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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl

RCTs low risk of hias
AlphaOmega - EFA*DHA 2010 B.7% 1.02 [0.88, 1.17] T
AREDSZ 2014 4.6% 0.94 [0.77,1.14] -
Baldassarre 2006 0.0%  3.00[013,7099]
Brrox 2001 0.0% 0.17 [0.01, 4.05] ¢
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Derosa 2016 0.1% 0.68[0.12, 3.98] R
DoIT 2010 1.2% 0.89 [0.57,1.38] -
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JELIS 2007 58% 0.81 [0.65, 0.95] -
Kumar 2013 0.0% 1.00 [0.08, 15.43]
MAPT 2017 4.9% 1.19 10,93, 1.43] ™~
OMEGA 2009 4.2% 1.19[0.97, 1.46] -
ORIGIN 2012 12.1% 0.98 [0.93, 1.03]
Proudman 2015 0.0% 1.84 [0.08, 44.38]
Puri 2005 0.0% 3.05[013, 73.40]
Raitt 2005 0.1% 0.40 [0.0&, 2.01] —_—T
Risk & Prevention 2013 B.7% 0.95 [0.89, 1.10] 1
Sandhu 2016 0.0% 1.92 018, 21.53]
SCIM0 1959 08% 0.65([0.37,1.13] I
Shinto 2014 0.0% 3000013, 67.52]
SHOT 1996 0.5% 1.16 [0.55, 2.43] S
SOFA 2006 23% 1.05[0.77,1.42] I
SUFOLOM3 2010 B.7% 1.04 [0.90, 1.20] T
THIS DIET 2003 0.5% 1.37 [0.67, 2.80] -
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Heterogeneity: Tau®= 0.00; Chi*= 34.79, df= 32 (P = 0.34), F= 8%
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Figure S1: Example of calculating effect estimates for randomised controlled trials at low risk of bias
and unclear/high risk of bias; domain: random sequence

ClI: confidence interval; df: degrees of freedom; 12 heterogeneity measure; IV: inverse variance; RCT:
randomised controlled trial



| Methodological trial characteristic: Random Sequence

Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality 4 124 [077; 2001 10%
Abdelhamid 2018a Omega-3 Cardiovascular disease —+ 1.02 [062; 168 09%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease = 124 [090; 1.71] 22%
Abdelhamid 2018a Omega-3 All-cause mortality 118 [1.00; 1.38] 71%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality —+ 105 [0D57;, 195] 06%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 4 1.31 [087, 197] 14%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality + 100 [0.78; 1.29] 33%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — 0.34 [0.20; 059] 08%
Adler 2014 Low-sodium All-cause mortality - 094 [0D63; 1.40] 14%
Adler 2014 Low-sodium Cardiovascular mortality —_— 1.03 [017; 6131 01%
Adler 2014 Low-sodium Cardiovascular disease —_— 126 [0D26; 602] 01%
Avenell 2014 Vitamin D Hip fracture - 110 [0D63; 192] 07%
Avenell 2014 Vitamin D Any fracture - 092 [D66;, 1271 21%
Bjelakovic 2012 B-carotene All-cause mortality _._} 065 [0.39; 1.09] 09%
Bjelakovic 2012 Vitamin E All-cause mortality 089 [DBD;, 1.00] 118%
Bjelakovic 2012 Vitamin C All-cause mortality —+ 077 [054; 1101 18%
Bjelakovic 2012 Vitamin A All-cause mortality — 109 [0D45 264] 03%
Bjelakovic 2014 Vitamin D All-cause mortality 097 [091, 1.03] 208%
Bjelakovic 2014 Vitamin D Cardiovascular mortality —+——— 306 [013;7127] 00%
Bjelakovic 2014b Vitamin D Cancer —_— 297 [0.31;2812] 00%
De-Regil 2015 Folate Neural tube defect —_—— 132 [D30; 582] 01%
De-Reqil 2015 Folate Congenital cardiovascular anomalies —_— 148 [0.15; 1463] 00%
Hofmeyr 2018 Calcium Pre-eclampsia —+ 047 [0.24; 091] 05%
Hofmeyr 2018 Calcium High blood pressure — 047 [021; 1021 04%
Hooper 2012 Low-fat'modified fat Cardiovascular mortality —+ 109 [066;, 1.78] 09%
Hooper 2012 Low-fatfmodified fat All-cause mortality — 091 [0D58; 142] 11%
Hooper 2012 Low-fatfmodified fat Combined cardiovascular events + 1.00 [0.79; 1.26] 39%
Hooper 2018 Omega-6 Combined cardiovascular events —_— 036 [0.01;1054] 00%
Hooper 2018 Omega-6 All-cause mortality —H 075 [040; 140] 06%
Hooper 2018 Omega-6 Cardiovascular mortality —_—] 008 [001; 104] 00%
Keats 2019 Micronutrients Preterm birth ; 103 [0.86;, 1.23] 61%
Keats 2019 Micronutrients Low birth weight | 102 [0.91; 1.15] 10.7%
Keats 2019 Micronuirients Small gestational age % 092 [077, 1.11] 58%
Rees 2013b Selenium All-cause mortality 4+ 099 [0D76;, 1.28] 32%
Rees 2013b Selenium Cardiovascular mortality —v-* 070 [042;, 1171 09%
Rees 2013b Selenium Combined cardiovascular events =+ 096 [0.74; 125] 31%
Vinceti 2018 Selenium Cancer 141 [D95 207 15%
Yao 2017 Fibre Colorectal cancer 128 [0D18; 891] 01%
Yao 2017 Fibre Colorectal adenoma < 091 [0.72; 115] 38%
Random effects model J 0.97 [0.93; 1.02] 100.0%
Prediction interval [0.88; 1.08]
Heterogeneity: I = 28%, t° = 0.0019, p = 0.05 f T f T I
01 01 1 10 100
RR in highfunclear RoB < RR in low RoB  RR in high/unclear RoB = RR in low RoB

Figure S2: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of risk
ratios

CI: confidence interval; 12: heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method



Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —:-— 124 [077; 200] 31%
Abdelhamid 2018a Omega-3 All-cause mortality & 1.18 [1.00; 1.38] 97%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality _i_ 105 [D57; 195 21%
Abdelhamid 2018h Polyunsaturated fat All-cause mortality - 100 [0.78; 1.29] 7.0%
Abdelhamid 2018h Polyunsaturated fat Coronary heart disease —— | 034 [0.20; 0D59] 25%
Adler 2014 Low-sodium All-cause mortality — 094 [D63; 1400 41%
Adler 2014 Low-sodium Cardiovascular mortality —|— 103 [0D17; 613] 03%
Avenell 2014 Vitamin D Hip fracture = 110 [D63; 192] 25%
Bjelakovic 2012 B-carotene All-cause moriality —'-| 0.65 [0.39; 1.09] 28%
Bjelakovic 2012 Vitamin E All-cause mortality : 0.89 [0.80; 1.00] 112%
Bjelakovic 2012 Vitamin C All-cause mortality —‘-I 0.77 [0.54; 1.10] 48%
Bjelakovic 2012 Vitamin A All-cause mortality —— 109 [D45; 264] 11%
Bjelakovic 2014 Vitamin D All-cause mortality : 097 [091; 103] 125%
Bjelakovic 2014 Vitamin D Cardiovascular mortality ——— 306 [0.13;,71.27] 0.1%
Bjelakovic 2014b Vitamin D Cancer —_— 297 [0.31;2812] 02%
De-Reqil 2015 Folate Neural tube defect —— 1.32 [0D.30; 582] 04%
De-Reqil 2015 Folate Congenital cardiovascular anomalies — 148 [0D.15;1463] 02%
Hofmeyr 2018 Calcium Pre-eclampsia —+— 047 [0.24; 0.91] 18%
Hofmeyr 2018 Calcium High blood pressure —— 047 [0.21; 1.02] 14%
Hooper 2012 Low-fatimodified fat Cardiovascular mortality —I'— 109 [0D66; 1.78] 30%
Hooper 2012 Low-fatimodified fat All-cause mortality — 091 [D58; 142] 35%
Hooper 2018 Omega-6 All-cause mortality — 075 [0.40; 1.40] 21%
Hooper 2018 Omega-6 Cardiovascular mortality —_— 0.08 [0.01; 1.04] 01%
Keats 2019 Micronutrients Preterm birth - 103 [086; 123] 92%
Rees 2013b Selenium All-cause mortality = 099 [0.76; 1.28] 69%
Rees 2013b Selenium Cardiovascular mortality -] 070 [0D42; 117] 28%
Vinceti 2018 Selenium Cancer e 141 [0.85; 207] 43%
Yao 2017 Fibre Colorectal cancer —_—— 128 [0.18; 891] 02%
Random effects model 0.94 [0.85; 1.03] 100.0%
Prediction interval = [0.69; 1.26]
T T T 1

Heterogeneity: 12 = 42%, 12 =0.0186, p = 0.01
001 041 1 10 100
RR in highfunclear RoB < RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S3: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of risk
ratios. Sensitivity analysis: Excluding highly correlated outcomes

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk

ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method

Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease -i-u— 124 [080; 1.71] 35%
Abdelhamid 2018a Omega-3 All-cause mortality 1—'- 1.18 [1.00; 1.38] 104%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality T 100 [0D.78; 1.28] 53%
Adler 2014 Low-sodium All-cause mortality 094 [0D63; 140] 23%
Avenell 2014 Vitamin D Any fracture 092 [066, 1.27] 34%
Bjelakovic 2012 B-carotene All-cause mortality 065 [039; 1.09] 14%
Bjelakovic 2012 Vitamin E All-cause mortality 0.89 [0.BD; 1.00] 15.8%
Bjelakovic 2012 Vitamin C All-cause mortality — 077 [054; 110] 29%
Bjelakovic 2012 Vitamin A All-cause mortality e 109 [045 264] 05%
Bjelakovic 2014a Vitamin D All-cause mortality 0.97 [0.91; 1.03] 241%
Bjelakovic 2014b Vitamin D Cancer —_—t—— 297 [0.31;2812] 01%
De-Reqil 2015 Folate Neural tube defect s pa— 132 [0.30; 5.82] 02%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 047 [0.24; 0.91] 09%
Hooper 2012 Low-fatimodified fat Combined cardiovascular events = 100 [0.79; 1.26] 60%
Hooper 2018 Omega-6 All-cause mortality —v—i— 075 [040; 1400 1.0%
Keats 2019 Micronutrients Preterm birth i 1.03 [0.86; 1.23] 091%
Rees 2013b Selenium All-cause mortality - 099 [0.76; 1.28] 5.0%
Vinceti 2018 Selenium Cancer i—v— 141 [0.95; 207T] 24%
Yao 2017 Fibre Colorectal adenoma e 091 [072; 115 59%
Random effects model 0.98 [0.92; 1.04] 100.0%

Prediction interval
Heterogeneity: 1% = 28%, 12 = 0.0032, p = 0.13

[0.85; 1.12]

01 051 2 10
RR in highfunclear RoB < RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S4: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of risk
ratios. Sensitivity analysis: Including only one outcome per comparison from each included systematic
review
Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality +— 124 [077; 2000 10%
Abdelhamid 2018a Omega-3 Cardiovascular disease -+ 1.02 [0.62; 1.68] 09%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease e 124 [090; 1.71] 22%
Abdelhamid 2018a Omega-3 All-cause mortality 118 [1.00; 138 71%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality —+ 105 [0D57; 195 06%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease H— 1.3 [0ET, 197] 14%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality =+ 100 [0.78; 1.29] 33%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — 034 [020; 059] 08%
Hooper 2018 Omega-6 Combined cardiovascular events — 0.36 [0.01; 1054] 00%
Hooper 2018 Omega-6 All-cause mortality — 075 [040; 1400 06%
Hooper 2018 Omega-6 Cardiovascular mortality 0.08 [0.01; 1.04] 00%
Adler 2014 Low-sodium All-cause mortality - 094 [D63; 1400 14%
Adler 2014 Low-sodium Cardiovascular mortality —_— 103 [017, 613] 0.1%
Adler 2014 Low-sodium Cardiovascular disease —_— 126 [0.26; 6.02] 01%
Avenell 2014 Vitamin D Hip fracture - 110 [0D63; 192] 07%
Avenell 2014 Vitamin D Any fracture - 092 [066; 1271 21%
Bijelakovic 2012 B-carotene All-cause mortality —¢—i 0.65 [0.39; 1.09] 09%
Bjelakovic 2012 Vitamin E All-cause mortality 089 [0.80; 1.00] 11.8%
Bjelakovic 2012 Vitamin C All-cause mortality ] 077 [054; 110] 18%
Bjelakovic 2012 Vitamin A All-cause mortality —— 109 [D45; 264] 03%
Bjelakovic 2014 Vitamin D All-cause mortality 097 [0.91; 1.03] 208%
Bjelakovic 2014 Vitamin D Cardiovascular mortality —4+—+—— 306 [013;7127] 00%
Bjelakovic 2014b Vitamin D Cancer — 2097 [0.31;2812] 00%
De-Regil 2015 Folate Neural tube defect —_—— 132 [0D.30; 5821 01%
De-Reqil 2015 Folate Congenital cardiovascular anomalies — 148 [0.15; 1463] 00%
Hofmeyr 2018 Calcium Pre-eclampsia —+— 047 [0.24; 0.91] 05%
Hofmeyr 2018 Calcium High blood pressure — 047 [0.21; 102] 04%
Keats 2019 Micronutrients Preterm birth ; 103 [0D86; 123] 61%
Keats 2019 Micronutrients Low birth weight p 102 [0.91; 1.15] 10.7%
Keats 2019 Micronutrients Small gestational age Ji 092 077, 1.11] 58%
Rees 2013b Selenium All-cause mortality + 099 [076; 128 32%
Rees 2013b Selenium Cardiovascular mortality _.+ 0.70 [0.42; 147] 09%
Rees 2013b Selenium Combined cardiovascular events “+ 096 [0.74, 125] 31%
Vinceti 2018 Selenium Cancer H— 141 [095 207] 15%
Hooper 2012 Low-fatimodified fat Cardiovascular mortality -+ 109 [0D66; 1.78] 09%
Hooper 2012 Low-fatimodified fat All-cause mortality - 091 [058; 142] 1.1%
Hooper 2012 Low-fatfmodified fat Combined cardiovascular events * 1.00 [0.79; 1.26] 39%
Yao 2017 Fibre Colorectal cancer —_— 128 [0D18; B91] 01%
Yao 2017 Fibre Colorectal adenoma « 091 [0.72; 1.15] 38%
Random effects model 0.97 [0.93; 1.02] 100.0%
Prediction interval 5 [0.88; 1.08]
Heterogeneity: I° = 28%, 2 = 0.0019, p = 0.05 I I T !
01 041 1 10 100

RR in highfunclear RoB = RR in low RoB  RR in high/unclear RoB = RRin low RoB

Figure S5: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of risk
ratios. Subgroup analysis: Clusters of interventions

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t%: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention QOutcome Ratio of Risk Ratios RRR 95%-Cl Weight

Abdelhamid 2018a Omega-3 Cardiovascular mortality +— 124 [077; 200] 10%
Abdelhamid 2018a Omega-3 Cardiovascular disease -+ 102 [062; 168] 09%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease — 124 [0D90; 1.71] 22%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality e 105 [057; 195 06%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease F— 131 [0D87, 197] 14%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —_ 034 [D20; 059] 08%
Adler 2014 Low-sodium Cardiovascular mortality B Ea— 103 [017; 613] 01%
Adler 2014 Low-sodium Cardiovascular disease —— 126 [0.26; 6.02] 01%
Bjelakovic 2014 Vitamin D Cardiovascular mortality —34+—+———— 306 [013;7127] 00%
Hooper 2012 Low-fatimodified fat Cardiovascular morality -+ 109 [066, 1.78] 09%
Hooper 2012 Low-fatfmodified fat Combined cardiovascular events + 1.00 [0.79; 1.26] 39%
Hooper 2018 Omega-6 Combined cardiovascular events _ 036 [0.01;1054] 00%
Hooper 2018 Omega-6 Cardiovascular moriality —_— 0.08 [0.01; 1.04] 00%
Rees 2013b Selenium Cardiovascular mortality —+] 070 [042; 1.17] 09%
Rees 2013b Selenium Combined cardiovascular evenis + 096 [0.74, 1.25] 31%
Abdelhamid 2018a Omega-3 All-cause mortality § 118 [1.00; 1.38] T71%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality -i- 1.00 [0.78; 1.29] 33%
Adler 2014 Low-sodium All-cause mortality 094 [063; 140] 14%
Bjelakovic 2012 B-carotene All-cause mortality —q 065 [039; 109] 09%
Bjelakovic 2012 Vitamin E All-cause mortality 089 [DB8D; 1.00] 118%
Bjelakovic 2012 Vitamin C All-cause mortality — 077 [054; 110] 18%
Bjelakovic 2012 Yitamin A All-cause mortality —— 109 [D45 264] 03%
Bjelakovic 2014 Vitamin D All-cause mortality 097 [091; 103] 208%
Hooper 2012 Low-fatimodified fat All-cause mortality —-+ 091 [058; 142] 11%
Hooper 2018 Omega-6 All-cause mortality — 075 [040; 1.40] 06%
Rees 2013b Selenium All-cause mortality - 099 [076, 128 32%
Avenell 2014 Vitamin D Hip fracture —-— 110 [063; 192] 07%
Avenell 2014 Vitamin D Any fracture :1; 092 [0D66, 1.27] 21%
Bjelakovic 2014b Vitamin D Cancer —— 297 [0.31;2812] 00%
Vinceti 2018 Selenium Cancer e 141 [085; 207] 15%
Yao 2017 Fibre Colorectal cancer — 128 [018;, B91] 01%
Yao 2017 Fibre Colorectal adenoma _j;., 091 [0D72; 115 38%
De-Regil 2015 Folate Neural tube defect —_— 132 [0D30; 582] 01%
De-Regil 2015 Folate Congenital cardiovascular anomalies —_— 148 [0.15;1463] 00%
Hofmeyr 2018 Calcium Pre-eclampsia ——] 047 [024; 091] 05%
Hofmeyr 2018 Calcium High blood pressure —— 047 [021; 102] 04%
Keats 2019 Micronutrients Preterm birth ; 103 [086; 123] 61%
Keats 2019 Micronutrients Low birth weight ; 102 [081; 115 107%
Keats 2019 Micronutrients Small gestational age L] 092 [0D77, 1.11] 58%
Random effects model 0.97 [0.93; 1.02] 100.0%
Prediction interval L [0.88; 1.08]

