Appendix 1

Table S1. Search strategy for studies aimed to evaluate the association between dietary acrylamide
and site-specific cancer. Details are provided below for PubMed, Web of Science and Scopus
databases, though with database-specific adjustments accommodated to the requirements of each
database as follows.

Review questions

1) In the pooled analysis of all available and eligible studies, is dietary acrylamide
exposure associated with risk of site-specific cancer?

2) In the pooled analysis of all available and eligible studies, what is the shape of the
dose-response relationship between dietary acrylamide exposure and the risk of site-
specific cancer?

The search was conducted on March 7, 2022.

No time limit defined.

Language: English

Population: Adults or older adults (18 and over)

Intervention/Exposure: Higher levels of intake to dietary acrylamide

Comparator: Lower levels of intake to dietary acrylamide

Outcomes: Risk of cancer incidence (RR; HR or OR)

Study design: Cohort studies, case-cohort and case-control studies

Exclusion criteria: breast, endometrial and ovarian carcinoma risk

Database Searches

PubMed ((acrylamides|[MeSH Terms]) OR (acrylamide*[Title/Abstract])) AND
(((((((Neoplasms[MeSH Terms]) OR (Neoplasia*[Title/Abstract])) OR
(Neoplasm*[Title/Abstract])) OR (Tumor*[Title/Abstract])) OR
(Cancer*[Title/Abstract])) OR (Malignanc*[Title/Abstract])) AND
((Risk[MeSH Terms]) OR (Risk*[Title/Abstract])))

Web of (TS=(Neoplasia*) OR TS=(Neoplasm*) OR TS=(Tumor*) OR TS=(Cancer¥*)

Science  OR TS=(Malignanc*)) AND TS=(risk*) AND TS=(acrylamide*)

Scopus ( TITLE-ABS-KEY ( neoplasia*) OR TITLE-ABS-KEY ( neoplasm*) OR
TITLE-ABS-KEY (tumor*) OR TITLE-ABS-KEY (cancer*) OR
TITLE-ABS-KEY ( malignanc*)) AND TITLE-ABS-KEY (risk*) AND
TITLE-ABS-KEY (‘acrylamide*)




Appendix 2

Figure S1. Forest plot of dietary acrylamide exposure and risk of oral cavity cancer. Cl: confidence
interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies

Pelucchi 2006 1.12[0.76, 1.66] 11.86
Schouten 2009 0.72[0.36, 1.43] 3.85
Heterogeneity: 12 = 0.02, 12 = 16.87%, H2 = 1.20 —l— (.99 [ 0.67, 1.46]
Western studies

Pelucchi 2006 1.12[0.76, 1.66] 11.86
Schouten 2009 0.72[0.36, 1.43] 3.85
Heterogeneity: 12 = 0.02, I2 = 16.87%, H2 = 1.20 ——l—— (.99 [ 0.67, 1.46]

Never smokers

Schouten 2009 — - 1.06 [ 0.84, 1.33] 34.29
Schouten 2009 —— 1.06 [ 0.84, 1.33] 34.29
Heterogeneity: 12 = 0.00, 12 = 0.00%, H? = 1.00 - 1.06 [ 0.90, 1.25]
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Figure S2. Forest plot and funnel plot of dietary acrylamide exposure and risk of esophageal
cancer. Cl: confidence interval; RR: relative risk; SE: standard error.

RR Weight
Study [95% Cl] (%)
All studies
Hogervorst 2008b ——— 0.83[0.58, 1.29] 8.07
Lin 2011 - 1.23[0.94, 1.61] 18.09
Liu 2019 — 0.84[0.59, 1.19] 11.91
Lujan-Barroso 2014 —T 1.41[0.79, 2.50] 4.95
Pelucchi 2006 — 1.10[0.65, 1.86] 5.82
Heterogeneity: T2 = 0.01, |2 = 25.49%, H2 = 1.34 < 1.05[ 0.85, 1.29]
Western studies
Hogervorst 2008b — 0.83[0.58, 1.29] 8.07
Lin 2011 — 1.23[0.94, 1.61] 18.09
Lujan-Barroso 2014 — 1.41[0.79, 2.50] 4.95
Pelucchi 2006 — 1.10[0.65, 1.86] 5.82
Heterogeneity: T2 = 0.00, 12 = 0.76%, H? = 1.01 . 1.14[0.93, 1.39]
Never smokers
Hogervorst 2008b 0.73[0.36, 1.48] 3.37
Lin 2011 —i— 1.46[0.96, 2.22] 8.85
Lujan-Barroso 2014 1.66[ 0.66, 4.16] 2.01
Heterogeneity: 12 = 0.06, I = 36.19%, H? = 1.57 —~— 1.22[0.77, 1.95]
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Figure S3. Forest plot of dietary acrylamide exposure and risk of stomach cancer. Cl: confidence

interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Hogervorst 2008b —— 1.06[0.78, 1.45] 17.35
Liu 2019 T 0.90[0.78, 1.03] 47.21
Heterogeneity: T2 = 0.00, 2 = 0.00%, H2 = 1.00 N 0.92[0.82, 1.05]
Western studies
Hogervorst 2008b — 1.06[0.78, 1.45] 17.35
Heterogeneity: 12 = 0.00, 12 = .%, H2 =, —~— 1.06[ 0.78, 1.45]
Never smokers
Hogervorst 2008b 1.43[0.92, 2.23] 9.46
Heterogeneity: 12 = 0.00, 12 = .%, H? =, et { 43 [ 0.92, 2.23]
Smokers
Hirvonen 2010 0.96[0.60, 1.53] 8.64
Heterogeneity: 12 = 0.00, 12 = .%, H2 = . ———ee 0.96 [ 0.60, 1.53]

Random-effects REML model




Figure S4. Forest plot and funnel plot of dietary acrylamide exposure and risk of colorectal cancer.
Cl: confidence interval; RR: relative risk; SE: standard error.

RR Weight
Study [95% CI] (%)
All studies
Hogervorst 2008b —— 1.00[0.84, 1.20] 12.09
Larsson 2009a —a— 0.95[0.75, 1.21] 6.58
Liu 2019 - 0.94[0.82, 1.07] 22.18
Mucci 2003 — 0.60[0.38, 0.95] 1.83
Mucci 2006 —— 0.90[0.66, 1.23] 4.01
Pelucchi 2006 —— 0.97[0.80, 1.18] 10.18
Heterogeneity: T2 = 0.00, 12 = 0.00%, H2 = 1.00 ‘L 0.94[0.87, 1.02]
Western studies
Hogervorst 2008b —— 1.00[0.84, 1.20] 12.09
Larsson 2009a —u— 0.95[0.75, 1.21] 6.58
Mucci 2003 — 0.60[0.38, 0.95] 1.83
Mucci 2006 —— 0.90[0.66, 1.23] 4.01
Pelucchi 2006 — — 0.97[0.80, 1.18] 10.18
Heterogeneity: 2 = 0.00, 12 = 0.00%, H2 = 1.00 d 0.94[0.85, 1.05]
Never smokers
Hogervorst 2008b —=—— 1.19[0.87, 1.62] 4.05
Mucci 2003 0.60[0.33, 1.10] 1.06
Heterogeneity: 12 = 0.17, |2 = 74.61%, H? = 3.94 ——eet N () 39 [ 0.46, 1.73]
Smokers
Hirvonen 2010 —_—— 0.93[0.65, 1.34] 2.94
Mucci 2003 0.70[0.26, 1.85] 0.41
Heterogeneity: T2 = 0.00, I = 0.00%, H? = 1.00 il 0.90 [ 0.64, 1.26]
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Figure S5. Forest plot of dietary acrylamide exposure and risk of colon cancer. Cl: confidence
interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Hogervorst 2008b — T 1.09[0.89, 1.33] 18.77
Larsson 2009a 0.97[0.71, 1.32] 8.71
Liu 2019 — 0.89[0.76, 1.04] 28.45
Mucci 2006 0.90[0.59, 1.37] 4.68
Heterogeneity: 12 = 0.00, 12 = 15.86%, H> = 1.19 N 0.96 [ 0.85, 1.09]
Western studies
Hogervorst 2008b — - 1.09[0.89, 1.33] 18.77
Larsson 2009a 0.97[0.71, 1.32] 8.71
Mucci 2006 0.90[0.59, 1.37] 4.68
Heterogeneity: 2 = 0.00, 12 = 0.00%, H2 = 1.00 ~al 1.03[0.88, 1.20]
Never smokers
Hogervorst 2008b 1.21[0.86, 1.70] 7.23
Heterogeneity: T2 = 0.00, 12 = .%, H2 = . ——eo— 1 21 [ 0.86, 1.70]

Random-effects REML model



Figure S6. Forest plot of dietary acrylamide exposure and risk of rectal cancer. CI: confidence

interval; RR: relative risk.

