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[bookmark: _Hlk21543969][bookmark: _Hlk3836730][bookmark: _Hlk21543930]Supplementary Figure S1. Forest plots for overall lung cancer risks in women with reproductive variables.
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[bookmark: _Hlk29479042][bookmark: OLE_LINK2][bookmark: _GoBack]Supplementary Figure S2. Forest plots for the association between parity and lung cancer risks in women (≥3 children vs. 0-2 children ). a) Overall lung cancer risks stratified by study designs; b) Overall lung cancer risks stratified by ethnicity; c) Non-small cell lung cancer risks stratified by study designs; d) Non-small cell lung cancer risks stratified by ethnicity; e) adenocarcinoma risks stratified by study designs; f) adenocarcinoma risks stratified by ethnicity.
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[bookmark: _Ref458544636]Supplementary Figure S3. Forest plots for the association between parity and lung cancer risks in Asian and Caucasian women stratified by study designs (≥3 children vs. 0-2 children). a) Asian women with lung cancer; b) Caucasian women with lung cancer; c) Asian women with non-small cell lung cancer; d) Caucasian women with non-small cell lung cancer; e) Asian women with adenocarcinoma; f) Caucasian women with adenocarcinoma.
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[bookmark: _Ref458602027][bookmark: _Hlk1747756][bookmark: OLE_LINK7]Supplementary Figure S4. Forest plots for the association between parity and lung cancer risks in women (≥1 child vs. nulliparous). a) Overall lung cancer risks stratified by study designs; b) overall lung cancer risks stratified by ethnicity; c) adenocarcinoma risks stratified by study designs; d) adenocarcinoma risks stratified by ethnicity.
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[bookmark: _Hlk3833801]Supplementary Figure S5. Forest plots for the association between parity and lung cancer risks in Asian and Caucasian women stratified by study designs (≥1 child vs. nulliparous). a) Asian women with lung cancer; b) Asian women with adenocarcinoma; c) Caucasian women with lung cancer; d) Caucasian women with adenocarcinoma.
	[image: ]a)  
	[image: ]b)


	[image: ]c)    
	[image: ]d)   


[bookmark: _Hlk1568829]Supplementary Figure S6. Forest plots for the association between parity and lung cancer risks in never-smoked vs. ever smoked women stratified by study designs and ethnicity (≥3 children vs. 0-2 children).  a) never smokers stratified by study design; b) never smokers stratified by ethnicity; c) ever smokers stratified by study design; d) ever smokers stratified by ethnicity; 
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[bookmark: OLE_LINK8][bookmark: OLE_LINK9]Supplementary Figure S7. Forest plots for the association between parity and lung cancer risks in never-smoked vs. ever smoked women stratified by study designs and ethnicity (≥1 child vs. Nulliparous).  a) Never smokers stratified by study design; b) never smokers stratified by ethnicity; c) ever smokers stratified by study design; d) ever smokers stratified by ethnicity.
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Supplementary Figure S8. Forest plots for lung cancer risks in never-smoked vs. ever smoked women with reproductive variables of parity (≥3 children vs. 0-2 children). 
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[bookmark: _Ref458592521]Supplementary Figure S9. Forest plots for the association between age at first birth and lung cancer risks in women (≥25 vs. Nulliparous / <25). a) Overall lung cancer risks stratified by study designs; b) overall lung cancer risks stratified by ethnicity; c) adenocarcinoma risks stratified by study designs; d) adenocarcinoma risks stratified by ethnicity.
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Supplementary Figure S10. Forest plots for the association between menopause reason and lung cancer risks in women (non-natural menopause versus natural menopause). a) Overall lung cancer risks stratified by study designs; b) overall lung cancer risks stratified by ethnicity; c) adenocarcinoma risks stratified by study designs; d) adenocarcinoma risks stratified by ethnicity.
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[bookmark: _Ref459208901]Supplementary Figure S11. Forest plots for the association between menstrual cycle length and lung cancer risks in women (>30 days vs. <27 to ≤ 30 days).  a) Overall lung cancer risks stratified by study designs; b) overall lung cancer risks stratified by ethnicity; c) adenocarcinoma risks stratified by study designs; d) adenocarcinoma risks stratified by ethnicity.
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Supplementary Figure S12. Sensitivity analysis for: a) parity; b) menopause type; 
	[image: ][image: ]a) 
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Supplementary Figure S13. Funnel plots and funnel plots with trim and fill for: a) parity; b) menopause type.
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NOTE: Weights are from random effects analysis
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NOTE: Weights are from random effects analysis
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NOTE: Weights are from random effects analysis
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NOTE: Weights are from random effects analysis

Overall  (I-squared = 69.7%, p = 0.019)

Gallagher, L. et al. 2013

Dorjgochoo, T. et al. 2009

He, F. et al. 2017

Reference

Zheng, W. et al. 1988

1.05 (0.84, 1.33)

0.83 (0.72, 0.97)

1.07 (0.76, 1.52)

1.26 (0.92, 1.71)

ES (95% CI)

1.20 (0.90, 1.50)

100.00

32.12

20.18

22.21

Weight

25.49

%

1.05 (0.84, 1.33)

0.83 (0.72, 0.97)

1.07 (0.76, 1.52)

1.26 (0.92, 1.71)

ES (95% CI)

1.20 (0.90, 1.50)

100.00

32.12

20.18

22.21

Weight

25.49

%

   

1 .1 1 4


image18.emf
NOTE: Weights are from random effects analysis
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NOTE: Weights are from random effects analysis
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NOTE: Weights are from random effects analysis
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 75.1%, p = 0.000)

Schwartz, AG. et al. 2015

Zhou, BS. et al. 2000

He, F. et al. 2017

Mixed

Asian

Weiss, J. et al. 2008

Meinhold, CL. et al. 2011

Koushik, A. et al. 2009

Subtotal  (I-squared = 82.8%, p = 0.001)

Kabat, GC. et al. 2007

Reference

Subtotal  (I-squared = 41.6%, p = 0.162)

Baik, CS. et al. 2010

Seow, A. et al. 2009

Kubik, AK. et al. 2002

Caucasian

Subtotal  (I-squared = 91.2%, p = 0.001)

0.84 (0.63, 1.11)

1.13 (0.96, 1.33)

2.32 (0.45, 12.04)

1.18 (0.82, 1.69)

0.84 (0.18, 3.96)

0.50 (0.32, 0.78)

0.85 (0.45, 1.58)

0.82 (0.33, 2.07)

1.41 (0.91, 2.21)

OR (95% CI)

0.94 (0.69, 1.29)

0.86 (0.67, 1.10)

0.32 (0.19, 0.55)

0.55 (0.22, 1.34)

0.77 (0.35, 1.71)

100.00

16.09

2.54

13.32

%

2.82

11.98

9.28

29.34

12.01

Weight

42.59

15.04

10.66

6.25

28.07

0.84 (0.63, 1.11)

1.13 (0.96, 1.33)

2.32 (0.45, 12.04)

1.18 (0.82, 1.69)

0.84 (0.18, 3.96)

0.50 (0.32, 0.78)

0.85 (0.45, 1.58)

0.82 (0.33, 2.07)

1.41 (0.91, 2.21)

OR (95% CI)

0.94 (0.69, 1.29)

0.86 (0.67, 1.10)

0.32 (0.19, 0.55)

0.55 (0.22, 1.34)

0.77 (0.35, 1.71)

100.00

16.09

2.54

13.32

%

2.82

11.98

9.28

29.34

12.01

Weight

42.59

15.04

10.66

6.25

28.07
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 67.0%, p = 0.001)

Koushik, A. et al. 2009

Weiss, J. et al. 2008

Zhou, BS. et al. 2000

Baik, CS. et al. 2010

Khedher, SB. et al. 2017

Seow, A. et al. 2009

Cohort

Kabat, GC. et al. 2007

Subtotal  (I-squared = 0.0%, p = 0.434)

Reference

He, F. et al. 2017

Tan, HS. et al. 2015

Kubik, AK. et al. 2002

Case-control

Subtotal  (I-squared = 80.2%, p = 0.000)

0.83 (0.63, 1.09)

0.85 (0.45, 1.58)

0.84 (0.18, 3.96)

2.32 (0.45, 12.04)

0.86 (0.67, 1.10)

0.97 (0.74, 1.28)

0.32 (0.19, 0.55)

1.41 (0.91, 2.21)

1.00 (0.82, 1.22)

OR (95% CI)

1.18 (0.82, 1.69)

0.55 (0.34, 0.90)

0.55 (0.22, 1.34)

0.71 (0.43, 1.16)

100.00

9.28

2.67

2.41

15.80

15.36

10.78

%

12.29

46.93

Weight

13.79

11.53

6.10

53.07

0.83 (0.63, 1.09)

0.85 (0.45, 1.58)

0.84 (0.18, 3.96)

2.32 (0.45, 12.04)

0.86 (0.67, 1.10)

0.97 (0.74, 1.28)

0.32 (0.19, 0.55)

1.41 (0.91, 2.21)

1.00 (0.82, 1.22)

OR (95% CI)

1.18 (0.82, 1.69)

0.55 (0.34, 0.90)

0.55 (0.22, 1.34)

0.71 (0.43, 1.16)

100.00

9.28

2.67

2.41

15.80

15.36

10.78

%

12.29

46.93

Weight

13.79

11.53

6.10

53.07
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NOTE: Weights are from random effects analysis
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.