Heterogeneity: /* = 28%, ©2=0.0018, p = 0.05 f I I !
001 04 1 10 100
RR in highfunclear RoB < RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S6: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of risk
ratios. Subgroup analysis: Clusters of outcomes

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention QOutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 All-cause mortality i 118 [1.00; 1.38 71%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality T 1.00 [0.78; 1.29] 33%
Adler 2014 Low-sodium All-cause mortality 094 [0D63; 1401 14%
Bjelakovic 2012 B-carotene All-cause mortality q 0.65 [0.39; 1.09] 09%
Bjelakovic 2012 Vitamin E All-cause mortality 089 [DBO;, 1.00] 118%
Bjelakovic 2012 Vitamin C All-cause mortality —+ 077 [054; 1100 18%
Bjelakovic 2012 Vitamin A All-cause mortality —— 109 [D45 264] 03%
Bjelakovic 2014 Vitamin D All-cause mortality 097 [091; 1.03] 208%
Hooper 2012 Low-fatimodified fat All-cause mortality — 091 [0D58, 142] 11%
Hooper 2018 Omega-6 All-cause mortality - 075 [0D40; 1.40] 06%
Rees 2013b Selenium All-cause mortality - 099 [076;, 1.28] 32%
Abdelhamid 2018a Omega-3 Cardiovascular mortality e 124 [077;, 200] 1.0%
Abdelhamid 2018a Omega-3 Cardiovascular disease —+ 102 [062; 168] 09%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease = 124 [080; 1.71] 22%
Abdelhamid 2018a a-Linolenic acid Cardipvascular mortality —+ 105 [0D57, 195 06%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 1 1.31 [087;, 197] 14%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —— 034 [0D20; 059] 08%
Adler 2014 Low-sodium Cardiovascular mortality — 1.03 [017; 6.13] 01%
Adler 2014 Low-sodium Cardiovascular disease —_—— 126 [026, 602] 01%
Avenell 2014 Vitamin D Hip fracture - 110 [0D63; 192] 07%
Avenell 2014 Vitamin D Any fracture - 092 [066, 127] 21%
Bjelakovic 2014 Vitamin D Cardiovascular mortality ———— 306 [013;7127] 00%
Bjelakovic 2014b Vitamin D Cancer —_— 207 [031;2812] 00%
Hooper 2012 Low-fatimodified fat Cardiovascular mortality -+ 109 [0D66, 1.78] 09%
Hooper 2012 Low-fat/modified fat Combined cardiovascular events + 1.00 [0.79; 1.26] 39%
Hooper 2018 Omega-6 Combined cardiovascular events —_— 036 [0D.01,1054] 00%
Hooper 2018 Omega-6 Cardiovascular mortality _ 0.08 [0.01; 1.04] 00%
Rees 2013b Selenium Cardiovascular mortality — 070 [042; 117] 09%
Rees 2013b Selenium Combined cardiovascular events k3 096 [0.74; 1.25] 31%
Vinceti 2018 Selenium Cancer e 141 [085 207] 15%
Yao 2017 Fibre Colorectal cancer — 128 [0.18; 891] 01%
Yao 2017 Fibre Colorectal adenoma a 091 [0D72; 115 38%
De-Regil 2015 Folate Neural tube defect —_—p— 132 [0D30; 5871 01%
De-Reqil 2015 Folate Congenital cardiovascular anomalies —_— 148 [0.15;,1463] 00%
Hofmeyr 2018 Calcium Pre-eclampsia —— 047 [0.24; 091] 05%
Hofmeyr 2018 Calcium High blood pressure —— 047 [021; 1.02] 04%
Keats 2019 Micronutrients Preterm birth : 103 [086, 123 61%
Keats 2019 Micronutrients Low birth weight i 102 [081;, 1.15] 107%
Keats 2019 Micronutrients Small gestational age * 082 [077, 1.11] 58%
Random effects model 0.97 [0.93; 1.02] 100.0%
Prediction interval o [0.88; 1.08]
Heterogeneity: /% = 28%, 12 = 0.0019, p = 0.05 I T T I
001 041 1 10 100

RR in high/unclear RoB < RR inlow RoB  RR in high/unclear RoB = RR in low RoB

Figure S7: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of risk
ratios. Subgroup analysis: Subjective versus objective outcomes

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Difference of SMD DSMD 95%-C1 Weight

Abdelhamid 2018a Omega-3 Body weight — 053 [1.31;025] 11%
Adler 2014 Low-sodium Systolic blood pressure —_— 0.00 [-040;040] 39%
Adler 2014 Low-sodium Diastolic blood pressure —s— -0.05 [037,0.27] 5.8%
Cormick 2015 Calcium Systolic blood pressure — 011 [0.34;012] 9.3%
Cormick 2015 Calcium Diastolic blood pressure —_— 0.05 [-0.30;040] 50%
Hartley 2013 Fruit & Vegetables Systolic blood pressure —+— 0.18 [-0.14;050] 58%
Hartley 2013 Fruit & Vegetables Diastolic blood pressure —+— 020 [0.11;051] 58%
Hartley 2016 Fibre Systolic blood pressure ————— 056 [001;1.11] 22%
Hartley 2016 Fibre Diastolic blood pressure —_— 013 [069;043] 22%
Hooper 2015a Low-fat Body weight — -0.07 [0.20;0.068] 18.3%
Kelly 2017 Whole grains Body weight — -0.16 [056;0.24] 4.0%
Kelly 2017 Whole grains Systolic blood pressure —_—— -0.09 [045,027] 4.8%
Kelly 2017 Whole grains Diastolic blood pressure —— -0.14 [0 46;018] 56%
Palacios 2019 Vitamin D Birth weight —_— -0.11 [065,043] 23%
Rees 2013 Healthy diet Systolic blood pressure —— 0563 [009;097] 34%
Rees 2013 Healthy diet Diastolic blood pressure —— 053 [0.10;096] 35%
Rees 2019 Mediterranean diet Systolic blood pressure —_— -0.01 [057;055] 21%
Rees 2019 Mediterranean diet High Density Lipoprotein — 017 [[0.20;054] 45%
Rees 2019 Mediterranean diet Triglycerides — -0.12 [052;028] 40%
Usinger 2012 Fermented milk  Systolic blood pressure —_— -040 [[094;014] 23%
Usinger 2012 Fermented milk  Diastolic blood pressure — -0.12 [052;0.28] 3.9%
Random effects model 0.01 [-0.08; 0.09] 100.0%
Prediction interval —T— [-0.18; 0.19]

Heterogeneity: I° = 28%, 1° = D.0061, p = 0.11 | T T T |
1 05 0 05 1
SMD in highfunclear RoB <= SMD in low RoB SMD in highfunclear RoB = SMD in low RoB

Figure S8: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean difference

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 12 heterogeneity value with
Restricted Maximume-likelihood estimation method
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Reference

Abdelhamid 2018a
Adler 2014
Cormick 2015
Hartley 2013
Hartley 2016
Hooper 2015a
Kelly 2017
Kelly 2017
Palacios 2019
Rees 2013
Rees 2019
Rees 2019
Usinger 2012

Intervention Outcome
Omega-3 Body weight

Low-sodium Systolic blood pressure
Calcium Systolic blood pressure

Fruit & Vegetables Systolic blood pressure

Fibre Systolic blood pressure
Low-fat Body weight
Whole grains Body weight

Whole grains Systolic blood pressure
Vitamin D Birth weight

Healthy diet Systolic blood pressure

Mediterranean diet High Density Lipoprotein
Mediterranean diet Triglycerides
Fermented milk  Systolic blood pressure

Difference of SMD DSMD
-0.53
0.00
011
018
0.56
-0.07
-0.16
-0.09
-0.11
0.53
017
-0.12
-0.40

95%-Cl Weight
131,025 17%
[-040;0.40] 59%
[0.34;0.12] 141%
[-0.14;050] B88%
[0.01;1.11] 34%
[-0.20; 0.06] 27.8%
[-0.56;0.24] 6.0%
[-045,027] 72%
[-065;0.43] 34%
[0.09;097] 51%
[-0.20;054] 68%
[-052,0.28] 61%
[-0.94;0.14] 35%

Random effects model
Prediction interval
Heterogeneity: 17 = 36%, 1% = 0.0061, p = 0.10 ' I ! ' !
1 05 0 05 1
SMD in highfunclear RoB < SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

-0.01 [-0.12; 0.09] 100.0%
[0.22; 0.20]

Figure S9: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Excluding highly correlated
outcomes

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 12 heterogeneity value with
Restricted Maximume-likelihood estimation method

Reference Intervention Outcome Difference of SMD DSMD 95%-C1 Weight
Abdelhamid 2018a Omega-3 Body weight 4-—3— 053 [11.31;025] 24%
Adler 2014 Low-sodium Systolic blood pressure — 000 [040;040] 76%
Cormick 2015 Calcium Systolic blood pressure — 0.11 [0.34;012] 159%
Hartley 2013 Fruit & Vegetables Systolic blood pressure S+ 0.18 [-0.14; 0.50] 10.8%
Hartley 2016 Fibre Systolic blood pressure b— 056 [001;111] 46%
Hooper 2015a Low-fat Body weight - -0.07 [-0.20;0.06] 25.8%
Kelly 2017 Whole grains ~ Systolic blood pressure — 009 [[045027] 91%
Palacios 2019 Vitamin D Birth weight —_—— 011 [-065;043] 46%
Rees 2013 Healthy diet Systolic blood pressure — 053 [009097] 67%
Rees 2019 Mediterranean diet Triglycendes —_— 012 [052;028] 78%
Usinger 2012 Fermented milk Systolic blood pressure —— 040 [094;014] 47T%
Random effects model 0.01 [0.13; 0.12] 100.0%
Prediction interval [-0.29; 0.28]
Heterogeneity: /* = 42%, t2=0.0118, p = 0.07 ' ' I '
1 05 0 05 1

SMD in highfunclear RoB <= SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

Figure S10: Random sequence: Comparisons of randomised controlled trials with high/unclear risk of
bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Including only one outcome per
comparison from each included systematic review

Cl: confidence interval; DSMD: difference of standardised mean differences; 12: heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1t heterogeneity value with
Restricted Maximume-likelihood estimation method
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| Methodological trial characteristic: Allocation concealment

Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-CI Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —r 084 [054;, 131] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease - 097 [0.76;, 1.24] 25%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease P 124 [090; 1.71] 15%
Abdelhamid 2018a Omega-3 All-cause mortality —+ 076 [054;, 108 13%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality —_ 1.05 [057;, 195 04%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease r— 131 [0D.87, 1971 09%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality a 093 [076, 114] 35%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —r 068 [0D41;, 114] 06%
Adler 2014 Low-sodium All-cause mortality +— 141 [085, 236] 06%
Adler 2014 Low-sodium Cardiovascular mortality e 064 [015 2700 01%
Adler 2014 Low-sodium Cardiovascular disease — 072 [0.34;, 150] 03%
Avenell 2014 Vitamin D Hip fracture —— 121 [058;, 2500 03%
Avenell 2014 Vitamin D Any fracture = 141 [094;, 212] 09%
Bielakovic 2012 B-carotene All-cause mortality — 075 [036;, 158] 03%
Bijelakovic 2012 Vitamin E All-cause mortality 089 [DBD;, 059] 98%
Bijelakovic 2012 Vitamin C All-cause mortality ' 092 [072; 118] 24%
Bijelakovic 2012 Vitamin A All-cause mortality 1 093 [0D70; 1.24] 19%
Bijelakovic 2014 Vitamin D All-cause mortality 102 [D96, 1.09] 183%
Bielakovic 2014 Vitamin D Cardiovascular mortality o 203 [0D42; 990] 01%
Bijelakovic 2014h Vitamin D Cancer —_ 167 [049, 571] 01%
De-Regil 2015 Folate Neural tube defect — 076 [0D20; 285 01%
De-Regil 2015 Folate Congenital cardiovascular anomalies —)—+— 660 [03911146] 00%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 028 [008; 104] 01%
Hofmeyr 2018 Calcium High blood pressure — 025 [011;, 058] 02%
Hooper 2012 Low-fat'modified fat Cardiovascular mortality ¥ 104 [0D83; 1.31] 28%
Hooper 2012 Low-fat'modified fat All-cause mortality : 106 [095 119] B89%
Hooper 2012 Low-fat'modified fat  Combined cardiovascular events + 1.01 [0D.80; 1.29] 26%
Hooper 20150 Low saturated fat All-cause mortality T— 113 [0D.88; 146] 24%
Hooper 2015b Low saturated fat Cardiovascular mortality -+ 110 [0.77, 156] 12%
Hooper 2015b Low saturated fat Combined cardiovascular events 4 094 [069;, 129 16%
Hooper 2018 Omega-6 Combined cardiovascular events —— 057 [035 0821 07%
Hooper 2018 Omega-6 All-cause mortality —— 062 [039; 099 O07%
Hooper 2018 Omega-6 Cardiovascular mortality —r 062 [0D34; 115 04%
Keats 2019 Micronutrients Preterm birth ; 102 [D89, 117] 66%
Keats 2019 Micronutrients Low birth weight : 1.07 [097;, 1.18] 115%
Keats 2019 Micronutrients Small gestational age 1.04 [090; 1.21] 60%
Palacios 2019 Vitamin D Gestational diabetes _ 055 [011;, 262] 01%
Palacios 2019 Vitamin D Preterm birth —_—t 098 [037, 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —_— 146 [052; 409] 01%
Rees 2013b Selenium All-cause mortality - 099 [078;, 1.28] 22%
Rees 2013b Selenium Cardiovascular mortality —r 0.70 [042; 117] 06%
Rees 2013b Selenium Combined cardiovascular events + 096 [074, 125 21%
Tieu 2017 Healthy diet Gestational diabetes _— 029 [0DO01, 555 00%
Vinceti 2018 Selenium Cancer e 141 [095 2071 10%
Yao 2017 Fibre Colorectal cancer _— 078 [011;, 548] 00%
Yao 2017 Fibre Colorectal adenoma = 088 [0D60; 129] 11%
Random effects model 1.00 [0.96; 1.04] 100.0%
Prediction interval [0.92; 1.08]
Heterogeneity: I* = 27%, 12 = 0.0013, p = 0.05 ' T T '
0.01 01 1 10 100
RR in highfunclear RoB < RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S11: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention

Abdelhamid 2018a Omega-3
Abdelhamid 2018a Omega-3
Abdelhamid 2018a a-Linolenic acid

Abdelhamid 2018b Palyunsaturated fat
Abdelhamid 2018b Polyunsaturated fat

Adler 2014 Low-sodium
Adler 2014 Low-sodium
Avenell 2014 Vitamin D
Bjelakovic 2012 B-carotene
Bjelakovic 2012 Vitamin E
Bjelakovic 2012 Vitamin C
Bjelakovic 2012 Vitamin A
Bijelakovic 2014 Vitamin D
Bijelakovic 2014 Vitamin D
Bjelakovic 2014b Vitamin D
De-Regil 2015 Folate
De-Regil 2015 Folate
Hofmeyr 2018 Calcium
Hofmeyr 2018 Calcium
Hooper 2012 Low-fat'modified fat
Hooper 2012 Low-fat‘modified fat
Hooper 2015k Low saturated fat
Hooper 2015b Low saturated fat
Hooper 2018 Omega-6
Hooper 2018 Omega-6
Keats 2019 Micronutrients
Palacios 2019 Vitamin D
Palacios 2019 Vitamin D
Palacios 2019 Vitamin D
Rees 2013b Selenium
Rees 2013b Selenium
Tieu 2017 Healthy diet
Vinceti 2018 Selenium
Yao 2017 Fibre

Random effects model
Prediction interval
Heterogeneity: 1% = 29%, 1% = 0.0023, p = 0.06

Outcome

Cardiovascular mortality
All-cause mortality
Cardiovascular mortality
All-cause mortality
Coronary heart disease
All-cause mortality
Cardiovascular mortality
Hip fracture
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
Cardiovascular mortality
Cancer
Neural tube defect

Pre-eclampsia
High blood pressure
Cardiovascular mortality
All-cause mortality
All-cause mortality
Cardiovascular mortality
All-cause mortality
Cardiovascular mortality
Preterm birth
Gestational diabetes
Preterm birth
Pre-eclampsia
All-cause mortality
Cardiovascular mortality
Gestational diabetes
Cancer
Colorectal cancer

Congenital cardiovascular anomalies

Ratio of Risk Ratios

RRR

0.84
0.76
105
093
0.68
141
0.64
121
075
0.89
092
093
102
203
167
0.76

——+— G660

028
025
104
1.06
1.13
1.10
0.62
0.62
1.02
0.55
0.98
146
0.99
0.70
0.29
141
078

0.98

[
0.01

T T
01 1 10

1
100

95%-CI Weight
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Figure S12: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Sensitivity analysis: Excluding highly correlated outcomes
CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight

Abdelhamid 2018a o-Linolenic acid Cardiovascular disease e 124 [090;1.71] 29%
Abdelhamid 2018a Omega-3 All-cause moriality —+ 076 [054;1.08] 24%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality * 093 [0.76;1.14] 66%
Adler 2014 Low-sodium All-cause mortality T 141 [085,236] 12%
Avenell 2014 Vitamin D Any fracture Fa— 141 [094;212] 18%
Bjelakovic 2012 B-carotene All-cause moriality — 0.75 [0.36;158] 06%
Bjelakovic 2012 Vitamin E All-cause mortality 0.89 [0D.BD;099] 171%
Bjelakovic 2012 Vitamin C All-cause mortality 4% 092 [0.72;1.18] 45%
Bjelakovic 2012 Vitamin A All-cause mortality - 093 [D70;124] 35%
Bjelakovic 2014a Vitamin D All-cause mortality 1.02 [0.96;1.09] 29.0%
Bjelakovic 2014b Vitamin D Cancer —— 167 [049,571] 02%
De-Regil 2015 Folate Neural fube defect —_— 0.76 [0.20; 285 02%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 0.28 [0.08;1.04] 02%
Hooper 2012 Low-fat/modified fat Combined cardiovascular events -+ 1.01 [0.80;1.29] 48%
Hooper 2015b Low saturated fat Combined cardiovascular events 0.94 [069;1.29] 3.0%
Hooper 2018 Omega-6 All-cause mortality —q 0.62 [039;099] 14%
Keats 2019 Micronutrients Preterm birth 1.02 [0.89;1.17] 12.0%
Palacios 2019 Vitamin D Pre-eclampsia —_ 146 [052;408] 03%
Rees 2013b Selenium All-cause mortality -+ 0.99 [0.76;1.28] 4.3%
Tieu 2017 Healthy diet Gestational diabetes _—_— 0.29 [0.01;555] 0.0%
Vinceti 2018 Selenium Cancer r— 141 [095;207] 20%
Yao 2017 Fibre Colorectal adenoma - 088 [D60;129] 20%
Random effects model 0.98 [0.93; 1.04] 100.0%
Prediction interval L [0.88; 1.09]
Heterogeneity: I~ = 25%, T2 = 0.0018, p = 0.14

