Appendix 4

SUBGROUP ANALYSES [posted as supplied by author]
By Age Depression

Events, Events, %

Author Year OR (95% Cl) Treatment  Control Weight
40 years and older
Nides 2006 —_— 1.93 (0.20, 18.70) 2/125 1/123 1.15
Tonstad 2006 —— 0.88 (0.44, 1.78) 15/602 17/604 12.04
Jorenby 2006 —— 4.19 (0.95, 18.55)  6/343 1/340 2.68
Oncken 2006 —— 0.70 (0.18, 2.67) 6/253 4/121 3.30
Gonzales 2006 —_—— 0.57 (0.17, 1.86) 4/349 7/344 4.19
Williams 2007 —— 1.48 (0.51, 4.28) 12/251 4/126 5.28
Niaura 2008 —_—— 1.48 (0.25, 8.64) 3/157 2/155 1.91
Rigotti 2010 —— 1.64 (0.41, 6.61) 5/353 3/350 3.06
Fagerstrom 2010 —— 0.43 (0.10, 1.91) 2/213 5/218 2.67
Hughes 2011 —_— 0.53 (0.05, 5.14) 1107 2/111 1.15
Ebbert 2011 € * 0.14 (0.00, 6.82) 0/38 1/38 0.39
Steinberg 2011 —_— 0.97 (0.13, 7.19) 2/40 2/39 1.49
Bolliger 2011 —_ 1.02 (0.30, 3.40) 8/390 4/198 4.06
Tashkin 2011 —_— 1.22 (0.37, 4.02) 6/248 5/251 4.16
Williams 2012 —_— 0.66 (0.13, 3.26) 4/84 3/43 2.31
Rennard 2012 — 0.20 (0.04, 0.90) 4/486 5/165 2.60
Wong 2012 —_— 0.89 (0.12, 6.42) 2/151 2/135 1.52
Zesiewicz 2012 B —— 0.12 (0.01, 2.08) 0/9 2/9 0.73
McClure 2013 —— 0.78 (0.33, 1.85) 17/41 20/42 8.01
Litten 2013 — 1.23 (0.40, 3.78) 7/97 6/101 4.71
Cinciripini 2013 —— 0.51 (0.20, 1.30) 6/86 14/106 6.88
Meszaros 2013 —_—— 1.00 (0.05, 18.91) 1/5 1/5 0.69
Anthenelli 2013 —— 1.40 (0.67, 2.92) 17/256 13/269 10.94
Evins 2014 —_—— 1.18 (0.07, 19.32)  1/40 1/47 0.76
Chengappa 2014 —— 3.81(0.99, 14.67)  8/31 2/29 3.27
Gonzales 2014 - 2.34 (0.53, 10.40)  5/249 2/245 2.67
Brandon 2011 (Excluded) 0/46 0/54 0.00
Subtotal (l-squared = 0.0%, p = 0.516) ¢ 0.99 (0.77, 1.27) 144/5050 129/4268 92.59
<40 years
Tsai 2007 —_— 0.50 (0.05, 4.88) 1/126 2/124 1.15
Garza 2011 —_— 1.00 (0.06, 16.19)  1/55 1/55 0.77
Stein 2013 —_—— 0.66 (0.23, 1.85) 17/111 7/33 5.50
Faessel 2009 (Excluded) 0/14 0/7 0.00
Subtotal (I-squared = 0.0%, p = 0.932) 0.66 (0.27, 1.61) 19/306 10/219 7.41
Overall (I-squared = 0.0%, p = 0.631) 0.96 (0.75, 1.22) 163/5356 139/4487  100.00
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Note for Steinberg et al. 2011 mean age for overall sample used instead of mean age in the
varenicline group.