RR Weight
Study [95% ClI] (%)
All studies
Hogervorst 2008b —il 0.94[0.67, 1.31] 15.57
Larsson 2009a —i 0.91[0.62, 1.34] 11.78
Liu 2019 — 1.06[0.83, 1.35] 29.58
Mucci 2006 1.00[0.58, 1.73] 5.80
Heterogeneity: 12 = 0.00, 12 = 0.00%, H? = 1.00 ‘ 0.99[0.84, 1.18]
Western studies
Hogervorst 2008b —il 0.94[0.67, 1.31] 15.57
Larsson 2009a —l 0.91[0.62, 1.34] 11.78
Mucci 2006 1.00[0.58, 1.73] 5.80
Heterogeneity: 12 = 0.00, 12 = 0.00%, H? = 1.00 ‘ 0.94[0.75, 1.18]
Never smokers
Hogervorst 2008b 1.48[0.77, 2.84] 4.1

Heterogeneity: 12 = 0.00, I2 = .%, H2 =

Random-effects REML model
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Figure S7. Forest plot and funnel plot of dietary acrylamide exposure and risk of pancreatic cancer.
ClI: confidence interval; RR: relative risk; SE: standard error.

RR Weight
Study [95% CI] (%)
All studies
Hogervorst 2008b —— 0.98[0.68, 1.41] 6.09
Kito 2020 —T 0.83[0.65, 1.05] 13.80
Obén-Santacana 2013 —— 0.77[0.58, 1.03] 9.31
Pelucchi 2011 — 1.49[0.83, 2.69] 2.28
Pelucchi 2017 — . 0.92[0.66, 1.28] 7.23
Heterogeneity: 12 = 0.00, 12 = 0.00%, H? = 1.00 < 0.88[0.77, 1.02]
Western studies
Hogervorst 2008b —— 0.98[0.68, 1.41] 6.09
Obobn-Santacana 2013 — T 0.77[0.58, 1.03] 9.31
Pelucchi 2011 —T 1.49[0.83, 2.69] 2.28
Pelucchi 2017 —i— 0.92[0.66, 1.28] 7.23
Heterogeneity: 12 = 0.00, 12 =9.27%, H2=1.10 ‘ 0.92[0.76, 1.11]
Never smokers
Hogervorst 2008b — 0.80[0.48, 1.33] 3.10
Kito 2020 — 0.78[0.55, 1.11] 6.44
Obén-Santacana 2013 —a— 0.86[0.52, 1.42] 3.19
Pelucchi 2017 — 1.08[0.79, 1.47] 8.23
Heterogeneity: 12 = 0.00, I2 = 2.94%, H? = 1.03 <P 0.90[0.74, 1.10]
Smokers
Hirvonen 2010 —— 1.00[0.62, 1.62] 3.44
Kito 2020 — 0.84[0.58, 1.21] 5.87
Obobn-Santacana 2013 —— 0.75[0.51, 1.11] 5.25
Pelucchi 2017 0.56[0.22, 1.44] 0.89
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 S 0.82[ 0.65, 1.03]
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Figure S8. Forest plot of dietary acrylamide exposure and risk of laryngeal cancer. CI: confidence

interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Pelucchi 2006 1.23[0.80, 1.90] 19.27
Schouten 2009 0.93[0.54, 1.59] 12.51
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 e 1.10[0.79, 1.54]
Western studies
Pelucchi 2006 1.23[0.80, 1.90] 19.27
Schouten 2009 0.93[0.54, 1.59] 12.51
Heterogeneity: 12 = 0.00, |2 = 0.00%, H2 = 1.00 ——— 1.10[0.79, 1.54]
Never smokers
Schouten 2009 0.82[0.53, 1.28] 18.22
Schouten 2009 0.82[0.53, 1.28] 18.22
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 et 0.82[0.60, 1.12]

