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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.
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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.
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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,
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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
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© 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.
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Codex schematic framework for risk analysis. A primer on risk asgessment modeling :
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