01 0512 10
RR in highfunclear RoB =RR in low RoB  RR in high/unclear RoB = RR in low RoB

Figure S13: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Sensitivity analysis: Including only one outcome per comparison from each included
systematic review

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 12: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —-~ 084 [054;, 131] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease 097 [0.76, 1.24] 25%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease 124 [090; 1.71] 15%
Abdelhamid 2018a Omega-3 All-cause mortality 076 [0D54;, 108 13%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality 105 [057, 195] 04%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 131 [0.87. 1971 09%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality 093 [0.76;, 1.14] 35%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease 068 [041;, 1.14] 06%
Hooper 2015b Low saturated fat All-cause mortality T 113 [0.88; 1.46] 24%
Hooper 2015b Low saturated fat Cardiovascular mortality -+ 110 [0.77; 156 12%
Hooper 2015b Low saturated fat  Combined cardiovascular events + 094 [0D69; 129] 16%
Hooper 2018 Omega-6 Combined cardiovascular events — 057 [0.35; 092] 07%
Hooper 2018 Omega-6 All-cause mortality —— 062 [0.39; 099] 07%
Hooper 2018 Omega-6 Cardiovascular mortality —T 062 [0.34; 115 04%
Adler 2014 Low-sodium All-cause mortality +— 141 [0.85 236] 06%
Adler 2014 Low-sodium Cardiovascular mortality —_— 064 [0.15 2700 0.1%
Adler 2014 Low-sodium Cardiovascular disease — 072 [0.34;, 150 0.3%
Avenell 2014 Vitamin D Hip fracture —— 121 [058, 250 03%
Avenell 2014 Vitamin D Any fracture — 141 [094; 212] 09%
Bielakovic 2012 B-carotene All-cause mortality — 075 [0.36; 158] 0.3%
Bjelakovic 2012 Vitamin E All-cause mortality ; 089 [0.80; 099] 98%
Bjelakovic 2012 Vitamin C All-cause mortality I 092 [072; 1.18] 24%
Bjelakovic 2012 Vitamin A All-cause mortality - 093 [0.70; 124] 19%
Bjelakovic 2014 Vitamin D All-cause mortality 102 [096, 1.09] 183%
Bjelakovic 2014 Vitamin D Cardiovascular mortality —_— 203 [042, 990] 01%
Bjelakovic 2014b Vitamin D Cancer —_ 167 [049, 571] 01%
De-Regil 2015 Folate Neural tube defect —_— 076 [020, 285 01%
De-Regil 2015 Folate Congenital cardiovascular anomalies ——— 660 [0.39;111.46] 00%
Hofmeyr 2018 Calcium Pre-eclampsia — 028 [008;, 104] 01%
Hofmeyr 2018 Calcium High blood pressure — 025 [0.11; 058 02%
Keats 2019 Micronutrients Preterm birth : 1.02 [0.89; 117] 66%
Keats 2019 Micronutrients Low birth weight | 1.07 [097, 1.18] 115%
Keats 2019 Micronutrients Small gestational age 104 [090; 121] 60%
Palacios 2019 Vitamin D Gestational diabetes —_— 055 [0.11; 262] 01%
Palacios 2019 Vitamin D Preterm birth P 098 [0.37, 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —_1 146 [052; 409] 01%
Rees 2013b Selenium All-cause mortality T 099 [0.76; 128] 22%
Rees 2013b Selenium Cardiovascular mortality — 0.70 [042; 1171 06%
Rees 2013b Selenium Combined cardiovascular events -+ 096 [0.74;, 125 21%
Vinceti 2018 Selenium Cancer e 141 [095 207 1.0%
Hooper 2012 Low-fat/modified fat Cardiovascular mortality T 104 [0.83; 1311 28%
Hooper 2012 Low-fat/modified fat All-cause mortality 106 [0.95 1.19] 89%
Hooper 2012 Low-fat/modified fat Combined cardiovascular events 4+ 101 [0.80; 129] 26%
Tieu 2017 Healthy diet Gestational diabetes —_— 0.29 [0.01; 555] 0.0%
Yao 2017 Fibre Colorectal cancer — 078 [0.11; 548] 00%
Yao 2017 Fibre Colorectal adenoma - 088 [0D60;, 129] 1.1%
e

Random effects model 1.00 [0.96; 1.04] 100.0%
Prediction interval [0.92; 1.08]

Heterogeneity: 12 = 27%, 1°=0.0013, p = 0.05 I T T !
001 01 1 10 100
RR in high/unclear RoB < RR in low RoB  RR in high/unclear RoB > RR in low RoB

Figure S14: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Subgroup analysis: Clusters of interventions

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality — 084 [054;, 1.31] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease -+ 097 [0.76; 1.24] 25%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease e 124 [080; 1.71] 15%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality —_ 1.05 [0.57; 1.95] 04%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease H— 131 [0.87;, 1971 09%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —T 068 [041; 1.14] 06%
Adler 2014 Low-sodium Cardiovascular mortality —— 064 [0.15 270] 01%
Adler 2014 Low-sodium Cardiovascular disease — 072 [034;, 150] 03%
Bjelakovic 2014 Vitamin D Cardiovascular mortality R 203 [0D42; 9901 01%
Hooper 2012 Low-fat/modified fat Cardiovascular mortality + 104 [083; 131] 28%
Hooper 2012 Low-fatmodified fat Combined cardiovascular events -*— 1.01 [0.80; 1.29] 26%
Hooper 2015b Low saturated fat Cardiovascular mortality -+ 110 [0.77; 156] 12%
Hooper 2015b Low saturated fat Combined cardiovascular events —-I— 094 [0D69;, 1.29] 16%
Hooper 2018 Omega-t Combined cardiovascular events —— 057 [0.35 0921 07%
Hooper 2018 Omega-f Cardiovascular mortality —t 062 [034;, 115 04%
Rees 2013b Selenium Cardiovascular mortality —r 070 [042; 1171 06%
Rees 2013b Selenium Combined cardiovascular events -+ 096 [0.74, 1.25] 21%
Abdelhamid 2018a Omega-3 All-cause mortality —+ 076 [054;, 1.08] 13%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality + 093 [0.76;, 1.14] 35%
Adler 2014 Low-sodium All-cause mortality +— 141 [085; 236] 06%
Bielakovic 2012 B-carotene All-cause mortality —— 075 [0.36; 158] 03%
Bjelakovic 2012 Vitamin E All-cause mortality 089 [0B0, 099 98%
Bjelakovic 2012 Vitamin C All-cause mortality _IL 092 [072, 1.18] 24%
Bielakovic 2012 Vitamin A All-cause mortality - 093 [070; 1.24] 19%
Bjelakovic 2014 Vitamin D All-cause mortality ; 102 [D96; 1.00] 183%
Hooper 2012 Low-fat/modified fat All-cause mortality : 106 [095 1.19] 89%
Hooper 2015b Low saturated fat All-cause mortality + 113 [088; 146] 24%
Hooper 2018 Omega-§ All-cause mortality — 062 [039; 099 O07%
Rees 2013b Selenium All-cause mortality -+ 099 [076, 1.28] 22%
Avenell 2014 Vitamin D Hip fracture —t— 121 [0D58; 2500 03%
Avenell 2014 Vitamin D Any fracture - 141 [094; 2121 09%
=3
Bielakovic 2014b Vitamin D Cancer —_1 1.67 [0.49; 5711 01%
Vinceti 2018 Selenium Cancer = 141 [085; 207 10%
Yao 2017 Fibre Colorectal cancer _ 078 [0.11;, 548] 00%
Yao 2017 Fibre Colorectal adenoma = 088 [0D60, 129] 11%
=
De-Reqgil 2015 Folate Neural tube defect — 076 [020, 285 01%
De-Regil 2015 Folate Congenital cardiovascular anomalies —r—— 6.60 [0.39;111.46] 00%
Hofmeyr 2018 Calcium Pre-eclampsia — 028 [008;, 1.04 01%
Hofmeyr 2018 Calcium High blood pressure —_— 025 [011; 058] 02%
Keats 2019 Micronutrients Preterm birth : 102 [DB9; 117] 66%
Keats 2019 Micronutrients Low birth weight 107 [097, 1.18] 115%
Keats 2019 Micronutrients Small gestational age ' 104 [080; 121] 60%
Palacios 2019 Vitamin D Gestational diabetes —_— 055 [011; 262] 01%
Palacios 2019 Vitamin D Preterm birth —_— 098 [0D37, 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —— 146 [052; 409] 01%
Tieu 2017 Healthy diet Gestational diabetes _ 029 [001, 555] 00%
Random effects model 1.00 [0.96; 1.04] 100.0%
Prediction interval [0.92; 1.08]
Heterogeneity: 1° = 27%, 1% = 0.0013, p = 0.05 f T T I
001 04 1 10 100

RR in highfunclear RoB = RR in low RoB RR in high/unclear RoB = RR in low RoB

Figure S15: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Subgroup analysis: Clusters of outcomes
CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t%: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference

Abdelhamid 2018a
Abdelhamid 2018b
Adler 2014
Bjelakovic 2012
Bjelakovic 2012
Bjelakovic 2012
Bijelakovic 2012
Bijelakovic 2014
Hooper 2012
Hooper 2015b
Hooper 2018
Rees 2013b

Abdelhamid 2018a
Abdelhamid 2018a
Abdelhamid 2018a
Abdelhamid 2018a
Abdelhamid 2018a
Abdelhamid 2018b
Adler 2014

Adler 2014
Avenell 2014
Avenell 2014
Bjelakovic 2014
Bjelakovic 2014b
Hooper 2012
Hooper 2012
Hooper 2015b
Hooper 2015b
Hooper 2018
Hooper 2018
Rees 2013b

Rees 2013b
Vinceti 2018

Yao 2017

Yao 2017

De-Regil 2015
De-Regil 2015
Hofmeyr 2018
Hofmeyr 2018
Keats 2019
Keats 2019
Keats 2019
Palacios 2019
Palacios 2019
Palacios 2019
Tieu 2017

Random effects model
Prediction interval

Intervention

Omega-3
Polyunsaturated fat
Low-sodium
B-carotene
Vitamin E
Vitamin C
Vitamin A
Vitamin D
Low-fat‘modified fat
Low saturated fat
Omega-6
Selenium

Omega-3
Omega-3
a-Linolenic acid
a-Linolenic acid
a-Linolenic acid
Polyunsaturated fat
Low-sodium
Low-sodium
Vitamin D
Vitamin D
Vitamin D
Vitamin D
Low-fatfmodified fat
Low-fat‘modified fat
Low saturated fat
Low saturated fat
Omega-6
Omega-6
Selenium
Selenium
Selenium
Fibre
Fibre

Folate
Folate
Calcium
Calcium
Micronutrienis
Micronutrienis
Micronutrienis
Vitamin D
Vitamin D
Vitamin D
Healthy diet

Heterogeneity: 1% = 27%, %= 0.0013, p = 0.05

Qutcome

All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality

Cardiovascular moriality
Cardiovascular disease
Cardiovascular disease
Cardiovascular mortality
Coronary heart disease
Coronary heart disease
Cardiovascular mortality
Cardiovascular disease

Hip fracture
Any fracture

Cardiovascular mortality

Cancer

Cardiovascular moriality
Combined cardiovascular events
Cardiovascular mortality
Combined cardiovascular events
Combined cardiovascular events
Cardiovascular mortality
Cardiovascular moriality
Combined cardiovascular events

Cancer
Colorectal cancer
Colorectal adenoma

Newral tube defect

Pre-eclampsia
High blood pressure
Preterm birth
Low birth weight

Small gestational age

Gestational diabetes
Preterm birth
Pre-eclampsia

Gestational diabetes

Congenital cardiovascular anomalies

Ratio of Risk Ratios RRR 95%-Cl Weight

4 076 [0.54; 1.08] 13%
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RR in high/unclear RoB = RR in low RoB RR in high/unclear RoB = RR in low RoB

Figure S16: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Subgroup analysis: Subjective versus objective outcomes
Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t%: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Difference of SMD DSMD 95%-C1 Weight

Abdelhamid 2018a Omega-3 Body weight —_— 003 [H0.35; 029] 48%
Adler 2014 Low-sodium Systolic blood pressure — 013 [-0.39; 065] 2.7%
Adler 2014 Low-sodium Diastolic blood pressure —_—— 047 [089; 0.05] 26%
Cormick 2015 Calcium Systolic blood pressure - 003 [-0.12; 0.18] 82%
Cormick 2015 Calcium Diastolic blood pressure —t— 012 [-018; 042] 53%
Hartley 2016 Fibre Systolic blood pressure ——=——— 056 [0.01; 1.11] 25%
Hartley 2016 Fibre Diastolic blood pressure —_—— 013 [-069; 043] 24%
Hooper 2012 Low-fat Body weight —— -0.04 [0.38; 0.30] 46%
Hooper 2015a Low-fat Body weight — | -0.37 [-0.55;-0.19] 75%
Kelly 2017 Whole grains Body weight s 0.06 [0.49; 0.37] 35%
Kelly 2017 Whole grains Systolic blood pressure —a— 033 [002; 064] 50%
Kelly 2017 ‘Whole grains Diastolic blood pressure — 013 [017; 043] 53%
Palacios 2019 Vitamin D Birth length —- 002 [023; 019] 7T0%
Palacios 2019 Vitamin D Birth weight —— 008 [-0.30; 0.14] 67%
Palacios 2019 Vitamin D Head circumference at birth —— 009 [0.31; 013] 66%
Rees 2013 Healthy diet Systolic blood pressure s 053 [0.09; 0.97] 34%
Rees 2013 Healthy diet Diastolic blood pressure —— 053 [010; 096] 35%
Rees 2019 Mediterranean diet  Systolic blood pressure —_— 032 [-0.30; 0.94] 20%
Rees 2019 Mediterranean diet  High Density Lipoprotein —a— 0.03 [-0.34; 0.28] 5.0%
Rees 2019 Mediterranean diet Triglycerides — 008 [-025, 0.41] 4.8%
Tieu 2017 Healthy diet Birth weight _— 027 [H0.84; 030] 23%
Usinger 2012 Fermented milk Systolic blood pressure —_— 020 [-0.91; 0.51] 16%
Usinger 2012 Fermented milk Diastolic blood pressure —_— 009 [-040; 0.58] 29%
Random effects model ; 0.03 [0.07; 0.12] 100.0%
Prediction interval L [-0.32; 0.37]

Heterogeneity: I° = 51%, 12 = 0.0249, p < 0.01 f T f T 1
-1 05 0 0.5 1
SMD in highfunclear RoB < SMD in low RoB  SMD in high/funclear RoB = SMD in low RoB

Figure S17 Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 12 heterogeneity value with
Restricted Maximume-likelihood estimation method
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Reference Intervention Outcome Difference of SMD DSMD 95%-C1 Weight
Abdelhamid 2018a Omega-3 Body weight — 003 [0.35; 029] B84%
Adler 2014 Low-sodium Systolic blood pressure —E—— 013 [0.39; 065] 5.1%
Cormick 2015 Calcium Systolic blood pressure — 0.03 [012; D18] 127%
Hartley 2016 Fibre Systolic blood pressure E—‘— 056 [0.01; 1111 47%
Hooper 2012 Low-fat Body weight —_— 004 [038; 0.30] B1%
Hooper 2015a Low-fat Body weight —_ -0.37 [-0.55;-0.19] 11.9%
Kelly 2017 Whole grains Body weight —_— 006 [049; 0.37] 64%
Kelly 2017 Whole grains Systolic blood pressure e 033 [002;, 0B4] B87%
Palacios 2019 Vitamin D Birth length —— -0.02 [0.23; 0.19] 11.3%
Rees 2013 Healthy diet Systolic blood pressure —_— 053 [009; D971 63%
Rees 2019 Mediterranean diet High Density Lipoprotein —_— 0.03 [0.34; 0.28] B7T%
Tieu 2017 Healthy diet Birth weight —_— 027 [0.84; 030] 44%
Usinger 2012 Fermented milk  Systolic blood pressure B — -0.20 [0.91; 051] 3.3%
Random effects model 0.02 [-0.12; 0.17] 100.0%

Prediction interval L

Heterogeneity: 12 = 62%, ©% = 0.0367, p <0.01 ' ' ! I !
-1 05 0 05 1
SMD in high/unclear RoB = SMD in low RoB  SMD in high/unclear RoB = SMD in low RoB

[-0.43; 0.47]

Figure S18: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Excluding highly correlated
outcomes

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximume-likelihood estimation method

Reference Intervention Qutcome Difference of SMD DSMD 95%-Cl Weight
Abdelhamid 2018a Omega-3 Body weight —'— -0.03 [D35; 029] 91%
Adler 2014 Low-sodium Systolic blood pressure —f'—-— 0.13 [0.39; D65 b57%
Cormick 2015 Calcium Systolic blood pressure —_— 0.03 [012; D18] 131%
Hartley 2016 Fibre Systolic blood pressure } 056 [0.01, 1.11] 53%
Hooper 2012 Low-fat Body weight — -0.04 [D.38, 0.30] 88%
Hooper 2015a Low-fat Body weight — -0.37 [{0.55;-0.19] 124%
Kelly 2017 Whole grains  Systolic blood pressure 033 [002; D64] 9.3%
Palacios 2019 Vitamin D Birth weight -0.08 [HD.30; 0.14] 11.5%
Rees 2013 Healthy diet Systolic blood pressure —_— 053 [009;, DO97] 69%
Rees 2019 Mediterranean diet Trighycerides —_— 008 [025 D41] 90%
Tieu 2017 Healthy diet Birth weight + -0.27 [0.84, 0.30] 50%
Usinger 2012 Fermented milk  Systolic blood pressure -0.20 [091; 0.51] 37%

