
 
 

 

 
 
 
 

 

   
  

 

 
 

 

 
 

 

 

 

 
 

 
 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring,  MD  20993 

NDA 021928/S-023 
SUPPLEMENT APPROVAL 

Pfizer, Inc. 
235 E. 42nd Street 
New York, NY 10017 

Attention: Lilya I. Donohew, Ph.D. 
     Director, Worldwide Regulatory Affairs 

Dear Dr. Donohew: 

Please refer to your Supplemental New Drug Application (sNDA) dated December 1, 2010, 
received December 1, 2010, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for Chantix (varenicline) Tablets 0.5 mg and 1 mg. 

This Changes Being Effected supplemental new drug application proposes changes to the 
ADVERSE REACTIONS/Postmarketing Experience section to include information 
describing postmarketing reports of myocardial infarction and cerebrovascular accidents 
occurring with use of Chantix (varenicline). 

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, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling 
[21 CFR 314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical to the enclosed labeling text for the package insert and Medication Guide and include 
the labeling changes proposed in any pending “Changes Being Effected” (CBE) supplements and 
any 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 
CM072392.pdf.   

The SPL will be accessible from 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 
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[21 CFR 314.50(l)(1)(i)] in MS Word format that includes the changes approved in this 
supplemental application.  

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 Ayanna Augustus, Ph.D., Regulatory Health Project Manager, at 
(301) 796-3980. 

Sincerely, 

{See appended electronic signature page} 

Larissa Lapteva, M.D. 
Deputy Director for Safety 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

ENCLOSURE(S): 
Package Insert 
Medication Guide 
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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. 

/s/ 

LARISSA LAPTEVA 
12/17/2010 

Reference ID: 2880005 


	label 120110 final.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION
	Initial U.S. Approval: 2006
	----------------------------RECENT MAJOR CHANGES--------------------------
	----------------------------INDICATIONS AND USAGE---------------------------
	----------------------DOSAGE AND ADMINISTRATION-----------------------
	---------------------DOSAGE FORMS AND STRENGTHS----------------------
	-------------------------------CONTRAINDICATIONS------------------------------
	-----------------------WARNINGS AND PRECAUTIONS------------------------
	------------------------------ADVERSE REACTIONS-------------------------------
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	6 ADVERSE REACTIONS
	7 DRUG INTERACTIONS

	8 USE IN SPECIFIC POPULATIONS
	9 DRUG ABUSE AND DEPENDENCE
	10 OVERDOSAGE
	11 DESCRIPTION
	12   CLINICAL PHARMACOLOGY


	14  CLINICAL STUDIES
	16  HOW SUPPLIED/STORAGE AND HANDLING
	17  PATIENT COUNSELING INFORMATION
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	Patients with Impaired Renal Function: No dosage adjustment is necessary for patients with mild to moderate renal impairment.  For patients with severe renal impairment (estimated creatinine clearance <30 mL/min), the recommended starting dose of CHANTIX is 0.5 mg once daily. The dose may then be titrated as needed to a maximum dose of 0.5 mg twice a day. For patients with end-stage renal disease undergoing hemodialysis, a maximum dose of 0.5 mg once daily may be administered if tolerated [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].
	Elderly and Patients with Impaired Hepatic Function: No dosage adjustment is necessary for patients with hepatic impairment. Because elderly patients are more likely to have decreased renal function, care should be taken in dose selection, and it may be useful to monitor renal function [see Use in Specific Populations (8.5)].
	3 DOSAGE FORMS AND STRENGTHS
	CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	6 ADVERSE REACTIONS
	7 DRUG INTERACTIONS




	8 USE IN SPECIFIC POPULATIONS
	9 DRUG ABUSE AND DEPENDENCE
	10 OVERDOSAGE
	11 DESCRIPTION
	12   CLINICAL PHARMACOLOGY


	Absorption/Distribution: Maximum plasma concentrations of varenicline occur typically within 3-4 hours after oral administration. Following administration of multiple oral doses of varenicline, steady-state conditions were reached within 4 days. Over the recommended dosing range, varenicline exhibits linear pharmacokinetics after single or repeated doses. In a mass balance study, absorption of varenicline was virtually complete after oral administration and systemic availability was ~90%.  Oral bioavailability of varenicline is unaffected by food or time-of-day dosing. Plasma protein binding of varenicline is low (≤20%) and independent of both age and renal function.
	Metabolism/Elimination:  The elimination half-life of varenicline is approximately 24 hours. Varenicline undergoes minimal metabolism, with 92% excreted unchanged in the urine. Renal elimination of varenicline is primarily through glomerular filtration along with active tubular secretion possibly via the organic cation transporter, OCT2.
	Pharmacokinetics in Special Patient Populations:  There are no clinically meaningful differences in varenicline pharmacokinetics due to age, race, gender, smoking status, or use of concomitant medications, as demonstrated in specific pharmacokinetic studies and in population pharmacokinetic analyses.
	Drug-Drug Interactions:  Drug interaction studies were performed with varenicline and digoxin, warfarin, transdermal nicotine, bupropion, cimetidine, and metformin. No clinically meaningful pharmacokinetic drug-drug interactions have been identified.
	14 CLINICAL STUDIES

	Figure 1: Continuous Abstinence, Weeks 9 through 12
	Figure 2: Continuous Abstinence, Weeks 9 through 52
	Figure 3: Continuous Abstinence Rate during Nontreatment Follow-Up
	16 HOW SUPPLIED/STORAGE AND HANDLING
	Description
	17 PATIENT COUNSELING INFORMATION