Overall  (I-squared = 67.0%, p = 0.001)

Subtotal  (I-squared = 79.2%, p = 0.001)

Kubik, AK. et al. 2002

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

Weiss, J. et al. 2008

Khedher, SB. et al. 2017

Subtotal  (I-squared = 41.6%, p = 0.162)

He, F. et al. 2017

Koushik, A. et al. 2009

Seow, A. et al. 2009

Tan, HS. et al. 2015

Asian

Mixed

Zhou, BS. et al. 2000

Caucasian

Kabat, GC. et al. 2007

Baik, CS. et al. 2010

Reference

0.83 (0.63, 1.09)

0.72 (0.37, 1.39)

0.55 (0.22, 1.34)

0.97 (0.74, 1.28)

0.84 (0.18, 3.96)

0.97 (0.74, 1.28)

0.94 (0.69, 1.29)

1.18 (0.82, 1.69)

0.85 (0.45, 1.58)

0.32 (0.19, 0.55)

0.55 (0.34, 0.90)

2.32 (0.45, 12.04)

1.41 (0.91, 2.21)

0.86 (0.67, 1.10)

OR (95% CI)

100.00

41.17

6.10

15.36

2.67

15.36

%

43.47

13.79

9.28

10.78

11.53

2.41

12.29

15.80

Weight

0.83 (0.63, 1.09)

0.72 (0.37, 1.39)

0.55 (0.22, 1.34)

0.97 (0.74, 1.28)

0.84 (0.18, 3.96)

0.97 (0.74, 1.28)

0.94 (0.69, 1.29)

1.18 (0.82, 1.69)

0.85 (0.45, 1.58)

0.32 (0.19, 0.55)

0.55 (0.34, 0.90)

2.32 (0.45, 12.04)

1.41 (0.91, 2.21)

0.86 (0.67, 1.10)

OR (95% CI)

100.00

41.17

6.10

15.36

2.67

15.36

%

43.47

13.79

9.28

10.78

11.53

2.41

12.29

15.80

Weight
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 59.7%, p = 0.003)

Jin, K. et al. 2019

Tan, HS. et al. 2015

Xiang YB. et al. 2003

case-control

Wu-Williams, AH. et al. 1990

Seow, A. et al. 2009

Zhou, BS. et al. 2000

Gallagher, L. et al. 2013

Liu, Y. et al. 2005

Seow, A. et al. 2002

Weiss, J. et al. 2008

Subtotal  (I-squared = 45.3%, p = 0.120)

Subtotal  (I-squared = 50.6%, p = 0.048)

Lim, W. et al. 2012

Reference

He, F. et al. 2017

Cohort

Brenner, A. et al. 2003

0.70 (0.58, 0.86)

0.72 (0.53, 0.97)

0.45 (0.31, 0.65)

0.39 (0.12, 1.22)

1.00 (0.70, 1.30)

0.49 (0.33, 0.72)

2.32 (0.45, 12.04)

0.70 (0.51, 0.95)

0.95 (0.53, 1.71)

0.67 (0.48, 0.94)

0.42 (0.19, 0.90)

0.58 (0.44, 0.75)

0.81 (0.65, 1.01)

0.61 (0.43, 0.88)

OR (95% CI)

1.19 (0.85, 1.66)

0.81 (0.34, 1.95)

100.00

10.93

9.65

2.36

10.79

9.29

1.28

10.76

6.33

10.30

4.40

40.43

59.57

9.88

Weight

10.31

3.72

%

0.70 (0.58, 0.86)

0.72 (0.53, 0.97)

0.45 (0.31, 0.65)

0.39 (0.12, 1.22)

1.00 (0.70, 1.30)

0.49 (0.33, 0.72)

2.32 (0.45, 12.04)

0.70 (0.51, 0.95)

0.95 (0.53, 1.71)

0.67 (0.48, 0.94)

0.42 (0.19, 0.90)

0.58 (0.44, 0.75)

0.81 (0.65, 1.01)

0.61 (0.43, 0.88)

OR (95% CI)

1.19 (0.85, 1.66)

0.81 (0.34, 1.95)

100.00

10.93

9.65

2.36

10.79

9.29

1.28

10.76

6.33

10.30

4.40

40.43

59.57

9.88

Weight

10.31

3.72

%
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NOTE: Weights are from random effects analysis

.
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Overall  (I-squared = 63.3%, p = 0.008)

Baik, CS. et al. 2010

Elliott, A. et al. 2006

Pesatori, AC. et al. 2013

Reference

Cohort

case-control

Brinton, LA. et al. 2011

Kubik, AK. et al. 2002

Subtotal  (I-squared = 56.5%, p = 0.101)

Paulus, J. et al. 2010

Subtotal  (I-squared = 60.0%, p = 0.040)

Koushik, A. et al. 2009

Kabat, GC. et al. 2007

1.03 (0.85, 1.25)

1.00 (0.86, 1.17)

2.70 (0.90, 8.20)

1.23 (0.67, 2.24)

OR (95% CI)

1.12 (0.98, 1.28)

0.71 (0.39, 1.30)

1.12 (0.96, 1.31)

0.57 (0.38, 0.85)

0.93 (0.60, 1.43)

1.00 (0.56, 1.79)

1.42 (1.06, 1.88)

100.00

22.52

2.73

7.36

Weight

23.35

7.38

62.50

%

12.26

37.50

7.77

16.64

1.03 (0.85, 1.25)

1.00 (0.86, 1.17)

2.70 (0.90, 8.20)

1.23 (0.67, 2.24)

OR (95% CI)

1.12 (0.98, 1.28)

0.71 (0.39, 1.30)

1.12 (0.96, 1.31)

0.57 (0.38, 0.85)

0.93 (0.60, 1.43)

1.00 (0.56, 1.79)

1.42 (1.06, 1.88)

100.00

22.52

2.73

7.36

Weight

23.35

7.38

62.50

%

12.26

37.50

7.77

16.64
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NOTE: Weights are from random effects analysis

.
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Overall  (I-squared = 82.8%, p = 0.001)

Subtotal  (I-squared = 0.0%, p = 0.431)

Subtotal  (I-squared = 25.3%, p = 0.247)

Reference

Case-control

He, F. et al. 2017

Weiss, J. et al. 2008

Zhou, BS. et al. 2000

Seow, A. et al. 2009

Cohort

0.82 (0.33, 2.07)

1.22 (0.86, 1.73)

0.39 (0.18, 0.84)

OR (95% CI)

1.18 (0.82, 1.69)

0.84 (0.18, 3.96)

2.32 (0.45, 12.04)

0.32 (0.19, 0.55)

100.00

50.41

49.59

Weight

33.69

17.81

%

16.72

31.78

0.82 (0.33, 2.07)

1.22 (0.86, 1.73)

0.39 (0.18, 0.84)

OR (95% CI)

1.18 (0.82, 1.69)

0.84 (0.18, 3.96)

2.32 (0.45, 12.04)

0.32 (0.19, 0.55)

100.00

50.41

49.59

Weight

33.69

17.81

%

16.72

31.78
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Heterogeneity between groups: p = 0.342

Overall  (I-squared = 41.6%, p = 0.162)

Koushik, A. et al. 2009

Cohort

Subtotal  (I-squared = 0.0%, p = 0.438)

