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Important Safety Information about Juxtapid

INDICATION:

Juxtapid® (lomitapide) is @ 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).

LIMITATIONS OF USE:

The safety and effectiveness of JUXTAPID have not been established
in patients with hypercholesterolemia who do not have HoFH,
including those with heterozygous familial hypercholesterolemia
(HeFH). The effect of JUXTAPID on cardiovascular morbidity and
mortality has not been determined.

WARNING: RISK OF HEPATOTOXICITY

JUXTAPID 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)
23x 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. Because of
the risk of hepatotoxicity, JUXTAPID is available only through
arestricted program under a Risk Evaluation and Mitigation
Strategy (REMS) called the JUXTAPID REMS Program.

Prescribe JUXTAPID only to patients with a clinical or
laboratory diagnosis consistent with HoFH. The safety and
effectiveness of JUXTAPID have not been established in
patients with hypercholesterolemia who do not have HoFH.

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 JUXTAPID could induce steatohepatitis,
which can progress to cirrhosis over several years. Modify the

dose of JUXTAPID 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-symptomes, 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

For more information, visit juxtapid.com.

Chiesi Total Cares™ Program offered through Accredo Specialty Pharmacy.
© 2024 CHIESI USA.

Juxtapid® is a registered trademark owned by the Chiesi Group.
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increase levels of hepatic fat and induce or exacerbate liver injury.

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.

JUXTAPID may cause fetal harm when administered to a pregnant
woman. Females of reproductive potential should have a negative
pregnancy test before starting JUXTAPID and should use effective
contraception during therapy with JUXTAPID. The recommended
maximum dosage of JUXTAPID is 40 mg daily when used
concomitantly with oral contraceptives.

Given its mechanism of action in the small intestine, JUXTAPID
may reduce the absorption of fat- soluble nutrients. 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), 10 mg eicosapentaenoic acid
(EPA), and 8o mg docosahexaenoic acid (DHA).

Gastrointestinal adverse reactions are common and may lead to
treatment discontinuation. Instruct patients to stop JUXTAPID and
contact their healthcare provider if severe diarrhea occurs, or if they
experience symptoms of volume depletion such as lightheadedness,
decreased urine output, or tiredness. In such cases, consider
reducing the dose or suspending use of JUXTAPID. 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.

Weak CYP3A4 inhibitors can increase the exposure of lomitapide
approximately 2-fold; therefore, when JUXTAPID is administered with
weak CYP3A4 inhibitors, the dose of JUXTAPID should be decreased
by half and the recommended maximum dosage of JUXTAPID is 30
mg daily. The recommended maximum dosage is 40 mg daily when
used concomitantly with oral contraceptives. Strong and moderate
CYP3A4 inhibitors should not be used with JUXTAPID. Patients taking
JUXTAPID 5 mg daily may continue with the same dosage.

Due to risk of myopathy associated with simvastatin or lovastatin,
doses of these agents should be limited when co-administered
with JUXTAPID.

JUXTAPID increases the plasma concentrations of warfarin.
Increases or decreases in the dose of JUXTAPID may lead to supra-
or subtherapeutic anticoagulation, respectively. Patients taking
warfarin should undergo regular monitoring of the INR, especially
after any changes in JUXTAPID dosage.

Avoid use of JUXTAPID in patients with rare hereditary diseases of
galactose intolerance.

ADVERSE REACTIONS:

The most common 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 5 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 Chiesi Farmaceutici S.p.A. at 1-888-661-
9260 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Please see additional Important Safety Information
throughout and accompanying full Prescribing Information,
including Boxed Warning.
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Chiesi Total Care® (CTC) will submit for insurance reimbursement
and help you navigate prior authorization (PA).

Here's a step-by-step look at the process

Submission

Your Chiesi Total Care Team starts the process when a new REMS Rx form has been submitted.
The Chiesi Total Care team can help with the preparation of PA documents.!

t Chiesi offers additional detailed PA and Appeal process assistance through Field Reimbursement Directors (FRD).
They can provide 1:1assistance and work with you through the PA and appeal process.

Monitoring PA
Chiesi Total Care monitors and tracks PA submission until an outcome is determined by payor.

