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Food and Drug Administration
Silver Spring MD 20993

NDA 021839/S-017
SUPPLEMENT APPROVAL

Ipsen Biopharmaceuticals, Inc.
Attention: Mary Jane Cheah

Associate Director, Regulatory Affairs
106 Allen Rd, 3rd Floor

Basking Ridge, NJ 07920

Dear Ms. Cheah:

Please refer to your Supplemental New Drug Application (SNDA) dated September 15, 2015,
received September 15, 2015, and your amendment, submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act (FDCA) for Increlex (mecasermin [rDNA origin]
injection) 10 mg/ml.

This supplemental new drug application provides for the following revisions to the labeling for
Increlex, as requested in our February 6, 2015, Prior Approval Supplement Request letter:

1. Added the following paragraph in Section 2.1 Dosage:

Treatment with INCRELEX should be supervised by a physician who is experienced in the
diagnosis and management of pediatric patients with short stature associated with severe primary
IGF-1 deficiency or with growth hormone gene deletion and who have developed neutralizing
antibodies to growth hormone.

2. Moved the immunogenicity language to its own Section 6.2 Immunogenicity:

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody
formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be
influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of
the incidence of antibodies to INCRELEX® with the incidence of antibodies to other products
may be misleading.

Anti-IGF-1 antibodies were present at one or more of the periodic assessments in 14 of 23

children with Primary IGFD treated for 2 years. However, no clinical consequences of these
antibodies were observed (e.g., attenuation of growth).
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We have completed our review of this supplemental application, as amended. 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(1)] in structured product labeling (SPL) format using the FDA
automated drug registration and listing system (eLIST), as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductL abeling/default.ntm. Content
of labeling must be identical to the enclosed labeling (text for the package insert, text for the
patient package insert, and Instructions for Use), 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
CMQ72392.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(1)(2)(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).

PROMOTIONAL MATERIALS

All promotional materials that include representations about your drug product must be promptly
revised to be consistent with the labeling changes approved in this supplement, including any
new safety information [21 CFR 314.70(a)(4)]. The revisions in your promotional materials
should include prominent disclosure of the important new safety information that appears in the
revised package labeling. Within 7 days of receipt of this letter, submit your statement of intent
to comply with 21 CFR 314.70(a)(4) to the address above, by fax to 301-847-8444, or
electronically in eCTD format. For more information about submitting promotional materials in
eCTD format, see the draft Guidance for Industry (available at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/U
CM443702.pdf ).
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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 Abolade (Bola) Adeolu, Regulatory Project Manager, at
(301) 796-4264.

Sincerely,
{See appended electronic signature page}

Jennifer Rodriguez Pippins, MD

Deputy Director for Safety

Division of Metabolism & Endocrinology Products
Office of Drug Evaluation Il

Center for Drug Evaluation and Research

Enclosures:
Package Insert
Patient Information (version approved June 14, 2012)
Instructions for Use (approved February 16, 2011)
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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.

JENNIFER R PIPPINS
03/15/2016
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