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Public Health Advisory: FDA Requires New Boxed Warnings
for the Smoking Cessation Drugs Chantix and Zyban

Podeast

7/1/2009 '
The FDA is notifying the public that.the use of Chantix (vareniciine) or Zyban (bupropion
hydrochlaride), two prescription medicines that are used as part of smoking cessation
programs, has been associated with reports of changes in behavior such as hostility,
agitation, depressed mood, and suicidal thoughts or actions, The FDA is requiring the.
manufacturers of these products, including generic versions of Zyban (bupropion), to
add a new Boxed Warning to the product labeling to alert healthcare professionals to
this important new safety information,

People who are taking Chantix or Zyban and. experience any serfous and
unusual changes in mood ar behavior or who feel like hutting themselves or
someone else should stop taking the medicine and call their healthcare
professional right away.

Friends or family members who notice these changes in behavior in someone
who Is taking Chantlx or Zyban for smoking cessation shauld tell the person
their cancerns and recommend that he or she stop taking the dtug and call a
healthcare professional right away.

Although Chantlx and Zyban are effective aids in helping people stop smoking, they
have been assoclated with serigus adverse effects. Same people who have taken
Chantlx or Zyban to help them quit smoking have reported experiencing unusual
behavior changes, have become depressed or have had their depression worsen, or
have had thoughts about suicide or dying; some have attempted suicide elther while
using one of these drugs or after they stopped taking them.

Since Chantix and Zyban dao not contain nicoting, paople who decide to use these drugs
to help them stop smoking may stlll experience symptoms of nicotine withdrawal. Itis
common for people who are attempting to break their nicotine habit to experience
unpleasant symptoms like depressed mood, irritabllity, restlessness, feeling anxious and
trouble sleeping. '

Smoking is known to cause sarious and potentially fatal health consequencés, in¢luding.
lung cancer and other cancers, heart attacks, stroke, emphysema, and other.
breathing/lung diseases. The risks that are known to be associated with smoking must .
be halanced against the small, but real risk of serious adverse effects associated with
medicines that can help patients quit smoking when making the decision on whether to
use a medicine and/or other method to help stop smoking,

In addition to the new Boxed Warning, FDA is atso.requlring the manufacturers of
Chantix, Zyban, and generic versions of Zyban to describe thesa risks In the Medication
Guides for these products. The Medication Guldes are required to be provided to all
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patlents prescribed Chantix, Zyban or generic versions of Zyban for smoking cessation.

The FDA urges heaith care professionals and patients to report adverse reactions that
may be related to the use of Chantix or Zyban to the FDA through the MedWatch
program using the information at the bottom of the page.

You can find more detalls about Chantlx and Zyban in FDA’ s Information for Healthcare
Professionals o

‘Related Information

» Information for Healthcare Professionals: Varenicline {marketed as Chantlx) and
~ Bupropion (marketed as Zyban, Wellbutrin, 2nd generics)
s FDA Reguires New Boxed Warnings for the Smoking Cessation Drugs Chantix and
Zyban

Contact-Us
« 1-800-332-1088
+ 1-800-EDA-0178 Fax
+ Repotta Serfous Problem
MedWatch Online
Regular Mail: Use postage-paid FDA Form 3500
Mail to: MedWatch 5600 Fishers Lane

. Rackville, MD 20852-9787
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MEDICATION GUIDE
CHANTIX®
{varenicling) Tablets

Read tha Medication Guide that comaes with CHANTIX before you stari taking it and
each lime you get arefill. There may be new infarmation, This information does not
take the place of taking with your dogtor about your condition or treatment,

What Is the most Important information | should know aboutl GHANTIX?

Spme people have had cﬁanges In behavior, hostility, agitation, depressed maod, and

suicidal thoughts or actions while using CHANTIX {o help them quit smoking. Some

peaple had these symptoms when they began taking CHANTIX, and others developed
' them afler soveral waeks of treaiment or after stopping CHANTIX,

If you, your family, or carsgiver nolice agitation, hosility, depression of changes in
behavior ar thinking that are not typical for vou, or you develop any of the fallowing
symploms, stop taking CHANTIX and call your healthcara provider right away:

+ thoughts about sulcide or dyir_-‘g, or attempts to commit suicide
* - NEw or worse qepress‘ron, anxiety or panic attacks
» feeling very agitated or restiess
« acling aggressive, being angry, or violent
= aeling on dangerous impulses
_» " an exireme increase in aclivity and talking {maniz)
¢ ‘abnommal thoughls or sensatiﬁns
» seeing or heanng things that ara not there {hallucinations)

« feeling people are against you {parancia)

-« fealing contused

» other unusual changes in behaviar or mood

When you try to quit smoking. with or without CHANTIX, you may have symptoms that
may be due o nicaline withdrawal, including urge to smoke, depressed mood, trouble
sleeping, irrtability, frustration, anger, teeling anxious, difficulty cahcentrating,
restlessness, decreased heart rate. and increased appelile or weight gain. Some
people have even experienced suicidal thoughts when lrying to quit smoking withaut
medication, Sometimes quitting smoking can lead to wurséning of mental health
prqblems that you already have, such &§ depression,

Before taking CHANTIX, tell your doctor if you have ever had depression or other
mental health problams, You should also tell yoﬁr doclor about any sympioms you had
during other times you tried to quit smoking, with or without CHANTIX,

See "What are the possible side effects of CHANTIX?"

Some pecple can have allergic reactions to GHANTIX, Some aof these allergic reactions
can be life-threatening and Include: swelling of the face, mouth, and throat that can
cause trouble breathing. If you have these symploms, stop taking CHANTIX and get
medical attention right away.