By Age suicidal ideation

Events, Events, %

Author Year OR (95% Cl) Treatment Control Weight
40 years and older :
Jorenby 2006 * : 0.13(0.00, 6.76)  0/343 1/340 3.46
Hughes 2011 * 0.14 (0.00, 7.08)  0/107 1111 3.46
Bolliger 2011 : * 4.53 (0.24,85.23) 2/390 0/198 6.17
Tashkin 2011 * : 0.14 (0.00, 6.90)  0/248 1/251 3.46
Williams 2012 —_—— 0.84 (0.19,3.80)  5/84 3/43 23.42
Rennard 2012 * | 0.11(0.01, 1.51) 1/486 2/165 7.83
Cinciripini 2013 *— 0.16 (0.00,8.42)  0/86 1/106 3.42
Meszaros 2013 —;—0— 1.00 (0.09,11.03) 2/5 2/5 9.23
Anthenelli 2013 —0—:|- 0.14 (0.01,1.36)  0/256 3/269 10.34
Evins 2014 —:—0— 1.18(0.16,8.75)  2/40 2/47 13.27
Chengappa 2014 ; * 1.86 (0.19, 18.64) 2/31 1/29 10.02
Zhao 2011 1 (Excluded) 0/14 0/10 0.00
Brandon 2011 : (Excluded) 0/46 0/54 0.00
Ebbert 2011 : (Excluded) 0/38 0/38 0.00
Steinberg 2011 : (Excluded) 0/40 0/39 0.00
Wong 2012 1 (Excluded) 0/151 0/135 0.00
McClure 2013 : (Excluded) 0/41 0/42 0.00
Gonzales 2014 : (Excluded) 0/249 0/245 0.00
Subtotal (I-squared = 0.0%, p = 0.554) <:>> 0.58 (0.28, 1.24) 14/2655 17/2127 94.10

:
<40 years 1
Mitchell 2012 ¢ : 0.13(0.00, 6.41)  0/33 1/31 3.46
Stein 2013 : * 3.66 (0.03, 387.84) 1/111 0/33 2.45
Subtotal (I-squared = 14.5%, p = 0.280)<:> 0.51(0.03, 10.27) 1/144 1/64 5.90
. 1
Overall (I-squared = 0.0%, p = 0.621) <> 0.58 (0.28, 1.20) 15/2799 18/2191 100.00

I
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Note for Steinberg et al. 2011 mean age for overall sample used instead of mean age in the

varenicline group.



By Sex Depression

Events, Events, %

Author Year OR (95% Cl) Treatment  Control Weight
>=50% male
Nides 2006 —_— 1.93 (0.20, 18.70)  2/125 1/123 1.15
Tonstad 2006 —— 0.88 (0.44, 1.78) 15/602 17/604 12.04
Jorenby 2006 —— 4.19 (0.95, 18.55)  6/343 1/340 2.68
Gonzales 2006 —_— 0.57 (0.17, 1.86) 4/349 7/344 4.19
Williams 2007 -_—— 1.48 (0.51, 4.28) 12/251 4/126 5.28
Tsai 2007 —_— 0.50 (0.05, 4.88) 1/126 2/124 1.15
Niaura 2008 —_— 1.48 (0.25, 8.64) 3/157 2/155 1.91
Rigotti 2010 —— 1.64 (0.41, 6.61) 5/353 3/350 3.06
Fagerstrom 2010 —_—— 0.43 (0.10, 1.91) 2/213 5/218 2.67
Hughes 2011 —_— 0.53 (0.05, 5.14) 1107 2/111 1.15
Garza 2011 —_— 1.00 (0.06, 16.19)  1/55 1/55 0.77
Ebbert 2011 € * 0.14 (0.00, 6.82) 0/38 1/38 0.39
Steinberg 2011 —_—— 0.97 (0.13, 7.19) 2/40 2/39 1.49
Bolliger 2011 —_—— 1.02 (0.30, 3.40) 8/390 4/198 4.06
Tashkin 2011 —_—— 1.22 (0.37, 4.02) 6/248 5/251 4.16
Williams 2012 —_— 0.66 (0.13, 3.26) 4/84 3/43 2.31
Rennard 2012 —— 0.20 (0.04, 0.90) 4/486 5/165 2.60
Wong 2012 —_—— 0.89 (0.12, 6.42) 2/151 2/135 1.52
Litten 2013 —— 1.23 (0.40, 3.78) 7/97 6/101 4.71
Cinciripini 2013 — 0.51 (0.20, 1.30) 6/86 14/106 6.88
Meszaros 2013 I ca— 1.00 (0.05, 18.91)  1/5 1/5 0.69
Evins 2014 _—— 1.18 (0.07, 19.32) 1/40 1/47 0.76
Faessel 2009 (Excluded) 0/14 0/7 0.00
Brandon 2011 (Excluded) 0/46 0/54 0.00
Subtotal (l-squared = 0.0%, p = 0.807) 0.89 (0.66, 1.21) 93/4406 89/3739 65.59
<50% male
Oncken 2006 —_—— 0.70 (0.18, 2.67) 6/253 4/121 3.30
Zesiewicz 2012 —_— 0.12 (0.01, 2.08) 0/9 2/9 0.73
McClure 2013 —— 0.78 (0.33, 1.85) 17/41 20/42 8.01
Stein 2013 — 0.66 (0.23, 1.85) 17/111 7/33 5.50
Anthenelli 2013 —— 1.40 (0.67, 2.92) 17/256 13/269 10.94
Chengappa 2014 —— 3.81(0.99, 14.67)  8/31 2/29 3.27
Gonzales 2014 —_— 2.34 (0.53, 10.40)  5/249 2/245 2.67
Subtotal (l-squared = 33.2%, p = 0.175) L3 1.10 (0.73, 1.67) 70/950 50/748 34.41
Overall (I-squared = 0.0%, p = 0.631) <> 0.96 (0.75, 1.22) 163/5356 139/4487  100.00
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By Sex Suicidal Ideation