Kabat, GC. et al. 2007

Subtotal  (I-squared = 72.5%, p = 0.057)

Reference

Case-control

Kubik, AK. et al. 2002

Baik, CS. et al. 2010

0.93 (0.76, 1.13)

0.85 (0.45, 1.58)

0.74 (0.44, 1.24)

1.41 (0.91, 2.21)

0.97 (0.78, 1.20)

OR (95% CI)

0.55 (0.22, 1.34)

0.86 (0.67, 1.10)

100.00

10.10

14.98

20.23

85.02

Weight

%

4.88

64.79

0.93 (0.76, 1.13)

0.85 (0.45, 1.58)

0.74 (0.44, 1.24)

1.41 (0.91, 2.21)

0.97 (0.78, 1.20)

OR (95% CI)

0.55 (0.22, 1.34)

0.86 (0.67, 1.10)

100.00

10.10

14.98

20.23

85.02

Weight

%

4.88

64.79
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NOTE: Weights are from random effects analysis

.
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Overall  (I-squared = 79.2%, p = 0.001)

Reference

Subtotal  (I-squared = 0.0%, p = 0.431)

Subtotal  (I-squared = 30.0%, p = 0.240)

Tan, HS. et al. 2015

Weiss, J. et al. 2008

Zhou, BS. et al. 2000

Cohort

Case-control

He, F. et al. 2017

Seow, A. et al. 2009

0.72 (0.37, 1.39)

OR (95% CI)

1.22 (0.86, 1.73)

0.45 (0.28, 0.71)

0.55 (0.34, 0.90)

0.84 (0.18, 3.96)

2.32 (0.45, 12.04)

1.18 (0.82, 1.69)

0.32 (0.19, 0.55)

100.00

Weight

37.91

62.09

25.77

%

11.24

10.39

27.53

25.08

0.72 (0.37, 1.39)

OR (95% CI)

1.22 (0.86, 1.73)

0.45 (0.28, 0.71)

0.55 (0.34, 0.90)

0.84 (0.18, 3.96)

2.32 (0.45, 12.04)

1.18 (0.82, 1.69)

0.32 (0.19, 0.55)

100.00

Weight

37.91

62.09

25.77

%

11.24

10.39

27.53

25.08
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Heterogeneity between groups: p = 0.342

Overall  (I-squared = 41.6%, p = 0.162)

Subtotal  (I-squared = 72.5%, p = 0.057)

Reference

Cohort

Kubik, AK. et al. 2002

Subtotal  (I-squared = 0.0%, p = 0.438)

Kabat, GC. et al. 2007

Baik, CS. et al. 2010

Koushik, A. et al. 2009

Case-control

0.93 (0.76, 1.13)

0.97 (0.78, 1.20)

OR (95% CI)

0.55 (0.22, 1.34)

0.74 (0.44, 1.24)

1.41 (0.91, 2.21)

0.86 (0.67, 1.10)

0.85 (0.45, 1.58)

100.00

85.02

Weight

4.88

14.98

20.23

64.79

10.10

%

0.93 (0.76, 1.13)

0.97 (0.78, 1.20)

OR (95% CI)

0.55 (0.22, 1.34)

0.74 (0.44, 1.24)

1.41 (0.91, 2.21)

0.86 (0.67, 1.10)

0.85 (0.45, 1.58)

100.00

85.02

Weight

4.88

14.98

20.23

64.79

10.10

%
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NOTE: Weights are from random effects analysis

.
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Overall  (I-squared = 80.3%, p = 0.000)

Lim, W. et al. 2012

Koushik, A. et al. 2009

Case-control

Kubik, AK. et al. 2002

Pesatori, AC. et al. 2013

Tan, HS. et al. 2015

Gorlova, OY. et al. 2006

Elliott, A. et al. 2006

Reference

Gallagher, L. et al. 2013

Paulus, J. et al. 2010

Subtotal  (I-squared = 60.8%, p = 0.006)

Weiss, J. et al. 2008

Cohort

Seow, A. et al. 2009

Kabat, GC. et al. 2007

Subtotal  (I-squared = 89.6%, p = 0.000)

Meinhold, CL. et al. 2011

Khedher, SB. et al. 2017

Brinton, LA. et al. 2011

Zatloukal, P. et al. 2003

0.77 (0.62, 0.95)

0.61 (0.43, 0.88)

1.00 (0.56, 1.79)

0.71 (0.39, 1.30)

1.23 (0.67, 2.24)

0.45 (0.31, 0.65)

1.20 (0.56, 2.55)

2.70 (0.90, 8.20)

OR (95% CI)

0.70 (0.51, 0.95)

0.57 (0.38, 0.85)

0.79 (0.62, 1.00)

0.42 (0.19, 0.90)

0.49 (0.33, 0.72)

1.42 (1.06, 1.88)

0.72 (0.49, 1.06)

0.50 (0.32, 0.78)

0.98 (0.78, 1.23)

1.12 (0.98, 1.28)

0.59 (0.40, 0.87)

100.00

7.16

5.37

5.21

5.20

7.06

4.18

2.61

Weight

7.54

6.79

58.01

4.07

6.90

7.73

41.99

6.44

8.16

8.69

6.88

%

0.77 (0.62, 0.95)

0.61 (0.43, 0.88)

1.00 (0.56, 1.79)

0.71 (0.39, 1.30)

1.23 (0.67, 2.24)

0.45 (0.31, 0.65)

1.20 (0.56, 2.55)

2.70 (0.90, 8.20)

OR (95% CI)

0.70 (0.51, 0.95)

0.57 (0.38, 0.85)

0.79 (0.62, 1.00)

0.42 (0.19, 0.90)

0.49 (0.33, 0.72)

1.42 (1.06, 1.88)

0.72 (0.49, 1.06)

0.50 (0.32, 0.78)

0.98 (0.78, 1.23)

1.12 (0.98, 1.28)

0.59 (0.40, 0.87)

100.00

7.16

5.37

5.21

5.20

7.06

4.18

2.61

Weight

7.54

6.79

58.01

4.07

6.90

7.73

41.99

6.44

8.16

8.69

6.88

%
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 80.3%, p = 0.000)

Gorlova, OY. et al. 2006

Kubik, AK. et al. 2002

Khedher, SB. et al. 2017

Meinhold, CL. et al. 2011

Subtotal  (I-squared = 74.0%, p = 0.022)

Elliott, A. et al. 2006

Kabat, GC. et al. 2007

Seow, A. et al. 2009

Mixed

Lim, W. et al. 2012

Reference

Subtotal  (I-squared = 11.4%, p = 0.341)

Tan, HS. et al. 2015

Koushik, A. et al. 2009

Zatloukal, P. et al. 2003

Brinton, LA. et al. 2011

Weiss, J. et al. 2008

Caucasian

Subtotal  (I-squared = 74.3%, p = 0.000)

Paulus, J. et al. 2010

Asian

Pesatori, AC. et al. 2013

Gallagher, L. et al. 2013

0.77 (0.62, 0.95)

1.20 (0.56, 2.55)

0.71 (0.39, 1.30)

0.98 (0.78, 1.23)

0.50 (0.32, 0.78)

0.81 (0.49, 1.34)

2.70 (0.90, 8.20)

1.42 (1.06, 1.88)

0.49 (0.33, 0.72)

0.61 (0.43, 0.88)

OR (95% CI)

0.56 (0.46, 0.67)

0.45 (0.31, 0.65)

1.00 (0.56, 1.79)

0.59 (0.40, 0.87)

1.12 (0.98, 1.28)

0.42 (0.19, 0.90)

0.96 (0.73, 1.26)

0.57 (0.38, 0.85)

1.23 (0.67, 2.24)

0.70 (0.51, 0.95)

100.00

4.18

5.21

8.16

6.44

18.78

2.61

7.73

6.90

7.16

Weight

32.73

7.06

5.37

6.88

8.69

4.07

48.49

6.79

5.20

7.54

%

0.77 (0.62, 0.95)

1.20 (0.56, 2.55)

0.71 (0.39, 1.30)

0.98 (0.78, 1.23)

0.50 (0.32, 0.78)

0.81 (0.49, 1.34)

2.70 (0.90, 8.20)

1.42 (1.06, 1.88)

0.49 (0.33, 0.72)

0.61 (0.43, 0.88)

OR (95% CI)