Some peopla can have serious skin reactions while taking CHANTIX. These can include
rash, swelling, redness, and peeling of the skin. Some of these reactions can become
life-threatening. If you have a rash with peeling skin or blisters in your mouth stop
laking CHANTIX and see your docter night away.

-Whatis CHANTIX?

CHANTIX is a prescription medicine to help adults stop smoking.

Quitting smoking can lower your chances of having lung disease, heart disease or
gettlng'cerlain"lypes of cancer that are relaled 1o smoking.

CHANTIX Is nﬁ?-recommended l;or pecpie under 18 years of age.
CHANTIX has not been studied with other realments for stopping smaking.
What stioutd ! tall my doctor biefore faking GHANTIX?

Tell your dactor ab-nul all of your medical conditions including if you:

» have ever had depression or other mental health problems. See “What is the
_ most important information | should knaw abaut CHANTIX?"



+ have kidriey problems or get kidrey dislysis. Your doctor may prescriba a lower
dase of CHANTIX for you. :

+ have any allergies. See the end of this Medication Guide for a complate list of
ingredients tn CHANTIX,

» ara pregnant or plan to become pragnant, CHANTIX has not been studied in
pregnant wamen, 1t is not known if CHANTIX will harm your unbarn baby, it is
best to stop smoking betore'you get pragnant. ’

» are breast{eading, Although it was not studied in humans, CHANTIX may pass
into breast milk: You and your dottor should talk about the best way to 1eed
your baby if you take CHANTIX.

" Tell your doctor about all your other medicines including prescription and
nonpresenption medicinas, vitariins and herbal supplements. Espacially, lall yaur
doctor If you take: '
+ insulin
« asthma medicines
- » blood thinners,

When you stop smoking, there may be a change in how these and other medicines -
work for you.

You should not use CHANTIX while using other medicines to quit smoking, Tell your
doctor if you use olher treatments to quit smoking,

Know tha medicines you take, Keap a list of them with you to show your dactor and
phamacist when youl get a new medicine.

- How should | take CHANTIX?
* Take CHANTIX exactly as prescribed by your doctor.
1. Choose a quit date when you will stop smoking.

2. Slarl taking CHANTIX 1 week (7 days) befare your quit date. This tets
CHANTIX bulld up in your body. You can keep smoking duing this time, Make

* sure that you try and stop smoking on your quit date. If you.slip-up and smoke,
try again. Some people need to take CHANTIX for a few weeks for CHANTIX *
to work best, '

3. Take GHANTIX after eating and with a full glass (8 ounces) of water.

4. Most people will take CHANTIX for up to 12 weeks. " If you have completely quit
smoking by 12 weeks, your doctor may prescribe CHANTIX for another 12.
weeks to help you stay cigarelle-tree.

¢+ CHANTIX comes as & white tablet (0.5 mg) and a blue tablet (1 mga). You start with
the white tablet and then usually ge to the blue tablet. See the chart helow for
dosing Instructions. .

Day110D !if; * White teblet (0.5 mg)
— * Take 1 tablat each day

~ White \ahle1 (0.5 mg}

DaydloDay7
* Take 1 in the morning and 1 In tha avaning

* Blua tablet (1 mg)
+ Take 1 In the morning and 1 in the avening

Day B 1o end o ltealmen!

+ This dosing schedule may not be right for everyons. Talk to yaur doctor if you are
heving side affects such as riausea, strange dreams, or sieep problems. Your
doctor may wart ta reduce your dose.

+  Ifvou miss a dose of CHANTIX, take 1t as soon as you remaml-)ar. If It is close to the
lime for your next dose, walt. Just take your nexi desa at your reguiar dose.

What should | avold while taking GHANTIX?

Use caution driving or aperating machinery untll you know tow CHANTIX may affact
you. Some peaple wl_-to use CHANTIX may feel sleepy, dizzy, or have trouble
congentrating, that can meke it hard to drive or perfarm other activities safely.

What are the possible side effacts of CHANTIX?

* Some patients have had new.or worse mental health problems, See "What is



the most important information | should know about CHANTIX?",
# Themost common side effects of CHANTIX inciude:
+ naussa l
« sleep problems {trauble sleeping or vivid, unusual, or strange dreams)
+ constipation
« gas
+ vomiting

Tell yalr doctor about side effects that bother yau or that do not go away.

These zre not all the side effects of CHANTIX. Ask your doctor or pharmacist for more
nformation, '

Call your daciar for medical advice about side effects. You may report side effects 1o
FDA at 1-800-FDA-1088.

How should t store CHANTIX?
«  Stors CHANTIX at room temperature, 59 to 86°F (15 to 30°C).
+ Safely dispose of GHANTIX that is out of dale or no longer needed.

v Keep GHANTIX and all mediclhes ou.t of the reach of chlldren.

General Information about CHANTIX
" Medicines are sometimes prescribed for purposes other than those lisled in a

Medication Guide. Do not use CHANTIX for a conditlon for which it was not prascribed.

Do not give your GHANTIX to other peaple, even if thay have the same symptoms that
you have. 1 may harm them, :

This Medication Guide summarlzes the most important information about CHANTIX, if
you would like more infarmatlon, talk with your dostor. You can ask your doctor or
pharmagist for intormation about GHANTIX that is written for healthcare professionals.

For more about CHANTIX and tips on how to quit smoking, go to www.CHANTIX.com

Or call 1:877-CHANTIX (877-242-6849).

