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NAME OF THE MEDICmE

C
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0.5 ing and I ing in -coated tablets

V enjo ' e tarti'a e POW er is a white o o -white o sriglitly yellow solid with the o110wi"itg
chemi al n e: ,8,9,10-to ally 0-6,10 methan -6Hp antii0 12,3 I 31 be arepine, (2R,
3R)-2,3-dihy o butanedioate (1:1). I is highly o1uble e pKa (Iwa or. sa o

constant) for varenicline is 92. e oct o -water partition COG 'Grit (Log D) o varenic ' e
tartrate is -1.23 at pH 5, -0 817 at pH 7 and 0,758 at pH 9. Varenichiie tomato has a ino Goular
we'ght of 361.35 Daltons, and a ino ecular onnula o Ci3H 31'13 . C4H606 The chemic
Stoic G Is:

HOOC R

R coo H
'N

Attachment I

OH

81.

OH

I

CAS N0: 3758/5-8 -5

HAMPl^< is supplied for oral aimiiiiistration in two tiengths: a 0.5 ing capsular biconvex,
white to off-whit;, film-coated tab at dobossed with "}In287" on one side and "CHX 0.5" on
the other side and a I ing Gap'SUIar biconvex, light blue film-coated tablet dobossed with
"}Inzer" on one side and ' C}{X I. 0" on the other side. Each film-coated tablet of vareiiicline
contains he appropriate amount of varenicline as the tartrate salt and the following inactive
ingredients: Intorocrystallin. cellulose, calcium hydrogen phosphate armydro s,
oroscarinellose sodium, sinoa - colloidal anhydrous, magnesium stearate, Opadry' White (for
0.5 ing), Opadry' Blue (for I ing), and Opadry' Clear.
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pHAR^CoLOeY

Pharmaco ogical Actions

P arma othera Gutic gi'oup: Drugs used i nicotine de endence, A C code: N07B/I

Vareniclin is a partial agonist at o4^2 neuronal litcotimc acetylcholine receptors where it
binds with lit affinity and SGIeGtivity to produce an effect su Glent o alleviate symptoms o
craving and withdrawal (agonist a tivity), while simultaneously resulting in b ockade o the
rewarding and Teijifo cmg effects of smoking by preventing nicotine binding to o. 4^2 recepto s
(antagonist activity).

Electropb. ysiology studies in vitro and ne o0 e 'cal studies in v'vo have shown that
varenicfine binds to or4^2 neuron nicotinic acetylchol' e receptors and s ' ates recepto -
mediated activity. l e maximal activity o vareni ,'^, e was app oximate y 30-50' 0 tha of
nicotine in vitro and ranged fro un 0-60' 0 that of incotine I-n viv@. Vare o 'dime blocks the
ability o a'coime to activate the o4^2 receoto ano Bus o stimulate the centra nervous
meso ,'inbit do Darnine sy tern, the neuronal mechanism underIy'rig Ginfo cement an reward
exoeri. elm. CGd upon sino '^ng. Vareiiiclineis bigo y se Go, 've and binds with biglier affinity to
the or4^2 receptor sub e than to o e common incotinio rece tors (>500-fold 0 3^4, >3,500-
old o7, 20 000-fo d o ^y6), 0 0 non-inco , n 'c roceptor and transporters (>2000- 0 d)

P

Abso , tion

Maximum plasma concentra 'ons of vareniclin, animate occur typically .'thin 3-4 hours after
oral admitxistra, 'on. Mean (SD) C, , was 9.22 0.05) rig', o at the recommended dose of I
ing B D. Following aimiimstrat'on o multiple o al doses to healthy volunteers, s Gady-state
cono tions were reached wi ^ 4 days. Varenicline tartrate exhibits limear kinetics when
given as single or repeated doses. Absorption i virtually complete after oral administration
and ysteimc avail. billtyis 'gli. Oral bioavai ability of varenic me artrate 's unaffected by
food or time-of-day dosing.

co

80

TICS

Distribution

Plasma p otein binding of varenicline tartrate is low (<20' 0 and independent of both age and
renal function. Apparent volume o distribution averaged 4/5 litres (%CV=50) at teady-
state.

Metabolism

Varenicline tartrate undergoes minimal metabolism with 92' 0 elmiinated unchanged in the
orine.
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o
Elimination

The elimination half-life of vareiiicline tartrate is approximately 24 hours (individual range
I 0-58 lit . Renal elimination of varenicline tartrate is primarily thougli glomerular filtration
along with active tubular secretion via the organic cationic transporter, OCT2

Pharmacokinetics in Special Patient Populations

There are no clinicalIy meaningfill differences in vareniclirie tartrate pham}acokinet'CS due to
age, race, gender, smoking tos, or use of conconxitant medica ions, as demonstrated in
specific ph^}acokinetic studies and in popula 'o pharmacokinetic analyses.

