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PRODUCTINFORMATION

CHAMPIX' (varenicline as tartrate)
NAME OF THE MEDICINE

CHAMPD< 0.5 intr and I ing film-coated tablets

DESCRIPTION

Varenicline tartrate powder is a white to off-white to slightly yellow solid with the following
7.8,9.10-totradydr0-6.10-methan0-6H-pyrazin0[2.3-h]131benzazepine,cheimcal name

(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 paltition coefficient (Log D) of varenicline
tartrate is -1.23 at pH 5, -0,817 at pH 7 and 0758 at pH 9. Varenicline tartrate has a molecular
weioht of 361.35 Daltons, and a molecular formula of Cj3Hj3N3 . C4H606. The chemical
Structure Is
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CAS N0: 3758/5-87-5

CHAMPD. < is supplied for oral administi'ation in two strengths : a 0.5 ing capsular biconvex,
white to off-white, film-coated tablet debossed willI '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' o11 one side and "CHX 1.0" on the other side. Eacli filnT-coated tablet of \Iru'enicline
contains the appropriate am QUITt of varenicline as tlie tartrate salt and the following inactive
ingredients: 11/1crocrystalline cellulose, calciunT hydrogen phosphate anhydrous,
CToscarmellose sodium, silica - colloidal anhydrous, niagiiesiunT stearate, Opadry' white (for
0.5 ing), Opadry' Blue (for I ing), and Opadry" Cleai
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PHARMACOLOGY

Pharmacological actions

PharmacotheTapeutic group: DIDgs used in nicotine dependence, ATC code: N07BA

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

Electrophysiology studies ill viiro and neurochemical studies ill \, ino have shown that
varenicline binds to o. 4^2 neuronal nicotinic acetylcholine receptors and stinTulates receptor-
mediated activity. The maximal activity of varenicline was approximately 30-50% that of
nicotine in vitro and Tanoed from 30-60% that of nicotine in vivo. Varenicline blocks the

ability of nicotine to activate the o. 4^2 receptor and thus to stimulate the central nervous
mesolimbic dopamine system, the neuronal mechanism LIDderlyino reinforcement and reward
experienced upon smoking. Var'sriicline is highly selective and binds with 1110he^ affinity to
the o. 4^2 receptor subtype than to other common nicotinic roceptors (>500-fold o3^4, >3,500-
fold o. 7, >20,000-fold o1^y6), or to non-nicotinic re. ,ptors and transporters (>2,000-fold)

PHARMACOKINETICS

Absorption

Maxinium plasma concentrations of varenicline taru'ate occur typically within 3-4 hours after
oral adnTinistration. Alean (SD) C, ,, was 9.22 (2.05) rig/111L at the recoil}11Tended dose of I
ing Bin. Followlrig administration of multiple oral doses to healthy volunteers, steady-state
conditions were reached within 4 days. Varenicline tartrate exhibits linear kinetics when
given as single or repeated doses. Absoiption is virtually complete after oral administration
and systenTic availability is high. Oral bioavailability of varenicline tartrate is unaffected by
food or time-of-day dosing

I,

Distribution

PIasina protein binding of varenicline tartrate is low (<20%) and independent of both age and
renal function. Apparent volunTe of distribution averaged 4151itres (%CV= 50) at SIGad},-
state

Metabolism

Varenicline tartrate 11ndergoes minimal metabolisin with 92% eliminated unchanged ill the
urine

Elimination

The elmTination 11alf-life of varenicline tartrate is approximately 24 hours (individual ranoe
10-58 hr). Renal elimination of varenicline tartTate is prtnTarily throuoh o10merulaT filtration
along with active tubular secretion \Iia the organic cationIC transporter, OCT2
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Pharmacokinetics in special patient populations

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

Patients winz Ilepatic jinpoii'fileitt

Due to the absence of SIGnificant hepatic metabolism, \Jarenicline pharmacokinetics should be
unaffected in patients with he patic insufficiency and the potential for clinicalIy meaninoful
drug interactions between varenicline and metabolic inhibitors/inducers is low