What are the ingredients in CHANTIX?
Active ingredient: varenicline tariraie

[nactive Ingredients: microcrystalline celiulose, anhydrous dibasie catcium phosphate,
croscarmellose sodium, colloidal silicon dioxide, magnesium stearate, Opadry @ White
{for 0.5 mg), Opadry ® Blue (for 1 mg), and Opadry® Clear (for both 0.5 mg and 1 mg}

Rx only |

Hiseribiodd by

@ Plizer Lalis
{¥vigion of Plizer Inc, NY. NY 10007

LAB-0328-8.0
Rewised July 2009

This Medication Guide has baen approved by the U.S. Food and Drug Adminisiration.
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Important Information on Chantix (varenicline)

[5/16/20087: The issues described in this communication have
been addressed in the product labeling and FDA has approved the
Medication Guide. If efther you, your family or caragiver notice
agitation, depressed moad, ot changes in behavior that are not
typical for you, or if you have suicidal thoughts or actions, stop
taking Chantix and call your doctor right away.

FDA is issulng this public health advisory to alert patients, caregivers, and healthcare
professionals to important changes to Chantix prescribing information. Chantix Is a
medicine used to help patlents stop smoking.

At the request of FDA, Pfizer, the manufacturer of Chantix, has updated the Chantix
prescribing information to include warnings about the possibility of severe changes i
mood and behavior in patients taking Chantix. FDA Is highlighting the following related
important safety information on Chantix:

« Patlents should tell thelr dactor about any history of psychiattic illhess
prior to starting Chantix, Chantix may cause worsening of a current
psychlatric iiness even i it is currently under control and may cause an old
psychiatric iliness to reoceur,

+ Healthcara professionals, patients, patients’ families, and caregivers
should be alert to and monitor for changes in mood and behavior In
patients treated with Chantix.

Symptoms may include anxiety, narvousness, tension, depressed mood, unusual
behaviors and thinking about or attetnpting suiclde, In most cases,
‘neuropsychiatric symptoms developed during Chantix treatment, but in

- others, symptoms developed following withdrawai of varenicline

therapy

Patients taking Chantix should rmmed:atelv repott cnanges in mood and
behavior to their doctor, .

« Patients taking Chantix may exper:ence vnnd_. unusual, or strange
dreams, -

patients taking Chantix may experience impairment of the ablifty to
drive or operate heavv machinery. .

While Chantix has demonstrated clear evidence of efficacy, it Is important to
consider these safety concerns and alert patients that they are possrb[e.

FDA first lnformed the public about the. possibility of severe changes in mood and
behavior in the November 20, 2007 FDA Early. Communication About an Ongoing Safety

v

impartant Infermation on Chantix {varenicline) ] 242 A=t

Review, At that time, information about severe changes in mood and behavior in
patlents taking Chantix'was added to the Chantix label with an explanation that the link
between Chantix and these symptoms was unclear. As FDA's review of the data has
progressed it has become mereasingly likely that the severe changes in mood and
behavior may be related to Chantix. As a result, FDA worked with Pflzer, the
manufacturer of Chantlx, to add warnings to the Chantix abel about the possibility of
severe changes in mood and hehavior so healthcare professionals and patlents can be
more alert to this information, In addition, FDA 15 working with Pﬁzer to fmalize E
Medication Guide for patlents,

FDA wilt update the public about-any new mformation from FDA's continuing revlew of
the data or new information that it receives on Chantix and severe changes in maod and
behavior. FDA may consider additlona! changes to the Chantix prescribing information
as the data review and conclusions warrant.
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Chantix {(varenicline)

Audience: Healthcare professionals, consumers

[UPDATE 05/16/2008] FDA mformed healthcare professionals and patlents that as the
Agency’s review of Chantlix safety data has progressed, it appears increasingly likely
that there is an association between.Chantix and serious neuropsychiatric symptoms.

. Prescribing Information for Chantix was revised to include this safety information in the
WARNINGS and PRECAUTIONS sections of the label, and a Medication Guide for patients
Is also available, If patlents, their families, or caregivers notice zgitation, depressed
mood, or changes (n behavior that are not typical for the patfeat or if the patient has
suictdal thoughts or actions, the patlent should stop taking Chantix and contact their
healthcare professional,

[Posted 11/20/2007] FDA informed healthcare professionals of reports of suicldal
thoughts and aggressive and erratic behavior in patient who have taken Chantix, a
smoking cessatlon product. There are also reports of patients expériencing drowsiness
that affected their abiilty to drive or operate machinery, FDA is currently reviewing thesa
cases, along with other recent reports, A preliminary assessment reveals that many of
the cases reflect new-onset of depressed mood, suicidal ideation, and changes in
emotion and behavior within days to weeks of initiating Chantix treatment. The role of
Chantix in these cases is not clear because smoking cessatlon, with or witheout
treatment, is associated with nicotine withdrawal symptoms and has also been
associated with the exacerbation of underlying psychlatnc illness. However, not all
patients described in the cases had preexisting psychiatric iliness and-not all had
discontinued smoking.

Healthcare professionals should monitor patients taking Chantix for behavior and mood
changes. Patients taking this product should report behavior or mood changes to thelr
doctor and use caution when driving or operating machinery until they know how
quitting smoking with Chantlx may affect them.

[May 2008 - Label - Pfizer]

[May 16, 2008 - Drug Information Page - FDA]

[May 18, 2008 - Medication Guide - Pfizer]

[May 16, 2008 - Informatlon for Healthcare Professtonals sheet - FDA]

[November 20, 2007 - Ongoing Safety Review: Varenicline (marketed as Chantlx} -
FDA]

Laurr wmieLy FIALINOBRS TUL whalingk LF & TN

This article appears on FDA's Consumer Updates page, which features the latest on ait
FDA-regulated products.

