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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 following
7.8,9,10-tetrahydr0-6.10-methan0-6H-pyrazin0[2.3-h] 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 varenic}me
tartrateis -1.23 at pH 5, -0.817 at pH 7 and 0,758 at pH 9. Varenicline tartrate has a moleculai
weight of 361.35 Daitons, and a molecula^ formula of Ci3Hi3N3 . C4H606. The chemical
StrUcttn'G Is(,

nanTe

HOOC R

R coo
'N

OH

OH

(.

^,^

I

GAS N0: 3758/5-87-5

CHAMPD< is supplied for oral administration in two sirenoths: a 0.5 11To capsular biconvex,
white to off-white, film-coated tablet debossed with 'PIi^81' on one side and "CHX 0.5 " on
the other side and a I ing capsula^ biconvex, light blue film-coated tablet debossed with
"PIi^ei' on one side and "CHX 1.0" on the o1he^ side. Each film-coated tablet of varenicline
contains the appropriate an}ount of varenicline as the tartrate salt and the following Inactive
ingredients: microcrystalline cellulose, calcium hydrogen phosphate anhydrous,
CToscarmellose sodium, silica - colloidal anhydrous, magnesium stearate, Opadry' White (foi
0.5 n}g), Opadry' Bltie (for' I ing), and Opadry' Cleai
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C PHARMACOLOGY

Pharmacological actions

Pharmacotherapeutic group: Drugs used in nicotine dependence, ATC code: N07BA

Varenicline is a partial agonist at o4^2 neuronal nicotinic acetylcholine receptors where it
binds with high affinity and selectivity to produce an effect sufficient to alleviate s in toms of
craving and withdrawal (agonist activity), while simultaneously resulting in blockade of the
rewarding and reinforcing effects of smoking by preventino nicotine bindino to o. 4^2 receptors
(antagonist activity).

Electrophysiology studies in vin'o and neurochemical studies ill vivo have shown that
varenicline binds to o4^2 neuronal nicotinic acetylcholine receptors and stimulates receptor-
mediated activity. The maximal activity of varenicline was approxiniately 30-50% that of
nicotine In viti'o and I'anoed from 30-60% tliat of nicotine in vivo. Varenicline blocks the
ability of nicotine to activate the o4^2 receptor and thus to stimulate the central nervous
mesolinibic do panTlne systein, the neuronal mechanism underIyino reinforcellient and reward
experienced upon sinoking. Varenicline is biohly selective and binds with hioher affinity to
tile o4^2 receptor subtype than to other common nicotinic receptors (>500-fold tt3^4, >3,500-
fold o. 7, >20,000-fold orl^y6), or to lion-nicotinic receptors and 11'anspoi'Iers (>2,000-fold)

PHARMACOKINETICS

(

Absorption

MaxiinuiiT PIasiiia concentrations of varenicline Iani'ate occur typically within 3-4 hours aftei
oral adnTinistraiion. Mean (SD) C, ,,,, was 9.22 (2.05) rig/InL at the recommended dose of I
ing Bin. Following adininistratioii of multiple oral doses to healthy volunteers, steady-state
conditions were reached within 4 days. Varenicline tartrate cxhibits linear kinetics when
given as single or repealed doses. Absoiption is virtually complete after oral administration
and systemic availability is hioh. 01'al bioavailability of vareiiicline laitrate is 11naffected by
food o1' time-of-day dosino

,
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Distribution

Plasma protein binding of varenicline tartrate is low (<20%) and independent of both aoe and
renal ftinction. Apparent voluii}e of distribtition averaged 4/5/1116s (%CV= 50) at steady-
state

Metabolism

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

Elimination

The elmTinatioii half-life of varenicline tartrate is approximately 24 hours (individual ranoe
10-58 hr). Renal elmTinatioii of varenicline tartrate is primarily through o10merula^ filtration
along with active tubular secretion via the o10anic cationIC transporter, OCT2
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( Pharmacokinetics in special patient populations

There are 110 clinicalIy meaningful differences in varenicline tartrate pharmacokinetics due to
age, race, gender, smoking status, or use of concoiintant medications, as demonstrated in
specific pharmacokinetic studies and in population pharmacokinetic analyses

