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Varenicline — IMMP Study Report Revised CONFIDENTIAL

1.0 PURPOSE OF REPORT

Varenicline tartrate (Champix) was approved for use in New Zealand in March 2007 and
placed on the Intensive Medicines Monitoring Programme (IMMP) in that same year.

The IMMP study report of the data collected for the first three years since varenicline
monitoring was started in 2007 was submitted to Medsafe on 30 June 2012. The Medicines
Adverse Reaction Committee (MARC) reviewed this report and identified a number of issues
that needed to be addressed before a robust assessment of the safety profile of varenicline
in New Zealand could be made. The MARC recommended that an updated report be
provided to Medsafe.

A revised IMMP study report along with new Annexes 3-5 was submitted to Medsafe on 27
November 2012 (Annex 1, 2, 3 and 4). IMMP report Annex 6 was submitted to Medsafe on
17 December 2012 (Annex 5). IMMP is currently revising Annex 4 ‘and once comﬁleted this
will be submitted to Medsafe (Annex 6). In addition, a revised™ IMMF' report contamlng a
revised Table 4.18 was submitted to Medsafe on 26 January 201,?;

The purpose of this report is for the MARC to review tﬁe re\nsed IMMP sfudy report for
varenicline and determine whether any actions are necessary as a resu}t_qf this report.

2.0 BACKGROUND Loy
2.1 Varenicline Pharmacology and Efflcacy

Varenicline is a partial a4p2 nicotinic. ace’fylchollne receptor agomst (1). Varenicline binds
with high affinity and selectivity to produce an foect sufficient to alleviate symptoms of
craving and withdrawal, while slmu[taneously resulQng in blockade of the rewarding and
reinforcing effects of smoking by\@eventlng nicotine binding to a4P2 receptors (1). The
elimination half-life of varemcilrfe/rs appr9mmate|y 24 hours (individual range 10-58 hours)
(1). &4

The efficacy of vaerehne has recenﬂybeen well described in a Cochrane review published
in 2012 (2). Vareniclineat standard dose increased the chances of successful long-term
smoking cessation between two and-threefold compared with pharmacologically unassisted
quit attem pts (2). More parttc;pants quit successfully with varenicline than with bupropion (2).

2.2 Prevnous Rebulatory Action in New Zealand

In March 2008, the MARC was notified that psychiatric reactions were emerging as a
possible safety |ssue with varenicline. At that time, the data sheet had recently been updated
to mclude lnformation about psychiatric adverse events and update the precautions section.

In March ~2909, the MARC was presented with an overview of the interim IMMP results from
the first year of the varenicline study. At that time, the most common adverse effects reported
were psychiatric events, including depression, suicidal ideation, sleep disorders, anxiety
disorders and withdrawal symptoms. The MARC recommended that an article be published
in Prescriber Update describing the psychiatric adverse events that have been reported in
association with varenicline use and reminding prescribers to continue reporting adverse
drug reactions. This Prescriber Update article was published in May 2009 (3).

In December 2009, the MARC reviewed the IMMP report following completion of the first
year of follow up of the IMMP cohort. Medsafe also provided an update on the varenicline
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safety profile, including a summary of the latest Periodic Safety Update Report (PSUR) and
interim results from a UK based Prescription Event Monitoring (PEM) study.

Psychiatric events were the most common adverse effects reported particularly depression
and sleep disturbance. The MARC noted that the majority of these psychiatric adverse
effects are now listed in the New Zealand varenicline data sheet. The MARC agreed that no
regulatory action was required at this time and noted that Medsafe will continue to monitor
and evaluate international regulatory activity and safety-related data as it arises and would
report back to the MARC as necessary.

In December 2010, an article was published in Prescriber Update reminding prescribers
about the recommended course of treatment. This followed an IMMP finding that patients
were regularly not receiving the full recommended 12 week course (4)

In September 2011, the MARC reviewed varenicline and cardtov\a@uar events %%were
asked to to advnse whether a causal association between re lchne trga\ment and
cardiovascular events had been demonstrated and R regulator?\ ction was
recommended. The MARC considered that although cardi ¥ar re ated saﬁy concerns
have been raised in association with varenicline, t;aus relationship Has yet to be
demonstrated. The MARC agreed that this informati /On qes >not a ter\ he -benefit-risk balance
for varenicline, which remains positive. The IVIA f/r cbmme c[ed\t\a the New Zealand
varenicline data sheet be updated to mclud Qgports of cardiovascular
related adverse events associated with the )/arernc R data sheet was updated
as recommended by the MARC. \

A Prescriber Update article was pubﬁ\hed/ in IVIarch 2 42 with an update on the interim
findings from the IMMP study to dgfe(S) % ol \?::
2 ) '\Q
The IMMP study report was, su ;tleél to Meda\afg,on 30 June 2012. This report included a
final analysis of the data/collec sm yaremclme monitoring was started in 2007. The
MARC reviewed this IMMF’ stu;iy repor at e 151 meeting in September 2012. The MARC
identified a number of |ssyes that need be addressed before a robust assessment of the
safety profile of varen’ cline in Nev Ze fand could be made. The MARC recommended that
the updated ref rt be. p?owded to Medsafe The MARC recommended that:
<
o the \éarem ing IMIVIP study \refport has a number of deficiencies and does not represent
a "final*~report, and \recommended that the IMMP be requested to provide further

mforméwan \:= AN

e data from th/e5f ﬂh year of the study and an analysis of these data be provided

e that a re sis> of the IMMP data be undertaken, removing events that occurred
betwee nth and six months after stopping varenicline (‘post-medicine' events).

e full ea ails be provided relating to the section of the report regarding psychiatric
eventls

o the séctl/ on of the report regarding suicide and suicidal ideation be reanalysed, taking
into account the limitations of the data, confounding factors, and the nature of the
population included in the study

e the results of the CAT study requested by the FDA be reviewed when they are published

o the lack of discussion in the IMMP report regarding the limitations of the data be
addressed

e the lack of discussion in the IMMP report regarding possible confounding factors and
comparison with other sources be addressed

e an overall summary of all events reported in the IMMP study, along with line listings of all
cases be provided
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e the IMMP report on varenicline be brought back to the MARC when sufficient information
and clarification had been provided to enable a robust review of the conclusions stated
by the IMMP and whether any regulatory action is required.

A revised IMMP study report was submitted to Medsafe on 27 November 2012. This
contained numerous revisions and new Annexes 3-5. In addition to this, a new Annex 6 was
submitted on to Medsafe on 17 December 2012 containing updated safety tables separating
adverse events into on-medicine and off-medicine. IMMP has notified Medsafe that an
updated Annex 4 is in preparation and will be submitted to Medsafe once completed.

In addition to the above regulatory action, Medsafe routinely reviews and assesses the
Periodic Safety Update Reports (PSURs) for Champix and any completed safety studies.

PN

3.0 IMMP STUDY REPORT K

3.1 Cohort Data ,»f‘-&./‘;i;i .

N Y %
Community and hospital pharmacies were asked for dlspensmg data- every four months.
Dispensing data from community and hospital phgrmames were collected and entered for
patients who were dispensed varenicline for four years (from 1 April- 2007 to 31 March 2011).

During the four year period, 23,721 patients |,n New Zea!and\were dispensed varenicline
(Table 1).

\\ <,

N

Table 1: Patients dispensed varenicline and follow-up data from the IMMP study

A N )
\ -
| Numher\mspensed Vo g:::ll-::);inalres
. /\ [% ofTotal) (% of Dispensed)
20 R ..-'\ Ny

First Year (Apr 2007 to Mar 2008) x /\ -_\_73;,‘425 (14.4%) 1,289 (37.6%)
Second Year (Apr/zoos to Mar zooeg) 1 5117 (21.6%) 1,740 (34.0%)
Third Yéa:r, [Apr;2’009 to N%r 2010) 4,297 (18.1%) 1,799 (41.9%)
Fourth Year (Apr 2010 to Mar 2011) 10,882 (45.9%) Not provided
Total ///\\x . 23,721 (100%) 4,828

/" AN \
Follow-up- questlonnalres were sent to all identifiable patients with identifiable prescribers.
Patient fo!low—up was presented in the IMMP report for only the first three years of the study

(ie, 1 April-2007 to 31 March 2010). A total of 4,828 questionnaires relating to 4,783 patients
were returned (Table 1).

Following completion of the follow-up questionnaire, data linkage of the patient's NHI number
to the national morbidity and mortality datasets identified any death or adverse events which
resulted in hospital admission since the patient started on the medicine. Data linkage was
also undertaken for patients who had not returned a follow-up questionnaire.

The IMMP also identifies adverse events from spontaneous reports that were sent to the
Centre for Adverse Reaction Monitoring (CARM) and from duplicate prescriptions.
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Medsafe comment

The increase seen in the fourth year is likely a direct result PHARMAC funding varenicline.
PHARMAC funding began in October 2010, six months in to the final year.

The number of valid questionnaires returned was less than 40 % which severely limits the
conclusions that can be drawn from this study.

The follow-up data did not include any patients who were dispensed the medicine in the
fourth year of the study (10,882 patients). Therefore, no patient follow-up was analysed for
those who were dispensed varenicline after the medicine was funded.

Medsafe and the MARC have requested the data from the fourth year of the IMMP study.
However, to date Medsafe has not received this data and the IMMP are yet to C mmit to
providing this data. / A AN

/ ) N
No information was provided in the report to validate the dat. m}?/age ethodol@bywhtlst all
hospital admissions were recorded and linked to patlents/a the IMMP stu e L;s does not
include private hospitals. It is not clear how patients were deégmmed& on—medfcrne at

the time of hospital admission. f\ Ny
/ \ﬁ\
3.2 Dispensing Analysis \7 \
Patient age, sex and ethnicity was analgse&%@aﬂ patlerér\s/pensed varenicline (23,721

IMMP studly
ata ;2 ﬁo

patients) during the first four year perio

atment duration analysis was
performed on the first three years dlSp%’l{

tients) only.

3.21 Patient Age \

Patient age was |dent|f|ed/f(\3r 2°% of tF e\%t;ents who were dispensed varenicline in the
four year cohort. The mearrarr;i medl \Qge@were 47.2 years and 47 years respectively with
a range of 14 to } ye‘ars\‘{Table/ \'[h\@re were no differences between the men and
women’s median age/ln the cohorl'\\\ " >

Table 2: Age of va?‘eglcllne pat\rents at Tlme of first prescriptions during the four year period
/ o \ D

) \ Age Grq;tp ,(}gfm s) Number % of Cohort
s (0~ 107 0.5
\ i= Sy
/8 N20<29 1801 7.6
AN Y30-39 4556 19.2
<O\
N\ N |40-40 6918 29.2
’_,"/—-‘
@Y \ 50-59 6142 259
Gy
s 60 - 69 3335 14.1
70-79 608 26
80 plus 36 0.2
Unknown age 198 0.8
Total 23721 100

There were 22 patients (0.09 %) under 18 years of age who were dispensed varenicline
during the four year period.
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Medsafe comment
The New Zealand varenicline data sheet does not recommend use in patients under 18
years of age as the safety and effectiveness has not been established (1) (Annex 7).

Of note, Pfizer are currently undertaking a twelve-week, randomized, double-blind, placebo-
controlled, parallel-group, dose-ranging study with follow-up evaluating the safety and
efficacy of varenicline for smoking cessation in healthy adolescent smokers that is due for
completion in 2014.

During the four years that dispensing data was collected, 664 patients (2.8 %) were 70 years
or older.

3.2.2 Patient Sex '
Patient sex was identified for 99.9 % of the patients who were dls)ensed varemcfl\durmg
the four year period. Slightly more females were dispensed varemclme (53. 3 %) Compared to
males (46.7 %). AN : P>

- N N
3.2.3 Patient Ethnicity RS e

. \\ s \ %
Patient ethnicity was available for 89 % of the patlents who were dlspensed varenicline
(Table 3). The majority of patients who were dlspensed varenlchne considered themselves
European (84.4 %). This is slightly more than the figure from the 2006 Census where 64.7 %
of the population identified themselves as European Maon Pacnﬂc Island, Asian and other
ethnicities were all lower proportionally. than eXpected from the 2006 Census.

\/

Table 3: Ethnicity of patients in varemcllne cohort durmg the four year period

// / NN
(CS S Pe; cent (%o) Per cent (%)
Ethnicity ; — Number =
5 o i cohort NZ Populanou
European <> \ 1786\9\' 1> $4.4 67.6
Maori . AZ622 N> 124 14.6
Pacifié Is}a;:xd T 12 69
x\Asrm I N\T Fo1 14 9.2
/i~ Bl \2
Other oA S 133 0.6 12.1
Total'. 21173 100 110.4

1 The figures in this column have been derived from the Census 2006 statistics for the
Eopglatlon of NZ (www.stats.govt.nz/Census/2006CensusHomePage).

This total is greater than 100 % as in the Census patients can chose to identify with
more than one ethnic group.

Medsafe comment

For the first three years of the IMMP study, varenicline was not a funded medicine. It would
have been interesting to see the dispensing data separated into pre-varenicline funding and
post-varenicline funding.

To determine if there was a difference in use between ethnic groups, the percentage of each
ethnic group that smoked is needed.

Medicines Adverse Reaction Committee: 14 March 2013
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3.24 Treatment Duration

The recommended initial dose when starting varenicline is 0.5 mg once daily for days 1-3,
0.5 mg twice daily for days 4-7 and 1 mg twice daily from day eight until the end of
treatment. The New Zealand data sheet states that the patient should be treated with
varenicline for 12 weeks and recommends an additional course of 12 weeks for those who
have been successful. The sponsor markets a starter pack that includes the first 14 days of
treatment. In the first three years of the study, 11,025 patients (86 %) were dispensed a
starter pack.

To determine the dosage of varenicline following initiation of treatment, the first prescription
from each course was excluded. The larger majority of treatment excluding the initial
prescription was for a daily total dose of 2 mg (95 % of prescriptions). The remaining
prescriptions were for a daily dose of 1 mg (5 % of prescriptions). f s /\\

<
) \%&wsﬁenspd Qavmaﬂne in

Atintous treatmen} only

Duration of treatment was analysed only for all patients wh
the first three years of the study and for the first course of &
In the first three years of the study, 11,710 patients (91 % of p h&s) wére dispensed
varenicline for 12 weeks or less. Of these patlents> 386 were.d d ensed 12 weeks of
treatment. The most common duration of treatment/ in he first thre\g\ ars was two weeks
with 4,536 patients (35 % of patients) dlspense \emclme &-1). This was followed by
six weeks with 2,921 patients (23 % patlept d\a nsed Ve . There were 89 patients
(0.7 %) who were dispensed more than 24 weeks of vare\ ;cimew the first three years of the
IMMP study. Of the 89 patients who weﬁ-:«@sbensed @ore “than 24 weeks, 10 patients were
dispensed over 300 days of Vareniclme \ )) oo \\\\\3
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Figure 1: Duration of dispensed varenicline in first three years of the study (From IMMP report)

The majority of patients in the first three years of the study had one course of varenicline
treatment (68.9 %) (Table 4). This was followed by patients who were dispensed two courses
of varenicline (21.5 %). There were 39 patients who were dispensed six or seven courses of
varenicline in the first three years of the study.
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Table 4: Number of courses dispensed to patients in the first three years of the study

Course | Patients % of cohort

1 8851 68.9

2 2759 21.5

3 852 6.6

4 257 2.0

5 81 0.6

6 35 0.3

7 4 0 A

(2 / N

Total Patients 12839 RN O

// ~ & ry \\/ il

Medsafe comment L%

Interestingly, the majority of patients in the first three years (88 2 %)-were dispensed less
than the recommended 12 week course of varemctme A Prescriber Update article was
published in September 2010 following interim \anatysrs to. rem!nd prescribers that the
varenicline data sheet advises a 12 week course and that failure to complete the course may
have implications for the effectiveness of smokmg oessatren ( 6)

No dispensing data was analysed for duratron of varemctme treatment for the fourth year of
the IMMP study. The MARC and Medsafe have preweusty requested data from the fourth
year of the study be included.< It would have been informative to know if the treatment

duration changed fottowmg fty;tmg, of varemctme ‘as more patients would likely have
continued treatment. /6 .

( = ) )
S

There were 10 patlents who Were drspensed over 300 days of varenicline. No information
was provided in this report regardmg thoSe patients.

Reasons for earty drsc;ontmuat:on of treatment are discussed below.

3.3 Patlent Questudnnalre

Patient characterrstics Were analysed for the 4,783 patients that returned valid
questionnairesin, the first three years of the study. This analysis does not include any
patients from: fhe perlod after varenicline was funded.

3.3.1 ‘_Smoklng History

The number of cigarettes per day the patient smoked for the three months before starting
varenicline was determined for 4,297 (89.8 %) of patients that had a valid questionnaire
returned. The majority of the patients smoked between 10—-40 cigarettes per day in the three
months before starting varenicline (Table 5).
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Table 5: Questionnaire smoking history of patients in the first three years of the study

Cigarettes per day Number % of 4550
<10 341 7.5
10-20 2348 51.6
21-40 1383 304

> 40 97 2.1
Other 128 2.8
Unknown * 253 5.6

* Unknown means unknown to the doctor responding to th/guestionnaire : /<

=5 \3
3.3.2 Previous Smoking Cessation Treatment v \(\ )
/i

Whether the patient had attempted to quit smoking or n/ s answered foP\stB (95 %)
patients. The majority of patients (3307; 73.0 %) hag/\‘prew y trled quit, Patients who

had not previously attempted to quit smoking ac ted-for 20.2%of patients, with the

remaining 6.8 % unknown. Previous attempts at gcessat@ ded no medication,
nicotine replacement and bupropion (Table 6) e )

Table 6: Questionnaire method of smoking ceésktihn/pnor@a var |cI|ne in the first three years

d \\;>/:\>
\M <\\\\‘§\>\> Proportion of

Previous Treatment (\ P r 3,307 patients (%)
No Medicaion <7 )/ ZN (Cesd 21
Nicotine Rephcemeni Therapy // 8 1,464 44
Bupropion (Zyban@f i <45 309 9
Other <0\ R 415 12
rﬂe%d n)weported > 1,036 31

- NG eSS N 3.307 100

‘ (' > /}\\\\ N

Of the patlents tha ﬁeporta\da previous attempt to quit smoking, 1743 patients (76.75 %) had
used one method, ‘patients (20.17 %) had used two methods, 67 patients (2.95 %) and
three patients- (0\\1/% oy had used four or more methods.

(AN

Medsafe ﬁwé;nt

The totai\f{umber in Table 6 is incorrect. The total number of previous treatments tried should
be 3908 (by 3307 patients).

The number of patients that had not previously tried to quit smoking (913 patients) would not
be aware of withdrawal symptoms. The efficacy is likely to be lower in patients with previous
unsuccessful attempts at smoking cessation.

3.3.3 Medical History

Past medical history was determined for the patients receiving varenicline. The questionnaire
specifically enquired whether the patient had a medical history of psychiatric iliness,
convulsions/seizures, ischaemic heart disease or any other significant history.

Medicines Adverse Reaction Committee: 14 March 2013
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Of those that responded to the questions:

806 patients (17.8 % of responders) had a history of psychiatric illness

35 patients (0.8 % of responders) had a history of convulsions/seizures
264 patients (6 % of responders) had a history of ischaemic heart disease
1032 patients had some other significant history.

Medsafe comment

The IMMP study report did not specify what the other significant medical histories were that
were included in the questionnaire.

3.3.4 Premature Cessation of Treatment

The questionnaire asked whether the patient completed 12 weeks/ of varenicline- treatment
Of the valid questionnaires, the question was completed by the doctor for 4,558 patlents
There were 1536 patients (35 %) who were reported to r)ot\havé completed. 12 weeks of
treatment. There were 1270 patients who indicated a reason for not completlng the 12 weeks
of treatment. ~ Y S

P o

The main reasons for prematurely stopping varemcﬁne treatment were\an adverse reaction,
cost and poor compliance (Table 7). vy )

(/ /\ 3

Table 7: Premature cessation of treatment m the flrst three years of the study from the
questionnaires

\.‘ N b
St o
Reason N il l't/equeu\\ci'\ 9% 01270 patients
Adverse reaction’ \\ S P, ’498 d 39.2
Too expensive o : 4 \ \ 249 19.6
Poor complmnce ’\' 42 N v 17.1
hmdcquate thesapeuuc 1cspons¢ 5 103 8.1
/No lcmcrcr necessary \ o 117 2.2
2! Rieason uitknown to Doctor ) 113 3.0
i \‘“R_ezig;:;u uurclafé&tq drug 62 49
Patient i\ 6 0.5
X ‘ I‘o;ats’ SR 1365% 107.5%

T This. group of patlents includes all patients identified as having died as at 31 March
2012 mctudlng deaths unrelated to varenicline treatment.

E[gu\es are >100% total as 101 patients had more than one reason for stopping
treatment

The 1MIVIP stydy also examined the causes of premature cessation of varenicline treatment

in the first three years of the study from the questionnaires, spontaneous reports and
duplicate prescriptions.

The reason for prematurely stopping treatment was identified in 1595 patients from the first
three years of the study (12.4 % of patients). This is 59 extra patients than determined from
the questionnaires alone. In the 1595 patients, a total of 1696 reasons for stopping treatment
were recorded. Of the 1696 reasons, the main reasons for prematurely stopping varenicline
treatment were an adverse reaction, cost and poor compliance (Table 8).