Date Posted: February 5, 2008

For More Infarmation

« FDA Issues Public Health Advisory on Chantix
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For Consumers

New Safety Warnings for Chantix

Search Consumer Updates

FDA issued a Public Health Advisory on Feb. 1, 2008, to alert health care providers,
patients, and caregivers to new safety warnings concerning Chantix (vareniciine).
Chantix is a prescription medication used to help people stop smaking,

Chantix was approved by FDA in May 2006. In November 2007, FDA issued an Early
Communication to tell the public and heaith care providers that the agency was
evaluating adverse event reports on Chantix related to changes in benavior, agltatlon,
depressed mood, suicidal thoughts, and attempted and completed suicide.

As FDA continues its review of the advearse avent reports, it_'appear{s mcreasmaly ltkely
that there may be an association between Chantix and serious mood and behavior
symptoms. .

FDA has requested that Pfzer, the manufacturer of Chantix, give the safety information
a mare prominent position on the drug's prescribing information, ar labeling. In
addition, FDA is working with Pfizer to finalize a Medication Guide for patients,

“Chantlx has proven to be effective in smokers motivated to quit, but patients and
health care professionals need the latest safety information to make an informad
decision regarding whether or not to use this product,” says Bob Rappaport, M.D.,
Director of FDA' s Divislon.of Anesthesia, Analgesia and Rheumatology Products. -
"Patlents should talk with-thelr doctors about this new information and whether Chantix
Is the right drug for them."

Tips for Consumers

+ Tell your health care provider about any history of psychiatric iiiness before you
start taking Chantix.

« Immediately telf a doctor If you or someone you care for has any changes in
mood and behavior while being treated with Chantix. In most cases; mood and
behavior changes devetoped during treatment, but some people developed

" symptoms after they stopped taking Chantix.

+ Be aware that vivid, unusual, or strange dreams may occur white taking Chantix.

« Chantix may affect your ability to drive or operate machinety,

bark to top
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Information for Healthcare Professionals: Varenicline
(marketed as Chantix}

FDA ALERT [2/1/2008]: FDA is issuing this Alert to highlight important
revisions to the WARNINGS and PRECAUTIONS sections of the full preseribing
information for Chantix regarding serious neuropsychiatric symptoms,

Serious neuropsychiatric symptoms have occurred in patients taking Chantix.
These symptoms include changes in behavior, agitation, depressed mood,
suicidal ideatlon, and attempted and completed suicide. While some patients
may have experienced these tvp\es of symptoms and events as a resuit of
nicotine withdrawal, some patientsitaking Chantix who experienced serious
neuropsychiatric symptoms and events had not yet discontinued smoking. In
most cases, neuropsychiatric symptoms deveioped during Chantix treatment,

but in others, symptoms developed following withdrawal of Chantix therapy.

-

FDA first informed the public about the possihility of serious neuropsychiatric
symptoms in the Nnvsmber 20, 2007 FDA Early.Communication About an
Ongoing Safety Review. Af that time, information about serious
neuropsychlatric symptoms in patients taking Chantix was added to the POST-
MARKETING EXPERIENCE section of the prescribing information. As FDA's
review of the issue has progressed, it appears increasingly likely that there is

an association between Chantix and serious neuropsychiatric symptoms, Asa-

result, FDA.requested that Pfizer, the manufacturer of Chantix, elevate the
prominence of this safety information to the WARNINGS and PRECAUTIONS
sections of the Chantix prescribing information. In addition, FDA is working
with Pfizer to finalize a Medication Guide for patients. : '

[5/16/2008]: The issues described in this communication have been -
addressed in the product labeling and FDA has approved the Medication Guide,
If either you, your family or caregiver notice agitation, depressed mood, or
changes in behavior that are not typical for you, or if you have suicidal -
thoughts or actions, stop taking Chantix and call your doctor right away.

This information reffects FDA's current analysis of data avallable concerning Ehis drug.

~ FDA s not advising practitiones to discontinue prescribing the product and intends to

provide updated Information when £ becomes avallable.

7o report any unexpected adverse Or sarious events associated with the use of this
drug, please contact the FDA MedWatch program using the contact information ar the

_battom of this sheet.

At the request of FDA, the Chantix full prescribing information includes new information
in the WARNINGS and PRECAUTIONS sections about the possibllity of serigus
neuropsychiatric symptoms (changes in behavior, agitation, depressed mood, and

Wi e Y TIRARIUA) T P Ulsabiukials, Y HPEIHUNNE LMArKeTea &5 wnanoix) Lig T

suicldal ideation and behavior) in patients taking Chantlx, FDA is working with Pfizer,

- the manufacturer of Chantlx, to finalize a Medication Gulde for patients.

Recommendations and Considerations for Healthcare Professionals

+ Healthcare providers should monitor all patients taking Chantix for
symptoms of serious neuropsychiatric symptoms. Symptoms include
changes in behaviar, agitation, depressed mood, suicidal ideation, and suicidal
behavior. These symptoms have sometimes occurred in patlents without pre-
existing psychlatnc llinass and have worsened in some patients with pre-existing
psychiatrig jliness treated with Chantix, In most cases, neuropsychiatric
symptoms developed during Chantix treatment, but in others, symptoms
developed following withdrawal of Chantix therapy.

- Patients with serious psychiatric iliness such as schizophrenia, bipolar
disorder, and major depressive disorder, may experience worsening of
their pre-existing psychiatric iliness while taking Chantix. Patients with
serious psychiatric iliness did nat participate In the pre-marketing studies of
Chantix. The safety and efficacy of Chantix in these patients has not been
estahblished.