Renal Impair, meltt

Varenic}me tartrate pharniacokinetics were unchanged ill subjects with mild renal impairment
(estimated creatinine clearance >50nTl/min and :!:;80ml/min); ill patients with moderate renal
impairment (estimated creatinine clearance 2:30ml/min and ^50nrl/nTin), varenicline tartrate
exposui'e increased 1.5-fold coinpai'ed with subjects with normal rcnal function (estimated
creatinine clearance >80nTl/min). In subjects with severe renal impairment (OStiinated
creatinine clearance <30ml/nTin), varenicline tartrate exposure increased 2.1-fold. 1/1 subjects
with end-stage-renal disease (ESRD), van'enicline tartrate was efficiently removed by
haemodialysis. While no dosino adjustment is necessary for patients with nitld to moderate
renal impaiiment, a reduced dosing frequency of I ing once daily is recommended for patients
willI severe renal impairment (see DOSAGE AND ADMINISTRATION). Dosing should
begin at 0.5 ing once daily for the first 3 days, and 111en increased to I Ing once daily.

Eldei. ly

No dosage adjustment is Ilecessai'y for elderly patients (see DOSAGE AND
ADAllNISTRATION)

A coinbined single and Dinltiple-dose pharmacokinetic sttidy demonstrated that the
phai'macokinetics of I ing varenicline tartrate given once or twice daily to I6 healthy elderly
nTalc and fanale smokers (aged 65-75 yrs) for 7 consecutive clays was similar to that of
younger subjects

IT I

PCIedtati'IC

Because the safe^! and effectiveness of varenicline tartrate ill paediatric patients have not been
established, varenicline is not recoinnTeiided for use in patients under 18 years of aoe

When 22 paediatric patients aged 12 to 17 years (inclusive) received a single 0.5 nig and I Ing
dose of var'enicline tartTate tile pharniacokinetics of varenicline tartrate was approximately
dose proportional between the 0.5 ing and I Ing doses. S}, stemic exposure, as assessed by
AUC (0-inf), and renal clearance of varenicline tartrate were conTparable to those of an adult
population.

CLINICAL TRIALS

The efficacy of CHAMPIX in sinokino cessation was demonstrated in 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 varenicline, bu To ion and
placebo, assessing critical aspects of sinokino cessation, including end-of-treatment and loner-
term abstinence rates after 12 weeks of treatment. In addition, the effects on reducino CTavino
and withdrawal that can occur dunno smoking cessation and the reinforcin effects that can
peruetuate smoking behaviour were studied. The third study assessed the effect of an
additional 12 weeks of treatment on maintainin0 10no-term abstinence

Comparative Clinical Studies

Two identical double-blind clinical trials prospectiveIy compared the offICac of CHAMPDC
(I ing twice daily), sustained release bupropion (150 ing twice daily) and placebo in sinokino
cessation. Patients were treated for 12 weeks and then were followed u for a total stud
duration of 52 weeks. The CHAMPD< dosaoe of I nTg twice daily was achieved usintr a
titration of 0.5 ing once daily for the initial3 days followed by 0.5 ino twice dail , for the ne t
4 days. The bupropion dosage of 150 ino twice daily was achieved usino a 3-da , titration of
150 ing once daily. Patients set a date to stop sinokino (taroet quit date, TQD) with dosino
starting I-2 weeks before this date.

The primary endpoint of the two studies was the carbon In on oxide (Co) confirnTed, 4-week
continuous quit rate (4W-CQR) from week 9 throuoh week 12. The quit rates are the
proportions of all patients treated (i. e. , intent-to-treat analysis) who abstained from sriTokino.
The primary endpoint for CHAMPD< demonstrated statistical superiorit to bu To 10/1 and
placebo. Key secondary endpoints for both studies were Continuous Abstinence (CA) from
weeks 9-52 and the Long Tel'nT Quit Rate (LTQR) at week 52. CA was defined as the
proportion of all subjects who did not smoke (not eveiT a puff of a CIOarette) froiT\ Week 9
thi'ough Week 52 and had an exhaled Co measurement of :;;loppm. LTQR was defined as the
proportion of all subjects treated who were responders for the primary end oint in the
treatment phase and ITad no more than 6 days of CIOarette sinokino dunno the nori-treatment
phase.