Author Year
>=50% male

Jorenby 2006
Hughes 2011
Bolliger 2011
Tashkin 2011
Williams 2012
Rennard 2012
Mitchell 2012
Cinciripini 2013
Meszaros 2013
Evins 2014
Brandon 2011
Ebbert 2011
Steinberg 2011
Wong 2012

<50% male

Stein 2013
Anthenelli 2013
Chengappa 2014
Zhao 2011
McClure 2013
Gonzales 2014

Subtotal (I-squared = 34.9%, p = 0.215)<:>

L I 4

L 2

<

Overall (I-squared = 0.0%, p = 0.621)

L 3

B

OR (95% Cl)

0.13 (0.00, 6.76)
0.14 (0.00, 7.08)
4.53 (0.24, 85.23)
0.14 (0.00, 6.90
0.84 (0.19, 3.80

(

(

(

(

0.13(0.00, 6.41
0.16 (0.00, 8.42
1.00 (0.09, 11.03)
1.18 (0.16, 8.75)
(Excluded)
(Excluded)
(Excluded)
(Excluded)

0.57 (0.25, 1.30)

)
)
0.11(0.01, 1.51)
)
)

3.66 (0.03, 387.84)
0.14 (0.01, 1.36)
1.86 (0.19, 18.64)
(Excluded)
(Excluded)
(Excluded)

0.62 (0.13, 2.86)

0.58 (0.28, 1.20)

Events,
Treatment

0/343
0/107
2/390
0/248
5/84
1/486
0/33
0/86
2/5
2/40
0/46
0/38
0/40
0/151
12/2097

1111
0/256
2/31
0/14
0/41
0/249
3/702

15/2799

Events,
Control

1/340
1111
0/198
1/251
3/43
2/165
1/31
1/106
2/5
2/47
0/54
0/38
0/39
0/135
14/1563

0/33
3/269
1/29
0/10
0/42
0/245
4/628

18/2191

%
Weight

3.46
3.46
6.17
3.46
23.42
7.83
3.46
3.42
9.23
13.27
0.00
0.00
0.00
0.00
77.20

2.45
10.34
10.02
0.00
0.00
0.00
22.80

100.00
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By Ethnicity Depression