0.56 (0.46, 0.67)

0.45 (0.31, 0.65)

1.00 (0.56, 1.79)

0.59 (0.40, 0.87)

1.12 (0.98, 1.28)

0.42 (0.19, 0.90)

0.96 (0.73, 1.26)

0.57 (0.38, 0.85)

1.23 (0.67, 2.24)

0.70 (0.51, 0.95)

100.00

4.18

5.21

8.16

6.44

18.78

2.61

7.73

6.90

7.16

Weight

32.73

7.06

5.37

6.88

8.69

4.07

48.49

6.79

5.20

7.54

%
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 70.4%, p = 0.001)

Cohort

Koushik, A. et al. 2009

Seow, A. et al. 2009

Subtotal  (I-squared = 84.1%, p = 0.000)

Khedher, SB. et al. 2017

Subtotal  (I-squared = 11.7%, p = 0.334)

Reference

Kabat, GC. et al. 2007

Weiss, J. et al. 2008

Kubik, AK. et al. 2002

Tan, HS. et al. 2015

Zatloukal, P. et al. 2003

Case-control

0.71 (0.49, 1.01)

0.85 (0.45, 1.58)

0.32 (0.19, 0.55)

0.66 (0.31, 1.41)

0.97 (0.74, 1.28)

0.83 (0.64, 1.08)

OR (95% CI)

1.41 (0.91, 2.21)

0.84 (0.18, 3.96)

0.55 (0.22, 1.34)

0.55 (0.34, 0.90)

0.58 (0.32, 1.04)

100.00

12.38

13.87

47.98

17.85

52.02

Weight

15.28

4.25

8.82

14.58

12.97

%

0.71 (0.49, 1.01)

0.85 (0.45, 1.58)

0.32 (0.19, 0.55)

0.66 (0.31, 1.41)

0.97 (0.74, 1.28)

0.83 (0.64, 1.08)

OR (95% CI)

1.41 (0.91, 2.21)

0.84 (0.18, 3.96)

0.55 (0.22, 1.34)

0.55 (0.34, 0.90)

0.58 (0.32, 1.04)

100.00

12.38

13.87

47.98

17.85

52.02

Weight

15.28

4.25

8.82

14.58

12.97

%

   

1 .1 1 12.1


image36.emf
NOTE: Weights are from random effects analysis

.

.

.

Overall  (I-squared = 70.4%, p = 0.001)

Zatloukal, P. et al. 2003

Mixed

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

Tan, HS. et al. 2015

Kabat, GC. et al. 2007

Weiss, J. et al. 2008

Reference

Caucasian

Khedher, SB. et al. 2017

Subtotal  (I-squared = 58.4%, p = 0.065)

Subtotal  (I-squared = 30.0%, p = 0.240)

Asian

Seow, A. et al. 2009

Kubik, AK. et al. 2002

Koushik, A. et al. 2009

0.71 (0.49, 1.01)

0.58 (0.32, 1.04)

0.97 (0.74, 1.28)

0.55 (0.34, 0.90)

1.41 (0.91, 2.21)

0.84 (0.18, 3.96)

OR (95% CI)

0.97 (0.74, 1.28)

0.84 (0.52, 1.35)

0.45 (0.28, 0.71)

0.32 (0.19, 0.55)

0.55 (0.22, 1.34)

0.85 (0.45, 1.58)

100.00

12.97

17.85

14.58

%

15.28

4.25

Weight

17.85

49.44

32.71

13.87

8.82

12.38

0.71 (0.49, 1.01)

0.58 (0.32, 1.04)

0.97 (0.74, 1.28)

0.55 (0.34, 0.90)

1.41 (0.91, 2.21)

0.84 (0.18, 3.96)

OR (95% CI)

0.97 (0.74, 1.28)

0.84 (0.52, 1.35)

0.45 (0.28, 0.71)

0.32 (0.19, 0.55)

0.55 (0.22, 1.34)

0.85 (0.45, 1.58)

100.00

12.97

17.85

14.58

%

15.28

4.25

Weight

17.85

49.44

32.71

13.87

8.82

12.38
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Heterogeneity between groups: p = 0.596

Overall  (I-squared = 11.4%, p = 0.341)

Lim, W. et al. 2012

Gallagher, L. et al. 2013

Tan, HS. et al. 2015

Seow, A. et al. 2009

Case-control

Subtotal  (I-squared = 29.1%, p = 0.237)

Reference

Cohort

Weiss, J. et al. 2008

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

0.56 (0.47, 0.67)

0.61 (0.43, 0.88)

0.70 (0.51, 0.95)

0.45 (0.31, 0.65)

0.49 (0.33, 0.72)

0.55 (0.45, 0.66)

OR (95% CI)

0.42 (0.19, 0.90)

0.61 (0.43, 0.87)

100.00

23.17

30.71

21.68

19.53

76.83

Weight

4.91

23.17

%

0.56 (0.47, 0.67)

0.61 (0.43, 0.88)

0.70 (0.51, 0.95)

0.45 (0.31, 0.65)

0.49 (0.33, 0.72)

0.55 (0.45, 0.66)

OR (95% CI)

0.42 (0.19, 0.90)

0.61 (0.43, 0.87)

100.00

23.17

30.71

21.68

19.53

76.83

Weight

4.91

23.17

%

   

1 .1 1 12.1
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Heterogeneity between groups: p = .

Overall  (I-squared = 30.0%, p = 0.240)

Reference

Subtotal  (I-squared = 30.0%, p = 0.240)

Weiss, J. et al. 2008

Tan, HS. et al. 2015

Cohort

Seow, A. et al. 2009

0.44 (0.31, 0.63)

OR (95% CI)

0.44 (0.31, 0.63)

0.84 (0.18, 3.96)

0.55 (0.34, 0.90)

0.32 (0.19, 0.55)

100.00

Weight

100.00

5.12

51.60

%

43.28

0.44 (0.31, 0.63)

OR (95% CI)

0.44 (0.31, 0.63)

0.84 (0.18, 3.96)

0.55 (0.34, 0.90)

0.32 (0.19, 0.55)

100.00

Weight

100.00

5.12

51.60

%

43.28

   

1 .1 1 12.1
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 74.3%, p = 0.000)

Kabat, GC. et al. 2007

Koushik, A. et al. 2009

Brinton, LA. et al. 2011

Paulus, J. et al. 2010

Pesatori, AC. et al. 2013

Subtotal  (I-squared = 58.4%, p = 0.034)

Zatloukal, P. et al. 2003

Elliott, A. et al. 2006

Kubik, AK. et al. 2002

Subtotal  (I-squared = 53.8%, p = 0.141)

Reference

Cohort

Case-control

0.96 (0.73, 1.26)

1.42 (1.06, 1.88)

1.00 (0.56, 1.79)

1.12 (0.98, 1.28)

0.57 (0.38, 0.85)

1.23 (0.67, 2.24)

0.83 (0.58, 1.18)

0.59 (0.40, 0.87)

2.70 (0.90, 8.20)

0.71 (0.39, 1.30)

1.22 (0.97, 1.52)

OR (95% CI)

100.00

16.48

10.66

19.11

14.07

10.28

64.40

14.30

4.80

10.30

35.60

Weight

%

0.96 (0.73, 1.26)

1.42 (1.06, 1.88)

1.00 (0.56, 1.79)

1.12 (0.98, 1.28)

0.57 (0.38, 0.85)

1.23 (0.67, 2.24)

0.83 (0.58, 1.18)

0.59 (0.40, 0.87)

2.70 (0.90, 8.20)

0.71 (0.39, 1.30)

1.22 (0.97, 1.52)

OR (95% CI)

100.00

16.48

10.66

19.11

14.07

10.28

64.40

14.30

4.80

10.30

35.60

Weight

%

   

1 .1 1 12.1
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 58.4%, p = 0.065)

Koushik, A. et al. 2009

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

Cohort

Case-control

Subtotal  (I-squared = 0.0%, p = 0.618)

Kabat, GC. et al. 2007

Reference

Zatloukal, P. et al. 2003

Kubik, AK. et al. 2002

0.84 (0.52, 1.35)

0.85 (0.45, 1.58)

1.41 (0.90, 2.20)

0.66 (0.45, 0.98)

1.41 (0.91, 2.21)

OR (95% CI)

0.58 (0.32, 1.04)

0.55 (0.22, 1.34)

