Pharmacy Benefits Management Services, VA MedSafe, PUBLIC HEALTH STRATEGIC HEALTHCARE GROUP and Office of MENTAL HEALTH Services Alert
Revisiting the FDA Early Communication Regarding Varenicline Safety Review
FDA has released an early communication about an ongoing safety review of the smoking cessation medication varenicline regarding reports of suicidal thoughts and aggressive and erratic behavior in patients who have taken the medication.  FDA’s preliminary assessment indicates that many cases presented with new-onset of depressed mood, suicidal ideation, and behavior and emotional changes within days to weeks of starting varenicline.  Not all cases had a pre-existing psychiatric illness.  Pfizer has prepared a Health Care Communication
 (http://www.pbm.va.gov/vamedsafe/Chantix%20Health%20Care%20Communication.pdf) and has updated the package insert for varenicline to reflect these concerns.
In addition to the FDA Early Warning, the European Medicines Agency, EMEA, has issued a preliminary warning:  "Depressed mood may be a symptom of nicotine withdrawal. Depression, including suicidal ideation and suicide attempt, has been reported in patients undergoing a smoking cessation attempt. These symptoms have also been reported while attempting to quit smoking with Champix (varenicline).” [Note: Champix is the European brand name for varenicline].  They suggest the following: clinicians should be aware of the possible emergence of nicotine withdrawal symptoms in smokers who make a quit attempt, which includes dysphoric or depressed mood, anxiety, and irritability.  Patients with a history of major depression in particular are at risk for developing significant symptoms of depression following a quit attempt.
The Pharmacy Benefits Management Services, Public Health Strategic Healthcare Group, and Mental Health Office ask that providers review the FDA communication
 http://www.fda.gov/bbs/topics/NEWS/2007/NEW01749.html and advises the following:

· Varenicline is not considered to be first-line pharmacotherapy for smoking cessation and should be reserved for veterans who have not been successful with nicotine replacement therapy and/or bupropion, or for whom bupropion is contraindicated.  More specifically, attempts should typically involve an adequate trial of nicotine replacement therapy (NRT) alone and/or bupropion alone, and if these were unsuccessful, NRT and bupropion together (unless bupropion is contraindicated). Varenicline should not be used in combination with other cessation products.
· Health care providers should educate veterans prior to starting varenicline about the possibility of changes in behavior or mood and that the veteran should report any changes of behavior or mood to the provider.

· Health care providers should monitor veterans taking varenicline for changes in behavior and mood.

· Varenicline can cause drowsiness.  Veterans taking varenicline should be warned of this effect and should use caution when driving or operating machinery until they know how varenicline affects them.

VA healthcare providers should closely monitor patients who are prescribed varenicline for behavior and mood changes and report any adverse events in the “Adverse Reactions” field within the CPRS Cover Sheet, and/or through the VA Adverse Drug Event Reporting System (VA ADERS), a standardized and centralized web based application that can be accessed at https://medora.va.gov/adr .  

The VA Center for Medication Safety has been conducting an ongoing varenicline surveillance program in collaboration with the Mental Health and Smoking Cessation groups. The results will be forthcoming and decisions made based on current warnings, literature and internal surveillance efforts will be issued upon completion.