+ While Chantix has demonstrated clear evidence of efficacy, it is
important to consider these safety concerns and alert patients about
these risks. *

Information for the patients Physicizns who prescribe Chantlx should discuss with
their patients, patients ' famjlies, and caregiver the following:

» Tell the doctor about any history of psychiatric iliness prior to starting
Chantix. Patierts taking Chantix have experienced warsening of current
psychiatric illnéss, even if it is currently under control, and the reoccurrence of
previous psyéhiatric iliness, ) ‘

» Be alert t_dychanges in mood and behavior. Symptoms include strange

thoughts 6r behaviors, depressed mood, and thinking about or attempting

suicide,

Immegdiately report changes in mood and behavior to the doctor,

Vivid, unusual, or strange dreams may occur while taking CHantix.

Background Information and Data

FDA first informed the public about the possibility of serlous neuropsychiatric symptoms
in the November 20, 2007 FDA Early Commurication About an Ongoing Safety Review.
Al that time, information about serlous neurapsychiatric symptoms in patlents taking

‘Chantix was added to the POST-MARKETING EXPERIENCE section of the prescribing

information. As FDA's review of the data has progressed and FDA has received
additional infarmation, it has become increasingly likely that there is an association
between Chantlx and serious neuropsychiatric symptoms. As a result, FDA requested
that Pfizer, the manufacturer of Chantlx, add the information to the WARNINGS and
PRECAUTIONS sections of the Chantix prescribing information so that healthcare
professionals and patients can be more alert to these issues. In addition, FDA is 24
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working with Pfizer to finalize a Medication Guide for patients.

- FDA will update healthcare professionals about new infarmation:from FDA's continuing
review of the data or new information that it receves on Chantix and serious
heuropsychiatric symptoms. FDA may consider additional regufatory action as the data
review and conclusions warrant, -

'Contact Us
» 1-800-332-1088

.+ 1-800-FDA-0178 Fax

« Report a Serious Problem
MedWatch Online
'Regular Mail: Use postage-paid FDA Form 3500
Mall to: MedWatch 5600 Fishers Laner

Rockville, MD 20852-9787
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FDA NEWS RELEASE

Media Inquiries:
Susan Cruzan, 301-827-

6242
FOR IMMEDIATE RELEASE
February 1, 2008 Rita Chappelie, 301-827

Consumer Inqu:nes.
888-INFO-FDA

FDA Issues Public Health Advisory on Chantix
Agency requests that manufacturer add new safety warnings for smoking
cessatlon drug

The U.S. Food and Drug Administration (FDA) today 1ssued a Public Health Adwvisory to -
alert health care providers, patients, and caregivers to new safety warnings concerning
Chantix (varenicline), a prescription medication used to help patients stop smoking.

On Nav. 20, 2007, FDA issued an Early -Communication to the public and health care
praviders that the agency was evaluating postmarketing adverse event reports on
Chantix related to changes in behavior, agitation, deprassed mood, suicidal ideatlon,
and actual suicidal behavior,

As the agency's review of the adverse event reports proceeds, it appears increasingly
likely that there may be an association between Chantix and serious neuropsychiatric
symptoms. As a result, FDA has requested that Pfizer, the manufacturer of Chantix,
elevate the prominence of this safety information to the warnings and precautions
section of the Chantix prescribing information, or labeling. In addition, FDA Is working
with Pfizer to finalize a Medication Guide for patlents This is an example of FDA working
with drug manufacturers throughaut products' lifecycles ta keep health care
professionals and patients informed of new and emerging safety data.

“Chantix has proven to be effective in smokers motivated to quit, but patients and
heaith care professionals need the latest safety information to make an informed
decision regarding whether or not to use this product," said Bob Rappaport, M.D.,
director.of the FDA's Division of Anesthesia, Analgesia and Rheumatology Produicts.
"While Chantix has demonstrated clear evidence of efflcacy, It 15 important to consider
these safety concerns and alert the public about these risks. Patients shouid talk with
their doctors about this new information and whether Chantix is the right drug for them,
and health care professlonals should closely monitor patients for behavior and mood
changes If they are taking this drug.”

Chantix was approved.by FDA'in May 2006 as & smoking cessation drug. Chantix acts at
sites in the brain affected by nicotine and may help those who wish to stop smoking by
providing some nicotine effacts to ease the withdrawal symptoms and by dlocking the

FDA ssues Public Health Advisory on Chantix 2/2 R—T

effects of mcotme from cigarettes If users resume smokmg

In the Public Health Advisory and a Health Care Professional Sheet that was also |ssued
today, FDA emphasized the following safety information for patients, caregivers, and
health care professionals:

Patients should teli their health care provider about any history of
psychiatric iliness prior to starting Chantix. Chantix may cause worsening-of
current psychiatric iliness even If it is currently under control, It may also calse
an old psychiatric iliness to reoccur, FDA notes that patients with these ilinesses
were not Included in the studles conducted for the drug’s approval,

» Health care professionals, patients, patients' families, and caregivers
should be alert to and monitor for changes in mood and behaviar in -
patients treated with Chantix. Symptoms may include anxiety, nervousness,
tenslon, depressed mood, unusual behaviors and thinking about or attempting
suicide. In most cases, neurppsychiatric symptoms developed during Chantix
treatment, but in others, symptoms developed foliowmg withdrawal of varenicline
therapy.

Patients should immediately report changes in mood and behaviar to
their doctor.

Vivid, unusual, or strange dreams may occlir while taking Chantix.
Patients taking Chantix may experience impairment of the ability to
drive or operate heavy machinery.