100.00

24.91

31.79

68.21

31.79

Weight

26.26

17.04

%

0.84 (0.52, 1.35)

0.85 (0.45, 1.58)

1.41 (0.90, 2.20)

0.66 (0.45, 0.98)

1.41 (0.91, 2.21)

OR (95% CI)

0.58 (0.32, 1.04)

0.55 (0.22, 1.34)

100.00

24.91

31.79

68.21

31.79

Weight

26.26

17.04

%

   

1 .1 1 12.1
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 60.1%, p = 0.005)

Schwartz, AG. et al. 2015

Lim, W. et al. 2012

Seow, A. et al. 2002

Reference

Subtotal  (I-squared = 74.5%, p = 0.001)

Seow, A. et al. 2009

Liu, Y. et al. 2005

Meinhold, CL. et al. 2011

Case-control

Subtotal  (I-squared = 0.0%, p = 0.591)

Weiss, J. et al. 2008

Jin, K. et al. 2019

Baik, CS. et al. 2010

Kabat, GC. et al. 2007

Cohort

Xiang YB. et al. 2003

0.71 (0.54, 0.93)

1.26 (0.85, 1.88)

0.63 (0.40, 0.98)

0.65 (0.44, 0.96)

OR (95% CI)

0.80 (0.51, 1.28)

0.51 (0.30, 0.86)

0.95 (0.53, 1.71)

0.26 (0.06, 1.07)

0.65 (0.52, 0.81)

0.42 (0.19, 0.90)

0.74 (0.52, 1.08)

0.50 (0.28, 0.88)

2.01 (0.99, 4.11)

0.39 (0.12, 1.22)

100.00

12.32

11.48

12.43

Weight

56.25

%

10.24

9.38

2.90

43.75

7.01

12.84

9.56

7.74

4.09

0.71 (0.54, 0.93)

1.26 (0.85, 1.88)

0.63 (0.40, 0.98)

0.65 (0.44, 0.96)

OR (95% CI)

0.80 (0.51, 1.28)

0.51 (0.30, 0.86)

0.95 (0.53, 1.71)

0.26 (0.06, 1.07)

0.65 (0.52, 0.81)

0.42 (0.19, 0.90)

0.74 (0.52, 1.08)

0.50 (0.28, 0.88)

2.01 (0.99, 4.11)

0.39 (0.12, 1.22)

100.00

12.32

11.48

12.43

Weight

56.25

%

10.24

9.38

2.90

43.75

7.01

12.84

9.56

7.74

4.09
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 60.1%, p = 0.005)

Subtotal  (I-squared = 76.7%, p = 0.038)

Liu, Y. et al. 2005

Jin, K. et al. 2019

Xiang YB. et al. 2003

Baik, CS. et al. 2010

Meinhold, CL. et al. 2011

Seow, A. et al. 2002

Schwartz, AG. et al. 2015

Asian

Seow, A. et al. 2009

Lim, W. et al. 2012

Mixed

Subtotal  (I-squared = 88.8%, p = 0.003)

Kabat, GC. et al. 2007

Reference

Subtotal  (I-squared = 0.0%, p = 0.558)

Caucasian

Weiss, J. et al. 2008

0.71 (0.54, 0.93)

0.67 (0.15, 3.05)

0.95 (0.53, 1.71)

0.74 (0.52, 1.08)

0.39 (0.12, 1.22)

0.50 (0.28, 0.88)

0.26 (0.06, 1.07)

0.65 (0.44, 0.96)

1.26 (0.85, 1.88)

0.51 (0.30, 0.86)

0.63 (0.40, 0.98)

0.99 (0.25, 3.85)

2.01 (0.99, 4.11)

OR (95% CI)

0.65 (0.54, 0.78)

0.42 (0.19, 0.90)

100.00

15.22

9.38

12.84

4.09

9.56

2.90

%

12.43

12.32

10.24

11.48

17.31

7.74

Weight

67.47

7.01

0.71 (0.54, 0.93)

0.67 (0.15, 3.05)

0.95 (0.53, 1.71)

0.74 (0.52, 1.08)

0.39 (0.12, 1.22)

0.50 (0.28, 0.88)

0.26 (0.06, 1.07)

0.65 (0.44, 0.96)

1.26 (0.85, 1.88)

0.51 (0.30, 0.86)

0.63 (0.40, 0.98)

0.99 (0.25, 3.85)

2.01 (0.99, 4.11)

OR (95% CI)

0.65 (0.54, 0.78)

0.42 (0.19, 0.90)

100.00

15.22

9.38

12.84

4.09

9.56

2.90

%

12.43

12.32

10.24

11.48

17.31

7.74

Weight

67.47

7.01
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NOTE: Weights are from random effects analysis

.
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Overall  (I-squared = 73.0%, p = 0.001)

Reference

Cohort

Case-control

Meinhold, CL. et al. 2011

Subtotal  (I-squared = 70.1%, p = 0.018)

Lim, W. et al. 2012

Seow, A. et al. 2002

Kabat, GC. et al. 2007

Seow, A. et al. 2009

Baik, CS. et al. 2010

Jin, K. et al. 2019

Subtotal  (I-squared = 0.0%, p = 0.844)

Schwartz, AG. et al. 2015

0.78 (0.59, 1.04)

OR (95% CI)

0.51 (0.32, 0.83)

1.01 (0.76, 1.34)

0.54 (0.27, 1.09)

0.73 (0.38, 1.42)

1.30 (0.95, 1.77)

0.45 (0.25, 0.82)

1.04 (0.83, 1.32)

0.52 (0.28, 0.97)

0.56 (0.41, 0.75)

1.15 (0.89, 1.49)

100.00

Weight

12.28

59.56

8.83

9.38

15.58

10.38

16.99

9.95

40.44

16.61

%

0.78 (0.59, 1.04)

OR (95% CI)

0.51 (0.32, 0.83)

1.01 (0.76, 1.34)

0.54 (0.27, 1.09)

0.73 (0.38, 1.42)

1.30 (0.95, 1.77)

0.45 (0.25, 0.82)

1.04 (0.83, 1.32)

0.52 (0.28, 0.97)

0.56 (0.41, 0.75)

1.15 (0.89, 1.49)

100.00

Weight

12.28

59.56

8.83

9.38

15.58

10.38

16.99

9.95

40.44

16.61

%

   

1 .01 1 4.5
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 73.0%, p = 0.001)

Subtotal  (I-squared = 88.2%, p = 0.004)

Jin, K. et al. 2019

Seow, A. et al. 2002

Subtotal  (I-squared = 17.5%, p = 0.271)

Kabat, GC. et al. 2007

Meinhold, CL. et al. 2011

Reference

Subtotal  (I-squared = 0.0%, p = 0.758)

Schwartz, AG. et al. 2015

Lim, W. et al. 2012

Asian

Baik, CS. et al. 2010

Seow, A. et al. 2009

Mixed

Caucasian

0.78 (0.59, 1.04)

0.79 (0.36, 1.75)

0.52 (0.28, 0.97)

0.73 (0.38, 1.42)

1.14 (0.92, 1.40)

1.30 (0.95, 1.77)

0.51 (0.32, 0.83)

OR (95% CI)

0.54 (0.40, 0.75)

1.15 (0.89, 1.49)

0.54 (0.27, 1.09)

1.04 (0.83, 1.32)

0.45 (0.25, 0.82)

100.00

28.89

9.95

9.38

32.58

15.58

12.28

Weight

38.54

16.61

8.83

16.99

10.38

%

0.78 (0.59, 1.04)

0.79 (0.36, 1.75)

0.52 (0.28, 0.97)

0.73 (0.38, 1.42)

1.14 (0.92, 1.40)

1.30 (0.95, 1.77)

0.51 (0.32, 0.83)

OR (95% CI)

0.54 (0.40, 0.75)

1.15 (0.89, 1.49)

0.54 (0.27, 1.09)

1.04 (0.83, 1.32)

0.45 (0.25, 0.82)

100.00

28.89

9.95

9.38

32.58

15.58

12.28

Weight

38.54

16.61

8.83

16.99

10.38

%
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 62.4%, p = 0.014)

Reference

Meinhold, CL. et al. 2011

Gorlova, OY. et al. 2006

Lim, W. et al. 2012

Weiss, J. et al. 2008

Subtotal  (I-squared = 31.5%, p = 0.223)

