Food and Drug Administration
Silver Spring MD 20993

NDA 50-641/S-026
SUPPLEMENT APPROVAL

Watson Pharmaceuticals

Attention: Lawrence J. Ventura, DVM, MBA
Associate Director, Regulatory Affairs Brand Division
577 Chipeta Way

Salt Lake City, UT 84108

Dear Dr. Ventura:

Please refer to your Supplemental New Drug Application (SNDA) dated February 8, 2011,
received February 11, 2011, submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act (FDCA) for Monodox (doxycycline monohydrate) Capsules.

We acknowledge receipt of your amendment dated February 14, 2011.

The February 8, 2011, submission constituted a response to the Agency supplement request letter
dated January 20, 2011.

This “Prior Approval” supplemental new drug application provides for the following changes to
the labeling:

The revisions are noted in underlined text.

ADVERSE REACTIONS
Skin:

Maculopapular and erythematous rashes, Stevens-Johnson syndrome, toxic epidermal
necrolysis, and erythema multiforme have been reported. Exfoliative dermatitis has been
reported but is uncommon. Photosensitivity is discussed above.

In addition, the following language has been added to make the label consistent with
product labeling for generic doxycycline hyclate.

Gastrointestinal:
Anorexia, nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, and

inflammatory lesions (with monilial overgrowth) in the anogenital region. Hepatotoxicity
has been reported @,
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Hypersensitivity Reactions:

Urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, serum sickness,
pericarditis, and exacerbation of systemic lupus erythematosus.

Revisions to the Description and How supplied sections of the label are annual reportable. These
changes will be reported in the Annual report dated February 2011.

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 and with
the minor editorial revision noted below.

1. Gastrointestinal:
Anorexia, nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, and

inflammatory lesions (with monilial overgrowth) in the anogenital region. Hepatotoxicity
has been reported. ©%.

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.htm. Content
of labeling must be identical to, except with the revisions listed, the enclosed labeling text for
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/DrugsGuidanceComplianceRegulatorylnfromation/Guidances/U
CMQ72392.pdf.

The SPL will be accessible via publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications 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 with the revisions listed
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).
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LETTERS TO HEALTH CARE PROFESSIONALS

If you decide to issue a letter communicating important safety-related information about this
drug product (i.e., a “Dear Health Care Professional” letter), we request that you submit, at least
24 hours prior to issuing the letter, an electronic copy of the letter to this NDA to the following
address:

MedWatch Program

Office of Special Health Issues
Food and Drug Administration
10903 New Hampshire Ave
Building 32, Mail Stop 5353
Silver Spring, MD 20993

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 Carmen DeBellas, Regulatory Project Manager, at (301)796-
1203.

Sincerely,

{See appended electronic signature page}

Sumathi Nambiar, MD, MPH

Deputy Director for Safety

Division of Anti-Infective and Ophthalmology Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research

ENCLOSURE(S):
Content of Labeling
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SUMATHI NAMBIAR
03/08/2011
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