PAis approved « Your office and/or patient is notified

PA is denied  Send denial documentation to Chiesi Total Care

* Chiesi Total Care can help in denial situations with a high
success rate

APPEAL

Based on the letter Chiesi CTC can help to pull documents
Total Care can submit a OR together for a physician level
patient level appeal with appeal. Chiesi Total Care
signed patient consent. can assist and coach on best

practices.*

*Chiesi Total Care assistance is neither medical guidance nor a suggestion that you submit an appeal. The
resources and information provided in this guide is general in nature and is not intended to be conclusive
or exhaustive. As the patient’s healthcare provider, you are responsible for applying your clinical judgment
regarding appropriate care and treatment of each patient.

Contact your dedicated Chiesi
PA or Appeal Approved Total Care program specialist

Pharmacy fills Rx and medication is dispensed to the patient with any questions you may have
about your case.

IR b

Chiesi also offers patient education
liaison (PEL) services for enrolled
patients to further support your
patients on Juxtapid.

PA denied? Chiesi Total Care is here to help.

It's not uncommon for the first PA submission to be denied. With a long track record of success in gaining PA and appeal approvals, Chiesi Total
Care is here to provide assistance with the appeal process. Chiesi Total Care will assist in providing additional resources and/or publications
depending on the reasons for denial. To request a copy of an additional resource or publication, please reach out directly to us.medical@chiesi.com.

Visit chiesitotalcare.com or

call 1-855-898-2743. We're ready to help!




We provide updates on your patient’s therapy and alert the office
should there be any concerns. We also support patients by
helping them cope with side effects and answering questions.

We can help by:

* Alerting when to refill or when refills are being missed
» Counseling patients on managing side effects

* Providing 24/7 pharmacist access

 Enrolling patients in the Juxtapid Copay Program — patients may
pay as little as so if eligible*

$ Please refer to the full Terms and Conditions in the back pocket for additional eligibility requirements.

a N

Here is a checklist of best practices for Prior Authorization submission:
|:| Include pertinent clinical notes, dates, and laboratory findings

|:| Include medical rationale for why the patient cannot use preferred formulary drugs

|:| Include prescribing practitioner NPI number and contact information

|:| Include therapeutic alternatives that were tried in the past

- /

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS:

* Pregnancy

e Concomitant administration of moderate or strong CYP3A4 inhibitors

» Moderate or severe hepatic impairment or active liver disease including unexplained persistent elevations of serum transaminases

Please see additional Important Safety Information throughout and accompanying full Prescribing Information, including
Boxed Warning.



Important Safety Information about Juxtapid

INDICATION:

Juxtapid® (lomitapide) 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).

LIMITATIONS OF USE:

The safety and effectiveness of JUXTAPID have not been established in
patients with hypercholesterolemia who do not have HoFH, including
those with heterozygous familial hypercholesterolemia (HeFH). The
effect of JUXTAPID on cardiovascular morbidity and mortality has not
been determined.

WARNING: RISK OF HEPATOTOXICITY

JUXTAPID 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) 23x 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. 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.

Prescribe JUXTAPID only to patients with a clinical or laboratory
diagnosis consistent with HoFH. The safety and effectiveness

of JUXTAPID have not been established in patients with
hypercholesterolemia who do not have HoFH.

CONTRAINDICATIONS:

e Pregnancy

e Concomitant administration of moderate or strong CYP3A4 inhibitors

e 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 JUXTAPID could induce steatohepatitis, which can
progress to cirrhosis over several years. Modify the dose of JUXTAPID
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.

For more information, visit juxtapid.com.

Chiesi Total Care®™ Program offered through Accredo Specialty Pharmacy.
© 2024 CHIESI USA.

Juxtapid® is a registered trademark owned by the Chiesi Group.
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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.

JUXTAPID may cause fetal harm when administered to a pregnant
woman. Females of reproductive potential should have a negative
pregnancy test before starting JUXTAPID and should use effective
contraception during therapy with JUXTAPID. The recommended
maximum dosage of JUXTAPID is 40 mg daily when used
concomitantly with oral contraceptives.

Given its mechanism of action in the small intestine, JUXTAPID may
reduce the absorption of fat- soluble nutrients. 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), 1o mg eicosapentaenoic acid (EPA), and 80
mg docosahexaenoic acid (DHA).