Events, Events, %

Author Year OR (95% Cl) Treatment  Control Weight
>=50% White l
Nides 2006 —_—— 1.93(0.20, 18.70) 2/125 1123 1.32
Tonstad 2006 —— 0.88 (0.44, 1.78) 15/602 17/604 13.87
Jorenby 2006 —— 4.19 (0.95, 18.55)  6/343 1/340 3.09
Oncken 2006 —_— 0.70 (0.18, 2.67) 6/253 4/121 3.80
Gonzales 2006 b o 0.57 (0.17, 1.86) 4/349 7/344 4.82
Williams 2007 —_— 1.48 (0.51, 4.28) 12/251 4/126 6.08
Niaura 2008 ——— 1.48 (0.25, 8.64) 3/157 2/155 2.20
Rigotti 2010 —_—— 1.64 (0.41, 6.61) 5/353 3/350 3.52
Fagerstrom 2010 —_— 0.43 (0.10, 1.91) 2/213 5/218 3.07
Hughes 2011 —_—r 0.53 (0.05, 5.14) 1107 2/111 1.32
Garza 2011 —_— 1.00 (0.06, 16.19)  1/55 1/55 0.88
Ebbert 2011 € * 0.14 (0.00, 6.82) 0/38 1/38 0.44
Steinberg 2011 —_— 0.97 (0.13, 7.19) 2/40 2/39 1.71
Tashkin 2011 —_— 1.22 (0.37, 4.02) 6/248 5/251 4.79
Williams 2012 —_— 0.66 (0.13, 3.26) 4/84 3/43 2.66
Rennard 2012 —— 0.20 (0.04, 0.90) 4/486 5/165 2.99
Stein 2013 —— 0.66 (0.23, 1.85) 17111 7/33 6.33
Litten 2013 —— 1.23 (0.40, 3.78) 7/97 6/101 5.43
Cinciripini 2013 —— 0.51 (0.20, 1.30) 6/86 14/106 7.92
Evins 2014 —_—— 1.18(0.07,19.32)  1/40 1/47 0.87
Chengappa 2014 —o— 3.81(0.99, 14.67) 8/31 2/29 3.77
Gonzales 2014 —1—— 2.34 (0.53,10.40) 5/249 2/245 3.08
Faessel 2009 (Excluded) 0/14 0/7 0.00
Brandon 2011 (Excluded) 0/46 0/54 0.00
Subtotal (I-squared = 1.6%, p = 0.438) o 0.95(0.72,1.27)  117/4378  95/3705  83.97
<50% White
Tsai 2007 —_——r 0.50 (0.05, 4.88) 1/126 2/124 1.32
Bolliger 2011 —— 1.02 (0.30, 3.40) 8/390 4/198 4.68
McClure 2013 —— 0.78 (0.33, 1.85) 17/41 20/42 9.23
Meszaros 2013 —_— 1.00 (0.05, 18.91) 1/5 1/5 0.79
Subtotal (I-squared = 0.0%, p = 0.955) <> 0.82(0.43, 1.58) 27/562 27/369 16.03
Overall (I-squared = 0.0%, p = 0.645) ] 0.93(0.72,1.21)  144/4940  122/4074 100.00
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By Ethnicity Suicidal Ideation

Author Year

>=50% White !

Jorenby 2006 >—
Hughes 2011 * :
Tashkin 2011 ~—
Williams 2012 —_—
Rennard 2012 —0—:-
Mitchell 2012 € - :

Stein 2013 B
Cinciripini 2013 * |

Evins 2014 —_———
Chengappa 2014 —:--0—
Zhao 2011

Brandon 2011

Ebbert 2011

Steinberg 2011
Gonzales 2014
Subtotal (I-squared = 0.0%, p = 0.703) <_p

<50% White

Bolliger 2011 —:——0—
Meszaros 2013 —_—

McClure 2013 I
Subtotal (I-squared = 0.0%, p = 0.435) <:>

Overall (I-squared = 0.0%, p = 0.688) <E>

OR (95% Cl)

0.13 (0.00, 6.76)
0.14 (0.00, 7.08)
0.14 (0.00, 6.90)
0.84 (0.19, 3.80)
0.11 (0.01, 1.51)
0.13(0.00, 6.41)
3.66 (0.03, 387.84)
0.16 (0.00, 8.42)
1.18 (0.16, 8.75)
1.86 (0.19, 18.64)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
(Excluded)

0.56 (0.24, 1.30)

4.53 (0.24, 85.23)
1.00 (0.09, 11.03)
(Excluded)

1.83(0.29, 11.75)

0.68 (0.32, 1.47)

Events,
Treatment

0/343
0/107
0/248
5/84
1/486
0/33
1111
0/86
2/40
2/31
0/14
0/46
0/38
0/40
0/249
11/1956

2/390
2/5
0/41
4/436

15/2392

Events,
Control

1/340
1111
1/251
3/43
2/165
1/31
0/33
1/106
2/47
1/29
0/10
0/54
0/38
0/39
0/245
13/1542

0/198
2/5
0/42
2/245

15/1787

%
Weight

3.86
3.86
3.86
26.12
8.74
3.86
2.73
3.82
14.80
11.17
0.00
0.00
0.00
0.00
0.00
82.82

6.89
10.29
0.00
17.18

100.00
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By presence or absence of Psychiatric lliness Depression

