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Table I. Daily intake of nicotine from cigarette smoking and nicotine gum

Cigarette smoking Gum

Nicotine intake

Nicotine extracted

24-hr nicotine  per cigarette  24-hr nicotine  Nicotine intake per piece*
Group Cigarettes/day intake (mg) (mg) intake (mg) per piece (mg) (mg)
2mg 87 335 +95 0.91 = 0.27 10.2 = 3.9 0.85 = 0.33 1.07 * 0.29
=7 24-48 20.6-46.1 0.51-1.36 4.5-16.8 0.38-1.40 0.62-1.45
4mg 37+ 21 348 %139 L1l =051 147 55 1.22 + 0.46 2.87 * 0.39
=7 19-80 14.9-56.1 0.31-1.82 10.2-21.9 0.85-1.92 2.30-3.44

Clinical Pharmacology and Therapeutics (1987) 41, 467-473
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¢ 0.1% at 100-300 mg of bupropion, 0.4% at 300-450 mg, and 2% at
600 mg.
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* Efficacy and Safety of the Novel
Selective Nicotinic Acetylcholine
Receptor Partial Agonist, Varenicline,

for Smoking Cessation

¢ Cheryl Oncken, MD; David Gonzales, PhD; Mitchell Nides,
PhD; et al Stephen Rennard, MD; Eric Watsky, MD; Clare B.
Billing, MS; Richard Anziano, MS; Karen Reeves, MD;
Varenicline Study Group

¢ Arch Intern Med. 2006;166(15):1571-1577.
doi:10.1001/archinte.166.15.1571
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From: Efficacy and Safety of the Novel Selective Nicotinic Acetylcholine Receptor Partial Agonist, Varenicline,
for Smoking Cessation

Arch Intern Med. 2006;166(15):1571-1577. doi:10.1001/archinte.166.15.1571
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Subject disposition. AEs indicates adverse events (including laboratory it idered AEs, gent AEs, and
non-treatment emergent AEs); BID, twice daily; and ICF, informed-consent form. “Other” reasons for discontinuation included
protocol violations, subject failed to meet entry criteria, noncompliance, and personal reasons.
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From: Efficacy and Safety of the Novel Nicotinic
for Smoking Cessation

Arch Intern Med. 2006;166(15):1571-1577. doi:10.1001/archinte.166.15.1571

[ Varenicline Tartrate 0.5 mg BID Pooled (n =259)
W Varenicline Tartrate 1.0 mg BID Pooled (n=259)
[ Placebo (n=129)

494
50 440
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Response Rate, %
g
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o |

Weeks 4-7 Weeks 9-12

Continuous quit rates. P<.001 for each treatment group vs placebo. BID indicates twice daily. The odds ratios (ORs) and 95%
confidence intervals (CIs) for the weeks 4 through 7 evaluation were 4.96 (95% Cl, 2.66-9.22) for the 0.5-mg group and 5.86 (95%
Cl, 3.16-10.90) for the 1.0-mg group; for the weeks 9 through 12 evaluation, 6.32 (95% CI, 3.47-11.50) and 8.07 (95% Cl, 4.42:
14.70), respectively.

ptor Partial Agonist, Varenicline,

From: Efficacy and Safety of the Novel Nicotinic
for Smoking Cessation

ptor Partial Agonist, Varenicline,

Arch Intern Med. 2006;166(15):1571-1577. doi:10.1001/archinte.166.15.1571
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4 5§ 6 7 8 9 101112 24 52
Study Period, wk

Carbon monoxide-confirmed weekly point prevalence abstinence rates. BID indicates twice daily. *P<.001 vs placebo.
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mCEQ

Modified Cigarette Evaluation Questionnaire (mCEQ)*

If you have smoked since you last completed this questionnaire, please mark the number that best represents how smoking
made you fesl (1—not at all, 2—very little, 3—a little, 4—moderately, 5—a lot, 6—gquite a lot, 7—extremely).

Was smoking satisfying?

Did cigarettes taste good?

Did you enjoy the sensations in your throat and chest?
Did smoking calm you down?

Did smoking make you feel more awake?

Did smoking make you feel less irritable?

Did smoking help you concentrate?

Did smoking reduce your hunger for food?

Did smoking make you dizzy?

Did smoking make you nauscous?

Did smoking immediately relieve your craving for a cigaretie?
Did you enjoy smoking?

T

== == 0 §0

=8

* Items 1, 2, and 12 were presumed or taken to measure “Smoking Satisfaction™; Items 4 through 8 were taken to measure
“Psychological Reward™; ltems 9 and 10 were taken to measure “Aversion™; Item 3 was taken to measure “Enjoyment of
Respiratory Tract Scosations™; and Item 11 was taken to measure “Craving Reduction”.

(Cappelleri et al 2007)

From: Efficacy and Safety of the Novel Nicotinic
for Smoking Cessation

ptor Partial Agonist, Varenicline,

Arch Intern Med. 2006;166(15):1571-1577. doi:10.1001/archinte.166.15.1571

~0~ Varenicline Tartrate 0.5 mg BID Pooled (s
& Varenicline Tartrate 1.0 mg BID Pooled (s
=0~ Placebo (n=111)

Study Period, wk
1 2 3 4 5 6 [ 12

- e
14 wh—EA

Mean Change From Baseline
i)
5 5

|
&

-18:
-20-

Mean changes in Minnesota Nicotine Withdrawal Scale “urge to smoke” scores from week 1 to week 12 for all subjects. BID

indicates twice daily. In comparison with placebo, asterisk indicates P<.001; dagger, P<.01; and double dagger, P<.05.  ¢3

From: Efficacy and Safety of the Novel Nicotinic
for Smoking Cessation

ptor Partial Agonist, Varenicline,

Arch Intern Med. 2006;166(15):1571-1577. doi:10.1001/archinte.166.15.1571

Table 1. Subject Demographics and Smoking History at Screening®

Varenicline Tartrate
0.5 mg BID 0.5 mg BID 1.0mg BID 1.0mg BID
Placebo Nonlitrated Titratedt Nontitrated Titrated
Characteristic (n = 129) n = 129) (n =130) (n = 129) (n = 130)
Age.y 43.0494 4291101 4351105 4372100 4222107
Men 519 450 534 488 485
White 7.1 853 8038 837 808
BMl 270445 271150 %6145 276155 266145
Fagerstrm§ 58123 55120 54119 55120 53121
Duration of smoking, y 26.3195 2602108 2502108 25.7210.6 240z 1
Cigarettes smoked per day 204172 20928.1 213281 2082101 20.917.0
Pravious serious quit attempts
None 85 101 1038 6.2 38
Atleast 1 915 899 892 938 %2

Abbreviations: BID, twice daily: BMI, body mass index (calcnlaleﬂ a5 weight in Kilograms divided by height in meters squared): QD, once daily.
*Data are reported as mean + SD or percentage of subject

initial dose of 0. 5mu D for 7 days then 0.5 mg BID for e

Initial dose of 0.5 mg 0D for 3 days, then 0.5 mg BID for 4 d, then 1.0 mg BID for 11 wesks

§Fagerstram score assessas the saverity of nicotine addiction ranging from 0 w10

Subject Demographics and Smoking History at Screening*

11
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From: Efficacy and Safety of the Novel Nicotinic i ptor Partial Agonist, Varenicline,
for Smoking Cessation

Arch Intern Med. 2006;166(15):1571-1577. doi:10.1001/archinte.166.15.1571

From: Smoking C tion With Varenicline,a 4B2 Nicotinic Partial AgonistResults From a
7-Week, Randomized, Placebo- and Bupropion-Controlled Trial With 1-Year Follow-up

Arch Intern Med. 2006;166(15):1561-1568. doi:10.1001/archinte.166.15.1561

Table 2. Adverse Events Among Subjects*®

Treatment Group
Varenicline Tarirate
05mgBID  0.5mgBID  1.0mgBID
Placebo Nontitrated Titrated Nontitrated 1.0.my BID Titrated

Atverse Event (n=121)  (n=124)  (n=129)  (n=124) (n =129)
Any adverse event 86.3 814 03 853 793
Discontinuation due 1o adverse event 174 i3 140 187 na
Any nausea 149 26 16.3 419 349
Mild 16 202 1.6 234 2438
Moderate 25 24 39 185 85
Severe 08 0 08 o 16
Discontinuation from nausea 25 16 0 48 38
Median nausea duration, dt 40 3.0 70 90 40
Insomnia 1.6 3.9 209 218 a2
Headache 7.4 274 19.4 242 25
Abnormal dreams 5.0 16.9 1.6 169 18.4
Taste perversion 4.1 16.1 78 137 1.6
Dyspepsia 74 89 62 97 147
Flatulence 58 153 85 13 101
Constipation 2.5 6.5 47 105 109
Somnolence 17 56 54 105 93

Avbreviations: BID, twice daily; BMI, body mass index (calculated 25 weight n kilograms divided by height in meters squared); QD, once daily.

*Adverse events were reports of symptoms that began after treatment or were mcevhnten r/y treatment; enly adverse events occurring in 10% of subjects or
ore in any group are listed. Unless otherwise noted, data are reported as percentage of su

fif more than 1 event occurred, the median duration of the first nausea event was used Icr mg duration calculation.

s B Varenicline Tartrate 0.3 mg Onoe Daily fn=126)

8 Varenicine Tarrate 1.0 mg Once Dally {n=126)

B Varricline Tarrats 1.0 g Twioe Dally (1= 125)

E Bepropicn Hydroeniarde 150 mq Twice Daiy (A=126)
Pacebo (8=123)

Wegks

& Carbon monoxide—confirmed continuous quit rates for the all-subjects population. *P<.05. tP<.01. $P<.001. 70
From: Smoking C tion With Varenicline,a B2 Nicotinic Partial Agoni From a
7-Week, Randomized, Placebo-and Bupropion-Controlled Trial With 1-Year Follow-up
° k . . . h Arch Intern Med. 2006;166(15):1561-1568. doi:10.1001/archinte.166.15.1561
Smoking Cessation Wit
Table 1. Demographic Characteristics and Smoking History at Screening
Varenicline, a Selective a432 —
1
. . . . . 0.3mg 1.0mg 1.0mg 150 mg Twice
Nicotinic Receptor Partial Agonist ook S ok s N v
(n = 126) (n = 126) (n=125) (n = 126) (n=123)
Wale, % 50.0 27 504 52 2.0
H 41 X i . K X & .4 62104
¢ Results From a 7-Week, Randomized, Placebo- and i ke 2at0 bl Pl s
. . . Body mass index. mean = S0* 258243 258240 256241 z u-u 265245
Buprop|on-ControIIed Tr|a| Wlth 1-Year FO”OW-up Fagerstrém score, mean + S0T 57+21(n=125) 55:20(n=123) 56:20(n=122) 52219(n=126) 55223 (n=120)
Smoking history, mean + 8D, y 246109 %4211 234:100 234109 239:106
« Mitchell Nides, PhD; Cheryl Oncken, MD, MPH; David Gonzales, PhD; et al - doaratey smood et . a2 80'; A= 7. 01178 18969 195169 21.5:8
K R . revious serious quit attempts,
Stephen Rennard, MD; Eric J. Watsky, MD; Rich Anziano, MS; Karen R. 0 63 71 48 95 106
o =1 8.6 929 952 905 895
Reeves, MD; Varenicline Study Group Langest period of abstinence in pastyear, 6282152 6552145 5732121 6462150 7632185

 Arch Intern Med. 2006;166(15):1561-1568.
doi:10.1001/archinte.166.15.1561

mean +

*Body mass index s calculated as weightin kilograms divided by the square of height in meters.
‘tFagerstrom Test of Nicotine Dependence assesses the severity of nicotine addiction ranging from O (minimum dependence) to 11 (maximum dependence).

o8 Demographic Characteristics and Smoking History at Screening =
From: Smoking C tion With Varenicli B2 Nicotinic Partial Agoni Froma From: Smoking C tion With Varenicli B2 Nicotinic Partial Agoni From a
7-Week, Randomized, Placebo-and Bupmpmn -Controlled Trial With 1-Year Follow-up 7-Week, Randomized, Placebo- and Bupmpmn -Controlled Trial With 1-Year Follow-up
Arch Intern Med. 2006;166(15):1561-1568. doi:10.1001/archinte.166.15.1561 Arch Intern Med. 2006;166(15):1561-1568. doi:10.1001/archinte.166.15.1561
Table 2. Craving Assessments: Mean Change From Baseline to Weeks 1 o 7*
1023 Subjcts Screened
l Group Baseline  Week1 Week2 Week3 Weekd WeekS5 Week6 Week7t
Vareniciine tartrats
03mg (n=126) 7 -0.76 -0.78 -145 -153§  -1.66 -1.83
[ [ [ [ | 1.0 mg once daily (n = 126) 27 -087] 100§ 158§ 149 -183§ 150
|mv.f=m..=nmm ‘ 128 Varenicine Tartrate, I I\mamm Tarrat, [ |\?aBunmummnmmlmm. ‘ 127 Placebo ‘ 1.0 mg twice daily {n = 126) 27 BRI IENSKT] 81 188y 2041 161
g Once Dy 1.0 mg Onoe Daily 1.0 mg Twice Daily 150 mg Twice Daity Bupropion hydrochloride, 150 mg twice daily (n = 126) 27 -078 -0.88 -153§ 164 -170 168
[ Piacebo (n = 123) 26 086 073 126 42 151 -3
QSU-Brief total scored
[ 126 e | [ e | [as meses | [res e | [rasmeaes | Viaricke bt
0.3mg (n=126) 288 -5.10 -5.52 -808  -1078  -1144  -1159  -1152
I FYTEy— 1.0 mg once daily (n = 126) 220 -630 946§ -1000§ 1197 <1172 <1304 <1342
Treatment Treatment Treatmin Treatmn T t 1.0 myg twice daily (n = 126) 87 -7.008  -1071) 12728  -14080 -13.24§ -14.94] -1438
g a ¢ ¢ 411(33.3%) Discontnued Bupropion hydrochloride, 150 mg twicedaily (n=126) 268  -585  -918§ -1051§ -1191 -1322§ -1398§ -M446
H e S H e H e H oo Piacobo (n = 123) 200 301 622 -713  -1028  -1021 1106  -1136
1 Lack of Efcacy 2 Lack ol Efecacy 2 Lack o Efcacy 2 Lack o Efcacy 3 Lack o Effcacy
2
9 Oohae L) Ll Ll 1000 MNWS, Minnesota Scale; QS U-Brief, Brief of Smoking Urges.
'Maln change is the least squares mean from the anaysis of variance mogel, incluging basaline value a5 a covariate and the fixed effects for treatment ang
|s=mmznnmuen 0 ‘ 100 (78.4%) Gontrwed to | |mvsc-,mmunumn ‘ 95 75.4%) Gontiucd to ‘ ‘ 85 (69:9%) Continued 10 ‘ Wﬂmcw Qroups were not receiving medication for 1 week at the week 7 visit.
bl Lil) S it S et it bl i $Each item on the MNWS is rated on 2 010 4 ordinal response scale (D indicates not at al; 1, slight; 2, moderate; 3, quite a bit; and 4, extrame).
§P<.005.
[ \ [ | | fem
|Bﬁ[5|.ﬁ'.\(.‘vn>yh1inw«k ‘ ‘n 6.1 I In (61.19%) Comp ‘ Ir.amo-. - ‘ ‘ 65 (53.7%) Comple! ‘ 11P<.001 for comparison with placebo for changes from basafine.

v 2 52w Rve 2V #In the version of the QSU-Brief used in the present study, subjects rated their strength of agresment with each of the 10 items on a 7-point Likert scale ranging
from 1 {strongly cisagree) te 7 (strongly agres). The Total Graving Score is created by averaging all 10 itams to provide a tofal urge scare. Higher scores indicats
greater intensity of the sudject’s urge to smoke.

Patient disposition. Adverse events (AES) were laboratory AEs and gent and non—
72

treatment-emergent AEs. Other indicates protocol violation, subject failed to meet entry criteria, noncompliance, and personal 69
Leasons

Craving Assessments: Mean Change From Baseline to Weeks 1 to 7*
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From: Smoking C tion With Varenicli Nicotinic Partial Agoni From a
7-Week, Randomized, Placebo-and Bupmpmn ContmllenTrlaIth 1-Year Follow-up

Arch Intern Med. 2006;166(15):1561-1568. doi:10.1001/archinte.166.15.1561

Table 3. Modified Cigarette Evaluation Questionnaire Subscales: Mean Change From Baseline to Week 1*

Psychological Enjoyment of Craving

Group Satistaction Reward Respiratory Tract Sensations Reduction Aversion
Varenicline tartrate
03mg (n=125)
Baseline 13.0 178 27 51 28
Mean change 34 -62 -051 - -0.09
1.0 mg onc daily (n = 125)
Baseling 126 17.7 27 49 28
Mean change =37 -6.10 -0.74 -1.10 0.42
1.0 mg twice daily (n = 125)
Baseling 131 184 27 52 28
Mean change 452t -6.87 0844 124 082§
Bupropion hydrochloride, 150 mg twice daily (n = 125)
Baseline 131 1741 25 5.1 27
Mean change -4.02 -6.87 -0.60 118 .00
Placebo (n = 123)
Baseling 129 1838 28 49 a0
Mean change -3.20 -6.52 -055 -1.09 0.03¢

*The modified version of the Cigarette Evaluation Questionnaire has 12 items that are rated on a 7-point scale ranging from 1 (not at ally to 7 (extremely)
igher scares indicate greater intensity of each smoking effect after smoking. Mean change is the least squares mean from the analysis of variance model.
cluding baseline value as a covariate and the fixed effects for treatment and center,

1P<.001

§P<:U1'1ur comparison with placebo for changes from baseline.

Modified Cigarette Evaluation Questionnaire Subscales: Mean Change From Baseline to Week 1+

BIfEM

B SAVRIE 2L Z%
& o H N R AR RS
o EREY)—REIZ A DRRREEL - Rk EE
RS
. FDA%%‘E {EﬁﬁvaremclmeTﬁEE_iEm,u
- IEREA AT Ry  WEHEARE - B
Eﬂ%%ﬁtﬁ  BEEIR TAEH Mﬁﬂﬂﬁ%\m
BHEIT R BEEEL -

MICHAEL V. BURKE, EDD; JON O. EBBERT, MD, MSC; AND J. TAYLOR HAYS, MD
of Tobacco D Mayo Clin Proc. 2004;83(4):479-484

TR

From: Smoking C tion With Varenicli 4B2 Nicotinic Partial AgonistResults From a
7-Week, Randomized, Placebo-and Bupmpmn -Controlled Trial With 1-Year Follow-up

Arch Intern Med. 2006;166(15):1561-1568. doi:10.1001/archinte.166.15.1561

Table 4. Incidence of Adverse Events (AEs) Occurring in 10% or More of Any Treatment Group

Subjects, %
r
Varenicline Tarirate Bupropion
T 1l Hydrochioride,
Placebo 0.3mg Onee Daily 1.0 mg Onee Daily 1.0 mg Twice Daily 150 mg Twice Dally

GOSTART Preferred Term (n =123) (n =126) (n = 126) (n = 125) (n = 126)
Any AE 87.3 905 88.1 92.0 897
Discontinuations owing to AEs 98 143 127 1.2 159
Nausea 187 175 373 52.0 214
Insomnia 220 198 270 352 452
Headache 263 7.0 270 24.0 302
Abnormal dreams 81 79 114 152 19
Taste perversion 73 87 143 15.2 11
Irritability 93 19 135 120 1.1
Respiratory tract infection 252 254 143 12.0 159
Asthenia a1 103 79 104 71
Dyspepsia 73 79 63 88 14
Increased appetite 87 143 103 8.0 73
(Constipation 41 63 63 56 135

Dry mouth 57 32 87 56 1ns

Abbreviation: COSTART, Coding Symbols for Thesaurus of Adverse Reaction Terms.

Incidence of Adverse Events (AEs) Occurring in 10% or More of Any Treatment Group

NRTEVarenicline

EHH NRT (n=136) | Varenicline ZR(%0)
(n=156)

ARG 2.30(1.00) 2.29(1.04)
(SD)

SESERESEIS(SD) 2.90(1.15) 2.57(1.06)

il
(95%cCl)

0.01(-0.23-0.25) 0.04(-0.20-0.28)

0.34(0.08-0.59) 0.40(0.14-0.66)

L:5E44 4 © 6 ¢ MRS
BTN  (REEIRAS - FRALEET

FDA ZE) A B M1 #He Z:85¢

FDA’s Adverse Event Reporting System (AERS)
1998 - 2010

o EEREE K

* Varenicline (n = 9,575)

* Bupropion for smoking cessation (n = 1,751)
* Nicotine replacement products (n = 1,917)
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Compared to Nicotine

Endpt = 1 Composite

Varenicline
Bupropion

Endpt = 2 Depression

Varenicline
Bupropion

Endpt = 3 Sui/self-injury

Varenicline
Bupropion

Endpt =4 Composite (excl other drugs)

Vareniciine
Bupropion

EANRTELEL
Treatment

Events Total OR  95%CI
POPN 2925 9575 R 3 84 [6.8;10.4]
Ryt 229 1751 - 29 23 37]
3 2000 9575 BB 85 [6.5,11.0]
B3 121 1751  —m— 24 (17,33
AR 1819 9575 - 88 [6.6,11.7]
Bt/ E5% 155 1751 - 36 [26; 50]
¥ sy 2254 7342 - 112 [86;146]
HERRILANEEY) *5s Toes . 34 [25 48]

"

12 5 1015

Odds Ratio

MooreTJ, Furberg CD, Glenmullen J, Maltsberger JT, Singh S (2011)
Suicidal Behavior and Depressionin Smoking Cessation Treatments.
PLoS ONE 6(11):€27016. doi:10.1371/journal.pone.0027016

G B2 VT E

* Neuropsychiatric safety and efficacy of
varenicline, bupropion, and nicotine patch in
smokers with and without psychiatric
disorders (EAGLES): a double-blind,
randomised, placebo-controlled clinical trial

* Anthenelli RM, et al.

* Lancet 2016 Apr. 22. pii:S0140-6736(16)30272-0

Bl 4 2% (Amoxil, augmentin, zithromax) EL#E

Compared to Antibiotics

Endpt = 1 Composite

Varenicline
Bupropion
Nicotine

Endpt = 2 Depression

Varenicline
Bupropion
Nicotine

Endpt = 3 Suilself-injury

Bt/ 5%

Varenicline
Bupropion
Nicotine

Endpt = 4 Composite (excl other drugs)

Varenicline
Bupropion
Nicotine

®

Treatment
Events Total

2925
229
95

2000
121
58

1819
155
50

PR LAY

60

OR 95%-Cl

9575 M- 366 [27.5,48.9]
1751 - 125 [9.1;172)
1917 - 43 [31; 62)
9575 —W- 342 (239,489
1751 —— 96 [65;14.3]
1917 —-— 40 [26; 63]
9575 —8— 450 [29.2,69.2)
1751 - 186 [11.8;29.5]
1917 —.— 51 [3.1; 86]
7342 M- 417 [303;57.4]
1585 —-— 127 [89;18.0)
1582 . 37 [25; 56]

T T 1T _ Trtr11m

12 5 10 2030 5070

Odds Ratio

MooreTJ, Furberg CD, Glenmullen J, Maltsberger JT, Singh S (2011)
Suicidal Behavior and Depressionin Smoking Cessation Treatments.
PLoS ONE 6(11):€27016. doi:10.1371/journal.pone.0027016

PEMREE S AE12/H » (FEERBHE12E

e 14090 ~ 16

* Nov 30, 2011-Jan 13, 2015

o BEfh 0 PEEBHHER ~ HOAR

o SLAARHHFAE 2N » 411687 (B (4074 %
Zpfft) - 40285HE (5 (3984 LA 4R HA)

o EEA

Study

Cardiovascular
events, niN

Varenicline Placebo

Weight,
%

Peto OR (95% Cl)

Decreased  Increased
risk with © risk with

<—— varenidine | varenicline —>

Protocol A305108016
Protocol A305109517
Fagerstrom et al.’®
Gonzales et al."®
Jorenby et al. 20
Nakamura et al 2!
Niaura et al.2

Nides et al.22
Oncken et al.2¢
Rigotti et al.3
Tashkin et al.?
Tonstad et al.26

Tsai et al.27

Williams et al.z

Overall

Heterogeneity: /2= 0%

1394
1/493
0214
2352
1344
1/465
2/160
1383
2/518
25/355
51250
4/603
1126
6/251

52/4908

0/199
0/166
1218
2/344
1341
0/154
0/160
0/127
0/129
20/359
2/254
0/607
0/124
1126

27/3308

12
1.0
1.4
5.4
2.7
1.0
2.7
1.0
17
57.3
9.4
5.4
14
8.3

100.0

4.50 (0.07-285.96)
3.81(0.04-347.82)
0.14(0.00-6.95)
0.98 (0.14-6.97)
0.99 (0.06-15.88)
3.79(0.04-352.44)
7.44 (0.46-119.40)
3.79(0.04-352.09)
3.49 (0.11-112.44)
1.28 (0.70-2.34)
2.42(0.55-10.74)
7.48 (1.05-53.20)
7.27 (0.14-366.57)
2.40 (0.49-11.67)

1.72(1.09-2.71)

CMAJ, September 6, 2011, 183(12) 1359-1366

0.05 0.2 1 5
Peto OR (95% CI)

H RS (7 (N=3984)

Columbia-Suicide Severity Rating Scale (C-SSRS)

PN i 990 989 1006 999

JEREHELIZEE30R

SFE AEL 988 983 996 995

BH#% 0 0 1(<1%) 1(<1%)*

FHE A 7(1%) 4(<1%) 3(<1%) 6+1(1%)

BHE(FEE30R 2 1%)

S NS 807 816 800 805

Ei 0 1(<1%) 0 0

THE 7% 3(<1%) 2(<1%) 3(<1%) 4(<1%)
*FET 8
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A
Efi
Columbia-Suicide Severity Rating Scale (C-SSRS)

N 1026
AT Bz ZE30 KA
AFfE gL 1017
Bk 0
e 27(3%)
BHHEEE30R Z1R)
AP S 833
Bk 1(<1%)
e 14(2%)

1017

1012
1(<1%)
15(1%)

836
0
4(<1%)

1016

1006
0
20(2%)

824
1(<1%)
9(1%)

F 7 (N=4074)

1015

1006
2(<1%)
25(2%)

791
1(<1%)
11(1%)

T
Weeks 9-12 Weeks 9-24 Weeks 9-12 Weeks 9-24

Non-psychiatric cohort (n=4028) Psychiatric cohort (n=4116)

PR © JERFHIERIA (n=3984)
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ESE
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32%
8%
3%
<1%
5%
3%
2%
10%
1%
<1%
1%
<1%

34%
5%
3%
<1%
6%
1%
1%
13%
1%
1%
1%
1%

30%
11%
3%
<1%
6%
3%
1%
9%
3%
<1%
1%
<1%

26%
4%
3%
<1%
6%
3%
2%
7%
1%
<1%
1%
<1%

FEHCHE FHE

s REMEAEE T « Z2MRIEE @ R
[EAFELE -
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PR © K5 HERIE (n=4074)

TEHEER  39% 43% 41% 35%

B 12% 8% 14% 5% *

HEh 5% 6% 4% 4%

G 1% <1% <1% <1%

R 8% 10% 9% 6%

DOEEE 5% 5% 5% 5%

=8 5% 4% 5% 5% b

SR 9% 12% 10% 7% .

am 1% 1% 39% I hokn  Puctn e Neotne  Placevo
DUEEE 1% 2% 1% 1% Figure 1. Rates of continuous smoking abstinence (at 4 weeks) n the ifferen experimental conditions.
AATTEES 2% 2% 1% 1% Jed E. Rose, Frederigue M. Behm, Eric C. Westman, Prity Kukovich
%zg‘ﬁ 1% <1% 1% 1% & Nicotine & Tobacco Research Volume 8, Number 1 (February 2006) 89-101
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Active  Placsbo 95% Cl
Study name Abstinent Abstinent s: " Odds ratio =————————— P-Value
(%) (%) ample Lower Upper

Studies WITH Mecamylamine Treatment
Rose ot al. 1998 0% 35% 80 124 050 307 0644
Rose et al. 2006 50%  23% % 336 140 811 0007
Pooled Results 207 104 410 0037
Studies WITHOUT Mecamylamine Treatment
Rose et al. 2007 23% 13% 379 205 1.19 3.53 0.010
Schuurmans etal. 2004 29%  19% 200 174 090 337 0.00
Pooled Results 191 1.16 3.14 0.011

verall Pooled Resulf 1.96 131 293 0001

04 02 05 1 2 510
Figure | Forrest plot of odds ratios, 6-week outcomes
Active  Placsbo 95% Cl
Study name Abstinent Abstinent s: " Odds ratio = P-Value
(%) (%) AP, Lower Upper
Studies WITH Mecamylamine Treatment
Rose efal. 1998 30% 15% 80 243 081 730 0114
Rose et al. 2006 21% 13% % 178 060 530 0301
Pooled Results 208 096 450 0065
Studies WITHOUT Mecamylamine Treatment
Rose et al. 2007 22% 1% 379 228 129 404 0005
Schuurmans etal. 2004 22% 12% 200 207 096 445 0063
Pooled Results 220 1.39 348 0.001
Overall Pooled Results F A ) 146 322 =<0.001
102 05 1 2 510
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50 —=— Low Tar & Nic Cig + Nic Patch Pre-Quit

45 -0~ Low Tar & Nic Cig + Plac Patch Pre-Quit

40 —4— Usual Brand + Nic Patch Pre-Quit

—— Usual Brand + Plac Patch Pre-Quit

35
g
£ 30
7
GRS
£
e
g5

10

5
0
Endof Week1  Week3 Week 6 Week 6
Quit  Post- Post- Post- 10 Months
Day  Quit Quit Quit Post- Post-
Quit Quit

Jed E. Rose , Joseph E. Herskovic , Frederique M. Behm , & Eric C. Westman
Precessation treatment with nicotine patch significantly increases abstinence rates relative to conventional treatment
Nicotine & Tobacco Research, Volume 11, Number 9 (September 2009) 1067-1075

NS waLill

BE% [k AS ) NRAMC % | Pigiele | B (/R [P
Rose 1998 40 40  49% 405 299 6.4

SHIETEZS | () 100 44% 435 248 6.1
Rose 2006 48 48 53% 44.6 286 6.5
Rose 2007 191 188 57% 42.0 23.2 6.0

Shiffman, S., & Ferguson, S. G. (2008 ).
Nicotine patch therapy prior to quitting smoking: A meta-analysis.
Addiction, 103, 557 - 563 .

Figure 2 Forrest plot of odds ratios, é-month outcomes
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