
 
 

 

 
 
 
 

 

   
 

 

 

 

 

 
 

 

 

 
 
 
 

 

 
 
 
 
 
 

 

 
 

 
 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 203858/S-002 
SUPPLEMENT APPROVAL 

Aegerion Pharmaceuticals 
Attention: Martha Carter 
Chief Regulatory Officer and Senior Vice President 
101 Main Street, Suite 1850 
Cambridge, MA 02142 

Dear Ms. Carter: 

Please refer to your Supplemental New Drug Application (sNDA) dated April 9, 2013, received 
April 9, 2013, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
(FDCA) for JUXTAPID (lomitapide) Capsules. 

This “Prior Approval” supplemental new drug application provides for revisions to the package 
insert in response to our letter dated February 12, 2013.  Specifically, the following 
modifications have been made: 
1. 	 Addition of the following statement to the WARNINGS AND PRECAUTIONS section, 

5.1 Risk of Hepatotoxicity subsection (Hepatic Steatosis): 

“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.” 

2. 	 Revision to Table 6 (Effect of Lomitapide on the Systemic Exposure of Coadministered 
Drugs) as follows: 
-Under “No dosing adjustments required for the following:”, the dosing of 
coadministered drugs [Atorvastatin, Rosuvastatin, Fenofibrate (micronized), Ezetimibe, 
and Extended release niacin] was further defined as SINGLE DOSE. 
-Under the header “COADMINISTERED DRUG”, the drugs Ethinyl estradiol and 
Norgestimate were added. 

We have completed our review of this supplemental application.  It is approved, effective on the 
date of this letter, for use as recommended in the enclosed, agreed-upon labeling text. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
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http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Content 
of labeling must be identical to the enclosed labeling (text for the package insert), with the 
addition of any labeling changes in pending “Changes Being Effected” (CBE) supplements, as 
well as annual reportable changes not included in the enclosed labeling.   

Information on submitting SPL files using eList may be found in the guidance for industry titled 
“SPL Standard for Content of Labeling Technical Qs and As at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf 

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications that includes labeling changes 
for this NDA, including CBE supplements for which FDA has not yet issued an action letter, 
with the content of labeling [21 CFR 314.50(l)(1)(i)] in MS Word format, that includes the 
changes approved in this supplemental application, as well as annual reportable changes and 
annotate each change. To facilitate review of your submission, provide a highlighted or marked-
up copy that shows all changes, as well as a clean Microsoft Word version.  The marked-up copy 
should provide appropriate annotations, including supplement number(s) and annual report 
date(s). 

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

If you have any questions, call Kati Johnson, Regulatory Project Manager, at (301) 796-1234. 

Sincerely, 

{See appended electronic signature page} 

Eric Colman, MD 
Deputy Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

ENCLOSURE: 
Content of Labeling 
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http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

ERIC C COLMAN 
04/10/2013 

Reference ID: 3291221 


	Juxtapid S001 proposed.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION
	FULL PRESCRIBING INFORMATION
	CONTENTS
	TABLES
	Table 1: Recommended Regimen for Titrating Dosage
	Table 2: Dose Adjustment and Monitoring for Patients with Elevated Transaminases
	Table 3: Adverse Reactions Reported in ≥10% of Patients in the Clinical Trial in HoFH
	Table 4: Patient Incidence of Transaminase Elevations During the HoFH Clinical Trial
	Table 5: Effect of Coadministered Drugs on Lomitapide Systemic Exposure
	Table 6: Effect of Lomitapide on the Systemic Exposure of Coadministered Drugs
	Table 7: Absolute Values and Percent Changes from Baseline in Lipids and Lipoproteins

	FIGURES
	Figure 1: Mean Percent Change in LDL-C from Baseline (Week 26 Completers)


	1 INDICATIONS AND USAGE
	1.1 Homozygous Familial Hypercholesterolemia

	2 DOSAGE AND ADMINISTRATION
	2.1 Initiation and Maintenance of Therapy
	2.2 Administration
	2.3 Dosing with Cytochrome P450 3A4 Inhibitors
	2.4 Dose Modification Based on Elevated Transaminases
	2.5 Dosing in Patients with Renal Impairment
	2.6 Dosing in Patients with Baseline Hepatic Impairment

	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Risk of Hepatotoxicity
	5.2 JUXTAPID REMS Program
	5.3 Embryo-Fetal Toxicity
	5.4 Reduced Absorption of Fat-Soluble Vitamins and Serum Fatty Acids
	5.5 Gastrointestinal Adverse Reactions
	5.6 Concomitant Use of CYP3A4 Inhibitors
	5.7 Risk of Myopathy with Concomitant Use of Simvastatin or Lovastatin
	5.8 Risk of Supratherapeutic or Subtherapeutic Anticoagulation with Warfarin
	5.9 Risk of Malabsorption with Rare Hereditary Disorders of Galactose Intolerance

	6 ADVERSE REACTIONS
	6.1 Clinical Trials Experience

	7 DRUG INTERACTIONS
	7.1 Moderate and Strong CYP3A4 Inhibitors
	7.2 Weak CYP3A4 Inhibitors
	7.3 Warfarin
	7.4 Simvastatin and Lovastatin
	7.5 P-glycoprotein Substrates
	7.6 Bile Acid Sequestrants

	8 USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	8.3 Nursing Mothers
	8.4 Pediatric Use
	8.5 Geriatric Use
	8.6 Females of Reproductive Potential
	8.7 Renal Impairment
	8.8 Hepatic Impairment

	10 OVERDOSAGE
	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.2 Pharmacodynamics
	12.3 Pharmacokinetics

	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 CLINICAL STUDIES
	16 HOW SUPPLIED / STORAGE AND HANDLING
	17 PATIENT COUNSELING INFORMATION


	Juxtapid MG NDA 203858 AP 12 21 2012.pdf
	MEDICATION GUIDE - JUXTAPID™
	What is the most important information I should know about JUXTAPID?
	What is JUXTAPID?
	Who should not take JUXTAPID?
	What should I tell my doctor before taking JUXTAPID?
	How should I take JUXTAPID?
	What are the possible side effects of JUXTAPID?
	How should I store JUXTAPID?
	What are the ingredients in JUXTAPID?