Patients IPItlz Izepatic impair"lent

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

Renal/Inputriiieiit

Varenicline tartrate pharmacokinetics were urichanoed ill subjects with mild renal impairment
(estimated creatinine clearance >50nT1/11Tin and :is 80ml/min); ill patients with moderate renal
impairnTent (estimated creatinine clearance ;;^301nl/min and :^501nl/Inill), varenicline tartrate
exposure increased 1.5-fold compared with subjects witli normal renal ftinctioiT (estiiT}ated
creatinine clearance >80nTl/Inin). hi subjects with sevei'e renal 11npairinent (estimated
creatinine clearance <301nl/Inin), varenicline tartrate exposure increased 2.1-fold. in subjects
with end-stage-renal disease (ESRD), vai'enicline tarti'ate was efficiently removed by
haeii}odialysis. While ITo dosino adjustment is necessary for patients with mild to moderate
renal 11npairment, a 1'6duced dosing frequency of I Ing once daily is recommended for patients
with severe renal impairment (see DOSAGE AND ADMINISTRATION). Dosing should
begin at 0.5 nig once daily for the first 3 days, and theIT incl'eased 10 I ing once daily

(,

Eldeily

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

(-

A conibined single and 11Tultiple-dose pharinacokinetic study demonstrated that the
phalli}acokinetics of I ing varenicline tartrate given once or twice daily to 16 healthy elderly
male and female sriiokers (aged 65-75 yrs) for 7 consecutive days was sinTila^ to that of
younger subjects

I, U'*

Paediati'ic

Because the safety and effectiveness of varenicline tartrate ill paediatric patients nave not been
established, varenicline is not recommended for use in patients under' 18 year's of aoe

When 22 paediatric patients aged 12 to 17 years (inclusive) received a single 0.5 ing and I ing
dose of vareiiicline tartrate the phai. macokinetics of varenicline tartrate was approximately
dose proportional between the 0.5 nig 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 smoking cessation was delnonstrated ill three clinical trials in
which a total of 2619 chronic cigarette smokers (;;^10 cigarettes per day) received varenicline
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( Two of these studies were double-blind comparisons between varenicl' , b
placebo, assessing critical aspects of smoking cessation, including Grid-of-treatment d I
term abstinence rates after 12 weeks of treatment. in addition, the effects on d
and withdrawal that can occur during smoking cessation and the reinforcin eff I h
peruetuate smoking behaviour were studied. The third stud assessed th ff f
additional 12 weeks of treatment on maintainin0 10no-term abstinence.

Comparative Clinical Studies

Two identical double-blind clinical trials prospectiveIy coin ared the eff' f CHAM
(I ing twice daily), sustained release bupropion (150 ino twice daily) and lacebo in sinok'
cessation. Patients were treated for 12 weeks and then were followed u f I
duration of 52 weeks. The CHAMPD< dosaoe of I Ino twice dan w h' d o
titration of 0.5 ing once daily for. the initial 3 days followed b 0.5 ino twic d I f . h
4 days. The bupropioil dosage of 150 ino twice daily was achieved usino a 3-d t't t
150 ing once daily. Patients set a date to stop sinokino (target quit date, TQD) with d o
starting I-2 weeks before this date.

The primary endpoint of the two studies was the carbon monoxide (Co) confirmed, 4- k
continuous quit rate (4W-CQR) froiii week 9 throuoh week 12. The tilt lates are th
proportions of all patients treated (i. e. , intent-to-treat analysis) who abstained fronT sinok' 0.
The PI'jinai'y endpoint for CHAMPIX demonsti'ated statistical su e " "t t b
placebo. Key secondary endpoints fin' boni studies were Continuous Abstinence (CA) f '
weeks 9-52 and the Long Terni Quit Rate (LTQR) at week 52. CA was definecl as Ih
propol'lion of all subjects who did not smoke (riot even a puff of a CIOarette) fioiii Week 9
IhrougliWeek 52 and had all exhaled Co nieastirenlGrit of :^lop In. LTQR was def' d h
proportion of all subjects treated who wei. e responders for the rimar e d t h
ti'Garnient phase and 11ad no more than 6 days of CIOarette sinokino dunn the -I '
phase.

