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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use VARENICLINE TABLETS safely

and effectively.

VARENICLINE TABLETS

Provide patients with appropriate educational materials and counseling to support the quit

attempt. (2.1

DOSAGE FORMS AND

XXXXXX

See full prescribing information for VARENICLINE TABLETS.
VARENICLINE tablets, for oral use
Initial U.S. Approval: 2006

. Tablets: 0.5 mg and 1 mg (3)

- CONTRAINDICATIONS

Some cases described harmful behavior to self, others, or property. Instruct patients to
discontinue varenicline tablets and notify their healthcare provider if they experience

6am162)
Reactions: Such reactions, including angioedema,

infrequently I\Ie mrea!emng have been reported. Instruct patients to discontinue varenicline

. History of serious hypersensitivity or skin reactions to varenicline tablets. (4) .

WARNINGS AND

Varenicline tablets are a nicoti
cessatlon treatment. (1and 2.1)

AND USAGE
ic receptor partial agonist indicated for use as an aid to smoking

. iatric Adverse Events:

AGE AND
. Begin varenicline tablets dosing one week before the date set by the patient to stop smoking.
Alternatively, the patient can begin varenicline tablets dosing and then quit smoking between

days 8 and 35 of treatment. (2.1)

. Starting Week: 0.5 mg once daily on days 1- 3 and 0.5 mg twice daily on days 4 - 7. (2.1)
2.1

. Continuing Weeks: 1 mg twice daily for a total of 12 weeks. (

. An additional 12 weeks of treatment is recommended for successful quitters to increase

likelihood of long-term abstinence. (2.1)

. Consider a gradual approach to quitting smoking with varenicline tablets for patients who are
sure that they are not able or willing to quit abruptly. Patients should begin varenicline tablets
dosing and reduce smoking by 50% from baseline within the first four weeks, by an
additional 50% in the next four weeks, and continue reducing with the goal of reaching
complete abstinence by 12 weeks. Continue treatment for an additional 12 weeks, for a total

of 24 weeks. (2.1)

. Severe Renal Impairment (estimated creatinine clearance less than 30 mL/min): Begin with
0.5 mg once daily and titrate to 0.5 mg twice daily. For patients with end-stage renal disease
undergoing hemodialysis, a maximum of 0.5 mg daily may be given if tolerated. (2.2)

= Consider dose reduction for patients who cannot tolerate adverse effects. (2.1)

. Another attempt at treatment is recommended for those who fail to stop smokmg or relapse
when factors contributing to the failed attempt have been addressed. (2.1)

affects them. (5.3)
. Accidental Injury: Accidental injuries (e.g.,

may affect them. (5.4)

neuropsychiatric adverse events have included changes in mood (including depression and +  Nausea: Nau
mania), psychosis, hallucinations, paranoia, delusions, homicidal ideation, aggression,
hostility, agitation, anxiety, and panic, as well as suicidal ideation, suicide attempt, and
completed suicide. Observe patients attempting to quit smoking with varenicline tablets for the
occurrence of such symptoms and instruct them to discontinue varenicline tablets and contact
a healthcare provider if they experience such adverse events. (5.

. Seizures: New or worsening seizures have been observed in patients taking Varenicline
tablets. Varenicline tablets should be used cautiously in patients with a history of seizures or
other factors that can lower the seizure threshold. (5.2)

. Interaction with Alcohol: Increased effects of alcohol have been reported. Instruct patients to
reduce the amount of alcohol they consume until they know whether varenicline tablets .

. Cardiovascular Events: Patients with underlying cardiovascular (CV) disease may be at
increased risk of CV events; however, these concerns must be balanced with the health
benefits of smoking cessation. Instruct patients to notify their healthcare providers of new or
worsening CV symptoms and to seek immediate medical attention if they experience signs
and symptoms of myocardial infarction (MI) or stroke. (5.5 and 6.1)

. Somnambulism: Cases of somnambulism have been reported in patients taking varenicline.

reports of serious or clinically significant

tablets and |mmema(ely seek medical care if symptoms occur. (5.7 and 6.

Rare, potentially life-threatening skin reactions “have been reported.

Instruct patients to discontinue varenicline tablets and contact a healthcare provider
immediately at first appearance of skin rash with mucosal lesions. (5.8 and 6.2)

sea is the most common adverse reaction (up to 30% incidence rate). Dose
reduction may be helpful. (5.9)

traffic accidents) have been reported. Instruct

patients to use caution driving or operating machinery until they know how varenicline tablets .

adjustment. (7.2

To report SUSPECTED ADVERSE
288-5777 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

VERSE

Most common adverse reactions (>5% and twice the rate seen in placebo-treated patients) were
nausea, abnormal (e.g., vivid, unusual, or strange) dreams, constipation, flatulence, and vomiting.
(6)

USA Inc. at 1-855-

contact Umedica L

- DRUG INTERACTIONS
Safety and efficacy in combination with other smoking

Other Smoking Cessation Therapies:
cessation therap\es has not been established. Coadministration of varenicline and transdermal
nicotine resulted in a high rate of mscommua\lun due to adverse events. (7.1

: Pharmacokinetics or pharmacodynamics of

certain drugs (eg theophylline, warfarin, insulin) may be altered, necessitating dose
)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.
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1 INDICATIONS AND USAGE

foruse as anaid to
2 DOSAGE AND ADMINISTRATION
21 Recommended Dosage for Adults
Smoking cessation therapies are more likely to succeed for patients who are motivated to stop
smoking and who are provided additional advice and st Provide patients with appropriate
educational materials anﬂ counseling to SHDDOV\ the quit attempt.
The patient should set a date o stop smoking. Begin varenicine tablets dosing one week before
this date. Allernauve\y. the ual\enl can heﬂm varenicline tablets dosing and then quit smoking
between days 8 and 35 oftrect
Varenicline tablets should be takan arally after eating and with a full glass of water.
The rcommendad dus o vrnicine (a0l s 1 mg i Gl ollwing a 1-veek tston a3
follows

treatment

[[Daysitos [ 05 mgonce daily |

[ Daysato7: |05 mg twice daily |

[ Day 8o end of treatment: | 1 mo twice daily __|

Paent shoyld b eated wit varencine tablets for 12 weks. For patients wo have
successfully stopped smoking at the end of 12 weeks, an addtional ks treatment
i varendine ablls & ecormended 1 furhe ncease he kelhood of long- (evm abstinence.
For patients who are sure that they are not able or willing to quit zbry

approach 1 uiting SMaking wih varenicline tables. Paent shoud begh varencie tablets
dosing and educe Smokig by 0% fom bseine Wi e s fou weeks, by an sudora

ok D SHTenL, Ercowade AT 1o a1amBE auTing soonr H hy el 5y (s Cia
Studies (14.5)]
Patients who are motivated o quit, and who did not succesd in stopping smoking during prior
varenicline tablets therapy for reasons other than intolerabiliy due to adver

relapsed after treatment, should be encouraged to make another attampt with varenicline tablets
once factors contributing to th failed attempt have been identiied and addressed

Gonsider a temporary or permanent dose reduction in patients who cannot tolerate the adverse
fects of vareniciine tzblets.

2.2 Dosage in Special Populations

No dosage adjustment s necessary for patients with mild to moderate renal impairment. For

In
v

placebo).

and has also

. Accidental Injury [see Warnings and Precautions (5.4)] ""-v"wwm 20 K} with non-smoking pregnant wnmen 1= nsaax; The prevalence of major malformations, the
« Cardiovascular Events [see Warnings and Precautions (5.5)) 7o 75 primary outcome, was similr in all including between smoking and non-smoking groups.
Somnambulism [see Wamings and Precautions (5.6)] e 3 i e prealence f agverse perntal outcomes In 1o varecie-oxposed cohort was 1oL greter
Angioedema and Hypersensitivity Reactions [see Wammgs and Precautions (5.7)] ‘Adjdicated Cordiovascular Waraity up 1 52 weeks) (5 06 "';ca"'; "‘23:3'";; U'n women o mg:ed ﬂf"(-gﬂdm"g';de mm';:‘%mee" the three cohorts. The
Serious Skin Reactions [see Warnings and Precautions (5.8) “Adudicated Nonfatal Serious Cardiovascular Events L primary iy
with " n sthr atment grup Table 6. Summary of Primary and Secondary Outcomes for Three Birth Cohorts
o IOh e S o550 B i 0. He S0 . DACORE-BAGE paVBnIS) we TAuSth, Tp o 30 das e ement PR i
mal (vivid, unusual, or srange) dreams, constpation,fatulence, and vomiting vt 7T T ame Cohor (1335) ey Cohor (v<806.438)
‘The treatment discontinuation rate due to adverse events in patients dosed with 1 mg twice daily Hosptakzaion o angina pectors 13 T -
wias 12% for varenicline tablets, compared to 10% fof placebo In studies of three months’ EEE T A e congental malfrmaton™ EECTE T T BT
treatment. In this group, the discontinuation rates that are higher than placebo for the most s 5 o ) )
common e vens  varsnicine et ptents vers o olous:nausa (3% . 5% o s 2 : o iR o TR
placebo), insomnia (1.2% vs. 1.1% for placebo), and abnormal dreams (0.3% vs. 0.2% for "“W" 2l o angra pectors ! ! %) 0.%)
T m s (25 T (1719 TA1% 610
Smoking cessation, vith or without treatment,is associated with nicotine withdrawal symptoms admsionfora VD poceture 7 75%) G173 (79%) 6732 6.8%)
I of iiness. “some procedures were part of management of nonfatal MI and hospitaization for angina | reeen ] iew6ian ] 3061 G5k
6.1 Clinical Trial Experience In the trial of patients with stable schizophrenia or schizoaffective disorder (5), 128 smokers on 0307 0.0%) SUTILT200.1%) | 875569 (<0.1%)

Begause clinical tials are conducted under widely varying conditions, the adverse reactions rates
observed in the cinical studies of a drug cannot be directly compared to rates i the cinical tials
of another drug and may not eflectthe rates observed i clinical practice.
the premarketing development of varenicine tablets, over 4500 subjects were exposed to
varenicline tables, with over 450 treated for at ieast 24 weeks and approximately 100 for a year.
s vers et o 12 ek o ss
vent associated with varenicline tablets treatment s nausea,
occuring in 30% of Patients teaed a1 the rscommended dose, compred wih 10% in paents
taking a comparable placebo regimen isee Warnings and Precations (5.9)1
Table 1 shows th advrss vens o vreicine tabitsand lacebo I the 12-uek fed dose
premarketing studies with titration in the first week [Studies 2 (titrated arm only), 4, and 5]
Roerse evts werecatgorizad using the Medica Dictonry for Reguitry Actvis (WedORR,

MedDRA High Level Group Terms (HLGT) reported in 5% of patients in the vareniciine tablets 1
m tuice daily dose group, and more commonly tha in the placebo group, are lsted, along with
subordinate Preferred Terms (PT) reported in >1% of varenicline tablets patients (and at least
0.5% more frequent than placebo). Closely related Prefarred Terms such as 'Insomnia’, ‘Initial
insomnia', ‘Middle insomnia', ‘Early morning awakening' were grouped, but individual patients
reporting fwo or more grouped events are iy counted ance.
Table 1. Common Treatment Emergent AEs (%) in the Fixed-Dose, Placebo Controlled Studies
(HLGTS > 5% ofPatens n the 1 mg BID vnmncun- lablets Group and More Commonly than
lacebo 1% in the 1 mg BID Vareni ts Group, and 1 mg BID Varer
{ablel at Loast 0.5% More than Placebo)

anpsychotc medicaton wers andomized 21 10 areicine (1 mg twice dai) or iacabo o 12
week non-drug follow-up. The most common treatment emergent adverse events
Teported n i il are Show n Table 3 blow.
Table 3. Common Treatment Emergent AES (%) in the Trial of Patients with
Stable Schizophrenia or

ncluded only Tive births in the conorts. Prevalence among frst trimester vareniciine-exposed
weqnancwes(ﬂ/sﬂ (3.5%]).