- FDA will continue to update health care professuonais with new informatlon from FDA's

contlnumg reviaw or if new information is recewved on Chantix and serious
neuropsychiatric symptoms. FDA may consider requestmg further revisians to the
labeling or taking other regulatory action as the agency ‘s continuing reviews and
conciusions warrant,

For maore information:

http:/fwww.fda, gav/cder/drug/mFopage/varen|clme/defauit htm

#
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Early Communication About an Ongoing Safety Review of
Varenicline {marketed as Chantix)

This information is not current. The FDA has issued new

information about this safety issue, please see Varencicline

{marketed as Chantix) Informatian
This information reflects FDA's current analysis of available data concémin_g
these drugs. Posting this information does not mean that FDA has concluded
there is a causal relationship between the drug products and the emerging
safety issue. Nor does it mean that FDA is advising health care professionals
to discontinue prescribing these products. FDA is considering, but has not
reached a conclusion about whether this information warrants any regulatory
action. FDA intends to update this document when additional informatioh or
analyses become available,

FDA has received reports of suicidal thoughts and aggréssive and erratic behavior in
patients who have taken Chantlk, a smoking cessation product.

Suicidal Thoughts

The manufacturer of Chantlx, Pflzer, Inc., recentiy submitted to FDA postmarketing
cases describlng suicidal ideation and occasional suicldal behavior. FDA currently (s
reviewing these cases, along with a number of recent reports in the popular press and
nternet sites. A preliminary assessment reveals that many of the cases reflect naw-
onset of depressed mood, suicidai Ideation, and changes in emotion and behavior within
days to weeks of initlating Chantix treatment. The role of Chantix in these cases is not
clear because smoklng cessation, with or without treatment, Is associated with nicotine
withdrawal symptoms and has alsc been assoclated with the exacerbation of undetlying
psychiatric iness. However, not all patients described in these ¢ases had pre-existing
psychiatric ness and not all had discontinued smoking.

Aggressive and Erratic Behavior

FDA is aware of a highly-publictzed case of erratic behavior leading to the death of a
patient using Chantix to atternpt to quit smoking. Although other factors, including
alcohol consumption, appear to have played a part in this speclfic case, FDA asked Pfizer
for additional cases that might be similar. We are currently evatuating the materal
Pfizer submitted In response to our request. .

Drowsiness
FDA is evaluating reports from Pfizer of drowsiness i patients taking Chantix. Reports

described patients who expenenced drowsiness that affected their abliity to drive or
aperate machinery.

karly Gommunication Abeut an Ongolng Safety Review of Varenichine (marketed as Ghantix}) 2R N—L

FDA recommends the following:

« Healthcare professionals should monitor patients taking Chantix for behavior and
mood changes.

+ Patients taking Chantix should contact their dactors i they experience behavior
or mood changes.

« Patignts should use caution when driving or operating machinery until they know
how quitting smoking with Chantix may affect them,

This early commumcation is In keeping with FDA's commitmeant to inform the public .
about its ongoing safety reviews af drugs. FDA is working with Pfizer, Inc., to further

. evaluate the potential association between Chantix and suicidal thoughts, aggressive

and erratic behavior, and impairment that affects cne’s abllity to drive or operate
machinery. FDA is working to complete the analysis of the materials submitted by
Pfizer. As soon as thls analysis Is completed, FDA wlll communicate its conclusions and
recommendations to the public. . :

The FDA urges both heaithcare professionals and patients to report side effects from the
use of Chantlx to the FDA's MedWatch Adverse Event Reporting program, using the
contact Information at the bottom of this page.

Contact Us

« 1-800-332-1088

« 1-800-FDA-QL78 Tax

= Repott & Serious Problem
MedWatch Online
Regular Mail: Use postage-pald FDA Form 3500
Mall to! MadWatch 5600 Fishers Lane

Rockvllle, MD 20852-9787
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Lendor, [4 December 2007
Dacz. Ref. EMITA/595658/2007

QUESTIONS AND ANSWERS
OGN THE EMEA'S ACTION REGARDING THE-SAFETY OF CHIAMPIX

What Is Chusmpix? )
Champix contains the octive subsiance varenicline, It is available as wblets, which are used in adults
1o help them stop smoking,

Champix has been authorlsed by the European Commissien in September 2006 and is marketed within
the European Union in Austeia, Belgivm, the Czech Republic, Denmark. Fintand, France, Germany,
Hungary, {refand, Luxembourg, the Netherlands, Portugal. Slovenia, Slovakia, Spain. Sweden and the
United Kingdom. |1 5 aiso authorsed and marketed in lceiand and Norway,

What is the 1ssue wilh Champis yafety?

There have been reports of *suicidal ideatton’ (thinking abow committing suicide} nad suicide
aitempis in people taking Champlx. It is very difficult © know if this is due 10 Champly, as the act of
stopping smoking itself can'make peopie depressed, especially if they already have i mental henlth
prablem. Depression is often associated with suicidal thoughts,

- What nction is the EMEA taking?
The European Medicines Ageney (EMEA) Is reviewing the separts |t has received tn patients whe
have developed suicidal ideation or attempted suleide while taking Champix. The Committee for
Medicinal Produets for Human Use (CHMP) and ils Pharmacovigilance Working Party discussed the
available Information and its impact on the use of Champis during their December 2007 meetings.
They noled that the product informetion for Champix currently does not conlain any wnrn:n;_. ahom
sbicidal thoughis,

What are the consequences of the EMEA's action lor patients und doclors?

« Doctors are already aware of the risk of using Champix n patients who have an underlying mental
illness, They also need to be aware of the possibility that patients who are {rytag to slop smoking
can develop symptoms of depression, and they should advise their patients accosdinghy.