In both studies the Co- confirmed 4-week CQR for wee1< 9Ihrouoh week 12 wa
(p<0.0001) for' patients given CHAMPIX compared with the lacebo and bti , '
Based on this endpoint, the odds of stopping o11 CHAMPIX were 3.91 (95% CT: 2.74,5.59)
and 3.85 (269,550) tinies those of stoppin, on placebo in Studies I and 2 res ect'vel ; th
odds of stopping on CHAMPD< were 1.96 (1.42,2.72) to 1.89 (1.37,2.61) times Ih f
stopping on bupi'opion.

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:

I

1.1^
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Table I Continuous Quit Rates, Continuous Abstinence and Lon Ter Q 't R t f

Studies I and 2

Vs. p ace o an upTopion
p <0.0001 vs. placebo, p=00640 vs. bupi. opion
p <00001 vs. placebo, p=00161 vs. bupropion
p <0,0001 vs. placebo, p=00062 vs. bupropion
p <0.0001 vs. placebo, p=00205 vs. bupropion

Based on the key secondary endpoint of carbon monoxide confirmed (not eve ff f ,
cigarette) Continuous Abstinence from week 9Ihrouoh week 52 (CA weeks 9-52), Ih dd I
stopping on CHAMPIX were 2.66 (95% C1: 172,411) and 3.13 (197,497) I' h
stopping on placebo in Studies I and 2 respectively.

For' the LTQR at 52 weeks the odds of stoppino sinokin0 o11 CHAMPD< were 3.30 2.13,
5.11) and 2.40 (1.60,3.60) times those of stoppiii, on placebo ill Studies I and 2, 'e I' I .'
hi Studies I and 2, three aspects of sriTokino cessation were inve t'o I d o
Patient Reported Outcoines questionnaires: CTavino, nieasui'ed b B " f ' '
SriToking Urges (QSU-Brief) and Minnesota Nicotine Withdrawal Scale (MNWS U .o
Smoke item; Withdrawal, measured by 4 MNWS subscales; d R ' f o
Sinoking, nTeasui'ed by five Modified Cigarette Evaluation Questionnaire (111CEQ) b I
Patient reported craving, withdrawal and reinforcino effects of k' o

ACi'OSs both Studies I and 2, CTavino and withdrawal were SIon'f' , 11 . d
randoniized to CHAMPD< ill coinparisoil with placebo. CHAMPIX I ' 0 'f'
reinforcing effects of smoking that can perpetuale sri}okino behaviour 'n t' h
during treatment compared with placebo.

Allaintenance of Abstinence Study

The third study assessed the benefit of an additional 12 weeks f CHAMP
maintenance of abstinence. Patients in this study (n=1,927) received o en-lab I CHAMPD<
ing twice daily for 12 weeks. Patients who stopped sinokino b W k 12
randomised to receive either CHAMPD< (I in, twice daily) or lacebo for' ai dd't' I 12
weeks for a total study duration of 52 weeks.

The primary study endpoint was the Co- confirmed continuous abst' f '
through week 24 in the double-blind treatment phase. The two ke d
the continuous abstinence (CA) late for week 13 through week 52 and the 10no-t
(LTQR) at week 52. The key results are summarised in the followin, tabl ' '

ro

a

ce o

10n

R

(

Stud I n=I 022

a

o

CA \vk 9-52

o

16.4%

b

8.4%

o

LTQR
wk 52

17.9%

9.6%

o

4W CQR

30.0%

Stud 2 n=1023

o

17.7%

CA \vk 9.52

(~

23.0%

15.0%

1<:,..

I0.3%

LTQR
wk 52

25.4%e

18.2%

12.6%
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Table 2. Continuous Abstinence and
Abstinence Stud

wk 13 -24

w 13-52

...

<

at week 52

This study showed the benefit of an additional 12-week treatment 'th CHAMP
daily foi' the maintenance of smoking cessation conTpared to lacebo. Th dd f
abstinence at week 24, followino all additional 12 weeks of treatnTent 'th CHAMP ,
2.47 times those for placebo (95% CT: 1.95,3.15). Superiorit to lacebo f
abstinence was maintained through week 52 (Odds Ratio = 1.35,95% CT: 1.07,1.70).
INDICATIONS

I

vs ace 0, "* =0,0126 vs laceb0, *** =0,0119 vs lacebo

Long term Quite Rates for Maintenance of

CHAMPIX is indicated as an aid 10 smoking cessation in adults over the aoe of 18 ears.