Random effects model
Prediction interval $
Heterogeneity: I = 66%, 1° = 0.0435, p < 0.01 ' ' ! I '
-1 05 0 05 1
SMD in highfunclear RoB < SMD in low RoB  SMD in high/unclear RoB = SMD in low RoB

0.03 [-0.12; 0.19] 100.0%
[-0.46; 0.53]

Figure S19: Allocation concealment: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Including only one outcome per
comparison from each included systematic review

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximum-likelihood estimation method
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| Methodological trial characteristic: Blinding of participants and personnel

Reference Intervention QOutcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality ..:. 082 [0.77, 1.09] B8.9%
Abdelhamid 2018a Omega-3 Cardiovascular disease 094 [085; 1.03] 286%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease —v-{— 074 [016; 335] 01%
Abdelhamid 2018a Omega-3 All-cause mortality 093 [0.83; 1.05] 18.6%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 287 [0.12,70.08] 0.0%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality E 089 [082; 119] 7.7%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —- 091 [061; 135] 16%
Abdelhamid 2018b Polyunsaturated fat  Major cardiovascular events — 143 [1.04; 199] 25%
Adler 2014 Low-sodium All-cause mortality +— 130 [077; 219] 1.0%
Adler 2014 Low-sodium Cardiovascular mortality —_— 1.03 [047; 6.13] 0.1%
Adler 2014 Low-sodium Cardiovascular disease —_— 091 [036; 232] 03%
Bjelakovic 2014b Vitamin D Cancer — 071 [041; 1.24] 08%
Bjelakovic 2014b Vitamin D3 Breast cancer — 060 [022; 168] 02%
Bjelakovic 2014b Vitamin D3 Lung cancer _— 031 [0D04; 273] 01%
Hofmeyr 2018 Calcium Pre-eclampsia — 028 [008; 1.04] 02%
Hofmeyr 2018 Calcium High blood pressure —_— 025 [011; 0.58] D4%
Hooper 2018 Omega-6 Combined cardiovascular events - 104 [0.78; 1.40] 30%
Hooper 2018 Omega-6 All-cause mortality - 083 [058; 1.20] 19%
Hooper 2018 Omega-6 Cardiovascular mortality —— 1.50 [0.84; 3.011 06%
Keats 2019 Micronutrients Preterm birth 3 114 [093; 140] 62%
Keats 2019 Micronutrients Low birth weight — 093 [060; 1.44] 14%
Keats 2019 Micronutrients Small gestational age =+ 096 [0.75; 1.22] 44%
Palacios 2019 Vitamin D Gestational diabetes . 086 [0.34; 2211 0.3%
Palacios 2019 Vitamin D Preterm birth —_— 098 [037; 264] 03%
Palacios 2019 Vitamin D Pre-eclampsia - 215 [060; 771] 02%
Rees 2013b Selenium All-cause mortality =+ 099 [077, 127 41%
Rees 2013b Selenium Cardiovascular mortality — 0.70 [042; 11471 1.0%
Rees 2013b Selenium Combined cardiovascular events - 096 [0.74; 1.25] 37%
Yao 2017 Fibre Colorectal adenoma —+ 0.70 [048; 1.01] 19%
Random effects model 0.95 [0.91; 1.00] 100.0%
Prediction interval [0.90; 1.01]
Heterogeneity: 1% = 23%, 1% =0, p =0.13
01 0512 10
RR in highfunclear RoB < RR in low RoB RR in high/unclear RoB > RR in low RoB

Figure S20: Blinding of participants and personnel: Comparisons of randomised controlled trials with

high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention QOutcome Ratio of Risk Ratios RRR 095%-C1 Weight
Abhdelhamid 2018a Omega-3 Cardiovascular mortality _._ 082 [0.77;1.09] 16.0%
Abdelhamid 2018a Omega-3 All-cause mortality r 0.93 [0.83;1.05] 335%
Abdelhamid 2018a g-Linolenic acid  Cardiovascular disease —‘_.’_ 0.74 [0.16;3.35] 02%
Abdelhamid 2018b Polyunsaturated fat ~ All-cause mortality L 0.99 [0.8B2;1.19] 13.9%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —i— 091 [0.61;135] 3.0%
Adler 2014 Low-sodium All-cause mortality 4 130 [0.77,219] 1.7%
Adler 2014 Low-sodium Cardiovascular mortality ] 103 [017;,6.13] 01%
Bjelakovic 2014b Vitamin D Cancer —— 0.71 [0.41,1.24] 1.5%
Hofmeyr 2018 Calcium Pre-eclampsia £l 028 [0.08;104] 0.3%
Hooper 2018 Omega-6 All-cause mortality — 0.83 [058,120] 35%
Hooper 2018 Omega-6 Cardiovascular mortality 4 150 [0.84;301] 12%
Keats 2019 Micronutrients Preterm birth frea 114 [0.93;140] 11.2%
Palacios 2019 Vitamin D Gestafional diabetes —_—— 0.86 [0.34,221] 05%
Palacios 2019 Vitamin D Preterm birth —_— 098 [0.37,264] 05%
Palacios 2019 Vitamin D Pre-eclampsia —_— 215 [060; 771 03%
Rees 2013b Selenium All-cause moriality = 089 [077,127] 7T4%
Rees 2013b Selenium Cardiovascular mortality — 070 (042,117 18%
Yao 2017 Fibre Colorectal adenoma —— 070 [0.48;101] 34%
Random effects model 0.95 [0.89; 1.02] 100.0%
Prediction interval = [0.88; 1.02]
Heterogeneity: I° = 6%, 12 =0, p = 0.38 f f f I
01 05 1 2 10
RR in highfunclear RoB < RRin low RoB RR in high/unclear RoB = RR in low RoB

Figure S21: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Sensitivity analysis: Excluding highly correlated outcomes

ClI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method

Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl1 Weight
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease 4-—4— 074 [016;335] 03%
Abdelhamid 2018a Omega-3 All-cause mortality 093 [D.83; 1.05] 436%
Abdelhamid 2018b Polyunsaturated fat ~ All-cause mortality B 099 [082;1.19] 18.1%
Adler 2014 Low-sodium All-cause mortality —+— 130 [D77;219] 22%
Bjelakovic 2014b Vitamin D Cancer — 0.71 [041;1.24] 20%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 028 [D03;1.04] 04%
Hooper 2018 Omega-6 All-cause mortality — 0.83 [058;1.20] 4.6%
Keats 2019 Micronutrients Preterm birth e 114 [093;140] 145%
Palacios 2019 Vitamin D Pre-eclampsia —{—'7 215 [060;7.71] 04%
Rees 2013b Selenium All-cause mortality —— 099 [0D77,1.27T] 9.6%
Yao 2017 Fibre Colorectal adenoma —— 0.70 [0.48;1.01] 44%
Random effects model 0.96 [0.89; 1.04] 100.0%
Prediction interval = [0.88; 1.05]

Heterogeneity: 1 = 28%, T2 < 0.0001, p = 0.18 ' T T 1
01 05 1 2 10
RR in highfunclear RoB < RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S22: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Sensitivity analysis: Including only one outcome per comparison from each
included systematic review

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 1 heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality -E— 082 [077;, 1.09] B9%
Abdelhamid 2018a Omega-3 Cardiovascular disease 0.94 [0.85; 1.03] 28.6%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease —‘-1— 074 [016; 335] 01%
Abdelhamid 2018a Omega-3 All-cause mortality 0.93 [0.83; 1.05] 18.6%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease ; 287 [0.12,70.08] 0.0%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality k] 099 [082; 1.19] 7T7%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — 091 [061; 1.35] 1.6%
Abdelhamid 2018b Polyunsaturated fat  Major cardiovascular evenis e 143 [104; 199] 25%
Hooper 2018 Omega-6 Combined cardiovascular events + 1.04 [0.78;, 1.40] 3.0%
Hooper 2018 Omega-6 All-cause mortality - 083 [058;, 1200 1.9%
Hooper 2018 Omega-6 Cardiovascular mortality —— 159 [084; 301] 06%
Adler 2014 Low-sodium All-cause mortality 4 130 [077, 2.19] 1.0%
Adler 2014 Low-sodium Cardiovascular mortality _— 103 [017; 613] 01%
Adler 2014 Low-sodium Cardiovascular disease —— 091 [036;, 232] 0.3%
Bjelakovic 2014b Vitamin D Cancer — 071 [041; 1.24] 0.8%
Bjelakovic 2014b Vitamin D3 Breast cancer e 060 [022; 168] 02%
Bjelakovic 2014b Vitamin D3 Lung cancer —_—t 031 [004; 273] 01%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 028 [008; 1.04] 02%
Hofmeyr 2018 Calcium High blood pressure — 025 [0.11; 0.58] 04%
Keats 2019 Micronuftrients Preterm birth 3 114 [093; 1400 62%
Keats 2019 Micronutrients Low birth weight —— 093 [060; 1.44] 1.4%
Keais 2019 Micronutrients Small gestational age + 096 [075 122] 44%
Palacios 2019 Vitamin D Gestational diabetes e 086 [0.34; 221] 0.3%
Palacios 2019 Vitamin D Preterm birth — 098 [0.37, 264] 0.3%
Palacios 2019 Vitamin D Pre-eclampsia - 215 [060; 7711 02%
Rees 2013b Selenium All-cause mortality 4 099 [077; 1271 41%
Rees 2013b Selenium Cardiovascular mortality — 070 [042; 117] 1.0%
Rees 2013b Selenium Combined cardiovascular events -+ 096 [074; 125 37T%
Yao 2017 Fibre Colorectal adenoma —+ 070 [048; 1.01] 1.9%
Random effects model 0.95 [0.91; 1.00] 100.0%
Prediction interval [0.90; 1.01]
Heterogeneity: I° = 23%, 12=0, p =0.13

01 0512 10
RR in high/funclear RoB < RRin low RoB RR in high/unclear RoB = RR in low RobB

Figure S23: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Subgroup analysis: Clusters of interventions

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 All-cause mortality 1 0.93 [0.83; 1.05] 18.6%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality &= 099 [082; 119] 7T7%
Adler 2014 Low-sodium All-cause mortality ++— 130 [077; 219] 1.0%
Hooper 2018 Omega-6 All-cause mortality -t 083 [058, 1.201 1.9%
Rees 2013b Selenium All-cause mortality + 089 [0.77, 1.27] 41%
Abdelhamid 2018a Omega-3 Cardiovascular moriality k1 082 [0.77, 1.09] 8.9%
Abdelhamid 2018a Omega-3 Cardiovascular disease 094 [085; 103] 28.6%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease —H— 074 [016; 3.35] 01%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 287 [0.12;70.08] 0.0%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — 091 [061; 1.35] 1.6%
Abdelhamid 2018b Polyunsaturated fat  Major cardiovascular evenis e 143 [1.04; 199] 25%
Adler 2014 Low-sodium Cardiovascular mortality —_—t 1.03 [047; 6.13]1 0.1%
Adler 2014 Low-sodium Cardiovascular disease —— 091 [036; 232] 0.3%
Bijelakovic 2014b Vitamin D Cancer — 0.71 [041; 1.24] 0.8%
Bjelakovic 2014b Vitamin D3 Breast cancer e 060 [022; 168] 02%
Bjelakovic 2014b Vitamin D3 Lung cancer —_—t 031 [004; 273] 01%
Hooper 2018 Omega-6 Combined cardiovascular events - 1.04 [0.78; 1.40] 3.0%
Hooper 2018 Omega-6 Cardiovascular mortality = 1.50 [0.84; 3.01]1 0.6%
Rees 2013b Selenium Cardiovascular moriality —+t 0.70 [042; 1.17] 1.0%
Rees 2013b Selenium Combined cardiovascular events -+ 096 [074; 125] 37T%
Yao 2017 Fibre Colorectal adenoma — 070 [048; 1.01] 19%
Hofmeyr 2018 Calcium Pre-eclampsia — 0.28 [0.08; 1.04] 0.2%
Hofmeyr 2018 Calcium High blood pressure — 0.25 [0.11; 0.58] 04%
Keats 2019 Micronutrients Preterm birth * 114 [0.93; 140] 62%
Keats 2019 Micronutrients Low birth weight _IL 093 [060; 1.44] 14%
Keats 2019 Micronutrients Small gestational age -+ 096 [0.75; 1.22] 44%
Palacios 2019 Vitamin D Gestational diabetes —_— 086 [0.34, 221 0.3%
Palacios 2019 Vitamin D Preterm birth — 098 [0.37, 284] 0.3%
Palacios 2019 Vitamin D Pre-eclampsia —+— 215 [060; 7711 02%
<
Random effects model 0.95 [0.91; 1.00] 100.0%
Prediction interval [0.90; 1.01]
1t rr 1

Heterogeneity: I° = 23%, 12=0, p =0.13

01 0512 10

RR in highfunclear RoB = RR in low RoB  RR in high/unclear RoB = RR in low RoB

Figure S24: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Subgroup analysis: Subjective versus objective outcomes

CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality — 084 [054; 131] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease + 097 [076; 1.24] 25%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease - 124 [090; 1.71] 15%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality —_ 105 [D57, 195] 04%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease H— 131 [0D87, 1971 09%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — 068 [0D41; 114] 06%
Adler 2014 Low-sodium Cardiovascular mortality — 064 [015; 270] 01%
Adler 2014 Low-sodium Cardiovascular disease —_ 072 [0.34; 150] 03%
Bijelakovic 2014 Vitamin D Cardiovascular mortality —_t 203 [042; 950] 01%
Hooper 2012 Low-fat/modified fat Cardiovascular mortality - 104 [D83;, 1.31] 28%
Hooper 2012 Low-fat/modified fat Combined cardiovascular events =+ 101 [080; 129] 26%
Hooper 2015b Low saturated fat Cardiovascular mortality - 110 [077, 156] 12%
Hooper 2015b Low saturated fat ~ Combined cardiovascular events - 094 [0D69; 129] 16%
Hooper 2018 Omega-6 Combined cardiovascular events —— 057 [035; 092] 07%
Hooper 2018 Omega-6 Cardiovascular mortality — 062 [034; 115 04%
Rees 2013b Selenium Cardiovascular mortality —r 070 [042; 1171 06%
Rees 2013b Selenium Combined cardiovascular events -+ 096 [074; 125 21%
Abdelhamid 2018a Omega-3 All-cause mortality — 076 [054; 108] 13%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality - 093 [076; 114] 35%
Adler 2014 Low-sodium All-cause mortality +— 141 [085;, 236] 06%
Bjelakovic 2012 B-carotene All-cause mortality — 075 [036;, 158] 03%
Bjelakovic 2012 Vitamin E All-cause mortality 089 [DBO; 099] 985%
Bjelakovic 2012 Vitamin C All-cause mortality _IL 092 [072 118 24%
Bjelakovic 2012 Vitamin A All-cause mortality - 093 [070; 124] 19%
Bjelakovic 2014 Vitamin D All-cause mortality 102 [D96, 1.09] 183%
Hooper 2012 Low-fat/modified fat All-cause mortality ; 106 [095 119] 89%
Hooper 2015b Low saturated fat All-cause mortality + 113 [0B88; 146] 24%
Hooper 2018 Omega-6 All-cause mortality — 062 [03%; 099 07%
Rees 2013b Selenium All-cause mortality -+ 099 [076; 128] 22%
Avenell 2014 Vitamin D Hip fracture —— 121 [058;, 2500 03%
Avenell 2014 Vitamin D Any fracture r— 141 [094;, 212] 09%
ad
Bjelakovic 2014b Vitamin D Cancer —_ 167 [049;, 5711 01%
Vinceti 2018 Selenium Cancer = 141 [095 2071 10%
Yao 2017 Fibre Colorectal cancer _ 078 [011; 548] 00%
Yao 2017 Fibre Colorectal adenoma - 088 [060; 1291 11%
=
De-Regil 2015 Folate Neural tube defect —_— 076 [0.20; 285 01%
De-Regil 2015 Folate Congenital cardiovascular anomalies —r——— 660 [0.39;111.46] 0.0%
Hofmeyr 2018 Calcium Pre-eclampsia — 028 [0.08; 104 01%
Hofmeyr 2018 Calcium High blood pressure —_— 025 [0.11; 058] 02%
Keats 2019 Micronutrients Preterm birth ; 102 [0.89;, 1.17] 66%
Keats 2019 Micronutrients Low birth weight : 107 [097, 1.18] 11.5%
Keats 2019 Micronutrients Small gestational age 104 [0D90; 1.21] 60%
Palacios 2019 Vitamin D Gestational diabetes —_— 055 [0.11; 2621 01%
Palacios 2019 Vitamin D Preterm birth _ 098 [0.37;, 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —_1— 146 [052; 409] 01%
Tieu 2017 Healthy diet Gestational diabetes _ 029 [0.01; 5559 00%
Random effects model 1.00 [0.96; 1.04] 100.0%
Prediction interval [0.92; 1.08]
Heterogeneity: 1° = 27%, 12 =0.0013, p = 0.05 f T T 1
001 041 1 10 100

RR in high/unclear RoB <= RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S25: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Subgroup analysis: Clusters of outcomes
CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t%: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Difference of SMD DSMD 95%-Cl Weight

Abdelhamid 2018a Omega-3 Body weight — 004 [-027. 035 78%
Adler 2014 Low-sodium  Systolic blood pressure 017 [-046;012] B859%
Adler 2014 Low-sodium  Diastolic blood pressure : 025 [[058: 008 69%
Cormick 2015 Calcium Systolic blood pressure —_— 006 [-032;020] 11.3%
Cormick 2015 Calcium Diastolic blood pressure + 020 [[010;050] B5%
Hartley 2016 Fibre Systolic blood pressure 026 [-0.88;036] 19%
Hartley 2016 Fibre Diastolic blood pressure : 029 [[068 010] 48%
Palacios 2019 Vitamin D Birth length — 002 [-0.23;019] 17.1%
Palacios 2019 Vitamin D Birth weight : 018 [-0.38;002] 18.0%
Palacios 2019 Vitamin D Head circumference at birth —— 009 [[0.31;013] 145%
Random effects model <l 0.09 [20.17; 0.00] 100.0%
Prediction interval — [-0.19; 0.01]
Heterogeneity: /2= 0%, 1= 0, p = 0.52