Patients wit/ He atic rinp"irme"t

Due to th. absence of signi cant hepatic metabol'sin, are 'cfine phannaco etics hould be
runtfec ed in patien s with he a 'c msutiiciency and the 00 e tial for climcally meaningful

g in e actions between vare 'cline and metabo 'c inhibitors inducers is low.

Re"@ Jinp"itmen

are n 'c '^o6 tarti;ate pharrnacokinetics weit, unchanged ' n subjects '^ un mild renal impairment
(es ' Date0 o. 6atimine clearance >Sonnymin and :^80/10. Un 'n), in patients with moderate renal
brioa' o Grit (estimated creatinine 16arance ;^:30n"Vinim and <50nJl/nun), v-. enjohiie tartr, to
exoosure '^Doreased 1.5-folo coinp, ed with sub'60s wit^ 1.0 Dual renal function (estimated
reatini ^ e -Iearance >80n^jinn). ^ subjects with severe renal Impairinent (estimated

orean'^n e clearance <30nm. Vinin), vareniclirie tartrate exposure increased 2 - o10 in subjects
wi n end-stage-renal disease (ESRD), varenicline tartrate was efficiently removed by
haemodialysis. While Do dosing adju non Grit is o ece sary fo patients with mild to mode ate
Ten. jin^Dainnent, a reduced dosing frequency of I ing o o CG dai y i recoinmended for patien s
with severe renal impairment (see IDOSAGiE ANiD , D . D I. TRATION) Dosing should
begin at 0.5 ing once dally for the s 3 days, and then increased to I ing once daily.

79

Elderly

No dosage adjusiment is
ADMINISTRATIO

A combined ingle and In ti 16-dose pharmacokinetic study demonstrated that the
pharmacokinetics of I ing vareni me tartrate given o CG or twice daily to 16 healthy elderly
male and female s okers (aged 65-75 yr ) for onse utive days was similar to that of
younger subjects.

Poetictric

Because the safety and effectiveness of varenicline tartrate in paediatric patients have not been
established, vareniclirie is not recommended for use in patients under 18 years of age

When 22 paediatric patients aged 12 to 17 years (inclusive) received a single 0.5 ing and I ing
dose of varenicline tartrate the pharmacokinetics of varenicline tartrate was a proximate Iy
dose proportional between the 0.5 ing and I ing doses. Systemic exposure, as assessed by

necessary for elderly patients (see DOSAGE AND
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o
AUC (0-tilt), and renal clearance of varenicline tartrate were coinparable to those of an adult
population.

CLIT^{or AL TRIALS

The efficacy of CHA}VIPD< in smoking CSSation was demonstrated in ^ ^ ,ee cl^'^ ^ ^'Gal trials in
w ^ ^'GII a to al of 2619 c , onto cig. ette smokers (;;^:10 cigarettes per day) received vare ^ 'elm. .
Two of these sindies were double-blind comparisons between varenichn, , bi, propion. and
PI-aeebo, assessing c '^ -'cal aspects of smoking cessation, Including GID. d-of-treaim. Grit and long-
tenn abstinence rates after 12 weeks o treatinen . in addition, the effects on reducing craving
and wi, ^drawal ^, at can occur during smoking CGssat'on and the reinforo'^rig e Got that can
o6 Demiate smoking be naviour were studied The third tody assessed ^ ^ e GEE. ct o an
addi! 'o n 12 eeks o treatment on maintaining 10 g-tenn ab lime c. .

Co arative Chairal Stiidies

Two Iden 'c do b e-blind clini al trials p OSpectively c in ared the efficacy of CHAT\IP
( ing 'CG daily), sustained re ease buprop'0 (150 ing 'CG d ' y) and acebo in smoking
cessation. Patients were Gated for 12 weeks and then we e followed up for a total sindy
d ati0 0 52 wee s. e C DC dosage of I ing toi e daily as 00 'eved using a
titra ion of 0.5 g once daily for the Initial3 days fo owe by 0.5 ing 'CG daily for 111.6 next
4 days. e bup op'o dosage of 150 in 'CG daily was ac 'eved using a 3-day titration o
150 ing once daily. Patients set a date to stop smoking get quit date, TQD) with dosing
starting I-2 wee s before this date.