CONTRAINDICATIONS

Hypersensitivity 10 the active substance or to ally of the exci lents
PRECAUTIONS

Effects of Smoking Cessation:

Physiological changes resultino froiiT sinokino cessation, with or w'Ih I t
CHAMPIX, Inay alla' pharmacokinetics or harmacod nam' f o ,
dosage adjustment may be necessary (examples include theophylline, warfariii and ' I'
As smoking Induces CYPIA2, sinokino cessation n}ay result in allinc 'e f I
CYPIA2 substrates.

Smoking cessation, with or without pharmacotherapy, has been a d
exacerbation of tinderlying psychiatric illness (e. g. depression). Care should be taken 'th
patients willI a history of psychiatric illness and patients should be advised .d' I .

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

At the end of treatment, discontinuation of Champix was associated ' th
Irritability, LITge to smoke, depression, and/or insomnia in u to 3% of at' t . Th "
should inform the patient accordingly.

CHAMPDC
n=602

70.6%*

44.0%**

47.8%***

(-
I

\;'

Placebo

n=604

49.8%

37.1%

40.7%
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(, Effects on ability to drive and use machines

Patients should be advised to use caution driving or o Gratin h'
quitting smoking and/or CHAMPD< may affect them.

Effects on Fertility

It is not expected that varenicline tartrate would inI air felt 'It . V
fertility in rats at oral doses producino plasma concentrations u to 40 I' h
Cm, , at the maxima1 1'6commended dose of I ing twice dail . Off o
shown decreased fertility (see Use in Pregnancy).
Use in Pregnancy

Pregnancy Category: B3

The safety of varenicline tartrate in human preonanc ha t b
CHAMPIX in pregnant women is not recommended.

Tliere was 110 evidence of teratooenicity followino oral admini It t' f
and rabbits dui'ing organogenesis with systemic exposure ( Iaslna AUC
huinan PIaslna AUC at the maximal reconiinended dose of I O I d '

In animal reproduction studies, varenicline has been shown I I d
foetus and offspring. Oral administration of varenicline t . 0 -' o
organogenesis resulted in I'educed foetal weiolits at systemic ex OSure ( Ia AUC '
the htiilTall PIasina AUC at the maxinial recoinniended dose; Ih - ff ,
nines the clinical exposure. Oral administi'at101} of varenicl' I . o
gestatioii Lintil weaning resulted ill 1'6duced fei'tillIy, increased a d't
decreased rearing in offspring at Inaternal piasina concentrations 40 t' h
Cn, ,, at the maximal recoinmended dose; the 110-effect ex
exposui'e.

Woineii of child bearing potential. ' Where di'110 thera is in'I' I d,
such that the course is completed before conception.
Use in Lactation

It is not known whether varenicline is excreted in burna 'Ik. B
excreted in human milk and because the potential for adverse . t' 0 '
CHAMPIX is Linknown, a decision should be made h h '
discontinue the drug, taking into account the jin ortance f th d . '
Varenicline is excreted in the milk of Iactatino rats. Oral d
pregnant rats from early gestatioii until weanino was assoc'at d ' h
offspi'ing (see Use in Pregnancy). The clinical SIonificance of this findino ' k
Carcinogenicity

Carcinogenicity studies were performed in mice and rats at res t' I
up to 20 ing/kg/day and 15 n}g/KOIday for 2 years, with res ect' . o
(Cmax) LIP to 130 and 50 times the hunTan plasma C, ,,, at the maximal reco i' d d

(
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(~ I ing twice daily. There was no evidence of a carcino enic't
rats showed increased incidences of hibemoma (a rare turnou f b .
exposures of 25 times the human C, ,, (incidence 1165 rats) and 50 t' h h ,
(incidence 2165 rats); the no-effect exposure was 10 times the h c .max
relevance of this finding has not been established.