In botl} studies the Co-confirmed 4-week CQR for' week 9 throuoli week 12 was SII ei. 10r
(p<00001) for patients given CHAMPD< compared with the placebo and bupropion tyrou s.
Based on 11ns endpoint, the odds of stopping on CHAMPD< were 3.91 (95% CT: 2.74,5.59)
and 3.85 (2.69,5.50) times those of stopping on placebo in Studies I and 2 respectively; the
odds of stopping on CmMPD< were 1.96 (1.42,2.72) to 1.89 (1.37,2.61) times those of
slopping on bupropion

The 4W-CQR (weeks 9-12), and CA (weeks 9-52) and LTQR (week 52) from studies I and 2
are Included in the followino table

41
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Table I Continuous Quit Rates, Continuous Abstinence and L O T
Studies I and 2

Chani i

EU r

Place
a

p <0.0001 \, s. placebo. p=00640 vs. bupro ion
p <0.0001 vs. placebo, p=00161 vs. bupro ion
p <0,0001 \, s. placebo, p=00062 \, s. bupropion
p <00001 \, s. placebo, p=00205 \, s. bupro ion

Based on the key secondary endpoint of carbon monoxide confirmed ( t
cigarette) Continuous Abstinence froin week 9 throuoh week 52 (CA w k 9-52 .
stopping on CHAMPDC were 2.66 (95% C1: 172,411) and 3.13 (197,497
stopping on placebo in Studies I and 2 respectively.

For the LTQR at 52 weeks the odds of stoppino sinokin0 o11 CHAMPD< w r 3.3 ,
5.11) and 2.40 (1.60,3.60) times those of stopping on placebo ill Studie I d 2, '
In Studies I and 2, three aspects of sinokino CGssatio 'o o
Patient Reported Outcomes questionnaires: CTavino, nTea d b B ~' "'
Smoking Urges (QSU-Bi'IGO and Minnesota Nicotine willIdrawal S I MNW o
Smoke item; Withdrawal, measured by 4 MNWS subscale ; d R '
Sinoking, Incasurcd by five Modified CIOarette Evaluation Questionnaire ( CE '
Patient reported craving, \\, ithdrawal and reinforcino eff t f o

Across both Studies I and 2, craving and withdrawal we e ' 0 'f'
randonxized to CHAMPD< in comparison willI placebo. CHAMPD< I ' 0 ' '
reinforcing effects of smoking that can peruetuate sinokino behav'
during treatment compared with placebo.

A{aintenance of Abstinence Study

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

The PI'jinary study endpoint was the Co- confirmed continti ' b
through week 24 in the double-blind treatment 11ase. The I k
the continuous abstinence (CA) rate for' week 13 thl'onoh week 52 and the I o-
(LTQR) at week 52. The key results are summarised in the follow' , t bl . '~

<0

Stud I n=1022

a

A \vk 9-52

b

LTQR
wk 52

o

4W CQR

o

6

o

Stud 2 n=1023

o

o

CA \vk 9-52

o

3.0%

15.0%

10.3%

40

LTQR
\\, k 52

25.4%.

18.2%

12.6%
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Table 2. Continuous Abstinence and Long term Quite Rates for Ifaintenance of
Abstinence Stud

CA wk 13-24

CA wk 13-52

LTQR at week 52
* <0.0001 vs laceb0, ** =0.0126 vs laceb0 "'** =0,0119 vs lacebo

This study showed the benefit of an additional 12-week treatment with CHAMPlI>< I ino twice
daily for the maintenance of sinokino cessation conTpared to placebo. The odds of maintained
abstinence at week 24, followino an additional 12 weeks of treatment with CHAMPD<, were
2.47 times those for placebo (95% CT: 195,315). Superiority to placebo for continuous
abstinence was maintained through week 52 (Odds Ratio = 1.35,95% CT: 1.07,1.70)