05 0 05
SMD in high/unclear RoB = SMD in low RoB  SMD in high/unclear RoB = SMD in low RoB

Figure S26: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for continuous
outcomes as pooled difference of standardised mean differences

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 12 heterogeneity value with
Restricted Maximume-likelihood estimation method
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Reference Intervention Outcome Difference of SMD DSMD 95%-Cl Weight

Abdelhamid 2018a Omega-3 Body weight —_— 004 [[027;035] 16.6%
Adler 2014 Low-sodium Systolic blood pressure 017 [0.46;0.12] 18.9%
Cormick 2015 Calcium  Systolic blood pressure — -0.06 [-0.32,0.20] 24.0%
Hartley 2016 Fibre Systolic blood pressure — 026 [-0.88,036] 41%
Palacios 2019 Vitamin D Birth length N -0.02 [-0.23;019] 364%
Random effects model v:J) -0.06 [-0.18; 0.07] 100.0%
Prediction interval — [-0.26; 0.15]
Heterogeneity: I = 0%, T2=0, p = 0.83

05 0 05
SMD in highfunclear RoB < SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

Figure S27: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for continuous
outcomes as pooled difference of standardised mean differences. Sensitivity analysis: Excluding
highly correlated outcomes

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; t% heterogeneity value with
Restricted Maximum-likelihood estimation method

Reference Intervention QOutcome Difference of SMD DSMD 95%-C1 Weight
Abdelhamid 2018a Omega-3 Body weight — 0.04 [-0.27,0.35] 16.3%
Adler 2014 Low-sodium Systolic blood pressure 017 [[0.46;0.12] 18.6%
Cormick 2015 Calcium  Systolic blood pressure t 006 [032;020] 236%
Hartley 2016 Fibre Systolic blood pressure -0.26 [-0.88;0.36] 4.0%
Palacios 2019 Vitamin D Birth weight — -0.18 [0.38;0.02] 375%
Random effects model -:5:- -0.12 [-0.24; 0.01] 100.0%
Prediction interval — [-0.32; 0.08]
Heterogeneity: 12 = 0%, 12 =0, p =0.76

05 o 05
SMD in highfunclear RoB = SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

Figure S28: Blinding of participants and personnel: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for continuous
outcomes as pooled difference of standardised mean differences. Sensitivity analysis: Including only
one outcome per comparison from each included systematic review

Cl: confidence interval; DSMD: difference of standardised mean differences; 12: heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximume-likelihood estimation method
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| Methodological trial characteristic: Blinding of outcome assessment

Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality — 039 [007; 207] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease — 077 [0.39; 150] 3.8%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease —_— 0.74 [0.16; 3.35] 0.9%
Abdelhamid 2018a Omega-3 All-cause mortality —=r 063 [030; 131] 33%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease —F——— 287 [012;7008] 02%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality = 068 [D40; 1.15] 54%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —F— 0.34 [015; 0.79] 27T%
Adler 2014 Low-sodium All-cause mortality —_— 1.04 [0.06; 17.00] 0.3%
Bijelakovic 2014b Vitamin D Cancer - 071 [D41; 124] 50%
Bijelakovic 2014b Vitamin D3 Breast cancer — 060 [0D22, 168] 1.9%
Bjelakovic 2014b Vitamin D3 Lung cancer _ 031 [0.04; 273] 05%
Hofmeyr 2018 Calcium Pre-eclampsia ——] 028 [008; 104] 12%
Hofmeyr 2018 Calcium High blood pressure — 025 [D.11; 0.58] 26%
Hooper 2018 Omega-6 Combined cardiovascular events —————1—— 0.36 [0.01;1054] 02%
Hooper 2018 Omega-6 All-cause mortality — 071 [0.38; 1.32] 43%
Hooper 2018 Omega-6 Cardiovascular mortality 0.08 [0.01; 1.04] 0.3%
Keats 2019 Micronutrients Preterm birth | 1.15 [0.94; 1.41] 128%
Keats 2019 Micronutrients Low birth weight _.:_ 097 [053; 1.74] 46%
Keats 2019 Micronutrients Small gestational age = 096 [0D67, 1.36] 8.7%
Palacios 2019 Vitamin D Gestational diabefes —"— 086 [0.34; 221] 22%
Palacios 2019 Vitamin D Preterm birth —— 0.98 [0.37, 264] 20%
Palacios 2019 Vitamin D Pre-eclampsia e 215 [060; 771 1.3%
Rees 2013b Selenium All-cause mortality : 099 [0.76; 1.28] 112%
Rees 2013b Selenium Cardiovascular mortality —‘—|- 0.70 [042;, 117] 56%
Rees 2013b Selenium Combined cardiovascular events 096 [0.74;, 1.25] 11.0%
Tieu 2017 Healthy diet Small gestational age — 1.16 [0.29; 470] 1.1%
Tieu 2017 Healthy diet Gestational diabetes —— 076 [027; 213] 1.9%
Yao 2017 Fibre Colorectal adenoma = 087 [047; 163] 43%
Random effects model g 0.81 [0.70; 0.94] 100.0%
Prediction interval =h [0.54; 1.23]
Heterogeneity: 12 = 26%, 1° = 0.0342, p = 0.10 I T T 1
001 01 1 10 100
RR in highfunclear RoB <= RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S29: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios

CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 12: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality ;- 039 [0O7, 207] 12%
Abdelhamid 2018a DOmega-3 All-cause mortality —= 063 [030; 1.31] 51%
Abdelhamid 2018a a-Linolenic acid  Cardiovascular disease —t— 0.74 [0.16; 3.35] 15%
Abdelhamid 2018b Polyunsaturated fat ~ All-cause mortality - 068 [040; 115 B82%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —F— 034 [015; 0.79] 42%
Adler 2014 Low-sodium All-cause mortality 1.04 [0.06;17.00] 04%
Bjelakovic 2014b Vitamin D Cancer —+r 071 [041; 124] 77%
Hofmeyr 2018 Calcium Pre-eclampsia —'—+ 028 [0.08; 104] 19%
Hooper 2018 Omega-6 All-cause mortality _.;._ 071 [0.38; 1.32] 66%
Hooper 2018 Omega-6 Cardiovascular mortality | 008 [0.01; 1.04] 05%
Keats 2019 Micronutrients Preterm birth | 115 [0.94; 1.41] 183%
Palacios 2019 Vitamin D Gestational diabetes — 086 [034, 221] 34%
Palacios 2019 Vitamin D Preterm birth 098 [037;, 264] 31%
Palacios 2019 Vitamin D Pre-eclampsia 215 [060; 771] 20%
Rees 2013b Selenium All-cause mortality 0.99 [0.76, 1.28] 16.2%
Rees 2013b Selenium Cardiovascular mortality —o}- 070 [0.42; 117] B5%
Tieu 2017 Healthy diet Small gestational age —p— 116 [0.29; 470] 1.7%
Tieu 2017 Healthy diet Gestational diabetes —— 076 [0.27, 213] 29%
Yao 2017 Fibre Colorectal adenoma _._ 087 [047, 163] 65%
Random effects model 0.81 [0.67; 0.98] 100.0%
Prediction interval =r [0.51; 1.29]
Heterogeneity: /° = 27%, 12 =0.0392, p = 0.13 I I '
001 01 1 10 100

RR in high/unclear RoB < RR in low RoB  RR in highfunclear RoB > RR in low RoB

Figure S30: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Sensitivity analysis: Excluding highly correlated outcomes

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method

Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a a-Linolenic acid  Cardiovascular disease 0.74 [0.16; 3.35] 1.6%
Abdelhamid 2018a Omega-3 All-cause mortality 063 [0.30; 1.31] 6.0%
Abdelhamid 2018b Polyunsaturated fat  All-cause mortality 0.68 [0.40; 1.15] 10.0%
Adler 2014 Low-sodium All-cause mortality 1.04 [0.06;17.00] 05%
Bielakovic 2014h Vitamin D Cancer 071 [041; 1.24] 93%
Hofmeyr 2018 Calcium Pre-eclampsia 028 [0.08 1.04] 21%
Hooper 2018 Omega-6 All-cause mortality 071 [038 132] T79%
Keats 2019 Micronutrients Preterm birth —— 115 [094; 1.41] 266%
Palacios 2019 Vitamin D Pre-eclampsia —1—.— 215 [060; 7.71] 22%
Rees 2013b Selenium All-cause mortality - 099 [0.76;, 1.28] 22.7%
Tieu 2017 Healthy diet Gestational diabetes — 076 [027; 213] 33%
Yao 2017 Fibre Colorectal adenoma —'-— 087 [047, 1.63] T7.8%
Random effects model 0.88 [0.73; 1.07] 100.0%
Prediction interval [0.58; 1.35]
Heterogeneity: 1* = 17%, 12 = 0.0268, p = 0.27 ' T 1
01 05 1 2 10

RR in high/unclear RoB < RR in low RoB  RR in high/unclear RoB = RR in low RoB

Figure S31: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Sensitivity analysis: Including only one outcome per comparison from each
included systematic review

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 1 heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention CQutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —— 039 [007; 207] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease —- 077 [03% 150] 38%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease — 0.74 [016; 3.35] 09%
Abdelhamid 2018a Omega-3 All-cause mortality — 063 [030; 1.31] 33%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease — 287 [012;70.08] 02%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality = 068 [040; 1.15] 54%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —— 034 [015; 079] 27%
Hooper 2018 Omega-6 Combined cardiovascular events i — 0.36 [0.01;1054] 02%
Hooper 2018 Omega-6 All-cause mortality — 071 [038; 1.32] 43%
Hooper 2018 Omega-6 Cardiovascular mortality 0.08 [0.01; 1.04] 0.3%
L=
Adler 2014 Low-sodium All-cause mortality —_— 1.04 [0.06; 17.00] 03%
Bjelakovic 2014b Vitamin D Cancer - 071 [041; 124] 50%
Bijelakovic 2014b Vitamin D3 Breast cancer —— 060 [0D22; 1.68] 19%
Bjelakovic 2014b Yitamin D3 Lung cancer —_— 0.31 [004; 273] 05%
Hofmeyr 2018 Calcium Pre-eclampsia —— 0258 [008; 1.04 12%
Hofmeyr 2018 Calcium High blood pressure —— 025 [0.11; 0.58] 26%
Keats 2019 Micronutrients Preterm birth | 115 [094; 1.41] 128%
Keats 2019 Micronutrients Low birth weight —‘:— 097 [053; 1.74] 46%
Keats 2019 Micronutrients Small gestational age | 096 [0D67; 1.36] B87%
Palacios 2019 Vitamin D Gestational diabetes —-'— 086 [0.34; 2211 22%
Palacios 2019 Vitamin D Preterm birth s 098 [03T7, 264] 20%
Palacios 2019 Vitamin D Pre-eclampsia B E— 215 [0D60; 771] 1.3%
Rees 2013b Selenium All-cause mortality 099 [0.76; 1.28] 112%
Rees 2013b Selenium Cardiovascular mortality —-|- 0.70 [042; 1.17] 56%
Rees 2013b Selenium Combined cardiovascular events - 096 [0.74; 1.25] 11.0%
1
Tieu 2017 Healthy diet Small gestational age —— 1.16 [0.29; 4.70] 1.1%
Tieu 2017 Healthy diet Gestational diabefes —— 0.76 [0.27, 2.13] 1.9%
-l
Yao 2017 Fibre Colorectal adenoma —— 0.87 [047, 1.63] 4.3%
Random effects model 0.81 [0.70; 0.94] 100.0%
Prediction interval = [0.54; 1.23]
Heterogeneity: I = 26%, 1% = 0.0342, p = 0.10 f f f I
001 04 1 10 100

RR in high/unclear RoB < RR in low RoB  RR in highfunclear RoB > RR in low RoB

Figure S32: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Subgroup analysis: Clusters of interventions

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality 0.39 [DO7, 207] 08%
Abdelhamid 2018a Omega-3 Cardiovascular disease —- 0.77 [039; 1.50] 3.8%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease —_— 0.74 [016; 3.35] 09%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 287 [D12,70.08] 02%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —— 0.34 [0D15; D.79] 27%
Hooper 2018 Omega-6 Combined cardiovascular events 0.36 [0.01;10.54] 0.2%
Hooper 2018 Omega-6 Cardiovascular moriality 008 [001; 1.04] 03%
Rees 2013b Selenium Cardiovascular moriality —r 070 [042; 117] 56%
Rees 2013b Selenium Combined cardiovascular events : 096 [074; 1.25] 11.0%

L
Abdelhamid 2018a Omega-3 All-cause moriality —r 0.63 [030; 1.31] 3.3%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality = 068 [040; 1.15] 54%
Adler 2014 Low-sodium All-cause mortality —_—— 104 [0D.06;17.00] 03%
Hooper 2018 Omega-6 All-cause mortality - 071 [038; 132] 43%
Rees 2013b Selenium All-cause mortality 099 [0.76; 1.28] 112%
Bjelakovic 2014b Vitamin D Cancer —=r 071 [041; 1.24] 50%
Bjelakovic 2014b Vitamin D3 Breast cancer 060 [022; 168] 19%
Bjelakovic 2014b Vitamin D3 Lung cancer 031 [004; 273] 05%
Yao 2017 Fibre Colorectal adenoma —=— 0.87 [047, 1.63] 43%

<
Hofmeyr 2018 Calcium Pre-eclampsia 028 [008 104] 12%
Hofmeyr 2018 Calcium High blood pressure —— 0.25 [D11; D.58] 26%
Keats 2019 Micronutrients Preterm birth | 115 [094; 1.41] 128%
Keats 2019 Micronutrients Low birth weight —-:— 0.97 [053; 1.74] 46%
Keats 2019 Micronutrients Small gestational age - 0.96 [D67;, 1.36] B7%
Palacios 2019 Vitamin D Gestational diabetes A 0.86 [0.34; 2.21] 22%
Palacios 2019 Vitamin D Preterm birth 0.898 [037, 264] 2.0%
Palacios 2019 Vitamin D Pre-eclampsia 215 [060; 7.71] 13%
Tieu 2017 Healthy diet Small gestational age 116 [029; 470] 11%
Tieu 2017 Healthy diet Gestational diabetes —— 076 [0D27; 213] 19%

et
Random effects model 0.81 [0.70; 0.94] 100.0%
Prediction interval = [0.54; 1.23]
Heterogeneity: 12 = 26%, 2= 0.0342, p = 0.10 I I I !

001 01 1 10 100

RR in highfunclear RoB = RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S33: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Subgroup analysis: Clusters of outcomes

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention QOutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 All-cause mortality —hf»- 063 [0.30; 1.31] 33%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality —-— 0.68 [040; 1.15] 54%
Adler 2014 Low-sodium All-cause mortality | 1.04 [0.06;17.00] 0.3%
Hooper 2018 Omega-6 All-cause mortality —o:—— 071 [0.38; 1.32] 43%
Rees 2013b Selenium All-cause mortality : 089 [0.76; 1.28] 11.2%

{-.
Abdelhamid 2018a Omega-3 Cardiovascular mortality 0.39 [0.07, 2.07] 0.8%
Abdelhamid 2018a Omega-3 Cardiovascular disease —H— 077 [0.39; 1.50] 3.8%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease : 074 [016; 3.35] 09%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease 287 [0D12;70.08] 02%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —— 034 [015 079] 27%
Bjelakovic 2014b Vitamin D Cancer —tr 071 [041; 1.24] 50%
Bjelakovic 2014b Vitamin D3 Breast cancer 060 [022; 168] 1.9%
Bjelakovic 2014b Vitamin D3 Lung cancer 031 [0.04;, 273] 0.5%
Hooper 2018 Omega-6 Combined cardiovascular evenis 0.36 [0.01;10.54] 0.2%
Hooper 2018 Omega-6 Cardiovascular mortality 0.08 [0.01; 1.04] 03%
Rees 2013b Selenium Cardiovascular mortality - 0.70 [042, 1171 5.6%
Rees 2013b Selenium Combined cardiovascular evenis 096 [0.74; 1.25] 11.0%
Yao 2017 Fibre Colorectal adenoma —"— 087 [047; 163] 43%

&
Hofmeyr 2018 Calcium Pre-eclampsia 0.28 [0.08; 1.04] 1.2%
Hofmeyr 2018 Calcium High blood pressure — 025 [0.11; 0.58] 26%
Keats 2019 Micronutrients Preterm birth | 1.15 [0.94; 1.41] 128%
Keats 2019 Micronutrients Low birth weight —-:— 097 [0.53; 1.74] 4.6%
Keats 2019 Micronuirients Small gestational age - 096 [067; 1.36] B7%
Palacios 2019 Vitamin D Gestational diabetes —4 086 [0.34; 221] 22%
Palacios 2019 Vitamin D Preterm birth 0.98 [0.37, 2.64] 2.0%
Palacios 2019 Vitamin D Pre-eclampsia 215 [060; 7.71] 1.3%
Tieu 2017 Healthy diet Small gestational age 116 [029; 470] 11%
Tieu 2017 Healthy diet Gestational diabetes —— 076 [0.27; 2131 1.9%

e
Random effects model 0.81 [0.70; 0.94] 100.0%
Prediction interval = [0.54; 1.23]
Heterogeneity: /> = 26%, 1° = 0.0342, p = 0.10 f T ' 1

001 041 1 10 100

RR in high/funclear RoB = RR in low RoB RR in high/unclear RoB = RR in low RoB

Figure S34: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for binary outcomes as
pooled ratio of risk ratios. Subgroup analysis: Subjective versus objective outcomes

