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%G( ‘{c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 20-883/S-014

Encysive Pharmaceuticals, Inc.
Attention: D. Jeffrey Keyser

Vice President, Regulatory Affairs
4848 Loop Central Drive, Suite 700
Houston, TX 77081

Dear Mr. Keyser:

Please refer to your supplemental new drug application dated June 29, 2005, received June 29, 2005,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Argatroban Injection.

We acknowledge receipt of your submissions dated August 16, 2007, March 19 and April 17, 2008.

Y our submission of August 16, 2007 constituted a complete response to our December 21, 2005 action
letter.

This supplemental new drug application provides for the use of Argatroban in certain pediatric patients
with Heparin-Induced Thrombocytopenia (HIT) or Heparin-Induced Thrombocytopenia with
Thrombosis (HITTS).

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

The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package insert,
and submitted labeling (package insert submitted April 17, 2008.

Please submit an electronic version of the FPL according to the guidance for industry titled Providing
Regulatory Submissionsin Electronic Format - NDA. Alternatively, you may submit 20 paper copies
of the FPL as soon as it is available but no more than 30 days after it is printed. Individually mount 15
of the copies on heavy-weight paper or similar material. For administrative purposes, designate this
submission "FPL for approved supplement NDA 20-883/S-014.” Approval of this submission by
FDA isnot required before the labeling is used.
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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(s) in pediatric patients unless this requirement is waived, deferred, or inapplicable.

We note that you have fulfilled the pediatric study requirement for all relevant pediatric age groups for
this application.

We note that your letter of August 16, 2007 requested a determination of pediatric exclusivity for your
product. We refer you to our Written Request letter dated April 7, 2005 that stated “ Reports of the
studies that meet the terms of this Written Request must be submitted to the Agency on or before June
29, 2005, in order to possibly qualify for pediatric exclusivity under Section 505A of the Act.” The
data you submitted on June 29, 2005 did not fairly respond to the Written Request as a whole,
specifically with respect to the number of subjects studied. Consequently, we deny your request for
pediatric exclusivity.

In addition, submit three copies of the introductory promotional materials that you propose to use for
this product. Submit all proposed materialsin draft or mock-up form, not final print. Send one copy to
the Division of Medical Imaging and Hematology Products and two copies of both the promotional
materials and the package insert directly to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

If you issue aletter communicating important information about this drug product (i.e., a“Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:

MEDWATCH

Food and Drug Administration
5515 Security Lane

HFD-001, Suite 5100
Rockville, MD 20852

If you choose to use a proprietary name for this product, the name and its use in the labels must
conform to the specifications under 21 CFR 201.10 and 201.15. We recommend that you submit any
proprietary name to the Agency for our review prior to its implementation.

We remind you that you must comply with reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).
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If you have any questions, call Diane Leaman, Regulatory Health Project Manager, at (301) 796-1424.

Sincerely,
{See appended el ectronic signature page}

Rafel Dwaine Rieves, M.D.

Acting Director

Division of Medical Imaging and Hematology
Products

Office of Oncology Drug Products

Center for Drug Evaluation and Research

Enclosure
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