Genotoxicity

Varenicline had no genotoxic effects, with or without met b I' ,
following assays: Ames bacterial nlutation assay; mainntalian CHO/HGP ;
for cytogenic aberrations ill vivo in rat bone marrow and 171 'I ' h

INTERACTIONS WITH OTHER MEDICINES

Based on varenicline characteristics and clinical ex erience t d ,
clinicalIy InGallingftil drug interactions. No dosaoe ad' t
administered drugs listed below is recommended.

hi vin. o studies demonstrate that vareiiicline Iai'trate doe t ' h'
GIIzy es (IC50> 6,400 righnl). TITe P450 enzymes tested for inhibitio ' : IA , , ,
2C8,2C9,2C19,206,2El, and 3A4/5. Also, in hti h , ' ' '
shown not to induce the activity of cytochrome P450 enz IA2
varenicline tartrate is unlikely to alter the PITariiiacokinetics of d , , . .' '
metabolised by cytochroiiie P450 enzyiiies.

hi 1,111'0 studies dellionstrate that varenicline tal'ITate does not ' h'b' h ,
proteins at therapeutic conceiiti'allons. The1'6fore, druos that , ' I , .
(e. g. 111etforn, in - see below) are 11nlikely to be affected by varenicline ta 'I' I .

hi uill'o studies dellionstrate that active renal secretion of vai'e ' I' , ' t
the huinaii organic cation transporter, OCT2. Co- adniinistrat' ' I ' I '
riot I'equire a dose adjustment of CHAMPIX as the
varenicline tartiate is not expected to be clinicalIy meaninoftil (see 'd'
below). FLU'theI'm ore since 111etabolisin of val'enicline tarti'ate cont "b t I o
its clearance, drugs known to affect the cytochrome P450 s t
pharmacokinetics of varenjcline tai. ITate (see pHARMACOl<INETICS , d
adjustnient of CHAMPIX would not be required.

Medoiviziii. . Varenicline tartrate (I ing twice daily) did not affect th h r
metforinin (500 ing twice daily), which is a substrate of OCT2. Metf h
varenicline pharmacokinetics.

Cmzetidiize. Co- administration of an OCT2 inhibitor, cimet'd' 300 0 ,
varenicline (2 ing single dose) increased the systemic ex OSure of va ' I' b o '
reduction in varenicline renal clearance. No dosa e ad'u t
concomitant cinietidine adjTTinistralioii in subjects with norinal I f ' '
with mild to moderate renal impairment. in alients w'th
concomitant use of cimetidine and varenicline should be avoid d. '

Digoxiiz. Varenicline tartrate (I Ing twice dail ) did t
pharmacokinetics of digoxiii administered as a 0.25 ino da'I d

(.

(-~
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( Worldriiz. ' Varenicline tartrate (I ing twice daily) did not alter the h k'
single 25 ing dose of (R, S)-wartarin. Prothrombin time (D*IR) was not aff t d b
tartrate. Smoking cessation itself may result in chan es to w .f h
PRECAUTIONS). (see

Use with o1/3e, , lirei. dpiesfor sinokiizo cessation

Bwp, 'opio, I. ' Varenicline tartrate (I ino twice daily) did not alter Ih d -
pharmacokinetics of bupropion (150 ing twice daily).

Nicoiiiie replncei"eizi tile, wpy (NRT).. When varenicline (I ino twice da'I d
replacement thelapy (transdernia121 ing/day) were co- administered to sinok N=24 f
days, there was a statisticalIy SIonificant decrease in averaoe s t I' bl d
2.6 minHg) measured o11 the final day of the study. in this stud , the ' 'd f ,
headache, vomiting, dyspepsia, fatioue and dizziness was oreate ' f ' th '
NRT alone.

Safety and efficacy of CHAMPD< in combination with other s k' o
not been studied.

ADVERSE REACTIONS

Smoking cessation with or without treatnTeiit is associated with
example, dysphoric or depressed niood; insomnia, irritabilit , frust . t' ^
difficulty concentrating; I'es{lessness; decreased nearI rate; c ' d '
have been I'GPorted in patients attempting to stop sinokino. No all I I b
61the^ the design o1' the analysis of the CHAMPIX studies to d' I' 0 ' h
events associated witli study drLio treatineiit o1' those OSsibl ', d
withdrawal.

Clinical trials Included approximately 4,000 patients treatecl with CHAMPD<
(average exposure 84 days). 111 general, where adverse events occuri'ed, onset , h f' '
week of 111erapy; severity was generally mild to n}oderate and the ' d'
age, I'ace or gender with regard to tile incidence of adverse 1'6actions.