Events, Events, %
Author Year OR (95% ClI) Treatment Control Weight
no psychiatric iliness
Nides 2006 —_— 1.93 (0.20, 18.70) 2/125 1/123 1.15
Tonstad 2006 —— 0.88 (0.44, 1.78) 15/602 17/604 12.04
Jorenby 2006 —— 4.19 (0.95, 18.55) 6/343 1/340 2.68
Oncken 2006 —_—— 0.70 (0.18, 2.67) 6/253 4121 3.30
Gonzales 2006 —_—— 0.57 (0.17, 1.86) 4/349 7/344 4.19
Williams 2007 -_—— 1.48 (0.51, 4.28) 12/251 4/126 5.28
Tsai 2007 —_—— 0.50 (0.05, 4.88) 1/126 2/124 1.15
Niaura 2008 —_—— 1.48 (0.25, 8.64) 3/157 2/155 1.91
Rigotti 2010 —_—— 1.64 (0.41, 6.61) 5/353 3/350 3.06
Fagerstrom 2010 — 0.43 (0.10, 1.91) 2/213 5/218 2.67
Hughes 2011 ——r— 0.53 (0.05, 5.14) 1107 2111 1.15
Garza 2011 —_— 1.00 (0.06, 16.19) 1/55 1/55 0.77
Ebbert 2011 € > 0.14 (0.00, 6.82) 0/38 1/38 0.39
Steinberg 2011 —_—— 0.97 (0.13,7.19) 2/40 2/39 1.49
Bolliger 2011 —_— 1.02 (0.30, 3.40) 8/390 4/198 4.06
Tashkin 2011 —_—— 1.22 (0.37, 4.02) 6/248 5/251 4.16
Rennard 2012 —_— 0.20 (0.04, 0.90) 4/486 5/165 2.60
Wong 2012 —_—— 0.89 (0.12, 6.42) 2/151 2/135 1.52
Zesiewicz 2012 B —— 0.12 (0.01, 2.08) 0/9 2/9 0.73
McClure 2013 —— 0.78 (0.33, 1.85) 17/41 20/42 8.01
Stein 2013 —_—— 0.66 (0.23, 1.85) 17/111 7/33 5.50
Litten 2013 —_— 1.23 (0.40, 3.78) 7/97 6/101 4.7
Gonzales 2014 - 2.34 (0.53, 10.40) 5/249 2/245 2.67
Faessel 2009 (Excluded) 0/14 0/7 0.00
Brandon 2011 (Excluded) 0/46 0/54 0.00
Subtotal (I-squared = 0.0%, p = 0.717) <> 0.91 (0.69, 1.21) 126/4854 105/3988  75.16
100% psychiatric illness
Williams 2012 —_— 0.66 (0.13, 3.26) 4/84 3/43 2.31
Meszaros 2013 —_— 1.00 (0.05, 18.91) 1/5 1/5 0.69
Anthenelli 2013 —— 1.40 (0.67, 2.92) 17/256 13/269 10.94
Evins 2014 —— 1.18 (0.07, 19.32) 1/40 1/47 0.76
Chengappa 2014 3.81(0.99, 14.67) 8/31 2/29 3.27
Subtotal (I-squared = 0.0%, p = 0.557) 1.49 (0.84, 2.65) 31/416 20/393 17.96
10%-20% psychiatric illness
Cinciripini 2013 —_—— 0.51 (0.20, 1.30) 6/86 14/106 6.88
Subtotal (I-squared =.%,p =.) 0.51 (0.20, 1.30) 6/86 14/106 6.88
Overall (I-squared = 0.0%, p = 0.631) 0.96 (0.75, 1.22) 163/5356 139/4487  100.00
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By presence or absence of Psychiatric lllness Suicidal Ideation

Author Year

no psychiatric illness

Jorenby 2006

L I J

Hughes 2011
Bolliger 2011

Tashkin 2011
Rennard 2012

L 2

Mitchell 2012 ¢
Stein 2013
Zhao 2011

Brandon 2011
Ebbert 2011
Steinberg 2011
Wong 2012
McClure 2013
Gonzales 2014
Subtotal (I-squared = 0.0%, p = 0.476)

100% psychiatric illness

Williams 2012

Meszaros 2013

Anthenelli 2013

Evins 2014

Chengappa 2014

Subtotal (I-squared = 0.0%, p = 0.566)

10%-20% psychiatric illness

Cinciripini 2013

Subtotal (I-squared =.%, p =) <j

Overall (I-squared = 0.0%, p = 0.621)

OR (95% Cl)

0.13
0.14
4.53
0.14

0.00, 6.76)
0.00, 7.08)
0.24, 85.23)
0.00, 6.90)
0.11 (0.01, 1.51)
0.13 (0.00, 6.41)
3.66 (0.03, 387.84)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
( )
( )
( )

Excluded
Excluded
Excluded
0.34 (0.09, 1.29)