Medicines Adverse Reaction Committee: 14 March 2013
Page 10 of 50




Varenicline — IMMP Study Report Revised ) CONFIDENTIAL

Table 8: Premature cessation of treatment in the first three years of the study

Reason Frequency %% of 1595 patients
Adverse reaction 655 41.1
Too expensive 202 18.3
Poor compliance 243 15.2
Inadequate therapeutic response 11 8.8
No longer necessary 126 7.9
Reason unknown to Doctor 122 7.6
Reason unrelated to drug 64 4
Patient died" 53 3.3
Totals’ 1696 106.2

pa _(//\Q
Medsafe comment

It should be noted that whilst the percentage of patients st §>du6 to an(\ dverse react:on
appears high at 41 %, only 13 % of the three year cohon‘ S.n Iude in tlus aﬁalysrs It is
unknown if those who didn’t respond had different re pns for stoppi g\\

N~

It would have been interesting to see what the reé < Q(is ‘*r prem’ature\ satfon of treatment

were once varenicline was funded as cost was\ nificant %\@i‘;ents stopping.
)

The adverse reactions leading to cessation ofva lclmef t(eaf\ t were not detailed.

N \\\
3.3.5 Effectiveness of Smokmgﬁ\eSSatlon(\

of the study who had a valid-questionnaire (returned. Smoking cessation was successful in
28.7 % of patients, unsuccessfﬁl
of patients. ' \/“:\ ~

F S ! \

\ ¢ <N v/
E / T
7

The effectiveness of varenicli vf)%getermlneé%eﬁ 21 patients during the first three years

37.& @otp&ients and unknown in the remaining 33.5 %

N\ \\\

Medsafe comment\ \
The time at Wﬁlch shokmg cessat:on Was determined (ie, one week or six months) was not
included. It would h%/e been\@c interest to determine if treatment with varenicline was more
or less eﬁ'@ctfve in thos who -had previously tried to quit smoking.

The New Ze/erlan a sgaéet for varenicline indicates that in clinical trials, the four week
continuous quit / rvarenicline was approximately 40 % compared with 18 % for placebo
and the long }ﬁ* rate at 52 weeks for varenicline was approximately 25 % compared
with 10-13 ¢ fg?r piacebo (1).
.r / \

There is' not t enough information provided in the IMMP study to draw any conclusions from
this data as smoking status was unknown in a third of the patients who had a valid
questionnaire returned. It is also important to note that the majority of the questionnaires
were completed by the patients’ GP and not the patients.

3.4 Adverse Events

In the IMMP analysis, adverse events are defined as following:
e on-medicine; events occurring whilst the patient is taking varenicline
e off-medicine; events occurring in the month after stopping varenicline

e post-medicine; events that occurred between one month and six months after stopping
varenicline.

Medicines Adverse Reaction Committee; 14 March 2013
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In the tables displayed below, the responder population refers to those patients that returned
a valid questionnaire in the first three years of the IMMP study.

Adverse events that occurred in the first three years of the IMMP study were examined. From
the cohort of 12,839, there were a total of 5165 events from 3078 reports. Of the 5165
events, 2663 events (51.6 %) occurred in patients taking varenicline (Table 9).

Table 9: Adverse events for patients in the first three years of the IMMP study

Event category Events

On medicine 2,663

Off medicine 481 A g

Post-medicing 2021 | <{» R
NN L A AR

Total 5, 165 \ O\ o

Adverse events identified for the first three years of the stuchmere/classmed by system

organ class (SOC) (Table 10). - " (.\7 _\5\
e >

Table 10: IMMP adverse events by IMMP SOC in the f|r§t three years of tlﬁ study (Revised

IMMP Table 4.18) A )
/\‘\:‘\‘\,/' ) . \.
Onmedicine - |- O metficne | Postmedicine
events | .events J|revents’ | Tolal

Group Number | % | Number | - % |Number| % |Number | %
Aimentary 108 | 35|  me ol | 08| 998 | 183
Psychiatric o Noges )| 87| wr{-as| 18| 78| %9 | 188
Respiratory _~ 7| 460 | 60( 69 o3| o251 | 124| as0 | a3
Creustory | —— | 162 sipoad/| 91| 212 | 05| 408 | 79
Muswloskb!e;a% | i \ws| 28 | se| o2 | 10| 31| 68
ccidents o | as| 50| 104 1 | 98| 3| 65
| Urogental 85> 32| 3| 71| 10| ss| 28 | s0
7 Newdogiol < | 1027| 38| 21| 44| 72| 38| 195 | 38
N = (o] e | 24| o] sa] e8| 48| w3 | 35
SOV QN | ar| v 35| s | 44| | 24
N EndamrseIMeia\Bnhc g | 32| 10| 21| e | 31| | 31
- Intactionis ar | 14| 16| 33| 81| 40| 34| 26
/S Afeoplasms 40 | 15| 21| a4| 72| 36| 138 | 25
/“ Eyss 3% | 14 3| 08 4| 17| 73] 14
(O] Undlassified 8 | 17 1| e2] 3| 01| s | 10
L)) | Died 5| o2 8| 17| 3| 17| 4| o9
| Avtonomic 3| 14] 1] o2] 7| 03] 4| oo
Haematological 10 | 04 o | 19| 25| 12] 4| 09
Hepatoiliary 3| 03 1] 02| 30| 15 2| os
Surgery 10 04 5 1.0 22 11 37 07
Immunological 3 01 5 1.0 11 05 19 04
Pregnancy Exposure 14 05 1 0.2 0 - 15 0.3
Associafions 1 04 0 - 0 - 11 02
Total Events 2653 |1000| 48t [1000| 2021 [1000| 5165 | 1000
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Medsafe comment

The adverse events used in the IMMP study were classified according to SOC using the
IMMP events dictionary. Although based on WHO-ART, the IMMP events dictionary has not
undergone peer review to ensure the classification represents current medical practice as is
the case for WHO-ART or MedDRA. This also means that care must be taken when
comparing the results of this study with other studies using different event dictionaries.

Of the 3,078 adverse event reports in the study, the majority of the reports were identified
from the questionnaire (59.2 %). This data included all reports with on-medicine, off-medicine
and post-medicine events. The remaining reports were identified from NZHIS hospital events
(33.6 %), duplicate prescriptions (3.4 %), spontaneous reports (2.9 %), industry (1.0 %) and
pharmacists (0.1 %).

SN
A summary of all events reports identified by NZHIS hospita?’%@zkage ]g“éﬁahbed in

Annex 5 of the IMMP report. g, Wi

/2\ (\\;’\
Medsafe comment \\i \S
The IMMP hospital data linkage was not validated in_thi. haport Unsdrpris ggly given the lack

of information about these reports, the majority of the

\réports(/( “95\\%) identified by this
method were found to be of unlikely or unclassifiai

ausality in relation to varenicline.

T

The top ten events reported while the patlen&\qs}ékmgwé@ﬁ ine were determined for the
first three years of the study (Table 11).< ll\ vents we mc whether a causal relational
was established or not. The most com erse ev§ eported was nausea.

Table 11: Top ten adverse eventsaﬁ{I;dmg both t{a@s ) ﬁlfd coincidental events in the first
three years of the IMMP study/ nnex 6) = o

Number

off-med Rate per

events 1000 pts
N_aqse,g‘i i 358 7 05
o Acsigéntst”” %0 7.0 50 39
" Deprassion % 76 8 06
~—fnéomnia 83 65 2 02
Headache 62 48 4 0.3
Neoplasms! 40 31 21 16
Dreams 59 46 0 0.0
Paroniria 59 46 0 0.0
Fatigue 48 37 7 05
Vomiting 50 3.9 3 02

! The event terms ‘accidents’ and ‘neoplasms’ include within each print code sub-
groups of different accidents/neoplasms

Medsafe comment

All the top ten events are listed in the New Zealand data sheet with the exception of
accidents, neoplasms and ‘paroniria’ (nightmare). ‘Abnormal dreams’ is listed in the New
Zealand data sheet. It is important to note that all events were included whether a causal
relationship was established or not.

Medicines Adverse Reaction Committee: 14 March 2013
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The adverse events that were identified in the top ten clinical groups were determined (Table
12). All events were included whether a causal relationship was established or not.

Table 12: Top ten clinical groups of adverse events including both causal and coincidental
events in the first three years of the study (From Annex 6)

Clinical grouping /
Event Event : s
Mausea & vomiting Anorexia i2 023 1 0.08
Nausea 358 2788 5 T 085 | /¢
Vomiting 2 | 38 | (A 02 SN\
Sub-group total >/\ S (Eaee. I,
Sleep disorders Dreams 59 /ABS T i) 008 U /
lnsomnia 83 646 ) 20 048
Insomnia worse AP s | <aP\ooo
Paroriria o as0 [ (o) 000
Sleep distwrbance LN NN 0.16
Sieep distwrbance worsa. |\ 1 Qe > 0 0.00
Sonambusm S 1 | \vees ]’ o 0.00
| subgrouptotal | 4 0.31
Depression and Depression. - | _.9&}\ 763 8 0.62
suicidality Depressm e S 0 258 > 016
ATeatd " hou s 047 D 0.00
(G sefimpryworse 2} 4 008 0 0.00
O QO a|  oat 2| ote
N\ | Suicidatidedtion > 16 125 0 0.00
S N \ | Buicide "\ 1 0.08 2 0.16
N2 | Suicide attempt 1 0.08 2 0.16
AN\ utivaton impared 2 0.16 1 0.08
ST 0 [Subgroup total n |
Accidents |\ /| Accidents | =0 701 50 | 389
/< >\<_ Sub-group total 50 3,80
| ﬁqﬁi;i/é%i%ggitétian Emetional Iability 8 047 1 0.08
PN RN Anxiety 32 249 0 .00
. Artiety worse g 070 1 0.08
= Restiessness 2 0.16 0 0.00
cont'd Speech disorder 2 016 ] 0.00
Irrtability 75 195 3 0.23
Imitability wotss 2 0.16 0 0.00
Panic 9 070 0 0.00
Panic worsa 1 008 0 0.00
Siress reacion i3 117 5 0.39
Stress reaction warse 0 0.00 f 008
Agitation 7 055 0 0.00
Aggression 13 EH 0 000
swanpos | e

Medicines Adverse Reaction Committee: 14 March 2013
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Headaches and Headache g2 483
migraine '&53!'3!']9 7 055
Migraine more freguent 2 0.18
Migraine recurrence 1 008 ;
sivgowroa [N 055
Tiredness/fatigus Exhaustion 2 0.18 o 0.00
Fatigue 48 374 7 055
Heavy fecling 1 008 1] 0.00
Weakness 1 0.08 0 0.00
Somnolence 19 148 1 0.08
Sutrgroup total e e
Respiratory infections | Fiuike iliness 10 078 7 055 /g\
Infusnza 4 831 N1 QB NS
Viral infiaction 4 ENZANNE N
Praryngits o | Cote, 5| ow
URTI 22\ 171 12 0.93
Respiratory infection oatowas | 000
Sub-grouptotal _(ww" 25
Gastro-oesophageal | Chest pain {oesophageal} \ ‘,é‘/ }H{{ 2 016
ref Heartourn = 3 | 023 0 0.00
Oesophagits O o) \\gos” 1 0.08
Refiux dyspepsia _) ) 21 N\ 164 2 0.16
Aodogiealpain weper |\ 023 o | oo
Dispepsia)/ ﬁ;'\ 27| osa 1 0.08
o Dyspépgﬁmse 5\ J\J 1 0.08 0 0.00
s t’f_ “Epigastric pain. ; [ 047 1 0.08
g/\\( Bastric ulest 75"":1 N 0 0.00 1 0.08
\<\(/>ﬁ Gastits >\, 4 031 1 0.08
/ é”/\ - 7\/ Ol leadng 0 0.00 1 008
e o\ Subgroup total 0| o
3 }!yncardial mﬁgem:a\ \Angina g 0.47 3 0.23
- | angina warse 2 0.16 0 0.00
<</§ Gomoay Saliomocy 1 0.08 0 0.00
wWorse
F Ischaemic heart disease 2 0.16 0 0.00
) Chest discomfort 1| oo o [ o0
al Chest heaviness 1 o.o08 1 008
Chest pain 16 125 8 047
Chest pain worss 7 055 0 0.00
Chest ighiness 2 0.16 0 0.00
Myocardial infarction 8 062 5 0.39
Myocardial infarct worse 1 008 0 0.00
subgoptosl [N 5 | 10
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Medsafe comment

The adverse events classified in this table have been grouped by clinical group and not by
SOC as is standard. The methodology for determining these grouping has not been stated.
The groups do not correspond to validated groups as defined by MedDRA or WHO-ART. For
example, in MedDRA there is no equivalent group for the IMMP gastro-oesophageal reflux
group. The terms included in this IMMP group are spread throughout multiple HLGT groups
in the gastrointestinal disorders SOC in MedDRA.

The top ten adverse events and the top ten clinical groups included all events and were not
restricted to those events assessed as having causal relationship with varenicline. The

majority of the top ten events are single events yet accidents and neoplasms include all
subgroups.

Of top ten events identified in the IMMP report the only individual adverse event noi\hsted in

the New Zealand data sheet is ‘paroniria’ (nightmare). ’Nfghtmare*sl’{oyld be mcludea’ in the
New Zealand data sheet.

——
3.41 Psychiatric Adverse Events P

A E \
There were 765 psychiatric adverse events in patlents on varemc!me tr\agtment identified for

the first three years of the study (Table 13). S X >

.\// /} 5 e

Table 13: Psychiatric events reported in the flrstthree years of the IMMP study (From Annex 6)

Psychiatric system organ class \:\\
— e
©
Clinical sub»gtwpr‘fj’ \EVEI'IE ))
SIeepmsord/e;{\ \\ '} insomertta 8 648 2 0.16
(C_— N psomriaworss® \ ] )) 2 015 0 0.00
A~ )| seepasttiancel” | 46 358 2 0.16
A N smpamumamv@rse 1] o008 o | o000
Jo \ Sanambulism— 1 0.08 o | o000
St Dreams., . 59 4.60 0 0.00
AN Q| Peronica” 59 4860 0 0.00
B, ) Subgroup fotal 4 0.31
Y LN/ | Tiredness events> | -Exhaustion 2 0.16 0 0.00
\f“.\ Faigque 48 374 7 0.55
NG i i \\‘\\R Somnolence 12 148 1 .08
y _;.:‘_ e ,/\ Heavy fedling 1 0.08 0 0.00
P o Malaise 16 1.25 1 0.08
2 e Weakness 1 0.08 0 0.00
C AP Sub-group total 9 0.70
; ;j;;\'“\ Degression Depression 98 753 3 062
sy S ‘\ Depression worse 4 358 2 0.18
N Teartul 6 047 0 0.00
Motivation impaited 2 0.18 1 0.08
Sub-grotip total 1 0.86
Suicide & selfharm | Suicide 1 0.08 2 0.18
Suicida atiempt 1 008 2 0.18
Overdosa 4 031 2 016
Self injury worse 1 0.08 0 0.00
Suicidal ideation 16 125 [ 0.00
Sub-group fotal 6 0.47
Mood disorders Mood swings 2 158 0 0.00
Emofional iabiliy 6 047 1 008
Mood elevation 3 023 1] 0.00
Mood altered 7 0.55 0 0.00

Medicines Adverse Reaction Committee: 14 March 2013
Page 16 of 50




Varenicline — IMMP Study Report Revised CONFIDENTIAL

Psydﬁaﬁc_sys!em_ an class

Clinical Event.
contd Hypomania

Sub-group total i
Anxiely disorders Anxiaty 32 249 0 0.00
Anyiety worse ] 0.70 1 0.08
Iritabilty 2% 195 3 023
Iritability worse 2 016 0 0.00
Paric g 970 ) 0.00
Panic worse 1 0.08 i} 0.00
Stress reaction 15 147 5 na3a /<
Stress reaction worse 0 0.00 q 0.08 /;—}x
Restlessness 2| o NN <,\&
Sub-group total \Véﬁ\>vﬂ-'f3 % \\L__:‘/)
Aggressive reaciions | Agitafion 7| e N o| o0 %
Aggression 13 | —~g01 o| 6|
Sub-group total o <o
Cognitive changes | Depersonalisation AP 1sd Aoven |
Afitude change L~ 0w | A\ ) poo
Benaviourabnormal I \1 | 008 /< 0" 000
Concentration impaiced™ [\ %6 |  1.28 ] o
Furiction impaired \ 4 1 tﬁﬁ) T ] 0.00
Thinking @bnormal. 3 howeds o| o
Confusion >/ Ca\\ogs 1 0.08
( 0 0.00
75 5
0 0.00
) 0.00
) 000
0 0.00
0 0.00
0 0.00
0 0.00
> g anety 5 -
depression
Withdrawal depression [ 047 0 0.00
Withdrawal symptoms 14 1.08 0 0.00
NN Sub-group total 0 0.00
/82 lcoholfSubstance Drug abuse worse 1 008 0 0.00
\/ o Substance abuse worse 1 008 o 0.00
/7 \ O
\F\\ Alcohol abuse 2| o6 1| os
N Alcohol abusa worse 2 0.18 1 0.08
Sub-group total _ 2| o6
Other Nemory impalrment 6 047 0 0.0
Speach disordar 2 0.16 0 0.00
Anorexia 1 008 0 0.00
Subgroup total o] om
Total ST T

The most commonly reported psychiatric events were depression, insomnia, dreams,
paroniria, fatigue, sleep disturbance, depression worse, anxiety, irritability, depersonalisation,
mood swings, somnolence, malaise, suicidal ideation, concentration impaired, stress reaction
and aggression.

Medicines Adverse Reaction Committee: 14 March 2013
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Of the most reported adverse events in the IMMP psychiatric SOC, ‘paroniria’, ‘sleep
disturbance’, ‘depersonalisation’, ‘concentration impaired’, and ‘stress reaction’ are not listed
in the New Zealand data sheet. Although ‘sleep disturbance’ is not listed, ‘sleep disorder’ is
listed. Difficulty concentrating is mentioned in the New Zealand data sheet as being
associated with smoking cessation with or without treatment.

The clinical sub-groups used by IMMP do not correspond to validated groups as defined by
MedDRA or WHO-ART. The IMMP sub-group of suicide and self-harm includes overdose.
This is in contrast to the international accepted MedDRA terminology where overdose is in
the injury, poisoning and procedural complications SOC; HLGT: medication errors; HLT:
overdoses. In MedDRA, suicide and self-harm are in the psychiatric disorders SOC; HLGT:
suicidal and self-injurious behaviours NEC; HLT: suicidal and self-injurious behaviour.

It is important to note that all events were included whether a 09usal relattonshgo was
established or not. \ R (
RN \ N

The numbers of adverse psychiatric events that occurred whlle on—medlcme and off-medlcme
that were assessed as having a probable, possible or hkely relatlonst with varenicline
treatment are shown in Table 14. A description of the WWHO causallty assessment is included
in Annex 8. Suicide/suicidal ideation were excluded fram this table as these events are

discussed later in the IMMP study report. Wlthdrawal ev’en’ts were also excluded as causality
assessment was modified for these events. ..~ N 5

Ve
R O

Table 14: Causality assessment for psychiatrlq adverse events both on-medicine and off-
medicine for the first three years of the: IMMP study N\

AR
N

e ] Nmber qumsassessedashamq causal
Psychiatric system organ class) NG | relationshig=with varenicine
Clinical sub-groip | Event.” e etehts‘ ERFEENET
Sleep disarders. < | insomiia [ AT 3 | 47 | B2 {96%)
(C 7}}/ Tsomniawoee’ | 2 2 2 (100%)
7)) | Sleepdistirbance” —|” 48 16 | 31 | 47 (98%)
AT | steep disturbanceworse 1 1 1 (100%)
AL N | Somnambulsm. 1 1 1 {100%)
M\ “|.Dreams : 59 28 |0 | 38 (W
A NNV Parohitia £ 35 | 24 | 59 {100%)
p RN\ Sub-group total 255 | 0 | 115135 ] 250 (98%)
(> N/ Tiredness events ™. | Exhaustion 2 1 1 {50%)
ol / R\ Fatigee 55 22 | 23| 5t (93%)
S \ v/~ | Somnolence 20 10] 9| 1@
NN ] 7= :“\\ A Heavy feeling 1 1 {100%)
N ( N Malaise 17 g [ 7] 15 e
\ i Weakness 1 1 1 {100%)
y / P e Sub-group total 9% | 0 [ 41| 471] 88 92%)
N | Bepression Depression 106 | 1 |28 |20 | 98 (@m
s ; > Depression worse 48 18 | 28 | 47 {98%)
e "\\' Tearful [ 1 3 2 6 (100%)
[N 3 Molivation impaired 3 2 |1 3 {100%)
N ) Sub-group total 193 |2 |71 |81 | 154 (ma%)
A Mood disorders Wood swings 20 14| 6 | 20 (100%)
Emofional lability 7 5|2 7 (100%)
ood elevalion 3 2 2 {67%)
Kood altered 7 1ls 7 (100%)
Hypomania 2 2 2 {100%)
Sub-group total 30 | of20]18] 38 @9%
Anxiely disorders | Anxiety 2 15 | 17 | 32 (100%)
Anxiety worse 10 5|3 & {80%)
Iitabity 28 18] 9| 27 e
Initability worse 2 1] 2 {100%)
Panic g 4|5 9 {100%)
Panic worse 1 i 1 (100%)
Siress reaction 20 1 8 9 {45%)
Siress reaction worse 1 0 {0%)
Restlessness 2 1 1 2 (100%)
Sub-group total 105 | 0 [46 | 44 | 90 (86%) |
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Psychiatric system orga
Clinical sub-group | Ea | (o
Aggressive reactions | Agitation ' 3|3 6 [86%)
i 13 10 ] 3| 13 (100%)
b- i 2 o136 ]| 19 (5%
Cognitive changes | D tion 2 1318 | 21 (100%)
Affitude change 1 1 1 [100%)
Behaviou abrormal 1 1 1 {100%)
Concentrafion impaired 18 0] 6] 16 (9%
Function impaired 1 1 1 {100%)
Thinking abnormal 3 3 3 (100%)
Confusion 4 2 |1 3 (75%)
Disorientaion -1 1 (100%)
Sub-group total 500 | 1 |30 (16| 47 (94%) \
Psychatic events Hallucinations 4 212 174 toow A e
Peychasis 1 1 {8 Puoowy | 5 X
Maric depressive 2 O N N
Psychofic reacion 2 SRR
Paranoia 5 4 | 5 (00w \\(
Sub-group total uAols (7] sew | 7
AlcoholSubstance | Drug abuse watss WA RN
abuse Substance abusewarse | <07 (I opw®
Alcohol abuse ANy QRN (33%)
Alcohol abuse worse ™~ N\ )3 ik 1 (33%)
Subgrouptotal — > {8 | o-lo 2 17 2 5%
Other Memory impaiment™. 1~ 8 B 1 B (100%)
Speech disdeder )\ WV 2 e 2 (100%)
Anorexia '/ TANNDY 1 (100%)
Sub-group total ol els 1] 9ann
Total e s ) s [ 6] 710 ey

NI R IR
" Includes all‘on-medicine and off-medicine events
? Causal relationship: 1=ce in2=probable, 3=possible

V) \ -.\‘\//ﬁ\.:'./\/ ) ) /n.,.,_‘>\ N 5 .
Of the 759 adve.rée/;ﬁ'sychlatrlc/\.\e\[e\nts.f/‘(both on-medicine and off-medicine) that were
included in this analysis (suicide a}Qw&hdrawal sub-group events were excluded), three (0.4
%) were assessed as-certain; 350 (46.1 %) were assessed as probable and 357 (47.0 %)

were assessed as possible (50:3.%).
) NN AN
()N O\ VAT

Medsafe éobgﬁiént N\

Of note, the numbjejl‘r\\g\{n 1 the totals are incorrectly added and should be as follows: 759, 3,
350, 357 and 710, )

. “‘\\\}

The cauw!%{%ss ssment table is displayed in events and not cases (eg, the events
depression and-tearful assessed as having a certain causal relationship with varenicline are
the same&:@e

The data sheet for varenicline currently contains a precaution regarding psychiatric
symptoms and psychiatric adverse events from post-marketing experience (1). The data
sheet also states that discontinuation of Champix was associated with an increase in
irritability, urge to smoke, depression and/or insomnia in up to 3 % of patients. Patients and
their families are advised to monitor for changes in behaviour or thinking, anxiety, psychosis,

mood swings, agitation, aggression, depressed mood, suicidal ideation and suicidal
behaviour.