Gastrointestinal adverse reactions are common and may lead to
treatment discontinuation. Instruct patients to stop JUXTAPID and
contact their healthcare provider if severe diarrhea occurs, or if they
experience symptoms of volume depletion such as lightheadedness,
decreased urine output, or tiredness. In such cases, consider reducing
the dose or suspending use of JUXTAPID. 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.

Weak CYP3A4 inhibitors can increase the exposure of lomitapide
approximately 2-fold; therefore, when JUXTAPID is administered with
weak CYP3A4 inhibitors, the dose of JUXTAPID should be decreased by
half and the recommended maximum dosage of JUXTAPID is 30 mg
daily. The recommended maximum dosage is 40 mg daily when used
concomitantly with oral contraceptives. Strong and moderate CYP3A4
inhibitors should not be used with JUXTAPID. Patients taking JUXTAPID
5 mg daily may continue with the same dosage.

Due to risk of myopathy associated with simvastatin or lovastatin, doses
of these agents should be limited when co-administered with JUXTAPID.

JUXTAPID increases the plasma concentrations of warfarin. Increases
or decreases in the dose of JUXTAPID may lead to supra- or
subtherapeutic anticoagulation, respectively. Patients taking warfarin
should undergo regular monitoring of the INR, especially after any
changes in JUXTAPID dosage.

Avoid use of JUXTAPID in patients with rare hereditary diseases of
galactose intolerance.

ADVERSE REACTIONS:

The most common 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 5 to 7 (17-24%) patients, included weight loss,
abdominal discomfort, abdominal distension, constipation, flatulence,
increased ALT, chest pain, influenza, nasopharynagitis, and fatigue.

REPORTING OF ADVERSE REACTIONS:

All healthcare professionals should report all suspected adverse
reactions. Please contact Chiesi Farmaceutici S.p.A. at 1-888-661-9260
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Please see additional Important Safety Information throughout
and accompanying full Prescribing Information, including
Boxed Warning.

Juxfapcl@ct

(lomitapicee) capstles



Sample Letter of Appeal

Please Note: By downloading materials from this link, you agree to all the following.
These materials are available for download and public personal use. These materials
have no value and are not to be re-sold or repurposed. They are solely for your
personal use. No purchase from or relationship with Chiesi Total CareSM is required to
download or use these materials. Chiesi Total CareS™ makes no representations or
warranties about these materials or their fithess for any specific use. Chiesi Total
CareSM is not responsible for any changes made to these template documents. All
billing and coding decisions are the responsibility of the relevant physician. Chiesi Total
CareSM does not guarantee any specific reimbursement or favorable results.

Using this template:

LI Fill in the template using the instructions highlighted in blue.
1 Once you have filled in the information, remove any remaining instructions in
blue.
[1 Select all the text and change the font to black so the whole document appears
as one letter.
Use the list above as a checklist to make sure you have completed these steps prior to
sending. It is important to follow these steps to ensure the letter is clear and
concise.



[Insurance Company] Re: [Patient Name]

[Address] [Policy #]
[City, State, Zip] [DOB]
[Address]

[City, State, Zip]
To Whom It May Concern:

I am writing to appeal the denial of benefits for the use of [Product name (generic name)] for services
requested for [Patient Name, ID#, Group #]. Included in this letter of appeal are information on the
treatment rationale, medical records, medical necessity data and medical studies confirming currently
prescribed product as an effective treatment for the diagnosis associated with [ICD10 Code].

Treatment Rationale:
[Provide information on patient response and history to past treatments and anticipated
prognosis and rationale for the currently prescribed product].

Outline of Medical Studies:

[ Outline a brief overview of the studies evaluating the use of the currently prescribed product in
this condition and/or patient population. Remember to include the FDA approved indications and
usage].

Medical Record Information:
[Highlight key dates and entries of the medical record how the currently prescribed product is
used].

Per the included medical information, it is my professional opinion that the currently prescribed product
is medically necessary in treating the patient and the denials for the patient’s use of the drug should be
reversed. Please call my office at [Office Phone Number] if | can provide further information or speak
with a review board to appeal the denial of coverage decision. | look forward to reaching resolution of
overturning the denied status of the currently prescribed product for this patient.