0.84 (0.19, 3.80)
1.00 (0.09, 11.03)
0.14 (0.01, 1.36)
1.18 (0.16, 8.75)
1.86 (0.19, 18.64)
0.79 (0.32, 1.93)

0.16 (0.00, 8.42)
0.16 (0.00, 8.42)

0.58 (0.28, 1.20)

Events,
Treatment

0/343
0/107
2/390
0/248
1/486
0/33
1111
0/14
0/46
0/38
0/40
0/151
0/41
0/249
4/2297

5/84
2/5
0/256
2/40
2/31
11/416

0/86
0/86

15/2799

Events,
Control

1/340
1111
0/198
1/251
2/165
1/31
0/33
0/10
0/54
0/38
0/39
0/135
0/42
0/245
6/1692

3/43
2/5
3/269
2/47
1/29
11/393

1/106
1/106

18/2191

%
Weight

3.46
3.46
6.17
3.46
7.83
3.46
2.45
0.00
0.00
0.00
0.00
0.00
0.00
0.00
30.29

23.42
9.23

10.34
13.27
10.02
66.28

3.42
3.42

100.00
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By whether industry sponsored or not Depression

Events, Events, %

Author Year OR (95% Cl) Treatment  Control Weight
Industry sponsored
Nides 2006 —_—— 1.93 (0.20, 18.70)  2/125 1/123 1.15
Tonstad 2006 —— 0.88 (0.44, 1.78) 15/602 17/604 12.04
Jorenby 2006 e — 4.19 (0.95, 18.55)  6/343 1/340 2.68
Oncken 2006 —_—— 0.70 (0.18, 2.67) 6/253 4/121 3.30
Gonzales 2006 —_— 0.57 (0.17, 1.86) 4/349 7/344 4.19
Williams 2007 —_— 1.48 (0.51, 4.28) 12/251 4/126 5.28
Tsai 2007 —_—— 0.50 (0.05, 4.88) 1/126 2/124 1.15
Niaura 2008 —_— 1.48 (0.25, 8.64) 3/157 2/155 1.91
Rigotti 2010 —_—— 1.64 (0.41, 6.61) 5/353 3/350 3.06
Fagerstrom 2010 —_— 0.43 (0.10, 1.91) 2/213 5/218 2.67
Garza 2011 —_— 1.00 (0.06, 16.19)  1/55 1/55 0.77
Bolliger 2011 —_—— 1.02 (0.30, 3.40) 8/390 4/198 4.06
Tashkin 2011 —_—— 1.22 (0.37, 4.02) 6/248 5/251 4.16
Williams 2012 —_— 0.66 (0.13, 3.26) 4/84 3/43 2.31
Rennard 2012 ——' 0.20 (0.04, 0.90) 4/486 5/165 2.60
Anthenelli 2013 —— 1.40 (0.67, 2.92) 17/256 13/269 10.94
Gonzales 2014 —— 2.34 (0.53, 10.40)  5/249 2/245 2.67
Faessel 2009 (Excluded) 0/14 0/7 0.00
Subtotal (I-squared = 0.0%, p = 0.547) L) 1.04 (0.77, 1.41) 101/4554 79/3738 64.91
Not industry sponsored
Hughes 2011 —_—— 0.53 (0.05, 5.14) 1/107 2/111 1.15
Ebbert 2011 € * 0.14 (0.00, 6.82) 0/38 1/38 0.39
Steinberg 2011 —_— 0.97 (0.13, 7.19) 2/40 2/39 1.49
Wong 2012 —_— 0.89 (0.12, 6.42) 2/151 2/135 1.52
Zesiewicz 2012 B — 0.12 (0.01, 2.08) 0/9 2/9 0.73
McClure 2013 —— 0.78 (0.33, 1.85) 17/41 20/42 8.01
Stein 2013 -_— 0.66 (0.23, 1.85) 17111 7/33 5.50
Litten 2013 — 1.23 (0.40, 3.78) 7/97 6/101 4.7
Cinciripini 2013 —— 0.51 (0.20, 1.30) 6/86 14/106 6.88
Meszaros 2013 —_— 1.00 (0.05,18.91) 1/5 1/5 0.69
Evins 2014 —_— 1.18 (0.07, 19.32)  1/40 1/47 0.76
Chengappa 2014 —— 3.81(0.99, 14.67)  8/31 2/29 3.27
Brandon 2011 (Excluded) 0/46 0/54 0.00
Subtotal (l-squared = 0.0%, p = 0.578) <p 0.83 (0.55, 1.25) 62/802 60/749 35.09
Overall (I-squared = 0.0%, p = 0.631) <> 0.96 (0.75, 1.22) 163/5356 139/4487  100.00

| |
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By whether industry sponsored or not suicidal ideation