Medicines Adverse Reaction Committee:; 14 March 2013
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Adverse events reported from the clinical trials include insomnia, abnormal dreams, sleep
disorders, fatigue and somnolence (all common) and panic reaction, bradyphrenia, thinking

abnormal, mood swings, restlessness, malaise, circadian rhythm sleep disorder and anorexia
(all uncommon).

Psychiatric adverse events from post-marketing experience in the data sheet include
depressed mood, agitation, hallucinations, changes in behaviour or thinking, anxiety,
psychosis, mood swings, aggressive behaviour, suicidal ideation and suicide.

The IMMP report concludes that there is a causal relationship for the majority of these events
and that psychiatric reactions including ‘sleep disturbances’ and ‘symptoms of depression’
are common adverse reactions to varenicline.

The IMMP report notes that an important confounding factor for psychiatric events is smoking
cessation which may cause symptoms of psychiatric illness in some_ patients and that other

important potential confounders are a past medical hlstory \Of\ psychaa’trlc {llness and
concomitant medications.

Sy \V~>

The IMMP report recommends that the data sheet needs strengthenmg\a\nd ‘should include
the New Zealand frequency of adverse events. e

In December 2009, the MARC was presented w:th a report follawmg completlon of the first
year of follow up of the IMMP cohort. Psychlatric events accounted for one third of all events
identified in the IMMP study at this time, The MARC noted-that the majority of these events
were now listed in the Champix data sheet The MARC agreed that no regulatory action was
required at the time and that Medsafe would report back to the MARC as necessary.

In May 2009, a Prescriber Update article Wwas" publlshed on psychiatric reaction with
varenicline following a recommendatton from ’the MARC (3).

Medsafe comment - NN

- N

The IMMP report conoludes fhat Ihere !S ‘a causal relationship for the majority of these

events. However, ‘only a couple were assessed by the IMMP as having a certain causal
relationship wrth varemcﬁne ol

\
N

The data sheet for varemclme' currently contains a precaution regarding psychiatric
symptoms and psychf/a\tnc ‘adverse events from post-marketing experience. From the
evidence in-the report, Medsafe consider that the data sheet currently contains sufficient
information regarding psychfatnc events.

s \// :
It is not normalafo \add rates from an observation study unless there is a comparator group
and a ca_l_culé‘tea; HR/OR.

The spo‘hééf"is currently conducting a phase 4, randomized, double-blind, active and
placebo-controlled, multi-centre study evaluating the neuropsychiatric safety and efficacy of
12 weeks varenicline tartrate 1mg BID and bupropion hydrochloride 150mg BID for smoking

cessation in subjects with and without a history of psychiatric disorders. This safety study is
due to be completed 2016/2017.

The sponsor has recently completed a safety study on varenicline use compared with
placebo in patients with a current or past diagnosis of major depressive disorder (Annex 9).

Subijects in the varenicline group had a hiaher likelihood of guitting at week 12
q and at week 52 ﬁ Psychiatric scales were
i

ncluded for safety assessment and did not show a difference between the two grouis.-. i
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In a recent US study on current smoking, adults aged greater than or equal to 18 years who|
had a mental illness had a smoking rate that was 70% higher than adults with no mental
iliness (36.1% v 21.4%)(7). The average number of cigarettes smoked in the preceding
month was higher among adults with a mental illness (7). In addition, adult smoke;,s with a
mental illness were found to be less likely to quit than adults wizpout mental ill/_,{i@@& This
highlights the need for increased access to prevention and-© ce(fs\%ﬁon efforts-.in this
population. A >w e e
Recently, another study in patients who were attending sn%ﬁilﬁ\eessatfon chinics found that
those who relapsed six months after treatment had s'gn{ﬁcantfj} hig/l;,gf?a\qﬂe‘tj‘z scores than
those who remained abstinent (8). The increase in ﬁh}_(ié’fy-}scores,fgomf-‘bﬁ}seﬁne in patients
that relapsed to smoking was largest in patients wiﬁ\ka” current psyﬁﬁia}ff&)disorden

\ ¥ N

3.4.2  Suicide and Suicidal Ideation
Suicide and suicidal ideation adverse. ‘év\-%t‘svwme identifiedin patients for the first three
years of the study (12,839). Deaths were. identified- rom IMMP questionnaires, spontaneous
reports and linkage to national mpr&,t;atity data set/s/f,;\-_‘ “ \\ )
o7 .

All cases of completed suicidé ‘and fatal ove-ﬁdoi\ewigere included in the report including those
that occurred up to six months aftér sto ping-varenicline. Each completed suicide case that
was identified was followed up for further information from the patient's doctor. Post-mortem
reports and coroner's.reports were qb\tg_hj‘_ec\:l\vhere possible.

A T
There were fiveccases of completed suicide and one case of fatal overdose (Table 15). Of
the six cases; one’ o__;'z‘éurred whilst. the patient was on varenicline treatment, two occurred
within a month<of> stopping -and three occurred two to six months following varenicline
treatment. Three-of the Six cases appear to have a history of depression. The IMMP report
estimates the risk of.’t;‘bfn\plgft-ed suicide at 2-5 per 10,000 patients for patients that are on-
medicine, off-medicine and’post-medicine.

5

50
Py
RS

M
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Table 15: Completed suicides and fatal overdoses identified in the first three years of the IMMP
study for patients on-medicine, off-medicine and post-medicine

Report. ‘Sex,Age | Varenicline freatment | Adverse Ewms whilst on | Time from last dose to | Date of denth Comments
Number | e o 2ok treatment death AR :
Dg4971 A ‘ ? Depression On medicine

Reported to be on anti-
depressants
Info lackine about this case

H95663 M A Nil reported Death identified from NZHIS
; URTI (of med) (est . after end cf.
Dreams days
g
HS7205 X3 ‘ Nii reported days No other medicines
— ' No history of depression
FO3415 F.. ‘ - Tnsomnia = davs Worsening depression did not
Depression, worse . Tesolve on cessation of
varemicline freaiment
H95151 M. 4 Headaches days Coroners report menticns
‘ - . possible depression.

E Ty 7 ' :
8 S

\/\

In addition, there were:
e two reports of suicide attempts (R85041 on-medicine, and H96377 off—medrcrne)
one report of suicide attempt recurrent (F90023 offvmedrome) =

two reports of intentional overdose (F83212 and F933‘|1 both | on medlcrne)
one report of intentional overdose recurrent (H88619 on- medloine)

Of the six cases, five were assessed as hav;ng 2 p0351ble causal relationship with
varenicline. W

Another four reports of intentional-overdose were identified occurring more than one month
after stopping varenicline. However all four cases post—medlcme were assessed as ‘unlikely’
or ‘unclassifiable’. T'.{ TN
5 V!
There were nine reports. of non-fatal ove\rdose |dent|f1ed of which:
e one occurred ina patlent takmg \(aremchne (H95813)
e two within a month of stopplng treatment (H89071 and H93373)
e  six occurred more than one month after stopping varenicline (one of these reports is the
same pa’uent who had. reported a suicide attempt off-medicine).

A possrble oausal assooratron was considered in three of non-fatal overdose cases (two off-
medicine reports and one post-medicine report). The report of overdose whilst the patient
was taking varemclrne Was assessed as unclassifiable.

There was atso)one report of intentional self-injury worse in a patient taking varenicline. This

patient was. reported to have a history of self-harm. This report was assessed as probably
assocrateol‘wrth varenicline treatment.

Suicidal ideation was identified in 16 reports that occurred while the patient was taking
varenicline (Table 16).

In order to further evaluate whether the suicidal ideation experienced by these patients might
have been due to smoking cessation itself, cases were examined for further information
regarding smoking status. Of the 16 cases of suicidal ideation identified, there were two
cases where the patient continued to smoke during varenicline treatment. The IMMP report
notes that as both of these patients continued to smoke whilst taking varenicline the suicidal
ideation was not likely to be due to smoking cessation.
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1. D87063: o [ \oman with no previous history IEEREEEEEE o

reported feelina suicidal after -; varenicline treatment.
2. F92431: a

SIS \oman with no previous history (NS \ho
reported feeling suicidal after h » varenicline treatment

Of the 16 reports of suicidal ideation identified, 14 reports had a positive dechallenge. The

IMMP report estimates the frequency of suicidal ideation is patients taking varenicline as 12—
17 per 10,000 patients.

Table 16: IMMP reports of suicidal ideation for patients in the first three years of the IMMP
study

FB‘1563 %ngu;dal Agﬂz:tryan, ' ' mh;;m 2 | Possible Atenolol ilox;d smohnga
afion | andely, n G Jay
F slesp Tecovered ' of reatment 2nd /Z\
disiurbance /\/ unknown if 5] \
depression § sined absiinert
Da1761 | Suicidal @ssion Withdrawn | 2 | Probable inl Noinformation '\ | >
& i |7 @@ o A RN
F {over @, 4 A '“->"
RB2695 | Suicidal | Depression Withdrawn| 2 | Probable “hal No information”””|
) ot | ey, | @ | @9 mproved [ & \ \
W N
D83203 | Suicidel | Depresson Widrawn | 2 | Probable ) Nl | Noinformation
- - S
un [dealion ' Improved ) = — "-\,g
(‘k) . P 7 > s
F > Pl SO
R83455 Suicidal - Withdrawn 1 -Probiabl v BN /| No information
& ldeation . ’ Improved A '\\I\Q\ h \\\_;/
F ) )
DEFB4ST5 | Suicidal Depression, Wiithdr: e \FQS'EIEE info Unknown
& Ideation , worse . . Impt a%z?}}- > -/-\
F GFCourse! | Toverdose \‘* I>
i
NS
\‘ ™ \ A \\. \\\/
087063 Suicidal Consfipation ’ ‘ Withdr / 2 Probable ™. g Nit Did not stop
ﬂk) Idealion v \\ Improved = NN \
‘ ! L
F DN Y P
F87138 | Suicidal | Depression < Withdrawn | /1 ?%'@}!e Nil Stopped smoking
@ |deation Consllpaﬁon\’\i}/ Unknown | E( \ N\ ' betweer g2 day
F I&d oM RN | of reatment but
;\ | \\\ ¢ </> \\\\\_/ / restarted
P == )/ \\‘ A
FBT138 | Suicidel \ ["Paroniia. < | @@ - :Th%.ﬁqu\ . 2 | Probable hil Stopped smoking
o Ideation | Depression ' "* Improved ™./ . afterg@irday of
[ /7~ | Agaression OOE -& lrealment and
S AN ) O \\ remained abstinent
Y ,’\ SoNlER wiith hypnosis
R&FB833L | Sumdal\ Depressm?, '\ Withdrawn 1 Probable Cilalopram Slopp=d smoking
A Geatic worse N\ . Improved oesirogens between@® day
RN i Vo conjugated of realment but
o LW / { S reslarled
2 VN e e
~|Re948E | Suicidal — |\Depression, Withdrawn | 2 Probable Metformin Slopped smoking
\’ Ideaﬁ(n"\ v\:ogsé\ ) . ' Improved oeslrogens §EPmonth before
14 Ji'% N (afterglr) conjugated onsel of suicidal
AOSORN SN | clonidine, ideation
R VN I 4 - omeprazole,
5 ! temazepam,
" simvaslatin
{gw %\:gda? Iritabilty q & ‘;’v’ig:dulh:\;n 1 |Probable - oegvog:rf Unkagun
= m| conjugale
RN {witin
( «C ! i &
\ F82431 | Suleidal | - Withdrawn| 2 | Probable | g Nif Did not stop
% Idestion . . Improved '
F
F93903 Suicidal - Withdrawn 2 Probable Nit Slopped smoking
> ] |deation ' ' Improved between =@t day
F . of treatment,
butresfarted
RS7360 Suicidat Depression, . Withdrawn 2 Probable Naproxen, No information
? Ide?:licr:saé worse 4 ::mgrjgi Iorat:_din;,
ou aftc g symhicol
D94711 Suicidal Parancia ’ Withdrawn 2 Probable ' Nil Slopped smoking
& Idealjon Emotional ' Improved week before
[t} -Selfharm | Tabiity onset of self harm
thoughts thoughls

Preﬂx denotes source of report F=questionnaire, D=drug company and R=spontaneous report
Unlt for time to onset h=hours, d=days, w=weeks and m=months

Seventy 1=severe and 2=not severe

* Course = course of varenicline
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The data sheet for varenicline currently contains the following precaution about
neuropsychiatric symptoms including suicidal ideation and suicidal behaviour (1).

Precautions>Psychiatric Symptoms

Serious neuropsychiatric symptoms have occurred in patients being treated with
CHAMPIX. Some cases may have been complicated by the symptoms of nicotine
withdrawal in patients who stopped smoking; however, some of these symptoms
have occurred in patients who continued to smoke. Although a causal association
between CHAMPIX and these symptoms has not been established, in some reports
the association cannot be excluded. Patients being treated with CHAMPIX and their
families, should be alerted to the need to monitor for neuropsychiatric symptoms
including changes in behaviour or thinking, anxiety, psychosis, mood swings,
agitation, aggression, depressed mood, suicidal ideation and suicidal behaviour.
Doctors should discuss the efficacy and safety profile of CHAMPIX wn‘h\ atients
attempting to quit smoking with CHAMPIX and advise them of the possible
emergence of neuropsychiatric symptoms. These symptofns as well-as worsening of
pre-existing psychiatric illness, have been reported in-patients attempting to quit
smoking while taking CHAMPIX in the post-marketing experience, Patients and their
families, should be advised that the patient should stop taking CHAMPIX and contact
a health care professional immediately if changes in behawour or thinking, agitation
or depressed mood, that are not typical for: tl{e patient a(e observed or if the patient
develops suicidal ideation or surcrda! ‘behaviour In’ many- post-marketing cases,
resolution of symptoms after drscontmuatron of CHAMPIX was reported, although in
some cases the symptoms persisted; therefore ongomg follow up should be provided
until symptoms resolve. Patiefits and their fammes ‘should be encouraged to report
any history of psychiatric illness. ptior to mrtratmg treatment. Patients with serious
psychiatric illness such <as schrzophrenra  bipolar disorder, and major depressive
disorder did not pamcrpe;te rn 'the pre-marketing studies of CHAMPIX and the safety
and efficacy of CHAMPIX i such ,oafrents has not been established.

The data sheet also mentlonethat there ee been post-marketing reports of neuropsychiatric
symptoms such as~ su/cxdel ideatlon and suicide in patients attempting to quit smoking while
taking Champlx < >

2 \ \ s >
The IMMP freport concludes that suicidal ideation is causally associated with varenicline
treatment: and- recommends that Medsafe consider whether the data sheet needs to be
strengthened but have notorovrded details of how or proposed wording.

A

Medsafe comment, \ —

The only case of comp!eted suicide reported whilst the patient was taking medicine had
limited information _Two of the remaining five
cases of completed suicide that occurred off-medicine or post-medicines appear to have a
history of ‘depression and one case had basal cell carcinoma. Concomitant medications,
medical history and smoking status are not known in all cases. The report does not provide
sufficient evidence to assess causality for suicide and does not compare the incidence
against the background incidence. No evidence is presented to show that varenicline had
induced a series of effects resulting in suicide in patients no longer taking varenicline.

To determine if the reports of attempted suicide or intentional overdose were causally related
fo varenicline treatment more information is necessary including concomitant medication,
smoking status and psychiatric history.
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There were 16 reports of suicidal ideation were identified in patients taking varenicline. Of the

16 reports, seven patients had a history of depression. Smoking status was unknown in
seven reports.

The New Zealand data sheet for varenicline contains a precaution regarding psychiatric
symptoms that includes information about the need to monitor patients for neuropsychiatric
symptoms and that the patient should stop taking varenicline and contact a healthcare
professional immediately if changes in behaviour or thinking, agitation or depressed mood,

that are not typical for the patient are observed, or if the patient develops suicidal ideation or
suicidal behaviour.

The IMMP report concludes that suicidal ideation is causally associated with varenicline but
has not acknowledged the limitations of the data including other medicines, relevance of past
medical history, social factors and potential triggers.

# A3
Suicide-related events are routinely monitored by the sponsor\?nzﬁe PSUR./IB» e latest

B e
PSUR, no new safety concerns were identified as a result of th.g\% of th\/e':{ EanggQ

The company is currently conducting a safety study in paﬁg@ﬂ? and wi?@?a history of
psychiatric disorders. This may provide further informaf\f)om. i) §

2 SR o

oy = :

Medsafe considers, given the evidence provide_q;"/, e IMMP re‘p/ﬁo N

contains sufficient warning about suicide and géfe@eid&ﬁon QAN

current data sheet

,.1/\\\\\/\1/: \//\\ =
3.43 Memory Impairment L NN
“ N A \>/Q

- ST
There were six reports of memory imp rment ideﬂti\ﬁ\e_@_\'@\the first three years of the IMMP
study (Table 17). Further analysis-identified seven nore’reports in the total four year cohort
(Table 17). The results of this WMR\;ﬁview /yv_e_[e\p"‘\ hed online as a letter to the editors in
the European Journal of Cji@ic‘\@prmaco(qgmqﬂecember 2012 (9) (Annex 10).

A
=%

\

(Lo R et/
Of the 13 cases, four were considered's vere and 11 patients were less than 60-years-old at
the time of the report. The four sevé\r@:&& included one patient describing ‘periods of total
memory loss’, one’ pﬁtieht forge‘fﬁn:g}tb"jcollect her children on three occasions and one
patient report/ip{g”,\to\hg;(xj'octq; that memory loss affected her ability to work.

// \\‘,x \/,.___\7. \/ ] ; g
In nine ft-th}\\j:;’rcasefs, 'VBE'E{Fh/Qﬁ/ne treatment was withdrawn and eight of these patients
reported Y«jrﬁﬁfovep)fer%‘ﬂﬁe IMMP assessed the relationship of memory impairment with
varenicline as probable inj\; ine cases, possible in three cases and unclassifiable in one case.

NN
The IMMP r/?o//-ﬂffkﬁes that possible confounders such as smoking status and medical

N

history were\-opsld\gred in the causality assessment.
AN\

The IMMP\@dort concludes that 12 or the 13 reports suggest a causal relationship between
varenicline-and memory impairment.
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Table 17: IMMP reports of memory impairment identified during the four year IMMP study

CaseNo [ Age/ [Dose’ |Onser” [ Severe [ Action’ DR Concurrent Events Concomitant Medicines
b (mg | (Dar ) Ouicome Causalin®
1 F' ' - Yes Withdrawn/ 2 Depression Zopiclone, norfripiyline
Improved {for pre-existing insommia)
2 M‘ '- Yes Withdrawn/ P Thinking abnormal
Emproved
3 F‘ Yes Withdrawa’ 2 TIA-Hke events, dizziness,
- wed blurred vision hvperihyroidism
4 Fgq Yes Withdrawn/ 3 Anxiety,
' ' - No menopausal svmptoms
S mprovement
5 x No Withdrawn' 2 Poor conceniration, Conjugated estrogens
F' ' - Improved depression
3 M - No Med contimaed | 3 Irritability. worse
fg = oved
7 M' G No Withdrawn! 2 Anviety
_- - Improved
) z ; No Withdrawn' 2 Dy Mouth
M‘ . - oved "
9 F' — ™o Withdrawn/ ] Nighimares, depression. Amitriptyline, omeprazole
P - Improved poor concentration, \taght v/ bendrofluazide (:illstmed prior fo
increased. constipafion . &aremchnc} ( v
10 M - N Med comimued | 3 Nil reporced 3 X p ;
11 P' - = No Withdrawn/ 2 Nausea, b.natms: ; T
_F. - Improved * .
12 Fi No Dosesedoced | 2 Sweating, s}cep d:srm'bancc N
' ' - Enproved mafaise) - : g
13 M, No Unknown/ [ P N R T
' l g Unknown K £ N F7SONNS
! Da|ly dose of varenicline at time of adverse event, . NNl 5 \\\f\-\':-w -~
Tlme to onset of memory impairment after startmg varenlcllne TR O
Total duration of varenicline freatment ~ N

AN\
Actlon taken regarding varenicline treatment . e

® Relationship of memory impairment with-varenicline accordmg to causahty assessment performed at
the IMMP. Relationship 2 = probable 3 = possab[e 6 = uncla\ssmabie

The Canadian Institute for Safe Medlcation Practlces (ISMP) has reported nine cases of
memory impairment identified.| in trye FD _data sets for varenicline and suggest this may be
linked to vasodilation or. vasoconstnc‘tlon However, no information about the cases is
provided (10). B \

Memory mpatrmeht/ s~ not listed: m the New Zealand data sheet for varenicline. The
varenicline data sheet states that difficulty concentration has been associated with smoking
cessation with.or W|thout treatment Thinking abnormal and bradyphrenia are also listed as a
adverse évents in the New Zealand data sheet. The US product label states that amnesia
and mental |mpa|rment was reported during clinical trials. The UK summary of product
characteristics |ISt&dIﬁ|CU|ty concentratmg
£

The report con/ciude& that further research is needed to investigate whether the memory
impairment rs “part of a spectrum of psychiatric events or whether it is related to
cardnovascuiar\effects The report recommends that Medsafe ask the sponsor to include
memory impairment in the varenicline data sheet.

Medsafe comment

Of the 13 cases, one patient had insufficient information to assess causality, two patients
were likely going through menopause, one patient’s memory improved while continuing with
treatment and two patients were also being treated with a TCA.

It would have been informative to get a description of the types of memory impairment for all
13 cases and fto find out the patient’s smoking status. No information was provided on
memory prior to varenicline treatment, concurrent illness or medical history. It is also
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important to determine the background incidence of memory impairment in patients stopping
smoking.

Risk factors such as interacting medicines and other drugs of abuse should be reviewed by
IMMP.

In addition, difficulty concentrating is an expected event following smoking cessation and is
listed in the data sheet as associated with smoking cessation with and with treatment.

In the recent PSUR for Champix, the sponsor reviewed the safety topic of memory
impairment/amnesia and noted no new safety concerns.

3.4.4 Cardiovascular Adverse Events

The data presented in the final IMMP report includes all advers ents in the;cm:ulatory
group identified in patients in the first three years of the study. h\ pg/rg }e of agire\rsé\gvents

in this report is similar to that presented to the MARC in Sept \ /

/

Following the review of the issue of varenicline and cardiov \lar events he MARC in
September 2011, the MARC considered that a[thougi‘VgaTrdlovascuia %tgd safety concerns
have been raised in association with varenicline; causal r;aJat\ N\Shlﬁ has yet to be
demonstrated. The MARC recommended that th,e \fx data s Eei\ updated to include
information about reports of cardiovascular re! t” tk dverse eV asﬁoc:lated with the use of
varenicline. The Champix data sheet was - daté in line™ rjf?\vordmg contained in the
Australian Product information, as recoKnded\by the IVFA/RC

The varenicline data sheet was up %{/d in I%s\y \20v2 to include information about
cardiovascular events in the pre @utrqns SGCtIO)Wi ’Fhe data sheet has also recently been

updated to include lnformatlgn)ab%f a study in subj cts with cardiovascular disease in the
clinical trials section. \ Py (7N
&

o \S)

Precauttons>Cardlovascular1—%9; -

In a smg!e smoktbg/cessaﬁor? {rial-of patients with stable cardiovascular disease,
while car vés ular events Were infrequent overall, some were reported more
frequ?ﬂﬁ( in patients treated-with varenicline. No causal relationship between these

events and. ﬁren:clfne ‘has-been established. Smoking is an independent and major

a%sk Jfactor for card;ovasaular disease (See CLINICAL TRIALS — Study in Subjects
ith. Card;ova;cular Ijlsease)

Adverse c}sﬁPost—marketmg Experience

g v,e/”been reports of myocardial infarction (Ml) and cerebrovascular accident
mpfqgmg ischaemic and haemorrhagic events in patients taking CHAMPIX. In
ajority of the reported cases, patients had pre-existing cardiovascular disease
am@ 'other risk factors. Although smoking is a risk factor for Ml and CVA, based on

tehu;aral relationship between medication use and events, a contributory role of
varenicline cannot be ruled out.

Clinical Trials>Study in Subjects with Cardiovascular Disease

Varenicline was evaluated in a randomised, double-blind, placebo-controlled study of
703 subjects with stable, documented cardiovascular disease (other than or in
addition to hypertension) that had been diagnosed for more than 2 months. Subjects
aged 35 to 75 years were randomised to varenicline 1 mg twice a day or placebo for
a treatment of 12 weeks and then were followed for 40 weeks post-treatment.
Subjects treated with varenicline had a superior rate of CO-confirmed abstinence
during weeks 9 through 12 (47.3 %) compared to subjects treated with placebo
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(14.3%) (odds ratio 6.05; 95% Cl 4.13, 8.86; p<0.0001) and from week 9 through 52
(19.8%) compared to subjects treated with placebo (7.4%) (odds ratio 3.19; 95% CI
1.97, 5.18; p<0.0001). Deaths and serious cardiovascular events occurring over the
52 weeks of the study (treatment-emergent and non-treatment-emergent) were
adjudicated by a blinded, independent committee. The following treatment-emergent
adjudicated events occurred with a frequency = 1% in either treatment group: nonfatal
myocardial infarction (1.1% vs. 0.3% for varenicline and placebo, respectively), and
hospitalization for angina pectoris (0.6% vs 1.1%). During non-treatment follow up to
52 weeks, adjudicated events with a frequency =1% included need for coronary
revascularization (2.0% vs. 0.6%), hospitalization for angina pectoris (1.7% vs. 1.1%),
and new diagnosis of peripheral vascular disease (PVD) or admission for a PVD
procedure (1.4% vs. 0.6%). Some of the patients requiring coronary revascularization
underwent the procedure as part of management of nonfatal Ml and hospitalization
for angina. Cardiovascular death occurred in 0.3% of patients in the varenicline arm
and 0.6% of patients in the placebo arm over the course of the 52 Weekﬁtudy The

key results are summarized in the following table: e \Q“/' i,
/\ N 4 ¥ N N
Table: Rates of carbon monoxide-confirmed abstmence for study in subjects with
cardiovascular disease o~ D \
Varenicline _,’Pla\c;egbp , ,,O_dds ratio (95 % Cl)
n=353 =, n=350 (| pvalue
Continuous abstinence ol A wees /\ 16,05 (4.13, 8.86)
wk 9-12 7.3 % N\\43 2\ Vo<0.0001
Continuous abstinence ey S 3.19 (1.97, 5.18)
wk 9-52 _,19'8“{? i ’j 74/ °\ ; p<0.0001

In addition, atrial fibrillation” arrd palprtatmns are hsted as uncommon adverse events
observed during clinical tnéls \_'\.--/ N\

Recently, another meta anaEySIs of ca}d\rovascular events identified in varenicline clinical
trials has been pubhshed (11). This.review-included 22 clinical trials and concluded there was
no increased risk of caralovascular evshwts with varenicline. This article was included in the
MARC doseuer of the Jine 2012 meeting

N

Medsare comment f
Following a request from the FDA, the company performed a meta-analysis of varenicline
randomized, blinded,- controﬂed clinical trials with treatment duration of 12 weeks or longer to
evaluate cardlovascu!ar safety of varenicline. The company has provided Medsafe with a
copy of the fihal-report (Annex 11). The primary endpoint was adjudicated major adverse
cardiovascularevents (MACE) that occurred during treatment.

m The primary endpoint results of this meta-analysis are
n Figure 2.
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Of note, not all the studies were directed to look at cardiov/a’éc\u{aﬁvé\“ienftg and the 'majority of
the events were from one study Rigotti et al (12). The Rigotti et al. st@dgiw\ s reviewed by the
MARC in September 2011. The MARC noted that the Rigotti.et al. study-was not designed or
sufficiently powered to be able to detect a small b_uf\‘s.fg’m}ff[cant difference in event rates.

The company concluded that the results <ofthis) \réta-aﬁ \s?“.%‘é/howed no statistically
significant difference for the primary age(‘.’se}‘;brg‘dary endpoints: The company intends to
mention the nature of the findings from ‘thi@@@fdiova&@uldﬁjmé’ta—analysis in the varenicline
New Zealand data sheet. e W

ol

Pl A . .
The FDA has requested a further “study (;:_a{ed,t:@hAT’) of approximately 8000 patients
(comparing varenicline, bupropion and nicotiﬁe{ep@c’ement therapy) with the study designed
to have major cardiovascuia_r_,.e?\‘rédté as ',a’ip'j'-i‘mga_py outcome. The results of this study are not

due to be published unt||~2017 AN

Medsafe comment< <. \\ : \ \

The IMMP repd(t.\coa‘ta/i;i/s no additiqnél information than that presented to the MARC in
September 26_{ NN

S

Medsafe"ié‘(;rjéidéfé that.no' further action be taken at present and that the ‘CAT’ study be
reviewed when published. .-

NN

N
?nib ntrol

\ "\‘

345 Glycae

¢ </) \.\/
In  April f./=,270<1ij-,‘:> Health Canada reported a possible link between varenicline and
hyperglycaemia in known Type 1 and Type 2 diabetics and a case series of 18 reports was
published in-tHe Canadian Adverse Reactions Newsletter (13).

Following this report, IMMP reviewed all reports of new-onset hyperglycaemia, impaired
glucose tolerance, diabetes mellitus, non-insulin-dependent diabetes mellitus and worsening
diabetes mellitus in the cohort. The cohort reviewed in this instance is the first three years of
the IMMP study and some cases from the final year. All events occurring whilst taking
varenicline and within one month of the last dose and events occurring between one and six
months after the last dose of varenicline were included.
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In the varenicline events data set at May 2012, there were 29 reports suggesting altered
glycaemic control. Of the 29 reports, 10 were categorised as ‘possible’, 16 as ‘unlikely’ and
three as ‘unclassifiable’ in the IMMP causality assessment (Table 18).

Table 18: Altered glycaemic control from the IMMP study from the first three years of the IMMP
study and some cases from the fourth year of the IMMP study for all on-medicine, off-medicine
and post-medicine reports

Table 1: IMMP reports of Varenicline and Altered Glycaemic Control

Report | Events Onset | Time Dose | Dechallenge | Causality Concomitant Meds | Additional Information
No I {fromlast | mg | Assessment | :
Age/Sex 4 dose 5
ER3355 Hyperglycaemia Onmed Negative Possible Nil reported
| ¥ Pelyuria . '
Pelydipsia
Blurred vision

*n1151 Hyperglycaemia Onmed Positive Possible Aspirin
'M Reflux

Inguinal hernia omeprazole

N

z
/

ol

TA9gsy Hyperglycaemia On med . Negative Possible
'M Pompholyx .

'/" |
|

FA9707 Hyperglycaemia

d Off med Possible < <.
'M ' AN
5

.\\ f "
N A / X
SN ) ) £ W
F4127 Hyperglycaemia 'u Offmed . | Unlikely Fluoxetme, .
'M (post-medicine) . ' & e ofieprazole, .
NN / sinvastatin,
a R (| elotipun,
N . JTshibace Plus
b £ - ¥
Negative Unlikely -~ |'No

¥R2142 | Impaired GTT Onmed |,
® <
Ve, ‘-._\ \,
4 “

o

medicine) simvastating

fluoxetine

NN '/" £ S
F91125 | Impaired GTT e | Onmed” . Medcont  |\Possible Nil reported
L 5 _._"_i.'__._ N A s
= |- 4 L% LA i
F07685 | Impaired GIT. | g 9 | @ o Unlikely | Nl
PM (post-medicine) . o e
81995 |KODM 7 T GEmed Tossible Syatbicort, sopim, —
.F AW " . 'i > . felodipine, paroxetine
) A B g et
F91762- | NIDDM “d ' Off med Possible Simvastatin !
f\ ¥ Weight incréase” | NG\ ;
. Sleep disturbed Ny
OSe\ ‘\‘ b
F92164 NIDDM N\ g Off med Unlikely Nil reported ;
¢ . @®F @ e
o .
] N
96636, | KDDW & Offmed Unlikely Verapamil, 3
,E. 8 “Hypertension . ' . bendrofluazide —
| N\ \ ]
85924 || NODM posi- | H . Off med Unlikely MetoproloLaspiri, ﬁ_
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Report | Events Onset | Time
No from Iast
2 dose

6925 | NIDDM (post ]
2 54- p
= e

771140 | NIDDM (post- g
medicine)

Dechnlieuge Causality Concomitant Meds | Additional Information
Assessment

Off med Unlsicely No info !

Off med Unlikely Aspitin r
Off med Unlikely Nil reported ‘

O med Unlikely Cilazapril, aspirin, |
felodipine, loratadine
bendrofluazide

SE195 | DM (post ._'d
iP medicine}

® ® 9 o

N §

55

i J

i’lﬁs DM worse . On med . No mfo

: A~
0
07869 | DMworse - Camed ‘Noi.nfc
M
A

\)/'7
e

H94133 DM worse Onmed

MI.

7y

001398 | DM worse On md—

g

293453 DM worse

L g

F91391 DM-w\orse/ ; 1 Possible Tnhibace Plus,
P e ' smtin
/[ | apetite ./ ) abpuu]f:

/ W, ins
</ X/ P
AN N\

) \
N[ o662 | DMworse ‘

25 < ‘d Of med Possible Aspirin, enslapril,
n& : H}?erlguiﬁamﬁa\\ /\ ‘ metformin, —
] worse | | N metoprolol,

557

? simwastatin

N NN
AN

8235 | DM worse ‘ On med No info Unclassifiable | Subcutaneous insulin
fiSS = T —
/| Periodontitis

l l‘\ 3 Nﬂﬁ; DM worse .
i

ot
i;rxsz DM worse (post- t‘d ‘ Off med Unlikely Cilazapril simvastatin,
medicine) omeprazole,
metoprolol, aspiria. T
citalopram

99448 | DM worse(post- . d Off med Unlikely Insulin
F medicine) B

On med . Positive Possible Insulin

6048 | Diabetic 4 Off med Unlikely Insulin
™M Ketoacidosis
(post-medicine)

Medicines Adverse Reaction Committee: 14 March 2013
Page 31 of 50



Varenicline — IMMP Study Report Revised CONFIDENTIAL

The 29 reports identified in the IMMP study include:

5 reports of new-onset hyperglycaemia (4 ‘possible’)

3 reports of new-onset impaired glucose tolerance (1 ‘possible’)
9 reports of new-onset diabetes (2 ‘possible’)

11 reports of diabetes worse (3 ‘possible’)

1 report of diabetic ketoacidosis (0 ‘possible’)

The IMMP report notes that as most patients were not screened for diabetes at the time of
commencing varenicline treatment, pre-existing abnormal glycaemic control may have
remained undiagnosed, leading to these events being misclassified as new ones.

Increased appetite and weight gain associated with smoking cessation may alter glycaemic
control in diabetics and latent diabetics and therefore are possible confounding factors in this
review. Of the 29 cases in this series, two patients were also reported to have expenenced
weight gain at the time of developing altered glycaemic control -and. ﬁ is possible’that other

patients experienced weight gain which was not reported, but which may have contrlbuted to
their altered glycaemic control. ’ \ \/, g

/~\

>

The New Zealand data sheet contains the foliowmg precautlon about the\effects of smoking
cessation (1). \ ___:,_.1 N

Precautions>Effects of Smoking Cessatlon AN
Physiological changes resulting from. sniokmg cessatron wrth or without freatment
with CHAMPIX, may alter pharmacolqneﬁ;:s or pharmacodynamics of some drugs, for
which dosage adjustment may. be\necassary (examples include theophylline, warfarin
and insulin). As smoking induces) CYP1A2, smoking cessation may result in an
increase of plasma Ieveis of. GYP1A2 substrates *
The New Zealand Varenlcilné /daga/ sheet’ also currently lists glycosuria and polyuria as
uncommon adverse events Jden’uf edin cllnﬁ:al tr[als
The IMMP report conmders that the” stu&ly has not obtained sufficient evidence to confirm or
refute a causal rélationship between" varemchne and loss of glycaemic control in diabetic
patients. Causality assessment determlﬁed the relationship with varenicline was ‘possible’ for
seven of the 10 new-onset _pase\s i
For both the cases of altered glycaemic control in known diabetics and the new-onset cases,
assessment. was oﬁen restrlcted by insufficient information and confounded by possible

dietary factors, changes in weight, lack of compliance with hypoglycaemic agents, and also
infection, lllnes;s or o’fher factors.

The report: ncludes that the IMMP study has identified a possible signal of new-onset
altered glycaemlc control in patients taking varenicline and should be researched further. The
author suggests a randomized control trial of diabetic patients (who were not included
previously in premarketing trials) taking varenicline should be undertaken in order to
investigate the issue of new-onset altered glycaemic control.

Medsafe comment

It is unclear if all the final year reports were examined for cases of glycaemic control or just
the cases that had successfully been followed up as the final year dataset has yet to be data
locked. This is inconsistent with the other adverse events examined.

Medicines Adverse Reaction Committee: 14 March 2013
Page 32 of 50



Varenicline — IMMP Study Report Revised ‘ CONFIDENTIAL

Many of the patients had stopped taking varenicline weeks to months before the adverse
event. Of the reports of altered glycaemic control, none were assessed as having a
‘probable’ relationship with varenicline and only 10 of the 29 reports were assessed as
having a ‘possible’ relationship with varenicline. The majority of the cases had confounding
factors or insufficient information. In addition, the patient’s current smoking status was not
presented.

Diabetes mellitus/hyperglycaemia has been reviewed by the sponsor in PSURs 3 through to
9. In most cases in the recent PSUR where sufficient information was reported, other risk
factors for glucose abnormalities were present which may have played a role consistent with
the findings from the previous PSURs. The sponsor will continue to review this topic in the
next PSUR and discuss if a new safety concern is identified.

Increased appetite is associated with smoking cessation and nicotine w:thdrawgi/ and this
change in dietary behaviour can affect glycaemic control. Th: @Zealand _data sheet
currently contains information about the physiological cha\% ultmégl % om smoking

n-may b fe ired during

cessation including a precaution that dose adjustments
smoking cessation.

Medsafe considers that the New Zealand data she %fi}s suffi m;%’ rmaﬁon regarding
glycaemia control and no changes to the current Zealand arg! \a} ted at this time.

3.4.6 Adverse Events in the Eye 7
The IMMP study undertook a review. f\ll‘ {ﬁd entered into the eye group
during the first three years of the stu \A}I eve ?\w\s;ual disturbance coded as blurred
vision, and abnormal vision wer @Qentlfled ag(zd‘t bufated. Other event reports that might
have included symptoms of ab rmal vision ,\/ e pain and conjunctivitis) were also
reviewed to check the mltlal&\o’@g ‘and ensufe\all reports of visual disturbance had been
correctly coded and mcluded mikué reVIeV(cf ? -

There were 39 eve ts |denttfied in {he eye group, 37 that occurred whilst taking varenicline
and two that occur d/wﬂhm one ﬁ'10nth\of stopping (Table 19).

P \ \/
In the three y/éar pé“gd of;he}eport there were six reports of blurred vision and two reports
of abno;rgal\n&tfn (Table: 2&)/ “The IMMP assessed five reports as having a causal
association (three ‘prob lel and two ‘possible’). From the reports that IMMP assessed to be
causal, four were ssoclat 4 with migraine or headache.

\\/7\
r\\,\\/

K )
\_/'
k_/
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Table 19: Reports of varenicline and eye events in the first three years of the IMMP study (From
Annex 6)

Medsafe cohort

n=12.839

Clinical sub-group | Event
Vision disorders Blurred vision 3 047 0 0.00
Vision abnormal 2 0.16 0 0.00

Sub-group total iR o0

Painfinflammation | Eye pain 2 016 {<» 0 0.00 .
Eyes imfabla 3 023 SN0 \0.00 A 0

Eyes watering 1| Je08 7 0 [
Red eyes 1, 008 | <a | 0000
Ophthalmitis A0 |- 0] 000
Conjunclivitis N\E 47 0\ ) 0.00

Conjuncivits allergic [\ ) )1 | 008 0 0.00
Uveitis anterior ~ "> 1 |120.08 0 0.00
Episcleritis < )| P\ 0o 0 0.00

Sub-group total 0 0.00
Eyelid disorders Blephartis.)) | 2 0 0.00
Bl H\\[) 1 0.08 0 0.00
O |Eyeld disordertios” | 0 0.00 1 0.08

_ [soovpr o
Other < // " | Optic neuropathy 1 0.08 0 0.00
o | opicdisonaevus 1 0.08 0 0.00
NN 3| o o | oo
N (| nisocoria t | o0s o | o000
N ™ 0 | oo 1| o
LN Plerygium 1 | 008 o | oo
(C \ ¥ Photophobia 1 0.08 0 0.00
N Comesl ulcer 2 0.16 0 0.00
Sub-group total : 1 0.08

Total 2 0.16
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Table 20: IMMP reports of blurred vision and abnormal vision in the first three years of the

IMMP study
Rei)m‘t Events Age/ |Dase | Onset | Severe Action/ Causality Concomitant Meds Concurrent Events
No® : Sex | {ing) Outcome” | Assessment
R77584 | Blurred vision M' % . No Withdrawn | Probable Salbutamol, Diarrhoea heartbum,
- Improved bendrofluazide. abdominal pain dizziness
symbicort
F8270% | Blurredvision |Ma . No Med cont Unlikely Omeprazole Thought to be nugrainous
7 - . Neo change aura associated with
atendof photophobia, sezing spots
course without headache
R83355 | Blured vision | M No Withdrawsn | Possible Hyperglycasnia {confirmed
' - . Did not diagnosis of diabefes
improve melhius),
polyuria, polydipsia
R84825 | Blumredvision | Fg = No Withdrewn | Probable Pantoprazo, Migraine
' . . Improved /@ (xhquemg%i!mess
BERTEsSIn
o (C \
F86996 | Blurredvision [ s : No Withdrewn | Possible e pEport ddcha—
' . . No info b ng
/\/
F91325 | Blumed vision | M No Med cont Unii};.ely Sodmum cromog]
' 4 ' No info (05 eye drops ﬁc\ \>
\//\\
P83123 | Vision sbnormat | M, N Med Cont /| Unclassifiable " | Migzai
Y e e (e Q\ =
F85525 | Vision abnormal | Mg Ne Probabla Nausea, abdominal
' & . /" *!(\ cionazepam, discomfort, dry mouth
/ 7 ahcthcand
_ o S},mb:coﬁ
: O MG
\( \\\\
The New Zealand varenicline d% 1/ts t ?@@Mﬂg as uncommon events in the eye
disorders in the adverse every@ |n|cal trials (1)
e scotoma /\‘ e ( \\ S
e scleral dlscéloura n //’ N,
* eye pain - \\5’ %<
. mygriE\SIS ST o
. photoﬁ/ob;a N
N
* smyopia”
. Ja’crrmauon mc}aased
/&f '| N\ W /
The New"Zealand vgre%\kcme data sheet also lists headache as a common adverse event

duri

The report comg
was on varée c@

with vargﬁm@

that occurre \ cllnloaPtnaIs (1.

hat eight reports of impaired vision were identified while the patient
IMMP assessed five of the eight reports as having a causal relationship

IMMP recommends that this issue warrants further investigation and recommend that
Medsafe request the sponsor to include blurred vision and visual disturbance as adverse
reactions in the New Zealand varenicline data sheet.

Medsafe comment
The IMMP study concludes that five of the reports had a causal relationship with varenicline;
three were assessed as having a ‘probable’ relationship with varenicline. However, many of

these five cases are confounded by concurrent illness, medical history or concomitant
medjcations.
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In the recent PSUR for Champix, the sponsor reviewed the safety topic of vision disorders
and noted no new safety concerns.

The New Zealand data sheet currently contains scotoma, mydriasis, myopia and
photophobia as uncommon adverse events and headache as a common adverse event.

Medsafe considers that the New Zealand data sheet contains adequate information
regarding adverse events in the eye and no changes are warranted at this time.

3.4.7 Haematological Events

In the first three years of the IMMP study, there were 19 adverse events in the
haematological group that occurred whilst the patient was taking varenicline or within one

month of stopping (Table 21). Of the 19 adverse events, 10 occurred whilst the patlent was
taking the medicine. N \\ // 0 - \\>
There were three bleeding events (P87035, R77936 and H15448) and two. eplstams events
(F91385 and F92131) the patient was taking varenicline. Of the three bleedmg reports, two
reports were specifically bleeding of the gums (P87035 and’ R77936) Report R77936 is
confounded by the patient taking warfarin and report H85448 was ’assessed as unlikely to

have a causal relationship with varenicline. / /

Table 21: Haematological events in the first tiﬁ'ee years of the study

O) Medsaféw@’ﬁ
< &} AN ] off-med Rate per
Clinical sub-group [ Event. .| i QBN cvenis | 1000pts
Arasmia S Anaamla Fa deﬁsgaﬁf g i) .00 1 .08
0\ | Fedefciency 1| o0s o | om
o (| Fenn dégeased 1 0.08 0 0.00
72" | hiaemia NOS o | om 1| om
O e T
Bleading disordars’ | Bleeding 3 0.23 0 0.00
AN | Epistavis 2 | 016 1 | o8
)\\ Haematora 1 0.08 1 0.08
K Y Haemoptysis 0 0.00 1 0.08
WY Thombocyloperia 1| o0 o | a0
i Sub-group total Tl
Jther Lymphadenopathy i 08
Splenic rupture i
Sub-group fotal 2
S St %

No other information about the events was included in the IMMP report apart from a brief
summary of the article published by IMMP in collaboration with Lareb ‘Epistaxis and other
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haemorrhagic events associated with the smoking cessation medicine varenicline: a case
series from two national pharmacovigilance centres’ (14).

This paper states 16 haemorrhagic events were identified from New Zealand data, of which
nine were assessed as having a causal relationship with varenicline (14).

The New Zealand data sheet contains the following precaution about the effects of smoking
cessation (1).

Precautions>Effects of smoking cessation

Physiological changes resulting from smoking cessation, with or without treatment
with CHAMPIX, may alter pharmacokinetics or pharmacodynamics of some drugs, for
which dosage adjustment may be necessary (examples include theophylline, warfarin
and insulin). As smoking induces CYP1A2, smoking cgs;sation may res@lt in an
increase of plasma levels of CYP1A2 substrates. S N

Nz [ N
The data sheet also includes the following information abo?t@\v%iﬁ.('])_ :\;\\b/)
NN \.J/
Interactions with other medicines>Warfarin x o \\?
Varenicline tartrate (1 mg twice daily) did not ‘lig?’%hve phagmé\c‘gi@: etics of a single 25
mg dose of (R,S)-warfarin. Prothrombin time (INR) was| ot affected by varenicline

tartrate. Smoking cessation itself may result.in changes:to waifarin pharmacokinetics
(see PRECAUTIONS). s ) 3

5 & S
=N N7 Y el

The New Zealand data sheet for vareniclin lists haem: témesis, haematochesia and platelet
count decreased as uncommon adverse.events that occurred during clinical trials. The data

sheet also states that there ha ;igegn pd'st-n}arké‘t'tﬁéjreports of haemorrhagic events in
patients taking Champix. O \\\;} \Q(J‘\\\\

aiaed? B (NN

Adverse effects>RQst-;gi@?keting>engjrience

There have been reports of myoc rdial infarction (M) and cerebrovascular accident

(CVA) including. ischaemic _an_cji/ha\\e orrhagic events in patients taking CHAMPIX. In

the majority ‘of the, reportec c\aseg patients had pre-existing cardiovascular disease

and/or other rfgkxfactors. Al ho\gﬁh smoking is a risk factor for Ml and CVA, based on

tempo?él}r@leﬁ“ionshiﬁ@etween medication use and events, a contributory role of

vageyr?ic@g “cannot be-ruled out.
The IIVIMF}repOrt disfz‘ué\se\\s;éeveral possible mechanisms leading to an increased likelihood
of bleeding. The AMMP fiote that thrombocytopenia is listed as an adverse event in the
varenicline data sh\e}“"and that low platelets counts are associated with an increased
bleeding tend(\é/ The IMMP report also proposes that varenicline could affect serotonin
levels by aff hgg serotonin re-uptake through binding of the 5-HT receptor and transporter
system. (( ™\

A

The IMMP report mentions that in addition to the confounding issue of a history of smoking in
all patients, there may also be the potential confounding effect of smoking cessation itself on
the haematological system which may increase the likelihood of bleeding. However, the
evidence for smoking cessation resulting in clinically significant bleeding is inconclusive.

The IMMP report concludes that the IMMP study has identified a series of haemorrhagic
events associated with varenicline. The majority of reports of nose and gum bleeding were
assessed as having a causal relationship with varenicline because of a temporal association
and evidence of resolution of the event after varenicline was withdrawn.
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The IMMP report includes that it may now be appropriate for Medsafe to request that the
sponsor includes a statement regarding post-marketing reports of epistaxis and gingival
bleeding.

Medsafe comment

In the first three years of the IMMP study, there were three reports of bleeding and two
reports of epistaxis. Of these five reports, one is confounded by concomitant medication and
one assessed by IMMP as unlikely causally associated with varenicline.

The IMMP report does not give any addition information about the New Zealand reports of
haematological events in the haematological events section other than that in Table 21. No
information on the assessment of the cases is included aside from that in the Annexes.

Currently no information is known regarding concomitant med:catron medical mstory or

smoking status. ; 7 //5 N

The sponsor of varenicline completed a safety review of epfsta)as\and other haemorrhagfc
events in the recent PSUR following the publication of the case Series by Harnson Woolrych
et al (14). This included a cumulative review of post—marketmg reponis\of haemorrhage as
well as reviews of clinical trial data and the published literature. The company considered
based on this review, no important new safety information-was fdentmed and no changes to
the CCDS are warranted at this time. Cases repomng ep:stams and ‘other haemorrhage
events will be reviewed by the company in the next PSUR \\.\ S

In addition, the company investigated the pofentlal mechanﬁsm for increased bleeding
proposed by the Harrison-Woolrych casé\senes The IMMP report proposed that varenicline
could affect serotonin re-uptake since pfateiets are-large reservoirs of serotonin in circulation
and that decreased levels of, p!atelet serotomn could lead to impairment of platelet
aggregation thereby increasing the risk of b!eedmg ~and bruising. The company identified
several lines of evidence  that’ varemclme ‘would not have an effect on serotonin or
serotonergic pathways. In vitro bmdmg affinity_studies demonstrate that varenicline has very
low binding affinity for: serotonm (5-HT) receptors and the 5-HT transporter (Ki > 1000nM,
although it has modest affmity for the 5= HT3 receptor whose Ki = 350nM). Steady state free
human plasma levels’ o varenicline- foﬂowmg 1mg BID dosing are 20-40nM. Therefore,
varenicline at therapeutfc levels (20-40nM) following 1mg BID dosing of varenicline would not
be able to decrease serotonin stores by blocking serotonin reuptake, nor would it be able to
block serotomn receptors some of which mediate platelet aggregation.

The IMMP report a!so notes that smoking might have a suppressive effect on bleeding and
smoking cessatf;zn cQL)id lead to an increase in bleeding.

50N
The New Zealand data sheet currently contains a warning that dose adjustments of warfarin
may be reqwred as smoking induces CYP1A2 and mentions that there has been post-
marketing. reports of haemorrhagic events in patients taking Champix. Haematemesis,
haematochesia and platelet count decreased are listed as uncommon adverse events
following clinical trials.

Medsafe considers that based on this report, no changes are warranted to the New Zealand
data sheet at this time.

3.4.8 Adverse Events in the Skin

The IMMP reviewed all reports in the first three years of the study that included events coded
in the skin group. All events were reviewed to identify cutaneous reactions that may be
serious, which was defined as resulting in hospitalisation, life threatening or resulting in
death. To assist in identifying serious skin reactions, events within the skin group that had
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been coded as ‘severe’ were identified — although it should be noted that severity describes
the intensity of a specific event, rather than the seriousness of that event.

In the first three years of the study, there were 89 events in the skin group that occurred
whilst on the medicine or within one month from stopping (Table 22). Of the 89 events, 73
occurred whilst the patient was taking varenicline. The most common adverse events in the
IMMP skin group whilst the patient was taking varenicline were rash, pruritus and urticaria.

Table 22: Adverse events in the IMMP skin group in the first three years of the IMMP study

Clinicat sut-groun | Event
Uricaria'fingioed Angioed 1
Gedema periorbizl 3 ; <_/‘~) .
Uricaria 3 047 1A 0 PP NN
2 B 1| s o) i~ ‘-\'\ -
Sub-group izl om ey T W
Pruriue Pruitus 7 O\ D 08 Ntnls
Pruritus ani X
2
Eczemaafiash /D / 3 =
Eczema worse SV Y L ( M\
= S 7 | [
DermasizRash Demaiits 2] ot 8 |
Rash  ~AN— > 12 | e~ ™ 3
Rash agular o t e 6 | am
Pash désquamatig ) 1 [\ Veds. ¢ | om
Rash ichy SNakbee| 2 | s
| Slin disorder [ ~) o e 1] oo
A & - total HT E I 0‘55
".’esmfl/,’u? \ }sh/ - il \\ \ A 008 : @ : arﬁﬂ
(> 7 |Sub-group : 0] oo -
| Sclar “— ) ) | Solar keatosis S — 1 0.08 1 ans
R g B T 0w
_/2/ Sealeg A Proriazis 2| o0 o | oo
N \“‘ d ‘Paociasi wores t | om o] om
N N y Piyriasis 10582 i 008 ] .00
4 \,)\\\ 3 O | Keratosk o [ am t | o
_,-—ﬁ"'/ e o 0 Ferstosis seborthasic 4 | o 0| om
O Sub-group total i
\%\’ A NN [ 1| 0B a0
/\\ ) Folistr 2| s 00
4 — Bopsdia i 008 0.00
(?\ Yieal Vermuca
Wart
(/[\ \ [Sigoinoa
\\/_/‘/' Fungal

| i 4 2 & bRs
-l | wlo|o|lofle|lo|la|lalele|e|le|eo|lala|w|e|=

Parasitic
Venous
Tumours Lesion 1 608
Skin nodulz 1 008
Naevus 1 o8
3shacsous oyst 1 03
Nails
| Total
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The IMMP report states that 35 skin events were assessed as having a causal relationship,
14 coded as ‘probable’ and 21 coded as ‘possible’.

IMMP identified 29 severe events in the skin group. Of the 29 events, 11 occurred while the
patient was taking varenicline or within a month of stopping. IMMP assessed three of the 11
severe events in the skin group as having a causal relationship with varenicline. In addition,
two reports of skin eruptions which were likely due to drug hypersensitivity were identified
through linkage to NZHIS hospitalisation datasets. In both of these cases, IMMP dispensing
data suggested the patient was taking varenicline or had recently stopped. Attempts were
made to follow up both these cases with the patient's GP, but it was not possible to
determine if varenicline had been considered as a ‘possible’ suspect medicine.

The five severe cutaneous events considered to have either a causal or unclassmable

relationship with to varenicline are described below. s
e _/\ R
1. Report F91395 — female with a history <§f\ d velqped an

erythematous, pruritic, raised, confluent rash on the - day o
sore throat, chest pain, malatse and anorexia the foHowlng day.
I treated with antihistamines -and hydrocorhsone cream.
Varenicline was aiscontinued as it was the suspect: drug. The\pa’nent was also taking
diclofenac and flucloxacillin. Causality was Qrobabre‘ s

2. Report P95206 — (NN female \was chest pain,
shortness of breath, sweating, paraesthe31a hallucinations and a facial rash on the
day of varenicline. Subsequently, ! varemclme was dlscontlnued as it was suspected to pe
cause of chest pains. The IMMP- repbrt notes that the patient’s facial rash could have
been part of a generalised- anaphylacttcllmmunowg|cal reaction to varenicline as

adverse events occurred in’ saver‘al SOCs« Causality was assessed as ‘probable’.
VA

mc.l_t_ne followed by

3. Report F82182 — male e urticaria, .days
after stopping varenlcllnei It'is uqknown if-this episode ot urticaria was complicated by

systemic symptgms Causallty was assessed as ‘possible’.
; BT

Q ahb s

4. Report H89606 )Pﬂ‘n generalised skin

eruption’ days after stopping “varenicliine. contacted by
phone, . " informed us that the drug suspected of
causuzu,g e above reaction'was morphine. However, it was not documented in the case
notes' that varemcme was excluded as a possible suspect. Therefore, causality with
varemchne waS‘ gclassmabl

5. Report H933?2 2 I fomale days with a bullous
eruptloh Qf on her feet after discontinuing varenicline weeks ago. Further
mforfmatlowaISO became available on contacting the patient’s clinic. The aetiology of

the eruption was uncertain though a drug hypersensitivity reaction was suspected in this

patient who had a history of allergy to several medications P
S Ag2in, it was not documented that

«arenicline was considered as a possible suspect. Therefore, causality with varenicline
was ‘unclassifiable’.

There were no reports of life-threatening or fatal cutaneous reactions in the skin group
dataset.
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The New Zealand varenicline data sheet contains the following precaution and adverse
events about hypersensitivity reactions.

Precautions>Hypersensitivity reactions

There have been post-marketing reports of hypersensitivity reactions including
angioedema in patients treated with CHAMPIX. Clinical signs included swelling of the
face, mouth (tongue, lips and gums), neck (throat and larynx) and extremities. There
were rare reports of life-threatening angioedema requiring urgent medical attention
due to respiratory compromise. Patients experiencing these symptoms should
discontinue treatment with CHAMPIX and contact a health care provider immediately
(see ADVERSE EFFECTS, Post-Marketing Experience).

There have also been post-marketing reports of rare but sef@;utaneogé% ctions,

including Stevens-Johnson Syndrome and Erythema iforme in p/ tf\éf}fsvusing

CHAMPIX. As these skin reactions can be lifé:thr ing, patie @ should
discontinue treatment at the first sign of rashé‘rs in ‘reaction \and. contact a
healthcare provider immediately (see ADVERSE.), EFFEGCTS, \Rost-Marketing
Experience). O))

) 2
5 <b - S

Adverse Effects>Post-marketing exp{er—ie\n e \ ,
There have also been reports of hyp&@s,ﬁw y rea %."éh as angioedema and
of rare but severe cutaneous rea H%!V cludin ”§tg ens-Johnson Syndrome and
Erythema Multiforme in patients @é&c AMPI (@/E‘f ECAUTIONS).

The New Zealand data sheet also lists rash/iggr_q‘e p

\hsed, erythema, pruritus, acne,

hyperhidrosis, night sweats ag\ i co\\mmon advg@swehts that occurred during the clinical
i 4 X
trials. /\‘/\/%//;;/ P Q\\/
7 N AN \“.‘ ) " ;

The IMMP report concludes that.35 ev .ﬁfy\vﬁefe;’assessed to have a causal relationship with
varenicline and there{ werefive reports of severe cutaneous adverse events requiring
hospitalisation, three of Wwhich were-causally linked to varenicline and two which were
‘unclassifiable’. 7\ RN

/)’\‘\\\ % ~ N

Medsafe qg\mméfﬁ@"’ o \ S

The IMME'gé.bogf/mentfgns_'fhétBS events were assessed as having a causal relationship but
no other inf%?n?ation{.@n?tbe%g cases is provided.

A "\\"\\ ,\\ \

The New Zealanﬂﬁ\aiﬁiéjﬁeet contains a precaution about hypersensitivity reactions and lists

rash, erytherg?,\b@rﬁﬁs and acne.
Y

0N ; . s
Of the W@vere cutaneous events considered to have a causal relationship with to
vareniclfn\e,‘,_ome was confounded by diclofenac and flucloxacillin and one occurred over two

weeks aﬂE?’@topping varenicline. In the third case, the patieni (il SSIRE———

In the recent PSUR for Champix, the sponsor reviewed the safety topic of anaphylactic
reactions and cutaneous events and noted no new safety concerns.

3.4.9 Use in Pregnancy

The utilisation and safety of varenicline in pregnancy has been investigated by the IMMP
during the monitoring of varenicline because of the scarcity of information on this issue. The
varenicline data sheet states that the safety of varenicline in human pregnancy has not been
established and that the use of Champix in pregnant women is not recommended.
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In IMMP studies, women of reproductive age are defined as women between the ages of 13
and 50 years at the time of first dispensing of the monitored medicine. In this study, these
women, for whom exposure to varenicline during pregnancy and/or lactation was a
possibility, were identified within the cohort for additional specific follow-up. The prescribing
doctors of these women received a supplementary pregnancy/lactation questionnaire in
addition to the standard varenicline follow-up questionnaire. Information about the timing of

exposure to varenicline during pregnancy and breastfeeding was requested and also
information on outcome of the pregnancy.

Linkage to hospital admissions datasets was also performed to identify cases of pregnancy
exposure to varenicline that had not been identified from follow-up questionnaires. For those
cases which lacked essential information for evaluation, we contacted GPs or other clinic
staff for more information and further clarification of dates etc. For all live births: m[entlfled
national dataset records were checked for each baby in order t6 |dentlfy any adverse
outcomes listed in these records. N
In the first three years of the IMMP study, pregnancy ques’nonnatres: were sent for 3568
women aged 13-50 years old at the time of first dlspensmg of varemcllne Of the 3568

questionnaires sent, 1387 valid questionnaires were/returned SO

There were 15 reports of exposure to varenlclme durmg pregnancy |dent|fzed in the first three
years of the study (Table 23). Duration of exposure during pregnancy ranged from a few
days to a maximum of four weeks. All women who contlnued WIth their pregnancies ceased

varenicline on confirmation of pregnancy\Of the 15 reports of exposure to varenicline during

pregnancy, there were eight live b:rths N,

2

The New Zealand data sheet fOr vérenlcilne contams/the following information about use of

€S /
varenicline in pregnancy (1) \ ok (

e i
\_// S—

Precautrons>Use in Pregnanc)g
Pregnancy Cafegory B3 (DY

The saféty of Varenrcime tartrate in human pregnancy has not been established. The
use of CHAMP!X in pregnant women is not recommended.

There was no. evid hee of teratogenicity following oral administration of varenicline to
rats and rabbits during organogenesis with systemic exposure (plasma AUC) up to 36

times the human plasma AUC at the maximal recommended dose of 1 mg twice
darly / LS

In; ammal reproduct;on studies, varenicline has been shown to have adverse effects
on-the, foetus and offspring. Oral administration of varenicline to pregnant rabbits
durmg organogenesis resulted in reduced foetal weights at systemic exposure
(plasma AUC) 50 times the human plasma AUC at the maximal recommended dose;
the no-effect exposure was 23 times the clinical exposure. Oral administration of
varenicline to pregnant rats from early gestation until weaning resulted in reduced
fertility, increased auditory startle response and decreased rearing in offspring at
maternal plasma concentrations 40 times the human plasma Cmax at the maximal
recommended dose; the no-effect exposure was 17 times clinical exposure.

Women of child bearing potential: Where drug therapy is initiated, treatment should
be timed such that the course is completed before conception.
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Table 23: Pregnancy exposure to varenicline in the first three years of the IMMP study

‘Report Dose | Pregnancy | Outcome of Outcome | Smoking
Not ‘Age | (mg) | Exposurez | pregnancy _ | Tor baby stafus
Fa7427 - - ! Termination Unknown
F87599 “ S| e Stopped
- smoking
before
vareniching
FAT730 . . - Termination Reducad
o0t | R B e Termination Did not stop
F87428 . Spontaneous . | Stopped .
a2 | ] ehortion at (D , smoking [ \\
g 70
He7576 - Spontansous ?\iu info ||
B St , . 7 ) \:gﬁ
F91055 . Ectopic preanancy “s%xged\ §
NONDESS
| smoking
NG S e
F87429 Pre- ,tezmuem 3@}3{ R | Stopped
F ki
'ﬁé&)\/\ 1\ smoking
F87829 i : Unknown
FE5966 Unknowm
Fa5967 / Unknown
/ / 0 \ 7 ; )
<}1' Fsma . - Unknown
> LSCS® at tem
[previous LSCS}
F34 ﬁ/<“ - Livs kirth Unknoan
/ .
e -
/I/ 2 \\ AN
LA A
N\
~Jererr G | oo |Lebn (Moo
H283%6 : 3C3 Live kirts ba infis
- | . pravious L3CS

Preﬂx in report number denotes source of report

Pregnancy exposure — refers to gestational age of foetus when exposed to
Varemchne

SP Starter pack
FTND Full term normal delivery
°LSCS = Lower segment Caesarean section
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Pregnancy category B3 is defined as drugs which have been taken by only a limited number
of pregnant women and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human foetus having been
observed. Studies in animals have shown evidence of an increased occurrence of foetal
damage, the significance of which is considered uncertain in humans.

The IMMP report concludes that the case series is too small to suggest or refute any adverse
effects of varenicline on the foetus. Smoking is a confounding factor in assessment of all
cases of pregnancy exposure in women taking varenicline. Smoking increases the risk of
unfavourable pregnancy outcomes in developed countries as it increases the risk of
spontaneous abortion, placental complications (abruption and praevia), preterm premature
rupture of membranes, preterm delivery, low birth weight, foetal and neonatal death and
sudden infant death syndrome. In addition to the complications of maternal smoking on
pregnancy, nicotine exposure in pregnancy is known to be injurious to lung development.

The IMMP recommends that Medsafe requests that the sponsor of Champlx esiabhshes a

pregnancy register for this medicine and undertakes pro-active monitonng or other studles of
the use of varenicline during pregnancy. < okl .

Medsafe comment 7 ' e

Varenicline treatment is not recommended in pregnancy "The sponsor routmely analyses
pregnancy reports in the PSUR. In addition, the sponsor is conductmg a prospective
population-based cohort study to examine Whether varenicline-use during pregnancy is
associated with an increased risk of major congemtal malformations in infants above that
associated with smoking during pregnancy.-Secondary endpomts include stillbirth, low birth

weight, preterm delivery, premature- rupture of membranes and sudden infant death
syndrome. :

- The study is due to be compfered late beptem r2

Medsafe does not conSIder that arfy furthe”r aotlon is warranted.

4.0 CONCLUS[ONS AND\RECOMMENDATIONS

/
Varenicline is a\partaal a4B2 nlcotlnlc.“ acetyichollne receptor agonist indicated as an aid to
smoking cessation(1). A- recent Cochrane review found that varenicline increased the
chances <of - successful long-term smoking cessation between two-fold and three-fold
compared W|th pharmacologncally unassisted quit attempts (2).

Intensive monlto”nng of varenicline began in April 2007 and Medsafe directed that the cohort
be closed 7 FebQUary 2012 with a final report to be supplied 30 June 2012. The IMMP study
ran for over fOU{ complete years and included 23,721 patients.

PHARIVEAC began funding varenicline in October 2010. However, the IMMP report did not

include any follow-up information of those patients who were dispensed varenicline after the
medicine was funded.

The analysis presented in this final IMMP report included dispensing data from the first three
or four years of the study. Patient questionnaire responses and adverse event analysis were
presented for the first three years of the study. The report did not include patient
questionnaire responses and adverse event information for patients who were dispensed the
medicine in the fourth year of the study (10,882 patients). At the September 2012 meeting,
the MARC recommended that data from the IMMP study and an analysis of the data be
provided.

Medicines Adverse Reaction Committee: 14 March 2013
Page 44 of 50



Varenicline — IMMP Study Report Revised CONFIDENTIAL

The IMMP has indicated to Medsafe it has completed the clinical assessment of adverse
events from the fourth year (April 2010-March 2011) of the study. The IMMP have estimated
that the clean-up of this data will be completed mid-2013. Following the clean-up of the data,
the data will be analysed. Following requests from Medsafe and the MARC, the IMMP have
yet to commit to providing this data to Medsafe.

The IMMP report assessed each drug—event relationship as ‘definite’, ‘probable’, ‘possible’,
‘unlikely’ or ‘unclassified’ as defined by the WHO. It is important to note that this assessment
does not look to see if there are other likely explanations.

The IMMP study lists the strengths and limitation of the study. An important limitation to
consider is that the study does not compare risk of adverse events in patients with other
smoking cessation treatment. The IMMP study gives the mcrdence of advers f events
occurring but does not compare these with what the backg @t:fpd incidence s in the
population and the incidence of the events occurring in smoking cessat] wﬁth’t\freatment
\ N/
Dispensing Analysis iy =4
Dispensing analysis was performed on data from the four yea fthe IMMP stﬁ for patient
age, sex and ethnicity. Although treatment duratio{ﬁmf rmation w_s llected from the
dispensing data from the fourth year no results were )neﬁi\ded in ,t e\ MP’ report. From the

dispensing data form the first three years it is z;l ha»b any ents id not continue the
course of treatment for more than two we g%&

Ss on-pre- and post- funding
would have been particularly relevant as co \; a rep to'be a major factor in not
completing the recommended varenicline\ urse/ :

S L \
Questionnaires k ~/ \\ \Y

questionnaires sent regarding e{? who we \dqspensed varenicline were returned to the
IMMP. [t is also |mportant ten e th tthe ma;brity ~of the questionnaires were completed by
the patients’ GP. \, \\/ 7 N

NN

The IMMP questionnaire asked d ct@r\to document any past medical history of psychiatric
illness, convulsmnslsetzures ischaemic\ heart disease or any other significant history. There
were a signi /carﬁ\number of reportsbf patlents with a history of psychiatric illness (806 from
4535 response,s) The IMMP study report also did not go into any detail as to what the other
1032 S|gnlfiqammed|cal<hisforlieS\mentloned in the questionnaire were.

Hospital I.'\kage ata \\»/

Linkage to the hos %ij[atasets was not validated in the IMMP study. About 95 % of the
adverse events ide/ﬁﬁ d were assessed as unlikely to be associated with varenicline use.
< \v

Confouqdeés 2

As this reﬁo@ was written, the IMMP was yet to provide Medsafe with a full line listing that
includes important information on confounders for individual cases such as medical history,
smoking status of the patient at the time of the adverse event and concomitant medication. In
addition, the GP completing the questionnaire may not have listed/known all confounders.

A limitation of the IMMP study gﬁthe return régeie\of questionnaires Only 40 % of the

Adverse events general

The top ten adverse events and the top ten clinical groups included all events and were not
restricted to those events assessed as having causal relationship with varenicline. ‘Nausea’,

‘depression’, ‘accidents’, ‘insomnia’, ‘headache’, ‘dreams’, ‘paroniria’, ‘vomiting’, ‘fatigue’ and
‘neoplasms’ were the top ten adverse events identified in the IMMP report. Of note,
‘accidents’ and ‘neoplasm’ were not individual adverse events but sub-groups and that all
events were included whether a causal relationship was established or not. Of the individual
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events in the top ten, all are included in the New Zealand data sheet with the exception of
‘paroniria’ (nightmare). ‘Abnormal dreams’ and ‘sleep disorder’ are listed in the New Zealand
data sheet. ‘Nightmare’ should be included in the New Zealand data sheet.

The IMMP report assessed the specific safety issues of psychiatric adverse events, suicide
and suicidal ideation, memory impairment, cardiovascular adverse events, glycaemic control,
adverse events in the eye, haematological events, adverse events in the skin and pregnancy.

Psychiatric adverse events

The IMMP report makes reference to withdrawal reactions being identified as an adverse
effect of stopping varenicline and that withdrawal reactions are not listed in the New Zealand
data sheet. However, the New Zealand data sheet states

At the end of treatment, discontinuation of Champix was assocrated with an increase
in irritability, urge to smoke, depression, and/or i msomma in up fo 3 % of patrents The
prescriber should inform the patient accordingly. ) /4 W a
The IMMP claims to have identified and investigated psychoﬁ: and aggresswe reactlons No
data or safety review was provided by the IMMP regardtng these top:cs

The IMMP recommends that the statement regardfng psychlatnc events |n the New Zealand
data sheet be strengthened but did not propose_any wordmg The. New Zealand data sheet
contains a significant precaution regarding. psychtatnc events The data presented in the
IMMP report does not provide evidence to dtstlngmsh whether ‘the events were due to
varenicline treatment and not due to smoklng cesrsatlon 7D

Inclusion of frequency rates of psychtatnc adverse events in the New Zealand data sheet
cannot be requested until the rates are compared with background rates and confounding
factors included in the analysis. \ThIS is espemally |mportant in the context that 17.8 % of
patients reported to have a hlstory of psychlatrlc illness.

- S \ / \‘w.,’.
._ B / . i\\‘\\‘\\
Suicide and su:c:dal :>deatron R d
There was one, report of suicide reported while the patient was taking varenicline. However,

this report has limited” information and it is not known if the patient was actually taking
varenlchne _
The IMMP eafety rewew\on sulcm{al ideation concludes that suicidal ideation is causally
associated with varemclme treatment and recommends that Medsafe consider whether the
data sheet needs’ to be strengthened. The New Zealand data sheet for varenicline contains a
precaution regarding ‘psychiatric symptoms that includes information about the need to
monitor patients for neuropsychiatric symptoms and that the patient should stop taking
varenicling “and.contact a healthcare professional immediately if changes in behaviour or
thinking, agltatlon or depressed mood, that are not typical for the patient are observed, or if
the patient develops suicidal ideation or suicidal behaviour. Medsafe considers, given the
evidence provided in the IMMP report, the current data sheet contains sufﬁcuent warning
about suicide and suicide ideation.

Memory impairment

The IMMP considers that memory impairment is a new signal and recommends that Medsafe
request the sponsor to include memory impairment in the New Zealand data sheet. No
information was provided concurrent illness, medical history or smoking status. ‘Difficulty

concentrating’ is listed in the New Zealand data sheet as an expected event following
smoking cessation.
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This potential safety topic has already been identified by the sponsors who currently review
this concern in their PSUR. In the recent PSUR, the sponsor noted no new safety concerns.

The IMMP report has not provided sufficient information regarding the reports of memory
impairment to warrant any changes to the New Zealand data sheet at this time. IMMP should

review their data to identify any possible risk factors or interactions that might be pertinent to
memory impairment.

Cardiovascular events

Cardiovascular events are expected in smokers and it is possible that many patients were
trying to give up smoking because they had cardiovascular disease. Following the
recommendation of the MARC at the September 2011 meeting, the New Zealand data sheet
was updated to include information about reports of cardiovascular related adverse events
associated with the use of varenicline. No further information was provided in /th>§ IMMP
report than that presented to the MARC at the September 2011\(1\\%gt:ing. The sponsor is
currently conducting a safety review with cardiovascular eve S as.; \primary ou co/mé.) Both
the IMMP and Medsafe consider that until there is more evidence available( (ie; following the

results of the ‘CAT’ study) no changes are warranted. At\tﬁev

\S\éﬁtember 20ﬁ\2/ meeting, the
MARC requested Medsafe review the results of the ‘CAT® study-when they are'published.
o e R
/<'/_\~.‘:) e N T

s

Glycaemia control :Lf/ Sl (S
The IMMP report recommended the New Zeaﬁ’frc[ﬁ;i@@hee i L@d@téd to state there have
been post-marketing reports of new-onset argeidvhlycaenﬂe\ ontrol in non-diabetic patients
taking varenicline. The majority of the gaé%p }u-/onset(pgs\gs\pf altered glycaemic control
that occurred while the patient was tak in‘g\v\\a enicline had\a’negative dechallenge. Increased
’ 5 u 5 ¢ < N AN 3 : .
appetite is associated with smoking ce\s_éyon an __Qu;?qt\rge withdrawal, and this change in
dietary behaviour can affect glycaemic—control..The:Néw Zealand data sheet currently
. . 5 // Ny N & L~ Nt P s < .
contains information about thf,a;sp#ﬁ\*y%io!oglcal c éngg resulting from smoking cessation and
lists glycosuria as an uncommon a iverse effect: \Medsafe considers that no changes to the
current New Zealand d:aia,_,isQeél re/g/air"gijmg) new-onset altered glycaemic control are
warranted at this time. ~_—)) ~ S0

N R
\\\\\ Ny Ay NN

Adverse events iq/t/h’e ‘t}j?e Q?\\ bad '
The IMMP idgnj'q‘ied.%iﬁ”repoﬁs of\l?l}}fred vision and two reports of abnormal vision. The
IMMP recommend-Medsafe should request the sponsor to include blurred vision and visual
disturbangce-in the New Zealand data sheet. The IMMP assessed five of the reports as
having '*c“;i‘.q?@/ relationship~with varenicline. However, the many of these reports are
confounded by concomitant medications and concurrent illness. Many of the concomitant
medications hav \Q@rad-’?vfsion or glaucoma listed as an adverse event in the New Zealand

data sheet. Th \\sé&'%c\@?:l’e pantoprazole, clonazepam, ranitidine and symbicort.

(NS
The New;;?eajén%f data sheet currently lists scotoma, scleral discolouration, eye pain,
mydriasis(\nrhyo‘pia, photophobia and lacrimation increased. Medsafe considers that given the

evidence'i 1-presented in the IMMP report, no changes to the New Zealand data sheet are
necessary at the current time.

Haematological events

The IMMP recommended that epistaxis and gingival bleeding should be included in the
varenicline data sheet. The IMMP identified one report of bleeding (bowel), two reports of
bleeding (gums) and two reports of epistaxis while the patient was taking varenicline. Of
these cases, one patient reported with bleeding (gums) was also on warfarin and the case of
bleeding (bowel) was assessed as unlikely to be associated with varenicline. No further
details were included in the IMMP report regarding the other reports. In particular, no

information regarding concomitant medications, medical history, concurrent illness or
smoking status was included.
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The sponsor identified several lines of evidence against the IMMP proposed mechanism for
increased bleeding. In addition, smoking cessation itself is a confounder as it has the
potential to increase the likelihood of bleeding. The New Zealand data sheet currently
mentions there have been post-marketing reports of haemorrhagic events in patients taking

Champix. On the evidence provided in the IMMP report, Medsafe consider no changes to the
data sheet are required at present.

Adverse events in the skin

The IMMP report describes five reports of severe cutaneous events. Of the three events, two
were considered by the IMMP as unclassifiable. Of the three remaining severe cutaneous
events considered to have a causal relationship with varenicline, one was confounded by
concomitant medication and one occurred over two weeks after stopping varenicline. In the
third case. e e, ho MMP
not in the recommendations that further follow-up of the two, unclassmable QaseS\is still
required. _ .

\ / \ =
Further monitoring or additional studies are recommended by the 1MMP The IMMP suggests
that the IMMP could examine skin events in the four year cohort. Medsafe and the MARC
have requested the data from the fourth year of the IMMP study and have yet to be provided
with this data. S
In the latest PSUR, anaphylactic reaction <and dut;{r/weous; events were reviewed but not
discussed as no new safety concerns were identified. '
Use in pregnancy v )
Varenicline treatment is not recommended in pregnancy The New Zealand data sheet
currently states the safety of varemclme in human pregnancy has not been established (1).
The IMMP report recommended ‘that Medsafe. request the sponsor to establish a pregnancy
register for this medicine a(nd that further anltOTIng should be undertaken.
The sponsor routinely aSSESSGS preghancy reports in the Champix PSUR. In addition, the
sponsor is currently_ conductlng a. varenicline pregnancy cohort study. The results of this
study are expected in.2016. Until th results of the pregnancy cohort are complete or any

safety issues are noted in the PSURSs, Medsafe considers no further action on this issue is
necessar:iy at thls fime: (S }\

\ y
A NN
LN ey,

Effectlveness of varemclme
The IMMP state that the \effectweness of varenicline in real-life clinical use may not be as

good as promete}:l by the sponsor and further studies should be requested. However, as
noted by the il\lll\lilj e?fectlveness was not a primary outcome of the study.

The perc_entage of patients that successfully quit smoking identified by the IMMP was
determined-as 28.7 % of patients who had a valid questionnaire returned. However, smoking
status was unknown in 33.5 % of the patients. In addition, the percentage of valid
questionnaire returned was less that 40 %.

During clinical trials, the continuous quit rate was determined to be approximately 40 % at
four weeks and approximately 25 % at week 52 (1). A 2012 Cochrane review found that
varenicline increased the chances of successful long-term smoking cessation between two-
and threefold compared with pharmacologically unassisted quit attempts (2).

Medsafe considers that as the sponsor is currently undertaking numerous studies, no further
studies should be requested from the sponsor.
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Risk Management Plan for varenicline

The sponsor has provided Medsafe with the latest Risk Management Plan for varenicline. A
summary table of the Risk Management Plan is included in Annex 12. The potential risks
being monitored include neuropsychiatric symptoms, myocardial infarction, suicide/suicidal
ideation, seizures, very elderly, cardiovascular disease, COPD, psychosis, depression,
pregnancy/lactation, adolescents and overdose.

Current safety studies underway or planned by the sponsor of varenicline

The sponsor is currently conducting or planning safety studies on the use of varenicline
(Annex 13). These studies include varenicline use in healthy adolescent smokers, pregnancy
and patients with a history of psychiatric disorders. In addition, cardiovascular safety
assessments are being included in the study on patients with a history of psychiatric
disorders.

& &
Dissemination of the IMMP study \<g ¥y R
Medsafe proposes publishing the IMMP report, along with M sessm eﬁt repo rt and

the MARC minutes, on the Medsafe website. In addition, { m yary of (NM P report
could be published in Prescriber Update. _ \>

/&\ ) <\
Overall Summary
‘Nightmare’ is the only adverse event in the t édverse svln the IMMP study

currently not included in the New Zealand dat @hee :gf;x buld be contacted and

requested to include ‘nightmare’ in the New Z%{anj data s

The sponsor is current conductmg \a\;enlclm %ty?studles The data from the
sponsor’'s safety studies will be reV| y Me f \ taken to the MARC if any new
safety issues are identified.
N \/W:\\

Medsafe considers that there 1/C|ent Ffat«a\&id evidence provided in the IMMP report to
warrant any further regula /> \\u ))
The benefit-risk of v /aremcjn‘e‘ femams ;1\3 itive.

\\ \
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ANNEXES RON 5

Varenicline tartrate IMMP revised report — Jarrqary 2013 er5|on e -

Varenicline tartrate IMMP new Annex 3: L:st of events/for\varenlclme patients in the
first three years of the IMMP study - N\ R,

Varenicline tartrate IMMP new Annex 4: L}st of reports for varenicline patients in the
first three years of the IMMP study -

Varenicline tartrate IMMP new Annex'5: List of events for varenicline patients in the
first three years of the IMMP- study identified fr qt patient NHI records

Varenicline tartrate IMMP new\Annex 6 Expandéd tables to separate on-medicine and
off-medicine events 7" o

Varenicline tartrate IMMP- rewsed Arfnex 4; At the time of writing not yet received

Pfizer New Zealand Ltd.2012. Champix data sheet. 4 May 2012

WHO-UMC Causallty Categoﬁes X\ \

A phase 4 12—wéek double- bltnd placebo-controlled, multicentre study evaluating the
safety and efflcacy ‘of varenicline tartrate (CP-526,555) 1 mg BID for smoking cessation
in subject wn:h depressmn .

Tan M, Harrison-Woolrych M. 2012. Memory impairment associated with varenicline: A
case. series from the New Zealand Intensive Medicines Monitoring Programme.
European Journal of Clinical Pharmacology

Card:ovasculeh\safety of varenicline: meta-analysis of varenicline randomized, blinded,
controlled-clinicabtrials with treatment duration of 12 weeks or longer

Summary of the Risk Management Plan for varenicline

Summary nf varenicline safety studies
|
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DATA SHEET

CHAMPIX ®

(varenicline as tartrate)

PRODUCT NAME
CHAMPIX® 0.5 mg and 1 mg film-coated tablets.

DESCRIPTION AN P!

Varenicline tartrate powder is a white to off-white to shghﬂy yellow s&hd w1th the following
chemical name: 7,8.9,10-tetrahydro-6,10- methano-6H— yrazma[2 ,3-h][3]benzazepine,
(2R,3R)-2,3-dihydroxybutanedioate (1:1). It is hlghly soluble 1 water. /' The pKa (ionisation
constant) for varenicline is 9.2. The octanol~Water partition coe ﬁlemt (Log D) of varenicline
tartrate is -1.23 at pH 5, -0.817 at pH 7 and 0.758 at(pH.9. ‘Varenicline tartrate has a
molecular weight of 361.35 Daltons, and a molecular formula of Cy3H;3N; © CsH¢Os The
chemical structure is: Nt O N

CAS No: 375815 8\7—5*
S5O

CHAMPIX is supphed for oral administration in two strengths: a 0.5 mg capsular biconvex,
white to fowhxte film-coated tablet debossed with "Pfizer" on one side and "CHX 0.5" on
the other side “and a 1 mg capsular biconvex, light blue film-coated tablet debossed with
"Pfizer" on one side and "CHX 1.0" on the other side. Each film-coated tablet of varenicline
contains the appropriate amount of varenicline as the tartrate salt and the following inactive
ingredients:  microcrystalline cellulose, calcium hydrogen phosphate anhydrous
croscarmellose sodium, silica — colloidal anhydlous magnesium stearate, Opadry® White (for
0.5 mg), Opadry® Blue (for 1 mg), and Opadry® Clear.
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PHARMACOLOGY

Pharmacodynamics

Pharmacotherapeutic group: Drugs used in nicotine dependence, ATC code: NO7BA.

Varenicline is a partial agonist activity at a4p2 neuronal nicotinic acetylcholine receptors
where it binds with high affinity and selectivity to produce an effect sufficient to alleviate
symptoms of craving and withdrawal (agonist activity), while simultaneously resulting in
blockade of the rewarding and reinforcing effects of smoking by preventing nicotine binding
to a4 P2 receptors (antagonist activity).

Electrophysiology studies in vitre and neurochemical studies i A ifzvo have ShGWI)I that
varenicline binds to the a4p2 neuronal nicotinic acetylcholme I ceptprs and’/stimul; tes
receptor-mediated activity. The maximal activity of varemc}me was approx1mately 30:50%
that of nicotine in vitro and approximately 30% that of nicotine i vivo. Varemclme blocks
the ability of nicotine to activate the a4f2 receptor and thus to s}xmulate\t e cen;rai nervous
mesolimbic dopamine system, the neuronal mechanism’ underlying remforcement and reward
experienced upon smoking. Varenicline is highly seiectwc and binds. W1th higher affinity to
the 042 receptor subtype than to other common’ mc\oim/lc receptc)(s (>500 -fold a3 p4, >3,500-
fold a7, >20,000-fold a.1fv5), or to non- mcotu\receptors and transporters (>2,000-fold).
e R

Pharmacokinetics <§\_\\\“ :
Absorption /\/\ RN \ “
Maximum plasma concentratmr(s offvarenlclme tartrate occur typically within 3-4 hours after
oral administration. Mean (SD) ﬁmax was 9.22 (2 05) ng/mL at the recommended dose of 1
mg BID. Following ¢ admmlstratlon of uﬁple oral doses to healthy volunteers, steady-state
conditions were 1 /ached ~within 4/ days. . Varenicline tartrate exhibits linear kinetics when
given as smgle or repeated doses.. Absorptlon is virtually complete after oral administration

and systemic avallabllﬂy is high. Oral bioavailability of varenicline tartrate is unaffected by
food or tque “of- day dosmg g

) \ )
AN \ /
Distribution 7 %
Plasma proteip b/i\ndmg of varenicline tartrate is low (<20%) and independent of both age and

renal funct;on//Apparent volume of distribution averaged 415 litres (%CV=50) at steady-
state. \\ Sk

NS
Metabol_gs_m

Varenicline tartrate undergoes minimal metabolism with 92% eliminated unchanged in the
urine.

Elimination

The elimination half-life of varenicline tartrate is approximately 24 hours (individual range
10-58 hr). Renal elimination of varenicline tartrate is primarily through glomerular filtration
along with active tubular secretion via the organic cationic transporter, OCT2.
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Pharmacokinetics in Special Patient Populations

There are no clinically meaningful differences in varenicline tartrate pharmacokinetics due to
age, race, gender, smoking status, or use of concomitant medications, as demonstrated in
specific pharmacokinetic studies and in population pharmacokinetic analyses.

Patients with Hepatic Impairment

Due to the absence of significant hepatic metabolism, varenicline pharmacokinetics should be
unaffected in patients with hepatic insufficiency and the potential for clinically meaningful
drug interactions between varenicline and metabolic inhibitors/inducers is low.

Renal Impairment 4 4 / ;‘/ <

Varenicline tartrate pharmacokinetics were unchanged in subjects’ w1th mild renal | 1mpalrment
(estimated creatinine clearance >50ml/min and <80ml/min); in- patleﬂts with imederate renal
impairment (estimated creatinine clearance >30ml/min and<50ml/min), varenicline tartrate
exposure increased 1.5-fold compared with subjects with normal renal%gcﬂon (estimated
creatinine clearance >80ml/min). In subjects with severe renal 1mpa1rment (estimated
creatinine clearance <30ml/min), varenicline tartrafe exposnre mcreased 2.1-fold. In subjects
with end-stage-renal disease (ESRD), varemclme tfrtrate was- efficiently removed by
haemodialysis. While no dosing adjustment is necessary for- p%tleﬁtﬁ with mild to moderate
renal impairment, a reduced dosing frequency of 1 mg once daily is recommended for patients
with severe renal impairment (see DOSAGE AND ADMINISTRATION) Dosing should
begin at 0.5 mg once daily for the first 3 days, and t}gn 1ncrgased to 1 mg once daily.

Elderly (> 65 years) N AN

No dosage adjustment 13 necessary for el&erly patients (see DOSAGE AND
ADMINISTRATION) / O

A combined smgle and multiple-dose i pharmacokinetic study demonstrated that the
pharmacokinetics of Img varenicline tartrate given once or twice daily to 16 healthy elderly

male and female smokers (aged 65-75 yrs) for 7 consecutive days was similar to that of
younger sub_lects '

Children and Adql?s;:ei_?t;." ?

Because the safety and effectiveness of varenicline tartrate in paediatric patients have not been
established, 'v.aren”icline is not recommended for use in patients under 18 years of age.

Single and multlple -dose pharmacokinetics of varenicline have been investigated in paediatric
subjects aged 12 to 17 years old (inclusive) and were approximately dose-proportional over
the 0.5 mg to 2 mg daily dose range studied. Steady-state systemic exposure in adolescent
patients of bodyweight >55 kg, as assessed by AUC (0-24), was comparable to that noted for
the same doses in the adult population. When a 0.5 mg dose was given twice a day, steady-
state daily exposure of varenicline was, on average, higher (by approximately 40%) in
adolescent patients with bodyweight < 55 kg compared to that seen in the adult population.’
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CLINICAL TRIALS

The efficacy of CHAMPIX in smoking cessation was demonstrated in three pre-marketing
clinical trials in which a total of 2619 chronic cigarette smokers (=10 cigarettes per day)
received varenicline. Two of these studies were double-blind comparisons between
varenicline, bupropion and placebo, assessing critical aspects of smoking cessation, including
end-of-treatment and long-term abstinence rates after 12 weeks of treatment. In addition, the
effects on reducing craving and withdrawal that can occur during smoking cessation and the
reinforcing effects that can perpetuate smoking behaviour were studied. The third study
assessed the effect of an additional 12 weeks of treatment on maintaining long-term
abstinence.

N S0
/ A _j/ &

Comparative Clinical Studies QANK s ",}"/‘

Two identical double-blind clinical trials prospectively compéred theﬁfﬁcacy of CHAMPIX
(1 mg twice daily), sustained release bupropion (150 mg twwe\d@ﬂy) and placebo in’smoking
cessation. Patients were treated for 12 weeks and then\ were fo’llowed up. for'a total study
duration of 52 weeks. The CHAMPIX dosage of 1° mg-twice dally\was achieved using a
titration of 0.5 mg once daily for the initial 3 days followed by 0.5 .mg\tw\lce daily for the next
4 days. The bupropion dosage of 150 mg twm/e dally was achiéved using a 3-day titration of
150 mg once daily. Patients set a date to stQE smokmg (targetqm\ﬁdate TQD) with dosing
starting 1-2 weeks before this date. .«& =
\\, e -.(

The primary endpoint of the two studles was the carbon: mon0x1de (CO) confirmed, 4-week
continuous quit rate (4W-CQR)-from week 9. through 'week 12. The quit rates are the
proportions of all patients treated. (1 ¢., intent-to-treat-analysis) who abstained from smoking.

The primary endpoint for CHAMPIX dem(jnstrs}ted statistical superiority to bupropion and
placebo. Key secondary end’pom‘ts for b\Oth studies were Continuous Abstinence (CA) from
weeks 9-52 and the \Long Term Quit: \Rgfg (LTQR) at week 52. CA was defined as the
proportion of all@ubjects who dlg/ not-smoke (not even a puff of a cigarette) from week 9
through week 52 a}ld had an exhaﬂeﬂ ‘€O measurement of >10ppm. LTQR was defined as the
proportion of-all sub}ects Areated “Who were responders for the primary endpoint in the
treatment phase and had 1o, hiore than 6 days of cigarette smoking during the non-treatment
phases < e . A\

In both studles the CO ,@onﬁrmed 4-week CQR for week 9 through week 12 was superior
(p<0.0001) for’ pati\ents given CHAMPIX compared with the placebo and bupropion groups.

Based on {thls endpoint, the odds of stopping on CHAMPIX were 3.91 (95% CI: 2.74, 5.59)
and 3.85 @. 69 5:50) times those of stopping on placebo in Studies 1 and 2 respectively; the
odds of s‘toppmg on CHAMPIX were 1.96 (1.42, 2.72) to 1.89 (1.37, 2.61) times those of
stopping on/bupropion.

The 4W-CQR (weeks 9-12), and CA (weeks 9-52) and LTQR (week 52) from Studies 1 and 2
are included in the following table:
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Table 1 Continuous Quit Rates, Continuous Abstinence and Long Term Quit Rates for
Studies 1 and 2

Study 1 n=1022 Study 2 n=1023
4W CQR CA wk 9-52 LTQR 4W CQR CA wk 9-52 LTQR
wk 52 wk 52
CHAMPIX | 44.4%* 22.1%" 25.5%° 44.0%* 23.0%"° 25.4%"
Bupropion 29.5% 16.4% 17.9% 30.0% 15.0% 18.2%
Placebo 17.7% 8.4% 9.6% 17.7% 10.3% 12.6%
? p <0.0001 vs. placebo and bupropion P 7 ’«_
® p <0.0001 vs, placebo, p=0.0640 vs. bupropion <V NN
°p <0.0001 vs. placebo, p=0.0161 vs. bupropion NN D e 8y
4 p <0.0001 vs. placebo, p=0.0062 vs. bupropion N > A"-\'\__/' S )
¢ p<0.0001 vs. placebo, p=0.0205 vs. bupropion SRR K% Foe Se
Ve

Based on the key secondary endpoint of carbon monomde conﬁrmed (not even a puff of a
cigarette) Continuous Abstinence from week 9 through week 52 (CA Weeks 9-52), the odds of
stopping on CHAMPIX were 2.66 (95% CI: 1.72, 4. 11) and 3,13 (1\97 4.97) times those of
stopping on placebo in Studies 1 and 2 respectwely ;_,'\.}\
For the LTQR at 52 weeks the odds of stoppmg smokmg on CHAMPIX were 3.30 (2.13,
5.11) and 2.40 (1.60, 3.60) times those of stoppmg 011 p]acgbo in Studies 1 and 2, respectively.

In Studies 1 and 2, three aspects of smoking’ cessation were investigated using validated
Patient Reported Outcomes’ questionnaires:- Crzivjng, measured by Brief Questionnaire of
Smoking Urges (QSU-Brief) and Minnesota Nicotine Withdrawal Scale (MNWS) Urge to
Smoke item; Withdrawal, measured -by 4" MNWS subscales; and Reinforcing Effects of
Smoking, measured by five Modified Cigarette Evaluation Questionnaire (nCEQ) subscales.

Patient Reported Craving, Withdrawal and Reinforcing Effects Of Smoking

Across bbth Studies 1 and 2, craving and withdrawal were significantly reduced in patients
randomized to CHAMPIX in comparison with placebo. CHAMPIX also significantly reduced
reinforcing effects of smoking that can perpetuate smoking behaviour in patients who smoke
during treatnlen‘f;cdlnpéfed with placebo.

N d

Maintenance of Abstinence Study

The third study assessed the benefit of an additional 12 weeks of CHAMPIX therapy on the
maintenance of abstinence. Patients in this study (n=1,927) received open-label CHAMPIX 1
mg twice daily for 12 weeks. Patients who stopped smoking by week 12 were then
randomised to receive either CHAMPIX (1 mg twice daily) or placebo for an additional 12
weeks for a total study duration of 52 weeks.

The primary study endpoint was the CO-confirmed continuous abstinence rate from week 13
through week 24 in the double-blind treatment phase. The two key secondary endpoints were
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the continuous abstinence (CA) rate for week 13 through week 52 and the long-term quit rate
(LTQR) at week 52. The key results are summarised in the following table:

Table 2 Continuous Abstinence and Long Term Quite Rates for Maintenance of
Abstinence Study

CHAMPIX Placebo
n=602 n=604
CA wk 13-24 70.6%* 49.8%
CA wk 13-52 44.0%** 37.1%
LTQR at week 52 47.8%*** // 40.7% SN
*p<0.0001 vs placebo, **p=0.0126 vs placebo, ***p=0.0119 vs placebo o \/\ \\s _4/B 2 \ :\,/
GBI \ )

This study showed the benefit of an additional 12-week- treatmer>w1th CHAMPIX I mg twice
daily for the maintenance of smoking cessation compared 1o placebo. The odds of maintained
abstinence at week 24, following an additional 12 we,eKS\of treatmﬂnt w;lth CHAMPIX, were
2.47 times those for placebo (95% CI: 1.95,3. 15) Superl r;ty to-placebo for continuous

abstinence was maintained through week 52 (\C)(gs Ratlo = 1 5\95% CI: 1.07, 1.70).

& . \
A L% N\ \/

{

Study in Subjects with Cardmvasculal' Dlsease \

Varenicline was evaluated in a randomlsed double bl\)d placebo-controlled study of 703
subjects with stable, documeﬁt c\arghovascular dxsease (other than or in addition to
hypertension) that had beenhlagl;o“sed fopm@re‘than 2 months. Subjects aged 35 to 75 years
were randomised to varenlclmé ' mg tw{ce {a "day or placebo for a treatment of 12 weeks and
then were followed for 4T) weeks post-t@ﬁtment Subjects treated with varenicline had a
superior rate of CO )-¢ nﬂrmed abstinence during weeks 9 through 12 (47.3 %) compared to
subjects treated with placebo (14. 3")\) (odds ratio 6.05; 95% CI 4.13, 8.86; p<0.0001) and
from Week/9 through 52 (19.8%) compared to subjects treated with placebo (7.4%) (odds ratio
3.19: 95% CY1,B7, 5,185 Pp=0. 0001) Deaths and serious cardiovascular events occurring over
the 52 week&bf the stli (tréatment emergent and non-treatment-emergent) were adjudicated
bya bhnded mdepenﬂent committee. The following treatment-emergent adjudicated events
occurred with a frequency > 1% in either treatment group: nonfatal myocardial infarction
(1.1% vs. 0 3% ﬁor\\raremclme and placebo, respectively), and hospitalization for angina
pectoris (0: 6/ vs\l 1%). During non-treatment follow up to 52 weeks, adjudicated events
with a frequency >I% included need for coronary revascularization (2.0% vs. 0.6%),
hospltahzatlon for angina pectoris (1.7% vs. 1.1%), and new diagnosis of peripheral vascular
disease (PVD) or admission for a PVD procedure (1.4% vs. 0.6%). Some of the patients
requiring coronary revascularization underwent the procedure as part of management of
nonfatal MI and hospitalization for angina. cardiovascular death occurred in 0.3% of patients
in the varenicline arm and 0.6% of patients in the placebo arm over the course of the 52 week
study. The key results are summarized in the following table':
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Table 3 Rates of CO-confirmed abstinence for Study in Subjects with
Cardiovascular Disease’
Varenicline Placebo Odds ratio (95% CI),
n=353 n=350 p value
CAwk9-12 | 47.3% 14.3% 6.05 (4.13, 8.86)
p<0.0001
CA wk 9-52 | 19.8% 7.4% 3.19 (1.97, 5.18)
p<0.0001

Study in Subjects with Chronic Obstructive Pulmonary Disease

Varenicline was evaluated in a randomised, double-blind, placebo—controlled study Uf 499
subjects with mild-to-moderate chronic obstructive pulmonary \/ disease w1th post-
bronchodilator FEV1/FVC <70% and FEV1 2 50% of predicted normal value. Subjeets aged
> 35 years were randomised to varenicline 1 mg twice a day or placebo for a treatment of 12
weeks and then were followed for 40 weeks post-treatment. Subjects treatéd with varenicline
had a superior rate of CO-confirmed abstinence during weeks 9 through 12 C42 3%) compared
to subjects treated with placebo (8.8%) (odds ratio’8. 40 95% Cl 4 99 14 14; p<0.0001) and
from week 9 through 52 (18.6%) compared to subjects treéted with placebo (5.6%) (odds ratio
4.04; 95% CI 2.13, 7.67; p<0.0001). Adverse events in this study were quantitatively and
qualitatively similar to those observed in premarketmg studxes The key results are
summarized in the following table™: .
N \
Table 4 Rates of CO-confirmed abstmence for Study in Subjects with
Obstructive Pulmonary DlseaseK

Varenicline " Plagébo-- N Oc!ds ratio (95% CI),

n=248 (C— / =251 p value
CAwk9-12 423% .~ _~ 88% 8.40 (4.99, 14.14)
N I . p<0.0001
CAwk 9-52  18.6% 5.6% 4.04 (2.13, 7.67)
DN A p<0.0001

Flexibility in Setting a Quit Date

The effect of vgremc]me 1 mg twice a day in a flexible, patient-selected quit date setting was
assessed in-a double-blind, placebo-controlled study of 651 subjects. Subjects were
randomised 3;1 t\varemclme or placebo for a treatment of 12 weeks and a followed up post-
treatment- for another 12 weeks. In this study, 486 subjects received varenicline and 165
received: placebo Subjects were instructed to select a quit date after the initial week of dose
titration and before the clinical visit at the end of week 5 of treatment. Subjects treated with
varenicline had a superior rate of CO-confirmed abstinence during weeks 9 through 12
(53.94%) compared to patients treated with placebo (19.4%) (odds ratio 6.03; 95% CI 3.80,
9.56; p<0.0001) and from week 9 through 24 (35.2%) compared to subjects treated with
placebo (12.73%) (odds ratio 4.45; 95% CI 2.62, 7.55; p<0.0001). Adverse events in this
study were quantitatively and qualitatively similar to those observed in premarketing studies.
The key results are summarized in the following table':

Version: pfdchamt10512 Supersedes: pfdchamt11011
Page 7 of 18



Table 5 Rates of CO-confirmed abstinence for Flexibility in Setting a Quit Date StudyT

Varenicline Placebo Odds ratio (95% CI),
n=486 n=165 p value
CA wk 9-12 53.9% 19.4% 6.03 (3.80, 9.56)
p<0.0001
CA wk 9-24 35.2% 12.7% 4.45 (2.62, 7.55)
p<0.0001
INDICATIONS

CHAMPIX is indicated as an aid to smoking cessation.

CONTRAINDICATIONS /

%Y / T “J:‘

Physiological changes: resultlng from \er(okmg cessation, with or without treatment with
CHAMPIX, may/alter /pharmacoklnetms ot pharmacodynamics of some drugs, for which
dosage adjustmentvma/y be nece&ary (examples include theophylline, warfarin and insulin).
As smoking, induces CYP1A2, smokmg cessation may result in an increase of plasma levels
of CYPIAZ substrafes o _\\// 5

Smoklhg \cessatlon wnl] ‘or without pharmacotherapy, has been associated with the
exacerbation of underlymg ‘psychiatric illness (e.g. depression). Care should be taken with

patients w1th a hn*}mQ of psychiatric illness and patients should be advised accordingly.

N

There is. no chmcal experience with CHAMPIX in patients with epilepsy.

At the end of treatment, discontinuation of Champix was associated with an increase in
1rr1tab1111y urge to smoke, depression, and/or insomnia in up to 3% of patients. The prescriber
should inform the patient accordingly.

Psychiatric Symptoms

Serious neuropsychiatric symptoms have occurred in patients being treated with CHAMPIX.
Some cases may have been complicated by the symptoms of nicotine withdrawal in patients
who stopped smoking; however, some of these symptoms have occurred in patients who
continued to smoke. Although a causal association between CHAMPIX and these symptoms
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has not been established, in some reports the association cannot be excluded. Patients being
treated with CHAMPIX and their families, should be alerted to the need to monitor for
neuropsychiatric symptoms including changes in behaviour or thinking, anxiety, psychosis,
mood swings, agitation, aggression, depressed mood, suicidal ideation and suicidal behaviour.
Doctors should discuss the efficacy and safety profile of CHAMPIX with patients attempting
to quit smoking with CHAMPIX and advise them of the possible emergence of
neuropsychiatric symptoms. These symptoms, as well as worsening of pre-existing
psychiatric illness, have been reported in patients attempting to quit smoking while taking
CHAMPIX in the post-marketing experience. Patients and their families, should be advised
that the patient should stop taking CHAMPIX and contact a health care professional
immediately if changes in behaviour or thinking, agitation or depressed mood, that are not
typical for the patient are observed, or if the patient develops suicidal ideation or suicidal
behaviour In many post-marketing cases, resolution of symptoms ‘after dlscontmuatlon of
CHAMPIX was reported, although in some cases the symptoms permsted ‘therefore, ongoing
follow up should be provided until symptoms resolve. Patients and their families should be
encouraged to report any history of psychiatric illness prior to mltlatlng treatrncnt “Patients
with serious psychiatric illness such as schizophrenia, bipolar dlSOl‘dC]} and major depressive
disorder did not participate in the pre-marketing studies of CHAMPIX and-the safety and
efficacy of CHAMPIX in such patients has not been established. [ N

P, B

Hypersensitivity Reactions AN
There have been post-marketing reports.of hypersensﬁwﬂy reactlons including angioedema in
patients treated with CHAMPIX. Clinical signs mclﬁded swelling of the face, mouth (tongue,
lips and gums), neck (throat and larynx) and extremities. There were rare reports of life-
threatening angioedema requlrmg urgent medical attention due to respiratory compromise.
Patients experiencing these symptoms should discontinue treatment with CHAMPIX and
contact a health care prov1der 1mmec11ately (see ADVERSE EFFECTS, Post-Marketing
Experience).

There have also been pc’ist-marketfng reports of rare but severe cutaneous reactions, including
Stevens-Johnson Syndrome and Erythema Multiforme in patients using CHAMPIX. As these
skin reactions can be life-threatening, patients should discontinue treatment at the first sign of
rash or ski,r’r‘feaCtion and contact a healthcare provider immediately (see ADVERSE
EFFECTS; Post-Marke‘t'in‘g Experience).

Cardlovasc/ular Events

In a smgle smoklng cessation trial of patients with stable cardiovascular disease, while
cardiovascular events were infrequent overall, some were reported more frequently in patients
treated with varenicline. No causal relationship between these events and varenicline has
been established. Smoking is an independent and major risk factor for cardiovascular disease.
(See CLINICAL TRIALS — Study in Subjects with Cardiovascular Disease).’
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Effects on Ability to Drive and Use Machines

Patients should be advised to use caution driving or operating machinery until they know how
quitting smoking and/or varenicline may affect them.

Effects on Fertility

It is not expected that varenicline tartrate would impair fertility. Varenicline did not impair
fertility in rats at oral doses producing plasma concentrations up to 40 times the human
plasma Cy,,x at the maximal recommended dose of 1 mg twice daily (see Use in Pregnancy).

Use in Pregnancy A %
Pregnancy Category: B3 (::'\ / /

\\//,\\ ~ - ,' /
The safety of varenicline tartrate in human pregnancy has. ﬁqt beel} estabhshed > The use of
CHAMPIX in pregnant women is not recommended. S \§

There was no evidence of teratogenicity followmgx)r)al admmlstratmn\of varemchne to rats
7

and rabbits during organogenesis with systemic- exposure (plasm& AUC) “up to 36 times the

human plasma AUC at the maximal recommexded dose of 1 mg twwe daily.

N /,

5
In animal reproduction studies, varemcl\me\has been shown to. have adverse effects on the
foetus and offspring. Oral admlnls\ratlon\ of varergclme to pregnant rabbits during
organogenesis resulted in reduced foetal weights atsystemicexposure (plasma AUC) 50 times
the human plasma AUC at th max1mal recommende\d dose; the no-effect exposure was 23
times the clinical exposure: Oral z}dmlmstranan ‘of varenicline to pregnant rats from early
gestation until weaning résulted/fn reducpd fertlhty, increased auditory startle response and
decreased rearing in offsprmg at maternal/plasma concentrations 40 times the human plasma
Crax at the malynal recommended &ese the no-effect exposure was 17 times clinical

N
E:Xposure WL \\\ B ST
\ ? 3 \/"

Women of child begring potentzal Where drug therapy is initiated, treatment should be timed
such that the course is completedﬂ:efore conception.

< ) i
o 0 O A 4 \V
Use in Lactatlon D))

It is not knovén whether varenicline is excreted in human milk. Because many drugs are
excreted m\h/umap milk and because the potential for adverse effects in nursing infants from
CHAMPIX is,unknown, a decision should be made whether to discontinue nursing or to
discontmue the drug, taking into account the importance of the drug to the mother.

Carcinogenicity

Carcinogenicity studies were performed in mice and rats at respective oral doses of
varenicline up to 20 mg/kg/day and 15 mg/kg/day for 2 years, with respective systemic drug
exposure (Cpax) up to 130 and 50 times the human plasma Cy,qy at the maximal recommended
dose of 1 mg twice daily. There was no evidence of carcinogenicity in mice or female rats.
Male rats showed increased incidences of hibernoma (a rare tumour of brown fat) at systemic
exposures of 25 times the human Cyax (incidence 1/65 rats) and 50 times the human Ciax
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(incidence 2/65 rats); the no-effect exposure was 10 times the human Cpa. The clinical
relevance of this finding has not been established.

Genotoxicity

Varenicline had no genotoxic effects, with or without metabolic activation, based on the
following assays: Ames bacterial mutation assay; mammalian CHO/HGPRT assay; and tests
for cytogenic aberrations in vivo in rat bone marrow and in vitro in human lymphocytes.

INTERACTIONS WITH OTHER MEDICINES A AL ‘

Based on varenicline characteristics and clinical experience to da{e varcmchne has 10 known
clinically meaningful drug interactions. No dosage adjustmnt\of varemclme ot co-
administered drugs listed below is recommended.

N
-1

In vitro studies demonstrate that varenicline tartra{é{‘ d&i'e's not inhﬁb@: \C}mchrome P450
enzymes (ICsp> 6,400 ng/mL). The P450 enzymes: tested for inhibition-were: 1A2, 2A6, 2B6,
2C8, 2C9, 2C19, 2D6, 2E1, and 3A4/5. Also,dn human hepatca@t _invitro, varenicline was
shown not to induce the activity of cytochrome\P450 enzymes. 1A2 and 3A4. Therefore,
varenicline tartrate is unlikely to alter the pharmacokmetlcs of compounds that are primarily
metabolised by cytochrome P450 enzymes e

In vitro studies demonstrate that v—are_mchne tartrate does not inhibit human renal transport
proteins at therapeutic concentrations, Therefore; drugs that are cleared by renal secretion
(e.g. metformin — see below) are«unhkely to be aﬂ’ected by varenicline tartrate.

In vitro studies demonstrate that active ranal secretlon of varenicline tartrate is mediated by
the human organic cation transporter,-OCT2:” Co-administration with inhibitors of OCT?2 does
not require a dose adjustment ‘of varenicline as the increase in systemic exposure to
varenicline tartrate is not expected to be clinically meaningful (see cimetidine interaction
below). Furthermore since metabolism of varenicline tartrate contributes to less than 10% of
its clearance; drugs known to affect the cytochrome P450 system are unlikely to alter the
pharmacokinetics of varenicline tartrate (see Pharmacokinetics) and therefore a dose
adjustment of CHAMPIX, would not be required.

Metformin: ‘V_ar#:nic]ine tartrate (1 mg twice daily) did not affect the pharmacokinetics of
metformin (500 mg twice daily), which is a substrate of OCT2. Metformin had no effect on
varenicline pharmacokinetics.

Cimetidine: Co-administration of an OCT2 inhibitor, cimetidine (300 mg four times daily),
with varenicline (2 mg single dose) increased the systemic exposure of varenicline by 29%
due to a reduction in varenicline renal clearance. No dosage adjustment is recommended
based on concomitant cimetidine administration in subjects with normal renal function or in
patients with mild to moderate renal impairment. In patients with severe renal impairment,
the concomitant use of cimetidine and varenicline should be avoided.

Digoxin:  Varenicline ftartrate (1 mg twice daily) did not alter the steady-state
pharmacokinetics of digoxin administered as a 0.25 mg daily dose.
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Warfarin: Varenicline tartrate (1 mg twice daily) did not alter the pharmacokinetics of a
single 25 mg dose of (R,S)-warfarin. Prothrombin time (INR) was not affected by varenicline

tartrate. Smoking cessation itself may result in changes to warfarin pharmacokinetics (see
PRECAUTIONS).

Use with other therapies for smoking cessation:

Bupropion:  Varenicline tartrate (I mg twice daily) did not alter the steady-state
pharmacokinetics of bupropion (150 mg twice daily).

Nicotine replacement therapy (NRT). When varenicline (1 mg twice daily) and nicotine
replacement therapy (transdermal 21 mg/day) were co-administered to smokers (N=24) for 12
days, there was a statistically significant decrease in average systohé blood pressmf: (mean
2.6 mmHg) measured on the final day of the study. In this stud}g \tﬁe /101dence (of nausea,

headache, vomiting, dyspepsia, fatigue and dizziness was greate} fpr\the combmatmn ihan for
NRT alone. \/\\

N > /\ Li
Safety and efficacy of CHAMPIX in combination w1th/o\ther smokmg cessettmn theraples have
not been studied.

ADVERSE EFFECTS & BOAOS
NN )
Smoking cessation with or without treatment is. assomzﬁed with various symptoms. For
example, dysphoric or depressed mood; insomnia;- ur1tab111ty, frustration or anger; anxiety;
difficulty concentrating; restlesénessz decreased he\an rate; increased appetite or weight gain
have been reported in pa‘tlent\s attempt/mg 0. stop smoking. No attempt has been made in
either the design or the anaJysxs of the. C{\{AMPD( studies to distinguish between adverse
effects assomatep w1th study drug tfeat nt or those possibly associated with nicotine
withdrawal. i \'\l’( /,,>/ \\\\
Clinical tr1aTs mehjded apprax:mately 4,000 patients treated with CHAMPIX for up to 1 year
(average exposure 84 days) -In.general, where adverse events occurred, onset was in the first
week of therapy, sevénty was generally mild to moderate and there were no differences by
age, race ot gender w1th i'egard to the incidence of adverse effects.
>

The treanneht\dist%ntmuatlon rate was 11.4% for varenicline compared with 9.7% for
placebo. - Mhls\ .group, the discontinuation rates for the most common adverse events in
varenicline. t(epted patients were as follows: nausea (2.7% vs 0.6% placebo), headache (0.6%
vs 1. O% for) placebo), insomnia (1.3% vs 1.2% for placebo), and abnormal dreams (0.2% vs

0.2% for placebo)

Table 3 includes the most frequently occurring events (at a rate of >1% and an incidence
higher than that for placebo). These data are derived from a pooled database of studies in
which patients were randomised to receive 12 weeks of treatment using the recommended
dosage regimen.
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Table 6 Adverse Events considered treatment-related and reported in studies at a
rate >1% and at an incidence higher than placebo, conducted using the
recommended dosage regimen

Percentage of Patients Reporting
Event
CHAMPIX Placebo
N=821 N=805
Gastrointestinal Disorders
Nausea 28.6 8.8
Constipation 5.8 22
Flatulence 5.1 i 25 »
Dry mouth 56 S 4.1\
Dyspepsia 38 4;::_\\ // 2 15 N
Vomiting AN
Abdominal Distension 2 R IR 04
Stomach Discomfort a b Q \0.5
General Disorders and Administration Site Conditions ™~ A
Fatigue . \/ e G Y 3.9
Metabolism and Nutrition Disorders y \ & \‘* g
Increased Appetite e TR N L, N 1.2
Nervous System Disorders o I T
Headache SRR W\ 10.1 8.4
Dizziness e a5 4.6
Dysgeusia LR NNy 50 3.6
Somnolence N IO 0 3 2.1
Psychiatric Disorders~ \K Vs ' S\ )
Insomnia ey ] ANSP 13.8 10.6
Abnormal Dreams el b 12.4 4.5
Sleep Disorder SR 4.8 2.9

In the listings below all adverse effects, which occurred at a rate lower than 1% and greater
than placebo are listed by system organ class and frequency (uncommon (>1/1,000, <1/100)).

System - /‘-.A(i\\\?érée Drug Effects
Organ Qla\é RS

Infections ~a"1lzd'lnfestations

Uncomﬁlc.')-'ﬁ# Bronchitis, nasopharyngitis, sinusitis, fungal infection, viral infection
Metabolism and Nutrition Disorders

Uncommon  Anorexia, decreased appetite, polydipsia

Psychiatric Disorders

Uncommon  Panic reaction, bradyphrenia, thinking abnormal, mood swings

Nervous System Disorders
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Uncommon Tremor, coordination abnormal, dysarthria, hypertonia, restlessness,
dysphoria, hypoaesthesia, hypogeusia, lethargy, libido increased, libido
decreased

Cardiac Disorders
Uncommon  Atrial fibrillation, palpitations

Vascular Disorders

Uncommon Hot flush, varicose vein

Eye Disorders

Uncommon Scotoma, scleral discolouration, eye pain, mydr1as1s/ photophobia, myopla
lacrimation increased <\/ 4 ;_/";:iz- 3

Ear and Labyrinth Disorders /\/ \\/ O~ | \.‘.\: 2 )

Uncommon  Tinnitus : \\\{\ 0 LY

Respiratory, Thoracic and Mediastinal Dlsorders <

Uncommon  Dyspnoea, cough, hoarseness, phalzgfngolaryn eal pam\ throat irritation,
respiratory tract congestion, smus congestlory P t nasal drip, rhinorrhoea,
snoring RNy AR D

(' = _\ N
N R

Gastrointestinal Disorders & \\ NN

Sy

Uncommon  Haematemesis, haemat@chema gastntls gastrooesophageal reflux disease,
abdominal pam,\change of bowel, hablt/ salivary hypersecretion, abnormal
faeces, eructatlon,\aphthous stomatrtls gmglval pain, tongue coated

Skin and Subcutaneous Tlssﬁe )/;sordeg's N
Uncommon Rash generajrsed eryth&glakprurltus acne, hyperhidrosis, night sweats
Musculoskeletal\ﬁn/d Co/nnectw% Ti\ésue Disorders

Uncommon g Jowtélffneés muscle spasms, chest wall pain, costochondritis

Renal andU{/nary DlSOI‘d,eI‘S\ /

Uncommon - Glyco/s\u>m .nocturia, polyuria

\

Reproductlveglystem,and Breast Disorders
Uncommon/ Menorrhagla vaginal discharge, sexual dysfunction

Generai DJSO(ders and Administration Site Conditions

Uncommon Chest discomfort, chest pain, pyrexia, feeling cold, asthenia, circadian rhythm
sleep disorder, malaise, cyst

Investigations

Uncommon  Blood pressure increased, electrocardiogram ST segment depression,
electrocardiogram T wave amplitude decreased, heart rate increased, liver
function test abnormal, platelet count decreased, weight increased, semen
abnormal, C-reactive protein increased, blood calcium decreased
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Post-Marketing Experience

The following adverse events have been reported during post-approval use of CHAMPIX.
Because these events are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

There have been reports of neuropsychiatric symptoms such as depressed mood, agitation,
hallucinations, changes in behaviour or thinking, anxiety, psychosis, mood swings, aggressive
behaviour suicidal ideation and suicide in patients attempting to quit smoking while taking
CHAMPIX. Smoking cessation with or without treatment is associated with nicotine
withdrawal symptoms and the exacerbation of underlying psychiatric illness. Not all patients
had known pre-existing psychiatric illness and not all had dISCOIltlmlﬁd smokmg The role of
CHAMPIX in these reports is not known (see PRECAUTIONS). . “. N AT 9
¢ N7 g
There have also been reports of hypersensitivity reactions, such as ang\loedema and of rate but
severe cutaneous reactions, including Stevens-Johnson Syndrome and Erythema ‘Multiforme

in patients taking CHAMPIX (see PRECAUTIONS) oo, \

There have been reports of myocardial infarction (MD and cerebrovascular accident (CVA)
including ischaemic and haemorrhagic events in patlents takmg CHAMPIX In the majority
of the reported cases, patients had pre-existing cardlovascular dlsease and/or other risk factors.
Although smoking is a risk factor for MI‘and CVA, based-on- temporal relationship between
medication use and events, a contributory role of varenicline cannot be ruled out.

DOSAGE AND ADMINISTRATION. |

Use in Adults

Smoking cessation thefapies are more likely to succeed for patients who are motivated to stop
smoking and who are provided with additional advice and support.

The recommended dose of CHAMPIX is 1 mg twice daily following a 1-week titration as
follows:

Days1-3: << ~ \7"; 0.5 mg one daily
Daysd—7.( 0.5 mg twice daily
Day 8 — End of Treatment: 1 mg twice daily

The patient should set a date to stop smoking. CHAMPIX dosing should start 1 — 2 weeks
before this date. Alternatively, a flexible approach to quitting smoking may be adopted.
Patients can begin varenicline dosing and then quit smoking between days 8 and 35 of
treatment (see CLINICAL TRIALS, Flexibility in Setting a Quit Date). f
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CHAMPIX tablets should be swallowed whole with water. CHAMPIX can be taken with or
without food.

Patients should be treated with CHAMPIX for 12 weeks. For patients who have successfully
stopped smoking at the end of 12 weeks, an additional course of 12 weeks treatment with

CHAMPIX at 1 mg twice daily is recommended to further increase the likelihood of long-
term abstinence.

Patients who do not succeed in stopping smoking during 12 weeks of initial therapy, or who
relapse after treatment, should be encouraged to make another attempt once factors
contributing to the failed attempt have been identified and addressed.

Dose tapering of CHAMPIX is not required at the end of treatment ( K\
o i
: . : : N \\ Cog sy
Use in Patients with Renal Impairment \/\ L R S s S

No dosage adjustment is necessary for patients with m1ld 10 moderate renal\lmparrment

For patients with severe renal impairment, the recomme;nd&d dose of CHAMPTX is 1 mg once
daily. Dosing should begin at 0.5 mg once daljy for ‘the’ ﬁrst 3fdays then increased to 1 mg
once daily (see Pharmacokinetics) 5

Based on insufficient clinical experlence\wuh Champlx in patlents with end stage renal

disease, treatment is not recommended. in “this pat1ent\populat10n (see Pharmacokinetics,

Pharmacokinetics in Special Pattent POpulattonS) X
\

:\ < / N / ‘
Use in Patients with Hepatlc\l\mpalrment

5,

No dosage adjustment 1s necessary\/\for patients with hepatic impairment (see
Pharmacokinetics) '~

/‘.

.‘\ ;

Use in the E]derly/ _ /:-\\}\

No dqsage adjustment is. necessary for elderly patients (see Pharmacokinetics). Because
elderly patlents are more: hkely to have decreased renal function, prescribers should consider
the renal status of an\elderly patient.

Use in Chlldyen\

Safety anti effectweness of CHAMPIX in paediatric patients have not been established;
therefore,” “CHAMPIX is not recommended for use in patients under 18 years of age (see
Pharmacokinetics).

OVERDOSAGE

No cases of overdose were reported in pre-marketing clinical trials.
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In case of overdose, standard supportive measures should be instituted as required.

Varenicline has been shown to be dialyzed in patients with end stage renal disease (see
Pharmacokinetics), however, there is no experience in dialysis following overdose.

Contact the Poisons Information Centre for advice on the management of an overdose.

PRESENTATION AND STORAGE CONDITIONS

Aclar / PVC / blisters with aluminium foil backing in an initial dosmg pack containing one
blister of 11 x 0.5 mg film-coated tablets and a second blister of 14 x l mg film- coatefl tablets
in a carton or a heat sealed wallet.

NN
Aclar / PVC blisters with aluminium foil backing in a pack cont\ammg 28 or 56 ); 1 mg ﬁlm—
coated tablets in a carton or secondary heat sealed wallet e 5

/ - .| / \ \,

High-density polyethylene (HDPE) bottle with polypropylene child- resxstant closure and an
aluminium foil/polyethylene induction seal containing 56 X lmg ﬁlm coated tablets (Not
currently marketed in New Zealand). AR Y P

Shelf Life: 2 years when stored below 30°C

NAME AND ADDRESS OF THE SPONSOR

Pfizer New Zealand Ltd /~ _
Auckland, New Zealand ~ &
PO Box 3998 > \V AT 2]
Auckland 7\ SRy
NEW ZEALAND 4

Toll Free 0800 736 363

X,
.

% ; ‘\ \
> N\
AN

SO
MEDICINE CEAS'SIFICATION

Prescr1pt10n Medleme

CHAMP[X 18 bemg monitored on the New Zealand Intensive Medicines Monitoring Program
(IMMP).

DATE OF PREPARATION
04 May 2012

" Please note change to Data Sheet.
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