+There was a lag in death data in Denmark, so the cohorts were smaller

The study limitations include the inabily to capture malformations in pregnancies that do not
result in  five birth, and possible misclassiication of outcome and of exposure to varenicine or to

Other small epidemiological studies of pregrant women exposed to varenicline did not dentity an
assoclatonwih malor maformatlons, consisant it te Danish and Swedish observtional
it study. Methodological limitations of these studies include small samples and lack of

overal, ava\\ab\e studies cannot definitely establish or exclude any varenicline-associated risk

Prognant s and b ecived varelln suciatedurng arganogenesis at oral does upto
respectively. While ctural abnormalities occurred in ei
species, maternal mx\c\ly‘ Sharaieizad b reduced body velgh gain, and recced ffa s

VAT | pcabo moking
tablels
1mgBi0
Wbt
Rivere Evets 107 th vrenelne orop
ausea Ej i
Feadache i 7 guring o S
Voring T 0 al Da
ar 15 and 3
Trsomna 7 T ] occured in rabbits at the

For the tral of patients vith major depressive disorder (6). the most common treatment emergent
adverse events reported are shown in Table 4 below. Addiionally, in this tial, patients reated vith
Yarenicine wero o kel hanpatent rate wih plcebo o Tartane ofevents e o
hostity and aggression (3% vs. 1%).

highes dose (exposures 50 times the human expos
1 ma twis aiybesed on AUC). et weight Teduction 0 notoccut i 1abbs at exposures 23
s the huan exgusas MRNDnased on AUC

- and postnatal developme regnant rats received up to 15 my/kg/day of oral
Vareting St fom OGaTaReneSs o0 actason. ol toily, ctaraclerizd by a
decrease in body vieight gain was observed at 15 mo/kgiday (36 times the human exposure at the

patients with severe renal impairment (estimated creatinine clearance less than 30 mL per min), Table 4. Common Treatment Emergent AEs (%) in the Trial of Patients with MRHD based on AUC). However, decreased fertility ana increased audnuv starllg response
the recommended starting dose of varenicline tablets is 0.5 mg once daily. The dose may then be /STEM ORGAN CLASS Varenicine Placebo Major Depressive Disorder occurred in offspring a(' the highest maternal dose of 3 mo/kg/day. y i
titrated as needed o a maximum dose of 0.5 mg twice daily. For patients with end-stage ren High Level Group Term Preferred Term tabets 1 mg BID N-805 Tareriaine "
disease undergoing hemodialysis, a maximum dose of 0.5 mo once daily may be administered if 0.5 mgBID NeB21 bl Placebo 8.2  Lacation
tolerated [see Use in Specific Populations (8.6), Clinical Pharmacology (12.3)) Neize T | "2 Bisk Summary
SO s There are no data on the presence of vareniciine in human milk, the effects on the breastfed infant,
No dosage adjustment s necessary for patents with hepatic impairment. Because elderly patients o Sors a0t Sympioe T T oy ot he efcs on mik prodicton In ninal st varenl vas present n ik of caing
are more likely to have decreased renal function, care should be taken in dose selection, and it ) % £ 0 = = < rats [see Dz e to species-specific differences in lactation physiology, animal
Ty be useful o monitor enai functon [ses Use in speciic Popuiations (8.5) u oy 2o TNaDY prol i v, hman Tl he Bk of GImGds it dufod mcaion
Rbdominal Pain 5 7 5 T T precludes a clear determination of the risk of vareniciine tablets to an infant during lactation:
3 DOSAGE FORMS AND STRENGTHS Fatalne B 5 3 T Hoerer e dvelopmenal and eath bnets of brastsding shou becorscred ong i
e mother's clinical need for varenicline tablets and any potental adverse effects on the breast
0.5 mg (white to off-white, capsule shaped tablets, debossed with 'VO.5' on one side and plain on Dysoepsia s 5 3 i
other side) and 1 mg (while to off-white, capsule Shaped tablets, debossed with V1' on one side Vomiting T 5 2 i} g"”‘“ from vareniciine tablets or from the underlying maternal condition
and plain on other side). Gl Motllty/Defecation Gondiions. oup Iniczl
T 5 e no data on the presence of varenicline in human milk and the effects on the
4 CONTRAINDICATIONS — E : E T brstfod nfan, begsfeding vomen should monor el fan o szres and escssive
el Gsease vomiting, which are adverse reactions that have occurted in adults that may be clinically relevant
Vareniciine tablets are contraindicated in patients with a known history of serious Safvary Giand Condiions T I braastoading infans.
eactions or SKin reactions 1o vrenicine tabets n - n T et
5 WARNINGS AND PRECAUTIONS 1 = Ina pe-and posiatl davelopment study, pragnant s recsved up to 15 mo/kday of oral
AND i ctuding Suicidali varenicline succinate through gestation and lactation Mean serum concentrations of vareniciine in
B s e S 1 satonts being trated wih T T 6 B the nursing pups viere 5-22% of maternal seru concentratins.
eriaus neuropsychiatric adverse events have been reported in patients being treated wi e B T B In the trial of patients withaut or with a history of psychiatric disorder (7). the most common g4 Pediatric Use
varenicline tablets [see Adverse Reactions (6.2)]. These postmarketing reports have included oams bjects aatod wilh arencine wers SIiar 10 tose ohsaned in pmarietng &4 Pediatric
changes in mood (including depression and maniz), psychosis, hallucinations, paranola, Seny st z 5 3 B S 10 oSt berveq It Dromarkelind Varenicline tablets is not recommended for use in  pedialrc patints 16 yers of ageor younger
delusions. homiidal ideation, aggression, hostilty, agitation, anxiety, and panic, as well a5 [Nighimaro 2 T [0 Table 5 below. o P because ts efficacy in this population was not demonsirated
suicidal deatin, suicide attempt, and competed sutide. Some et o stopped smoking  [NERVOUS svSTEwW reatment A (%) inthe Trial of orwitha History  S0le and multple-dose pharmacokinetis of eroniing nave boan investigated in pediatric
been experiencing symptoms of nicotine withdrawal, including depressed mood. Headachos e e G g " patients aged 12 to 17 years old (inclusive) and were approximately dose-proportional over the
SD:\ZLe‘iswzgs ;a‘(uakyamgxd‘vuln::ﬂ:‘gf; o Houer sci o esh Sveres v cheied [Fenane i 7 7 * 05m 02 my Gl dose range s eyt ysemic eposure i adlsgent patents of
3 o bodyvight >55 kg, as assessed by AUC (0-24), was comparable o that noted for the same doses
in patients taking varenicline tablets who continued o Smoke. @5 » ” . 1mp e Pacele inthe adut popudion: When 0 g BI0 vas gven, ieady-tate caly exposure of arniine
Q‘E”J?Ziy‘s"?y‘{f S?Yféi?f!i"n"e i s worsaning o thl DSy AN Iesses, Soms  [Gommt T T 7 R e 0k B Ut popo, - PRI VDO ST £5 19
omnotence = 7
opsychiatic adverse events, including unusual and sometimes agaressive behavior directed  [Totrargy 7 7 [ = - efficacy and safety of varenicline was evaluated in a randomized, double-blind, placebo-
:,arengm\‘l o o(lge?’ may have %eeescv‘t‘nurs?(eg g{]mgiz'emtvm use of lcohol [see Warnings and GEVER AL DSOmDERS & = controlled study of 312 patients aged 12 to 19 years, who smoked an average of al least 5
e pa Gencral Dordore cigarettes per day during the 30 days prior to recruitment, had a score of at least 4 on the
neuropsychiatric adverse events. Advise patients and caregivers that the patient should stop Fagerstrom Test for Moot Dspands sal, and ot el on prvius e ut eyt
taing varnicing taltsand cotact  beatcare providr immecitel f agton, tepressed [t e ) 2 5 T S 5 stratifiod by age (12 10 16 years of 4ge, n-216 and 17 o 19 years of age, n=96) and
mQod, or changes in behavior or thinking that are not typical for the patient e observed, or If the RITHORACICIVEDIAST <
it Geylos o 6o o Sl baanr He ReaGrs VAT STOU it e [, g EG Al Eiyfn‘?f.?néf"’éé'ﬁs“ea VB 0 Dol pasn vl e afcacious s (s i
severly of the symploms and the extent o which the patent is benefiing from treatment, a0 [Grnomnes 0 7 [ Sl tudies) a lacebo. Palants receved tfeatment for 12 weeks, followed by a nor-reament
consider options including dose reduction, continued treatment under closer monitoring, or (T o - L T v Wesks, song with ags-appropriate counseling hroughout the study. Resuls from
discontinuing treatment. In many postmarkeling cases, resolution of symploms after  [O0NA———__—__ 2 - 1 Deprossed o s study showed ma: i, at oo doss s, it o contuous sbtnence
discontinuation of varenicline tablets was reported. However, the symptoms persisted in some oper Respiraory Trsomra i 7 v oftreatment comy cebo in Subjects 12 10 19 years of age.
cases; therefore, ongoing monitoring and supportive care should be provided until symptoms [smmsuacummsousnssus e LA A A A I e R Rk
Epidermal and Dermal Gondtons
e newropscatc sty of vreiclne fabt vas vyt i  andomizd, doute i, 7 3 z R 8.5 Gerlalrc Use
active and placebo-controlled study that included o 7 3 yciarie elort A o7 E A combined single- and
(non- usycmamc o 9919, P i ety of peyChBtAS s ryeht . Aovorma dreans T Dremaintes o | Gt gt s By o e iy 1o 16 nety sty il
o d008) I e oucpfcnstie comort vareniine tablors wae ot sesociod il n e ang el smoers (498 6510 75 years) o  conscuthve iy s st o 1t ofyounger
mcmased mcmem:e of clinically significant neumnsycmalrm adverse events in a cnmpnsv(e Disorders oty subjects. No overall differences in safety or effectiveness were observed between these sut
n mprising anxiety, depression, feeling abnormal, hostily, agtation, ncreased appeti ) ] z and younger sublects, and other reported cinical experence has not identified diferences in
endpoint comprising anxiety, depression, feeling abnorma, hostily, agitation, agr oo e
lisons, Talocatons nomicia deaor, Mana, pame. and ¥Taby. e payenats | Ao T 2 ] fesponses betueen the elderly and younger patients, but greater sensitivity of some older
there orerd oot i compsnd b Deprsson B individuzls cannot be ruled out.
cohort, and the incidence of events in the composite endpoint was higher for each m e actie  * Includes PTs Abdamiral (pain. pain upper, pin lowier, discomfor tenderness, distension) and [ Tsanmi 7 Vareniciine is known to be substantially excreted by the kidney, and the risk of toxic reactions to
‘treatments compared to placebo: Risk Differences (RDs) (95% c\) vs. placebo were 2.7% (-0.05, Stomach discomfort bty 7 this drug may be greater in patients with impaired renal function. Because elderly patients are
5.4) for vareniciing, 22% (0.5, 49) for bupropion, and 0.4% (22, 3.0) for transderimal nicotine. 1 Includes PTs Terrousness 5 more ikely to have dacreased renal function, care should be taken in doss selection, and it may be
In he non-psychiaric cohort, neuropsychilric advarse everis of @ Serous nature ware repol The overall atem an feguency of adverse avents durng the ongerarm premaratng tils [ Serpder 7 useful o monitor rénal functon [see Dosage and Administation (22)]
in 0.1% of varenicine-treated patients and 0.4% of placebo-reated patients. In the pSychialric g Similar to hose described 1n Tabl T, though so armmon events were No for elderly patients.