Author Year

Industry sponsored
Jorenby 2006
Bolliger 2011
Tashkin 2011
Williams 2012
Rennard 2012
Anthenelli 2013
Zhao 2011
Gonzales 2014

Not industry sponsored

Hughes 2011
Mitchell 2012
Stein 2013
Cinciripini 2013
Meszaros 2013
Evins 2014
Chengappa 2014
Brandon 2011

Ebbert 2011
Steinberg 2011
Wong 2012

McClure 2013

Subtotal (I-squared = 0.0%, p = 0.767) <:>

Overall (I-squared =

L 2

<

]
|
|
|
|
|
1
1
1
1

0.0%,p=0621) <>}

OR (95% Cl)

0.13 (0.00, 6.76)
4.53 (0.24, 85.23)
0.14 (0.00, 6.90)
0.84 (0.19, 3.80)
0.11 (0.01, 1.51)
0.14 (0.01, 1.36)
(Excluded)
(Excluded)

0.43 (0.16, 1.16)

0.14 (0.00, 7.08)
0.13(0.00, 6.41)
3.66 (0.03, 387.84)
0.16 (0.00, 8.42)
1.00 (0.09, 11.03)
1.18 (0.16, 8.75)
1.86 (0.19, 18.64)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
0.83(0.28, 2.45)

0.58 (0.28, 1.20)

Events,
Treatment

0/343
2/390
0/248
5/84
1/486
0/256
0/14
0/249
8/2070

0/107
0/33
1111
0/86
2/5
2/40
2/31
0/46
0/38
0/40
0/151
0/41
7/729

15/2799

Events,
Control

1/340
0/198
1/251
3/43
2/165
3/269
0/10
0/245
10/1521

1111
1/31
0/33
1/106
2/5
2/47
1/29
0/54
0/38
0/39
0/135
0/42
8/670

18/2191

%
Weight

3.46
6.17
3.46
23.42
7.83
10.34
0.00
0.00
54.69

3.46
3.46
2.45
3.42
9.23
13.27
10.02
0.00
0.00
0.00
0.00
0.00
45.31

100.00

! !
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By smoking status Depression

Events, Events, %

Author Year OR (95% Cl) Treatment  Control Weight
Smokers
Nides 2006 —_— 1.93 (0.20, 18.70)  2/125 1/123 1.15
Tonstad 2006 —— 0.88 (0.44, 1.78) 15/602 17/604 12.04
Jorenby 2006 —— 4.19 (0.95, 18.55)  6/343 1/340 2.68
Oncken 2006 —_—— 0.70 (0.18, 2.67) 6/253 4/121 3.30
Gonzales 2006 —_ 0.57 (0.17, 1.86) 4/349 7/344 4.19
Williams 2007 —_— 1.48 (0.51, 4.28) 12/251 4/126 5.28
Tsai 2007 —_— 0.50 (0.05, 4.88) 1/126 2/124 1.15
Niaura 2008 —_—— 1.48 (0.25, 8.64) 3/157 2/155 1.91
Rigotti 2010 —_— 1.64 (0.41, 6.61) 5/353 3/350 3.06
Fagerstrom 2010 —_— 0.43 (0.10, 1.91) 2/213 5/218 2.67
Hughes 2011 —_— 0.53 (0.05, 5.14) 1/107 2/111 1.15
Garza 2011 _— 1.00 (0.06, 16.19)  1/55 1/55 0.77
Ebbert 2011 ¢ * 0.14 (0.00, 6.82) 0/38 1/38 0.39
Steinberg 2011 —_—— 0.97 (0.13, 7.19) 2/40 2/39 1.49
Bolliger 2011 —_—— 1.02 (0.30, 3.40) 8/390 4/198 4.06
Tashkin 2011 —— 1.22 (0.37, 4.02) 6/248 5/251 4.16
Williams 2012 —_—— 0.66 (0.13, 3.26) 4/84 3/43 2.31
Rennard 2012 —0—| 0.20 (0.04, 0.90) 4/486 5/165 2.60
Wong 2012 —_—— 0.89 (0.12, 6.42) 2/151 2/135 1.52
McClure 2013 —— 0.78 (0.33, 1.85) 17/41 20/42 8.01
Stein 2013 —— 0.66 (0.23, 1.85) 17/111 7/33 5.50
Cinciripini 2013 —— 0.51 (0.20, 1.30) 6/86 14/106 6.88
Meszaros 2013 _—— 1.00 (0.05, 18.91) 1/5 1/5 0.69
Anthenelli 2013 —— 1.40 (0.67, 2.92) 17/256 13/269 10.94
Evins 2014 e 1.18 (0.07, 19.32) 1/40 1/47 0.76
Chengappa 2014 —— 3.81(0.99, 14.67)  8/31 2/29 3.27
Gonzales 2014 -1 2.34 (0.53, 10.40)  5/249 2/245 2.67
Faessel 2009 (Excluded) 0/14 0/7 0.00
Brandon 2011 (Excluded) 0/46 0/54 0.00
Subtotal (l-squared = 0.0%, p = 0.650) <> 0.96 (0.75, 1.24) 156/5250 131/4377 94.56
Non-smokers
Zesiewicz 2012 —_— 0.12 (0.01, 2.08) 0/9 2/9 0.73
Litten 2013 —_—— 1.23 (0.40, 3.78) 7/97 6/101 4.7
Subtotal (l-squared = 54.9%, p = 0.136) 0.90 (0.32, 2.56) 7/106 8/110 5.44
Overall (I-squared = 0.0%, p = 0.631) 0.96 (0.75, 1.22) 163/5356 139/4487  100.00