Case-control

Seow, A. et al. 2009

Cohort

Paulus, J. et al. 2010

Kabat, GC. et al. 2007

Subtotal  (I-squared = 82.6%, p = 0.003)

0.74 (0.50, 1.08)

OR (95% CI)

0.26 (0.06, 1.07)

1.20 (0.56, 2.55)

0.63 (0.40, 0.98)

0.42 (0.19, 0.90)

0.75 (0.53, 1.06)

0.51 (0.30, 0.86)

0.82 (0.58, 1.17)

2.01 (0.99, 4.11)

0.75 (0.30, 1.89)

100.00

Weight

5.43

12.56

18.67

12.24

57.43

%

16.98

20.77

13.35

42.57

0.74 (0.50, 1.08)

OR (95% CI)

0.26 (0.06, 1.07)

1.20 (0.56, 2.55)

0.63 (0.40, 0.98)

0.42 (0.19, 0.90)

0.75 (0.53, 1.06)

0.51 (0.30, 0.86)

0.82 (0.58, 1.17)

2.01 (0.99, 4.11)

0.75 (0.30, 1.89)

100.00

Weight

5.43

12.56

18.67

12.24

57.43

%

16.98

20.77

13.35

42.57
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 62.4%, p = 0.014)

Subtotal  (I-squared = 0.0%, p = 0.640)

Seow, A. et al. 2009

Asian

Subtotal  (I-squared = 70.5%, p = 0.066)

Reference

Caucasian

Subtotal  (I-squared = 79.6%, p = 0.027)

Weiss, J. et al. 2008

Meinhold, CL. et al. 2011

Lim, W. et al. 2012

Paulus, J. et al. 2010

Mixed

Kabat, GC. et al. 2007

Gorlova, OY. et al. 2006

0.74 (0.50, 1.08)

0.55 (0.40, 0.75)

0.51 (0.30, 0.86)

0.63 (0.14, 2.78)

OR (95% CI)

1.21 (0.51, 2.90)

0.42 (0.19, 0.90)

0.26 (0.06, 1.07)

0.63 (0.40, 0.98)

0.82 (0.58, 1.17)

2.01 (0.99, 4.11)

1.20 (0.56, 2.55)

100.00

47.89

16.98

17.99

Weight

34.13

12.24

5.43

18.67

20.77

%

13.35

12.56

0.74 (0.50, 1.08)

0.55 (0.40, 0.75)

0.51 (0.30, 0.86)

0.63 (0.14, 2.78)

OR (95% CI)

1.21 (0.51, 2.90)

0.42 (0.19, 0.90)

0.26 (0.06, 1.07)

0.63 (0.40, 0.98)

0.82 (0.58, 1.17)

2.01 (0.99, 4.11)

1.20 (0.56, 2.55)

100.00

47.89

16.98

17.99

Weight

34.13

12.24

5.43

18.67

20.77

%

13.35

12.56
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 77.0%, p = 0.002)

Seow, A. et al. 2009

Lim, W. et al. 2012

Meinhold, CL. et al. 2011

Reference

Subtotal  (I-squared = 89.6%, p = 0.002)

Kabat, GC. et al. 2007

Cohort

Paulus, J. et al. 2010

Case-control

Subtotal  (I-squared = 29.7%, p = 0.241)

0.70 (0.46, 1.07)

0.45 (0.25, 0.82)

0.54 (0.27, 1.09)

0.51 (0.32, 0.83)

OR (95% CI)

0.79 (0.28, 2.23)

1.30 (0.95, 1.77)

0.82 (0.58, 1.17)

0.65 (0.47, 0.91)

100.00

17.71

15.64

20.06

Weight

41.40

23.69

%

22.90

58.60

0.70 (0.46, 1.07)

0.45 (0.25, 0.82)

0.54 (0.27, 1.09)

0.51 (0.32, 0.83)

OR (95% CI)

0.79 (0.28, 2.23)

1.30 (0.95, 1.77)

0.82 (0.58, 1.17)

0.65 (0.47, 0.91)

100.00

17.71

15.64

20.06

Weight

41.40

23.69

%

22.90

58.60

   

1 .1 1 3
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 77.0%, p = 0.002)

Caucasian

Mixed

Meinhold, CL. et al. 2011

Subtotal  (I-squared = 73.0%, p = 0.054)

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

Seow, A. et al. 2009

Reference

Lim, W. et al. 2012

Kabat, GC. et al. 2007

Paulus, J. et al. 2010

Subtotal  (I-squared = 0.0%, p = 0.697)

Asian

0.70 (0.46, 1.07)

0.51 (0.32, 0.83)

1.04 (0.66, 1.63)

0.51 (0.31, 0.83)

0.45 (0.25, 0.82)

OR (95% CI)

0.54 (0.27, 1.09)

1.30 (0.95, 1.77)

0.82 (0.58, 1.17)

0.49 (0.31, 0.76)

100.00

20.06

46.59

20.06

17.71

Weight

15.64

23.69

22.90

33.35

%

0.70 (0.46, 1.07)

0.51 (0.32, 0.83)

1.04 (0.66, 1.63)

0.51 (0.31, 0.83)

0.45 (0.25, 0.82)

OR (95% CI)

0.54 (0.27, 1.09)

1.30 (0.95, 1.77)

0.82 (0.58, 1.17)

0.49 (0.31, 0.76)

100.00

20.06

46.59

20.06

17.71

Weight

15.64

23.69

22.90

33.35

%

   

1 .1 1 3
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 68.2%, p = 0.000)

Reference

Seow, A. et al. 2002

Meinhold, CL. et al. 2011

Liu, Y. et al. 2005

Seow, A. et al. 2002

Jin, K. et al. 2019

Seow, A. et al. 2009

Kabat, GC. et al. 2007

Xiang YB. et al. 2003

Subtotal  (I-squared = 60.1%, p = 0.005)

Seow, A. et al. 2009

Lim, W. et al. 2012

Baik, CS. et al. 2010

Schwartz, AG. et al. 2015

Kabat, GC. et al. 2007

Jin, K. et al. 2019

Subtotal  (I-squared = 73.0%, p = 0.001)

Baik, CS. et al. 2010

Weiss, J. et al. 2008

Lim, W. et al. 2012

Meinhold, CL. et al. 2011

Schwartz, AG. et al. 2015

Never smoker

Ever smoker

0.74 (0.61, 0.91)

OR (95% CI)

0.73 (0.38, 1.42)

0.26 (0.06, 1.07)

0.95 (0.53, 1.71)

0.65 (0.44, 0.96)

0.74 (0.52, 1.08)

0.51 (0.30, 0.86)

1.30 (0.95, 1.77)

0.39 (0.12, 1.22)

0.71 (0.54, 0.93)

0.45 (0.25, 0.82)

0.54 (0.27, 1.09)

0.50 (0.28, 0.88)

1.26 (0.85, 1.88)

2.01 (0.99, 4.11)

0.52 (0.28, 0.97)

0.78 (0.59, 1.04)

1.04 (0.83, 1.32)

0.42 (0.19, 0.90)

0.63 (0.40, 0.98)

0.51 (0.32, 0.83)

1.15 (0.89, 1.49)

100.00

Weight

4.45

1.54

4.97

6.59

6.80

5.43

7.27

2.18

53.04

4.91

4.20

5.07

6.53

4.11

4.71

46.96

7.90

3.72

6.09

5.78

7.73

%

0.74 (0.61, 0.91)

OR (95% CI)

0.73 (0.38, 1.42)

0.26 (0.06, 1.07)

0.95 (0.53, 1.71)

0.65 (0.44, 0.96)

0.74 (0.52, 1.08)

0.51 (0.30, 0.86)

1.30 (0.95, 1.77)

0.39 (0.12, 1.22)

0.71 (0.54, 0.93)

0.45 (0.25, 0.82)

0.54 (0.27, 1.09)

0.50 (0.28, 0.88)

1.26 (0.85, 1.88)

2.01 (0.99, 4.11)

0.52 (0.28, 0.97)

0.78 (0.59, 1.04)

1.04 (0.83, 1.32)

0.42 (0.19, 0.90)

0.63 (0.40, 0.98)

0.51 (0.32, 0.83)

1.15 (0.89, 1.49)