Sincerely,

[Physician Name and Signature]

[Phone Number]

Enclosure: [Original denial notification copy]

PP-F-0370 V1.0 2022



Sample Letter of Medical Necessity

Please Note: By downloading materials from this website, you agree to all the following.
These materials are available for download and public personal use. These materials
have no value and are not to be re-sold or repurposed. They are solely for your
personal use. No purchase from or relationship with Chiesi Total CareSM is required to
download or use these materials. Chiesi Total CareSM makes no representations or
warranties about these materials or their fitness for any specific use. Chiesi Total
CareSM is not responsible for any changes made to these template documents. All
billing and coding decisions are the responsibility of the relevant physician. Chiesi Total
CareSM does not guarantee any specific reimbursement or favorable results.

Using this template:

I Fill in the template using the instructions highlighted in blue.

L1 Once you have filled in the information, remove any remaining instructions in
blue.

[] Select all the text and change the font to black so the whole document appears
as one letter.

Use the steps above as a checklist to make sure you have completed these steps

prior to sending. It is important to follow these steps to ensure the letter is clear

and concise.



[Insurance Company] Re: [Patient Name]

[Address] [Policy #]
[City, State, Zip] [DOB]
[Address]

[City, State, Zip]
To Whom It May Concern:

I am writing this letter of medical necessity on behalf of [Patient Name, ID#, Group #] to request
coverage for [Product name (generic name)]. Included in this letter of medical necessity is
information on the treatment rationale, medical records, medical necessity data and medical studies
confirming currently prescribed product as an effective treatment for the diagnosis associated with
[ICD10 Code].

Treatment Rationale:
[Provide information on patient response and history to past treatments and anticipated
prognosis and rationale for the currently prescribed product].

Outline of Medical Studies:

[Outline a brief overview of the studies evaluating the use of the currently prescribed product in
this condition and/or patient population. Remember to include the FDA approved indications
and usage].

Medical Record Information:
[Highlight key dates and entries of the medical record how the currently prescribed product is
used].

Per the included medical information, it is my professional opinion that the currently prescribed product
is medically necessary in treating the patient and the denials for the patient’s use of the drug should be
reversed. Please call my office at [Office Phone Number] if I can provide further information.

Sincerely,

[Physician Name and Signature]
[Phone Number]

Enclosure: [As required]

PP-F-0370 V1.0 2022
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Dosing and
Administration Guide

Important Safety Information about Juxtapid

INDICATION:

Juxtapid® (lomitapide) 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).

LIMITATIONS OF USE:

The safety and effectiveness of JUXTAPID have not been established
in patients with hypercholesterolemia who do not have HoFH,
including those with heterozygous familial hypercholesterolemia
(HeFH). The effect of JUXTAPID on cardiovascular morbidity and
mortality has not been determined.

DOSING AND ADMINISTRATION

WARNING: RISK OF HEPATOTOXICITY

JUXTAPID 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)
23x 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. 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.

Prescribe JUXTAPID only to patients with a clinical or laboratory
diagnosis consistent with HoFH. The safety and effectiveness
of JUXTAPID have not been established in patients with
hypercholesterolemia who do not have HoFH.

Visit chiesitotalcare.com or

call 1-855-898-2743. We're ready to help!

Please see additional Important Safety Information throughout
and accompanying full Prescribing Information, including
Boxed Warning.

+Chiesi

care



Convenient, Oral, Once-Daily Dosing with Juxtapid

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

 Prior to initiating Juxtapid treatment, measure ALT, AST, alkaline phosphate, and total bilirubin; obtain a
negative pregnancy test in females of reproductive potential; and initiate a low-fat eating plan supplying less
than 20% of energy from fat.

g NDC 76431-105-01 Rx Only NDC 76431-110-01 Rx Only NDC 76431-120-01 Rx Only NDC 76431-130-01 Rx Only
28 capsules 28 capsules 28 capsules 28 capsules
”X’W Juxtapid Juxtapid Juxtapid Juxtapid
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Juxtapid offers the flexibility to get patients to target
dose with tolerability

20-60

mg/day

An achievable
balance of tolerability
and efficacy

AST, aspartate aminotransferase; ALT, alanine aminotransferase

IMPORTANT SAFETY INFORMATION

ADVERSE REACTIONS:

The most common 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 5 to 7 (17-24%) patients, included weight

loss, abdominal discomfort, abdominal distension, constipation, flatulence, increased ALT, chest pain, influenza,
nasopharynagitis, and fatigue.

