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* First-line pharmacotherapy
* 57t X2 FDA £2 22 : bupropion SR,
nicotine gum, nicotine inhaler, nicotine nasal
spray, nicotine patch + Varenicline
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Treating tobacce use and dependence— clinkal practice guideting
Public Haalth Service
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Pharmacotherapy for Smoking Cessation Nicotine Delivery by Cigarettes and

= Nicotine replacement therapy' NRT Products
* Recommended first line therapy
= Long acting 18 @ Cigarette (nicotine delivery, 1-2mg)

© Gum (nicotine delivery, 4mg)
@ MNasal spray (nicotine delivery, 1mg)
0 Transdermal patch

= Patch 16
= Short acting
= Gum, Nasal spray
» |nhaler, Sublingual tablets/lozenges
= Bupropion'
= Recommended first-line therapy
(WHO, US, Europe, UK)?
= Nortriptyline!
= Recommended second-line therapy (WHO, US)?

Plasma Nicotine
Concentration (ug/L)
oo

-10 0 10 20 30 40 50 B0 70 80 90 100 110 120
Time Post-administration (minutes)

WHO = Warkd Healih Organization
1. Henningfiedd JE et al. CA Cancer J Chin. 2005:55:281-299. 2. Hughes JR et al. Nicoting Tob Res. 20057451459 Sweenay CT et 8l CNS Drups. 2001;15:453-967

Efficacy of Nicotine ’:‘J%%QL%E’J HaHS Ji&da]-% .
= NRT= acute myocardial events
Replacement Therapy (NRT)!2 ; !
P Py independent risk factor Ot
Comparison N Trials | N Participants | Pooled OR (95% CI) == o = == S HO
Gum 52 17.783 1.66 (1.52-1.81) " F2oA ALEOliOF o= B9
Patch 37 16,691 1.81 (1.63-2.02) * immediate (within 2 weeks) postmyocardial
Nasal spray 4 887 2.35 (1.63-3.38) infarction period,
Inhaler 4 976 2.14 (1.44-3.18) = gserious arrhythmias,
Tablets/lozenges 4 2739 2.05 {1.62-2.58) = serious or worsening angina pectoris
Combination vs single
type 7 3202 1.42 (1.14-1.76)
Any NRT vs control 103 39.503 1.77 (1.66-1.88)
1. Silagy < ot al. Cochrane Database Syst Rev. 2004,(3) CDO00146. 2. Stead L. Lancaster T. inf J Epidemiol. 200534 1001-1003, ;':;!:g;gﬁfscz‘.\l:: and dependence- clinical practice guideding
Nicotine Patch®l 7E Hisetins pateh
" 6-8F2 &
= &8 LI2E O E : 52.5mg X 2-432
£ &0t 35mg X E 2-352F, 17.5mg
esking P DN X8 2-33 2 S50}
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Nicotine gum

ot= 25J41l O]8t: 2mg
otE 25J01l 014 4mg
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Lozenges

1 mg, 2 mg lozenges (21 E&F, sugar free)

NicotineQ|] 22
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Evidence for cessation

Study Products N

Kornitzer et a/ patch+gum vs.

1995 patch

Puska ef a/ patch+gum vs. 0R=1 56
1995 gum > g
Blondal ef a/ nns+patch vs.

1999 patch (1 .1 8, 2.07)
Bohadana ef patch+inhitr vs

al 2000 . inhltr

Tonnesen ef patch+inhltr vs. y,

al 1995 either

Bupropion Mechanism of Action

= Mechanism of action for smoking cessation
unknown'?

= Possibly works via multiple mechanisms'2

* Presumed to be mediated by dopaminergic
mechanisms'

1. Henningfiekd JE et al CA Cancer J Clin. 2005.55.:261-209. 2. Foulds J et 8l Expert Opin Emerg Drugs. 2004,9:30-53

Bupropion SR

2 AIE 1F M2EH 512 150mg
322t =2 5, 150mg ol F & Hez
xatoru

—'?-OEIEFU

TP2Z(10%)0ICt.