The treatment discontinuation rate was 11.4% for val. en'cl'
placebo. 111 this group, the discontinuation rates for' 11/6 Ino I
vareiiicline treated patients were as follows: nausea (2.7% vs 0.6% lacebo), h d I o
vs 1.0% for placebo), insomnia (1.3% vs 1.2% for placebo), and abnor I d' o
0.2% for placebo) ' o

Table 3 includes the most frequently occurrino events (at a rate of ;;^:I% d
higher. than that for placebo). These data are derived from a o01ed d t b f
which patients were randomised to receive 12 weeks of treatme t o h
dosage regimen.

("
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Table 3. Adverse Events considered treatment-relat d d
rate ^I% and at an incidence higher than placebo, cond t d
dosage regimen

Nausea

Constipation
Flatulence

Diy mouth
Dyspepsia
Vomitlno

Abdominal distension
Stomacli discomfort(

ISOi'( ei's

eiiei'c!

Falloue

e d 70 ISIii rvii( 111!//'1/10}I (/^^01'derS
Increased a etite

ISOi'( e/'s (1)IC

er\, o113 ySle}11
Headache

Dizziness

Dysgeusia
Somnolence

Percentage of patients reporting
event

'11/11/131i'nil o11 Site Conditions

CHAMPIX
N=821

S}, c lid 1'1c ISOi'( ei's

Insomnia

Abnol. in al dreams
SIGe disorder

1501'( ei, '

;;;,,

28.6

5.8

5.1

5.6

3.8

4.1

1.3

1.1

inI the table below all adverse reactions, which occurred t I o -
than placebo ale listed by systei}l organ class and frequency (uricommoi (>111,000 '

Placebo
N=805

Svsteni
Q!^
Infections and Infestations
Uncommon Bronchitis, riasopharyngitis, sinusitis, ftinoal infection, viral ' f t'

8.8

2.2

2.5

4.1

1.5

0.7

0.4

0.5

Metabolisni and nutrition disorders
Uncommon Anorexia, decreased appetite, o1 di SIa
Psychiatric disorders
Uncommon Panic reaction, bradyphrenia, thinkino abnormal, mood sw' o

Nervous system disorders
Uncommon Tremor, coordination abnorinal, dysarthria, hypertoriia, restle ,

4.6

Adverse Dru Reactions

1.7

\.-

10. I

5.2

5.0

3.0

3.9

Vei'sion : plychamtl 0907
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dysphoria, hypoaesthesia, hypogeusia, 16tharoy, libido increased, libido
decreased ' '

Cardiac disorders
Uncommon Atrial fibrillation, palpitations

Vascular Disorders

Uncommon Hot flush, vancose vein

Adverse Dru Reactions

Eye disorders
Uncommon Scotoma, scleral discolouration, eye pain, mydriasis, photophobia, in o Ia,

Iacrimation increased ' '
Ear and labyrintli disorders
Uncommon Tinnitus

Respiratory, thoracic and mediastinal disorders
Uriconimon Dyspnoea, cough, hoarseness, pharyngolarynoeal pain, throat irritation,

respiratory tract congestion, sinus congestion, post nasal drip, Ihinoi'rhoea,
snOrino

Gastrointestinal disorders

Uricoininon Haeinateinesis, haeiiiatochezia, gastritis, oastrooes0 11aoeal ' fl , d' ,
abdominal pain, change of bowel habit, salivary hy ersecretion, ab , I
faeces, eructation, aphthous stoiiiatitis, o1noival pain, tonoue coated

Skin and subcutaneous tissue disorders
UricoinmoiT Rash generalised, erythenia, prLii'it us, acne, 11yperhidrosis, niolit sweats

Musculoskeletal and connective tissue disorders
Uncommon Joint stiffness, muscle spasiiis, chest wall pain, costochondritis

(

Renal and urinary disorders
Uricoiniiion Glycosuria, nociuna, polyuria
Reproductive systeni and breast disorders
Uncommon Menorrliagia, vaginal discliarge, sexual dysfunction
General disorders and administration site conditions
Uriconiinon Chest discomfort, chest pain, pyrexia, feelino cold, asthenia, circadian h Ih

sleep disorder, malaise, cyst

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

<3, ^o

Investigations
Uricominon

DOSAGE AND ADMINISTR, A. TION

Use in Adults

I

\-

Smoking cessation therapies are more likely to succeed for atlents who ar t' d
smoking and who are provided with additional advice and SLi ort.

Version : plychami10907
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e The recommended dose of CHAMPD< is
follows

Days I - 3
Da

Da

s4-7

8 - End of Treatment

The patient should set a date to stop sinokino. CHAMPD< dosin sh Id I -
before this date.