Please see additional Important Safety Information throughout and accompanying full Prescribing
Information, including Boxed Warning.



( Titrate to Target Dose )

e The recommended starting dosage of Juxtapid is 5 mg/day.

e Dosage should be titrated gradually based on acceptable safety and tolerability up to a maximum dosage
of 60 mg/day.

e Maintenance dosing should be individualized, taking into account patient characteristics, such as target goal
of therapy, response to treatment and tolerability.

/juxtapid Dosing Titration Schedule

Duration At least At least At least At least Maximum
before 2 weeks 4 weeks 4 weeks 4 weeks Recommended
increase in Dosage
dosage

-

In the Phase 3 study, 34% of patients achieved a maximum tolerated dose of 60 mg at
week 26, 24% were at 40 mg, and 21% were at 20 mg.

Monitor transaminases during treatment with Juxtapid, and reduce or withhold dosing for patients who
develop transaminase values =3x ULN.

o~ Titrate Dose to Target

Clinical trial data and real world evidence suggest that stepwise dose increases
are key to helping patients get closer to their LDL-C goal.

In the Phase 3 study, the maximum tolerated doses at
week 26 by percentage of patients were 5 mg (10%), 10 mg (7%),
20 mg (21%), 40 mg (24%), and 60 mg (34%).

N {) Dose Escalation is Key

+Chiesi

Visit chiesitotalcare.com or

call 1-855-898-2743. We're ready to help! w W



Important Safety Information about Juxtapid

INDICATION:

Juxtapid® (lomitapide) 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).

LIMITATIONS OF USE:

The safety and effectiveness of JUXTAPID have not been established in
patients with hypercholesterolemia who do not have HoFH, including
those with heterozygous familial hypercholesterolemia (HeFH). The
effect of JUXTAPID on cardiovascular morbidity and mortality has not
been determined.

WARNING: RISK OF HEPATOTOXICITY

JUXTAPID 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) 23x 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. 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.

Prescribe JUXTAPID only to patients with a clinical or laboratory
diagnosis consistent with HoFH. The safety and effectiveness

of JUXTAPID have not been established in patients with
hypercholesterolemia who do not have HoFH.

CONTRAINDICATIONS:

e Pregnancy

e Concomitant administration of moderate or strong CYP3A4 inhibitors

e 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 JUXTAPID could induce steatohepatitis, which can
progress to cirrhosis over several years. Modify the dose of JUXTAPID
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.

For more information, visit juxtapid.com.
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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.

JUXTAPID may cause fetal harm when administered to a pregnant
woman. Females of reproductive potential should have a negative
pregnancy test before starting JUXTAPID and should use effective
contraception during therapy with JUXTAPID. The recommended
maximum dosage of JUXTAPID is 40 mg daily when used
concomitantly with oral contraceptives.

Given its mechanism of action in the small intestine, JUXTAPID may
reduce the absorption of fat- soluble nutrients. 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), 1o mg eicosapentaenoic acid (EPA), and 80
mg docosahexaenoic acid (DHA).

Gastrointestinal adverse reactions are common and may lead to
treatment discontinuation. Instruct patients to stop JUXTAPID and
contact their healthcare provider if severe diarrhea occurs, or if they
experience symptoms of volume depletion such as lightheadedness,
decreased urine output, or tiredness. In such cases, consider reducing
the dose or suspending use of JUXTAPID. 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.

Weak CYP3A4 inhibitors can increase the exposure of lomitapide
approximately 2-fold; therefore, when JUXTAPID is administered with
weak CYP3A4 inhibitors, the dose of JUXTAPID should be decreased by
half and the recommended maximum dosage of JUXTAPID is 30 mg
daily. The recommended maximum dosage is 40 mg daily when used
concomitantly with oral contraceptives. Strong and moderate CYP3A4
inhibitors should not be used with JUXTAPID. Patients taking JUXTAPID
5 mg daily may continue with the same dosage.

Due to risk of myopathy associated with simvastatin or lovastatin, doses
of these agents should be limited when co-administered with JUXTAPID.

JUXTAPID increases the plasma concentrations of warfarin. Increases
or decreases in the dose of JUXTAPID may lead to supra- or
subtherapeutic anticoagulation, respectively. Patients taking warfarin
should undergo regular monitoring of the INR, especially after any
changes in JUXTAPID dosage.