EHS0| AE FR2 0N 25 &
ot HLt trazodone 50-100mg hs &0
sk J\.. ﬂEI_
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Antidepressants for Smoking
Cessation

Pooled OR (95%

Comparison N Trials | N Participants Cl)
Bupropion alone vs

placebo 19 6443 2.06 (1.77-2.40)
Bupropion plus nicotine
patch vs placebo 2 728 1.60 (1.09-2.34)
All bupropion vs placebo il 7171 1.99 (1.73-2.30)
Mortriptyline alone vs
placebo 4 703 2.79 (1.70-4.58)
Mortriptyline plus nicotine
patch vs placebo 2 318 1,53 (0.90-2.61)
All nortriptyline vs placebo 6 1021 2.14 (1.49-3.06)

= Limited or no evidence of long-term benefit with other antidepressants,
including fluoxetine, sertraline, paroxetine, and venlafaxine,

Hughes JR et al. Cochrane Database Sys! Rev. 2004,(4) CD000031

Comparison of NRT and Bupropion
Therapy for Quitting Smoking’

H Placebo (n = 160)
50 4 N Bupropion (n = 244)

O Nicotine Patch (n = 244)
O Bupropion + Patch (n = 245)

-
t-1

Abstinence Rate (%)
w
=]

1 Year Continuous Abstinence

= Only study comparing NRT and antidepressant therapy
for quitting smoking?®

*P < 0.001 vs placebo and paich alone.
1. Jorenby DE et al N Engl J Med. 1999,340.685-691. 2. Talwar A et al. Med Clin North Am. 200488 1517-1534.

Long—-Term Quit Rates Highest With
Combination Pharmacotherapy
and Behavioral Support

Behavior

Therapy |Brief Advice| No Therapy
Medication 30% 20% 10%
Medication
or placebo 15% 10% 5%

Hughes JR. CA Cancer J Clin. 2000,50:143-151,

S99 ME2 = - Varenicline

2006 5& — 0l= FDA ¢!

20058 138 - 128 :

o

2-0Her Y&

2007& 33 - KFDA 3¢

20074 52 - EAl OIE

Varenicline: A Highly Selective a4p2
Partial Agonist
\'E:

enicline

Binding of nicotine at the «4[\2 nicotinic receptor
in the Vientral Tegmental Area (VTA) is believed
to cause large amounts of dopaming to be
released at the Nucleus Accumbens (nAcc)

Varenicline is an a4fi2 nicotinic receptor partial
agonist, a compaound with dual agonist and
antagonist activities. This is believed to result in a
lesser amount of dopamine release from the VTA at
the nAce and prevent nicoting binding at the adfi2
receptors

1.:Coe JW, o al. Presented af the 11ih Annual Meeting and 7ih Eurpean Gonlerence of the Sockety lor Research on Micotine and Tobacco,
2005 Prague. Cech Republi. 2. Picciotio MR, e al. Micofing Tod Res. 1999;1 [Suppl 2):8121-8125

CO-Confirmed 4—Week Continuous

Quit Rate from Weeks 9 12x-POOLED

DA TA M Varenicline 1 mg bid (N=692)
B Bupropion 150 mg bid (N=669)
100 7 ™ Placebo (N=684)

3.69t

~ 80 - | (95% CI 288, 4.72) p<0.0001 |
. 1.871
5 o4 (86% C11.50, 2.34) p<0.0001
N 1.97t
2 44.2 [95% CI 1.52, 2.55) p<0.0001
§ 40 - [
2 29.7
x 17.7

20 4 .

D -

“Analysis of pooled data from Study | and Study Il was not prospectively defined in the protocol
"Odds ratic
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CO-Confirmed Continuous Abstinen—
ce Hates Weeks 3-52+ POOLED DATA

| Varenicline 1 mg bid (N=692)
B Bupropion 150 mg bid (N=669)
100+ ™ Placebo (N=684)

g 80
8 282t
E 60 (95% CI 2.08, 3.88) p<0,0001
1 1
@ .56t
g (95% €I 1.19, 2.06) p=0.0013
g 40 — 1 1.801
3 (95% C1 1.29, 2.51) £#0.0004
L] 225
& 204 15.7
_‘_
D -t

“Analysis of pooled data from Study | and Study Il was not prospectively defined in the protocol

Taiwan / Korea Stuay

'Odds ratio
A3051045 A3051045
. o Subject Disposition
Demography and Baseline Characteristics Varenicline Placebo
N (36) N (%)
Varenicline Placebo
N=126 N=124 Scn'aened 287
Male N (%) 107 (84.9) 115 (92.7) Assigned to Treatment 126 124
Female N (%) 19 (15.1) 9 (7.3) Completed Study 120 (95.2) 117 (94.4)
Age, Mean Yrs 39.7 (9.3) 40.9 (11.1) Discontinued Study 6 (4.8) 7 (5.6)
Range 21 - 62 23-73 Treatment Phase 4(3.2) 3(2.4)
No. Years Smoked 20.2 22.1 Adverse Events 2(1.8) 0
Range 3-45 3-52 Refusal to participate 2(1.6) 2(1.6)
Previous None N 61 (48.4) 67 (54.0) Lost to follow— 1(0.8
Quit Attempts One N 42 (33.3) 27 (21.8) (5110 oo 1D 0 (08)
N (36) 2 or More 23 (18.3) 30 (24.2) Post-Tx follow-up Phase 2 (1.8) 4(3.2)
Refusal to participate further 0 4(3.2)
FTND Mean (SD) 5.21 (2.35) 5.00 (2.26) Lot o Tolow=0p 2(1.6) 0

A3051045

Quit Rates and Long—Term Abstinence

CQRr CA LTQR
Week 9-12 Week 9-24 Week 24
70 [P<0.0001
P < 0.0001
60 4 59, f 1
P < 0.0001 54.0
50 4
.8 0O Varenicline
a0 4 ® Placebo
32.3
30 26.6
21.8
20
10
0 T v T
week 912 week 9-24 CA . week 24 LTQR

A3051045

T0

\\M
\_,,_(,_0 —o—Pacebo

Continuous Abstinence from Week 9

=+=Varenicline

whki2  wk14  wki6  wk18

wk20  wk22

whk 24
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A3051045
Comparison of Response Rates
1045 vs A3051028/1036
A3051045 A3051028 A3051036
Var Pbo Var Pbo Var Pbo
Week 9-12 59.5
COR o 323% 44.4% 17.7% 44.% 17.%
Odds Ratio 3.22 3.91 3.85
(1.89, 5.47) (2.74, 5.59) (2.69, 5.50)
Week 9 - 24 C
i 8% 4 298% 0 29% 13.%
Odds Ratio 3.38 3.73 2.83
(1.91, 5.99) (2.45, 5.67) (1.91, 4.20) 5. s coine s
sosiffost Common Adverse Events A305t04s ) ) )
S oo Py Sae G ~Adverse Event Treatment Discontinuations
soc  |event oo T hacos Varanain T Piesons - & Serious Adverse Events
ne N=124 e N=928 e . . .
N=126 N=1070 * Adverse event treatment discontinuations:
Gastro-int | Nausea 43.7 1.3 33.7 1.1 * 8 Varenicline (6.3%)
estinal Constipation 7.1 2.4 7.9 2.8 % 1 placebo (0.8%)
Flatulence 1.6 1.6 6.6 2.7 T =
Dry Mouth 27 | o5 5a Y * 3 nausea (one with vomiting)
Oyspepsia 48 4.0 5.4 3.4 #* 1 constipation, angina unstable, ear pain, epigastric
— ::E:i::dmoeme f; 6’: *:‘: ;Z discomfort, headache, insomnia, rash, peritonitis, ap
E il Faioo = o7 s 52 pendicitis, pyelonephntls acute, flatulence, somnolen
Nervous | Head 103 12.9 17.1 14.7 ce, depression
Dlzzlness 7.9 13.7 6.7 73 * Serious Adverse Events:
ERRR e %1 e | e | e * 8 varenicline
Aniely 56 2.4 76 o, (one treatment related: angina unstable)
Abnormal Dreams | 5.6 0.8 13.6 5.0 * 2 placebo
Sleep Disorder 4.8 2.4 5.3 2.6
A3051045
) Survival Among Male UK Physicians
Conclusion Born 1900~ 1930 Smokers vs

Nonsmokers

Varenicline 1 mg BID for 12 weeks is an
efficacious treatment for smoking cessation in
Asian Populations, with quit rates significantly

higher than placebo (OR higher than 3)

g

Percentage Survival
From Age 35
o 8 &8 8 8

Years

Doll R of al BMJ. 2004328 15191527
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