Random-effects REML model

11



Figure S9. Forest plot of dietary acrylamide exposure and risk of lung cancer. Cl: confidence
interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Hogervorst 2009b (F) —— 0.45[0.27, 0.75] 5.86
Hogervorst 2009b (M) —— 1.03[0.77, 1.38] 9.74
Liu 2020 (F) —4— 1.03[0.78, 1.36] 10.11
Liu 2020 (M) - 1.13[0.96, 1.34] 12.43
Heterogeneity: 12 = 0.10, 12 = 83.12%, H? = 5.93 - 0.91[0.64, 1.28]
Western studies
Hogervorst 2009b (F) —i— 0.45[0.27, 0.75] 5.86
Hogervorst 2009b (M) — 1.03[0.77, 1.38] 9.74

Heterogeneity: 12 = 0.30, |2 = 86.52%, H2 = 7.42 ‘ 0.70[0.31, 1.57]

Never smokers

Hogervorst 2009b (F) —— 0.62[0.33, 1.16] 4.57
Hogervorst 2009b (M) 2.18[0.61, 7.81] 1.46
Liu 2020 (F) —— 0.98[0.72, 1.34] 9.35
Liu 2020 (M) —i— 0.89[0.56, 1.43] 6.50
Heterogeneity: 12 = 0.00, 1> = 0.00%, H? = 1.00 > 0.92[0.73, 1.17]
Smokers
Hirvonen 2010 LB 1.18[1.01, 1.38] 12.66
Liu 2020 - 1.13[0.92, 1.38] 11.72
Heterogeneity: 12 = 0.00, 12 = 0.00%, H? = 1.00 <& 1.16 [ 1.03, 1.31]
T T T
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Figure S10. Forest plot of dietary acrylamide exposure and risk of bladder cancer. Cl: confidence
interval; RR: relative risk.

RR Weight

Study [95% CI] (%)
All studies
Hogervorst 2008a — 0.91[0.73, 1.14] 24.61
Ikeda 2021 — 0.87[0.59, 1.29] 8.31
Mucci 2003 0.80[0.46, 1.39] 4.21
Heterogeneity: T2 = 0.00, I2 = 0.00%, H2 = 1.00 - 0.89[0.74, 1.07]
Western studies
Hogervorst 2008a — 0.91[0.73, 1.14] 24.61
Mucci 2003 0.80[0.46, 1.39] 4.21
Heterogeneity: 12 = 0.00, |2 = 0.00%, H2 = 1.00 - 0.89[0.72, 1.10]
Never smokers
Hogervorst 2008a —_— 0.55[0.33, 0.92] 4.73
Ikeda 2021 —F—— 1.44[0.93, 222] 6.78
Mucci 2003 0.70[0.30, 1.62] 1.81
Heterogeneity: 12 = 0.22, |2 = 72.53%, H2 = 3.64 e 0.85[0.45, 1.59]
Smokers
Hirvonen 2010 — . 0.99[0.71, 1.39] 11.26
lkeda 2021 —_— 0.87[0.58, 1.30] 7.80
Mucci 2003 1.00[0.42, 2.40] 1.66
Heterogeneity: T2 = 0.00, 12 = 0.00%, H? = 1.00 ‘ 0.94[0.74, 1.21]
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Figure S11. Forest plot and funnel plot of dietary acrylamide exposure and risk of renal cancer. CI:
confidence interval; RR: relative risk; SE: standard error.