+  Pauents who are taking Champix and develop suicidal thoughts should stap theis treatment end
contact thewr docior immedialely. ’

Are there uny fucther steps? ’

The CHMP has apreed on the changes 1o the product information’. and they have ssked the company
to implement them via a change (variation) to the marketing authorisation. This will start next week.
Further advice will be given 1o healtherre professionals and patients as appropriale,

''The CHMP has recommended that the fallawing wording be inserted in lhe warning section af the
SPC:

*Depressed mood may be a symptom of nicoune withdrawal, Depressian, including suicidal ideation
and suicide allempy, has been reported in patients undergoing a smoking cessarion attempl, These
sympioms have also heen reporied while attempting 1 guit smoking with Champix, Clinicians should
be aware ol ihe possible emurgence of significant depressrve symptomatelogy i patients undergoing a
smoking cessation altemp, and should advise patients accordingly.

7 Westerry Circus, Ganary Whard, London, E14 4HB, UX .
Tel. (Ad-20] 74 1884 (0 Fax (42.20) 74 16 84 15
E-mal: mall@emea.ewopa. eu hilpAwwar.emea.ewropa.eu
QEMEA 2007 Reproducton sndior Sistnbunen of $hls dacument i auh d tof pon prrpe only provided e EMEA |y acknowiod ped
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FUROPEAN PUBLIC ASSESSMENT REPORT (EPAR)
CHAMPIX

EPAR surmary for the public

This dacumen( 18 a stumnary of the European Public Assessment Report (EFAR). it explaing how

| the Commitice for Medicinal Products for Human Use (CHMP) ossessad the sndles performud. to
reach their reconimendations on how to wse the medicine.

{fyou peed mare mformation about your medical condjrion or yanr treatment, read the Package
Leaflet (also purt of the EPAR} or comlact your doclor or pharmadcist, [f you want niore
ingformation on the basis of the CHMP recommendations. read the Scientlfic Discussion falso purt
of the EPAR).

What Is CHAMPIX?
CHAMPIX is a lablet containing the active substnnce varenicline. Tablels containing 0.5 mg
varenicline are white, those that contan §.0 mg are pale blue,

What is CHAMPIX nsed for?
CHAMPIX is used in 2dulls 1o help them stop smoking.
The medicine can only be obiained with o prescription, . .

How is CHAMPIX used?

CHAMPIX should be used by smokers whe are motivaied to siop smoking. and who are also receiving
additianal advice and sunpart. Patients should first set a date when they will siop, Then they begin
treatment with CHAMPIX | 1o 2 wecks before that date, Treaument starts with one 0.5 mg tabtot dafly
" for 3 days, this Is follawed by a further 4 days where the patlent 1akes one 8.5-mg tablet twice daily,
From then on, the patient takes one § my tables ywice daily unidl the end of weatment (12 weeks). A
special pack with the correct quantities of both strengths of tablets is available when inftiating -
treatment. The dose may be reduiced to 0.5 mg twice a day in patrents who do nof tolerate the | mg
wwice daily dose, Paticnts who hiave severe probiems with their kidneys should take CHAMPIX 25

| mg once daily. At the end of the 12 weeks. in pattents who stopped smoking. dactors may choose 1o
cdity on treatment for another 12 weeks, They mny also decide 1o s1op the medicine propressively
("tapering’).

Theptabl ;s are swallowed whole with water. They can be taken with or without food,

How dues CHAMPIX work? i

People who smoke become nddicted to nicotine, & chemical in 1obacco, Nicotine acts in the nervous
system, where it binds to réceptars and triggers e rélease of o chemical messenper, depamine, which
plays a part in the pleasure derived from smoking.

Tl sctive substance m CHAMPIX. varenictine. can bind to some of these recepiors, the ad[}2
nicotinie scetylcholine receprors. When binding to these recapiors, varenicllne nels in \wo ways: L odis
like nicoline (partiat agonist) nnd this helps 10 retieve craving symptoms, but i1 also ncls pgamst
nicoine (aniagonist), by taking its place, and this helps ta reduce tie pleasurable effeets of smaking.

7 Wealfenry Clreus, Canacy Wharf, London E14 4HB, UK
Te), (44-26) 74 18 84 00 Fax (44-20) 74 18 84 16
£-mall: mail@emea.curopaey  hipihvwey, eMmea.auroga.eu
SEMEA 2006 Raproduewn andiox disiibution of this n icad for noa = nnry prewded m EMEA R -dma-hdwd

.

How has CHAMPX been studied?

The effects of CHAMPIX were first tesled in experimental models before being studied in humans.
The twa mains studles of the effectiveness of CHAMPIX in smoking cessation mvolved 2,052 patients
{averape age: 43) who received one of three treatments for | 2 weeks: CHAMPYX, bupropion (another
non-nicofne medéeine used in smoking cessation) or placebo (a dummy Ireasment). Putients were then
followed for a further 40 weeks o see if they started smoking again. The main measure of
effectiveness was the number of patients who had completely stopped smoking for 4 wecks (berween
week 9 and week (2 of the study), canﬂrmed by laboratory testing of the patients' breath for signs of
smaking,

Whut beaefit bas CHAMPLX shown during the studies?

In both studies, CHAMPIX was more effective than bupropion or piscebo in helping paticras to stop
smoking. The percentage of patients who had not smoked at all durlng wecks 9-12 was 44% with
CHAMPIX, 30% wilh buprapion. and 18% with ptacebo. More patiznts remained non-smokers afier
treatment with CHAMPIX than after plocebo: 40 wecks afier the end of the treatment period, the
perceniage of patignts who were slill non-smokers-was 23% ameng thosu who had taken CHAMPIX,
and 9% among those Who had taken a placebo. The percentage in (he patients who hed taken
bupropton was 16%.

What is the risk associatea with CHAMPIX?