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Difference of SMD DSMD 95%-Cl Weight
Abdelhamid 2018a Omega-3 Body weight -0.09 [0.85,067] 1.3%
Adler 2014 Low-sodium Systolic blood pressure 026 [002;050] 72%
Adler 2014 Low-sodium Diastolic blood pressure 022 [002;048] 7T 1%
Cormick 2015 Calcium Systolic blood pressure 015 [[044;014] 57T%
Cormick 2015 Calcium Diastolic blood pressure 011 [(0.58;036] 29%
Hartley 2013 Fruit & Vegetables  Systolic blood pressure 0.18 [0.14;050] 52%
Hartley 2013 Fruit & Vegetables Diastolic blood pressure 020 [011;051] 53%
Hartley 2016 Fibre Systolic blood pressure R 011 [042;064] 24%
Hartley 2016 Fibre Diastolic blood pressure 017 [0.58;024] 3.T%
Kelly 2017 Whole grains Body weight 024 [0.35;083] 20%
Kelly 2017 Whole grains Systolic blood pressure 032 [0.00;064] 52%
Kely 2017 Whole grains Diastolic blood pressure — 0.09 [0.24,042] 50%
Palacios 2019 Vitamin D Birth length — 001 023,025 7T2%
Palacios 2019 Vitamin D Birth weight —-—|— -0.16 [HD.37,005] B4%
Palacios 2019 Vitamin D Head circumference at birth —— 003 [[0.26;020] 7T.6%
Rees 2013 Healthy diet Systolic blood pressure —+—— 053 [009;097] 33%
Rees 2013 Healthy diet Diastolic blood pressure —+—— 053 [010;096] 34%
Rees 2019 Mediterranean diet  Systolic blood pressure 0.19 [H0.66;0.28] 2.9%
Rees 2019 Mediterranean diet High Density Lipoprotein —_— 008 [021;037] 59%
Rees 2019 Mediterranean diet Triglycerides 011 047,025 43%
Tieu 2017 Healthy diet Birth weight 0.15 [0.52;022] 42%
Random effects model ey 0.07 [-0.02; 0.16] 100.0%
Prediction interval —— [-0.19; 0.33]
Heterogeneity: 12 = 33%, 12 = 0.0135, p = 0.07
05 0 05

SMD in highfunclear RoB = SMD in low RoB SMD in high/unclear RoB = SMD in low RoB

Figure S35: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for continuous
outcomes as pooled difference of standardised mean differences

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 12 heterogeneity value with
Restricted Maximume-likelihood estimation method
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Reference Intervention COutcome Difference of SMD DSMD 95%-Cl Weight
Abdelhamid 2018a Omega-3 Body weight -0.09 [085,067] 24%
Adler 2014 Low-sodium Systolic blood pressure 026 [0.02;050] 15.1%
Cormick 2015 Calcium Systolic blood pressure 015 [044;014] 11.6%
Hartley 2013 Fruit & Vegetables Systolic blood pressure o e 0.18 [0.14;050] 10.5%
Hariley 2016 Fibre Systolic blood pressure _— 011 [042;064] 45%
Kelly 2017 Whole grains Body weight 024 [035,083] 38%
Kelly 2017 Whole grains Systolic blood pressure 0.32 [0.00;064] 104%
Palacios 2019 Vitamin D Birth length —= 0.01 [023;0.25] 15.0%
Rees 2013 Healthy diet Systolic blood pressure +——— 0Ah3 [009,097] 64%
Rees 2019 Mediterranean diet High Density Lipoprotein —_— 008 [021;037] 12.0%
Tieu 2017 Healthy diet Birth weight -0.15 [052;022] 82%
Random effects model = 0.12 [ 0.00; 0.24] 100.0%
Prediction interval e — [-0.15; 0.39]
Heterogeneity- 1° = 23%, 1 = 0.0105, p = 0.23

0.5 0 05
SMD in highfunclear RoB = SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

Figure S36: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for continuous
outcomes as pooled difference of standardised mean differences. Sensitivity analysis: Excluding
highly correlated outcomes

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximume-likelihood estimation method

Reference Intervention COutcome Difference of SMD DSMD 95%-Cl1 Weight
Abdelhamid 2018a Omega-3 Body weight 009 [-0.85 067] 35%
Adler 2014 Low-sodium Systolic blood pressure 026 [002;050] 139%
Cormick 2015 Calcium Systolic blood pressure 015 [H044;014] 119%
Hartley 2013 Fruit & Vegetables Systolic blood pressure 0.18 [-0.14;050] 11.1%
Hartley 2016 Fibre Systolic blood pressure —_— 0.11 [(042;064] 6.0%
Kelly 2017 Whole grains  Systolic blood pressure 032 [000;064] 111%
Palacios 2019 Vitamin D Birth weight -0.16 [H0.37;0058] 152%
Rees 2013 Healthy diet Systolic blood pressure ———— 053 [009;097] 7.9%
Rees 2019 Mediterranean diet Triglycendes 011 [047,025] 98%
Tieu 2017 Healthy diet Birth weight 015 [H0.52;022] 895%
Random effects model 0.07 [-0.09; 0.23] 100.0%

Prediction interval
Heterogeneity: /% = 52%, ©2 = 0.0307, p = 0.03

% [-0.37; 0.51]
05 0 05
SMD in highfunclear RoB < SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

Figure S37: Blinding of outcome assessment: Comparisons of randomised controlled trials with
high/unclear risk of bias versus those with low risk of bias (reference category) for continuous
outcomes as pooled difference of standardised mean differences. Sensitivity analysis: Including only
one outcome per comparison from each included systematic review

Cl: confidence interval; DSMD: difference of standardised mean differences; 12: heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; t%: heterogeneity value with
Restricted Maximume-likelihood estimation method
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| Methodological trial characteristic: Incomplete outcome data

Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —— 084 [046;153] 07%
Abdelhamid 2018a Omega-3 Cardiovascular disease — 0.80 [0.58;1.10] 22%
Abdelhamid 2018a Omega-3 All-cause mortality — 081 [053;123] 13%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality —i- 0.89 [0.63;125] 20%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — i 056 [0.26;1.21] 04%
Adler 2014 Low-sodium All-cause mortality —— 146 [D.85;249] 08%
Adler 2014 Low-sodium Cardiovascular mortality _— 0.97 [016;5.78] 01%
Adler 2014 Low-sodium Cardiovascular disease —_—H— 079 [0A7,3.79] 01%
Bielakovic 2012 B-carotene All-cause mortality 075 [0D52:109] 16%
Bjelakovic 2012 Vitamin E All-cause mortality 0.88 [0.78;1.00] 12.2%
Bjelakovic 2012 Vitamin C All-cause mortality 083 [060;1168] 21%
Bjelakovic 2012 Vitamin A All-cause mortality 090 [D.77;104] BI%
Bjelakovic 2014 Vitamin D All-cause mortality — 0.70 [0.30;1.66] 0.3%
Bielakovic 2014b Witamin D Cancer —rr 058 [031:108] 06%
Bielakovic 2014b Vitamin D3 Breast cancer — 060 [022:168] 02%
Bielakovic 2014b Vitamin D3 Lung cancer —_——] 031 [0D04;273] 00%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 032 [0D14;:076]) 03%
Hofmeyr 2018 Calcium High blood pressure — 025 [0D11;:058] 03%
Hooper 2012 Low-fat/modified fat Cardiovascular mortality 115 [090; 146] 39%
Hooper 2012 Low-fat/modified fat All-cause mortality - 102 [D88;119] B88%
Hooper 2012 Low-fat/modified fat Combined cardiovascular evenis e 0.88 [0.691.11] 39%
Hooper 2015b Low saturated fat All-cause mortality — 086 [055;133] 12%
Hooper 2015b Low saturated fat Cardiovascular mortality — 106 [065;175 09%
Hooper 2015b Low saturated fai Combined cardiovascular eventis — 0.76 [0.50;1.18] 1.3%
Hooper 2018 Omega-6 Combined cardiovascular evenis — 079 [0D56;111] 19%
Hooper 2018 Omega-6 All-cause mortality —* 0.83 [0.56;1.24] 14%
Hooper 2018 Omega-6 Cardiovascular mortality —_—— 041 [0.04;402] 0.0%
Keats 2019 Micronutrients Preterm birth 1.01 [0D.89;1.14] 122%
Keats 2019 Micronutrients Low birth weight 0.98 [0.B9;1.08] 17.6%
Keais 2019 Micronutrients Small gestational age 0.89 [0.77.1.04] BI9%
Mathew 2012 Vitamin E Cataract 1.03 [0.78;1.37] 28%
Palacios 2019 Vitamin D Gestational diabetes — 0.86 [0.34;221] 0.3%
Palacios 2019 Vitamin D Preterm birth — 098 [0.37,264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —i 215 [060;7.71] 0.1%
Tieu 2017 Healthy diet Preterm birth E— 1.28 [D.20,8.03] 0.1%
Tieu 2017 Healthy diet Small gestational age — 116 [029;470] 01%
Tieu 2017 Healthy diet Gestational diabetes —_— 0.27 [0.0%;077] 0.2%
Random effects model 0.92 [0.88; 0.97] 100.0%
Prediction interval o [0.85; 1.00]
Heterogeneity: I° = 22%, t> = 0.0010, p = 0.12
oA 051 2 10
RR in high/unclear RoB < RR in low RoB  RR in high/unclear RoB > RR in low RoB

Figure S38: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios

CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2; heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Cutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —— 084 [046;153] 11%
Abdelhamid 2018a Omega-3 All-cause mortality — 081 [053;123] 21%
Abdelhamid 2018h Polyunsaturated fat  All-cause mortality —- 089 [063;125] 32%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —r 056 [026;121] 0.7%
Adler 2014 Low-sodium All-cause mortality = 146 [085;249] 13%
Adler 2014 Low-sodium Cardiovascular mortality _— 0597 [016;578] 0.1%
Bjelakovic 2012 B-carotene All-cause mortality —i 075 [052;109] 27%
Bjelakovic 2012 Vitamin E All-cause mortality 0.88 [0.78;1.00] 18.6%
Bjelakovic 2012 Vitamin C All-cause mortality —-|- 0.83 [060;116] 35%
Bjelakovic 2012 Vitamin A All-cause mortality : 050 [077;104] 138%
Bjelakovic 2014 Vitamin D All-cause mortality —+— 0.70 [0.30;166] 0.5%
Bijelakovic 2014b Vitamin D Cancer —f 058 [031;1.08] 1.0%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 032 [014;076] 0.5%
Hooper 2012 Low-fatimodified fat Cardiovascular mortality na 1.15 [0.90;146] ©6.3%
Hooper 2012 Low-fat/modified fat ~ All-cause mortality : 1.02 [0.88;119] 137%
Hooper 2015b Low saturated fat All-cause mortality —-|— 086 [055,133] 20%
Hooper 2015b Low saturated fat Cardiovascular mortality —h— 106 [065;1.75] 1.6%
Hooper 2018 Omega-6 All-cause mortality —-|~ 083 [056;124] 24%
Hooper 2018 Omega-6 Cardiovascular mortality | 041 [0.04;402] 01%
Keats 2019 Micronutrients Preterm birth : 1.01 [0.89;1.14] 186%
Mathew 2012 Vitamin E Cataract . 103 [078;137] 45%
Palacios 2019 Vitamin D Gestational diabetes —— 086 [0.34;221] 04%
Palacios 2019 Vitamin D Preterm birth — 0898 037,264 04%
Palacios 2019 Vitamin D Pre-eclampsia ——— 215 [060;771] 02%
Tieu 2017 Healthy diet Small gestational age —_— i 116 [029;470] 0.2%
Tieu 2017 Healthy diet Gestational diabetes —_— 027 [009;077] 03%
Random effects model 0.93 [0.88; 0.99] 100.0%
Prediction interval = [0.84; 1.03]

Heterogeneity: I° = 19%, T2 =0.0014, p = 0.19 ' T ' 1
0.1 051 2 10
RR in highfunclear RoB < RR in low RoB  RR in highfunclear RoB > RR in low RoB

Figure S39: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Sensitivity analysis: Excluding highly correlated outcomes

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method

Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 All-cause mortality —i- 081 [053;123] 24%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality —— 089 [0.63;1.25] 3T%
Adler 2014 Low-sodium All-cause mortality H— 146 [0.85,249] 1.5%
Bielakovic 2012 B-carotene All-cause mortality —+ir 075 [0.52;:1.09] 31%
Bjelakovic 2012 Vitamin E All-cause mortality : 0.88 [0.78;1.00] 20.5%
Bjelakovic 2012 Vitamin C All-cause mortality —+ 083 [D60;1.16] 39%
Bjelakovic 2012 Vitamin A All-cause mortality B 090 [0.77;1.04] 15.5%
Bijelakovic 2014a Vitamin D All-cause mortality —— 0.70 [D.30;1.66] 0.6%
Bjelakovic 2014h Vitamin D Cancer ——ir 058 [031;108] 12%
Hofmeyr 2018 Calcium Pre-eclampsia _ 032 [014;076] 0.6%
Hooper 2012 Low-fat/modified fat All-cause mortality b 102 [D.88;1.19] 15.3%
Hooper 2015b Low saturated fat Combined cardiovascular evenis — 076 [0.50;116] 24%
Hooper 2018 Omega-6 All-cause mortality —H— 083 [0D.56;1.24] 27%
Keats 2019 Micronutrients Preterm birth 1.01 [D.89; 1.14] 206%
Mathew 2012 Vitamin E Cataract . 103 [D.78;137] 52%
Palacios 2019 Vitamin D Pre-eclampsia —r——— 215 [D60;771] 03%
Tieu 2017 Healthy diet Gestational diabetes —_— 027 [0D.09;,077] 04%
Random effects model 0.92 [0.86; 0.98] 100.0%
Prediction interval = [0.82; 1.03]
Heterogeneity: 1° = 38%, 17 = 0.0017, p = 0.05 ' I I '
01 05 1 2 10
RR in highfunclear RoB = RR in low RoB  RR in high/funclear RoB > RR in low RoB

Figure S40: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Sensitivity analysis: Including only one outcome per comparison from each included
systematic review

CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; % heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —ai— 0.84 [0.46;153] 0.7%
Abdelhamid 2018a Omega-3 Cardiovascular disease — 0.80 [058;1100 22%
Abdelhamid 2018a Omega-3 All-cause mortality —H 081 [053;123] 13%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality — 0.89 [0.63;1.25] 20%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — i 056 [0.26;1.21] 04%
Hooper 2015b Low saturated fat All-cause mortality —i 086 [055;133] 12%
Hooper 2015b Low saturated fat Cardiovascular mortality —— 1.06 [0.65;1.75] 0.9%
Hooper 2015b Low saturated fat Combined cardiovascular events —+ 076 [0.50;116] 13%
Hooper 2018 Omega-6 Combined cardiovascular events —Hr 0.79 [0.56;1.11] 1.9%
Hooper 2018 Omega-6 All-cause mortality —H 083 [056;,1.24] 14%
Hooper 2018 Omega-6 Cardiovascular mortality _— 041 [0.04;402] 00%
&
Adler 2014 Low-sodium All-cause mortality = 146 [0D.85;249] 08%
Adler 2014 Low-sodium Cardiovascular moriality —_— 097 [016;578] 0.1%
Adler 2014 Low-sodium Cardiovascular disease _ 079 [017;379] 01%
Bjelakovic 2012 B-carotene All-cause mortality —H 0.75 [0.52;109] 16%
Bjelakovic 2012 Vitamin E All-cause mortality : 088 [0.78;100] 122%
Bjelakovic 2012 Vitamin C All-cause mortality —‘+ 083 [060;116] 21%
Bjelakovic 2012 Vitamin A All-cause mortality ; 090 [0.77,1.04] BS%
Bielakovic 2014 Vitamin D All-cause mortality —— 0.70 [0.30;166] 0.3%
Bjelakovic 2014b VWitamin D Cancer ——ir 058 [0.31;1.08] 06%
Bjelakovic 2014b Vitamin D3 Breast cancer —_—f 060 [022;168] 02%
Bjelakovic 2014b Vitamin D3 Lung cancer —_—j— 031 [0.04;273] 00%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 032 [0.14;076] 0.3%
Hofmeyr 2018 Calcium High blood pressure e — 025 [0.11;058] 03%
Keats 2019 Micronutrients Preterm birth + 101 [0.89;114] 122%
Keats 2019 Micronutrients Low birth weight 098 [0.B9;108] 176%
Keats 2019 Micronutrients Small gestational age : 089 [077;104] B9%
Mathew 2012 Vitamin E Cataract - 1.03 [0.78;1.37] 28%
Palacios 2019 Vitamin D Gestational diabetes —_— 086 [0.34;221] 03%
Palacios 2019 Vitamin D Preterm birth —_— 098 [0.37;264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —— 215 [060;771] 01%
Hooper 2012 Low-fat/modified fat Cardiovascular moriality = 1.15 [090;1468] 39%
Hooper 2012 Low-fat/modified fat All-cause mortality ; 1.02 [0.88;1.19] B8%
Hooper 2012 Low-fat/modified fat Combined cardiovascular events = 088 [069;111] 39%
Tieu 2017 Healthy diet Preterm birth — 128 [0.20;8.03] 01%
Tieu 2017 Healthy diet Small gestational age — 1.16 [029,470] 0.1%
Tieu 2017 Healthy diet Gestational diabetes —_— 0.27 [0.09,0.77] 0.2%
Random effects model 0.92 [0.88; 0.97] 100.0%
Prediction interval b [0.85; 1.00]
Heterogeneity: I° = 22%, t° = 0.0010, p = 0.12
01 051 2 10

RR in high/unclear RoB < RR in low RoB  RR in high/unclear RoB = RR in low RoB

Figure S41: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Subgroup analysis: Clusters of interventions