cohort, neuropsychiaric events of a serious nature were reported in 0.6% of varenicline-treat
atints, wih 0.6% Invoning psychiatric hospitalization. In placebo-treated patients, serious
neuropsychiatric events occurred in 0.6%, with 0.2% requiring psychiatric hospitalization [see
Cinial Sludes (1410)]
52 Seizures
During diinical trals and the postmarketing experience, there have been reports of seizures in
patients treated with varenicline tablets. Some patients had no history of seizures, whereas others
had a history of seizure disorder that was femote or well-controlled. In most cases, the seizure
accurred within the first month of therapy. Weigh this potentia isk against the potentia benefits
before prescribing varenicline tablets in patients with a history of seizures or other fzctors that can
lower the seizure threshold. Aduise patients to discontinue vareniclin tablets and contact a
healthcare provider immediately if they experience a seizure while on treatment [see Adverse
Reactions (6.2)
53 Interaction with Alcohol

ere have been postmarketing reports of patients experiencing inoreased intoxicating effects of
alcohol while taking vareniiine tablts. Some cases described unusual and sometimes aggressive

yehavior, and were often accompanied by amnesia for the events. Advise patients 1o reduce the
amount of alcohol they consume while taking varenicline tabiets until they know whether
vareniclng tablets affects their tolerance for alcohol [see Adverse Reactions (6.2)]
5.4 Accidental Injury
‘There have been postmarketing reports of traffc accidents, near-miss incidents in traffic, or other
accidental injuries in patients taking varenicline tablets. In some cases, the patients reported
somnolence, dizziness, loss of consciousness or difficulty concentrating that resulted in
impairment, or concem about potential impairment, in driving or operating machinery. Advise
patients to se caution driving or operating machinery or engaging in other potentally hazardous
activites until they know how varenicine tablets may affect them
58 Calense

A compreensiv avaluaion of cariovasclar (OV) ris wih varencing tabes suggests that
patients with underlying CV disease may be at increased risk: however, these congerns mus
Blanced wih the ath bnefs of smang cessaion- C rsk has bech 25essed or varnicling

tablets in randomized controlled trias (RCT) and meta-analyses of RCTs. In a smoking cessation
trial in patients with stable CV disease, GV events were infrequent overall; however, nonfatal
myocardial infarction (M) and nonfatal stroke occurred more frequently in patients treated with
vateniaing talts compared o placsbo, A-gause and CV mort
ith varenicine tales {sce Cical Sudes (148 This sty was included i a metr-analys o
15 areniline tabes effcay il n various ciicl populations tht showed an incresed
Hzard ratofor Wajo Adsa Cardiovascur Evnts (MACE) o 195 howsve,the finding vas
not statistically significant (95% CI: 0.79, 4.82). In the la

Teported by  geser proporton of ptents o s 05 (15, et s Toponen 1 40%
of patients treated with varenicine tablets 1 mg twice daily in 2 one year study, compared to 8%
of placebo-reated atents)

reatment-emergent adverse events reported by patients treated with

uninformative, and those events
being acutely ife-threatening.

reported only once which did not have a substantial probabilty of

Infrequent: anemia, lymphadenopathy. Rare:

ocyus, Spnonemh, BmLae open
Cardiac Disorders. Infrequent: angin: myocardial infarction, palpitations, tachycardia.

Rare: acute coronary syndrome, armythmv& amal fibrillation, bradycardia, cardiac flutter, cor
pulmonale, coronary artery disease, ventricular e

Eatand Loyt Dsorders Inrequent s o, Aae: e, erierss disase
Endocrine Disorders. Inrequent: thyroid gland cisorders

Eye Disorders. Infrequent: conjunctivitis, eye irritation, eye pain, vision blurred, visual impairment.
Rare: bindness transient, cataract subcapsulr, ry eye, night lindness, ocular vascular isorder,
photophobia, vitreous floaters.
Gastrointestinal Disorders. Frequent: diarrhea, toothache. Infrequent: dysphagia, eructation,
gastritis, gastrointestinal hemorrhage, mouth ulceration. Rare: enterocolitis, esophagitis, gastric
ulcer, intestinal obstruction, pancreatitis acute.
General Disarders and Adminisiration Site Gonditions. Frequent: chest pain. Infrequent: chest
discomfort, chills, edema, influenza-like illness, pyrexia.

Rare: gall bladder disorder.

Investigations. FYWHeN \wer function test abm)m\al welgm mcreased \Mrequem

mweauem mahetes mellitus, hypoglycemia. Rare:
hyperlipidemia, hypokaleria

Musculoskeletal and Connestive Tissue Disorders. Frequent: arthralgia, back pain, myalgia
Infrequent: athrits, muscle cramn musculoskeleta pain. Rare: myosits, asmnnumss
Nervous System Disorders. Frequent: disturbance in attention, dizziness. Infrequent: amnesia,
convulsion, migraln. paros i, syncope, remor. Rare: baance disoider, crabrovasculat

accident, dysarthria, mental impairment, multple Sclerosis, VII® neve paralysis, nystagmi

Dsycnumomr hyperactivity, psychomotor skills impaired, restless legs syndrome, sensory

safety outcome trial, an analysis of adjudicated MAGE
the tial and during 2 26
the triel; herefore, the findings did not cor
with varenicline tablets Intrct patnt 1 not the Nealthars provides of e o virsening

toms and to seek mmediate medicalattention ifthey experience signs and symptoms of
O o7 S o G St (14101
56  Somnambulism
Gases of somnambulsm have been eportad n patients tking varniln tablts. Some cases
described harmful behavior to sel, othrs, or property. Instruct patients to discontinue vareniciine
tales iy W Resthes provigar I ey Spenonts SomrarbaTam [see Adverse

eact
5.7 Angioedema and anm-nmwlwn ctions
een postmarketing reports of hypersensitivity reactions including angioedema in

'é

exremites, and neck (iroat and laryn). There e mvreuuem reports of Iife-threatening
ShEiopens eRuInG oterget Madica tartan 1o 8 mise. Instruct
palents o discontnug vareeine tablets and Immediately Seek medica caro 1 ey expercice
these symptoms.

5.8  Serious Skin Reactions

There have been postmarketing reports of rare but serious skin reactions, including Stevens-

vareiline bt and contact 3 heathcar provider immediately at the first appearance of  skin
with mucosal esions or any other signs of hypersensitty.
s.o Nausea

disturbance, . visual ied defect.
Psychiatri Disardars. In t: dissociation, libido decreased, mood swings, thinking
el e B msunemanan eupharic mood.
quent; noctuia,pollaiuria urins abnormaliy. Rare:
I A AT
Frequent: menstrual disorder. ireuent arcte
dysfunction. Rare: sexual dysfunction
Frequent: respiratory disorders. Infrequent:
asthima, epsta, i allrg, uper respiatry ract infammato. Rare: lury, pumonary
embol

Skin and Subcutaneous Tissue Disorders. Infrequent: acne, dry skin, eczema, erythema,
hyperhidrosis, urticaria. Rare: photosensitviy reaction, psoriasis.

Vascular Disorders. Infrequent: hot flush. Rare: thrombosis.