INDICATIONS

CHAMPD< is indicated as all aid to sinokino cessation in adults over the aoe of 18 ears

CONTRAINDICATIONS

Hypersensitivity to the active substance or to any of the excipients

PRECAUTIONS

CHAMPD<

n=602

70.6%*

44.0%**

47.8%***

Effects of Smoking Cessation :

Physiological clianges resulting from sinokino cessation, with or without treatment with
CT{AMPDC, may alter pharmacokinetics or phaiJnacodynanxics of some druos, for which
dosage adjustnlGrit ITiay be necessary (examples include theophyllme, warfarin and insulin)
As smoking induces CYPIA2, sinokino cessation may result ill an increase of plasma levels of
CYPIA2 substrates

Placebo

n=604

~/

49.8%

37.1%

Sri}oking cessation, with or without pharmacotherapy 11as been associated with the
exacerbation of underlying psychiatric illness (e. g. depression). Care should be taken with
patients with a history of psychiatric illness and patients should be advised accordingly

There is Do clinical experience with C}IAMPD< in patients with epilepsy

At the end of treatment, discontinuation of Chainpix was associated with an increase in
irritability, urge to sinoke, depression, and/or insomnia in LIP to 3% of patients. The prescriber
should inform the patient accordinoly

Effects on ability to drive and use nlachines

There are no specific precautions needed with reoard to drivino or opei'atintr machiner

40.7%

I
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Effects on Fertility

It is not expected that var. enicline tartrate would jin air f t'I' . V
fertility in rats at oral doses producing plasma concentration t 40 '
Cm, ^ at the maximal recommended dose of I nig twice da'I ,. Off .' o
shown decreased fertility (see Use in Preonanc},) b
Use in Pregnancy

Pregnancy Category: B3

The safety of varenicline tar. ITate in human preonaric ha b The use of
CHAMPD< in pregnant women is not recommended.

here was no evidence of teratooenicity followino oral adm' ' t t'
and rabbits during organogenesis with systemic exposure ( Iasma AUG 3
human plasma AUC at the maximal ^ecommended dose of I o d ' ,.

in animal reproduction studies, \, an'enicline has been show t h
foetus and offspring. Oral adnnnistratioii of vare ' I' .'
organogenesis resultcd in reduced foctal weiohts at systemic ex OSure ( I A '
the human plasma AUG at the maximal reconmiended d ; Ih ,
tnncs the clinical exposure. Oral administi'allon of van. e I'd' . o
gesiation tintil weaning resulted in I'educed fernlit I, increa d d'
ecreased 1'0aring in offspring at niaternal plasma concentrati 40
niax at tile maxiiTial recoinniended dose; the no-effect ex
exposure. c mica

omen of child bearing potential. . Where druo therapy is initiated, I '
such that the course is completed before concc lion.

Use in Lactation

It is not known whether van'enicline is excreted ill hLi 'Ik. , . o
excreied in human rilllk and because the potential for. advc . . ' . ' '
CHAMPD< is unknown, a decision should be in d h '
is continue the drug, takino into account tlle 11/1 ort f '
arenicline is excreted ill the nTilk of Iactatino rats. Oral t d

pregnant rats fronT early gestation Lintil weanino was as t d
offspring (see Use in Pregnancy). The clinical significance of Ih' f' d' g '
Carcinogenicity

Carcinogenicity studies were performed in mice and rats at
up to -O nig/kg/day and 15 n}g/ko/day for 2 years, with re , . o
(Gnu, ) up to 130 and 50 times the human plasma C an at the maxi I ' '
I nig twice daily. There was 110 evidence of a carcinooe ^
rats showed increased incidences of hibernoma (a rare turno f b I
exposures of 25 till}es tile human G, ,,, (incidence 1165 rats) and 50 t'

I

33
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(incidence 2165 rats); the Do-effect exposure was
relevance of this finding has not been established.