RR Weight

Study [95% CI] (%)
All studies
Graff 2018 (F) —— 0.85[0.61, 1.18] 6.88
Graff 2018 (M) —— 1.09[0.77, 1.55] 5.96
Hogervorst 2008a —— 1.59[1.09, 2.31] 5.23
Ikeda 2021 — 0.71[0.38, 1.33] 1.84
McCullough 2018 —- 1.09[0.83, 1.44] 9.43
Mucci 2003 S 0.80[0.39, 1.65] 1.39
Mucci 2004 —— 1.10[0.69, 1.76] 3.27
Pelucchi 2007 T 1.20[0.88, 1.63] 7.68
Heterogeneity: 12 = 0.01, 12 =19.44%, H?> =1.24 ’ 1.08[0.93, 1.26]
Western studies
Graff 2018 (F) —T 0.85[0.61, 1.18] 6.88
Graff 2018 (M) — — 1.09[0.77, 1.55] 5.96
Hogervorst 2008a — 1.59[1.09, 2.31] 5.23
McCullough 2018 - 1.09[0.83, 1.44] 9.43
Mucci 2003 —_— 0.80[0.39, 1.65] 1.39
Mucci 2004 _ 1.10[0.69, 1.76] 3.27
Pelucchi 2007 T 1.20[0.88, 1.63] 7.68
Heterogeneity: 12 = 0.01, 12 = 16.63%, H? =1.20 . 1.11[0.95, 1.29]
Never smokers
Graff 2018 (F) —— 1.05[0.64, 1.72] 3.02
Graff 2018 (M) —— 1.59[0.93, 2.72] 2.53
Hogervorst 2008a N B — 1.51[0.73, 3.11] 1.40
Ikeda 2021 —— 0.93[0.58, 1.50] 3.23
Mucci 2003 - 0.70[0.29, 1.67] 0.97
Heterogeneity: 12 = 0.00, 12 = 0.00%, H? = 1.00 ‘ 1.13[0.87, 1.45]
Smokers
Hirvonen 2010 —T 1.28[0.76, 2.15] 2.70
lkeda 2021 — 0.85[0.44, 1.65] 1.67
Mucci 2003 1.30[0.23, 7.30] 0.25
Hirvonen 2010 —T 1.28[0.76, 2.15] 2.70
Heterogeneity: T2 = 0.00, 12 = 0.00%, H? = 1.00 ‘ 1.17 [ 0.85, 1.60]

x x x

Random-effects REML model
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Figure S12. Forest plot and funnel plot of dietary acrylamide exposure and risk of prostatic cancer.

ClI: confidence interval; RR: relative risk; SE: standard error.

RR Weight
Study [95% CI] (%)
All studies
Hogervorst 2008a 1.06[0.87, 1.30] 4.81
Ikeda 2021 0.96[0.75, 1.22] 3.28
Larsson 2009b 0.88[0.71, 1.10] 3.96
Pelucchi 2006 0.92[0.69, 1.23] 2.32
Perloy 2018 1.03[0.82, 1.29] 3.78
Wilson 2009 0.97[0.75, 1.26] 2.80
Wilson 2012 1.02[0.92, 1.13] 18.37
Heterogeneity: 2 = 0.00, 12 = 0.00%, H2 = 1.00 1.00[0.93, 1.07]
Western studies
Hogervorst 2008a 1.06[0.87, 1.30] 4.81
Larsson 2009b 0.88[0.71, 1.10] 3.96
Pelucchi 2006 0.92[0.69, 1.23] 2.32
Perloy 2018 1.03[0.82, 1.29] 3.78
Wilson 2009 0.97[0.75, 1.26] 2.80
Wilson 2012 1.02[0.92, 1.13] 18.37
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 1.00[ 0.93, 1.08]
Never smokers
Ikeda 2021 1.04[0.81, 1.33] 3.26
Larsson 2009b 0.91[0.74, 1.12] 4.33
Perloy 2018 0.90[0.51, 1.59] 0.59
Wilson 2012 1.01[0.85, 1.20] 6.86
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 0.98[0.88, 1.10]
Smokers
Hirvonen 2010 1.05[0.83, 1.32] 3.61
Hogervorst 2008a 0.72[0.43, 1.20] 0.74
Ikeda 2021 0.94[0.74, 1.20] 3.21
Perloy 2018 0.93[0.68, 1.27] 2.04
Heterogeneity: 12 = 0.00, I2 = 0.00%, H? = 1.00 0.96[0.83, 1.10]