L e primary e d o'n of the two indies was the carbon monoxide (Co) onfirmed, 4-week
continuous litt rate (4W-CQ fro week 9 through week 12. e ultratesare e

proportions o all patients Gated (i. e. , inton - 0- eat an ys's) who abs ed from in okirig.
he primary endpoint for CHAMPD< demonstrate statistical uperiority to bupro ion and

place o o. Key secondary endpoints for both indies were Continuous Absimience (CA) from
weeks 9-52 and the Long Tenri Quit Rate (I. ,TQR) at week 52. CA was defined as the
propo 'on of all subjects who did not sino e ( ot even a puff of a cigarette) from wee 9
throngo wee 52 and had an exhaled Co measurement of^;loppm. LiQR was defined as the
propo 'on of all subjects treated who were esponders f the primary endpoint in the
treaiment phase and ad no more than 6 days of cigarette smoking during the non-treain}Grit
phase.

in both studies the Co- onfinned 4-week QR for week 9 through week 12 was uperior
(p<0.000 ) for patients given CHAlvlPDC compared with the placebo and bupropion gi. oups.
Based on tills endpoint, the odds of stopping on CHAMPIX were 3.91 95% C1: 2.74,5.59
and 3.85 2.69,5.50) t-jines those of stopping on placebo in studies I and 2 respe tively; the
odd of stopping on CHAMP were 1.96 (1.42,2.7 ) to 1.89 (1.37,2.61) times those of
stopping on bupropion

^ . 4W- QR (weeks 9-12), and CA (weeks 9-52) .^ ^ d LTQR. (week 52) from studies I and 2
are included in the following table:

o

~, O
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Table I Co tmuous Q"i Rates, Continuous Abstinence and Long Term Quit Rates for
Shadies I and 2

Stud I n~I 022

CA wk 9-52

44.40 0"ham .ix

Bun , ro , ion 29.50 o

P acebo 17.7 o

o <0 0001 vs. placebo and bupro 'on
, <0,000 vs. placebo, =00640 v . bup opio
, <0,0001 vs. placebo, p=0,0161 vs. bupropion
p <0,0001 s. placebo, p-0,0062 vs. bupro 'on

' p 0.0001 vs larcho, p=0.0 05 vs. bu Topion

a

4W CQR

o

Based o , the key seco tory endpoin of c bon onoxide confirnied ( o even a puff o
cigarette) Continuous bstinence from week 9 through wee 52 (CA weeks 9-52), th. od s of
s on. in: 0, C I were 2.66 (95', C1: 1.72,4.11) and 3.13 0.97,4.9 ) times ft^OS^ of
sto Dping o n placebo in Studies and 2 respectively.

Fo the L QR a 52 weeks the odds o sto ping smoking o CHAMP were 3.30 ( 13,
5. I) and 2.40 (1.60,3.60) times OSe of stopping on placebo in Studies I and 2, res 60the y.

in Studies I an 2, three as e s of smoking CGssatio were investigate using valida e
Patiei, . GPorte Outc mes questionn ' es: Craving, Gas ed by B 'e Quest10

S) Urge oOSota Nicotine Withdraw ScaleSmoking Urges (QSU-Brio and
Sino e item; W'th. drawal, measured y 4 un. IWS subscales; and Reinforcing Effects o
Smoking, measured by five odified Cigarette Evaluatio Questionn ' e incEQ) su scales.

22.10 o

16.40 o

''4, ,

L QR
wk 52

25,500'

'7.90 o

',,,,

4W CQR

44.00 0 "
0.00 o

17,700

Stud 2 n=1023

CA wk 9-52

Fatie t Reported Craving, With rawal a d Re' orcing ffects o Smoking

AC OSs both Studies I and 2, CT ving and withdrawal were signi cantly reduced in patients
randomized to CLIAl, ^DC in comparison with placebo. CHATvlPD< also significantly reduced
reinforcing e eats of smoking that can peruetuate s oking bobav'our in patients who s oke
during treaimTent compared with placebo.

23.00 o

15.00 o

I0.30 o

777

LTQ
wk 5

25.40 0'

I8,200

12.60 o

Maintena ce of Abstinence Study

The third study assessed the benefit of an additional 12 week's of CHAl\IPIX therapy on the
mainten CG of abstinenc . Patients in his study (n=I, 92 ) roce'ved open-labe CHAMP
ing twice daily for 12 weeks. Patients who stopped smoking by wee 12 were then
randonxised to receiv either CHA}\IPD< (I ing twice daily) or p acebo for an additional I
weeks for a total study duration of 52 weeks.