. Genotoxicity

Varenicline had Do genotoxic effects, with or without in t b I'
following assays: Ames bacterial mutation assay; maimnalia CHO/}{GP ;
for c}to genic aberrations lit vz'vo in rat bone marrow and in v I . h

INTER\. CTIONS \\71TH OTHER A1EDICINES

Based on \, areIncline characteristics and clinical ex erience t d t ,
clinicalIy meaningful drug interactions. No dosage ad' t f
adjhinistered drugs listed below is reconnnended.

In viti. o studies demonstrate that \, arenicline tartrate d ' h'
enzymes (ICs0> 6,400 rig/inI). The P450 enzymes tested for' inhibition : IA2, 2 ,
2C8,2C9,2C19,206,2El, and 3A4/5. Also, in burna h ' ' '
shown not to Induce the activity of cytochrome P450 enz IA2
varenicline tartrate is unlikely to alter the pharmacokinetics of d .' '
metabolised by cytochrome P450 enzymes.

lit vi'11'0 studies demonstrate that \, ai'enicline tartTate does n t ' h'b' h
proteins at therapeutic concentrations. Therefore, druos that I
(e. g. metformin - see below) are unlikely to be affected by varenicline I I '

fit vii}'o studies demonstrate that active renal secretion of v ' I'
the human organic cation transporter, OCT2. Co- administratio 'th ' h' _
not require a dose adjustment of CHAMPD< as the Inc' ,
varenicline tartrate is not expected to be clinicalIy ITTeaiiinoftil ( 'd'
below). FurthernTore since metabolism of varenicline Iai'ITate cont "b I I , b
its clearance, drugs known 10 affect the cytochrome P450 s I I
pharmacokinetics of varenicline tartrate (see PHARMACOKINETICS d h
adjustment of CHAMPD< would not be required.

Medoi'mill. ' Varenicline tm'ITate (I Ing twice daily) did not affect th I 11 IC
metrorinin (500 ITTg twice daily), which is a substrate of OCT2. M If
varenicline phai. macokinetics.

Ciiizetidiize. . Co- administration of an OCT2 innibitor, cimet'd' ' o
varenicline (2Ing single dose) increased the systemic ex OSure of \, a ' I' 2 '
reduction 111 varenicline renal clearance. No dosage ad'u I I '
concomitant cimetidine administration ill subjects with rim' I I f
with lulld to nioderate renal impairnient. In atlents with ' '
concomitant use of cmietidine and varenicline should be av d d '

Digoxiiz. . Varenicline tartrate (I ino twice dan ) did I steady-statepharmacokinetics of digoxiii administered as a 0.25 ino da'I d

:

10 times the human C, ,,. The clinical

Sri
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Tyanai'ill. ' Varenicline tartrate (I ing twice daily) did not alter th h I
single 25 ing dose of (R, S)-warfarin. PTOthrombin time (D*!R) was t ff
tartrate. Smoking cessation itself may result in chaii es t of
PRECAUTIONS). P inTaro 'netics (see

Use winz other' 11zer. dpies/br. srizokiizg cessation. .

Bupropioiz. . Varenicline tartrate (I ino twice dail ) steady-statepharmacokinetics of bupropioii (150 ino twice daily).

Airoiiize I'eplaceineizt theI'dpy (I\IRT).. When varenicline (I ino t d 'I
replacement therapy (transderma121 nig/day) were co- administered to k I=
days, there was a statisticalIy SIonificant decrease in averao , I'
2.6 rumHg) measured on the final day of the study. in this stud , Ih
headache, vomiting, dyspepsia, falloue and dizziness was o ' I ' f 'NRT alone . Ina ion I all for

Safety and efficacy of CHAMPDC in combination with tl ki o
not been studied. b ' pies ave

ADVERSE REACTIONS

Smoking cessation with or without treatment is assoc' t d ' h " I
example, dysphoric or depressed mood; insomnia, ITriiab'It , f. 0 -'
difficulty concentrating; restlessness; decreased heart rat - ' '. ;
a\Ie been reported in patients attemptino to stop sinokino. N ' '

61/11a' the design or the analysis of the CHAMPl>< stud' t d' o
events associated willI study druo treatment or those 'bl , ' '
withdrawal. ' ' nico ine

Clinical trials Included approximately 4,000 patients treated 'th CH
(avei'age exposure 84 days). in general, where adverse events occu ' d "
week of theI'apy; severity was generally n}11d to moderat d h ,
age, race or gender with regal'd to the incidence of adverse re t'

The treatment discontinuation rate was 11.4% for va e ' I'
placebo. 111 this group, the discontinuation rates for the t
varenicline treated patients were as follows: nausea (2.7% vs 0.6% I b ,
vs 1.0% for placebo), insomnia (1.3% vs 1.2% for lacebo), and ,b ' ._0'0.2% for' placebo) , reams (0. _ fo vs

Table 3 includes the most frequently occurrino events (at a ' t f ;^I o ,
higher than that for placebo). These data are derived IronT a o I d d
which patients were randonTised to receive 12 weeks of I. t o
dosage reginien. o

did not alter the

:5!,
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a e 3. Adverse Events considered treatment- I t d
rate _I% and at an incidence hioher than lacebo, d o
dosage regimen s nlmen ed

Gasii'o1/1/8
Nausea

Constipation
Flatulence

Dry mouth
Dyspepsia
Vonxitino

AbdonTinal distension
Stomach discoiiTfort

Genero/ D

Fall ou e

Meinbolisi?I 011d 11/11/'11ibiz disO!'del's
increased a elite

Nei'yous Sysiei7i Di, oldeJ's
Headache
Dizziness

Dysgeusia
Somnolence

Percentage of patients reportino

Prychiat}'ic Disoi'del's
his Qinnia

Abnormal dreams
SIGe disorder

CHAMPIX
N=821

,

event

28.6

5.8

5.1

5.6

3.8

4.1

1.3

1.1

in the table below all adverse reactions, WITiclT occu ' d
than placebo are listed by system organ class and fre lienc (u e er

33"

I lolls

Placebo
N=805

S\, stenl

Organ Class
^

Infections and Infestations
UricoiTmiOn

Tonchitis, riasopharyngitis, sinusitis, ftinoal in1'6ction, v' . I ' I

Aletabolisnl and nutrition disorders
Uricoinnion Anorexia, decreased appetite, o1 d'
Psychiatric disorders
Uricomnion Panic reaction, bi'adyphrenia, thinkino abnornial, ino d i' o

Nervous systeni disorders
UricomnTon

Tremor, coordination abnormal, dysarthria, h erton'a, I ,

8.8

2.2

2.5

4.1

1.5

0.7

0.4

0.5

Adverse Druo Reactions

4.6

1.7

10.1

5.2

5.0

30

3.9

13.8

12.4

4.8
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dysphoria, hypoaesthesia, hypogeusia, 16tharoy, libido incre d, I'b'decreased ' '
Cardiac disorders
Uriconiinon Am al fibrillation, palpitations

Vascular Disorders
Uncommon Hot flush, vancose vein

Eye disorders
Uriconnnon

,

Scotoma, saleral discolouration, eye pain, mydriasis, hot h b' , ,Iacrimation increased ' ' '
Ear and labyrinth disorders
Uncommon Tinnitus

Respiratory, thoracic and mediastinal disorders
nconmion Dyspnoea, cough, hoarseness, pharynoolar 110 I ,

respiratory tract congestion, sinus conoestion, OSI I d " ,
snoring ' '

Gastrointestinal disorders

Uricoinmoii Haenlateinesis, haematochezia, oastritis* o I o "
abdominal pain, chanoc of bowel habit, salivai I '
faeces, eructation, aphthous stoinai. itis, Qinoival a' , I o e

Skill and subcutaneous tissue disoi. ders , o v
UriconTinon Rash gencl'allsed, eiythema, pTuritus, acile, 11y 61'111diosis, ' o1
A1usculosl<eletal and connective tissue disordei's
Uricoirunon Joint stiffness, muscle spasms, chest wall , .' '

Renal and ui. mars, disorders
Uncommon Glycosuria, nocturia, polyuria
Repi. oductive system and breast disorders
UricoiiTiiioii Menorrhagia, vaginal discharoe, sexual dysfunction
General disordei. s and administration site conditions
ncoinmoii Chest discomfort, chest pain, pyrexia, feelino c Id, I ,

sleep disorder, malaise, cyst
Investigations

Uncommon Blood pressure increased, electrocardioo . ST g
electrocardiogranT T wave amplitude decreased, he a 'I , ' ,
fLinctioii test abiiornTal, PIalelet count decreased, ,' 91 ,

'OSAGE AND ADA, I , P Gill in-Creased, blood calciuin decreased
Use in Adults

Smoking cessation theTapies arc more likely to succeed f
smoking and \\, ho are provided with additional advice a Id 'smoking and \\, ho are provided with additional advice and . .

Tile recommended dose of CHAMPD< is I ing twice daily following a I-week titration asfollows

341
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Da

Da

s4-7

8 - End of

The patient should set a date to stop sinokino. CHAMPD< dosing should start I - 2 we kbefore this date

CHAMPD< tablets should be swallowed wh I ' h CH, AMPD< can be taken with owithout food.

atlents should be treated with CHAMPD< for 12 week . F
stopped smoking at the end of 12 weeks, an addit' I '
CHAMPD< at I ing twice daily is recommended t f h n wit
abstinence. I o0 0 long-term

alients who do not succeed in stoppino sinokino dunn0 12 Initial therapy, or whorelapse after treatment, should be encouraoed I k attempt once factorsconti'Ibuting to the failed attempt have been identified d .

Dose tapering of CHAMPIX is not required at Ihc d f

Use in patients witli renal illlpail'merit

I O OSage adjustment is necessary for patients with lulld t ' '

or patients willI severe renal impairment, the recoininci d d d
an y. Dosing should begin at 0.5 ino once dan , fo . Ih f' - . G

once daily (see PHARMACOKINETICS) SG to I njg

ased on Insufficient clinical expel'Ience with GII
isease, 11'GallnGnt is not 16COnimGndGd ill this patient o I ,, . b
special patient populations"). O metics in

Lse in patients \\, ith hepatic impairment

Ao dosage adjustment is necessary for patients willI
pHARiVIACOKINETICS)

Use in the elderly

No dosage adjustment is necessary for elderI
Be callse elderly patients are more likel to hav d ' ,
consider the renal status of an elderly patient.
Use in cliildren

Safety and effectiveness of CHAMPD< in
therefore, CHAl\IPDC is not recommended
PHARMACOKINETICS).

0.5 in one dan
O. 5 in twice dan

wice ai

35
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hepailc

(see PHARMACOKINETICS).
renal ftinction, prescribers should

paediati'IC patients have not been established;
for use in patients under. 18 years of aoe (see

Impairment (see
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OVERDOSAGE

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

in case of overdose, standard supportive measures should be instituted as required

Varenicline 11as been shown to be dialysed in patients with end stage renal disease (see
PHARMACOKINETICS), however, there is no experience in dialysis following overdose

Contact the Poisons Info^matioii Centre for advice on the inariaoement of an overdose

PRESENTATION AND STORAGE CONDITIONS

Shelf Life: 2 years

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

ill a callon or a heat sealed card packaging

AClar I PVC blisters with alunlinIun} foil backino in a pack containin0 28 or 56 x I ino film-
coated tablets ill a carton or secondary heat sealed card packaoino

Ingh-density polyethylene (HDPE) bottle with polypropylene child resistant c;10sure and an
aluniiiiium foil/polyethylene induction seal containing 56 x I Trio filni-coate(l tablcts

NAME AND ADDRESS OF THE SPONSOR

Pfizei' Australia Pty Ltd

,\BN so 008422 s4s

38 42 Wharf Road

WestRyde NSW 2114

POISON SCHEDULE

S4-PRESCR. reT'10N ONLY MEDICINE

DATE OF APPRO VAL

Dl> A10NT}{ YYYY
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