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You currently are not required to submit samples of future lots of Kalbitor (ecallantide) injection
to the Center for Drug Evaluation and Research (CDER) for release by the Director, CDER,
under 21 CFR 610.2. We will continue to monitor compliance with 21 CFR 610.1 requiring
completion of tests for conformity with standards applicable to each product to release of each
lot.

You must submit information to your biologics license application for our review and written
approval under 21 CFR 601.12 for any changes in the manufacturing, testing, packaging, or

labeling of Kalbitor (ecallantide) injection, or in the manufacturing facilities.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c¢), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication in pediatric patients unless this requirement is waived,
deferred, or inapplicable. '

Because this biological product for this indication has an orphan drug designation, you are
exempt from this requirement.

POSTMARKETING REQUIREMENTS UNDER 505(o)

Section 505(0) of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to require
holders of approved drug and biological product applications to conduct postmarketing studies
and clinical trials for certain purposes, if FDA makes certain findings required by the statute

(section 505(0)(3)(A)).

We have determined that an analysis of spontaneous postmarketing adverse events reported
under subsection 505(k)(1) of the FDCA will not be sufficient to assess a known serious risk of
hypersensitivity reactions and immunogenicity, a theoretical risk of disordered coagulation, and
an unexpected, serious risk of malignancy with use of Kalbitor (ecallantide) injection.

Furthermore, the new pharmacovigilance system that FDA is required to establish under section
505(k)(3) of the FDCA has not yet been established and is not sufficient to assess these serious
risks.

Therefore, based on appropriate scientific data, FDA has determined that you are required to
conduct the following;:

1. A long-term, observational safety study with Kalbitor (ecallantide) in patients with
hereditary angioedema to evaluate hypersensitivity, immunogenicity, and coagulation
disorders. The study should include the following objectives: 1) identify predictive risk
factors and develop effective screening tools to mitigate the risk of hypersensitivity and
anaphylaxis; 2) correlate antibody levels with adverse events and lack of efficacy; and 3)
evaluate the risk of hypercoagulability and hypocoagulability.
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RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS

Section 505-1 of the FDCA authorizes FDA to require the submission of a Risk Evaluation and
Mitigation Strategy (REMS) if FDA determines that such a strategy is necessary to ensure that
the benefits of the drug outweigh the risks (section 505-1(a)).

Your proposed REMS, submitted on December 1, 2009, and appended to this letter, is approved.
The REMS consists of a Medication Guide, a communication plan, and a timetable for
submission of assessments of the REMS.

The REMS assessment plan should include but is not limited to the following:

a. A summary of all reported serious hypersensitivity reactions with analysis of adverse
event reporting by prescriber type.

b. Specification of measures that would be taken to increase awareness if surveys of health
care providers indicate that provider awareness is not adequate.

c. An evaluation of health care providers’ understanding and patients’ understanding of the
serious risks of Kalbitor (ecallantide) injection.

d. Based on the information submitted, an assessment and conclusion of whether the REMS
is meeting its goals, and whether modifications to the REMS are needed.

Assessments of an approved REMS must also include, under section 505-1(g)(3)(B) and (C),
information on the status of any post-approval study or clinical trial required under section
505(0) or otherwise undertaken to investigate a safety issue. You can satisfy these requirements
in your REMS assessments by referring to relevant information included in the most recent
annual report required under section 506B, and 21 CFR 601.70, and including any updates to the
status information since the annual report was prepared. Failure to comply with the REMS
assessments provisions in section 505-1(g) could result in enforcement action.

We remind you that in addition to the assessments submitted according to the timetable included
in the approved REMS, you must submit a REMS assessment and may propose a modification to
the approved REMS when you submit a supplemental application for a new indication for use as
described in section 505-1(g)(2)(A) of FDCA.

Prominently identify the submission containing the REMS assessments or proposed
modifications with the following wording in bold capital letters at the top of the first page of the
submission:

BLA 125277
REMS ASSESSMENT
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NEW SUPPLEMENT FOR BLA 125277
PROPOSED REMS MODIFICATION
REMS ASSESSMENT

NEW SUPPLEMENT (NEW INDICATION FOR USE) FOR BLA 125277
REMS ASSESSMENT
PROPOSED REMS MODIFICATION (if included)

If you do not submit electronically, please send five copies of REMS-related submissions.

We fequest that the labeling approved today be available on your website within 10 days of
product launch.

REPORTING REQUIREMENTS

You must submit adverse experience reports under the adverse experience reporting
requirements for licensed biological products (21 CFR 600.80). In addition, you should submit
all reports of serious anaphylactic or hypersensitivity events within 15 days of receipt as 15-day
expedited reports. You should submit postmarketing adverse experience reports to:

Food and Drug Administration

Center for Drug Evaluation and Research
Central Document Room

5901-B Ammendale Road

Beltsville, MD 20705-1266.

Prominently identify all adverse experience reports as described in 21 CFR 600.80.

The MedWatch-to-Manufacturer Program provides manufacturers with copies of serious adverse
event reports that are received directly by the FDA. New molecular entities and important new
biologics qualify for inclusion for three years after approval. Your firm is eligible to receive
copies of reports for this product. To participate in the program, please see the enrollment
instructions and program description details at

http://www.fda.gov/Safety/Med Watch/HowToReport/ucm166910.htm.

You must submit distribution reports under the distribution reporting requirements for licensed
biological products (21 CFR 600.81).

You must submit reports of biological product deviations under 21 CFR 600.14. You should
promptly identify and investigate all manufacturing deviations, including those associated with
processing, testing, packing, labeling, storage, holding and distribution. If the deviation involves
a distributed product, may affect the safety, purity, or potency of the product, and meets the other
criteria in the regulation, you must submit a report on Form FDA 3486 to:















