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Table 1 Study characteristics for randomised controlled trials reporting safety outcomes

Study

Abelin 1989*

Ahluwalia
19982

Ahluwalia
20023

AKIA401*

Allen 2011°

Andrews
2016°

Anthenelli
2013’

Study
Sponsor

American
Cancer Society
Career,
Marion
Merrell Dow,
Inc., Emory
Medical Care
Foundation
National
Cancer
Institute
GSK

Supported by
Projet
Recherche
Developpeme
nt 06-11-21,
Hospital of the
University of
Geneva (Dr.
Damsa), and
an
Independent
Investigator
Award,
National
Alliance for
Research on
Schizophrenia
and
Depression
(Dr. Allen)
National
Health, Lung &
Blood Institute
of the National
Institutes of
Health

Pfizer

Study
Design

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Cluster RCT

Parallel RCT

Study
Duration
(weeks)
52

24

27

52

0.14

52

52

Duration of Drug

Treatment
(weeks)
12

10

12

0.14

8

12

Location

Switzerland

Georgia, USA

USA

USA

Geneva,
Switzerland

Georgia and
South
Carolina,
USA

USA (9
centres) and
24 centres
across
Bosnia &
Herzegovina,
Croatia,
Germany,

Willing to
Quit?

Yes

Yes

Yes

Yes
Not
necessarily

motivated to
quit

Yes

Yes

No

No

No

No

No

No

No

Smokeless
Tobacco?

Total N

199

410

600

52

40

409

525

Females
N (%)

80 (40)

267 (65)

420 (70)

0(0)

409 (100)

329 (63)

White
%

87

Study Arms

1. NRT Patch (24hrs)

2. Placebo

1. NRT Patch (24hrs) High
2. Placebo

1. Bupropion Standard + Individual + Telephone Long
Counselling

2. Placebo + Individual + Telephone Long Counselling
1. Bupropion Standard + Group Counselling

2. Placebo + Group Counselling

1. NRT Patch (24hrs) High

2. Placebo

1. NRT Patch (24hrs) + Individual + Group Long
Counselling
2. Waitlist

1. Varenicline Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling



Anthenelli
2016A3

Anthenelli
2016B%

Anthonisen
1994°

Areechon
1988

Pfizer and
GlaxoSmithKli
ne

Pfizer and
GlaxoSmithKli
ne

Division of
Lung Diseases
of the National
Heart, Lung,
and Blood
Institute. The
Salt Lake City
Center:
National
Center for
Research
Resources

Merrell Dow
(Bangkok,

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

52

754

24

12

12

24

12

Hungary,
Romania,
Russian
Federation,
Spain
Argentina, Yes No
Australia,
Brazil,
Bulgaria,
Canada,
Chile,
Denmark,
Finland,
Germany,
Mexico, New
Zealand,
Russian
Federation,
Slovakia,
South Africa,
Spain,

USA
Argentina, Yes No
Australia,
Brazil,
Bulgaria,
Canada,
Chile,
Denmark,
Finland,
Germany,
Mexico, New
Zealand,
Russian
Federation,
Slovakia,
South Africa,
Spain,

USA
Baltimore, Yes No
Birmingham,
Cleveland,
Detroit, Los
Angeles,
Pittsburgh,
Portland,
Rochester,
Salt Lake
City, USA
and
Winnipeg,
Canada
Thailand Yes No

4028

4116

5887

200

1985 (49)

2524 (61)

2178 (37)

11 (6)

83 1. Varenicline Standard + Individual Short Counselling
2. Bupropion Standard + Individual Short Counselling
3. NRT Patch (24hrs) High + Individual Short Counselling
4. Placebo + Individual Short Counselling

81 1. Varenicline Standard + Individual Short Counselling

. Bupropion Standard + Individual Short Counselling
. NRT Patch (24hrs) High + Individual Short Counselling
. Placebo + Individual Short Counselling

A WN -

95 1. NRT Gum Standard
2. Usual Care
(Three arms collapsed into two arms)

1. NRT Gum Standard
2. Placebo



Aubin 2004

Aubin 2008"

Austin 2014%3

Baker 2006%*

Baker 2016%

Baldassarri
20181

Batra 2005’

Benowitz
201818

Thailand) and

A.B. Leo,

Helsingborg,

Sweden

GlaxoSmithKli ~ Parallel RCT 26
ne (GSK)

France

Pfizer Inc Parallel RCT 52

Pfizer Grand
Award
(WS508489)

Parallel RCT 0.14

National Parallel RCT 52
Health and

Medical

Research

Council,

Rotary, and

Community

Health and

Tuberculosis

Australia

National Parallel RCT 52
Heart, Lung,

and Blood

Institute,

National

Cancer

Institute

Yale School of  Parallel RCT 24
Medicine,

Section of

Pulmonary,

Critical Care,

and Sleep

Medicine and

the National

Heart, Lung,

and Blood

Institute

Pfizer Parallel RCT 56
Consumer
Healthcare,
Helsingborg,
Sweden.
Pfizer and
GlaxoSmithKli
ne

Parallel RCT 28

12

0.14

10

12

16

52

12

France

Belgium,
France,
Netherlands,
UK, USA
Brighton, UK

Sydney,
Australia and
the
Newcastle
region of
NSW,
Australia

Wisconsin,
USA

Connecticut,
USA

Tibingen,
Germany
and Zirich,
Switzerland

Argentina,
Australia,
Brazil,
Bulgaria,
Canada,
Chile,

Yes

Yes

No

Yes

Yes

Yes

No

Yes

No

No

No

No

No

No

No

No

506 280 (56)
757 379 (51)
80 34 (43)
298 142 (48)
1086 566 (52)
40 21 (53)
364 148 (41)
4595 2551 (56)

93

67

65

81

1. Placebo + Individual + Telephone Short Counselling
2. Bupropion Standard + Individual + Telephone Short
Counselling

1. Varenicline Standard + Individual + Telephone Short
Counselling

2. NRT Patch (24hrs) High + Individual + Telephone Short
Counselling

1. Placebo

2. Placebo

3. Varenicline Low

4. Varenicline Low

1. NRT Patch (24hrs) High + Individual Long Counselling
2. Usual Care

1. NRT Patch (24hrs) + Individual + Telephone Short
Counselling

2. Varenicline Standard + Individual + Telephone Short
Counselling

3. NRT Combo + Individual + Telephone Short Counselling

1. NRT Patch (24hrs) + Individual Long Counselling
2. Electronic Cigarette High + NRT Patch (24hrs) +
Individual Long Counselling

1. NRT Gum High
2. Placebo

1. Varenicline Standard + Individual Short Counselling
2. Bupropion Standard + Individual Short Counselling

3. NRT Patch (24hrs) High + Individual Short Counselling
4. Placebo + Individual Short Counselling



Bernstein
2011%°

Bernstein
2015%°

Bernstein
2016%*

Binnie 2007%

Bloch 2010%3

Grant Parallel RCT
R21DA017812

from the

National

Institute on

Drug Abuse

National Parallel RCT
Cancer

Institute of the

National

Institutes of

Health.

Grant Parallel RCT
RO1CA141479

from the

National

Cancer

Institute,

National

Institutes of

Health

Local NHS Parallel RCT
Smoking

Cessation

Services

(Smoking

Concerns,

Glasgow, UK)

and the dental

school

Junior Parallel RCT
Investigator

Award from

the National

Alliance for

Research on

Schizophrenia

and

Depression

NARSAD (AR)

and partially

supported by

Phillip Morris

12

52

12

52

16

Denmark,
Finland,
Germany,
Mexico, New
Zealand,
Russian
Federation,
Slovakia,
South Africa,
Spain,
USA

6 New York, Yes
USA

6 Connecticut, Yes
USA

4 Connecticut, Yes
USA

Glasgow, UK  Yes

14 Afula, Israel Yes

No

No

No

No

No

338

780

60

118

61

176 (52)

407 (52)

30 (50)

82 (69)

15 (25)

10

39

45

1. Usual Care
2. NRT Patch (24hrs) High + Individual + Telephone Short
Counselling

1. Usual Care
2. NRT Combo + Individual + Telephone Short Counselling

. NRT Combo
2. No Drug Treatment

[EEN

1. NRT Choice
2. Usual Care

1. Bupropion Standard + Group Counselling
2. Placebo + Group Counselling



Blondal 1999%*

Bohadana
2000%

Bolliger 2000%

Bolliger 2011%

Boyle 1992%

Brandon
2011%°

Brantmark
19733%
Buchkremer
198831

Bullen 201032

Bullen 201333

USA and
Phillip Morris
International
Pharmacia and
Upjohn
provided the
drugs and
placebo
Pharmacia&
Upjohn
Consumer
Healthcare,
Helsingborg,
Sweden
Pharmacia and
Upjohn
Consumer
Healthcare,
Sweden

Pfizer

Pfizer, Inc. via
Investigator
Initiated
Research
Grant
#GA3051LP

Deutsche
Forschungsge
meinschaft
Health
Research
Council and
the Heart
Foundation of
New Zealand
Health
Research
Council of New
Zealand

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

312

52

104

24

24

2.2

26

52

24

25

52

26

76

12

2.2

10

13

Reykjavik,
Iceland

Lorraine,
France

Basel and
Lausanne,
Switzerland

Brazil,
Venezuela,
Mexico,
Colombia,
Costa Rica,
South

Africa, Egypt,
UAE,
Lebanon,
Saudi Arabia,
Lebanon
Oregon, USA

Florida, USA

Lund,
Sweden
Germany

New Zealand

Auckland,
New Zealand

Yes

No

Yes

Yes

No

Yes

Yes

Yes

Yes

No

No

No

No

Yes

No

No

No

No

No

239

400

400

593

100

163

92

131

1100

657

159 (67)

204 (51)

210 (53)

233 (39)

3(3)

45 (28)

31 (34)

66 (50)

661 (60)

405 (62)

31

42

1. NRT Combo Standard + Group Counselling
2. NRT Patch (16hrs) Standard + Group Counselling

1. NRT Combo Standard + Individual Short Counselling
2. NRT Inhalator Standard + Individual Short Counselling

1. NRT Inhalator Standard + Individual Counselling
2. Placebo + Individual Counselling

1. Varenicline Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling

. NRT Gum Standard + Group Long Counselling
. Placebo + Group Long Counselling

. Varenicline Standard

. Placebo

N R, N B

. NRT Gum High

. Placebo

. NRT Patch (24hrs) Low + Group Counselling
. Placebo + Group Counselling

. No Drug Treatment + Group Counselling

. NRT Choice + Telephone Counselling

. NRT Choice + Telephone Counselling

NP, WNENBR

1. Electronic Cigarette High + Telephone Short
Counselling

2. NRT Patch (24hrs) High + Telephone Short Counselling
3. Placebo + Telephone Short Counselling



Burstein
20063

Caldwell
20143

Caldwell
20163

Campbell
1983%

Campbell
199138
Campbell
1996%*
Caponnetto
2013%

Carpenter
20114

Carpenter
20174

Pfizer

Health
Research
Council of New
Zealand.
Active Zonnic
mouth-spray
was provided
by Niconovum.
The Health
Research
Council of New
Zealand

Health
Education
Council and
Lundbeck Ltd,
who also
supplied the
chewing gum.
Pharmacia LEO

Ciba-Geigy Ltd.

Lega Italiana
AntiFumo

National
Institute on
Drug Abuse
Support was
provided by
NIH R21
DA037407 (to
M.J.
Carpenter),
P01 CA200512
(to K.M.
Cummings,
M.J.
Carpenter, and
M.L.
Goniewicz),
UL1 TR0O01450,
and P30
CA138313.
M.L.
Goniewicz's
laboratory is
supported via
P30
CA016056.

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

13

55

28

52

52

52

52

26

16

26

24

24

12

12

12

Orlando,
Phoenix,
Miami, USA
Wellington
and
Christchurch,
New Zealand

Wellington,
New
Zealand

UK

UK
UK

Catania, Italy

South
Carolina,
USA
South
Carolina,
USA

Not cessation
trial

Yes

Yes

Yes
Yes

No

No

Not
necessarily
motivated to
quit

No

No

No

No

No

No

No

No

No

24

1423

502

1618

212

234

300

943

68

7 (29)

763 (54)

254 (51)

599 (37)

93 (44)
126 (54)

110 (36)

605 (64)

41 (60)

50

71

88

54

1. Varenicline Low

2. Varenicline Standard

3. Placebo

1. NRT Combo High + Individual Short Counselling

2. NRT Patch (24hrs) High + Individual Short Counselling

1. NRT Combo High + Individual + Telephone Short
Counselling

2. NRT Patch (24hrs) High + Individual + Telephone Short
Counselling

1. Usual Care

2. Usual Care

3. Placebo

4. NRT Gum Standard

. NRT Gum

. Placebo

. NRT Patch (24hrs)

. Placebo

. Electronic Cigarette Low

. Electronic Cigarette Low

. Placebo

. NRT Lozenge + Telephone Counselling
. No Drug Treatment +

Telephone Counselling

1. No Drug Treatment

2. Electronic Cigarette High

(Three arms collapsed into two based on treatment)

NP, WNEFENENPRE



Carson 2014%

Chen 2013%

Chengappa
2014%

Christen
1984%

Cinciripini
1996*

Cinciripini
20134

B.W. Heckman
is supported
via K12
DA031794 and
K23
DA041616. T.L.
Wagener's
effort is
partially
supported by
the Oklahoma
Tobacco
Research
Center, which
is funded by
the Oklahoma
Tobacco
Settlement
Endowment
Trust
Department of
Respiratory
Medicine,
Queen
Elizabeth
Hospital,
Adelaide,
Australia
National
Health Bureau,
Department of
Health, Taiwan
The National
Institute of
Mental Health
(NIMH) of the
NIH. Pfizer
provided
drug/placebo
and an
investigator-
initiated grant
Merrell Dow
Pharmaceutica
Is, Inc,
Cincinnati
DHHS, and by
Ciba Geigy
Corporation
and Marion
Merrell Dow
NIDA, NCI;
varenicline

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

24

23

56

24

12

12

15

12

12

Adelaide,
Australia

Hualien
County,
Taiwan

Pittsburgh,
Pennsylvania
, USA

Indiana, USA

Texas, USA

Houston,
Texas, USA

Yes

Not
necessarily
motivated to
quit

Yes

Yes

Yes

Yes

No

No

No

No

No

No

392

184

60

223

64

294

126 (32)

13 (7)

41 (69)

123 (55)

45 (70)

114 (39)

96

66

89

67

1. Varenicline Standard + Telephone Short Counselling
2. No Drug Treatment + Telephone Short Counselling

1. NRT Patch (24hrs) High + Group Short Counselling
2. NRT Patch (24hrs) High + Group Short Counselling

1. Varenicline Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

1. NRT Gum Standard
2. Placebo

1. No Drug Treatment + Group Long Counselling
2. NRT Patch (24hrs) High + Group Long Counselling

1. Varenicline Standard + Individual + Telephone Long
Counselling



Cinciripini
2018%

Cooney 2009°°

Cosci 2015

Covey 200752

Cox 20123

Cravo 2016

supplied by
Pfizer

United States Parallel RCT
National

Institutes of

Health (NIH)

and by The

University of

Texas MD

Anderson's

Cancer Center,

funded by the

National

Cancer

Institute (NCI).

National Parallel RCT
Institute on

Alcohol Abuse

and

Alcoholism

and the

Department of

Veterans

Affairs.

No funding Parallel RCT

National Open Label
Institute on followed by
Drug Abuse, Parallel RCT
National

Alliance for

Research on

Schizophrenia

and Affective

Disorders and

the Suzanne C.

Murphy

Foundation.

federally Parallel RCT
funded;

National

Cancer

Institute,

National

Institutes of

Health,

National

Institute for

Minority

Health and

Disparities

Fontem Parallel RCT
Ventures B.V.

53

52

48

26

12

12 Houston,
Texas, USA

24 Connecticut,
USA

0.07 Florence,

Italy

24 New York,
USA

7 Missouri,
USA

12 Leedsand
Wales, UK

Yes

Yes

No

Yes

Yes

No

No

No

No

No

No

No

385

96

80

294

540

419

160 (42)

28 (29)

52 (65)

131 (45)

357 (66)

182 (43)

62

90

70

0

2. Bupropion Standard + Individual + Telephone Long
Counselling

3. Placebo + Individual + Telephone Long Counselling
1. Varenicline Standard + Bupropion Standard +
Individual + Telephone Short Counselling

2. Varenicline Standard + Individual + Telephone Short
Counselling

3. Placebo + Individual + Telephone Short Counselling

1. NRT Combo High + Individual Short Counselling
2. NRT Patch (24hrs) High + Individual Short Counselling

1. NRT Patch (24hrs) Standard

2. Placebo

1. Bupropion Standard + NRT Gum Standard + Individual
Short Counselling

2. Bupropion Standard + Individual Short Counselling

3. NRT Gum Standard + Individual Short Counselling

4. Placebo + Individual Short Counselling

1. Bupropion Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

1. Electronic Cigarette Low
2. No Drug Treatment



Croghan
2003%

Cummings
201156

Cummins
2016

Dale 1995°%

Dale 20025%°

Dale 2007°°

Dalsgard
2004%

Daughton
1991%2

Daughton
1999/TNSG
1991%

Imperial
Brands plc is
the parent
company of
Fontem
Ventures B.V.,
the
manufacturer
of the EVP
prototype
used in this
study

Public Health
Service and
the National
Cancer
Institute

New York
State
Department of
Health
National
Cancer
Institute
Lederle
Laboratories,
Pearl River, NY

National
Cancer
Institute
GlaxoSmithKIi
ne, Denmark

ALZA Corp,
Palo Alto,
Calif, Merrell
Dow Research
Institute,
Cincinnati,
Ohio.

Alza Corp.

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Two Parallel
RCTs

24

28

24

52

24

52

26

24

268

12

12

12

USA

New York,
USA

California,
USA

Minnesota,
USA

Minnesota,
USA
Minnesota,
West
Virginia, USA
Eastern part
of
Denmark,
Denmark
California
and Omaha,
USA

Indiana,
Minnesota,
Nebraska,
California,
Vermont,
West

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

Yes

Yes

No

No

No

10

1384

2806

1270

71

68

225

336

158

935

803 (58)

1563 (56)

550 (43)

39 (55)

1(2)

0(0)

250 (75)

84 (53)

564 (60)

51

100

98

1. NRT Patch (16hrs) Standard
. NRT Nasal Spray Standard
3. NRT Combo Standard

N

1. NRT Patch (24hrs) + Telephone Short Counselling
2. NRT Patch (24hrs) + Telephone Short Counselling
3. NRT Patch (24hrs) + Telephone Short Counselling

1. NRT Patch (24hrs) High + Telephone Long Counselling

2. No Drug Treatment + Telephone Long Counselling

1. NRT Patch (24hrs) + Individual + Group Long
Counselling

2. NRT Patch (24hrs) Low + Individual + Group Long
Counselling

3. NRT Patch (24hrs) High + Individual + Group Long
Counselling

4. NRT Patch (24hrs) High + Individual + Group Long
Counselling

1. Bupropion Standard + Individual Short Counselling
. Placebo + Individual Short Counselling

. Bupropion Standard

. Placebo

N N

1. Bupropion Standard + Individual Counselling
2. Placebo + Individual Counselling

1. NRT Patch (24hrs) Low + Individual + Group Short
Counselling

2. NRT Patch (16hrs) Low + Individual + Group Short
Counselling

3. Placebo + Individual + Group Short Counselling

1. NRT Patch (24hrs) High + Group Long Counselling

2. NRT Patch (24hrs) Standard + Group Long Counselling

3. NRT Patch (24hrs) Low + Group Long Counselling
4. Placebo + Group Long Counselling



Dautzenberg
2001

Davidson
19985°

deJong 2018°¢

Dogar 2018%

Du 2015°%

Ebbert 2007%°

Ebbert 20097°

Ebbert 20107

Ebbert 201172

Ebbert 201373

Ebbert 20147*

Ebbert 20157°

Ebbert 20177°

Novartis
Consumer
Health
Elan

Pharmaceutica

| Research
Corporation,

Gainesville, Ga

N/A

GRAND 2014,
supported by

Pfizer

GlaxoSmithKli
ne Consumer

Healthcare
National
Cancer
Institute

National
Cancer
Institute
National
Cancer
Institute
National
Cancer
Institute

National
Institutes of
Health
National
Institutes of
Health (NIH)
Pfizer

Pfizer

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

26

24

12.86

25

0.14

24

24

24

24

24

52

52

24

12

4.29

12

0.14

12

12

12

12

24

12

Virginia,
Missouri,
Oregon, USA
France

Maryland,
Illinois, USA

Ede,
Deventer,
Netherlands

Punjab,
Pakistan

New Jersey,
USA

Minnesota,
USA

Minnesota,
USA

Minnesota
and Oregon,
USA
Minnesota
and
Wisconsin,
USA
Minnesota,
USA

Minnesota,
USA

USA,
Australia,
Canada,
Czech
Republic,
Egypt,
Germany,
Japan,
Mexico,
Taiwan, UK
Minnesota,
USA

Yes

Yes

Not

necessarily

motivated to

quit
Yes

No

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

No

Yes

Yes

Yes

Yes

Yes

No

No

No

11

436

802

47

510

120

42

270

60

76

52

506

1510

93

227 (52)

431 (54)

19 (40)

81 (16)

72 (60)

6(2)

0(0)

0(0)

0(0)

239 (47)

659 (44)

56 (60)

89

74

98

96

93

97

94

93

62

87

. NRT Lozenge Low
. Placebo

. NRT Patch (24hrs) High
. Placebo

. NRT Patch (24hrs)
. Placebo

. Varenicline Standard + Individual Long Counselling
. Placebo + Individual Long Counselling

1. NRT Lozenge Standard

2.

NRT Gum Standard

(Two out of three arms extracted)

[EEN

N R, B WN

[E

1.

. Placebo + Individual Short Counselling

. NRT Patch (24hrs) High + Individual Short Counselling
. NRT Patch (24hrs) High + Individual Short Counselling
. NRT Patch (24hrs) High + Individual Short Counselling
. NRT Lozenge High + Individual Short Counselling

. Placebo + Individual Short Counselling

. Placebo + Telephone Short Counselling
. NRT Lozenge High + Telephone Short Counselling

. Varenicline Standard + Individual Short Counselling

. Placebo + Individual Short Counselling

. NRT Patch (24hrs) High + Individual Short Counselling
. Placebo + Individual Short Counselling

Varenicline Standard + Bupropion Standard +

Individual Short Counselling

2. Varenicline Standard + Individual Short Counselling
1. Varenicline Standard + Individual + Telephone Short
Counselling

2. Placebo + Individual + Telephone Short Counselling

1. Varenicline Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling



Ehrsam 199177

Eisenberg
201378

Eisenberg
20167
Ellerbeck
2018%

Etter 20028

Etter 2009%2

Evins 200183

Parallel RCT 52
Canadian Parallel RCT 52
Institutes of
Health
Research and
the Heart and
Stroke
Foundation of
Quebec
Pfizer Parallel RCT 24
Award CER- Parallel RCT 52
1306-0901
from the
Patient-
Centered
Outcomes
Research
Institute
(PCORI),
Clinical and
Transitional
Science Award
UL1TRO00001
from the NIH—
National
Center for
Advancing
Translational
Science
(NCATS)
Swiss National Parallel RCT 264
Science
Foundation
and the Swiss
Federal Office
of Public
Health
Swiss National Parallel RCT 52
Science
Foundation
National
Association for
Research on
Schizophrenia
and Affective
Disorders
(NARSAD),
Glaxo
Wellcome Inc.
provided
Bupropion HCI
sustained

Parallel RCT 24

12

52

24

12

12

Basel, Zurich,
Switzerland
Canada, USA,
Bangladesh,
Iran,
Pakistan,
India, Tunisia

USA and
Canada
Missouri,
USA

Geneva,
Vaud, and
Valais,
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76 (25)
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1. NRT Patch (24hrs)
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0 (0)
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Varenicline Standard + Group Long Counselling
Placebo + Group Long Counselling

. Varenicline Standard

. Placebo
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1. NRT Patch (24hrs) High + Individual Short Counselling
2. Placebo + Individual Short Counselling

1. No Drug Treatment

2. No Drug Treatment

3. NRT Choice

4. NRT Choice
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23

116

696

504

893

1027

584

443

130
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64 (55)

281 (40)

267 (53)

464 (52)

433 (42)

8 (1)

267 (60)

21 (16)

24 (17)

98

93

84

95

85

70

1. NRT Gum Standard + Group Long Counselling
2. Placebo + Group Long Counselling

1. Varenicline + Individual + Group Long Counselling
2. Usual Care

1. NRT Patch (24hrs) High + Individual Short, Group Long,
or No Counselling

2. NRT Patch (24hrs) High + Individual Short, Group Long,
or No Counselling

(Six arms collapsed into two arms across treatments)

1. Placebo + Individual + Telephone Short Counselling

2. NRT Patch (24hrs) High + Individual + Telephone Short
Counselling

3. Bupropion Standard + Individual + Telephone Short
Counselling

4. Bupropion Standard + NRT Patch (24hrs) High +
Individual + Telephone Short Counselling

. Varenicline Standard + Individual Short Counselling

. Bupropion Standard + Individual Short Counselling

. Placebo + Individual Short Counselling

. NRT Patch (24hrs) High + Individual Short Counselling

. Placebo + Individual Short Counselling

N, WN B

[EEN

. NRT Choice + Telephone Long Counselling
2. NRT Choice + Telephone Long Counselling

1. NRT Patch (24hrs) High + Group Long Counselling
2. NRT Patch (24hrs) High + Group Long Counselling

1. NRT Patch (24hrs) High + Individual Counselling
2. Bupropion Standard + NRT Patch (24hrs) High +
Individual Counselling
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Parallel RCT
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followed by
Parallel RCT
Parallel RCT

Parallel RCT
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Parallel RCT
Parallel RCT

42

52

52

52

24

52

52

52
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8

25

14

24

36

24

Michigan,
USA
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USA
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USA
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Yes

Yes

Yes

Not
necessarily
motivated to
quit

Yes

Yes

No

No

No

No

No

No

No

No

No

No

24

11

75

408

362

1298

446

374

314

38

168

6 (55)

46 (61)

169 (41)

167 (46)

562 (43)

146 (39)

183 (58)

2(5)

92 (55)

83

86

77

1. Bupropion Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

1. NRT Gum Standard
2. No Drug Treatment
(Three arms collapsed into two)

[EEN

. NRT Patch (16hrs) Standard
2. NRT Patch (16hrs) High

1. Bupropion Low + Individual Long Counselling
2. Placebo + Individual Long Counselling

1. NRT Choice + Telephone Long Counselling
2. NRT Choice + Telephone Long Counselling

1. Varenicline Standard + NRT Patch (16hrs) Standard +
Individual Short Counselling
2. Varenicline Standard + Individual Short Counselling

. NRT Combo Standard

. NRT Patch (16hrs) Standard

. Placebo

. NRT Choice + Individual Short Counselling
. Placebo + Individual Short Counselling

N =, WN -

1. NRT Gum Standard + Group Counselling
2. NRT Patch (24hrs) High + Group Counselling

1. Usual Care
2. NRT Patch (24hrs) + Individual Short Counselling
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52

27

6 California,
USA
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Yes

Yes

No

No

No

25

30

222

350

3(10)

122 (55)

213 (54)

53

64

1. NRT Patch (24hrs) + Individual Short Counselling
2. Electronic Cigarette Low + Individual Short Counselling

1. NRT Inhalator Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

1. NRT Patch (24hrs) High + Group Long Counselling
2. NRT Nasal Spray Standard + Group Long Counselling



Lerman
201580

Levin 1994181

Levine 20102

Lewis 1998183

e Cancer
Center.
Nicotine nasal
spray
(Nicotrol) was
provided by
Pharmacia and
Upjohn,
Helsingborg,
Sweden.
National
Institutes of
Health,
Canadian
Institutes of
Health
Research,
Abramson
Cancer Center,
Centre for
Addiction and
Mental Health
Foundation,
and
Pennsylvania
Department of
Health

Elan
Pharmaceutica
Is, a grant
from the
National
Institute of
Drug Abuse
(DA 02665),
and the
Medical
Research
Service of the
Department of
Veteran Affairs
National
Institute on
Drug Abuse

Elan
Pharmaceutica
| Research
Corporation,
Gainsville,
Georgia, and
Athlone,
Ireland

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52
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24

12

8
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Canada
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Carolina,
USA
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, USA

Wisconsin, Yes No
USA

26

1246

62

349

185

543 (44)

349 (100)

85 (46)

55

86

1. Placebo + Group + Telephone Long Counselling

2. Placebo + Group + Telephone Long Counselling

3. NRT Patch (24hrs) High + Group + Telephone Long
Counselling

4. NRT Patch (24hrs) High + Group + Telephone Long
Counselling

5. Varenicline Standard + Group + Telephone Long
Counselling

6. Varenicline Standard + Group + Telephone Long
Counselling

1. Placebo + Group Counselling
2. NRT Patch (24hrs) High + Group Counselling

. Bupropion Standard + Group Long Counselling
. Placebo + Group Long Counselling

. Bupropion Standard + Group Long Counselling
. Placebo + Group Long Counselling

. Usual Care

. Placebo + Telephone Short Counselling

WNE PPWNR

. NRT Patch (24hrs) High + Telephone Short Counselling
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Yes
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No 69
No 1792
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27

848 (47)

58 (29)

70 (34)

71(33)

475 (53)

76

66

70

84

1. Bupropion Standard

2. Placebo

1. No Drug Treatment + Individual Counselling

2. NRT Patch (24hrs) High + Individual Counselling

1. Varenicline Standard
2. Placebo

1. Varenicline Standard + Individual Long Counselling

2. Placebo + Individual Long Counselling

1. NRT Gum + Group Counselling
2. Placebo + Group Counselling

1. NRT Lozenge High
2. NRT Gum High
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Counselling

2. Placebo + Telephone Short Counselling
3. No Drug Treatment + Telephone Short Counselling

1. Placebo +
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collapsed into
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drug
treatment)

1. Varenicline Standard

2. Placebo

1. Varenicline Low
2. Placebo

1. Varenicline Standard + Individual Counselling

2. Placebo + Individual Counselling
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1. NRT Patch (24hrs) High
2. Placebo

50 1. Varenicline Standard + Individual Long Counselling
2. Placebo + Individual Long Counselling

69 1. Varenicline Standard + Group Counselling

2. Placebo + Group Counselling
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47 16 (34)
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112 59 (53)
619 155 (25)

1.
2.
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NRT + Individual Counselling
Usual Care

. Usual Care
. No Drug Treatment + Individual Short Counselling
. NRT Choice + Individual Short Counselling

. NRT Gum Standard

. Placebo

. NRT Patch (24hrs) High + Individual Counselling
. Placebo + Individual Counselling

. Bupropion Standard
. Placebo

. NRT Patch (24hrs) High + Individual Short Counselling
. Placebo + Individual Short Counselling

. Varenicline Standard + Individual Short Counselling

. Placebo + Individual Short Counselling

. Varenicline Low + Individual Short Counselling

. Varenicline Low + Individual Short Counselling

. Varenicline Standard + Individual Short Counselling
. Placebo + Individual Short Counselling
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408
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32

262 (51)

152 (100)

229 (56)

119 (40)

0 (0)

4 (6)

. Varenicline Low + Individual Short Counselling

. Varenicline Low + Individual Short Counselling

. Varenicline Standard + Individual Short Counselling
. Varenicline Standard + Individual Short Counselling
. Placebo + Individual Short Counselling

. NRT Patch (24hrs) High + Group Long Counselling

. Placebo + Group Long Counselling

NRT Lozenge + Telephone or No Counselling
NRT Gum + Telephone or No Counselling

(Four arms collapsed to two across drugs)
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2
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2
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2.
1
2
3
4
1
2
0 1
2

. Placebo

. NRT Patch (16hrs) Standard

. NRT Patch (16hrs) Standard

. NRT Patch (16hrs) High

. NRT Combo + Individual Counselling
. Usual Care

. NRT Patch (24hrs) High

. Placebo
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1. Placebo + Individual Short Counselling

2. Bupropion Standard + Individual Short Counselling

3. NRT Lozenge + Individual Short Counselling

4. NRT Patch (24hrs) High + Individual Short Counselling
5. Bupropion Standard + NRT Lozenge + Individual Short
Counselling

6. NRT Combo High + Individual Short Counselling

1. NRT Patch (24hrs) + Individual Short Counselling
2. NRT Combo + Individual + Telephone Short Counselling

1. Bupropion Standard + Individual + Telephone Short
Counselling

2. Placebo + Individual + Telephone Short Counselling
1. Varenicline Standard

2. Placebo

1. Varenicline Standard
2. Placebo
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1. No Drug Treatment + Counselling
2. NRT Combo + Counselling
3. Varenicline Standard + Counselling

1. NRT Gum High + Group Long Counselling
2. Placebo + Group Long Counselling

1. NRT Combo Standard
2. NRT Gum Standard

1. Varenicline Standard + NRT Patch (24hrs) High +
Individual Short Counselling

2. Varenicline Standard + Individual Short Counselling
1. Usual Care

2. NRT Gum + Individual + Telephone Short Counselling

23 1. Varenicline Standard
2. Placebo
(Two out of four arms extracted)
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. No Drug Treatment + Individual Short Counselling

. NRT Patch (16hrs) Low + Individual Short Counselling
. NRT Patch (24hrs) + Group Counselling

. Placebo + Group Counselling

. NRT Inhalator Standard
. Placebo

. Varenicline Standard + Individual Short Counselling
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Research
Service of the
Veterans
Administration
Grant to Duke
University
from Philip
Morris, USA
Philip Morris
USA

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Open Label
followed by
Parallel RCT

520

52

52

52

24

24

26

10

12

12

12

13

12

15

Korea,
Taiwan, UK,
USA
Sydney,
Australia

Massachuset

ts, USA

Argentina,
Australia,
Brazil,
Canada,
Czech
Republic,
Denmark,
France,
Germany,
Greece,
Mexico,
Netherlands,
Republic of
Korea,
Taiwan, UK,
USA

Bilbao, Spain

Rhode
Island, USA

California,
USA

North
Carolina,
USA

North
Carolina,
USA

Yes

Yes

Yes

Yes

Not
necessarily
motivated to
quit

Yes

Yes

Yes

No

No

No

No

No

No

No

No

36

315

254

714

218

137

65

379

570

164 (52)

79 (31)

152 (21)

30 (14)

64 (47)

217 (57)

253 (46)

94

81

83

81

63

. NRT Patch (24hrs) High + Group Long Counselling
. Placebo + Group Long Counselling

. Bupropion Standard + Individual Long Counselling
. Placebo + Individual Long Counselling

N R, N -

1. Varenicline Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

1. Usual Care
2. NRT Patch (24hrs) + Individual Short Counselling

[E

. Varenicline Standard + Individual Long Counselling
2. NRT Patch (24hrs) High + Individual Long Counselling

1. NRT Patch (24hrs) High + Group Counselling
2. Placebo + Group Counselling

1. NRT Patch (24hrs) High
2. NRT Patch (24hrs) High
(Two out of four arms extracted)

1. NRT Patch (24hrs) High + Individual Short Counselling
2. Bupropion Standard + NRT Patch (24hrs) High +
Individual Short Counselling



Rose 20142

Rose 2017%4¢

Rovina 2009%*

Rungruanghir
anya 200824

Russell
19832

Rutgers
2011%°

Sachs 199325

Grant 1P50
DA027840
from the
National
Institute on
Drug Abuse
and a grant
from Philip
Morris, USA
Grant 1P50
DA027840
from the
National
Institute on
Drug Abuse
and a grant
from Philip
Morris, USA

Thai Health
Promotion
Foundation,
and

Srinakharinwir

ot University
Medical
Research
Council and
the AB Leo
Research
Foundation,
Sweden
Rutgers, The
State
University of
New Jersey;
Pfizer
National
Institute on
Drug Abuse
and by Kabi
Pharmacia AB

Open Label
followed by
Parallel RCT

Open Label
followed by
Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

24

13

71

12

52

24

52

12

12

19

12

18

North
Carolina,
USA

North
Carolina,
USA

Athens,
Greece

Nakornnayok
, Nonthaburi,
Thailand

South
London and
Kent, UK

New Jersey,
USA

California,
USA

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

No

No

No

222 120 (54)
174 0(0)
205 82 (40)
43 1(2)
2106 1200 (57)
63 31 (49)
220 130 (59)

37

62

71

100

3. Varenicline Standard + NRT Patch (24hrs) High +
Individual Short Counselling

4. NRT Patch (24hrs) High + Individual Short Counselling
5. NRT Patch (24hrs) High + Individual Short Counselling
6. Bupropion Standard + NRT Patch (24hrs) High +
Individual Short Counselling

7. Varenicline Standard + NRT Patch (24hrs) High +
Individual Short Counselling

1. Varenicline Standard + Individual Short Counselling
2. Varenicline Standard + Bupropion Standard +
Individual Short Counselling

1. Varenicline Standard + Bupropion Standard +
Individual Short Counselling
2. Varenicline Standard + Individual Short Counselling

. Bupropion Low + Individual Short Counselling
. Bupropion Low + Group Long Counselling

. Bupropion Low + Group Long Counselling

. No Drug Treatment + Group Long Counselling
. NRT Gum + Individual Short Counselling

. Placebo + Individual Short Counselling

N R, D WNPRE

1. No Drug Treatment
. No Drug Treatment
3. NRT Gum Standard

N

1. Varenicline Standard + Counselling
2. Placebo + Counselling

1. NRT Patch (16hrs) Standard
2. Placebo



SadrAzodi
2009%>?

Schacht
2014253

Schmitz
2007%*

Schneider
1983A%%°

Schneider
1995256

Schneider
1996%7

and Parke-
Davis
Swedish
National
Institute of

Public Health

and the
Regional

county council

(Stockholm
Lans
Landsting),
Olle Engkvist
Byggmastare
Foundation
Grants from
the National
Institute on

Alcohol Abuse

and
Alcoholism
(NIAAA),
including the
Charleston
Alcohol
Research
Center (P50
AA010761).
Drs. Schacht

and Anton are
supported by
K99 AA021419

and K05
AA017435,
respectively
National
Institute on
Drug Abuse

National
Institute on
Drug Abuse
and the
Medical
Research

Service of the

Veterans

Administration

VA Merit
Review and
Pharmacia
(Sweden)
VA Merit

Review and by

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

60

52

52

52

52

8 Stockholm,

2

7

24

24

Sweden

South
Carolina,
USA

Texas, USA

California,
USA

California,
USA

California,
USA

Yes

No

Yes

Yes

Yes

Yes

No

No

No

No

No

No

117

40

154

60

255

223

38

48 (47)

17 (43)

154 (100)

36 (60)

114 (45)

83 (37)

1. NRT Choice + Individual + Telephone Counselling

2. Usual Care

1. Varenicline Standard
2. Placebo

. Placebo + Group Long Counselling
. Placebo + Group Long Counselling
. Bupropion Standard + Group Long Counselling
. Bupropion Standard + Group Long Counselling

N R, B WNPRE

. Placebo + Individual Long Counselling

1. NRT Nasal Spray Standard
2. Placebo

1. NRT Inhalator Standard
2. Placebo

. NRT Gum Standard + Individual Long Counselling



Schnoll
2010A%8

Schnoll
2010B2%°

Schnoll
2013%0

Schnoll
201526

Pharmacia &
Upjohn,
Sweden
National
Cancer
Institute and
the National
Institute on
Drug Abuse
American
Cancer Society
and National
Institutes of
Health

Grants from
the National
Institute on
Drug Abuse
(NIDA ; R21
DA026889 ,
R0O1 DA025078
, P30 DA12393
), by a grant
from the NIDA
and the
National
Cancer
Institute (NCI ;
P50 CA143187
), and by a
grant from the
NIDA , the NCI
, the National
Institute of
General
Medical
Sciences , and
the National
Human
Genome
Research
Institute ( UO1
DA020830)
National
Institute on
Drug Abuse
and the
National
Cancer
Institute

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

24

52

24

12

Pennsylvania
, USA

Pennsylvania
, New York,
Washington
DC,
Louisiana,
Georgia,
Tennessee,
Florida, New
Jersey, USA
Pennsylvania
, USA

52 Pennsylvania

and lllinois,
USA

Yes

Yes

Yes

Yes

No

No

No

No

39

575

651

87

525

257 (45)

365 (57)

45 (52)

266 (51)

85 1. NRT Patch (24hrs) High + Counselling
2. NRT Patch (24hrs) High + Counselling

63 1. NRT Patch (24hrs) High + Individual Long Counselling
2. NRT Lozenge + Individual Long Counselling

69 1. NRT Patch (24hrs) High + Individual + Telephone
Counselling
2. NRT Patch (24hrs) High + Individual + Telephone
Counselling

48 1. NRT Patch (24hrs) High + Individual + Telephone
Counselling
2. NRT Patch (24hrs) High + Individual + Telephone
Counselling
3. NRT Patch (24hrs) High + Individual + Telephone
Counselling



Schnoll
2019%%2

Schuurmans
2004%%3

Selby 2003264

SelmaBozkurt
Zincir 2013%%5

Severson
2015%6

Sharma
2018%7

Sheng 2013268

Sherman
20082%%°

Shiffman
2002%7°

NIH,
Grant/Award
Numbers: K24
DA045244 and
RO1 CA165001
Grant from the
Swiss Science
Foundation
(MMS)
GlaxoSmithKIi
ne

National
Cancer
Institute of the
National
Institutes of
Health

EU-FP7 and
ICMR

Zhejiang Jinxin
Pharmaceutica
| Co, Ltd
California
Tobacco-
Related
Disease
Research
Program and
by the VA
Health
Services
Research and
Development
Center of
Excellence for
the Study of
Health Care
Provider
Behavior
GlaxoSmithKli
ne Consumer
Healthcare,
Parsippany, NJ

Open Label
followed by
Parallel RCT

Parallel RCT
followed by
Open-Label
Phase

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel Quasi-
RCT

Parallel RCT

52

28

52

28

24

24

12

26

52

24

14

12

12

12

24

Pennsylvania
, USA

Cape
metropolis,
South Africa

Canada

Istanbul,
Turkey

Oregon, USA

National
Capital
Region of
Delhi and
Andhra
Pradesh,
India
Beijing,
China

California,
USA

Bristol,
London,
Glasgow,
Coventry, UK
and
Minnesota,
Texas,

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

Yes

No

No

No

No

40

207

200

284

251

1067

800

257

178

1818

105 (50)

88 (44)

146 (51)

26 (2)

2(0.3)

14 (5)

1031 (57)

70

87

98

96

94

1. Varenicline Standard + Individual + Telephone
Counselling
2. Varenicline Standard + Individual + Telephone
Counselling

1. NRT Patch (16hrs) + Individual Short Counselling
2. NRT Patch (16hrs) + Individual Short Counselling

. Bupropion Standard + Counselling

. Placebo + Counselling

. Bupropion Standard

. Varenicline Standard

. NRT Choice

. No Drug Treatment + Telephone Long Counselling
. NRT Lozenge High

. NRT Lozenge High + Telephone Long Counselling

WNEFEPE WNEDNPRP

[EEN

. NRT Gum + Individual Short Counselling
. No Drug Treatment + Individual Short Counselling

N

1. Placebo + Individual Short Counselling
2. Bupropion Standard + Individual Short Counselling

1. Bupropion Standard + NRT Patch (24hrs) High + Group
Long Counselling
2. Bupropion Standard + Group Long Counselling

1. NRT Lozenge Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

3. NRT Lozenge High + Individual Short Counselling

4. Placebo + Individual Short Counselling



Shiffman
2006771

Shiffman
200972

Shim 201273

Shoptaw
200874

Siddiqi 20132

Simon 1997%7¢

Simon 2004%”7

Grant
DA06084 to
Saul Shiffman
from the
National
Institute on
Drug Abuse
SmithKline
Beecham
Consumer
Healthcare,
now
GlaxoSmithKIi
ne Consumer
Healthcare
(GSKCH)

Grant from the
Stanley
Medical
Research
Institute
(07TGS-1051)

International
Development
Research
Centre
California
Tobacco-
Related
Disease
Research
Program,
Oakland
California
Tobacco-

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Cluster RCT

Parallel RCT

Parallel RCT

24

14

25

52

52

24

12

12

Oklahoma,

Utah, New

Jersey,

Kentucky,

New York,

North

Carolina,

USA

Pennsylvania Yes No
, USA

Texas, Yes No

Washington,

New Jersey,

Oklahoma,

Arizona,

Oregon,

Minnesota,

Arkansas,

New York,

Utah,

Florida,

lllinois,

California,

Nebraska,

Massachuset

ts, USA

Korea Not cessation No
trial

California, Not No
USA necessarily
motivated to
quit
Jhang and Yes No
Sargodha,
Pakistan

California, Yes No
USA

California, Yes No
USA

41

324

3297

120

73

1955

324

244

166 (51)

1878 (57)

34 (28)

26 (36)

90 (5)

34 (14)

85

87

56

69

69

[E

. NRT Patch (24hrs) High + Group Counselling
2. Placebo + Group Counselling

. Placebo

. NRT Gum Standard
. Placebo

. NRT Gum High

A WN -

1. Varenicline Standard
2. Placebo

1. Bupropion Standard + Individual Counselling
2. Placebo + Individual Counselling

1. Bupropion Low + Individual Long Counselling
2. No Drug Treatment + Individual Long Counselling
3. Usual Care

1. NRT Choice + Individual + Telephone Long Counselling
2. No Drug Treatment + Individual Short Counselling

1. Bupropion Standard + NRT Patch (24hrs) High +
Individual + Telephone Long Counselling



Simon 2009%78

Singh 201027

Smith 2009%%°

Smith 20162**

SMK20001%%2

Sonderskov
1997283

Sorensen
2003284

Southernlllino
isUniversityCa
rbondale
2005%%

Related
Disease
Research
Program,

Oakland, Calif.

California
Tobacco-
Related
Disease
Research
Program
Nil

National
Institutes of
Health from
the National
Institute on
Drug Abuse
and the
National
Cancer

Institute, UW-

Madison
Grant from
Stanley
Medical
Research
Foundation
(www.

stanelyresearc

h.org)
GlaxoSmithKli
ne

Ciba-Geigy

Grants from
The Danish
Research
Council (no.

9801273), The

Danish Health
Insurance
Fund, and
Bispebjerg
Hospital
Southern
lllinois
University
Carbondale;
National
Institute on

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

24

16

24

12

52

26

7.29

12

7

12

12

12

8.86

California,
USA

Delhi, India

Wisconsin,
USA

New York,
USA, Tel
Aviv, Israel,
Beijing,
China

USA

Aarhus and
Copenhagen,
Denmark
Copenhagen,
Denmark

lllinois, USA

Yes

Yes

Yes

Not
necessarily
motivated to
quit

Yes

Yes

Yes

Yes

No

No

No

No

No

No

No

No

42

85

30

1346

91

286

522

60

127

3(4)

1(3)

753 (56)

138 (48)

330 (63)

20(33)

58 (46)

74

87

31

93

2. NRT Patch (24hrs) High + Individual + Telephone Long
Counselling

1. Bupropion Standard + Individual + Telephone Long
Counselling
2. Placebo + Individual + Telephone Long Counselling

. Bupropion Standard + Individual Long Counselling
. Placebo + Individual Long Counselling

. Bupropion Standard + Telephone Counselling

. NRT Lozenge + Telephone Counselling

. NRT Patch (24hrs) High + Telephone Counselling

. Bupropion Standard + NRT Lozenge + Telephone
Counselling

5. NRT Combo High + Telephone Counselling

P LONENBRE

1. Placebo + Individual Short Counselling
2. Varenicline Standard + Individual Short Counselling

1. Placebo

2. Bupropion Standard

1. NRT Patch (24hrs)

2. Placebo

(Four arms collapsed into two across treatments)
1. NRT Choice + Individual + Telephone Counselling
2. No Drug Treatment

1. Bupropion Standard

2. NRT Patch (24hrs) High
3. Placebo

4. Waitlist



StanfordUnive
rsity 2011286

Stapleton
1995%7

Stapleton
2011%%8

Stapleton
2013%°

Stein 20132%°

Steinberg

2009

Steinberg

2011*?

Steinberg
2018%%

Sutherland
19922%

Drug Abuse
(NIDA)
Stanford
University,
Pfizer

Pharmacia AB,
Medical
Research
Gouncil and
Imperial
Cancer
Research Fund
UK Medical
Research
Council and
Pharmacia/Mc
Neil AB
Department of
Health for
England

National
Cancer
Institute, NIDA
Cancer
Institute of
New Jersey
and the Robert
Wood Johnson
Foundation
Robert Wood
Johnson
Foundation,
Pfizer

Global
Research
Award for
Nicotine
Dependence
(GRAND) grant
#WS777117 —
An
independent
competitive
grants
program
supported by
Pfizer

Medical
Research
Council and
Imperial

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

4.43

52

12

24

24

26

24

24

182

4.43

18

12

12

24

26

12

12

California,
USA

15 English
counties,
including
London, UK

England, UK

London,
Essex, UK

New
England, USA

New Jersey,
USA

Moderate-
sized urban
center, USA

New Jersey,
USA

London, UK

Not
necessarily
motivated to
quit

Yes

Yes

Yes

Yes

Yes

Yes

No

Yes

No

No

No

No

No

No

No

No

No

43

17

1200

761

1071

315

127

79

64

227

6 (35)

686 (57)

436 (57)

570 (53)

159 (50)

82 (65)

32 (41)

29 (45)

146 (64)

79

79

61

72

47

1.
2.

1.
2.

Placebo + Counselling
Varenicline Low + Counselling

NRT Patch (16hrs) + Individual Short Counselling
Placebo + Individual Short Counselling

1. NRT Nasal Spray Standard + Individual Short
Counselling
2. Placebo + Individual Short Counselling

1.
2.
3.

NRT Choice + Group Long Counselling
Bupropion Standard + Group Long Counselling
Bupropion Standard + NRT Choice + Group Long

Counselling

N =, WN -

N

1.
2.

. NRT Combo High + Individual Short Counselling

. Varenicline Standard + Individual Short Counselling
. Placebo + Individual Short Counselling

. Bupropion Low + NRT Combo High

. NRT Patch (24hrs) High

. Varenicline Standard + Individual Short Counselling
. Placebo + Individual Short Counselling

. Varenicline Standard + Individual Long Counselling

Placebo + Individual Long Counselling

NRT Nasal Spray Standard + Group Long Counselling
Placebo + Group Long Counselling



Swan 20032%%

Tashkin
20012%

Tashkin
201127

Thomsen
2010%%®

Thorsteinsson
2001%%°

Tidey 20113

Tonnesen
1988301

Tonnesen
1988302

Cancer
Research Fund
National
Cancer
Institute,
Bethesda, Md
Glaxo
Wellcome Inc,
USA

Pfizer Inc

The Lundbeck
Foundation,
Doctor Fritz
Karner and
wife Edith
Karner’s
Foundation,
Aase og Einar
Danielsen’s
Foundation,
The Research
Council at
Herlev
University
Hospital, Civil
Engineer Bent
Bagh and Wife
Inge Bggh's
Foundation,
and The Tryg
Foundation
Supported in
part by a grant
from NIH to
UCSD MHCRC
MH30914, and
a grant from
Tobacco
Related
Disease
Research
Program #4RT-
0301 (JCG)

Danish
National
Tuberculosis
Foundation

H. Lundbeck
A/S, Denmark

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

26

52

52

4.14

3.14

104

92

12

12

3

16

12

Washington,
USA

USA

USA, Spain,

France, Italy

Denmark

California,
USA

Rhode
Island, USA

Copenhagen,

Denmark

Copenhagen,
Denmark

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

No

No

No

No

1524

411

504

130

38

57

173

172

44

875 (57)

185 (45)

188 (38)

130 (100)

18 (47)

15 (26)

98 (57)

95 (55)

90 1. Bupropion Low + Telephone Counselling
2. Bupropion Standard + Telephone Counselling
(Four arms collapsed into two across treatments)

95 1. Bupropion Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling
83 1. Varenicline Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling
1. NRT Choice + Individual Long Counselling
2. Usual Care

84 1. Placebo + Group + Telephone Counselling
2. NRT Patch (24hrs) High + Group + Telephone
Counselling

68 1. Bupropion Standard
2. Placebo
(Four arms collapsed into two across treatments).
1. NRT Gum High + Group Long Counselling

. NRT Gum Standard + Group Long Counselling

. NRT Gum Standard + Group Long Counselling

. Placebo + Group Long Counselling

. NRT Gum Standard + Group Long Counselling

. NRT Gum High + Group Long Counselling

N R, PWN



Tonnesen
1991303

Tonnesen
1993304

Tonnesen
1999305

Tonnesen
20003%

Tonnesen
20033%7

Tonnesen
20063

and the Danish
National
Tuberculosis
Society

Kabi
Pharmacia
Therapeutics
Kabi
Pharmacia
Therapeutics,
Helsingborg,
Sweden
European
Respiratory
Society and
Pharmacia &
Upjohn,
Sweden

Pharmacia &
Upjohn,
Helsingborg,
Sweden and
the Danish
Lung
Foundation
GlaxoSmithKli
ne

The Danish
Medical
Research
Council and
Pfizer
Consumer
Healthcare,
Sweden

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

156

52

52

52

52

52

16 Copenhagen, Yes
Denmark

24 Copenhagen, Yes
Denmark

26 Austria, Yes
Belgium,
Denmark,
England,

Finland,
France,
Germany,
Greece,
Ireland, Italy,
Norway,
Poland,
Portugal,
Spain,
Sweden,
Switzerland,
The
Netherlands

36 Hellerup, Yes
Denmark

7 Norway, Yes

Sweden,
Denmark,
the
Netherlands,
France,
South Africa,
Australia and
New Zealand

12 Hellerup, Yes
Denmark

No

No

No

No

No

No

289 202 (70)
286 172 (60)
3575 1716 (48)
446 232 (52)
710 362 (51)
370 193 (52)

45

3. No Drug Treatment

1. NRT Patch (16hrs) Standard
2. Placebo

1. NRT Inhalator Standard
2. Placebo

1. NRT Patch (16hrs) High

2. NRT Patch (16hrs) Standard

3. Placebo

(Five arms collapsed into three based on dosage)

1. NRT Patch (16hrs) Low + Individual Short Counselling
2. NRT Patch (16hrs) Standard + Individual Short
Counselling

3. NRT Inhalator Standard + Individual Short Counselling
4. NRT Combo Standard + Individual Short Counselling

1. Bupropion Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling

1. Placebo + Individual + Telephone Long Counselling
2. NRT Sublingual Tablet + Individual + Telephone Long
Counselling

(Four arms collapsed into two based on dosage)



Tonnesen
20123%°

Tonstad
2003310

Tonstad
2006311

Tsai 2007312

Tseng 201633

Tsukahara
20103

Tuisku 20163

McNeil AB,
Sweden

GlaxoSmithKli
ne

Pfizer Inc

Pfizer Inc

National
Center for
Advancing
Translational
Sciences at the
National
Institutes of
Health (grant
number
UL1TR0O00038)
Ministry of
Education,
Science and
Culture of
Japan, Central
Research
Institute of
Fukuoka
University and
FU-Global
program
Ministry of
Social Affairs
and Health,
governmental
subsidy,
Finnish
Research
Foundation of

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

52

52

24

12

24

26

24

12

12

12

12

Copenhagen,
Mannheim,
Tubingen,
Denmark
and
Germany
Australia,
Austria,
Germany,
Greece,
Hungary,
Netherlands,
New
Zealand,
Norway,
Switzerland,
UK

USA, Canada,
Czech
Republic,
Denmark,
Norway,
Sweden, UK
Korea,
Taiwan

New York,
USA

Nanakuma,
Japan

Rovaniemi,
Kemi and
Tornio,
municipality
of
Sodankyla,
Finland

Yes

Yes

Yes

Yes
Not
necessarily

motivated to
quit

Yes

Yes

No 479
No 629
No 1210
No 250
No 100
No 32
No 291

46

210 (44)

145 (23)

614 (51)

28 (11)

32 (32)

5 (16)

146 (50)

1. NRT Mouth Spray Standard + Individual Short
Counselling
2. Placebo + Individual Short Counselling

99 1. Bupropion Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling

97 1. Varenicline Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling

0 1. Varenicline Standard + Individual Short Counselling
2. Placebo + Individual Short Counselling
30 1. Electronic Cigarette + Telephone Long Counselling
2. Placebo + Telephone Long Counselling

0 1. Varenicline Standard + Individual Short Counselling
2. NRT Patch (24hrs) High + Individual Short Counselling

1. Placebo + Individual Long Counselling

2. NRT Patch (16hrs) Low + Individual Long Counselling
3. NRT Patch (16hrs) Standard + Individual Long
Counselling

4. Varenicline Standard + Individual Long Counselling



Tulloch
2016316

Tzivoni
199837

UniversityofM
ichigan
201138

Uyar 2007319

Velicer 20063%°

Verplaetse
2016 32

Wagena
2005322

Wallstrom
200032

the Pulmonary
Diseases and
The Finnish
Medical
Society
Duodecim
Heart and
Stroke
Foundation of
Ontario
Ciba-Geigy
Ltd.,
Switzerland

National
Cancer
Institute Grant
CA71356

NIH grants
RO1AA017976
(SAM) and
NIAAA
T32AA015496
(TLV)
Netherlands
Asthma
Foundation,
Leusden and
the
Netherlands
Organization
for Health
Research and
Development,
The Hague.
Lundbeck BV,
Amsterdam,
the
Netherlands,
provided the
nortriptyline
free
Pharmacia &
Upjohn
Consumer
Health Care

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

36

24

128

1.14

27.6

52

24

1.14

12

24

Ontario,
Canada

Jerusalem,
Israel

Michigan,
USA

Turkey

Northeastern
USA, USA

Connecticut,
USA

Nijmegen,
Netherlands

Gothenburg,
Sweden

Yes

Yes

Yes

Yes

Yes

No

Yes

Yes

No

No

No

No

No

No

No

No

47

737

106

2485

131

2054

76

255

247

342 (47)

10 (9)

1721 (69)

25(19)

473 (23)

19 (25)

131 (51)

146 (59)

92

87

89

47

100

1. NRT Patch (24hrs) + Individual Short Counselling
. NRT Combo + Individual Short Counselling
3. Varenicline Standard + Individual Short Counselling

N

1. NRT Patch (24hrs) + Group Counselling
. Placebo + Group Counselling

N

. NRT Patch (24hrs) + Telephone Counselling

. NRT Patch (24hrs)

. No Drug Treatment

. Bupropion Standard + Individual Short Counselling
. NRT Patch (24hrs) High + Individual Short Counselling
. No Drug Treatment + Individual Short Counselling
. No Drug Treatment

. NRT Patch (16hrs) Standard

. NRT Patch (16hrs) Standard

. NRT Patch (16hrs) Standard + Telephone Short
Counselling

1. Placebo

2. Varenicline Low

3. Varenicline Standard

P WONE WNE WNPR

1. Bupropion Standard + Individual + Telephone Short
Counselling

2. Placebo Individual + Telephone Short Counselling
(Two out of three arms extracted)

1. NRT Sublingual Tablet + Individual Short Counselling
2. Placebo + Individual Short Counselling



Wang 20093

Ward 20133%

Warner
20053%

Weaver
2015%%

Weinberger
2008328

Weiner
20113%°

Pfizer Inc

PHS

Supported by
grant No. RC
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from the
Minnesota
Partnership for
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Tobacco,
Minneapolis,
Minnesota,
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from the Mayo
Foundation,
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Research Base
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Weinberger),
Young
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Independent
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awards from
National
Alliance for
Research in
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and
Depression
National
Institutes on
Drug Abuse
Residential

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

24

52

25.71

24

10

12

12 Thailand, Yes
China,
Singapore

6 Aleppo, Syria Yes

4.29 Minnesota, Yes
USA

6 USA Yes

10 Connecticut, Yes
USA

12 USA Yes

No

No

No

No

No

No

48

334

269

121

146

11(3)

58 (22)

57 (47)

110 (75)

3 (60)

2(22)

79

100

67

1. Varenicline Standard + Individual + Telephone Short
Counselling

2. Placebo + Individual + Telephone Short Counselling
1. NRT Patch (24hrs) + Individual + Telephone Long
Counselling

2. Placebo + Individual + Telephone Long Counselling
1. Placebo

2. NRT Patch (24hrs) High

1. NRT + Individual + Telephone Short Counselling
2. Usual Care

1. Bupropion Standard + Group Counselling
2. Placebo

1. Varenicline Standard + Individual Counselling
2. Placebo + Individual Counselling
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201233°

Wennike
200333
Westergaard
2015332
Westman
1993333

Whelton
2012334
Wiggers
2006%°

Williams
2007336
Williams
20123%

Wilson 2008338

Winhusen
20143%

Research
Services
Contract
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Research,
Education, and
Clinical Center
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Institute of
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Services
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Sweden

Pfizer Inc.

TBS
Laboratories,
Piscataway, NJ
McNeil AB

The
Netherlands
Heart
Foundation
Pfizer

Pfizer

National
Institute on
Drug Abuse

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

14

104

24

24

12

52

53

26

52

28

12

52

12

12

52

12

12

10.4

Maryland,
USA

Copenhagen,
Denmark
Denmark

North
Carolina,
USA

Cork, Ireland

Amsterdam,
The
Netherlands

USA,
Australia
USA, Canada

Northern
Ireland, UK

Oregon,
Pennsylvania
, South
Carolina,
Florida,
Montana,
Arizona,

Yes

No

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No

No

No

No

No

No

No

No

No

No

49

46

411

52

159

200

385

377

128

91

538

9 (20)

255 (62)
21 (40)

91 (57)

96 (48)

139 (36)

189 (50)
29 (23)

47 (52)

258 (48)

70

92

89

59

60

1. Bupropion Standard + Group Counselling
2. Placebo

1. NRT Gum + Individual Long Counselling

2. Placebo + Individual Long Counselling

1. Varenicline Standard + Long Counselling

2. Placebo + Long Counselling

1. NRT Patch (24hrs) High + Individual + Telephone Short
Counselling

. Placebo + Individual + Telephone Short Counselling
. NRT Gum

. NRT Sublingual Tablet

. NRT Patch (24hrs) + Individual Long Counselling

. NRT Patch (24hrs)

N R, NEDN

. Varenicline Standard + Individual Short Counselling

. Placebo + Individual Short Counselling

. Varenicline Standard + Individual Long Counselling

. Placebo + Individual Long Counselling

. No Drug Treatment + Individual Short Counselling

2. NRT Patch (16hrs) Standard + Individual Long
Counselling

3. NRT Patch (16hrs) Standard + Group Long Counselling
1. Bupropion Standard + NRT Inhalator + Individual Short
Counselling

2. Usual Care

P NR N R
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Wittchen
201134

Wolfenden
200534

Wong 1999343

Wong 201234

Federal
Ministry of
Education and
Research,
GlaxoSmithKli
ne GmbH &
Co. KG
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GlaxoSmithKli
ne Consumer
Health Care
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Foundation,
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Council NSW,
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Health
through the
Hunter
Medical
Research
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Western
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Health
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Foundation,
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Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

24

52

12

24

52

California,
Texas, USA

12 Jakarta,

Indonesia

12 greater

Dresden and
Munich,
Germany

2 New South
Wales,
Australia

12 Minnesota,

USA

12 Ontario,

Canada

Yes

Yes

Yes

Yes

Yes

No

No

No

No

No

50

80

485

210

100

286

252 (52)

130 (62)

53 (53)

135 (47)

. Varenicline Standard + Counselling

. Placebo + Counselling

. Bupropion Standard + Individual Long Counselling
. No Drug Treatment + Individual Long Counselling

. NRT Choice + Individual Long Counselling

. No Drug Treatment + Individual Short Counselling

P ONEDNPRE

1. NRT + Individual + Telephone Short Counselling
2. NRT

1. Placebo + Individual Short Counselling
2. NRT Patch (24hrs) High + Individual Short Counselling

1. Varenicline Standard + Individual + Telephone Short
Counselling
2. Placebo + Individual + Telephone Short Counselling
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Hospital,
University
Health
Network,
University of
Toronto,
Ontario,
Canada;
University
Health
Network
Foundation,
Toronto,
Ontario,
Canada; and
an
investigator-
initiated
research grant
from Pfizer Inc
Yale
University,
National
Institute on
Alcohol Abuse
and
Alcoholism
(NIAAA)
GlaxoSmithKli
ne

Styrian
Regional
Health Care
System
(Steiermaerkis
che
Gebietskranke

Parallel RCT

Parallel RCT

Parallel RCT

Parallel RCT

52

1.14

52

52

12

1.14

7

9

Ontario, Yes No
Canada

Connecticut, No No
USA

Austria, Yes No
Estonia,

Finland,

Greece,

Germany,

Israel, Italy,

Latvia,

Lithuania,

Poland,

Spain,

Switzerland

Graz, Austria Yes No

51

296 111 (38) 1. No Drug Treatment
2. Varenicline Standard + Individual + Telephone Short

Counselling

1. Varenicline Standard
2. Bupropion Standard
3. Placebo

62 26 (42)

690 442 (64) 1. Bupropion Standard + Individual + Telephone Short
Counselling

2. Placebo + Individual + Telephone Short Counselling

779 447 (57) 1. No Drug Treatment +
Group Long Counselling

2. Bupropion Standard
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52
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12
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Italy
USA

Greece,
Israel, Italy,
and Turkey
USA

Yes

Yes

No

Yes

Yes

No

No

No

No

No

52

110

254

609

314

190

54 (49)

87 (34)
273 (45)

119 (38)

30(16)

89

85

84

N EFEP,NELENBRE

. Placebo
. Bupropion Standard

. Bupropion Standard
. Placebo
. Bupropion Standard
. Placebo
. Bupropion Standard
. Placebo

1. Bupropion Standard

. Placebo



Table 2 Additional study characteristics for randomised controlled trials reporting safety outcomes

Study Trial Population Smoking History
Registration Studied M(SD)
Abelin 1989' 22.2 (10.3)
Patients at a large inner-city hospital servinga 30
low-income, predominantly African—American
Ahluwalia 19982 population
Ahluwalia 20023 African—American smokers
Smokers who were male with at least 2
AKIA4014 previous attempts to quit
Allen 20115 Smokers with schizophrenia
NCT01035151 Female smokers from subsidized housing
Andrews 2016° neighbourhoods
NCT01078298 Smokers with current or past depression (major 26.7 (11.8)
Anthenelli 20137 depressive disorder)
Anthenelli 2016A8 NCT01456936 28.1(12.8)
Anthenelli 2016B8 NCT01456936 Smokers with psychiatric disorders 28.6 (11.9)
NCT00000568 Smokers at high risk for chronic obstructive
Anthonisen 1994° pulmonary disease
Areechon 19881° 20.1
Aubin 2004
Aubin 200812 NCT00143325 25.6
Austin 201413 Smokers who were not trying to quit
Baker 20064 Smokers with a non-acute psychotic disorder
Baker 2016%° NCT01553084 28.6 (12)
Baldassarri 2018%° NCT02498145
Smokers who had made at least 1 failed quit
attempt within 2 years before the study but not
Batra 2005/ within the previous 6 months
Benowitz 201818 NCT01574703 Smokers with and without psychiatric disorders
NCT00297466 Smokers discharged from emergency
Bernstein 2011° departments
Bernstein 20152 NCT01328431 Low-income smokers
NCT02081144 Smokers discharged from emergency
Bernstein 2016 departments
Binnie 200722 23.9(8.1)
Smokers with schizophrenia or schizoaffective
Bloch 201073 disorder
Blondal 1999
Bohadana 2000% 20.6 (7.9)
Smokers who have failed at least one serious
attempt to quit within past year and want to use
Bolliger 2000%° inhaler to reduce smoking
Bolliger 201127 NCTO00594204
Smokeless tobacco users who had made at 12 (7.2)
Boyle 199228 least one previous attempt to quit tobacco
Brandon 20112 25.3 (11.6)
Brantmark 19733° NCT00747643 18.5 (10.2)
Buchkremer 19883
Bullen 201032 ACTRN12605000373673
Bullen 201333 ACTRN12610000866000
Burstein 200634 Elderly smokers 47.6 (8.3)
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Study

Caldwell 20143
Caldwell 201636

Campbell 1983%

Campbell 1991%

Campbell 1996%*

Caponnetto 20134
Carpenter 20114
Carpenter 201742

Carson 2014*

Chen 2013%
Chengappa 20144
Christen 19844
Cinciripini 1996%
Cinciripini 201348
Cinciripini 2018%
Cooney 2009%°
Cosci 2015

Covey 2007
Cox 2012%

Cravo 2016°*
Croghan 2003%°
Cummings 20115¢
Cummins 2016
Dale 1995%8

Dale 2002%°

Dale 20076°

Dalsgard 2004
Daughton 1991°%2

Daughton 1999/TNSG 199152
Dautzenberg 2001%*

Davidson 199865

Trial

Registration

ACTRN12609000481279

NCT01164072

NCT00706979
NCT02357173

NCT01010204

NCT00507728
NCT00943618
NCT00064844

NCT00666978
NCT02029196

NCT01289275
NCT00235313

NCT00414180

Population
Studied

Smokers with a condition related to or
aggravated by smoking (chronic bronchitis and
emphysema, asthma, repeated respiratory
infections, industrial lung disease, ischaemic
heart disease, hypertension, peripheral
vascular disease, and peptic ulcer)

Former hospital inpatients (now outpatients)
with smoking-related diseases; distribution of
diagnoses (categories: heart disease, lung
disease, peripheral vascular disease, peptic
ulcer)

Hospital inpatients and outpatients with
smoking related respiratory or cardiovascular
disease

Smokers not currently or intending to quit
smoking in the next 30 days

Smokers who were unmotivated to quit

Smokers admitted to hospital with acute
smoking-related illnesses

Smokers with schizophrenia or schizoaffective
disorder

Smokers with bipolar disorder

Alcohol-dependent tobacco smokers

Smokers who had a previous quit attempt who
were abstainers during the last 4 weeks of
open-label treatment

Light smokers

Hospitalised smokers

Spit tobacco users
Smokeless tobacco users

Smokers including physicians, nurses, other
hospital service and admin staff

Smokers who had made at least one attempt to
quit

Smokers who almost all reported at least 1
underlying illness at randomization (many of
them reported several)

54

Smoking History

M(SD)

31 (13)

37.4 (2.9)
21.6 (9.8)

29.2 (11.2)
16.4
25.3 (11.4)

4.8 (4.2)

23.3 (10.7)

29.3 (11.7)
17.1 (11.4)
19 (8.7)

23.9
24.1 (10.1)

21 (11.5)



deJong 2018°%
Dogar 2018
Du 201568
Ebbert 20076°
Ebbert 20097
Ebbert 2010™
Ebbert 201172
Ebbert 201373
Ebbert 201474
Ebbert 20157
Ebbert 201776
Ehrsam 199177

Eisenberg 201378

Eisenberg 2016

Ellerbeck 201882
Etter 20028
Etter 200982
Evins 200183

Evins 20058
Evins 20078

Evins 201486
Fagerstrom 20108

Fatemi 20138
Fee 19828%°
Ferry 1992%
Ferry 1994
Fiore 1994A°%
Fiore 1994B°2

Fortmann 1995°%
Fossati 2007%
Foulds 1993%
Fouz-Rosdén 2017°%
Fucito 2011°%"
Gariti 2009°%
Garvey 2000%
Garza 2011

George 2002101

George 200812

Study

Trial
Registration
NCT01362959

ISRCTN94103375
NCT01476202

NCT00392379
NCT00888459
NCTO00813917
NCT00939029
NCT00935818
NCT01370356
NCT01639560

NCT00689611

NCT00794573

NCT02148445

ISRCTN60585119

NCT00307203
NCT00621777

NCT00717093
NCT01111149

NCT00860028
NCTO00086411

NCT00749944

NCT00124683

Population
Studied

Smokers who were mechanically ventilated in
medical-surgical intensive care units
Smokers using waterpipes

Low dependence smokers
Smokeless tobacco users
Smokeless tobacco users
Smokeless tobacco users
Smokeless tobacco users
Smokeless tobacco users

Adult smokers unwilling to quit abruptly
Light smokers

Smokers hospitalized with enzyme positive
acute myocardial infarction

Smokers hospitalised for acute coronary
syndrome (myocardial infarction or unstable
angina)

Smokers with chronic lung disease/physician-
diagnosed chronic obstructive pulmonary
disease

Smokers who are unwilling to quit

Smokers with schizophrenia

Smokers with schizophrenia or schizoaffective
disorder depressed type
Smokers with schizophrenia

Smokers with schizophrenia, schizoaffective
disorder or bipolar disorder
Smokeless tobacco users

Smokers with schizophrenia or schizoaffective
disorder

Non-depressed smokers

Smokers who reported success at quitting for
24 hours
Smokers who were primary care patients

Smokers who were outpatients

Smokers who were heavy drinkers
Light smokers

Smokers with schizophrenia or schizoaffective
disorder
Smokers with schizophrenia or schizoaffective
disorder
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Smoking History
M(SD)

27.1 (15.9)
14.5 (10.4)
17 (7.5)
16.3 (10.3)
17.8 (9.8)
18.8 (11.3)
18 (10)
23.4 (12.1)

16.7 (11.3)
8.2 (3.3)
32.9 (12.4)

36 (12)

26 (10.6)

21 (11.4)

24.8
25.1

30.1 (12.5)

19.3 (11.8)

16.9

22.6 (9.5)



Study

Ginsberg 1992103
Glavas 2003A104

Glavas 2003B1%
GlaxoSmithKline 20091
GlaxoSmithKline 201117
Glover 200218

Glover 2002109

Gonzales 20011°
Gonzales 2006

Gonzales 20141*?
Gourlay 199513
Graham 20174

Grant 2007%°
Gray 201516
Haarmann 2016’
Haggstram 20068
Hajek 20111%°
Hajek 201312

Hajek 201521
Hajek 2019122
Hall 200923
Hall 20114

Hand 2002125
Hanioka 2010%%
Harackiewicz 198827

Hatsukami 2004128
Hawk 201212°
Hays 19991%

Hays 20013

Hays 2009'%2

Herrmann 2018%
Hertzberg 200113
Heydari 201213

Hilberink 2011136

Hilleman 1994137

Trial
Registration

NCT00985985
NCT01476202

NCT00141206
NCT01244061

NCT01544153;
ISRCTN45127327

NCT00664755
NCT01474265

NCT00789074
NCT01184664
NCT01206010

ISRCTN60477608
NCT00086385

NCT00835900

NCT00000457

IRCT138901111878N2
NCT00628225

Population
Studied

Healthcare professionals (doctors and nurses)

Smokeless tobacco users

Smokers who previously used bupropion for at
least 2 weeks without adverse effects

Smokers who had been previously treated with
varenicline

Recently relapsed smokers (who had failed to
quit in phase 1 of the trial)

Smokers meeting DSM-IV criteria for alcohol
dependence/abuse
Female smokers

Smokers who were non-responders to
varenicline

Older cigarette smokers

Hospital inpatients or outpatients with smoking
related disease

Smokers who want to reduce but not quit, at
least 2 failed quit attempts including 1 with
NRT

Smokers who quit after 7 weeks open label
bupropion

Smokers with a history of alcohol abuse or
dependence and had at least 1 year of
continuous abstinence from alcohol and drugs
Smokers who were tobacco and cannabis co-
users

Male veteran smokers with PTSD

Previous quit-attempters

Smokers with chronic obstructive pulmonary
disease and were medicated

Smokers with a Fagerstrom score > 8 and at
least one serious attempt to stop smoking in
the past year
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Smoking History
M(SD)

16.5 (4.4)
25 (5)

25 (10.9)

24 (11.7)
30 (11.9)

23.7 (10.3)

13.5 (7.8)

37.8 (8.23)
22.9 (10.1)

17

25.6 (11.6)

25.5 (10.5)

19.8 (9.1)



Study

Hjalmarson 198413
Hjalmarson 199413

Hjalmarson 1997140
Holt 20054

Hong 2011142
Howard-Pitney 199943
Hughes 19894

Hughes 19994

Hughes 200346
Hughes 2010’

Hughes 201148
Hurt 1990%4°

Hurt 199410

Hurt 19971

Hurt 200312

Hurt 20183

ICRF 1994%4
Ikonomidis 2017
Jain 201456

Jamrozik 198417
Jarvis 1982158

Jennings 2014%°
Jorenby 199510
Jorenby 1999161
Jorenby 200612

Joseph 19961
Joseph 201114

Kalman 2006165

Trial
Registration

NCT00492349

NCT00297492
NCT00595868

NCT01347112

NCT02307045
NCT01098305

NCT00143364

NCT00309296

Population
Studied

Smokers who have made a previous serious
attempt to quit smoking using nicotine chewing
gum

Indigenous Maori smokers

Smokers and non-smokers with schizophrenia
or schizoaffective disorder

Smokeless tobacco users

Smokers who had made a prior attempt to stop
smoking and were motivated to try again
Smokers with past alcohol dependence but no
alcohol or illicit drug intake for last 30 days
Smokers wanting to quit in the next 30 days

Smokers who wished to quit at some point but
had no current plans to quit smoking

Smokers with alcohol dependence or abuse

Smokeless tobacco users

Smokers from an earlier study of the effect of
physician advice who had made one or more
unsuccessful attempts to stop smoking over
the preceding 12 months

Smokers with vascular disease or persistent
high cardiovascular disease risk

Smokers with a history of cardiac disease who
had made a minimum of two previous attempts
to quit; All subjects had one or more of the
following diagnosed conditions: a history of
myocardial infarction, a history of coronary-
artery bypass surgery or angioplasty, stenosis
of at least 50 percent in at least one major
coronary artery as seen with coronary
angiography, or a clinical history of angina,
congestive heart failure, cor pulmonale,
arrhythmia, peripheral vascular disease, or
cerebrovascular disease.

Smokers with a history of alcohol dependence
& >2m abstinence from alcohol & illicit drugs
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Smoking History
M(SD)

26.8 (10.1)
29.5 (9.5)

26 (10)

26.4

24.8 (10.6)

25

11.2 (7.6)

25.6 (11.7)
44



Trial
Study Registration
NCT00304707
Kalman 2011166
Karam-Hage 2011¢"
Killen 1984168
Killen 1999169
Killen 2006'7°
NCT00632411
Klesges 201571
Koegelenberg 20142 NCT01444131
Kornitzer 1995173
Kralikova 2002174
Kupecz 19967
NCT01260233
Lee 201376
Lee 201877 NCT02482233
Leischow 1996'78
Lerman 20047
Lerman 2015180 NCT01314001
Levin 1994181
NCTO00006170
Levine 201082
Lewis 1998183
Li 2009184
Lindson-Hawley 20148 ISRCTN33031001
NCT01146613
Litten 201386
Littlewood 2017187
Llivina 1988188
Marsh 200518°
Masiero 20180 NCT02422914
NCT01621009;
McCarthy 2008 NCT01120704
McClure 2013192 NCT00944554
McKee 200913
Mercie 2018%4 NCT00918307

Merz 1993195

Population
Studied
Smokers with history of alcohol abuse or
dependence with 2 to 12 months alcohol
abstinence
Smokers with alcohol dependence

Heavy smokers

Smokers who were active duty Armed Forces
personnel, or eligible reservists, National
Guard members, retirees, or family members

Smokers who wanted to reduce their smoking,
and had previously made at least one failed
quit attempt

Smokers were patients seen in the
preadmission clinic at least 3 weeks
preoperatively

Smokers awaiting elective surgery

Female smokers who endorsed concern about
postcessation weight gain
Smokers who were hospital patients

Smokers who were inpatients with
schizophrenia

People with DSM IV TR alcohol dependence
(n=76 smokers)

Smokers with a diagnosis of 21 of the following
conditions: heart disease (ie, coronary artery
disease [CAD], congestive heart failure, mitral
valve prolapse, and other cardiac conditions),
recent heart attack, or irregular heartbeat; high

blood pressure (2140/90 mm Hg) not controlled

by antihypertensive medication(s); and insulin-
dependent or non-insulin-dependent diabetes
mellitus

Heavy-drinking smokers
Smokers with HIV

58

Smoking History
M(SD)

23.8 (10.4)

18.9 (13.1)

26.4 (11.5)

27 (13.4)

32 (16)
25.9 (11.5)

23.1(9.3)

26.4 (13.3)

16.6 (10.1)
20.5 (12.5)

25.5 (11.5)

26 (9)
18.3 (9)



Study

Meszaros 20139
Mitchell 201217

Moller 2002198

Molyneux 2003%°
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