Random-effects REML model
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Figure S13. Forest plot of dietary acrylamide exposure and risk of lymphoma. Cl: confidence

interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Bongers 2012 (F) DLL 1.38[0.63, 3.02] 0.99
Bongers 2012 (F) FL _ 1.12[0.80, 1.57] 5.37
Bongers 2012 (M) DLL 1.06[0.61, 1.85] 1.97
Bongers 2012 (M) FL — 1.28[1.02, 1.60] 12.24
Bongers 2012 (M) ML — 1.06 [ 0.85, 1.32] 13.06
Bongers 2012 (M) TL — 0.94[0.68, 1.29] 5.96
Zha 2021 T 0.87[0.64, 1.18] 6.53
Heterogeneity: 12 = 0.00, 12 =11.49%, H2=1.13 <o 1.08 [ 0.95, 1.22]
Western studies
Bongers 2012 (F) DLL 1.38[0.63, 3.02] 0.99
Bongers 2012 (F) FL — 1.12[0.80, 1.57] 5.37
Bongers 2012 (M) DLL 1.06[0.61, 1.85] 1.97
Bongers 2012 (M) FL —] 1.28[1.02, 1.60] 12.24
Bongers 2012 (M) ML — 1.06[0.85, 1.32] 13.06
Bongers 2012 (M) TL — 0.94[0.68, 1.29] 5.96
Heterogeneity: 12 = 0.00, 1> = 0.00%, H? = 1.00 <o 1.12[0.99, 1.27]
Never smokers
Bongers 2012 (F) DLL 1.27[0.61, 2.65] 1.13
Bongers 2012 (F) FL —— 1.18[0.82, 1.70] 4.52
Zha 2021 —— 0.72[0.48, 1.09] 3.55
Heterogeneity: T2 = 0.05, |2 = 45.63%, H2 = 1.84 ~ll— 0.99[0.68, 1.44]
Smokers
Hirvonen 2010 1.10[0.67, 1.80] 2.50
Zha 2021 1.19[0.73, 1.93] 2.58
Heterogeneity: 12 = 0.00, |2 = 0.00%, H2 = 1.00 i 1.14[0.81, 1.62]

Random-effects REML model
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Figure S14. Forest plot of dietary acrylamide exposure and risk of multiple myeloma. CI:
confidence interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Bongers 2012 (F) —— 0.93[0.50, 1.73] 12.45
Bongers 2012 (M) — —— 1.54[0.92, 2.58] 15.13
Zha 2021 —— 0.64[0.39, 1.06] 15.33
Heterogeneity: 12 = 0.14, |2 = 63.58%, H2 = 2.75 —l—— 0.97[0.58, 1.64]
Western studies
Bongers 2012 (F) —— 0.93[0.50, 1.73] 12.45
Bongers 2012 (M) 1.54[0.92, 2.58] 15.13
Heterogeneity: T2 = 0.04, |2 = 33.38%, H2 = 1.50 ~al— 1.23[0.76, 2.02]
Never smokers
Bongers 2012 (F) 1.43[0.68, 3.01] 9.94
Zha 2021 —— 0.70[0.37, 1.33] 11.94
Heterogeneity: 12 = 0.13, 12 = 50.53%, H? = 2.02 e 0.98[0.49, 1.96]
Smokers
Zha 2021 0.52[0.21, 1.28] 7.64
Heterogeneity: 12 = 0.00, 12 = .%, H2 = . ——ee 0.52[0.21, 1.28]
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Figure S15. Forest plot of dietary acrylamide exposure and risk of melanoma. CI: confidence
interval; RR: relative risk.

RR Weight
Study [95% CI] (%)
All studies
Lipunova 2016 (F) 0.91[0.57, 1.45] 18.18
Lipunova 2016 (M) 1.52[0.99, 2.34] 20.39
Heterogeneity: T2 = 0.08, I2 = 60.21%, H2 = 2.51 e 1.18[0.72, 1.96]
Western studies
Lipunova 2016 (F) 0.91[0.57, 1.45] 18.18
Lipunova 2016 (M) 1.52[0.99, 2.34] 20.39
Heterogeneity: T2 = 0.08, I2 = 60.21%, H2 = 2.51 e 1.18[0.72, 1.96]
Never smokers
Lipunova 2016 (F) 1.16[0.62, 2.18] 10.52
Lipunova 2016 (M) 1.13[0.63, 2.01] 12.35
Heterogeneity: 12 = 0.00, 2 = 0.00%, H2 = 1.00 e 1.14[0.75, 1.75]
w
1 2

Random-effects REML model
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Figure S16. Results of the risk of bias assessment, using the ROBINS-I. Risk of bias domains by
studies included.
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Figure S17. Results of the risk of bias assessment, using the ROBINS-I. Overall graphical representation of risk of bias by domains
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