Food and Drug Administration
Silver Spring MD 20993

NDA 21992/S-022
SUPPLEMENT APPROVAL

Wyeth Pharmaceuticals, Inc., a subsidiary of Pfizer
Attention: Lauren (Washam) Ingram

Manager

Worldwide Regulatory Strategy, Pfizer

PO Box 8299

Philadelphia, PA 19101-8299

Dear Ms. Ingram:

Please refer to your Supplemental New Drug Application (SNDA) dated and received March 15,
2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for
Pristiq (desvenlafaxine) Extended-Release Tablets.

We acknowledge receipt of your amendment dated March 23, 2011.

This “Prior Approval” supplemental new drug application proposes modifications to the
Medication Guide to reflect important information concerning vertigo found in “Table 3:
Common Adverse Reactions: Percentages of Patients (> 2% in any Fixed-Dose Group) in
MDD 8-Week Placebo-Controlled Studies of the physician text. Specifically, the proposed
changes involve the addition of “feeling that your surroundings are moving” to the table listing
common side effects with Pristig.

In an e-mail correspondence dated April 8, 2011, we reached agreement on our proposal to
include both “spinning” and “moving” in the medication guide to describe vertigo.

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(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
(Medication Guide) 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.
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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/DrugsGuidanceComplianceRegulatorylnformation/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)(1)] 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).

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 Sharonjit Sagoo, Regulatory Project Manager, at (301) 796-0431.
Sincerely,
{See appended electronic signature page}
Thomas Laughren, M.D.
Director
Division of Psychiatry Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

ENCLOSURE(S):
Content of Labeling
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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.

THOMAS P LAUGHREN
04/11/2011

Reference ID: 2931411



	Pristiq 21992 PA-Supl-22-sNDA Approval Letter.pdf
	Pristiq 21992 PA-Supl-22-Clean Label
	1 INDICATIONS AND USAGE 
	2 DOSAGE AND ADMINISTRATION 
	2.1 Initial Treatment of Major Depressive Disorder 
	2.2 Special Populations 
	Pregnant women during the third trimester
	Patients with renal impairment
	Patients with hepatic impairment
	Elderly patients

	2.3 Maintenance/Continuation/Extended Treatment 
	2.4 Discontinuing PRISTIQ 
	2.5 Switching Patients From Other Antidepressants to PRISTIQ
	2.6 Switching Patients To or From a Monoamine Oxidase Inhibitor (MAOI) 

	3 DOSAGE FORMS AND STRENGTHS 
	4 CONTRAINDICATIONS 
	4.1 Hypersensitivity 
	4.2 Monoamine Oxidase Inhibitors 

	5 WARNINGS AND PRECAUTIONS 
	5.1 Clinical Worsening and Suicide Risk 
	Screening patients for bipolar disorder

	5.2 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-like Reactions
	5.3 Elevated Blood Pressure 
	Sustained hypertension

	5.4 Abnormal Bleeding 
	5.5 Narrow-angle Glaucoma 
	5.6 Activation of Mania/Hypomania 
	5.7 Cardiovascular/Cerebrovascular Disease 
	5.8 Serum Cholesterol and Triglyceride Elevation 
	5.9 Discontinuation of Treatment with PRISTIQ 
	5.10 Renal Impairment 
	5.11 Seizure 
	5.12 Hyponatremia 
	5.13 Co-administration of Drugs Containing Desvenlafaxine and Venlafaxine 
	5.14 Interstitial Lung Disease and Eosinophilic Pneumonia 

	6 ADVERSE REACTIONS 
	6.1 Clinical Studies Experience 
	Adverse reactions reported as reasons for discontinuation of treatment
	Patient exposure
	Common adverse reactions in placebo-controlled MDD studies
	Sexual function adverse reactions
	Other adverse reactions observed in pre-marketing clinical studies
	Discontinuation events
	Laboratory, ECG and vital sign changes observed in MDD clinical studies
	Lipids
	Proteinuria
	ECG changes
	Vital sign changes
	Orthostatic hypotension


	6.2 Adverse Reactions Identified During Post-Approval Use
	6.3 Adverse Reactions Reported With Other SNRIs

	7 DRUG INTERACTIONS 
	7.1 Central Nervous System (CNS)-Active Agents 
	7.2 Monoamine Oxidase Inhibitors (MAOI) 
	7.3 Serotonergic Drugs 
	7.4 Drugs that Interfere with Hemostasis (e.g., NSAIDs, Aspirin, and Warfarin) 
	7.5 Ethanol 
	7.6 Potential for Other Drugs to Affect Desvenlafaxine 
	Inhibitors of CYP3A4 (ketoconazole)
	Inhibitors of other CYP enzymes

	7.7 Potential for Desvenlafaxine to Affect Other Drugs 
	Drugs metabolized by CYP2D6 (desipramine)
	Drugs metabolized by CYP3A4 (midazolam)
	Drugs metabolized by CYP1A2, 2A6, 2C8, 2C9 and 2C19

	7.8 P-glycoprotein Transporter 
	7.9 Electroconvulsive Therapy 

	8 USE IN SPECIFIC POPULATIONS 
	8.1 Pregnancy 
	Teratogenic effects – Pregnancy Category C
	Non-teratogenic effects

	8.2 Labor and Delivery 
	8.3 Nursing Mothers 
	8.4 Pediatric Use 
	8.5 Geriatric Use 
	8.6 Renal Impairment 
	8.7 Hepatic Impairment 

	9 DRUG ABUSE AND DEPENDENCE 
	9.1 Controlled Substance 
	9.2 Abuse and Dependence 

	10 OVERDOSAGE 
	10.1 Human Experience with Overdosage 
	10.2 Management of Overdosage 

	11 DESCRIPTION 
	12 CLINICAL PHARMACOLOGY 
	12.1 Mechanism of Action 
	12.2 Pharmacodynamics 
	12.3 Pharmacokinetics 
	12.4 Absorption and Distribution 
	12.5 Metabolism and Elimination 
	12.6 Special Populations 
	Age
	Gender
	Race
	Hepatic insufficiency
	Renal insufficiency


	13 NONCLINICAL TOXICOLOGY 
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
	Carcinogenesis
	Mutagenesis
	Impairment of fertility


	14 CLINICAL STUDIES 
	16 HOW SUPPLIED/STORAGE AND HANDLING 
	17 PATIENT COUNSELING INFORMATION 
	17.1 Suicide Risk 
	17.2 Concomitant Medication 
	17.3 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-like Reactions
	17.4 Elevated Blood Pressure 
	17.5 Abnormal Bleeding 
	17.6 Narrow-angle Glaucoma 
	17.7 Activation of Mania/Hypomania 
	17.8 Cardiovascular/Cerebrovascular Disease 
	17.9 Serum Cholesterol and Triglyceride Elevation 
	17.10 Discontinuation 
	17.11 Switching Patients From Other Antidepressants to PRISTIQ
	17.12 Interference with Cognitive and Motor Performance 
	17.13 Alcohol 
	17.14 Allergic Reactions 
	17.15 Pregnancy 
	17.16 Nursing 
	17.17 Residual Inert Matrix Tablet 
	Important Information about PRISTIQ® Extended-Release Tablets
	Do not take PRISTIQ if you:






