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PRODUCTINFORMATION

CHAMPIX' (varenicline as tartrate)
NAME OF THE MEDICINE

CHAMPD<' 0.5 ino and I ino film-coated tablets

DESCRIPTION

Varenicline tartrate powder is a white to off-white to slightly yellow solid with the followino
7.8,9.10-totrahydr0-6.10-methan0-6H-pyrazin012,3-hl t31benzazepine,chemical

(2R, 3R)-2.3-dihydroxybutanedioate (1:1). It is highly soluble in water. The pKa (ionisation
constant) for' varenicline is 9.2. The octanol-water partition coefficient (Log D) of varenicline
tartrate is -1.23 at pH 5, -0817 at pH 7 and 0,758 at pH 9. Varenicline tai'trate has a niolecular
weioht of 361.35 Danons, and a n}o1ecular formula of Cj3}1/3N3 . C4H606 The chemical
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CAS N0: 3758/5-87-5

CHAMPD< is supplied for oral adjTiinistratioii ill two strenoths: a 0.5 nTo capsulm' biconvex,
white to off-white, film-coated tablet debossed with "PIizei" on one side and 'CHX 0.5 " on
the other' side and a I nTg capsula^ biconvex, light blue film-coated tablet debossed with
"PIizei" 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 hydrogei} phosphate anhydrous,
CToscarmellose sodium, silica - colloidal anhydrous, magnesium SIGarate, Opadry' White (foi
0.5 Ing), Opadry' Blue (for' I nig), and Opadry' Clear
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PHARMACOLOGY

Pharmacological actions

Pharmacotherapeutic group: Drugs LISed in ITicotine dependence, ATC code: N07BA

Varenicline is a partial aoonist at or4^2 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 ill blockade of the
rewarding and reinforcing effects of smoking by preventing nicotine binding to o4^2 receptors
(antagonist activity)

Electrophysiology studies ill vitro and neurochenTical studies I}I vivo have shown that
varenicline binds to or4^2 neuronal nicotinic acetylcholine receptors and stimulates receptor-
mediated activity. The maximal activity of vareiiicline was approxiiiiately 30-50% that of
nicotine ill vitro and ranoed from 30-60% that of nicotine in vivo. Varenicline blocks the

ability of nicotine to activate the o4ft2 receptor and thus to stimulate the central nervous
mesolilribic dopamine system, the neuronal mechanisin 11nderlying reinforcement and reward
experienced LIPon smoking. Varenicline is 111ghly selective and binds witli higher' affinity to
the o4^2 receptor subtype than to other coinnTon nicotinic receptors (>500-fold o3^4, >3,500-
fold o. 7, >20,000-fold o. 1^Y6), 0" to non-nicotinic receptors and Inn's porters (>2,000-fold)

PHARMACOKINETICS

Absorption

MaximuiiT plasma concentrations of vareiiicline tartrate occur typically within 3-4 hours after
oral administi'ajion. Mean (SD) C, ,, was 9.22 (2.05) 11g/111L at the recommended dose of I
n}g BID. Following administi'anion of Inultiple oral doses to Ilealtliy volunteers, steady-slate
conditions wei'e reached with 11} 4 days. Varenicline tartrate exhibits linear kinetics when
given as single or 1'6peated doses. Absorption is vii'tually coinpleie alle^ o1'al adininistration
and systeinic availability is high. Oral bioavailability of vai'Gillcline tarti'ate is Linaffected by
food or tillTe-of-day dosing

(~
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Distribution

PIasina protein binding of varenicline tartrate is low (<20%) and independent of both age and
renal ftinction. Apparent volume of distribution averaged 4/5/11res (%CV= 50) at steady-
state

Metabolism

Varenicline tartrate undergoes minimal metabolisiii with 92% eliminated Linchanoed 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 glomerula^ filtration
along with active tubular' secretion via the oroanic cation IC transporter, OCT2
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Pharmacokinetics in special patient populations

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

Patients willI Izepatic impairi?lent

Due to the absence of stunificant hepatic metabolism, varenicline pharmacokinetics should be
unaffected in patients with hepatic insufficiency and the potential for clinicalIy meaningfLil
druo interactions between varenicline and metabolic inhibitors/inducers is low

Renal/, lipaii'lireizt

Varenicline tartrate pharnTacokinetics were Linchanoecl ill subjects witli mild renal impairment
(estimated creatinine clearance >50nil/min and :^80ml/min); in patients with moderate renal
impairment (estimated creatinine clearance 2:30nil/min and ^50ml/min), varenicline tartrate
exposure increased 1.5-fold compared with subjects willI normal renal function (estiinated
creatinine clearance >801nl/rrtin). hi subjects with severe renal illTpairiiicnt (estiinated
creatinine cleai'anCG <301nl/Inin), varenicline tartrate exposure increased 2.1-fold. 111 subjects
willI end-stage-renal disease (ESRD), vai'enicline tartrate was efficiently removed by
11aeinodialysis. While 110 dosino adjustment is necessary for' patients with mild 10 TIToderate
renal impairiiient, a reduced closing frequency of I nig once daily is recommended for patients
willT severe ^enal impairinent (see DOSAGE AND ADMINISTRATION). Dosing should
begin at 0.5 ing once daily for the first 3 days, and 111eiT increased to I ing once daily

Eldei. fy

No dosage adjustnTent is necessary for elderly patients (see DOSAGE AND
ADMINISTRATION)

(-

A coinblned single and Inultiple-dose pharn}acokinetic study demonstrated that the
pharinacokinetics of I ing varenicline tarti'ate given once or twice daily to 16/1ealthy elderly
nTale and female smokers (aged 65-75 yrs) for' 7 consecutive days was silliila^ to that of
younger subjects

\\\

Prredrdii'ic

Because the safety and effectiveness of varenicline tartrate in paediatric patients have not been
established, varenicline is not recommended for use ill patients tinder 18 years of aoe

When 22 paediatric patients aged 12 to 17 years (inclusive) received a single 0.5 ing and I nTg
dose of varenicline tartrate the pharmacokinetics of \Jarenicline tartrate was approximately
dose proportional between the 0.5 Ing and I ing doses. Systemic exposure, as assessed by
AUC (0-inf), and renal clearance of varenicline tartrate were coinparable to those of all adult
population

CLINICAL TRIALS

The efficacy of CHAMPD< in sinokino cessation was demonstrated in three clinical trials in
which a total of 2619 chronic cigarette smokers (^10 cigarettes pe^ day) received varenicline
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Two of these studies were double-blind comparisons between varenicline, b d
placebo, assessing critical aspects of smoking cessation, includino end-of-treatment a d I o-
term abstinence rates after 12 weeks of treatment. 111 addition, the effects on red o
and withdrawal that can occur during smoking cessation and the reinforcino eff t th
pelpetuate smoking behaviour were studied. The third stud assessed the eff I f
additional 12 weeks of treatment on maintainino long-term abstinence.

Conlparative Clinical Studies

Two identical double-blind clinical trials prospectiveIy coin ared the efficac f CHAMPD<
(I ing twice daily), sustained release bupropioii (150 ino twice daily) and placebo in sinokino
cessation. Patients were treated for 12 weeks and then were followed u fo . t t I d
duration of 52 weeks. The CHAMPIX dosaoe of I ino twice dan was h' d o
titration of 0.5 Ing once daily for' the initial3 days followed b 0.5 nio twice da'I f Ih
4 days. TITe bupropion dosage of 150 ino twice daily was achieved LISino a 3-da It' I' f
150 n}g once daily. Patients set a date to stop sinokino (taroet quit date, TQD) with dos'no
stalling I-2 weeks before this date.

The primary endpoint of the two studies was 1116 carbon 1110noxide (Co) confirmed, 4- k
continuous quit rate (4W-CQR) fron} week 9 Ihrouoh week 12. The quit lates arc the
proportions of all patients treated (i. e. * intent-to-treat analysis) wlio abstained front sriiokino.
The priiTTary endpoint for CHAMPD< dellioiistrated statistical SII eriorit I b ,
placebo. Key secondai'y endpoints for' botli studies wei'e Continuous Abstinence (CA) fro
weeks 9-52 and the Long Terni Quit Rate (LTQR) at week 52. CA was defined as the
proportion of all subjects who did 1101 smoke (not even a puff of a CIOarette) froin Week 9
through Week 52 and had all exhaled Co measureinent of :^loppii}. LTQR was defiled . Ih
proportion of all subjects treated who wei'e responders for the rinTm' e Id I I
11'Garnieiit phase and 11ad n0 1110re than 6 days of CIOarette sinokino dunno the no -I' t
phase.

In both studies the Co- confii. 1/1ed 4-week CQR for week 9 throuoh week 12 was s .'
(p<0.0001) foi' patients given CHAMPIX compared witli the placebo and bti ro ion , '
Based on this endpoint, the odds of stoppiii. on CHAMPIX wei'e 3.91 (95% CT: 274,559)
and 3.85 (269,550) times those of stoppino on placebo in Studies I and 2 res ectivel ; the
odds of stopping 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 stud' I d 2
are Included in the followino table:

\
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Table I Continuous Quit Rates, Continuous Abstinence and L T
Studies I and 2

Cli

EU

PIa

p <0,0001 vs. placebo, p=00640 vs. bupropion
p <0.0001 vs. placebo, p=00161 vs. bupropion
p <00001 vs. placebo. p=00062 vs. bupropion
p <0.0001 vs. lilacebo, p=00205 vs. bupropion

Based on the key secondary endpoint of carbon monoxide c f' ' d
cigarette) Continuous Abstinence from week 9 throuoh week 52 (CA we k 9-52 ,
stopping on CHAMPD< were 2.66 (95% CT: 172,411) and 3.13 (197,497 '
stopping o11 placebo in Studies I and 2 respectively.

For' the LTQR at 52 weeks the odds of stoppino sinokin0 o11 CHAMPIX ,
5.11) and 2.40 (1.60,3.60) times those of stoppin, o11 placebo in Studies I d 2, I' '
in Studies I and 2, three aspects of sinokino CGssatioi ^ o
Patient Reported Outconies question nail'es: CTavino, me a ' d b B " '
Smoking Urges (QSU-Brief) and Minnesota Nicotine Withdrawal S t I MN n
Smoke Ilein; Withdrawal, measured by 4 MNWS subscaie ; d R ' '
Smoking, nTeasured by five Modified CIOarette Evaluation Question nail'e ( GE '
Patient reported craving, witlidrawal and I'einforcino eff t f o

ACi'OSs both Studies I and 2, CTavino and withdrawal wei'e b 'f' I ,
randomized to CHAMPIX in coinpai'ISOn willI placebo. CHAMPIX ,I . ' 0 ' ' ,
reinforcing effects of SITioking that can perpetuate sinokino bellav' ' '
during treatment coinpared with placebo.

Maintenance of Abstinence Study

The third study assessed the benefit of an additional 12 w k f CH
Inaintenance of abstinence. Patients in this study (n=1,927) received -I b I
ing twice daily for 12 weeks. Patients who sto ed s k' o b W
randomised to receive either CHAMPD< (I in, twice daily) or laceb f dd' ' , 2
weeks for a total study duration of 52 weeks.

The primary study endpoint was the Co- confirmed continLi I b
through week 24 in the double-blind treatment hase. Th t k
the continuous abstinence (CA) rate for week 13 throuoh week 52 and th I o-
(LTQR) at week 52. The key results are summarised in the followi . I bl . '~

a
<

a

Stud I n=l 022

A \vk 9.52

b

LTQR
wk 52

o

4\V CQR

o

o

Stud 2 n=1023

o

o

CA \vk 9-52

(~

o

23.0%

15.0%

1.9'I

103%

LTQR
wk 52

25.4%'

18.2%

I2.6%
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Table 2. Continuous Abstinence and
Abstinence Stud

CA wk 13-24

CA wk 13-52

LTQR at week 52

* <0.0001 vs laceb0, *"' =00126 vs lacebo,

This study showed the benefit of an additional 12-week treatment with CHAMPD< I odailforthe t f b iedaily for the maintenance of sinokino cessation compared to lacebo. The odd f d
abstinence at week 24, following an additional 12 weeks of 11'eatment with CHAMPD<,
2.47 times those for placebo (95% CT: 1.95,3.15). Supei'ionty to lacebo for' c I'
abstinence wasinaintained through week 52 (Odds Ratio = 1.35,95% CT: 1.07,1.70).
INDICATIONS

CHAMPIX is indicated as all aid 10 sinokino cessation ill adults . 11 0 f

CONTRAINDICATIONS

Hypersensitivity to the active substance or to any of the exci lents

PRECAUTIONS

Effects of Sriioking Cessation:

Physiological changes resultino froiiT sinokino cessation, witli or \v'Ih t I ' ,
CHAMPIX, may alle^ pharinacokinetICs o1' pharniacod namics f d . 0 ,
dosage adjustment may be necessary (exalriples include theophylline, warfarin and iris 11' ).
As smoking induces CYPIA2, sinokiiio cessation niay I'esult ill an increase f I I I f
CYPIA2 substrates.

SriToking cessation, will} or without phariiTacotherapy, 11as been associated with the
exacerbation of 11ndei'lying psychiati'IC illness (e. 0. depression) Care should be taken with
patients with a history of psychiatric illness and patients should be advised a .d' o1

Patients with serious psychiatric illness such as schizo hrenia, bi o1a. d' .d ., d
depressive disorder' did not participate in the pre-niarketino studies of CHAMPD< d h
safety and efficacy of CHAMPD< in such patients has not been establish d*.

There is no clinical experience with CHAMPD< in patients willI epilepsy

At the Grid of treatment, discontinuation of Chain Ix was associated ' th
Irritability, urge to smoke, depression, and/or insomnia ill u to 3% of atlent . Th b
should inform the patient accoi. dinoly.

Long term Quite Rates for Maintenance of

CHAMPIX

n=602

70.6%*

44.0%**

:!= * :*

47.8%***

=0.0119 vs lacebo

(.-

, ,,. Qb

Placebo

n=604

49.8%

37.1%

40.7%

I

;.

I

L
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Psychiatric Symptoms

Serious neuropsychiatric symptoms have occurred in atlents be' o t d
Some cases may have been complicated by the symptoms of nicotin 'thd
who stopped smoking; however, some of these sym toms ha d '
continued to smoke. Although a causal association between CHAMPD<
has riot been established, in some reports the association can I b I
being treated with CHAMPD< should be observed for Ileur h' o
changes in behaviour, agitation, aogression, depressed mood, su 'c'd I 'd '
behaviour. These symptoms, as well as worsenino of re-ex' I' 0 -'
been reported in patients attemptino to quit sinokino while takino CHAMPD< '
marketing experience. Patients attemptino to quit sinokino w'th CHAMP
families should be alerted to the need to monitor for these
symptoms Immediately to their doctor*.

Effects on ability to drive and use machines

Patients should be advised to LISe cantioii drivino or o Grailio , I '
quitting smoking and/or CHAMPIX may affect them.

Effects on Fertility

It is 1101 expected that vai'enicline tarti'ate would 11n air rel'Iilii . V, ' ' I' , ' '
fertility ill rats at oral doses producino plasma concentrations u to 40 I' h , ,
C, ,,,, at the maxiiiial recoinmended dose of I Ino twice dail . Off " o f . c
snown deci'eased fertility (see Use ill Freonancy).

Use in Pregnancy

PI'egiiancy Caregoi'y: B3

The safely of varenicline tartrate in human PIGoiianc 11as I b
CHAMPIX in pregnant women is not recommended.

Tilere was 110 evidence of teraiooeniciiy followino oral admin' I ' I' f t
and I'abbits during organogenesis willI systeinic exposure ( Iasma AUG 3
huniaii PIasnTa AUC at the maximal recommended dose of I ing I d 'I .
In animal reproduction studies, varenicline has been shown t I d
foetus and offspi'ing. Oral administration of vai. enicl' I . 0 -' o
organogenesis resulted in reduced foetal weiohts at systemic ex OSure ( Ia AUC '
the human plasma AUC at the maximal recommended dose; Ih - ff
times the clinical exposure. Oral administration of varenicline I . o
gestation Lintil weaning resulted in reduced fertility, increased a d't
decreased rearing in offspring at matei'nal plasma concentration 40 I' h
C, ,, at the maximal recommended dose; the no-effect ex
exposure.

Women of child bearing potential. . Where drLio thera is initiated, I'
such that the course is completed before conception.

(
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Use in Lactation

It is not known whether var'enicline is excreted in human milk. B o
excreted in human nitlk and because the potential for adverse reactio o '
CHAMPD< is unknown, a decision should be made wh th d'
discontinue the drug, taking into account the jin ortance of th d . o
Varenicline is excreted in the milk of Iactatino rats. Oral adm'n' I I' f
pregnant rats from early gestation until weanino was associated 'Ih d
offspring (see Use in Pregnancy). The clinical SIonificance of this findino I k
Carcinogenicity

Carcinogenicity studies were performed in 1111ce and rats at res ective ' I d f
up to 20 ing/kg/day and 15 ing/kg/day for 2 years, with res ective t d. o
(C, *,) LIP to 130 and 50 times the human plasma C, ,, at the maximal recoin i' d d
I ing twice daily. There was no evidence of a cal'cinooenicit ill n' ' f , I
rats showed increased incidences of hiberiionia (a Tai'e Iunioui' of b ' f ,
exposures of 25 times the human Chi, , (incidence 1165 rats) and 50 tillIes the h Cm, ,
(incidence 2165 rats); the no-effect exposui'e was 10 times the human C, l, ,,. Th I ""'
relevance of this finding has not been established. '

Genotoxicity

Vai'enicline had 110 genotoxic effects, willT or witliout nietab I' t , , ,
following assays: Ames bacterial mutation assay; nTaminalian CHO/HGPRT ', ;
for' cytogenic aberrations 111 PI'vo in rat bone marrow and I'll 1,111'0 in h I
INTERACTIONS WITH OTHER MEDICINES

Based on varenicline characteristics and clinical expel'Ience 10 dai , , ' ' I' ,
clinicalIy nieaningftil drug interactions. No dosaoe ad'us line I f t '
administered di'ugs listed below is I'ecolninended.

hi 1,111'0 studies denTonstrate that vai'enicline tartrate does not ' h'b'
enzymes (IC50> 6,400 rig/inI). The P450 enzyines tested for' inhibition we 'e: IA2,2A6, ,
2C8,2C9,2C19,206,2El, and 3A4/5. Also, ill human he t , ' , '
shown not to Induce the activity of cytochronTe P450 enz mes IA2 , d 3 ,
varenicline tartrate is 11nlikely to alter the phai'niacokinetics of coni d h .' "
metabolised by cytochronie P450 enzymes.

hi vin. o studies demonstrate that varenicline tartrate does not in I 'b'I I
proteins at therapeutic concentrations. Therefo^e, druos that are I . d b
(e. g. metfoi'Thin - see below) are 11nlikely to be affected by varenicline tartrate.

hi urn, o studies denionstrate that active renal secretion of varen'cl' . .
the human organic cation transporter, OCT2. Co- administration with ' h'b'
not require a dose adjustment of CHAMPD< as the increase
varenicline tartrate is riot expected to be clinicalIy nTeaninoful (see cmT t'd'
below). Furthermore since metabolism of varenicline tartrate contribut I I h o
its clearance, drtigs known to affect the cytochrome P450 s stern I'k I ,

(-
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pharmacokinetics of varenicline tartrate (see PHARMACOKINETICS
adjustment of CHAMPD< would not be required.

Medoiv?zill. ' Van'enicline tartrate (I ino twice daily) did not aff t he r
metformin (500 ing twice daily), which is a substrate of OCT2. M of
varenicline pharmacokinetics.

Ciiize/I'dille. . Co- administration of an OCT2 inhibito , c' 'd' o
varenicline (2 ing single dose) increased the systemic ex OSure of va ' I' 0 '
reduction In varenicline renal clearance. No dosaoe ad'I t
concomitant ciinetidine administration in subjects with no ' I I
with mild to nToderate renal impairment. In patients with ' '
concomitant use of cimetidine and varenicline should be av d d. '

Digoxiiz. . Varenicline tartrate U ing twice dan ) did t I steady-statepharmacokinetics of digoxiii administered as a 0.25 ino da'I d

Wandriiz. ' Vareiiicline tartrate (I 1110 twice daily) did not alle^ th h , c e IC
single 25 nig dose of (R, S)-warfai'in. Prothroinbiii tillIe (INR) wa t ff , '
tartrate. Smoking cessation itself Inay result ill chanoes t 'f .'
PRECAUTIONS). e p rinaco in GIIcs (see

Use willI o1/1e, ' 1/1ei'dpies/o1' sinokiiio cess(moil

Bi, PI'opioii. ' Varenicline tartrate (I 1110 twice dail ) did I ,I
pharmacokinetics of bupropion (150 11Tg twice daily).

Nico/me I'eplticeiiieiit 1/1eiwpy (NRT).' When varenicli116 (I Ino I d 'I ,
replaceinent therapy (transderiiTa121 Ing/day) wei'e co- adiiiinistered t k '. =
days, there was a statisticalIy sionificant decrease ill ave 'ao I'
2.6 nTmHg) me asui'ed on the final day of the study. 1/1 this stud , Ih 'l , ,
headache, von}iting, dyspepsia, fallotie and dizziness was o. c . f INRTalone. b ion aiT or

Safety and efficacy of CHAMPD< in combination with o11 k' o
notbeenstudied. 0 ' p' s ave

ADVERSE REACTIONS

Smoking cessation with or without treatnTent is assoc' I d ' h "
example, dysphoric or depressed mood; insomnia, ITritab'1'1 , f. 0 ..
difficulty concentrating; restlessness; decreased heart rat - b , ,
ave been reported ill patients attemptino to stop sinokino. N It ' b

either. the design or the analysis of the CHAMPD< stud' d' o
events associated with study drtio treatment or those 'blwithdrawal. nicotine

Clinical trials included approximately 4,000 patients treated ' h CH
(average exposure 84 days). in general, where adverse events occti . d, ' '
week of therapy; severity was o6nerally mild to moderate d h
age, race or gender with regard to the incidence of adverse rea I'

(.
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The treatment discontinuation rate was 11.4% for varenicl'
placebo. in this group, the discontinuation rates for the most
varenicline treated patients were as follows: nausea (2.7% vs 0.6% lacebo), h d h O. o
vs 1.0% for placebo), insomnia (1.3% vs 1.2% for placebo), and abnor I d O. o
0.2% for placebo) '

Table 3 includes the most frequently occurrino events (at a rate of ;;^I% d d
higher than that for placebo). These data are derived from a o016d d I b f
which patients were randomised to receive 12 weeks of treat t o h
dosage regimen.

Table 3. Adverse Events considered treatment-related d
rate ;^I% and at an incidence hioher than placebo, conduct d o h
dosage reginien

(Is 1011/1esiiiin ISOi'( e/'s
Nansea

Constipation
Flatulence

Dry In outli
Dyspepsia
Vomitino

Abdominal disieiision
Stomach discomfort

\

eiie/'(I

Falloue

I ,, L, .,

e d o ISI}I till( 111!/7'111'011 (/I^OJT/elf
Increased a elite

ISOi'( ei's (1)Id Adjiiiitistitiii'o11 Site CollditiOiir

G/'volls ys/e/?I is OJT/e/'s
Headache

Dizziness

Dysgeusia
Somnolence

Percentage of patients reporting

CHAMPIX
N=821

SyC lidii'IC ISOi'( ei's
insomnia

Abnormal dreams
SIGe disorder

event

28.6

5.8

5.1

5.6

3.8

4.1

1.3

1.1

Placebo

N=805

8.8

2.2

2.5

4.1

1.5

0.7

0.4

0.5
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1.7

10.1

5.2

5.0

3.0

3.9

13.8

12.4

4.8

1.2

8.4

4.6

3.6

2.1

10.6

4.5

2.9
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in the table below all adverse reactions, which occurred at a rate I . th 19 o
than placebo are listed by system organ class and frequency (uncommon (>111,000, <1/100
^!^
Q!^
Infections andlnfestations
Uncommon Bronchitis, riasopharyngitis, sinusitis, funoal infection, viral infection

Adverse Dru Reactions

Metabolism and nutrition disorders

Uncommon Anorexia, decreased appetite, polydipsia
Psychiatric disorders
Uriconiinon Panic reaction, bradyphrenia, thinkino abnormal, 11100d swinos

Nervous systeni disorders
UriconTmon Tremor, coordination abnormal, dysarihi'Ia, hyper toriia, I'estlessness,

dysphoria, ITypoaesthesia, hypogetisia, 16th aruy, libido increased, libido
decreased ' '

Cal'diac disorders
Uricoininon All'Ial fibrillation, palpitations

Vascular Disordei. s

Uncommon Hot flush, vancose vein

Eye disoi. ders
Uricoininon Scotoma, scleral discoloui'ajion, eye pain, Inydriasis, photo hobia, 111 0 'a,

lacrimalion increased ' '
Ear and labyrintll disorders
Uncommon Tinnitus

Respiratory, thoracic and niediastinal disorders
Uncommon Dyspnoea, cough, hoarseness, phai'ynoolarynoeal pain, 1/1roat irritation,

respii'atory tract congestion, sinus conoestion, post nasal drip, Thinorrlioea,
snOnno

Gastrointestinal disorders

Uricomn}on Haeinatemesis, haematochezia, Gastritis, oasti'o06so hao , I ' fl d' ,
abdominal pain, change of bowel habit, salivary h 61'secretion, b , I
faeces, eructation, aphthous stomatitis, o1noival am, tonoue coat d

Skin and subcutaneous tissue disorders
Uncommon Rash generalised, erythema, pruritus, acne, 11yperhidrosis, nioht sweats

Musculoskeletal and connective tissue disorders
Uncommon Joint stiffness, innscle spasms, chest wall pain, costochondritis

o_^;,

Renal and urinary disorders
Uncommon Glycosuria, nocturia, polyuria

Vei'sioii : plychamt10108
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Reproductive system and breast disorders
Uncommon Menorrhagia, vaginal discharge, sexual dysftinction
General disorders and administration site conditions
Uncommon Chest discoinfort, chest pain, pyrexia, feeling cold, asthenia, circad' h h

sleep disorder, malaise, cyst

Blood pressure increased, electrocardiooram ST seoment de ression,
electrocardiogram T wave amplitude decreased, heart rate increased, live '
ftinction test abnormal, platelet count decreased, weioht increased, seine
abnormal, C-reactive protein increased, blood calcium decreased

Adverse Druo Reactions

Investigations
Uncommon

Post-Marketing Experience

The following adverse events have been reported dunno OSI-a Tov, I f CH
Because these events are reported voluntarily from a Do 111atioii of 11nce 'I, ' ,
always possible 10 reliably estiniate their fi'equency or establish a causal . I t' I ' . o
exposure. b

There have been reports of neuropsychiairic symptoms such as de ressed d, 0' , ,
hallucinations, changes ill behaviour, suicidal idealion and suicide ill I' o
quit smoking while taking CHAMPIX. Sinokiiio cessation with o ti
associated with nicotine withdrawal syinptoii}s and the exacei'ballon of u Id I ' o h' .'
illness. Not all patients had known pre-existino ps chiatric illne d
discontinued smoking. The role of CHAMPIX ill 111ese re o 'I k
PRECAUTIONS)*.

DOSAGE AND ADMINISTRATION

Use in Adults

-, @ L, -

Smoking cessation the rapies are more likely to succeed for alients wh d
smoking and who are provided willI additional advice and SII ort.

The recommended dose of CHAMPD< is I Ing twice daily following a I-week titi'ation as
follows

Da SI-3:

ays

Day 8 - End of Treatment

The patient should set a date to stop sinokino. CHAMPIX dosino sh Id I -
before this date.

Version : PIPchamt10108
Commercial/Nori-Coinmei. chi
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CHAMPD< tablets should be swallowed whole with wat
without food

Patients should be treated with CHAMPD< for 12 weeks. For at' t h h
stopped smoking at the end of 12 weeks, an additional course of 12 k
CHAMPD< at I ing twice daily is recommended to flirther inc 'e th I'k I' 0-
abstinence. o

Patients who do not succeed in stoppino smoking dulln0 12 weeks of initial th ,
relapse after treatment, should be encouraged to make another It
contributing to the failed attempt have been identified and addressed.

Dose tapering of CHAMPD< is not required at the end of treatme t

Use in patients with renal impairment

No dosage adjustiiient is necessary for' patients with rillld to moderate ' I ' ' '

Foi' patients with severe renal impairment, Ihe recoinniended dose of CHAMPD< ' I o
daily. Dosing should begin at 0.5 ino once daily for the fil. st 3 da s Ih . , d o
once clany (see PHARMACOKINETICS) e

Based on insufficient clinical experience with Chain Ix ill alient. 'Ih d , o
disease, treatnTeiit is not recoinniended in this patient population (see "PIiarmacokinet'
special patient populations").

Use in patients witli Ilepatic impaii'merit

No dosage adjustment is
PHARMACOKINETICS)

Use in the elderly

NO CIOsage adjustnTent is necessary for eldei'Iy patients (see PHARMACOKINETICS .
Because elderly patients are more likely to have deci'eased renal ftinct' , .'b
consider the renal status of an elderly patient.

Use in children

CHAMPD< can be taken with or

F1. ..^ \

Safety and effectiveness of CHAMPD< in paediatric alient h b
therefore, CHAMPD< is not recommended for LISe in ajie t d . 18
PHARMACOKINETICS).

OVERDOSAGE

No cases of overdose were reported in pre-marketing clinical trials

in case of overdose, standard supportive measures should be instituted ' . d

Varenicline has been shown to be dialysed in patients with Grid st o I d'
PHARMACOKINETICS), however, there is no experience in dial s ' f 11 o

necessary for patients with hepanc 11Tipairinent (see
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Contact the Poisons information Centre for advice on the manaoement of an overdose

PRESENTATIONAND STOR/\. GE CONDITIONS

Shelf Life: 2 years

Carton containin0 11 x 0.5 ino film-coated tablets and 42 x I ino film-coated tablets in AClar I

PVC I blisters with aluminium foil backing packaging. This carton contains two heat sealed
cards. The first heat sealed card consists of an initial dosino pack containing one blister' of I I
x 0.5 ino tablets and a second blister of 14 x I ino tablets. The second heat sealed card

consists of 28 x I Ino tablets

ACla^ I PVC blisters with aluminium foil backino in a pack containin0 56 x I ino film-coated
tablets in a carton or secondary heat sealed card packaging

AClar I PVC I blisters with aluininium foil backino in all initial dosino pack containino one
blister of 11 x 0.5 intr film-coated tablets and a second blister of 14 x I ino film-coated tablets

ill a carton or a neat sealed card packaging. (Not CUI'rently marketed ill Australia)

AClar I PVC blisters with aluininiulIT foil backino ill a pack containin0 28 or 140 x I Ino film-
coated tablets in a carton or secondary neat sealed card packaging. (Not curl'Giltly marketed in
Australia)

High-density polyetliylene (HDPE) bottle willI polypropylene child resistant closure ancl an
alumi111niiT foil/polyethylene induction seal containing 56 x I Ing filln-coated tablets. (Not
currently Inarketed in Australia)

NAME AND ADDRESS OF THE SPONSOR

Pfizer Australia Ply Ltd

19, ,v

ABN 50 008422348

38 - 42 Wharf Road

WestRyde NSW 2114

POISON SCHEDULE

S4-PRESCRreTION ONLY MEDIC11.1E

DATE OF APPROVAL

Approved by the Therapeutic Goods AdiiTinistration o11 15 February 2007

Date of most recent amendment: 24 January 2008

Change to product information
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