Avoid use of JUXTAPID in patients with rare hereditary diseases of
galactose intolerance.

ADVERSE REACTIONS:

The most common 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 5 to 7 (17-24%) patients, included weight loss,
abdominal discomfort, abdominal distension, constipation, flatulence,
increased ALT, chest pain, influenza, nasopharynagitis, and fatigue.

REPORTING OF ADVERSE REACTIONS:

All healthcare professionals should report all suspected adverse
reactions. Please contact Chiesi Farmaceutici S.p.A. at 1-888-661-9260
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Please see additional Important Safety Information throughout
and accompanying full Prescribing Information, including
Boxed Warning.
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Juxtapid’ Chiesi Total Care” Patient Support Services Program Terms and Conditions

To enroll in Chiesi Total Care (the “Program”) and to assess eligibility for
patient support services of the Program, patient must complete the Program
Enrollment and Authorization Form and have a valid prescription for an eligible
product of the Program. Additional documentation may be required. The
patient must be a resident of the United States or one of its territories. If the
patient is incapable of acting on their own behalf or if the patient is under 18
years old, enrollment into the Program may be completed by another person
acting on their behalf (such as a caregiver).

A patient who receives healthcare benefits under any plan or program funded
in whole or in part by federal or state governments including Medicare,
Medicaid, TRICARE, Veterans Affairs (VA), State Prescription Assistance Plans
(SPAPs) (other than health insurance for federal government employees), or
any state healthcare program such as Medicaid, Children’s Health Insurance
Program, programs funded under Maternal and Child Health Program, or
programs funded under Social Services Block Grant (collectively, “Government-
funded Plans”) are not eligible for the financial patient support services of
the Program. A patient covered under a commercial health plan purchased
through a health insurance marketplace or exchange is not a government-
funded Plan beneficiary even if the costs of such coverage are subsidized by the
federal government. If a change in prescription drug coverage should occur,
the patient must notify the Program; such change may affect eligibility for the
support services provided in the Program. Patients who have been prescribed
a product for an indication that is not consistent with the US Food and Drug
Administration-approved labeling will not be eligible for financial patient
support services offered through the Program.

Patients residing in or receiving treatment in certain states may not be eligible
for certain patient support services of the Program. Patients may not seek
reimbursement for value received from the Program. The Program does not
obligate the use of any specific medication or healthcare provider. Patients who
receive treatment or reside in Massachusetts, Michigan, Minnesota, or Rhode
Island are not eligible for co-pay assistance for infusion services or routine
testing services.

Chiesi Total Care may recommend contacting an independent financial
assistance foundation. Independent financial assistance foundations have
their own rules for eligibility. Chiesi USA does not fund independent financial
assistance foundations, nor does Chiesi Total Care have involvement or
influence in independent foundation decision making or eligibility criteria

and does not know if a foundation will be able to help you. Chiesi Total Care
can only refer you to a foundation that supports your disease state. This
information is provided as a resource for you. Chiesi Total Care does not
endorse or show preference for any foundation. The foundations recommended
to you may not be the only ones that might be able to help you.

Chiesi Patient Education Liaisons (“PELs") may be available to assist you with
disease education, provide relative educational or informational resources,
and to answer questions you may have about your disease. Chiesi Field
Reimbursement Managers (“FRMs") may be available to assist you with your
product prescription drug coverage, including prior authorization, appeals,
and denials.

PELs and FRMs are employees of Chiesi USA, Inc. PELs and FRMs are not
healthcare providers and are not part of your healthcare team. PELs or FRMs
will not provide medical care or advice. All treatment decisions should be made
by you and your treating healthcare professional. To assist you, PELs and FRMs
may need your Information. If you choose to opt out of services by PELs

and FRMs, you may do so at any time. Please see Chiesi's Privacy Policy at
www.chiesiusa.com/privacy.

Program benefits may not be sold, purchased, traded, or offered for sale,
purchase, or trade. The Chiesi Total Care patient support services are not
valid where prohibited by law, taxed, or otherwise restricted. Offer subject
to change or discontinuance without notice. Restrictions, including monthly
maximums, may apply. This is not health insurance.