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —i— 084 [D46; 153] 07%
Abdelhamid 2018a Omega-3 Cardiovascular disease = 080 [058; 110] 22%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease ——r 0566 [026; 121 04%
Adler 2014 Low-sodium Cardiovascular mortality _— 097 [016; 578] 01%
Adler 2014 Low-sodium Cardiovascular disease —_— 079 [017; 379] 01%
Hooper 2012 Low-fatimodified fat Cardiovascular mortality e 1.15 [090; 146] 39%
Hooper 2012 Low-fatimodified fat Combined cardiovascular evenis & 088 [069 111 39%
Hooper 2015b Low saturated fat Cardiovascular mortality - 106 [065; 175 09%
Hooper 2015b Low saturated fat Combined cardiovascular events —+ 076 [050; 1.16] 1.3%
Hooper 2018 Omega-6 Combined cardiovascular events ] 0.79 [056; 1.11] 19%
Hooper 2018 Omega-6 Cardiovascular mortality —_—— 041 [004; 402] 00%
Abdelhamid 2018a Omega-3 All-cause mortality —- 081 [053 123 13%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality - 089 [063; 125 20%
Adler 2014 Low-sodium All-cause mortality T 146 [0.85 249] 08%
Bjelakovic 2012 B-carotene All-cause mortality — 075 [052; 1.09] 16%
Bjelakovic 2012 Witamin E All-cause mortality + 088 [078; 1000 122%
Bjelakovic 2012 Vitamin C All-cause mortality —~|- 083 [D60; 116] 21%
Bjelakovic 2012 Vitamin A All-cause mortality - 090 [077. 104] B89%
Bjelakovic 2014 Vitamin D All-cause mortality ——'— 070 [D30; 166] 03%
Hooper 2012 Low-fatimodified fat All-cause mortality : 102 [D88; 119] B88%
Hooper 2015b Low saturated fat All-cause mortality —i 086 [055 133 12%
Hooper 2018 Omega-6 All-cause mortality i 083 [056; 124] 14%
Bjelakovic 2014b Vitamin D Cancer — 058 [0D31; 108] 06%
Bjelakovic 2014b Vitamin D3 Breast cancer — 060 [022; 168] 02%
Bjelakovic 2014b Vitamin D3 Lung cancer _— 031 [004; 273] 00%
-
Hofmeyr 2018 Calcium Pre-eclampsia ——] 032 [014; 0.76] 0.3%
Hofmeyr 2018 Calcium High blood pressure —— 025 [011; 058] 03%
Keats 2019 Micronutrients Preterm birth : 101 [D89; 114] 122%
Keats 2019 Micronutrients Low birth weight 098 [D.89; 1.08] 17.6%
Keats 2019 Micronutrients Small gestational age :' 089 [077, 1.04] 89%
Palacios 2019 Vitamin D Gestational diabetes —i— 086 [D234; 221] 03%
Palacios 2019 Vitamin D Preterm birth — 098 [D37. 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia ——— 215 [D60; 7.71] 01%
Tieu 2017 Healthy diet Preterm birth _— 128 [0D20; 803] 01%
Tieu 2017 Healthy diet Small gestational age —_— 116 [029; 470] 01%
Tieu 2017 Healthy diet Gestational diabetes —— 027 [009; 0.77] 02%
<
Mathew 2012 Witamin E Cataract . 103 [078; 137] 28%
Random effects model i 0.92 [0.88; 0.97] 100.0%
Prediction interval o [0.85; 1.00]
1 11

Heterogeneity: 17 = 22%, t2 = 0.0010, p =0.12
01 051 2 10
RR in highfunclear RoB = RR in low RoB RR in high/unclear RoB = RR in low RoB

Figure S42: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Subgroup analysis: Clusters of outcomes

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t%: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 All-cause mortality 081 [053;123] 13%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality 089 [0D63;125] 20%
Adler 2014 Low-sodium All-cause mortality 146 [0.85;2458] 08%
Bjelakovic 2012 B-carotene All-cause mortality 075 [052;108] 16%
Bielakovic 2012 Vitamin E All-cause mortality 0.88 [0.78;1.001 12.2%
Bjelakovic 2012 Vitamin C All-cause mortality 083 [060;1.16] 21%
Bjelakovic 2012 Vitamin A All-cause mortality 0.90 [0D.77,1.04] B89%
Bielakovic 2014 Vitamin D All-cause mortality 0.70 [0.30;166] 0.3%
Hooper 2012 Low-fat/modified fat All-cause mortality 1.02 [0.88;1.19] 88%
Hooper 2015b Low saturated fat All-cause mortality — 0.86 [0.55;1.33] 1.2%
Hooper 2018 Omega-6 All-cause mortality — 0.83 [0.56;1.24] 14%
Abdelhamid 2018a Omega-3 Cardiovascular mortality —* 084 [0D46;153] 07%
Abdelhamid 2018a Omega-3 Cardiovascular disease —# 080 [0D58;110] 22%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease e 056 [026;1.21] 04%
Adler 2014 Low-sodium Cardiovascular mortality E— 097 [016;578] O01%
Adler 2014 Low-sodium Cardiovascular disease E— 079 [017;379] O01%
Bjelakovic 2014b Vitamin D Cancer — 058 [0.31;1.08] 06%
Bjelakovic 2014b Vitamin D3 Breast cancer — 060 [022;168] 02%
Bjelakovic 2014b Vitamin D3 Lung cancer _— 031 [004;273] 00%
Hooper 2012 Low-fat/modified fat Cardiovascular mortality 115 [0.90; 1.46] 39%
Hooper 2012 Low-fat/modified fat Combined cardiovascular events = 088 [069;111] 39%
Hooper 2015b Low saturated fat Cardiovascular mortality — 1.06 [065;175] 09%
Hooper 2015b Low saturated fat Combined cardiovascular events — 0.76 [050;1.16] 1.3%
Hooper 2018 Omega-6 Combined cardiovascular events —+ 0.79 [056;111] 19%
Hooper 2018 Omega-6 Cardiovascular mortality e 041 [004;402] 0.0%
Mathew 2012 Vitamin E Cataract 103 [0.78;137] 28%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 0.32 [014;076] 0.3%
Hofmeyr 2018 Calcium High biood pressure — 0.25 [0.11;058] 03%
Keats 2019 Micronutrients Preterm birth 1.01 [0.89; 1.14] 12.2%
Keats 2019 Micronutrients Low birth weight + 0.98 [D.89; 1.08] 17.6%
Keats 2019 Micronutrients Small gestational age 0.89 [0.77,1.04] B8.9%
Palacios 2019 Vitamin D Gestational diabetes — 086 [0D.34;221] 03%
Palacios 2019 Vitamin D Preterm birth — 0.98 [0.37,264] 0.2%
Palacios 2019 Vitamin D Pre-eclampsia — 215 [060;771] 01%
Tieu 2017 Healthy diet Preterm birth — 128 [0.20;803] 01%
Tieu 2017 Healthy diet Small gestational age e — 1.16 [0.29;470] 01%
Tieu 2017 Healthy diet Gestational diabetes —_— 027 [0D09;077] 02%
-

Random effects model 0.92 [0.88; 0.97] 100.0%
Prediction interval b [0.85; 1.00]
Heterogeneity: I° = 22%, 1% = 0.0010, p = 0.12

D1 051 2 10
RR in high/unclear RoB < RRin low RoB RR in high/unclear RoB > RR in low RoB

Figure S43: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio
of risk ratios. Subgroup analysis: Subjective versus objective outcomes

CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Difference of SMD DSMD 95%-C1 Weight
Abdelhamid 2018a Omega-3 Body weight —-I— 003 [049; D43] 32%
Adler 2014 Low-sodium Systolic blood pressure —;— 000 [-040; 0401 3.7T%
Adler 2014 Low-sodium Diastolic blood pressure —— 005 [027, 0.3T] 4.7T%
Cormick 2015 Calcium Systolic blood pressure - 010 [-007, 0.27] T1%
Cormick 2015 Calcium Diastolic blood pressure - 005 [023; 0.33] 52%
Hartley 2016 Fibre Systolic blood pressure —_— 078 [[1.49 007 1.
Hartley 2016 Fibre Diastolic blood pressure | ——=—— 118 [046; 190] 16%
Hooper 2012 Low-fat Body weight - 007 [[025; D.11] 6.8%
Hooper 2015a Low-fat Body weight .3 002 [[017;, D.21] B6%
Kelly 2017 Whole grains Body weight — 050 [-1.09; 0.09] 22%
Kelly 2017 Whole grains Systolic blood pressure —— 047 [H056; 0.22] 38%
Kelly 2017 Whole grains Diastolic blood pressure — 004 [-026; 0.34] 50%
Palacios 2019 Vitamin D Birth length -+ 0.03 [-0.18; D.24] 6.3%
Palacios 2019 Vitamin D Birth weight —¢—-} 018 [0.39; D03] 64%
Palacios 2019 Vitamin D Head circumference at birth - 012 [[037; 013] 57%
Rees 2013 Healthy diet Systolic blood pressure | = 048 [013; 0.B3] 4.3%
Rees 2013 Healthy diet Diastolic blood pressure —— 035 [-008; 0.78] 34%
Rees 2019 Mediterranean diet  Systolic blood pressure _T'_ 008 [-049; 065 24%
Rees 2019 Mediterranean diet High Density Lipoprotein — 008 [[040; 0.24] 46%
Rees 2019 Mediterranean diet Triglycerides —s 023 [[073; 027] 28%
Tieu 2017 Healthy diet Birth weight == 018 [-044; D08] 55%
Usinger 2012 Fermented milk Systolic blood pressure — 075 [[118;032] 34%
Usinger 2012 Fermented milk Diastolic blood pressure — 047 [-087;-007] 37T%

Random effects model
Prediction interval
Heterogeneity: 12 = 58%, 12 = 0.0312, p < 0.01 Frrrr 1
15105005 115
SMD in high/funclear RoB <= SMD in low RoB SMD in high/unclear RoB = SMD in low RoB

-0.05 [-0.15; 0.06] 100.0%
[-0.43; 0.34]

Figure S44: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximum-likelihood estimation method
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Reference Intervention QOutcome Difference of SMD DSMD 95%-Cl1 Weight
Abdelhamid 2018a Omega-3 Body weight _'u_ -0.03 [0.49; 043] 57%
Adler 2014 Low-sodium Systolic blood pressure —'— 0.00 [H0.40; 0.40] 6.6%
Cormick 2015 Calcium Systolic blood pressure —_ 010 [HOO7, 027] 113%
Hartley 2016 Fibre Systolic blood pressure —+—— 078 [(149,-007] 32%
Hooper 2012 Low-fat Body weight —-— -0.07 [[0.25; 0.11] 10.9%
Hooper 2015a Low-fat Body weight — 0.02 [017, D21] 107%
Kelly 2017 ‘Whole grains Body weight ——r 050 [-1.09; 009] 41%
Kelly 2017 ‘Whole grains Systolic blood pressure — 017 [056; 022] 67%
Palacios 2019 Vitamin D Birth length —_— 0.03 [0.18; 024] 10.3%
Rees 2013 Healthy diet Systolic blood pressure | —=— 048 [013; 0.83] 7T4%
Rees 2019 Mediterranean diet High Density Lipoprotein — 008 [040; 024] B0%
Tieu 2017 Healthy diet Birth weight —= -0.18 [044; DOB] 92%
Usinger 2012 Fermented milk  Systolic blood pressure _— s 0.75 [-1.18;-032] 6.0%
Random effects model 0.08 [-0.23; 0.06] 100.0%

Prediction interval [-0.56; 0.39]

Heterogeneity: 1% = 61%, 12 = 0.0413, p < 0.01

-1 05 0 05 1
SMD in high/unclear RoB < SMD in low RoB SMD in high/unclear RoB = SMD in low RoB

Figure S45: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Excluding highly correlated
outcomes

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximume-likelihood estimation method

Reference Intervention QOutcome Difference of SMD DSMD 95%-C1 Weight
Abdelhamid 2018a Omega-3 Body weight —‘I— -003 [-049; 043] 62%
Adler 2014 Low-sodium Systolic blood pressure — 000 [-0.40; 0.40] 71%
Cormick 2015 Calcium Systolic blood pressure —— 010 [[0.07, 0.27] 11.9%
Hartley 2016 Fibre Systolic blood pressure —+———; 078 [-1.49;007] 35%
Hooper 2012 Low-fat Body weight 5 -007 [0.25; 0.11] 116%
Hooper 2015a Low-fat Body weight +— 0.02 017, 0.21] 11.3%
Kelly 2017 Whole grains  Systolic blood pressure —'%— 017 [-056;, 0.22] T.3%
Palacios 2019 Vitamin D Birth weight - -0.18 [-0.39; 0.03] 11.0%
Rees 2013 Healthy diet Systolic blood pressure | —— 048 [013; 083] 80%
Rees 2019 Mediterranean diet Trighycerides —o—h— 023 [[073; 027] 56%
Tieu 2017 Healthy diet Birth weight —5 -0.18 [-0.44; 0.08] 9.8%
Usinger 2012 Fermented milk  Systolic blood pressure = ——— | 075 [-1.18;032] 66%

Random effects model
Prediction interval
Heterogeneity: I° = 63%, t° = 0.0447, p < 0.01

: -0.10 [-0.25; 0.06] 100.0%
’_'_L'_'_‘ [-0.60; 0.41]
-1 05 0 05 1
SMD in highfunclear RoB < SMD in low RoB  SMD in high/unclear RoB = SMD in low RoB

Figure S46: Incomplete outcome data: Comparisons of randomised controlled trials with high/unclear
risk of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Including only one outcome per
comparison from each included systematic review

Cl: confidence interval; DSMD: difference of standardised mean differences; 12: heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1t heterogeneity value with
Restricted Maximum-likelihood estimation method
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| Methodological trial characteristic: Selective Reporting

Reference Intervention QOutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality . 0493 [080; 1.09] 96%
Abdelhamid 2018a Omega-3 Cardiovascular disease . 093 [084; 1.03] 232%
Abdelhamid 2018a Omega-3 All-cause mortality 094 [085 104] 210%
Abdelhamid 2018b Polyunsaturated fat ~ All-cause mortality —— 109 [D58; 2068] 06%
Adler 2014 Low-sodium All-cause mortality - 125 [0.74; 212] 0.8%
Adler 2014 Low-sodium Cardiovascular disease e 096 [050; 1.87] 05%
Bielakovic 2012 B-carotene All-cause mortality —_— 032 [013; 0.80] 0.3%
Bjelakovic 2012 Vitamin E All-cause mortality -t 098 [0D15; 649] 01%
Bjelakovic 2012 Vitamin C All-cause mortality —_— 033 [013; 082] 03%
Bjelakovic 2014 Vitamin D All-cause mortality 098 [090; 1.07] 28.6%
Bielakovic 2014 Vitamin D Cardiovascular mortality I 306 [013;,7127] 0.0%
Bjelakovic 2014b Vitamin D Cancer 106 [091; 1.23] 104%
Bjelakovic 2014b Vitamin D3 Breast cancer - 121 [D77, 190] 11%
Bjelakovic 2014b Vitamin D3 Lung cancer — 085 [0D48 152] 0.7%
Hofmeyr 2018 Calcium Pre-eclampsia —_— D66 [017, 258] 0.1%
Hofmeyr 2018 Calcium High blood pressure —_— 054 [014; 2101 0.1%
Hooper 2018 Omega-6 Cardiovascular mortality — 181 122, 270] 1.5%
Palacios 2019 Vitamin D Gestational diabetes —— 086 [0D34; 221] 03%
Palacios 2019 Vitamin D Preterm birth —_— 098 [0D37, 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —_— 215 [060; 7711 0.1%
Tieu 2017 Healthy diet Preterm birth —_— 172 [027,10.78] 01%
Tieu 2017 Healthy diet Small gestational age —_—— 116 [0.29; 470] 01%
Tieu 2017 Healthy diet Gestational diabetes —_t 100 [D36; 274] 02%
Random effects model 0.97 [0.92; 1.02] 100.0%
Prediction interval [0.92; 1.02]
Heterogeneity: /2= 24%_12=0,p =015
01 0512 10
RR in highfunclear RoB = RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S47: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios

CI: confidence interval; 1: heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Random effects model
Prediction interval
Heterogeneity: I° = 35%, 12=0, p =0.07

Reference Intervention Outcome
Abdelhamid 2018a Omega-3 Cardiovascular mortality
Abdelhamid 2018a Omega-3 All-cause mortality
Abdelhamid 2018b Polyunsaturated fat ~ All-cause mortality
Adler 2014 Low-sodium All-cause mortality
Adler 2014 Low-sodium Cardiovascular disease
Bjelakovic 2012 B-carotene All-cause mortality
Bjelakovic 2012 Vitamin E All-cause mortality
Bjelakovic 2012 Vitamin C All-cause mortality
Bjelakovic 2014 Vitamin D All-cause mortality
Bjelakovic 2014 Vitamin D Cardiovascular mortality
Bjelakovic 2014b Vitamin D Cancer
Hofmeyr 2018 Calcium Pre-eclampsia
Hooper 2018 Omega-6 Cardiovascular mortality
Palacios 2019 Vitamin D Gestational diabetes
Palacios 2019 Vitamin D Preterm birth
Palacios 2019 Vitamin D Pre-eclampsia
Tieu 2017 Healthy diet Small gestational age
Tieu 2017 Healthy diet Gestational diabetes

Ratio of Risk Ratios RRR  95%-Cl Weight
; 0.93 [080; 1.09] 12.8%
0.94 [085 1.04] 281%
—— 109 [058; 206] 0.8%
. . 125 [074; 212] 11%
—4 096 [050: 187] 07%
_ 032 [0.13; 0.80] 04%
_— 098 [0.15 649] 0.1%
_— 033 [0.13; 082] 04%
0.98 [090; 1.07] 383%
i 306 013 7127] 00%
106 [091; 123] 139%
— 066 [017: 258 02%
- 181 [122; 270] 20%
— 086 [034; 221] 04%
—— 098 [037; 264] 03%
4 215 [060; 771] 02%
— 116 [029; 470] 02%
1 100 [0.36; 274] 0.3%
0.98 [0.93; 1.04] 100.0%
[0.92; 1.04]
11 1

01 0512 10

RR in highfunclear RoB < RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S48: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Sensitivity analysis: Excluding highly correlated outcomes
CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method

Reference Intervention
Abdelhamid 2018a Omega-3
Abdelhamid 2018b Polyunsaturated fat
Adler 2014 Low-sodium
Bjelakovic 2012 B-carotene
Bjelakovic 2012 Vitamin E
Bjelakovic 2012 Vitamin C
Bijelakovic 2014a Vitamin D
Bjelakovic 2014b Vitamin D
Hofmeyr 2018 Calcium
Hooper 2018 Omega-6
Palacios 2019 Vitamin D
Tieu 2017 Healthy diet

Random effects model
Prediction interval
Heterogeneity: /* = 56%, 1° = 0.0653, p < 0.01

Qutcome

All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
Cancer
Pre-eclampsia
Cardiovascular mortality
Pre-eclampsia
Gestational diabetes

Ratio of Risk Ratios RRR  95%-Cl Weight
0.94 [0.851.04] 18.1%

— 1.09 [0.58;2.06] T72%

e 125 [0.74:212] 9.0%

—_— 0.32 [0.13:0.80] 44%
D98 [0.15.6.49] 12%

_ 033 [0.13;0.82] 44%
0.98 [0.90;1.07] 18.3%

[ 106 [0.91:123] 17.3%

_— D66 [0.17:2.58] 22%
B 181 [1.22:270] 116%

— s 715 [060;7.71] 25%
- 1.00 [0.36;2.74] 3.7%

1.00 [0.81; 1.25] 100.0%
[0.54: 1.87]