100.00

Weight

4.45

1.54

4.97

6.59

6.80

5.43

7.27

2.18

53.04

4.91

4.20

5.07

6.53

4.11

4.71

46.96

7.90

3.72

6.09

5.78

7.73

%

   

1 .01 1 4.5
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 62.7%, p = 0.000)

Kreuzer, M. et al. 2003

Subtotal  (I-squared = 36.5%, p = 0.150)

Koushik, A. et al. 2009

Weiss, J. et al. 2008

Reference

Brinton, LA. et al. 2011

Schwartz, AG. et al. 2015

Matsuo, K. et al. 2007

Taioli, E. et al. 1994

Meinhold, CL. et al. 2011

Subtotal  (I-squared = 67.5%, p = 0.000)

He, F. et al. 2017

Kabat, GC. et al. 2007

Case-control

Lim, W. et al. 2012

Pesatori, AC. et al. 2013

Liu, Y. et al. 2005

Paulus, J. et al. 2010

Tan, HS. et al. 2015

Khedher, SB. et al. 2017

Gallagher, L. et al. 2013

Yin, Z. et al. 2005

Cohort

Seow, A. et al. 2002

0.85 (0.74, 0.98)

0.67 (0.49, 0.93)

0.94 (0.81, 1.08)

0.93 (0.52, 1.65)

1.15 (0.74, 1.79)

OR (95% CI)

0.87 (0.74, 1.04)

0.96 (0.77, 1.20)

1.26 (0.55, 2.86)

0.90 (0.40, 1.90)

1.27 (0.84, 1.91)

0.77 (0.61, 0.97)

0.51 (0.38, 0.69)

0.68 (0.50, 0.93)

1.22 (0.78, 1.89)

0.52 (0.26, 1.01)

1.50 (0.90, 2.51)

0.60 (0.36, 0.99)

1.15 (0.70, 1.88)

0.94 (0.75, 1.17)

0.91 (0.69, 1.20)

0.42 (0.28, 0.63)

0.86 (0.38, 1.95)

100.00

6.57

44.37

3.76

5.06

Weight

8.63

7.95

2.29

2.50

%

5.41

55.63

6.88

6.71

5.05

3.04

4.33

4.39

4.51

7.94

7.18

5.48

2.32

0.85 (0.74, 0.98)

0.67 (0.49, 0.93)

0.94 (0.81, 1.08)

0.93 (0.52, 1.65)

1.15 (0.74, 1.79)

OR (95% CI)

0.87 (0.74, 1.04)

0.96 (0.77, 1.20)

1.26 (0.55, 2.86)

0.90 (0.40, 1.90)

1.27 (0.84, 1.91)

0.77 (0.61, 0.97)

0.51 (0.38, 0.69)

0.68 (0.50, 0.93)

1.22 (0.78, 1.89)

0.52 (0.26, 1.01)

1.50 (0.90, 2.51)

0.60 (0.36, 0.99)

1.15 (0.70, 1.88)

0.94 (0.75, 1.17)

0.91 (0.69, 1.20)

0.42 (0.28, 0.63)

0.86 (0.38, 1.95)

100.00

6.57

44.37

3.76

5.06

Weight

8.63

7.95

2.29

2.50

%

5.41

55.63

6.88

6.71

5.05

3.04

4.33

4.39

4.51

7.94

7.18

5.48

2.32

   

1 .2 1 2.9


image51.emf
NOTE: Weights are from random effects analysis

.
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.

Overall  (I-squared = 62.7%, p = 0.000)

Seow, A. et al. 2002

He, F. et al. 2017

Lim, W. et al. 2012

Subtotal  (I-squared = 76.7%, p = 0.000)

Subtotal  (I-squared = 15.9%, p = 0.312)

Reference

Liu, Y. et al. 2005

Koushik, A. et al. 2009

Weiss, J. et al. 2008

Yin, Z. et al. 2005

Matsuo, K. et al. 2007

Khedher, SB. et al. 2017

Meinhold, CL. et al. 2011

Kabat, GC. et al. 2007

Subtotal  (I-squared = 0.0%, p = 0.627)

Brinton, LA. et al. 2011

Pesatori, AC. et al. 2013

Mixed

Tan, HS. et al. 2015

Schwartz, AG. et al. 2015

Gallagher, L. et al. 2013

Taioli, E. et al. 1994

Kreuzer, M. et al. 2003

Paulus, J. et al. 2010

Asian

Caucasian

0.85 (0.74, 0.98)

0.86 (0.38, 1.95)

0.51 (0.38, 0.69)

1.22 (0.78, 1.89)

0.90 (0.66, 1.22)

0.75 (0.65, 0.88)

OR (95% CI)

1.50 (0.90, 2.51)

0.93 (0.52, 1.65)

1.15 (0.74, 1.79)

0.42 (0.28, 0.63)

1.26 (0.55, 2.86)

0.94 (0.75, 1.17)

1.27 (0.84, 1.91)

0.68 (0.50, 0.93)

0.98 (0.85, 1.14)

0.87 (0.74, 1.04)

0.52 (0.26, 1.01)

1.15 (0.70, 1.88)

0.96 (0.77, 1.20)

0.91 (0.69, 1.20)

0.90 (0.40, 1.90)

0.67 (0.49, 0.93)

0.60 (0.36, 0.99)

100.00

2.32

6.88

5.05

43.08

33.12

Weight

4.33

3.76

5.06

5.48

2.29

7.94

5.41

6.71

23.80

8.63

3.04

4.51

7.95

7.18

2.50

6.57

4.39

%

0.85 (0.74, 0.98)

0.86 (0.38, 1.95)

0.51 (0.38, 0.69)

1.22 (0.78, 1.89)

0.90 (0.66, 1.22)

0.75 (0.65, 0.88)

OR (95% CI)

1.50 (0.90, 2.51)

0.93 (0.52, 1.65)

1.15 (0.74, 1.79)

0.42 (0.28, 0.63)

1.26 (0.55, 2.86)

0.94 (0.75, 1.17)

1.27 (0.84, 1.91)

0.68 (0.50, 0.93)

0.98 (0.85, 1.14)

0.87 (0.74, 1.04)

0.52 (0.26, 1.01)

1.15 (0.70, 1.88)

0.96 (0.77, 1.20)

0.91 (0.69, 1.20)

0.90 (0.40, 1.90)

0.67 (0.49, 0.93)

0.60 (0.36, 0.99)

100.00

2.32

6.88

5.05

43.08

33.12

Weight

4.33

3.76

5.06

5.48

2.29

7.94

5.41

6.71

23.80

8.63

3.04

4.51

7.95

7.18

2.50

6.57

4.39

%

   

1 .2 1 2.9
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Heterogeneity between groups: p = 0.851

Overall  (I-squared = 36.9%, p = 0.113)

Weiss, J. et al. 2008

Subtotal  (I-squared = 62.6%, p = 0.020)

Taioli, E. et al. 1994

Kabat, GC. et al. 2007

He, F. et al. 2017

Cohort

Tan, HS. et al. 2015

Subtotal  (I-squared = 0.0%, p = 0.836)

Brinton, LA. et al. 2011

Koushik, A. et al. 2009

Reference

Khedher, SB. et al. 2017

Kreuzer, M. et al. 2003

Pesatori, AC. et al. 2013

Case-control

0.84 (0.74, 0.95)

0.57 (0.25, 1.31)

0.85 (0.72, 1.00)

0.90 (0.40, 1.90)

0.87 (0.58, 1.30)

0.60 (0.43, 0.83)

0.80 (0.40, 1.63)

0.82 (0.67, 1.01)

0.84 (0.64, 1.09)

1.03 (0.61, 1.73)

OR (95% CI)

1.15 (0.88, 1.50)

0.75 (0.52, 1.09)

0.41 (0.18, 0.90)

100.00

2.38

61.23

2.69

%

10.03

15.11

3.31

38.77

23.04

6.01

Weight

22.97

11.93

2.52

0.84 (0.74, 0.95)

0.57 (0.25, 1.31)

0.85 (0.72, 1.00)

0.90 (0.40, 1.90)

0.87 (0.58, 1.30)

0.60 (0.43, 0.83)

0.80 (0.40, 1.63)

0.82 (0.67, 1.01)

0.84 (0.64, 1.09)

1.03 (0.61, 1.73)

OR (95% CI)

1.15 (0.88, 1.50)

0.75 (0.52, 1.09)