This is a voluntary program. Patients who choose not to enroll in the Program
will be able to receive medication. Patients may participate in Chiesi Total
Care without participating in a patient support services program of Chiesi
Total Care. After enrolling in Chiesi Total Care, participants may opt out by
contacting the Program, as outlined in the Chiesi Total Care Enrollment and
Authorization Form. Patients must renew their eligibility by December 31 of
each year to continue to receive support under the Program.

By participating in the Program, participants acknowledge that they
understand and agree to comply with the Program Terms and Conditions.

© Chiesi USA, Inc., 2024. All rights reserved.
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Important Safety Information

Indication

Juxtapid is a prescription medicine used along with diet and other lipid
lowering treatments, including low-density lipoprotein (LDL) apheresis where
available, in adults with homozygous familial hypercholesterolemia (HoFH)
to reduce LDL ("bad") cholesterol, total cholesterol, a protein that carries bad
cholesterol in the blood (apolipoprotein B), and non-high-density lipoprotein
cholesterol (non-HDL-C).

Studies have not been conducted to tell us whether Juxtapid can help prevent
problems from high cholesterol, such as heart attack, stroke, death, or other
health problems. Studies have also not been conducted to tell us whether
Juxtapid is safe for use in people with high cholesterol who do not have HoFH,
including those with heterozygous familial hypercholesterolemia (HeFH).

Juxtapid may cause serious side effects, including:

Liver Problems

* Juxtapid can cause liver problems such as increased liver enzymes or
increased fat in the liver. For this reason, your doctor should do blood
tests to check your liver before you start Juxtapid and while you are taking
Juxtapid (especially if your dose is increased). If your tests show signs of liver
problems, your doctor may lower your dose of Juxtapid or stop it altogether.

* You should tell your doctor if you have had liver problems in the past,
including liver problems while taking other medicines.

 Stomach problems can also be a symptom of liver problems. Tell your doctor
right away if you have nausea; vomiting or stomach pain that gets worse,
does not go away, or changes; fever; yellowing of your eyes or skin; feeling
more tired than usual; or having flu-like symptoms while taking Juxtapid
because these may be signs of liver problems.

* Do not drink more than 1alcoholic drink per day while taking Juxtapid.

Harm to your unborn baby:
* Do not take Juxtapid if you are pregnant, think you may be pregnant, or are
planning to become pregnant.

* You should have a negative pregnancy test result before you can start on
Juxtapid. Use effective birth control while taking Juxtapid. If you become
pregnant while taking Juxtapid, stop taking Juxtapid and call your doctor
right away.

You should not take Juxtapid if you:

* Are taking medications known as moderate o r strong CYP3A4 inhibitors
(for example, certain medications used to treat bacterial, fungal, or viral
infections, as well as certain medications used to treat depression, high
blood pressure, or angina). These medications may affect how your body
breaks down Juxtapid.

» Have moderate to severe liver problems or active liver disease, including
abnormal liver function tests.

Other possible side effects of Juxtapid:

» The most common side effects of Juxtapid are stomach problems including
diarrhea, nausea, vomiting, cramps/pain, indigestion, and/or gas. You may
be able to reduce your chance of stomach problems by following an eating
plan consisting of less than 20% of calories from fat.

* Juxtapid makes it harder for some fat-soluble nutrients, such as vitamin E
and fatty acids, to get into your body. Take supplements that contain fat-
soluble vitamins each day while you take Juxtapid. Ask your doctor, nurse, or
dietitian how to take them.

Tell your doctor if you have any side effect that bothers you or that does

not go away. Stop taking Juxtapid and tell your doctor if you have severe
diarrhea, especially if you also have lightheadedness, decreased urine output,
or tiredness. These are not all the possible side effects of Juxtapid. For more
information, speak with your doctor or pharmacist.

Tell your doctor about all the medicines you take, including prescription and
non-prescription medicines, vitamins, and herbal supplements. Juxtapid may
affect the way other medicines work, and other medicines may affect how
Juxtapid works.

You are encouraged to report negative side effects of prescription drugs
to the FDA. Visit www.FDA.gov/medwatch or call 1-800-FDA-1088.

This is the most important information about Juxtapid. For more
detailed information, Please see the Medication Guide and full
Prescribing Information including Box Warning.
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