The primary study endpoint was the Co- eonfirmed continuous abstinence rate from week 13
throug}I week 24 in the double-blind tieatrnent phase. The two key secondary endpoints were
the continuous abstinence (CA) rate for 66k 13 t}itougli week 52 and the long-team quit rate
(I. ,TQR) at week 52. The key results are mirinarised in the following table:
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Table 2. Co tinuous Abstinence and Long term Quite Rates for Maintenance of
Abstinence Stud

CHAMP

n=602

CA wk 13 -24 70,60, *

CA wk 13-5 44,00, **

47,80, ***LT R at week 52

* <0,0001 vs laceb0 ** =0,0126 vs larch0 *** -0.0119 vs lacebo

This study showed the bone t of an additi na1 12-week tr'eatinent wi C ling CG
d ' y o the main e CG of sino g OSsa 'on compared to placebo. The odds o maintained
abstinence a week 24, following an additional 12 weeks o treatoient wi C^IP , we e
247 itnes those f placebo (95', CT: 1.95,3.15). Superiority to lacebo for con ' uous
abstinence was maintained thou week 52 (Odds Ratio = I. 5,95', C1: 1.07, .70 .

inDI ATIO S

C

CONT

is in 'ca ed as an aid to smoking cessation in adults over the age of 18 years,

Hype sensitivity to e active substance or to any of the exci lents,

P

,:, 8

ICATIONS

Placebo

I}=604

49.8%

37.1%

40.00

CAI. ITIO S

Effects of in oking Cessatio

Physiological changes esulting from smoking cessation with o without eaimen with
Cl. IAIvlPD<, may alte pharmacokinetics or p annacodynamics of some drugs, for w 'ch
dosage adjusinient may be necessary (examples inc ude theophy line, arfarin and insulin).

smoking I duces CYPIA2, inokiiig cessation may result in anti}crease of plasma levels o
CYPl substrates.

Smoking essation, with or without harmacoftierapy, has bee associated with the
exacerbation of underlying psychiatric Illness (e. g. depression). Care should be t en wi h
patients with a history of psyohiatric illness and patients should be advised ac ordingly.

There I no clinical experience with CHAMPIX in patients with epilepsy.

At the end of treatment, diseontinuation of Champix was associated with an increase i
irritability, urge to sinok , depression, and/or insomnia in up to 3% of patients. e prescriber
should infonn the patient accordingly.
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Psychiatric Symptoms

Serious neuropsyohia ^ 'c syinptoms have o6c ^ . ed in patients being treated with CHAMPD<.
Some cases may ^ ave been complicated by the yinptoms of nicotine withdrawal in patients
who stopped smoking; however, some of these symptom-s have 0 @111red in pat-fonts who
continued to smoke. A1tiio glI a causal assoc'ation between CHAMP , and 'these symptoms
has not been estab ished, in some repo s the association cannot be exc- myded. Patient's being
treateo with CHAMPDC and their families, should be alerted to the need o moulto for
ne^ opsychiatric syinptoms including c^ an:CS in behaviour or thinking anxiety , psy 1:10s-'s ,
.. ..

-, o0d swings , agitation, aggi'ess'on, depressed mood, suicidal ideation and suicidal
bel^av'our. Doctors shoul discuss ,e e^icacy and safety profile o CHAlvlPD< w'fti pat'Grits
attempting to quit smoking with C}IAIvlPD< ano advise then^ of ne possible e ^ e gence o
ne , opsychiatric symptoms. These symptoms, as well as worsening of pre-exis a g
psychiatric illness, have been repo ed in patients attern oting to quit smoking bile , ' o g
C ' in in ' o e POS -marketing e perlence. Patients and n eir faintlies, s ould be advised
flita the p. 'Grit Should Stop taking 111^^, IPD< and Contact a Galth Care pro GSS'O Dal
mumediate y i changes in behaviour or thinking , agi^ ation or dep essed mood, tiara are not

o1 al or the patient are observed, o if the oatien. t develops suicidal "doation or Inc'd,
be avio ^ in many post-marketing cases, reso IJtion o yinp Qins after disco ^ tinuation. o
vareni line was GP@rted, although in SOD e cases the syniptoms pe sisted; e e o e, o go' :
foilo up sho o be provideo until symptoms resolve . Pa 'Grits and o6' families s ould o6
onco aged o report any history of psy hiaa 'c illness prior to itfitiafuig treatrnent. Pa 'en s
with so 'ons OSyohiatric illness such as schizop e 'a, b'polar disorder, and maio depress've
diso do did not participate in the G-marketing studies of CHAT\^ and - e s, ety and
efficacy of CHA}VIP D in such oatients has not been established.

There ha e been DOSt-mark. ting TCPo s of hypersensitivity rea titons induding angioedema in
patients treated with CHAlvliPiDC. C '^ ^ 'cal signs included swelling o the face, mouth (tongue,
lips and gums), u Gok ( ^ oat and laynx) and extremeties. There were r, ,e reports of life-

eatening angioedema equti^rig urgent medical attention d e o respiratory compromise.
Patients experiencing these symptoms should discont-inue treainient with CHAMPD< and
contac a health care provider innnediately (see AD RSE EFFECTS, Post- arketing
Experience)*.

There have also been post-marketing reports of are but severe cutaneous reactions, including
Stevens-Join^on ylIdrome and Erythema Multifonne in patients using areinc me. A these
skill reactions can be life-threatening, pat'Grits should discontinue treatment at the first sign of
rash or skin react'on and conta t a healthcare provider immediately (see NDVERS
EFF CT , Post-marketing Expe ience)*.

5

Effects on Ab'lity to Drive a d us Machines

Patients should be advised to use caution driving or operating machinery until they know how
quitting smoking and/or CHAl\IPI>< may affect them.

Effects on Fertility

It is not expected that vareniclirie tartrate would impair fertility. Varenicline did not impair
fertility in rats a oral doses producing plasma concentrations up to 40 times the human plasma
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o
Cmax at the maxim recommended dose of I ing twice daily. Offspring of treated rats
shown decreased fertility (see Use in Pregnancy).

Use in Pregnancy

Pregnancy Category: B3

The safety of varenicline tofua e in urnan pregnancy h not been establishe . The use o
C}{AllylP in pregnant women is not recommended.

ere was no ev dence of teratogenicity following oral adriftixistration of varenicline to rats
and rabbi s during organogenesis with syste 'c expos e (plasma AUC) up to 36 times the
burn plasma AUC at the maximal recommended dose of I ing twice daily.

In anim, Top oduction shadies, varemcine has been. shown o have aoverse e eats on the
foe and offspring. Oral administration o varenicfine to pregnant rabbits during

gin}oge ^ esis resulted in redu ed foetal weights a systemic exDosure (plasma ' UC) 50 tm^. s
the human o1asma ADC at the maximal econimel, .dod dose; the o-6- Got exposure was 23

OS the clinical exposure. Oral adjninis", a '0, of vare, 'curie to ,negnan rats from ear y
gesta '0 ^ unti weaning resulted in reduced fe n' ,' , inc eased audi o st. e response aria
decreased caring in o , spinig at maternal p asma concentrattons 40 times the burn . 0 o1asma
Cm a the inari"a^at recommended dose; the lito-elfeo exposure was 17 times o1' 0 'cal
ex OSIrre.

omen of child bearing potential. . Where drug therapy is initiated, eatinen should be timed
uch that the co se is completed before concepti n.

Use in Lactation

I is not own whether vareniclme Is excr to in h an milk. Because many drugs are
e crated In human nitric and because the potential for adverse effects in nursing infants from

11AlvlPIX Is unknown, a ecision should be made whether to discontinue nursing or to
discontin e the drug, taking into account the importance of the drug to the mother.
V 6/1/01me Is excreted in the nitric of lastating ats. Oral admitxistra ion f varenicline to
pregnant rats from early gestation til weaning was assoc'ated with adverse effects in
offsp ' g (see Use i Pregnancy) The climcal signifieance of this finding is unknown.

o

74

ave

Carcinogenicity

Carcinogenicity studies were pertonned in mice and rats at respective oral OSes o vareni line
up 0 20 ing'kg'day and 15 ing'kg'day for 2 years, with respective systenxic drug exposure
(Cmax) up to 130 and 50 times the human plasma C, ,, at the maximal recommended dose of
I ing twice daily. There was no evidence of a carcinogenicity in mice or female rats. Male
rats showed increased incidences of litbemoma (a rare tornour of brown fat) at systenxic
exposures of 25 times the human C, ,, (incidence 1165 rats) and 50 times the human Cmax
(incidence 2165 rats); the no-effect exposure was 10 times the human C, ,,. The clinical
relevance of this finding has not been established.
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o
Genotoxicity

Varenicline had no genotoxic effects, with or withou metabolic activation, based on the
fol owing assays: A1nes bacterial mutation assay; manirnalian CHO/HGPRT assay; and tests
fo cytogenic aberrations in vivo in rat bone marrow and in vitro in human lymphocytes.

INTERACTIONS WITH OTHER MEDIC

Based on v enjolirie chara tenstics and cl' 'cal expo 'ence to date, vareniclme has no known
Glintcally meaningful drug interactio s No dosage adjusim. Grit of vareniclirie o
aimiiixistered drugs listed below is econnne ded.

I vitro stud'es demons ate tiJa varenio e t, in ate does no inhibit cytochr me P450
e es (IC50> 6,400 rig'rin). The P450 enzymes tested f@ inhibit'o were: IA2, A6,2B6,
2C8,2C9,2C19,206, I, and 3A4/5. Also, ', , oman hepatocytes ' vitro, vanenic e was

no to induce e activity of cytoc, ome P450 enzymes IA2 and 3A4. There orso

e tartrate is unl' e y to alter the ph^Iacokmet CS o ompo ^ ^ ds that are primari yVarGniC

me bo sedbycytoc o GP450e ^ o OS.

I vitro studies de onstrate tha varenio ' e tarti'ate does Do inhibit human Ten ansport
ed by e al sec e bTotems a filer apeu c con entr. attons. There ore, drugs ti}a

e g. metf'o see belo ) are 61y to be affected b v e 'cmTe tartt'ate.

I 17'170 studies demonsn, ate that active rein, secretion of varenicline inmate is mediated by
the h rin an ongarlic cation trans a otter, OCT2. Co- adniiiiistratio with inhibito ,s of OCT2 does
not equi e a dose adjusimient of CHAMP as the inc, e. se in systemic exoosure to
vareniclme t, ,in, ate i not expected to be c ittically meaningful (see -innerichne interac ion
belo ). untiennore since metabolism of varenicline t, n ate contributes o less than 10' 0 o
Its @ earance, drugs known to affect the cytochrome P450 system are adjkely to alter the
phar, n}acokiiietics of vaneniclfuie t. in ate (see F 0 , '1 . , CoKJrilETICS) and therefore a dose
adjusim. on of CllAlv^DC would not be required.

e4formi .' Varenicl' e tartrate (I ing twice daily) did no affect the pharmacokinetics of
metfomnin. (500 ing twice dally), which 's a s bstrate of OCT2. etforiiun had n effect on
varen'clirie pharmacokinetics.

i, ,aetidi"e. ' Co- adjnimstration of an OCT2 'nhibitor o1metidine (300 ing our times d ily), with
varen'onne (2 ing single dose) inGreased the ystemic exposure of vareiiicline by 29' due to a
reductio in varenioline renal clearan e. No dosage adjusiment is Teeommended based on
eoncomitant o1metidine aimirxistra ion in subjects with nonnal renal function or in patients
with rinld to moderate renal impainnent. In patients with severe renal Impaimient, the
con ontitant use of cmietidine and varenieline hould be avoided.

S

73

co-

Digoxi, a. . Varenicline tartrate (I ing trayi e daily) did not alter the teady-stat
pharmacokinetics of digoxin adjltintstered as a 0.25 ing daily dose.

Woof"ri, .' Varoliicline tartrate (I ing twice daily) did not alter the pharmacokinetics of a
sing1 25 ing dose of (R. ,S)-wadarin. Frothrombin time (INR) was not affected by vareiiicline
tartrat . Sinoking cessation itself may result in changes to warfarin pharmacokinetics ( e
PRECAUTIONS).

606

6
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Useivit/, Otl, er Tiler"piesforS", oki"g ess"nori

Vare 'GIIne ate (I ing toice daily) did not alter the steady-stateBayro to
phamiacokinet'CS ofbupropion (150 ing twice dally).

Nitoti, ze Rayl@cement Titerqpy (?VRl).' When varenic me (I ing twice daily) and nicotine
GPla Ginent therapy ( misdenna121 g/day) were co- aimimstered to smokers (N=24) or 12

day , there was a stat'sti ally significant decrease in ave age systolic blood pressure (mean
2.6 mmHg) me as ed on the filial day f the sin y. In this study, e incidence o nausea,
headach vomiting, dyspepsia, fatigtie and dizziness was greater or e combination than for
ERT alon .

S ety and efficacy of CHA^, IPD< in comb' ation 'fti other smoking cessation therapies ha e
not been studied.

ADVE

Smoking CGssatio with o without tr. earnerGrit is associated w' v 'ous symptoms. For
example dys boric or depressed mood; insomnia, irritability, hastrati. o or ger, anxiety,
d I^joulty conce ting; r ess ess; dec eased heart ate; increased a etite or weigh g
have bee GPo e in pa 'on s attempting to stop smoking. }\To attempt has Gen made in
of e the design o the analysis of the C DC studies to dis ' guish be. 66 adverse
e ects associated 'tit study drug eaim. e t or those possibly assoc'a ed until DIGo ' e
wi dr wal.

EFF T

Climcal trials inc uded approximately 4,000 atients treated with LHA1\4PD< for up o I year
( v@rage expos e 84 days). in general, w ere adverse events OGOruTed, o set was the firs
week of the a y; severity was ge Gully mild to moderate and there were Do differences by
age, ace or gender wi re ard to the incidence of adverse elfec s.

o

72

The treainient discontinuation rate was 11.4' 0 for varenic me compared with 9.7% or
p acebo. In this gi. oup, the discontinuation rates or the most common adverse events in
varoliicline treated patients were as follows: nausea (2.7' 0 vs 0.69'0 placebo), headache (0.6' o
vs .0'0 f r placebo), msoimiia (1,3'0 vs 1,2'0 for placebo), and abnonnal dreams (0,2'0 vs
0.2' 0 for p acebo)

Tab e 3 in rides the most liequen Iy o cuming events (a a rate f 21:1 ' 0 and an incidence
big er than that for placebo). ese data are derived from a pooled database of stud'es in
which patients were randomised to receive 2 weeks of tieainient using the recommended
dosage regimen
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o

Adverse Events Considered Treatment-Related and Reported in StudiesTable 3.

at a Rate ;^:I% and at an Incidence Higher Than Placebo, Cond cted Using The
Recommended Dosage Regimen

Gasir. @tritestin@ Disorders
Nausea

Co ti , ation

FlatiLlence

D o outti

Dys o GPSia
Vo o, ting
, bdo on ' o al Distension
Stomao , Disconffo

Gener, I Disorders and, 4dm '?listrotion S'te Conditions

Fa 'gue
Me obons ond NIIiri 'on Disorder

increased A, ,e ite

87vot, Sills Bin Disorders
. Gadache

D' mess

Dysgeusia
Somnolence

P ohiotr, b Disorders

msO Do ^ a

Abnonnal Dreams

SIGe, D'sorder

Percentage of Patients Reporting
Even

CllAllylPIX

N=821

71

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

4.6

1.7

10.1

5.

5.0

3.0

3.9

13.8

12.4

4.8

Version : pinchamt10 09
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8.4

4.6

3.6

2.1

10.6

4.5

2.9
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In the listings belo all adverse effects, which occurred at a rat lower than I % and gi. eater
than placebo are listed by system organ class and frequency (unicornmon (>111,000, <1/100)).

System_Organ Class Adve se Drug ffects

Infections and Infesta 'ons

Uncommon BTOn hitis, riasopharyngitis, sin sitis, fungal infection, viral lifec 'on

Metabo 'sin and Nu mori Disorde s

Anorexia, de reased appetite, polydipsiacoinmo

syc 'airi D' orders

U common Panic reaction, b a yphreiiia, thinking abnormal, mood swings

Nervous Syste Disorders

U co Tre or, COOT a 'on abnomnal, dysarlliria, hypertoma, res essness,
dysphoria, hypoaesthesia, hypogeusia, lethargy, lib'do increased,
libido deo eased

Cardiac IDiso

Urico

Vascula Disorders

Uncommon

Eye Diso ders

Uriconiinon

On

On

ers

Scotoma, o16ral disco ouration, eye pan, mydriasis, photophobia,
myopia, Iacimiation inc eased

Ear and Labyrim h Disorders

Uricoirnnon

Respiratory, Thoracic and Me iastinal D'so ders

Uricoirnnon Dyspnoea, cough, hoarseness, pharyiigo aryiigeal pain, oat

irritation, respiratory tract congestion sinus congest'on, post nasal
drip, Thinorrhoea, noting

Ga tro'intestinal Disorders

Uncommon Haematemesis, haematochezia, gastritis, gastrooesophageal reflux
disease, abdoninial pain, change of bowel habit, salivary
hypersecretion, abnonnal faeces, eructation, aphthous stomatitis,
gingival pan, tongue coated

Skin a d Subcuta eous Tissue Disorders

Uncommon Rash generalised, erythema, primtus, acne, hyperhidrosis, night
sweats

<>

70

A 'at fibrillation, palpi tions

ot flush, varicose vein
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.
SIIsten" Organ Class

Musculoskeletal and Connective Tissue Disorders

Uncommon Joint stiffness, musc e spasms, chest wall pain, costochondritis

Renal and Urinary Disorde s

Uriconiinon Glycosuria, noonnia, polyuria

Rep odinc 've System and east Disorders

Uriconiinon Menorrhagia, vaginal disoh g , sexual _ysfuiction

General Disorders and dininistratio Site Co ditio s

Chest dis o ort, chest pain, pyrexia, feeling o d, asthenia,U common

o1rc dian rhythm s 66 disorde malaise, cyst

Adverse Drug Effects

vestigatio s

Uncommon

OSt-Marketing Expe ie co

he fol owln adverse events have been GPorted daring post-approval use o HATvlPDC.
Because these events are reported voluntarily fro a po ulation o uncertain size, it is not

ways possib e to Tellably estimate their fi. e uency or establi h a causal rela 'onship to drug
exposure

B o0d pressure increase , a Gotrocar 'ogi'am ST segment depressLon,
elec ocardiogi'am T w ve ampli do decreased, heart rate increased,
liver function est ab onnal, latelet Golm decreased, we'gb. t
increased, semen a onnal C- eastive prote' increased, blood
calcium decreased

o0d, agitation,There have been Topo s o europsyc}xia 'c symptoms s ch as depressed
hallucinations, c ^ anges mood swings ,thinking , anxiety , psychosis ,bobav'our or

aggressive behaviour , suicidal ideation and suicide in patients attempting to quit sino g
w ' e taking CHAMPDC. Smoking CGssat'on with or without tieatrnent is associate
nicotine withdrawal symptoms and the exacerbation of underlying psychiatric illness. Not all
patio ts had known pre-existing psychiatric ilhiess and not all had discontinued smoking The
role of CHA^, IPD< in these reports is not known (see PRE ALITIONS).

There have also been reports of hypersensitivity reactions, such as angioedema and of rare but
severe cutaneous reactions, me udiiig Stevens-Johnson Syndrome and Erythema Multifo e
in patients tomg CHAlvlPD< ( 66 PRECAUTIONS)*.

89

DOSAGE ANDADMINISTRATION

Use in Adults

Smoking cessation therapies are more likely to uceeed for patients who are motivated to top
smoking and who are provided with additional advi e and support
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o
The recoininended dose of CHAMPD< is I ing twice daily following a I 66k titration as
follows:

Da SI-3:

Da\ s 4 - 7:

Da. 8 - End of Treatment:

T}I patient should set a da e to stop inoking. CM}.^IP
before this date.

CHAlvlP tablets should be swallowed whole with wate
without o0d.

Patien sho Id be treated wi C}IAIvlP for 12 wee For pa 'Grits who have successfully
ed smoking a the end of 12 weeks, an additional course of 12 weeks treatrnent wiso

C at ing twice daily is e ommen. ded to e increase the likelihood o long-terni
absthie CG.

aments who do Do succeed in sto pin smoking daring 12 weeks mumal ther py, r w o
rela s er tiea Grit, sho d be e couraged o make another attempt o CG factors
contributing to the failed a Ginpt have been identified and addressed.

Dose a e ' g o CHAMPDC is not require at e end of treaim. Grit

0.5 in one dail

0.5 ing twice dail
I ing byi e dail

IISe in Fa Grits W'th Renal pairment

No dosage adjustoJent is Decess for patients with mild to mode at renal impaninent.

For pa 'e ts with severe renal imp^lien , the reco ended dose of CHAMPD< is I ing once
daily. Dosing should begin t 0.5 ing once daily fo the f st 3 days then increased to I ing

CG dai y (see pHERmnCO^ETICS)

Based on Insufficient cl' 'cal experience with Champix in patients with end stage renal
disease, treaiment is not recommended In this patient population ( 66
P CoxCINETICS Pharmacokinetics in S ecialPatien Populations)

Use in Patients With Hepatic Impairment

No dosage adjusiment is ne essay for patients with hopatic impairment (see
pHARlv^coroneTiC )

dosing should start I - 2 wee

68

CHAMPD< Gan be ate Wl

Use in the Elderly

1.10 dosage adjusiment is ecessary for elderly patients (see pHARl\IACOKINE, .IC ).
Because elderly patients are more likely to have decreased renal ction, prescribers should
cons'der the renal status of. an elderly patient.

or
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Use in Children

Safety and effectiveness of HAMPD< in paediatric patients have not been established;
therefore, C}{A1\^DC is not recommended for use in patients under 18 years of age (see
pusR^conNETics).

OVERDO AC

NO Gases of overdose were reported in re-marketing climcal trials.

in case of ove dose, standard su pornve measures should be instituted as require

Varenic ' e has been shown to be di ysed in patients with e d stage enal disease (see
P co T CS), owever, there is no expo 'on e in dialysis o110wing overdose.

Contact the o'so s Information Centre or advice o the manage Grit o an overdose.

P

She L' e: 2 years

Coin OSite Carton con animg I x 0.5 ing min-coa ed tab e s and 42 x I ing film coate
tablets in o1 I P C I blisters with allmiiniInn foil backing pac aging. This carton contains
two beat se ed wallets. The first heat Galed wallet consis s o an tintial dosing pa k
con adming I I x 0.5 ing ablers and 14 x I ing tablets. The second ea e e wane consis s
of 8 x I ing tablets.

AClar I P C b 1stors with aimntiiiuin foi backing in a pack containing 56 x I ing film-coated
tablets in a carton or secondary heat sealed wallet.

AClar I PVC I blisters with alumimum foil backing in an initial dosing pack containing one
blister of 11 x 0.5 ing fiim-coated tab ets and a second lister of 14 x I ing Iiim-coated tablets
in a carto or a heat ea ed wallet. 0\lot currently marke ed in Australia).

AClarI PVC blisters with alu^irun foil backing h a pack containing 28 or 140 x I ing film-
coated tablets in a carton or secondary heat sealed card packaging. (Not currently marketed in

ustralia).

Ingli-density polyethylene (HDPE) bottle with pol Topylene obild resistant closure and an
aluminium foiVpolyethylene induction seal contairiiiig 56 x I ing film-coated tablets. 0.10t
currently marketed in Australia).

NTATION AND STORAGE CONDITION

'7
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NAME AND ADDRESS OF THE SPONSOR

Pfizer Australia Pty Ltd

N 50 008422348

38 - 42 Wharf Road

West Ryde N 21 4
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