cause

O Continue with the same dose of JUXTAPID and
repeat ALT measurement monthly
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Knowledge Assessment

A patient has an ALT value 4x ULN on treatment with
JUXTAPID. The appropriate action is:

E/Reduce the dose and repeat ALT measurement
weekly until ALT is <3x ULN

-
O
—

7))

)

-
e/

Confirm elevation with a repeat measurement within one week. If
confirmed, reduce the dose and obtain additional liver-related laboratories
if not already measured (such as alkaline phosphatase, total bilirubin, and

INR). Repeat transaminase measurements weekly, withhold dosing if ?\‘
transaminase levels do not fall below 3x ULN within 4 weeks, or if levels f d
rise above 5x ULN , and investigate to identify the probable cause. Jux apia.
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Knowledge Assessment

JUXTAPID is available only through certified pharmacies

O  True
1 False
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Knowledge Assessment

JUXTAPID is available only through certified pharmacies

J True

False
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JUXTAPID is available only through pharmacies that are specially
certified and agree to follow the REMS requirements.

NOTE: For a list of certified pharmacies call: 1-85-JUXTAPID N
(1-855-898-2743) Juxtap id
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Completion of
JUXTAPID REMS Program Training

You Have Completed the JUXTAPID REMS Program Training

You can enroll in the JUXTAPID REMS program in two ways:
1. Online at enrollment.JUXTAPIDREMSProgram.com or

2. Download the JUXTAPID REMS Program Prescriber Enroliment Form at

www.JUXTAPIDREMSProgram.com or request a copy by calling 1-85-
JUXTAPID (1-855-898-2743)

« Complete the Enrollment Form and return via fax or email
 Faxto 1-855-898-2498 or

« Scan and email to REMS@aegerion.com

For more information on the JUXTAPID REMS Program,
please call 1-85-JUXTAPID (1-855-898-2743) or visit
www.JUXTAPIDREMSProgam.com

A
Juxtapid

(lomitapicie) @apsLiles

Reference ID: 3356376
44


http:www.JUXTAPIDREMSProgam.com
mailto:REMS@aegerion.com
http:www.JUXTAPIDREMSProgram.com
http:enrollment.JUXTAPIDREMSProgram.com