The most common side-effects (seen i more’than | paticnt 1 10) are nausen (feeling sick), nsomma
(dffticulty steeping). abnormat dreams and headache. For the full list of ali side effects reported with
CHAMPLY, see the Package Leafler.

CHAMPIX should not be used in peaple who may be liypersensitive (allesgic) 1o varenicline or any of
the other ingredients.

Why lius CHAMPIX been npproved?

The Comunittee for Medicinal products for Humman Use {CHMP) coneluded that CHAMPIX has
shown its effectivenass in helping patlents stop smoking, and that Whe risks of smoking oulweigh the
tisks of the medicine. Hence they recommended that CHAMPIX be given marketing mithorisation,

Which measures are being taken to ensure the safe use of CHAMPIX?

Because the studles cartied ool with CHAMPIX did not include some groups of patfents {such as oider
peanle, patents with heart or lung disease and other conditians), the company will carry ot eXira
studies os well as monitor the use In these patlents, to ensure that the side effects in such patients are
well idemified.

Other Information 1bout CHAMPIX:
The Eurapean Commission granted 2 marketing autherisation valid throughout the European Union

for CHAMPIX 1o Pfizer Limited on 26" Seplember 2006,

The full EPAR for CHAMPIX can be fodnd here.

This summary was last upoated in 98-20086,

BHEMEA 2006 2n
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European Medicines Agency

Londan, 4 Angust 2009
Doc.Rel; EMEAMS3TIR/2000

EMFEA 2010 Priorities for Drug Safety Research

Suieidal behaviour in relation to certmin drug use
Several medicines with ditiérent indicanons end modes of action have been associated with
suicidal behaviour including sulcidal ideation, stiempted and completed suicide, With some of
these, confounding by indication complicates attempts to ascertan the retative risk of drug usc
and risk factars for sulcidal kehaviour and leads 1o debate over whether the resulis are real ar due

to blas and confounding.

Howcver, suicidal behaviour is 2 majer public health concern not only bacause of the mereased

* mortality and morkidity In patients. but beeause of the effects an friends, f2mily and soclety in

peneral and the associnled socioeconamic costs. Therefore any increase in risk - pamculdrh in
widely used classes of medicines - is of great pubfic health interest and methodologies ars needed
1o improve both cstimation of the risk and early delection of the association.

Atypieal and typical antipsychotics have been associated wiih an increase inthe rote of suicide
and suleidal behavioue, However, patients with schizaphrenia and ipolar disorders — for which
these drugs are frequemly prescribed - themselves have suicide attempt and campleted suicide
rates much higher than the general poputation. The risk is highest soon alter diagnosis ond so
could be assoclated with the onset of therapy, uahappiness ar the diagnosss. Geur of further
persanality disiniepration or 2 combination of the above. Patients with a grzaler insight into their
lllness have been found to be ar higher risk of suicidal behaviour which could confound the
associelion with treatmenl,

Use of selective serotonin reuplake inhibitors {SSR1s) for the treaiment of depression has been
linked 10 an increase in suicidal behaviour. The risk is particuiarly high in the first weeks of
treatment bug whether this inerease is causally refated or whether the effect ss due to confounding
and bias is still the subject of debate,

Montelukast is licensed in the EU for the treatment of wild to moderaic asthaia in patients
tradequately controlled on inhaled steroids and beta-agonists, Monielukast binds 1o the CysLT
receptor prevenling leukotriene moderated effects on bronchocenstriction, vaseolar permeability,
mucous secrelion and eostnophil recruitment.  Reports asspciating Montelukast treaiment and
svicidal behaviour have beea received by the EMEA, [owever, allergy itself is thoupht 10
increase the risk of depression and suleidal behavier, possibly through a neurabiological effect
of cyiekines,

7 Weslfany Clreus, Canary Whaet, Londan, E14 4HB, UK
Tal (44:20) 74 1884 0C Pax (44-20) 74 18 85 66
E-mallk malifemea.aurops.eu  hips/Avyw gmes.eurona.olr

© Ewopaan Hedicines Agency, 2002, Repreducton Is authorised provided Ihe sourca 15 acknowiadged,

Varenicllpe tartrate 15 2 selecuve panial aganist for a4p2 nicotinic acetyl veceptor subtypes and
binds to neuronal nicotinic aceryleholine receptors preventing nicotine

binding and producing rponist activity. 1t was approved in the EUin September 2006 a8 an aid to
smoking cessation. Smoking, smoking therapy and nicotine vse ore assoaciated with alternlions in
neurotransnnsston and smoking cessation has bean associated with a deterioration n exishng
psychiaine eonditions. 1t is unclear whether réports of suicidal behaviowr essociated with
varenicline are causafly related to the drug. to smoking cessation or worsening of pre-existing
psvehiatric illness,

Ascertaining the effect af drups ea the risk of suicidat behaviour poses difficultics. Confounding
is 4 tmaror problem along with the fact that suicidal behaviour 15, associnted with multiple risk
factors so failure ta measure these accarately may flaw a study,

1 i5 werefore important thut methodologivs are develeged 1o improve the abliiyy of
¢pidemiological studies to derermine any inereased risk in suicidal behaviour whilst controlling
for patential confounding and measuring any bias. The purpase of required research is the
development of 2 general methodological framework ta study the relatonship between the use of
medicines and suicidal behaviour, The rescarch should aiso include testing methads 11 aciual
L;ndcmmluglcal studies (nvestigating the asseciaton of some or alk.of the dmgs descr:bcd above
with such behaviour.

Page z6f2
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Codex schematic framework for risk analysis. A primer on risk asgessment modeling :
focus on seafood products, FAO 2005 (—$E2 %)
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