Varenicing tables has o been studied in posimarketng i ncluding (1) il conduced in
atien ronic obstructive pulmonary disease . (2) a trial conducted in generally

2
s

stable cardiovascular disease, () a tial conducted in patients with stable schizophrenia or
schizoaffective disorder, (6) a trial conducted in

yohiatic dsorder 8) & norreament extnsion of the postmakeling neuropsyciatic salety
outcome trial that assessed CV Safety, (9 a tral in patients who were not able or wiling to quit
SOy ah iho wore SHUE0 1 Gk GAELEY (-0 ShpRAEH 10 QUG SO AL

dverse ovent n th il of patients with COPD, (1), inthe alemative ui at niructon il

In the non-treatment extension of the postmarketing neuropsychiatrc safety outcomes trial that
assessed CV safety (8), the most common adverse events in subjects treated with vareniciine and
occurring up to 30 days after last dose of treatment were similar to those observed in
premarketing studies.
6.2 Postmarketing Experience
The following adverse events have been reported during post-approval use of vareniciine tablets
Because these events are reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their requency or establish a causal relationship to drug exposure
There have been reports of depression, mania, psychosis, hallucinations, paranoia, delusions,
homicidal ideation, agaression, hostilly, anxiety, and panic, as well as suicidal deation, suicide
attempt, and completed suicide in patients atterpting to quit smoking while taking varenicline
{ablets [see Warnings and Precautions (5.1)].
There have been postmarketing reports of patients experiencing increased intoxicating effects of
alcohol while taking varenicline tablets. Some reported neuropsychiatric events, including unusual
and sometimes aggressive behavior [see Wamings and Precautions (5.1) and (5.3)]
There have been reports of hypersensitity reactions, including angioedema [see Warnings and
Precautions (5.7)].
There have also been reports of serious skin reactions, including Stevens~Johnson syndrome and
rythema muliforme, in patients taking vareniciine tablets [see Warnings and Precautions (5.8)].
we been reports of myocardial infarction (MI) and cerebrovascular accident (CVA)
Including ischemic and hemortragi evens I patets taing varenicline, n the majrity of the
reported cases, patients had pre-existing cardiovascular disease andor other risk factors.
Although smoking is a risk factor for MI and GVA, based on temporal relationship between
medication use and events, a contributory role of varenicine cannot be ruled out [see Warings
and Precautions (5.5)]
There have been reports of hyperglycemia in patients following iniiation o varenicine tablets
There have been reports of somnambulism, some resuling in harml behavior to self,others, or
property in patients treated with varenicline tablets [see Warnings and Precautions (5.6))

7 DRUG INTERACTIONS
Based on vavemchne haracterstcs and lincal pasrince o date, varniine tabes has no
(12,

3))

71 "Use withOther Drus for Smokin c-mnnn
Safety and efficacy of varenicline tablets in combination with other smoking cessation therapies
Tave ot been studied

Bupropion

Varenidine (1 mg twice daiy) did not ater the steady-state pharmacokinetics of bupropion (150
mg twice dall) in 46 smokers. The safety of the combination of buprpion and vareniciine has not
been estabished

Nicotine replacement therapy (NRT)

Ahough oacministatonof vareline (1 mg tvi i) and tansdermal iotne (21 mg/day)
for up to 12 days did not affect nicotine pharmacokinetics, the incidence of nausea, headache,
vomiing, diznes, dyspesia, and faigue was reter fo the combinatn tran for T aone. n
this study. eight of

el AScom e EAUGt s to S0V SV, CompIeR 101 o 1 (6 f patams
treated vith NRT and placel

7.2 Effect of Smoking Cessation on Other Drugs

Physiological changes resulting from smoking cessation, with or without treatment with
varenicline tablets, may altr the pharmacokinetics or pharmacodynamics of certain drugs (6.0.,
theophylline, warfarin, insuln) for which dosage adjustment may be necessary.

8 USEIN SPECIFIC POPULATIONS
81 Pregnancy

il data have ot suggested n ncrsesed s fo mor bith dfels following exposurs to
varenicline in pregnancy, compared with women who smoke [see Data]. Smoking during
pregrancy is associated with maternal, fetal, and neonatal risks (see Clinical Considerations). In
Enimal stuies, varenline dd not resuf 1 major malformations but caused dagreased fota
weights in rabbits when dosed during organogenesis at exposures equivalent to 50 tim
exposure at the maximum recommended human dose (MRHD). Additionally, administration of
vareniciine to pregnant rats during enesis through lactation produced developmental
1oty 1 ofispingat matrnal exosies equtlnt 0 3 s human exosure e WEHD
e Data)

86  Renal Impairment
Varenicline is substantilly eliminated by renal glomerular filtration along with active tubular
secrlln, Dos reducton s ot requied i patets i i to moderate rnal ment, For
patients with severe renal impairment (estimated creatinine clearance <30 mLimin), and for
Dllnt with end-tage ronal isass undergor ng hemodialsi, dosage adusmentis e see
Bosage and Adminstation (2.2, Cinial Prarmacaiony (123

9 DRUG ABUSE AND DEPENDENCE

91 Cantrolled Substance

Varenicline is not a controlled substance.

93 Dependence

Humans

Fewer than 1 out of 1,000 patients reported euphoria in clinical trials with varenicline tablets. At

higher doses (greater than 2 mg), varemmma tablets produced more frequent renarls of

gastrointestinal disturbances such as and vomiting_ There is no evidence of dose-

scalation to maintain therapeutic ellecls m clvmcal studies, which suggests that tolerance does
develop. Abrupt discontinuation of varemchne tablets was associated with an increase in

irritability and sleep disturbances in up to 3% of patients. This suggests that, in some patients,

vavemclme ‘may produce mild physical dependence whlch is not associated with addiction.

a human laboratory abuse liability study, a single oral dose of 1 mg varenicline did not produce
any significant positive or negative subjective responses in smokers. In nonsmokers,
varenicline produced an increase in some positive subjective effects, but this was accompanied by
an increase in negative adverse efects, especially nausea. A single oral duse of 3 mg varenicine
uniformly produced unpleasant subjective responses in both smokers and non-smokers.

Animals

Studies in rodents have shown that varenicline produces behavioral responses similar to those
produced by nicotine. In rats trained to discriminate nicotine from saline, varenicline produced full
generaliztion to the nicotine cue. In self-administration studies, the degree to which varenicline
substitutes for nicotine is dependent upon the requirement of the task. Rats trained 10 self-
administer nicotine under easy conditions continued to self-administer varenicline to a degree
comparable to that of nicotine; however in a more demanding task, rats self-administered
vareniciine to a lesser extent than nicotine. Varenicline pretreatment also reduced nicotine self-
administration

10 OVERDOSAGE

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

Varenicline has been shown to be dialyzed in patients with end-stage renal disease [see Clinical
Pharmacology (12.3), hoviever, there is no experience in dilysis following overdose.

11 DESCRIPTION
Varenicline tablets contain varenicline (as the tarirate sal), which s a partil nicotinic agonist
selective for B, nicatinic acetylcholine receptor subtypes.
gl 1. powcer whih s whits o af-whit to gty yelow soft
10 teratydo. 610 methane 6 pyraznol25-
) ol s vty ot Solon . msarl
e oP ot ey et of 35150 s bl Tomet o C,H,N.0, The
chemical sructure s:

5 mg varenicline tablet contains 0.85 mg vareniciine tartrate equivalent to

mg of varenicline free base; each 1 mg varenicline tablet contains 1.71 g vareniciin tartrate

eqmva\enﬂolmg Gt varenicin e vase. The folloing. inacte ingradents ae ncluded-n e

tablets: anhydrous dibasic calcium phosphate, colloidal siicon dioxide, magnesium stearate and
microcrystalline cellulose.

12 CLINICAL PHARMACOLOGY

conditons were eached within 4 das. Oet th recommended dosing rang,varenile ot
linear pharmacokinetis after single or repeated doss

Ina mass blanc sudy,absorton ofvareniine vas itually compleeafer oral admiistraton
anusys:emmavauanmtywas ~90%

Dra\ mnavauanmty of varenicline s unaffected by food or time-of-day dosing.
Plasma protein binding of varenicline is low (<20%) and independent of both age and renal
function.

Elimination
“The elimination half-fife of varenicline is approximately 24 hours.
Metabolism

Varenicline undergoes minimal metabolism, with 92% excreted unchanged in the urine.

Excretion

Renal cimination of vareicing i prmarly trough glomsrular iration aong with active tubuar

secretion possibly via the organic cation transporter, OCT2.

Specific Populations

There are no clinically meaningful differences in vareniciine pharmacokinetics due to age, race,

gender, smoking status, or use of concomitant medications, as demonstrated in specific
in population

Age: Geriaric Patients
A combined single- and multip! study that the
pharmacokinetics of 1 mo vareniciine given once daily or tuice daily to 16 healthy elderly male
and female smokers (aged 65 10 75 years) for 7 conseculive days was similar to that of younger
subjects.

Age: Pediatrc Patients

Vareniiine tablets is not recommended for use in pediatric patients 16 years of age or younger
because it ffcacy 1 hs poplaton s ot dmonstta see Us i Speclfc Poplatons
(84)]

Renal Impairment

Varenicine pharmacokinetics were unchanged in subjects with mild renal impairment (estimated
cretinine clsrance 50 mLimin and <80 mLimi). n sujcts wih moderae eral mpairment
(estimated creatinine clearance 230 mLjmin and 50 mL/min), varenicline exposure increased
1.5-fold compared with Sublects with normal renal function éesnmaleﬂ Greatinine clearance >80
mL/min). In subjects with severe renal impairment (estimated creatinine clearance <30 mUmin
varenicline exposure was increased 2.1-fold. In sublects vith end-stage-renal disease (ESRD)

AUC of varenicline noted in this setting were similar to those of healthy subjects receiving 1 mg
. Use in Specific Popultions (8.6)]. Additionally,
In subjets wih ESRD, vareniline was ety removed by hemodiayss see Overdosage
l

Hepatic Impairment

to the absence of significant hepatic metabolism, varenicline pharmacokinetics should be
unaffected in patients with hepatic impairment.
Drug-Drug Interactions

Invivo tudes demansrated tha vatencing does not il e folluing cytochrome PASD
enzymes (IC5i ng/mL): 12, 2AB, 286, 2C8, 209, 2C19, 206, 2€1, and 3A4/5. Also, i
human nenamcy:es Tl oo o vt g e cytochrome bish omes (A2 im0

In vitro studies demonstrated that varenicline does not inhibit human renal transport proteins at
therapeutic concentrations. Therefore, drugs thal are cleared by renal secretion (e.g., metformin
below]) are unlkely o be affected by vareniciie.

In vitro studies demonstrated the active renal secretion of vareniciin is mediated by the human
organic cation transporter OCT2. Co-adrministration with nhibiors of OCT2 (e.g. cimetidine [see
below]) may not necessitate a dose adjustment of vareniciine tablets as the increase in systemic
exposure to varenicling tablas is not expected to be clinically meaningul. Furthermore, since
etaolsm ofateilng sprasets ss than 0% of s leaance, drugs noun (o afct e
cytochrome P450 system are unlkely to alter the pharmacokinetics of varenicine tablets [see

Clmvca\dPnarmacaluay 123 Wereor, a dose adustment of vareline tabets would no b

Drug interaction studies were performed with varenicline and digoxin, warfarin, transdermal
feoine, bproplon, omedie, and meffomin. o il meaning sharnacéelcarg-
interactions have been iderifed.

ottrmin

n co-administered to 30 smokers, varenicline (1 mg twice daily) did not alte the steady-state
pharmacokinetics of metformin (500 mg twice dally), which s a subsirate of OCT2. Metformin
fad no effect on varenicine steady-state pharmacokinetics.
Cimetidine
Co-administration of an OCT inhibitor, cimetidine (300 mg four times daily), with vareniciine
(2 mg single dose) to 12 smokers increased the systemic exposure of vareniciine by 29% (80%
CI:21.5%, 36.9%) due to a reduction in vareniciine fenal clearance.
Digoxin
Varenicline (1 mg twice daily) did not alter the steady-state pharmacokinetics of digoxin
administered as a 0.25 mo daily dose in 18 smokers
Wartarin
Varenicine (1 mo twice daily) did not ater the pharmacokinetics of a single 25 mg dose of (R, S)-
warfarin in 24 smokers. Prothrombin time (INR) was not affected by varenicline. Smoking
cessation itself may resultin changes to wartarin pharmacokinetics [se Drug Interactions (7.2))
Use with Other Drugs for Smoking Cessation

Table 8. Continuous Abstinence, Weeks 9 through 52 (95% confidence interval) Across As shown in Table 16, there were mare clinically significant NPS adverse events reported in
Different Studies patients in the psychiatric cohort in each treatment group compared with the non-psychiatric
Vaoik VawE TaE Eahort. The Inckdance of evenis In the composte €nGpoInt Was Righer 1o each of T active
e | Ve | Ve | boropionsa | Pracebo reatments compared o placebo: Risk Diferences (RDs) (95%Cl) vs placebo were 2 7% (0.05,
osmesd | 1mgoi Henibe 5.4) for varenicline tablets, 2.2% (-0, 4.9) for bupropion, and 0.4% (-2.2, 3.0) for NAT
T "
Study 2 - Table 16. Number of Patients with ically Significant or Serious NPS Adverse Events by
4%, 24%) {18% 28% it ./Eq:%‘ Patients with a i Ve Disorder
Sudy3 (16%,29%) (3%, 12%) Vareridine hiels | Gupropian | AT (R<995) | Piacebo
St 7% B3 (Net007) (N=1004) () (heg87)
(7%, 26% e zrm (%1% ™ ™ (%)
% o
Sudys g e ey Ciically SgAcar S B8 LETE] ECE) H05]
‘Serious NPS 6(06) 8(0.8) 4(04) 6(06)
BID = twice daily HE) 505 ) 700 ]

Sudy &

This study assessed the effect of an additional 12 weeks of vareniciine tablets therapy on the
likelinood of long-term abstinence. Patients in this study (N=1927) were treated vith open-label
varenicline 1 mg twice daily for 12 weeks. Patients who had stopped smoking open-iabel
varenicing alets 1 g wcedal for 12 wels.Patntswho had sopped smoking o tlezsta
10) were then randomized to_double-blind treatment with varenicline
iables (1 mg wice uaw) or placebo for an additional 12 weeks and then followed for 28 weeks
post-ir

munis abstnence rat fom Week 13 through Week 24 was higher for patients

There was one completed suicide, which occurred during treatment in a patient treated with
placebo in the non-psychiatric cohort. There were no completed suicides reported in the
psyehiatric cono

In both cohorts, subjects treated with varenicline tablets had a superior rate of CO-confirmed
abstinence during weeks 9 through 12 and 9 through 24 compared to subjects treated with
bupropion, nicotine paich and placebo.

Table 17 Continuous Abstinence (95% confidence interval), Study in Patients with or without a

History of Psy Disorder

TWEDICATION GUIDE
Varenicline Tablets
(var EN I Keen)

What is the most

ne tablets?

e oy 1t soking. it o wiout vareicin s, you may feve smploms
that may be due to nicatine withdravil, including

portant information I should know about vare

-+ urge to smoke + frustration « restlessness
+ depressedmood  + anger « decreased heart ate
+ trouble sleeping + feeling anxious « increased appetite
« imitabilty * difficulty concentrating  + weight gain

Some people have even experienced suicidal thoughts when trying to quit smoking withaut
edication. Sometimes quiting smoking can lead to worsening of mental health problems
that you already have, sich as depression.
ople s serous i ofcs while aing vareicine bt o alp tar ut
smoking, ncludin
New or worse mental health problems, such as changes in behavior of thinking,
aggression, hostilty, agitation, depressed mood, or suicidal thoughts or actions. Some
people had these symptoms when they began taking varenicine tablets, and others developed
hem after several weeks of treatment, o after stopping varenicine tables. These symptoms
Happened mare often in people who had a Nistory of mental health problems before taking
varenicline tablets, than in people without a history of mental health problems.
Stop taking varenicline tablets and call your healthcare provider right away if you, your
family, or caregiver nalice any of these symploms. Work vith your healthcare provider o
decide whether you should continue to take varenicline tablets. In many people, these
ing vareniciin tablets, but in some people symptoms
pping vareniciine tablets. It is important for you to follow-up with your

nicline tablets, tell your healthcare provider if you have ever had
mental health problems. You should also tell your healthcare provider
about any symptoms you had during other times you ried to quit smoking, with or vithout

Varenicline tablets are . Dvescnmmn medicine to help people stop smoking.
er your chances of having lung disease, hea disass or getting

Varenicline tablets have not been shown t0 beeffctve n hidren 16 years of age and under,
enicline tbe used in children 16 years inder.

Itis not known it varemchr\e tablets are safe and effective when used with other stop smoking

continuing treatment with vareniciin tablets (70%) than for patients Switching to placebo (50%). Bepropion SR
Superiority t placebo was also maintained during 28 weeks post-treatment follow-up (varenicling 1 mg 80 150 mg 8D 21 mojdoywith aper | Placeho
54% versus placebo 39%) symptoms went away after stopp
In Flgur 3 below, the xaxis fepresents th study wesk for eaoh obsevaton, allowing a 72 continued after sto
comparison of groups at simila fimes after vareniclin tablets; o £ " Tealthcare provider Unti your symploms go aia
il low: ' begins ai Wesk 13 0 th placebo group and Wk 25 or th varenicn tblts Peyohatic [y g fore takin
oup. The y-axis represents the percentage of patients who had been abstinent for the last vieek depression or other
Siarenicine tablts treatment and remained absinen at Cotort
At . Peyehiatic 5% T 0% varenicline ablets
Follow-Up Cahort 6%, 32%) (7%, 22% (8%, 23%)
o ——— m—— - 2 . What are varenicling tablets?
w
” z 7 v Quitting smoking car
. % o e T o s o oy o ek
e Peychiatic (@3, 28%) (16%,21%) (6%, 21%) (%, 13%)
£ canor
3 Peychiatic &% %
g e — Gohort (6%, (12%,1 medicines.
i e 1D = twice dally Who should not take varenicline tablets?
Zaw

20 e e Wm0 W M2 a2 s 260
Nontrestment alow-up i weeks)

4.4 Alternative Instructions for Setting a Quit Date
Vareniiine tablets was evaluated in a double-blind, placebo-controlled trial where patients were
instruced to select a target quil daie between of treatment. Sublects were
randomized 3:1 to vareniciine tablets 1 mg twice day (N=486) or placebo (N=165) for 12 weeks
of treatment and followed for another 12 weeks post-treatment. Patients treated with varenicline
tablets had a superior rate of CO-confirmed abstinence during weeks 9 through 12 (54%)
compared to patients treated with placebo (19%) and from weeks 9 through 24 (35%) compared
o subjects treated with placebo (13%
145 Gradual Approach to Quitting Smoking
Varenicline tablets vias evaluated in a 52-week double-blind placebo-controlled study of 1,510
ubjects who were not able or wiling to quit smoking within re wiling o
gradiallyreduce thlrsmaling overa 12 ek perod before quiting Subjects were randomized

by a further 50 percent educton from ek for o week egh o reament. withthe gal of
reaching complete abstinence by 12 weeks. After the initial 12-week reduction phase, subjects
Gontined rtment for another 12 vieeks. SUblect treated Wit varenicing (abéts had 3
significantly higher Continuous Abstinence Rate compared with placebo at weeks 15 through 24
(32% vs. 7%) and weeks 15 through 52 (24% vs. 6%)

14.6  Re-Treatment Study

Vareniciine tablets was evaluated in a double-blind, placebo-controlled trial of patients who had

tce daily (N=249) or placebo (N=245) for 12 weeks of treatment and followed for 40 vieeks
st-treatment. Patients included in this study had taken varenicline tablets for a smoking-

cessation attempt n the past (for a total treatment duration of a mimimum of two weeks) at least

three manths prior o study entry, and had been smoking for at least our weeks

Patients treated with vareniclng tablets had a superior rate of CO-confirmed abstinence during

weeks 9 through 12 (45%) compared to patients treated with placebo (12%) and from weeks 9

throuugh 52 (20%) compared to subjects treated with placebo (3%).

ropion: Varenicline (1 mg twice daily) did not alter the steady-state of
bupropion (150 mg twice daily) in 46 smokers [see Drug Interactions (7.1)]
WRT: Athough co-admiisation of vaeniline (1 mg tuice daily) and transdormal nicotne
(21 mo/day) for up to 12 days did not affect nicotine pharmacokinetics, the incidence of adverse
Teacions s reter o the combinaon han for NRT alon {526 Drug neracions (711

13 NONCLINICAL TOXICOLOGY
131 Carcinogenesis, Mutagenesis, Impairment of Fertlity

Carcinogenesis
Lifetime carcinogenicity studies were performed in CD-1 mice and

To obtain another snume of data regarding the CV risk of varenicline tablets, a cardiovascular
endpoint analysis the postmarketing neuropsychiatric safety outcome study dlong
with a non-t (realment ex(ens\an In the parent study (N=8027), subjects aged 18 to 75 years‘
smoking 10 or more cigar er day were randomize 1 to varenicline tablets 1 mg
bupropion SR 150 mg BID, mcn(me replacement therapy (NRT) patch 21 mu/day o placebo lur a
treatment period of 12 weeks; they were then followed for another 12 weeks post-treatment. The
extension study enrolled 4590 (57.2%) of the 8027 subjects who were vandam\zed and treated in
the parent study and followed them for additional 28 weeks. Of all treated subjects, 1743 (21.7%)
had a medium CV risk and 64\7 (8.0%) had a high CV risk, as defined by Fvammgnam score. Note
that one site from the parent study was excluded in the assessment of CV safety and two sites
e assessment of
The primary CV endpoint was the fime to major adverse OV event (MACE), defined as CV death,
nonfatal myocardial m'aﬂ:(mn or nonfatal stroke during treatment. Deaths and CV events were
adjudicated by a binded, independent committe. Table 18 below shows the incidence of
and Hazard Ratios cnmnaved to maoehn for all randomized subjects exposed to at least 1 partial
dose of study treatment in the parent
Table 18. The Incidence of MACE Na zard Ratios in the Cardiovascular Safety Assessment
Trial in Subjects without or with a Nl:lﬂr‘{ of Psychiatric Disorder

Varenicine | Bupropion WAT Placebo,
tablets
N-2006 Netog7 Ne2017 N-2007

0 not take varenicline tablets if you have had a serious allergic or skin reaction to varenicline
tablets. Symptoms may include:
= swelling of the face, mouth (tongue, lips, gums), throat or neck
+  troublebreathing + rash, vith peeling skin = biisters in your mouth

Wihat should el my healthcare provider before taking vareniclin tabets?

See “Whatis the I should know about

Before you tablets, tell your iyou:

= use other treatments to quit smoking. Using varenicline tablets with a nicotine patch
Iy cause nased, vomiting, headache, diziness, upsel stomach, and tredness 1o
happen more nllenihan if you just use a nicotine patch alon

 have kidney or et kidney dialysis. Your et provider may prescribe a
Tover Soae ol aremcine i o oo

« haveanhistory of seizures

- drinkalcohol

« have heartor blood vessel problems

« have any other medical conditions

« are pregnant or plan to become pregnant.

« are breastteeding. Itis not known if varenicline tablets passes into breast milk_If you
breastled and take areniling tablts, monior Jour baby for sefzres as vl as
mmng up orvoning mor an

Tell bout i he micines you take, including prescription and over-
mnaumer madine, vamins and herba supplements. Your healncare provier may need

) T4 | eds | e | 48l
HazardRallo (95% O 2 038 024
vs. lacebo 003218 | 0269 | 003,218

Torough end o study
MAGE. n (IR |z|1 | 9[53l [ sus T 867
Hazard Ratio (5% O o7

vs placobo

I P

(IR] indicates incidence rate per 1000 person-years
*during treatmem in the parent r\eumpsycmamc safety study
telthr th
LA ot o o conay sy
For this study, MACE+ was defined as any MACE or 2 new onset or worsening peripheral vascular
cisease (PVD) equling ntevention.  néed for coronary evascuarzaton. o osplaization for
\GE+ and all-cause mortaly for all randomized subjects

tudy for those

e of your
u should not use varenicline tablets while using other ediines 0t ‘smoking. Tell your

Nalthcarsprovide  ou use othr reaiments o Qi s

Know the medicines you take. Keep a list of them with ynu u; show your healthcare provider

and pharmacist when you get a new medicine.

How should | take varenicline tablets?
There are 3 ways that you can use varenicline tablets to help you quit smoking. Talk to
your healthcare provider about the following 3 ways to use varenicline tablets:
O Ghoase aqui ate when you wilsop smoking. Star aking vrenicle tablets 1
week (7 days) before your quit date. Take vareniciine tablets for 12 wet

O Start taking varenicline tablets before you choose a quit date. Pick a date to quit
smoking that is between days 8 and 35 of treatment. Take vareniclin tablets for

s 0 yidence of o Carcinogeni efct i mios adminitred varancing b oral gaage for 2

5 up to 20 moky/day (47 times the maximum recommended human daily (MRHD)
ogosire s on AUC) Rats were sdminlored varencne 1,5 and 15 ) i ol
gavage for 2 years. In male rats (n = 65 per sex per dose group), incidences of ibernoma (tumor
G th rown fat) wer Increesed a the mid 605a (1 umor, 3 moKG/ay, 23 times the MAHD
exposure based on AUC) and maximum dose (2 tumors, 15 mg/kg/day, 67 times the MRHD
exposure based on AUC). e cinica relevance o tis finding to himans has not been
established. There was no evidence of carcinagenicity in female at

Vareniine was not genotoxic, with or without metabolic activation, in th following assays: Ames

bacteral mutaton assay; marmaln CHOHGPRT assay;and tsts o ytogenetc aberatons in

Vivo in rat bone marrow and in itr in human lymphocy

Impsirment of ertlty

There was no evidence of impaltment of fertily i elter mal o femae Sprague Dauly rts

sumistered seniline sucenat 43 1 6 times, respectivey,

OO b o AUGH | . B i Nl Ry T o 2 e

weight gain, was observed at 15 mg/ko/day. However, a decrease in fertity was noted in the

offspring o pregnant as who were adminstord varnicine succnate at an orl dose of 15
mo/kgiday. This decrease in feriity i the offspring of treated female rats was not evident at an

oral dose of 3 mg/kglday (9 times the MRHD exposure based on AUG at 1 mg twice daily)

14 CLINICAL STUDIES
The efficacy of varenicine tablets in smoking cessation was demonstrated in six dliical tias in
which a total of 3659 chronic cigaretie smokers (210 cigarettes per day) were treated with

or the dose-ranging study (Study 1) and the maintenance of abstinence study

- unstable angina. Incidence
[ Weeks 9 T ""u""n'TZ' S “\L'::"k:";::dv 52 oxposed o al least 1 artal dose of sudy estment 1 the patent sudy areshown fo al

reasks 8 hroug bagks 3 hroug treatmer mgmups dlmng treaimem dm sudyin he Table O If you are sure that you are not able or willing to quit smoking right away, start

Placebo Placebo Table 19. 'M'H? Deatl ClrdwmwlarSalelv Assessment taking varenicline |ab\ets and reduce smoking during the first 12 weeks of
tablets blets TRl Sunocts st or Wik 3 o f Payciae sl reatment, a follows

1 mg BID 1 mg BID Varenicine | Bupropion WA Placebo Weeks 1 through 4 Reduce your smoking to each one-hal o your sarting daly
Retreatment 45% 12% 20% 3% tablets 97 Ne2017 N=2007 number of cigar
Study (39%.51%) | (8%, 16%) | (15%.25%) | (1%.5%) N-2006 mple: If you usuaHy ok 20 st . s your
810 - twice daly During resiment smoking to 10 cigarettes each day during weeks 1 thol
147 Subje ACE+, n 1AL AT T T ) Weeks 5through 8 | Reduce your smoking to reach one-quarter of your, s(anmg aaily

Vareniline tales was evluaed i o endomizd, double-bind,placabo-contoled sty of

confirmed abstinence during weeks 9 through 12 (41%) compared to subjects treated with
placebo (9%) and from week 9 through 52 (19%) compared to subjects ireated with placebo

icause deahs. 1 171 T | ewe [0 | eual
Through andof study

l:MACEc AL 0691 Thos | o[t

O I} ape | sen | aes ]
[IR] indicates incidence rate per 1000 person-years

lcause deats n [RL
*during treatment in the parent neuropsychiatric safety stutj

Table 10. idonceintrl) St n feither the end of the extension study or the end of the parent neuropsychiatrc safety study for
I]hs1mcl|ve Pulmonary Disease (COPD) those subjects not enrolled into the extension study
T “The number of subjects who experienced MACE, MACE and all-cause death vias simila of lower
Wooks 3 through 12 Weeks § Brawgh 52 amang patiens treated with varenicine tablets than patients teated wit placebo. The number of
Varenicline """“ Placeno | arenicline tablets | py, ooy events observed overall was o0 low to distinguish meaningful diferences between the treatment
i 3 9% B
COPD Stug
y %50, 47%) o T o%.9%) 16 HOW SUPPLIED/STORAGE AND HANDLING
led for oral administra 0 strengths: 2 0.5 mg white to off-
BID = twice daily white, capsule shaped tablets, debossed with 'V0.5' on one side and plain on the other side and a
i Disease and Analyses ite 10 Off-white, capsile shaped tablets, debossed with 'V on one side and plain o the
Varenicline tablets was evaluated in a randomized, double-blind, placebo-controlled study of  Cer Side suppied in the folowing
subjects aged 35 10 75 years with stable, documented cardiovascular disease (diagnoses other Deseription

than, or in addition to, hypertension) that had been diagnosed for more than 2 months. Subjects.
were randomized to varenicline tablets 1 mg twice daily (N=353) or placebo (N=350) for a
treatment and then were followed for 40 weeks post-ireatment. Subjects
treated with varenicline tablets had a superior rate of CO-confirmed abstinence during weeks 8
through 12 (47%) compared to subjects treated with placebo (14%) and from week 9 through 52
(20%) compared to subjects treated vith placebo (7%).

(St ), patiens ers ealed or 12 weeks and theh were alowed or 40 eeks
Mot patiens enrolled i tess rials ware ht (75:96%). Al tudies enroled most equa
numbers of men and women. The average age of patients in these studies ias 43 years, Patients
O average ha smoked about 21 iGarets pr Gay 0r an aveage of prowmall 25 yars
Patients set a date to stop smoking (target quit date) with dosing starting 1 week before this date
ven additional studies evaluated the efficacy of varenicline tablets in patients with
ardovascular disease, n palents with chroni obstructive pumonary dsease [se Clncel
Studies (14.7)], in patients insiructed to select it date within days 8 and 35 of treatmer
5o Circal S (1445, paonts i meir epresie GriOe o0 Cricl s 145y,
patients who had mad a previous attempt to quit smoking with varenicine tablets, and either did
fot ez quiing o reaped fer et e GialStudes (145)) i gatents witout
o with a history of psychiatric disorder enralled in arketing neuropsychiatric safety
autcoms i [se Warnigs and Pracauions (51), Cicl Stucies (14101, aha n ates wd
ot able or willng to quit abruptly and were instructed to quit gradually [see Clinical studies
In all studies, patients viere provided with an educational booklet an smoking cessation and
received up to 10 minutes of smoking cessation counseling at each weekly treatment visit
according to Agency for Healthcare Research and Quaiity guidelines
4.1 Initation of Abstinence
Study 1

This was a six-week dose-ranging study comparing varenicline tablets to placebo. This study
provided initial evidence that varenicine tablets at a total dose of 1 mg per day or 2 mg per day
was effective as an aid 1o smoking cessation,

Study 2

This study of 627 patients compared varenicline tablets 1 mq per day and 2 mg per day with
placebo. Patients were treated for 12 weeks (including one-veek titation) and then viere follovied
for 40 weeks post-treatment. Varenicine tablets was given in two divided doses daiy. Each dose
of varenicing tables was given i two diferent regimens, with and wthou intial dose-ttrtion, to
explore the effect of different dosing regimens on tolerabilty. For the ttrated groups, dosage vias
tirated up over the course of one wieek, with ful dosage achieved starting with the second week
of dosing. The titrated and nontitrated groups were pooled for fficacy analysi.

For-r prentof et rceling vrncine bt | o or dey (05 gt ) and
51% of ptlents recaiing 2 mg per day (1 mo twice iy hag CO-confimed continious
abstinence during w aUGh 12 compared o 123 of padents i the placebo 0roup (Fgure
i adation, S 0 i 1 190 per iy grou and S1c% o he 3 me per . Group et
continuously abstinent from one week after TQD through the end of treatment as compared to 8%
of the placebo group.

Study 3

“Ths flexble-dosing study of 312 patients examined the effect o a patient-directed dosing strategy
of varenicline tablets or placebo. After an initial one-week ttration to a dose of 0.5 mg twice daily,
patients could adjust thelr dosage as often as they wished between 0.5 g once daily to 1 m
i Gl par . Sxy-nine percntof pents tratad to th masimum alovabl dose atany
e dutingthe Stiy. For 4% of patents, the modal doso selected was | ma i Gl for
gl over N of e Sty pariipats. e modal dos selected s 1 Mgy o e
Of the patients treated with varenicline tablets, 40% had CO-confirmed continuous “stnence
during weeks 9 through 12 compared to 12% in the placebo group. In addition, 29% of the
varenicline tablets group were continuously abstinent from one week aiter TD through the end of
treatment as compared to 9% of the placebo group.

These identical double-blind studies compared varenicline tablets 2 mg per day, bupropion
sustained-release (SR) 150 mg twice dally, and placebo,. Paients were treated for 12 wecks and
liowied for 40 weeks post-treatment. The varenicine tablets dosage of 1 mq twice
daily was achieved using a ttration of 0.5 mg once daily for the iniial 3 days followed by 0.5 mg
daily for the next 4 days. The bupropion SR dosage of 150 mg twice dally was achieved
using a 3-day ttration of 150 mo once dally. Study 4 enrolled 1022 patients and Study 5 enrolled
102 e Pt inappropriefor Upropantement o atnts who i prviously used
bupropion were exclud
In Study 4, patints lrealed with vareniting talets had 3 superor rate o CO-confimed
abstinence during weeks 9 through 12 (44%) compared to patients treated with bupropion SR
{3098 o piaceo (17%). The nupmpmn SR Qi ats was 150 Superir 10 placebo. I aon,
the varenicline wiere continuously abstinent from one week after TAD
ongh e ond o Rt oo T3 ot o G 53 a1 v Bptopon

Similarly in Study 5, patients treated vith varenicline tablets had a superior rate of CO-confirmed
abstinence during vieeks 9 through 12 (44%) compared to patients treated with bupropion SR
30 arpiaceo (18%).The buprapin SA uit i was as supeir 10 placebo. 1 ddion

29% of the varenicline tablets group wiere continuously abstinent from one week after TAD
through the end of treatment as compared to 11% of the placebo group and 21% of the bupropion

Figure 1: Continuous Abstinence, Weeks 9 through 12

Table 7. Conti i Weeks 9 through 12 (95

interval), Studies in Patients with
(CVD)

NDC 60290-077-02
NDC 60290-077-02
NDC 60290-078-02
NDC 60290-078-02
NDC 60290-095-01

Packs |05 mg - Biister pack of 60 unit-does tablets
0.5 mg - Blster pack Carlon-(6 x 10)

1 mg - Biister pack of 60 unit-does tablets

1 mo - Biister pack of Carton-(6 x 10)

Starting 4-vweek card: 0.5 mg x 11 Tablets and
1/ mo x 42 tablets’

4-week card: 1 mo x 56 Tablets

number of cigar
le: If you usually smoked 20 cigarettes each oy, soduceyou
STONNG 0 Ggareicseach day during weeks 5 o

Weeks 9 through 12

Keep reducing your smoking unti you are no longer smukmq (you
reach zero cigarettes each day).

im to qult by the en of the 12h ek o etment, o soamr  yofs ey, Cotinue o

take varenicine tablets for another 12 weeks, quatuta\ of 24 weeks o

Starting varenicline tablets before your quit date gives varenicline tan\ets ume o build up in

your body. You can keep smoking during this time. Take vareniciine tablets exactly as

prescribed by your healthcare provider.

« Varenicine tablets come as a white to off-white tablet (0.5 mg) and a white to off-white
tablet (1 mo). You start with the white to off-white tablet (0.5 mg) and then usually go
s th i 1 of-uite (1 mo) talet. S thechart b for dsing stctons for
adult.

Day 1o Day 3 tablet (0.5 mg)

o Wihite 1o off-uhite
o Take 1 tablet each day

Day 410 Day 7 tablet 0.5 mg)

* White o off-white
‘o Take 1 inthe morning and 1 in the evening

Day 8toend of treatment o White o off-white tablet (1 mg)
« Take 1 inthe morning and 1 in the evening
« Make sure that you {1y 10 stop smoking on your quit date. If you siip-up and smoke, ry
gin, Soms people need 0 ake varenicine tabets for 3 e eeks o varnicine
{abiets 1o Work e
« Most people wil pr——— up o 12 vesks, fyou hav compltly gt
smoking by 12 wieeks, your healthcare provider may prescribe varenicine tablets fo
another 12 weeks to help you stay cigarete-free

Placebo Placobo
1 mg B0 1mg 81D
o0 Sty I ) 0% %
425, 53%) (1% 18%) (16%,21%) (5%, 10%)
81D = twice daiy

In this study, all-cause and CV mortalty was lovier in patients treated with vareniciine tablets, but
ceran nanflal OV vents accured maro fequenty i pallens restd wih varenclin talets
than in_patients treated with placebo [see Warnin Precautions (5.5), Adverse Reactions
B Table 12 boow shows moralty and the ncoence of seected ot efous O venls
occurring more frequently in the varenicline tablets arm compared to the placebo arm. These
evens wero agjucuated by an Indepandent binded commites. Nonftal Seious OV evens ot
listed occurted at the same incidence or more commonly in the placebo arm. Patients with more
than one GV event of the same type are counted only ance per row. Some of the patients requiring
revascularization underwent the procedure as part of management of nonfatal Mi and
hospitalzation for angina.
Table 12. Mortality and Adju
Conirolled Varenicline

ated Nonfatal S
les Trial in Pa

ious Cartiovasolar Evens in te Plassho-
n i

NDC 60290-077-01
NDC 60290-078-01

Botfles| 0.5 mg - bottle of 56
1 mg - bottle of 56

Slore 1 25 (77 excursions permited {0 15 to 30° (59 to 86°F) [see USP Gontroled
Room Temperatur

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide)

Initiate Treatment and Continue to Attempt to Quitif Lapse

Insruct patients to seta date to aut smoking and to it varenicing lalts trestment one
before the quit date. Alteratively, the patient can begin varenicin sing and then

S Gt Qi ST boasehGays 00 35O FEGrent. EnciuIage DATOMS 1 Comoe 1

attempt o quit ifthey have early lapses ter quit day [see Dosage and Administration (2.1))

For patients who are sure that they are not able or willing to quit abrupty, a gradual approach to

that period and continue treatment for an additional 12 weeks for a total of 24 veeks [see Dosage

Encourage patients who are motivated to quit and who did not succeed in stopping smoking

during prior varenicline tablets therapy for reasons other than intolerability due to adverse ev

o Wl reapsed e reatment o mke ancthr atamot withuarnicing bt once factors
contributing to the failed attempt have been identified and addressed [see Dosage and

Administration (2.1), iiical Studies (14.6)].

Aduise patients that varenicline tablets should be taken orally ater eating, and with a full lass of
water [see Dosage and Administration (2.1)]

Instruct patients on how to titrte vareniciine tablets, beginning at a dose of 0.5 mg/day. Explain

5 mg tablet should be taken daly for the first three days, and that for the next four
days, one 0.5 mg tablet should be taken in the morning and one 0.5 mg tablet should be taken in
the evening [see Dosage and Administration (2.1))

Continuing Weeks Dosage
Advise patients that, after the first seven days, the dose should be increased to one 1 g tablet in

he morning and one 1 mg tablet in the evening [see Dosage znd Adminisration (2.1)).

D Other Drugs

Inform patients that nausea and insomnia are side effects of varenicline tablets and are usually

transient; however, advise patients that i they are persistently troubled by these symptoms, they
ould notify physician 5o thata dose reduction Gan be considered

Vareniline ablets Fiacebo (V350)

Woraliy and Cardiovascular Evnts (n-353) ) and Adminsraton (2.1)]
n (o)

THoraly (Cordovascuar and AlFcaise op o S weeks)

Cardovascur 0% FI)

Alrcavse. 2(05) [ 508

Noratal Carfovascua Evets (ateon Varercine talfs > Placebo] Howi fo Take
1o 30 days afer veament

orfaal nyocardia farclon EIE) 09

Wonfal Srke 208) 00 Starting Week Dosage

Beyond 3 ys aer eatment and W0

52 oo

orfatal yocargal arcion EI0) 708

Teod o coronary rvascuarialon 700 208

Hospiazaton for 617) 310

angina pectors

Transent scheria Aok ) [0}

eu Gagnoss ofperiphera vascur I 208

disease (P

admission or a PVD procadure

Following the CVD study, a meta-analysis of 15 clinical trials of 212 weeks treatment duration,
including 7002 patients {4190 varenicline tablets, 2812 placebo), was conducted to systematically
assess the CV salety of varenicline tablts. The study in ptients with sable CV disease described
above was included in the meta-analysis. There were lower rates of all cause mortality (varenicline
tablets 6 [0.14%J; placebo 7 [0.25%I) and CV mortalty (varenicline 2 [0.05%); placebo 2
[0.07%]) in the varenicline tablets arms compared with the placebo arms in the meta-analysis.

The key CV safety analysis included occurrence and timing of a composite endpoint of Major
Adverse Cardiovascular (MACE), defined as CV death, nonfatal MI, and nonfatal stroke.
These events included in the endpoint were adjudicated by a blinded, independent committee.
Overall, a small number of MACE occurred in the trials included in the meta- ana\ys\s as described
in Table 13. These events occurred primarily in patients with known CV dise:

Table 13. Number of MACE cases, Hazard Kvla and Rate Difference in a Mlll -Analysis of 15

arenicline tat

Inform patients that some drugs may require dose adjustment after quitting smoking [see Dosage
and Administration (2.1)]

Counseling and Support

Provide patients with educational materials and necessary counseling to support an attempt at
quitting smoking [see Dosage and Administration (2.1)]

MNeuropsychiatric Adverse Events

Iform patnts that some patient have expersnced changes in mood (ncuding depression and
maniz), psychosis, hallucinations, paranoia, delusions, homicidal ideation, aggression, hostilty,
sgiaon,aray, and paic 3 el s g deailon and suiide when stempti o quf
smoking while taking vareniciine tablets. Ins iscontinue varenicine tab
Somac 2 neaincae Brofzssoral 1 ey akpehece such SHmBOMS (oo Wathngs and
Precautions (5.1), Adverse Reactions (6.2)]

reveal any histary of psychiatric llness prior to nitiating reatment.

Micotine Withdraval
Inform patients that quitting smoking, with or without vareniciine tablets, may be associated with
mptoms (including depression or agitation) or exacerbation of pre-existing

Encourage patients to report any history of seizures or other factors that can lowier seizure
threshold. Instruct patients to discontinue varenicine tablets and contact a healthcare provider
aseizure while on treatment [see Warnings and Precautions (5.2)].

s Comparing blets o Placebo*
Varenicline Tablets Placebo
N=4190 N=2812
MACE Case, n (%) 13031%) 6(021%)
Patient-years of 1316 839
nicotine withdravial 1
Hazard Ratio (5% CI] psychitric ness.
195 (079,482 Sezures

Rate Difference per 1,000 patient-years (95 I

630 (240, 15.10)

*Includes MAGE occurring up to 30 days post-treatment.
The metzanalyss showed that exposur to varnilin abes esulted n o hazed et for MACE
1199 05% confidencenarva fom 07 10 482 for patens up 0 30 aysater reatmert s
Xposure,
Fereniing vhics et
o placebo across diferent time frames and pre-specified sensitivity analyses, including various
study groupings and CV outcomes. Although these findings were not statisticlly significant they
wiere consistent, Because the number of events was small overall, the povier for finding a
statstically sgnificant difference in a signal of this magnitude is
Additionally, a cardiovascular endpoint analysis was added to the postmarketing neuropsychiatric
safety outcame study along with a non-reatment extension, [see Warnings and Precautions (5.5),
Adverse Reactions (6.1), Clnical Studies (14.10)]

149 Subjects with Major Depressive Disorder

Varenicline tablets was evaluated in  randomized, double-blind, placebo-controlled study of

subecs aged 18 1o 75 yeus with majo deressve diorder witholt psychotic features (DSM-IV
TR). If on medication, Subje 0 be o a stable antidepressant regimen for at least two

s, not on mediaton, Subjects wero lo have xperenced a malor depresive epiode n
past 2 years, which was sticcessfull treated. Subjects were randomized to varenicline tablets

1 mo twice daily (N-= zss) or placebo (N-= zss) for a treatment of 12 weeks and then followed for

40 weeks posttre: jects treated with varenicline tablets had a superior rate of CO-

immediately if

Interaction with Alcohol

Advise patients to reduce the amount of alcohol they consume while taking varenicline tablets
until they know whether varenicline tablets affects their tolerance for alcool [see Warnings and
Precautions (5.3), Adverse Reactions (6.2

Driving or Operating Machinery
Advise patients to use caution driving or operating machinery until they know how quitting
smaking andjor varenicline may affect them [see Warnings and Precautions (5.4)]

Cardiovaseular Events

Patients should be instructed to notify their healthcare providers of symptoms of new

Worseing cardoascular evnt and o sek imedite mede! atenion f tey experiece signs
‘Symptoms of myocardial infarction or stroke [see Warnings and Precautions (5.5), Adver

Reactons 6.1

Somnambulism

Patients should be instructed to discontinue varenicline tablets and notify their healthare

providers i they experience somnambuism [see Warnings and Precautions (5.6)]

Anglogdema

Iform patent that her e been eports ofangosdema,with sweling o the face, mouth (.
qum, tongue) and neck (larynx and pharynx) that can lead to life-threatening respiraton
Gompromite. InSruct patnts 1o dscontinug varericine taits and immedatly Sk medica
fgvze)il they experience these symptoms [see Warnings and Precautions (5.7), Adverse Reactions

Iform patients that serous i reactions, such as Stevens-Johnson syrome and rthema
nis taking vareniclin tablets. Advise patients to stop

{ablts a th st 540 of rash wih mucosl lesons o skit reaion and contah
a heafthcare provide immediately (se¢ Wamings and Precautons (5.8), Adverse Reactions (.2)

Ifor pallens that ey may expriance Vi, unusual o trnge dreams during reatmentwith

atients who are pregnant or breastieeding or planning to become pregnant should be advised of:
the risks of smoking 1o a pregnant mother and her deveioping baby, the potential risks of

Varewene Taponm SR Frceto Conimet sbSinents Gurng, et 5 LHOUOR 13 (esky el 1 Subocls 18 wih
bl Placebo (16%) and fom week § though 52 (20%) compaed 0 sutjects tted with placebo
- Table 14. Continuous Abstinence (95% confidence interval), Study in Patients with Major Serious Skin Reactions
(s-, w« Depressive Disorder (MDD)
s
sty 3 oty i eeks § hrough 12 uifome wer o
— e Vareniciine Placatn Varenicl Plavobn
(13%02%) tablets able
s £ 1mg BID 1 mgBiD
Sors i) st | (e o = = T
MDD Study " " varenicine tablet
BID = twice daily (30%, 42%) (1%, 20%) (16%, 25%) %, 14%)
4.2 Urge to Smoke BID = twice daily
Based on responses 1o the Briel Questionnaire of Smoking Urges and the Minnesota Nicotine
Withdravial scale “urge to smoke” tem, varenicine tablets reduced urge to smoke compared 1o 14,10 Postmarketing Neuropsychiatrc Safety Outcome Trial

placebo.
143 Long-Term Abstinence

Studies 1 through 5 included 40 weeks of post-treatment follovi-up. In each study, varenicline
tablets-treated patients were more lkely to maintain abstinence throughout the follow-up period
than viere patients treated with placebo (Figure 2, Table 8).

Figure 2: Continuous Abstinence, Weeks 9 through 52

Vareniiine tablets was evaluated in a randomized, double-blind, active and placebo-controlled tial

that included sublects without a history of psychiaric disorder (non-psychiatric coort, N-=

and with a history of psychiatric disorder (psychiatric coort, N=4003). Subjects aged 18-75
es per day were randomized 1:1:1:1 to varenicine tablets

BID. bupropion SR 150 mg BID, NRT patch 21 mo/day with taper or placebo for a treatment

eriod of 12 weeks; they were then followed for another 12 weeks post-treatment. [See Warnings

and Precautions (5.1)]

varenicine tablets use during pregnancy and breastieeding, and the benefits of smoking cessation
with and without vareniciine tablets. Advise breastleeding women to monitor the infant for
seizures and vomiting [see Use in Specific Populations (8.1 and 8.2)]

Manufactured by:
Umedica Laboratories PVt Ltd.
Vapi, Gujarat 396195, INDIA.

Distributed by

© Take after eating and with a full glass (8 ounces) of wate.
+ This dosng shedule may not b rigt for averyone. Tal o your healhcareprovider i
having ide afects s s nausea,srang drars, of Seep problems. Your

Relhcar povider may want o reoucs your Gos
« I you miss a dose of varenicline tablets, take it s 500 as you remember. I it s almost
time for your next dose, skip the missed dose. Just take your next dose at your regular

‘What should | avoid while taking varenicline tablets?

O Use caution when driving or operating machinery until you know how varenicline tablets
affect you. Varenicline tablets may make you feel sleepy, dizzy, or have trouble
concentrating, making it hard to rive or perform other actvities safely

O Decrease the amount of alcoholic beverages that you drink during treatment with
varenicline tablets until you know if varenicline tablets affect your abilty to tolerate
alcahol. Some people have experienced the following when drinking alcohol during
reatment with vareniciie tablts:

O increased drunkenness O unusual or sometimes agoressive behavior
(intoxication) © o memory of things that have happened

What are the possible side effects of varenicline tablets?

Seriaus side effects of varenicline tablets may include:
« See “What is the most important information | should know about vareni
tablets
+ Selzues. Som peopl have had saures duig reatment wilhvarencine tablt.In
s, the seizures have happened during the first month of treatment with
Vareniine tblts. 1 you have a segure g Ueatment it varniine Tabiet, stop
taking vareniciine fablets and contact your healthcare provider r
New or worse heartor blood vessel (cardiovascular) nmhlem:, mostly in people, who
already have cardiovascular problems. Tell your healthcare provider if you have any
changes in symptums during reatment it varenicline ables,
Geteme 1 help right away if you have any of the following symptoms of
ahea atack, nclding:
+ chestdiscomfor (uncomorzblepressurs,squseag,flnssor pain) hat lasts
than a few minutes, o that goes away and c
« pain or discomfort n one or both arms, back, ik Jaw arst ach
+ shoriness of breath, sweting, nausea, vomiting, o feling lighthesded
associated with ch
« Sleepwalking can hawer\ i vavemclme tablets, and can sometimes lead to behavior
thatis harmful to you o other people, or o property. Stop taking varenicing tablets and
tell your healthcare provider if you start sleepwalking.
« Allergic reactions can hzppen with varenicine tablets. Some of these allergic reactions
can be lfe-threatening.
+ Serioussinrectons, incluin rssh swling. redness,and peing o the . Some
Hheseskmre ctions can become ife-thre
Stop taking viumulme tablets and get medlcal help right away if you have any of
the following symptom:
O sweling of the !ace, mouth (tongue, lips, and gums), throat o neck
O trouble breathing
O rash vith peeling skin
blisters n your mouth
e mnsl common side effects of varenicline tablts include:

. s\eep pmmems (trouble sleeping or vivid, unusual, or strange dreams)
« constipation

-

« vomitin

Tell your healthcare provider about side effects that bother you o that do ot go away.

These are not all the side effects of varenicline tablets. Ask your healthcare provider or
pharmacist for more information.

Call your doctor for medical advice about side effects. You may report side effcts to FDA at 1-
800-FDA-1088.

How should | store varenicline tablets?
« Store varenicline tablets at room temperature, between 68° to 77°F (20° 1o 25°C)
Ke

varenicline tablets and all medicines out of the reach of children.

‘General information about the safe and effective use of varenicline tablets.
Medicines are sometimes prescribed for purposes other than those lsted in a Medication
Guide. Do not use vareniciine tablets for a condition for which it was not prescribed. Do not
your vareniciine tablets to other peaple, ever if they have the same symptoms that
fave The may farm them. I you o e more nformation, ok wih our Peacere
vider. You can ask your healthcare provider or pharmacist for information about vareniciine
it tiat s wrten for heahnars professionas
For more information about varenicline tablets and tips on how to quit smoking, go to
icalabs.comvarenicine.tml or call 1-855-288-5777.
If you are motivated to quit smoking and did not succeed during prior vareniciine tablets
reatment for reasons other than side effects, or if you returned to smoking after treatment,
‘speak with your healthcare provider about whether another course of vareniciine tablets
therapy may be right for you.

What are the ingredients in varenicline tablets?
Active ingredient: vareniciine tartrate

Inactive ingredients: anhydrous dibasic calcium phosphate, calloidal silicon dioxide,
magnesium stearate and microcrystaline cellulose.

Manufactured by,

Umedica Laboratories Pv. Ltd.
Vapi, Gujarat 396195, INDIA
Distributed by:

Umedica Laboratories USA Inc.
Parsippany, NJ, 07054,

Product of India

Revised: 07/26, V-01
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