CHAMPD< tablets should be swallowed whole with w t
without food

(

Patients should be treated with CHAMPDC foi. 12 weeks. For atie t h h
stopped smoking at the end of 12 weeks, all additional course of 12 k
CHAMPIX at I ino twice daily is recommended to flirther I c ' h I'k I' 0-
abstinence. o

Patients who do not succeed in stoppino sriiokino during 12 weeks of initial th ,
relapse after. treatnTent, should be encoui'aoed to niake an o1hei atte t
contributing to the failed at telnpt have been identified and addressed.

Dose tapering of CHAMPIX is not required at the end of treatme t

Use in patients willI renal impairment

No dosage adjustment is necessary for patients willI mild to 11Toderate ' I ' ' '

For patients willT severe renal 11npairinent, the recoiniiTended dose of CHAMPIX ' I o
daily. Dosing should begin at 0.5 ino once claily foi' the first 3 da s th d o
once daily (see PHARMACOKINETICS) b

Based o11 insufficient clinical experience with Chain Ix ill atlent 'th d o
disease, treatment is not reconTinended in this patient population (see "PIiarmac k' t'
special patient populations").

Use in patients with he patic impairment

No dosage adjustment is
PHARMACOKINETICS)

Use ill the elderly

No dosage adjustment is necessary for elderly patients (see PHARMACOKINETICS .
Because elderly patients are more likely to have decreased renal functio , b
consider the renal status of an elderly patient.

I ing twice daily following a I-week titration as

0.5 in one dan

0.5 in twice dan

I in twice dan

(.~
J

^,^

CHAMPD< can be taken with or

(*,

necessary for patients with hepatic impairment (see

Vei'SIon : PIPchaini10907
Coinmei'cial/Nori-Coinmei'cial
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I' Use in children

Safety and effectiveness of CHAMPD< in paediatric attents have t b ;
therefore, CHAMPD< is riot recommended for use in atlents u d 18
PHARMACOKINETICS).

OVERDOSAGE

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

In case of overdose, standard supportive measures should be instituted as re u' ' d

Varenicline has been shown to be dialysed in patients with end staoe I d'
PHARMACOKINETICS), however, there is no experience in dial SIS foil d

Contact the Poisons Information Centre foi' advice on 1116 Inariaoement f d

PRESENTATIONAND STORAGE CONDITIONS

Shelf Life: 2 years

Carton containing 11 x 0.5 ing filni-coated tablets and 42 x I 1110 filli}-coated t, bl t A I
PVC I blisters with aluminiuin foil backino packagino. This callon coina' I h I
cards. The first heat sealed card consists of an initial dosino ack conta'n' o bl'
x 0.5 nig tablets and a second blister of 14 x I ino tablets. The seco d h , ,I d
consists of 28 x I Ing tablets.

AClal' I PVC blistei's with aluininiuiii foil backino ill a ack contain' 0 56 I 0 f'
tablets in a calloii or secondary heat sealed card packaoino.

AClm' I PVC I blisters with aluminiunT foil backino in an initial d o k o
blister of 11 x 0.5 nig film-coated tablets and a second blister of 14 x I o f'I
In a cal'toll o1' a heat sealed card packaging. (Not currently marketed in Australia).

AClm' I PVC blisters with aluminiuin foil backino in a ack conta' 0 28 .14 o
coated tablets ill a cal'ton or secondary heat sealed card packaoino. (Not currentl nTai'k t d '
Australia).

High-density polyethylene (HDPE) bottle with polypropylene child resistant CIOsti d
aluminium foil/polyethylene Induction seal containin0 56 x I nTo film-coat d t bl N
currently marketed ill Australia).

NAME AND ADDRESS OF THE SPONSOR

Pfizer Australia Pty Ltd

ABN 50 008422348

\*

6'\

\~

38 - 42 Wharf Road

WestRyde NSW 2114
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( POISON SCHEDULE

S4-PRESCRreTION ONLY MEDICINE

DATE OF APPROVAL

Approved by the Therapeutic Goods Administration on 15 February 2007

Date of most recent amendment: 05 September 2007

I

\~,
Version : pfpchami10907
Commercial/Non-Coinmei'cia!

Supersedes : pfpchamt10807
Pa. e 14 of 14