0.41 (0.18, 0.90)

100.00

2.38

61.23

2.69

%

10.03

15.11

3.31

38.77

23.04

6.01

Weight

22.97

11.93

2.52

   

1 .1 1 2.9
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Heterogeneity between groups: p = 0.009

Overall  (I-squared = 36.9%, p = 0.113)

Weiss, J. et al. 2008

Taioli, E. et al. 1994

Khedher, SB. et al. 2017

He, F. et al. 2017

Reference

Caucasian

Koushik, A. et al. 2009

Mixed

Pesatori, AC. et al. 2013

Subtotal  (I-squared = 0.0%, p = 0.417)

Subtotal  (I-squared = 0.0%, p = 0.748)

Brinton, LA. et al. 2011

Kabat, GC. et al. 2007

Tan, HS. et al. 2015

Kreuzer, M. et al. 2003

Subtotal  (I-squared = 0.0%, p = 0.560)

Asian

0.84 (0.74, 0.95)

0.57 (0.25, 1.31)

0.90 (0.40, 1.90)

1.15 (0.88, 1.50)

0.60 (0.43, 0.83)

OR (95% CI)

1.03 (0.61, 1.73)

0.41 (0.18, 0.90)

0.82 (0.68, 0.97)

0.62 (0.47, 0.83)

0.84 (0.64, 1.09)

0.87 (0.58, 1.30)

0.80 (0.40, 1.63)

0.75 (0.52, 1.09)

1.12 (0.87, 1.44)

100.00

2.38

2.69

22.97

15.11

Weight

6.01

2.52

53.54

20.80

23.04

10.03

3.31

11.93

25.66

%

0.84 (0.74, 0.95)

0.57 (0.25, 1.31)

0.90 (0.40, 1.90)

1.15 (0.88, 1.50)

0.60 (0.43, 0.83)

OR (95% CI)

1.03 (0.61, 1.73)

0.41 (0.18, 0.90)

0.82 (0.68, 0.97)

0.62 (0.47, 0.83)

0.84 (0.64, 1.09)

0.87 (0.58, 1.30)

0.80 (0.40, 1.63)

0.75 (0.52, 1.09)

1.12 (0.87, 1.44)

100.00

2.38

2.69

22.97

15.11

Weight

6.01

2.52

53.54

20.80

23.04

10.03

3.31

11.93

25.66

%

   

1 .1 1 2.9
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NOTE: Weights are from random effects analysis

.

.

Overall  (I-squared = 55.3%, p = 0.013)

Subtotal  (I-squared = 0.0%, p = 0.648)

Kreuzer, M. et al. 2003

Cohort

Khedher, SB. et al. 2017

Gallagher, L. et al. 2013

Pesatori, AC. et al. 2013

Tan, HS. et al. 2015

Reference

Chen, W. et al.  2009

Subtotal  (I-squared = 8.5%, p = 0.358)

Koushik, A. et al. 2009

Baik, CS. et al. 2010

Wu, AH. et al. 1988

Liu, Y. et al. 2005

Taioli, E. et al. 1994

Case-control

1.52 (1.25, 1.86)

1.83 (1.50, 2.22)

1.99 (1.28, 3.10)

1.89 (1.38, 2.58)

1.64 (0.96, 2.79)

2.87 (1.08, 7.66)

1.18 (0.85, 1.65)

OR (95% CI)

1.48 (0.82, 2.68)

1.17 (1.00, 1.37)

1.92 (1.22, 3.01)

1.06 (0.90, 1.25)

1.70 (0.80, 3.50)

1.62 (0.83, 3.17)

1.20 (0.70, 2.10)

100.00

49.09

9.88

13.08

8.08

3.39

12.57

Weight

7.11

50.91

9.68

17.10

5.27

6.04

7.80

%

1.52 (1.25, 1.86)

1.83 (1.50, 2.22)

1.99 (1.28, 3.10)

1.89 (1.38, 2.58)

1.64 (0.96, 2.79)

2.87 (1.08, 7.66)

1.18 (0.85, 1.65)

OR (95% CI)

1.48 (0.82, 2.68)

1.17 (1.00, 1.37)

1.92 (1.22, 3.01)

1.06 (0.90, 1.25)

1.70 (0.80, 3.50)

1.62 (0.83, 3.17)

1.20 (0.70, 2.10)

100.00

49.09

9.88

13.08

8.08

3.39

12.57

Weight

7.11

50.91

9.68

17.10

5.27

6.04

7.80

%

   

1 .1 1 5
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NOTE: Weights are from random effects analysis
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Overall  (I-squared = 55.3%, p = 0.013)

Tan, HS. et al. 2015

Liu, Y. et al. 2005

Koushik, A. et al. 2009

Asian

Chen, W. et al.  2009

Baik, CS. et al. 2010

Reference

Subtotal  (I-squared = 73.4%, p = 0.005)

Khedher, SB. et al. 2017

Gallagher, L. et al. 2013

Subtotal  (I-squared = 0.0%, p = 0.678)

Pesatori, AC. et al. 2013

Caucasian

Subtotal  (I-squared = 49.6%, p = 0.159)

Kreuzer, M. et al. 2003

Wu, AH. et al. 1988

Taioli, E. et al. 1994

Mixed

1.52 (1.25, 1.86)

1.18 (0.85, 1.65)

1.62 (0.83, 3.17)

1.92 (1.22, 3.01)

1.48 (0.82, 2.68)

1.06 (0.90, 1.25)

OR (95% CI)

1.67 (1.12, 2.49)

1.89 (1.38, 2.58)

1.64 (0.96, 2.79)

1.36 (1.07, 1.72)

2.87 (1.08, 7.66)

1.60 (1.04, 2.45)

1.99 (1.28, 3.10)

1.70 (0.80, 3.50)

1.20 (0.70, 2.10)

100.00

12.57

6.04

9.68

7.11

17.10

Weight

45.31

13.08

8.08

33.81

3.39

20.88

9.88

5.27

7.80

%

1.52 (1.25, 1.86)

1.18 (0.85, 1.65)

1.62 (0.83, 3.17)

1.92 (1.22, 3.01)

1.48 (0.82, 2.68)

1.06 (0.90, 1.25)

OR (95% CI)

1.67 (1.12, 2.49)

1.89 (1.38, 2.58)

1.64 (0.96, 2.79)

1.36 (1.07, 1.72)

2.87 (1.08, 7.66)

1.60 (1.04, 2.45)

1.99 (1.28, 3.10)

1.70 (0.80, 3.50)

1.20 (0.70, 2.10)

100.00

12.57

6.04

9.68

7.11

17.10

Weight

45.31

13.08

8.08

33.81

3.39

20.88

9.88

5.27

7.80

%

   

1 .1 1 5
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Heterogeneity between groups: p = 0.135

Overall  (I-squared = 0.0%, p = 0.519)

Reference

Kreuzer, M. et al. 2003

Koushik, A. et al. 2009

Cohort

Taioli, E. et al. 1994

Pesatori, AC. et al. 2013

Wu, AH. et al. 1988

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

Baik, CS. et al. 2010

Case-control

Subtotal  (I-squared = 0.0%, p = 0.740)

1.41 (1.18, 1.69)

OR (95% CI)

1.71 (1.06, 2.74)

1.83 (1.08, 3.10)

1.20 (0.70, 2.10)

2.42 (0.85, 6.90)

1.70 (0.80, 3.50)

1.24 (0.97, 1.59)

1.24 (0.97, 1.59)

1.64 (1.25, 2.14)

100.00

Weight

14.55

%

11.81

10.88

2.99

6.03

53.75

53.75

46.25

1.41 (1.18, 1.69)

OR (95% CI)

1.71 (1.06, 2.74)

1.83 (1.08, 3.10)

1.20 (0.70, 2.10)

2.42 (0.85, 6.90)

1.70 (0.80, 3.50)

1.24 (0.97, 1.59)

1.24 (0.97, 1.59)

1.64 (1.25, 2.14)

100.00

Weight

14.55

%

11.81

10.88

2.99

6.03

53.75

53.75

46.25

   

1 .1 1 5
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Heterogeneity between groups: p = 0.543

Overall  (I-squared = 0.0%, p = 0.519)

Pesatori, AC. et al. 2013

Reference

Kreuzer, M. et al. 2003

Baik, CS. et al. 2010

Taioli, E. et al. 1994
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