| ] |

A 1 10

Favours Treatment Favours Placebo

N.B smokers and users of smokeless tobacco were included in the same category as there is
evidence that cigarette smokers and smokeless tobacco users have similar concentrations of
nicotine in the blood- Gritz et al. 1981'



By smoking status Suicidal ideation

Events, Events, %

Author Year OR (95% Cl) Treatment Control Weight
Smokers :
Jorenby 2006 *> : 0.13 (0.00, 6.76)  0/343 1/340  3.46
Hughes 2011 *> . 0.14 (0.00, 7.08) 0/107 1111 3.46
Bolliger 2011 —_rT 4.53 (0.24, 85.23) 2/390 0/198  6.17
Tashkin 2011 * : 0.14 (0.00, 6.90) 0/248 1/251 3.46
Williams 2012 —_—— 0.84 (0.19,3.80) 5/84 3/43 23.42
Rennard 2012 —0—:—- 0.11 (0.01, 1.51)  1/486 2/165 7.83
Mitchell 2012 ¢ * | 0.13(0.00,6.41) 0/33 1/31 3.46
Stein 2013 T - 3.66 (0.03, 387.84) 1/111 0/33 2.45
Cinciripini 2013 - : 0.16 (0.00, 8.42) 0/86 1/106  3.42
Meszaros 2013 —{-0— 1.00 (0.09, 11.03) 2/5 2/5 9.23
Anthenelli 2013 —0—:-|- 0.14 (0.01, 1.36)  0/256 3/269 10.34
Evins 2014 —r 1.18 (0.16, 8.75)  2/40 2/47 13.27
Chengappa 2014 —;--0— 1.86 (0.19, 18.64) 2/31 1/29 10.02
Brandon 2011 : (Excluded) 0/46 0/54 0.00
Ebbert 2011 : (Excluded) 0/38 0/38 0.00
Steinberg 2011 : (Excluded) 0/40 0/39 0.00
Wong 2012 1 (Excluded) 0/151 0/135  0.00
McClure 2013 : (Excluded) 0/41 0/42 0.00
Gonzales 2014 : (Excluded) 0/249 0/245  0.00
Subtotal (I-squared = 0.0%, p = 0.621)@’ 0.58 (0.28,1.20) 15/2785  18/2181 100.00
. 1
Non-smokers :
Zhao 2011 | (Excluded) : 0.00
Subtotal (I-squared = .%, p =.) : () 0/14 0/10 0.00
. 1
Overall (I-squared = 0.0%, p = 0.621) <} 0.58 (0.28,1.20) 15/2799  18/2191 100.00

:

- T
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N.B smokers and users of smokeless tobacco were included in the same category as there is
evidence that cigarette smokers and smokeless tobacco users have similar concentrations of
nicotine in the blood- Gritz et al. 1981'. There were no reports of suicidal ideation in studies
of non-smokes.
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