T 1 T 1
05 1 2 5

RR in highfunclear RoB = RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S49: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Sensitivity analysis: Including only one outcome per comparison from each included

systematic review

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 1 heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference

Abdelnamid 2018a
Abdelnhamid 2018a
Abdelhamid 2018a
Abdelnamid 2018b

Hooper 2018

Adler 2014

Adler 2014
Bjelakovic 2012
Bijelakovic 2012
Bijelakovic 2012
Bjelakovic 2014
Bielakovic 2014
Bielakovic 2014b
Bjelakovic 2014b
Bielakovic 2014b
Hofmeyr 2018
Hofmeyr 2018
Palacios 2019
Palacios 2019
Palacios 2019

Tieu 2017
Tieu 2017
Tieu 2017

Random effects model
Prediction interval

Intervention

Omega-3
Omega-3
Omega-3
Polyunsaturated fat
Omega-6

Low-sodium
Low-sodium
B-carotene
Vitamin E
Vitamin C
Vitamin D
Vitamin D
Vitamin D
Vitamin D3
Vitamin D3
Calcium
Calcium
Vitamin D
Vitamin D
Vitamin D

Healthy diet
Healthy diet
Healthy diet

Heterogeneity: 12 = 24%, t2=0, p =0.15

Outcome

Cardiovascular mortality

Cardiovascular disease
All-cause mortality
All-cause mortality

Cardiovascular mortality

All-cause mortality
Cardiovascular disease
All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality

Cardiovascular mortality

Cancer
Breast cancer
Lung cancer
Pre-eclampsia
High blood pressure
Gestational diabetes
Preterm birth
Pre-eclampsia

Preterm birth
Small gestational age
Gestational diabetes

Ratio of Risk Ratios RRR 95%-C1 Weight
: 0.93 [080; 109] 96%
3 0.93 [084; 103] 232%
0.94 [085 1.04] 21.0%
—4— 1.09 [058, 206] O06%
—— 181 122 270] 15%
+— 125 [074; 212] 08%
—— 0.96 [050;, 187] 05%
—_— 032 [013; 080] 03%
R m 098 [015 649] 01%
— 033 [013; 082] 03%
098 [090; 107] 286%
_;_.7 3.06 [013;, T127] 0.0%
1.06 [091; 123] 104%
H— 129 [077; 190] 11%
—4— 0.85 [048, 152] 0.7T%
—— 066 [017; 258] 01%
e 054 [014; 210] 01%
—H— 0.86 [034;, 221] 03%
— 098 [037; 264] 02%
—_ 215 [060; 771] 01%
— 72 [027;, 10.78] 0.1%
—_— 1.16 [0.29; 470] O0.1%
— 1.00 [0.36;, 274] 02%

= -
0.97 [0.92; 1.02] 100.0%

[0.92; 1.02]
I T T 1
0.1 1 10 100

0.01

RR in highfunclear RoB = RR in low RoB RR in high/unclear RoB = RR in low RoB

Figure S50: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Subgroup analysis: Clusters of interventions
CI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference

Abdelhamid 2018a
Ahdelhamid 2018a
Adler 2014
Bjelakovic 2014
Hooper 2018

Ahdelhamid 2018a
Abdelhamid 2018b
Adler 2014
Bjelakovic 2012
Bjelakovic 2012
Bjelakovic 2012
Bjelakovic 2014

Bjelakovic 2014b
Bjelakovic 2014b
Bjelakovic 2014b

Hofmeyr 2018
Hofmeyr 2018
Palacios 2019
Palacios 2019
Palacios 2019
Tieu 2017
Tieu 2017
Tieu 2017

Random effects model
Prediction interval

Intervention

Omega-3
Omega-3
Low-sodium
Vitamin D
Omega-6

Omega-3
Polyunsaturated fat
Low-sodium
B-carotene
Vitamin E
Vitamin C
Vitamin D

Vitamin D
Vitamin D3
Vitamin D3

Calcium
Calcium
Vitamin D
Vitamin D
Vitamin D
Healthy diet
Healthy diet
Healthy diet

Heterogeneity: /° = 24%, 12 =0, p =0.15

Qutcome

Cardiovascular mortality
Cardiovascular disease
Cardiovascular disease
Cardiovascular mortality
Cardiovascular mortality

All-cause mortality
All-cause mortality
All-cause mortality
All-cause mortality
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23.2%
0.5%
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Figure S51: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Subgroup analysis: Clusters of outcomes
CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-C1 Weight

Abdelhamid 2018a Omega-3 All-cause mortality 094 [0.85 1.04] 21.0%
Abdelhamid 2018b Polyunsaturated fat ~ All-cause mortality e 109 [058; 206] 06%
Adler 2014 Low-sodium All-cause mortality -— 1256 [074; 212] 08%
Bjelakovic 2012 B-carotene All-cause mortality —_— 032 [0.13; 0.80] 03%
Bjelakovic 2012 Vitamin E All-cause mortality _— 098 [0.15; 649] 01%
Bjelakovic 2012 Vitamin C All-cause mortality —_— 033 [013; 0.82] 03%
Bielakovic 2014 Vitamin D All-cause mortality 0.98 [0.90;, 1.07] 286%
Abdelhamid 2018a Omega-3 Cardiovascular mortality ; 093 [0.80; 1.09] 96%
Abdelhamid 2018a Omega-3 Cardiovascular disease 093 [0.84; 1.03] 232%
Adler 2014 Low-sodium Cardiovascular disease —— 096 [050; 1.87] 05%
Bjelakovic 2014 Vitamin D Cardiovascular mortality 306 013, 71.27] 0.0%
Bjelakovic 2014b Vitamin D Cancer 106 [0.91; 123] 104%
Bjelakovic 2014b Vitamin D3 Breast cancer - 121 [077; 190] 11%
Bjelakovic 2014b Witamin D3 Lung cancer — 085 [048; 152] 07%
Hooper 2018 Omega-6 Cardiovascular mortality —— 181 [1.22; 270] 15%
Hofmeyr 2018 Calcium Pre-eclampsia —_— 066 [017; 258] 01%
Hofmeyr 2018 Calcium High blood pressure —_— 054 [0.14; 210] 01%
Palacios 2019 Vitamin D Gestational diabetes —— 086 [0.34, 221] 03%
Palacios 2019 Vitamin D Preterm birth o 098 [037, 264] 02%
Palacios 2019 Vitamin D Pre-eclampsia —t—— 215 [060; 7711 01%
Tieu 2017 Healthy diet Preterm birth —_— 1t 172 [027;1078] 0.1%
Tieu 2017 Healthy diet Small gestational age —_— 116 [0.29; 470] 01%
Tieu 2017 Healthy diet Gestational diabetes —_— 100 [036; 274] 02%
<=

Random effects model 0.97 [0.92; 1.02] 100.0%
Prediction interval [0.92; 1.02]
Heterogeneity: 1°=24%, 12 =0, p =0.15

01 0512 10
RR in highfunclear RoB = RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S52: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Subgroup analysis: Subjective versus objective outcomes

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk

ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention QOutcome Difference of SMD DSMD 95%-C1 Weight

Abdelhamid 2018a Omega-3 Body weight — -0.01 [028; 0.26] T6%
Adler 2014 Low-sodium Systolic blood pressure —+ 0.23 [0.43;-0.03] 14.7%
Adler 2014 Low-sodium Diastolic blood pressure — 013 [{0.35; 0.09] 123%
Hooper 2015a Low-fat Body weight —— 009 [037, 019] 73%
Kelly 2017 Whole grains Systolic blood pressure _— 015 [0.66; 0.36] 22%
Kelly 2017 Whole grains Diastolic blood pressure —|'— 0.03 [-046;, 0.52] 24%
Palacios 2019 Vitamin D Birth length —— 0.03 [0.18; D.24] 12.7%
Palacios 2019 Vitamin D Birth weight — -0.18 [0.39; D.03] 134%
Palacios 2019 Vitamin D Head circumference at birth — 012 [0.37, 013] 94%
Rees 2019 Mediterranean diet  Systolic blood pressure ———————— 032 [094; 0.30] 15%
Tieu 2017 Healthy diet Birth weight — 011 [033; 0.11] 119%
Usinger 2012 Fermented milk Systolic blood pressure i+——— 045 [0.06; 0.96] 22%
Usinger 2012 Fermentad milk Diastolic blood pressure —_—— 0.07 [055;, 0.41] 24%
Random effects model < -0.10 [-0.18; -0.03] 100.0%
Prediction interval = [-0.19; -0.02]
Heterogeneity: 12 = 0%, t2 =0, p = 0.66

0.5 0 05
SMD in highfunclear RoB = SMD in low RoB SMD in high/unclear RoB = SMD in low RoB

Figure S53: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 1% heterogeneity value with
Restricted Maximume-likelihood estimation method

Reference Intervention Outcome Difference of SMD DSMD 95%-C1 Weight
Abdelhamid 2018a Omega-3 Body weight —_—— 0.01 [0.28;, 0.26] 12.5%
Adler 2014 Low-sodium Systolic blood pressure — 023 [[043;-003] 24 3%
Hooper 2015a Low-fat Body weight —_— 008 [[0.37; 0.19] 121%
Kelly 2017 Whole grains  Systolic blood pressure e 015 [-0.66; 0.36] 3.6%
Palacios 2019 Vitamin D Birth weight — -0.18 [F0.39; 0.03] 220%
Rees 2019 Mediterranean diet Systolic blood pressure ——1——— 032 [[094; 0.30) 25%
Tieu 2017 Healthy diet Birth weight — 011 [F0.33; 0.11] 19.5%
Usinger 2012 Fermented milk  Systolic blood pressure i4—=—— 045 [-0.06; 086] 3.6%
Random effects model < 0.13 [-0.22; -0.03] 100.0%
Prediction interval — [-0.25; 0.00]
Heterogeneity: 17 = 5%, 1% < 0.0001, p = 0.39

05 0 05
SMD in highfunclear RoB = SMD in low RoB  SMD in highfunclear RoB = SMD in low RoB

Figure S54: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Including only one outcome per
comparison from each included systematic review

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; t%: heterogeneity value with
Restricted Maximum-likelihood estimation method
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Reference Intervention Qutcome Difference of SMD
Abdelhamid 2018a Omega-3 Body weight s
Adler 2014 Low-sodium Systolic blood pressure —
Hooper 2015a Low-fat Body weight —
Kelly 2017 Whole grains  Systolic blood pressure ——
Palacios 2019 Vitamin D Birth length e
Rees 2019 Mediterranean diet Systolic blood pressure —M8——————
Tieu 2017 Healthy diet Birth weight —T
Usinger 2012 Fermented milk  Systolic blood pressure T—
Random effects model <
Prediction interval —_—
Heterogeneity: 1% = 16%, t2=0.0022, p = 0.30

05 ] 05
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001 [-0.28:
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-0.32 [-0.94;
-0.11 [0.33;
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-0.08 [-0.18;
[-0.25;

0.19]
0.386]
0.24]
0.30]
0.11]
0.96]

0.03]
0.10]

Weight

13.2%
232%
127%
4.0%
20.6%
2.8%
19.4%
4.1%

100.0%

SMD in highfunclear RoB = SMD in low RoB SMD in high/unclear RoB = SMD in low RoB

Figure S55: Selective Reporting: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for continuous outcomes as pooled
difference of standardised mean differences. Sensitivity analysis: Excluding highly correlated

outcomes

Cl: confidence interval; DSMD: difference of standardised mean differences; 1% heterogeneity
measure; RoB: risk of bias; SMD: standardised mean difference; 12 heterogeneity value with

Restricted Maximum-

likelihood estimation method
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| Methodological trial characteristic: Dietary compliance

Reference Intervention QOutcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —'-|— 093 [0.74;117] 93%
Abdelhamid 2018a Omega-3 Cardiovascular disease — 1.00 [085;117] 18.8%
Abdelhamid 2018a o-Limolenic acid Cardiovascular disease 4—'— 126 [092;1.71] 51%
Abdelhamid 2018a Omega-3 All-cause mortality —_— 089 [085115] 209%
Abdelhamid 2018a o-Limolenic acid Cardiovascular mortality 1.09 [060;198] 14%
Abdelhamid 2018a g-Linolenic acid Coronary heart disease 102 [D.36;2.89) 05%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality —— 094 [078;114] 137%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease — 102 [D.71;148] 36%
Adler 2014 Low-sodium All-cause mortality 125 [074;212] 18%
Hooper 2015b Low saturated fat All-cause mortality 0.81 [062;106] 68%
Hooper 2015b Low saturated fat Cardiovascular mortality 081 [062;132] 34%
Hooper 2015b Low saturated fat Combined cardiovascular events 0.79 [0.54;115] 34%
Hooper 2018 Omega-6 Combined cardiovascular events 069 [045107] 26%
Hooper 2018 Omega-6 All-cause mortality —— 084 [0.73;122] 73%
Hooper 2018 Omega-6 Cardiovascular mortality 064 [037;112] 16%
Random effects model 0.95 [0.89; 1.02] 100.0%
Prediction interval ; [0.88; 1.03]
Heterogeneity: I* = 0%, T2 =0, p = 0.64
05 1 2
RR in highfunclear RoB = RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S56: Dietary Compliance: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios

Cl: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method

Reference Intervention Qutcome Ratio of Risk Ratios RRR 95%-C1 Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —-—|— 093 [0.74;117] 13.3%
Abdelhamid 2018a Omega-3 All-cause mortality — 0.99 [0.85;1.15] 30.0%
Abdelhamid 2018a o-Linolenic acid  Cardiovascular mortality —_—— 1.09 [060;198] 19%
Abdelhamid 2018b Polyunsaturated fat  All-cause mortality — 0.94 [0.78;,1.14] 19.7%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease —_— 102 [0.71;148] 51%
Adler 2014 Low-sodium All-cause mortality 125 [0.74,212] 25%
Hooper 2015b Low saturated fat All-cause mortality 0.81 [062,106] 97T%
Hooper 2015b Low saturated fat Cardiovascular mortality t 0.91 [0.62;132] 49%
Hooper 2018 Omega-6 All-cause mortality —_— 084 [0.73;122] 105%
Hooper 2018 Omega-6 Cardiovascular mortality 064 [0.37;112] 2.3%
Random effects model Lo 0.94 [0.87; 1.03] 100.0%
Prediction interval =t [0.85; 1.04]
Heterogeneity: 1° = 0%, 12 =0, p = 0.83 I I

05 1 2

RR in highfunclear RoB = RR inlow RoB  RR in high/funclear RoB = RR in low RoB

Figure S57: Dietary Compliance: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Sensitivity analysis: Excluding highly correlated outcomes

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference

Abdelhamid 2018a
Abdelhamid 2018a
Abdelhamid 2018h
Adler 2014
Hooper 2015b
Hooper 2018

Random effects model
Prediction interval

Intervention

a-Linolenic acid
Omega-3
Polyunsaturated fat
Low-sodium

Outcome

Cardiovascular disease
All-cause mortality
All-cause moriality
All-cause mortality

Low saturated fat Combined cardiovascular events

Omega-&

Heterogeneity: I° = 0%, T° < 0.0001, p = 0.44
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RR in high/unclear RoB = RR in low RoB  RR in highfunclear RoB = RR in low RoB

Figure S58: Dietary Compliance: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Sensitivity analysis: Including only one outcome per comparison from each included

systematic review

Cl: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; 2. heterogeneity value with Restricted Maximum-likelihood estimation method
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o-Limolenic acid
Polyunsaturated fat
Polyunsaturated fat
Low saturated fat
Low saturated fat
Low saturated fat
Omega-6
Omega-6
Omega-6

Low-sodium
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RR in high/unclear RoB < RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S59: Dietary Compliance: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Subgroup analysis: Cluster of interventions

CI: confidence interval; 1 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk

ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Reference Intervention Outcome Ratio of Risk Ratios RRR 95%-Cl Weight
Abdelhamid 2018a Omega-3 Cardiovascular mortality —':—— 083 [0.74;117] 9.3%
Abdelhamid 2018a Omega-3 Cardiovascular disease - 1.00 [0.85;1.17] 18.8%
Abdelhamid 2018a a-Linolenic acid Cardiovascular disease T 126 [0.92;1.71] 51%
Abdelhamid 2018a a-Linolenic acid Cardiovascular mortality —_— 109 [060;198] 14%
Abdelhamid 2018a a-Linolenic acid Coronary heart disease : 1.02 [0.36;2.89] 05%
Abdelhamid 2018b Polyunsaturated fat Coronary heart disease _— 102 [0.71;148] 36%
Hooper 2015b Low saturated fat Cardiovascular mortality —— 0.91 [062;1.32] 34%
Hooper 2015b Low saturated fat Combined cardiovascular events — 0.79 [0.54;1.15] 3.4%
Hooper 2018 Omega-6 Combined cardiovascular events T 0.69 [045;1.07] 2.6%
Hooper 2018 Omega-6 Cardiovascular mortality — 0.64 [0.37,112] 1.6%
a3
Abdelhamid 2018a Omega-3 All-cause moriality - 0.99 [0.85;1.15] 20.9%
Abdelhamid 2018b Polyunsaturated fat All-cause mortality —H— 0.94 [0.78;1.14] 13.7%
Adler 2014 Low-sodium All-cause moriality 125 [0.74;212] 18%
Hooper 2015b Low saturated fat All-cause mortality 0.81 [0.62;1.06] 6.8%
Hooper 2018 Omega-6 All-cause mortality — 094 [0.73;122] 7.3%
<
Random effects model < 0.95 [0.89; 1.02] 100.0%
Prediction interval =n [0.88; 1.03]
Heterogeneity: 12 = 0%, 12=0, p = 0.64
05 1 2

RR in high/unclear RoB = RR in low RoB RR in highfunclear RoB = RR in low RoB

Figure S60: Dietary Compliance: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Subgroup analysis: Clusters of outcomes

CI: confidence interval; 12 heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk
ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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Abdelhamid 2018a
Abdelhamid 2018b
Adler 2014
Hooper 2015h
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Figure S61: Dietary Compliance: Comparisons of randomised controlled trials with high/unclear risk
of bias versus those with low risk of bias (reference category) for binary outcomes as pooled ratio of
risk ratios. Subgroup analysis: Subjective versus objective outcomes
ClI: confidence interval; 1% heterogeneity measure; RoB: risk of bias; RR: risk ratio; RRR: ratio of risk

ratios; t2: heterogeneity value with Restricted Maximum-likelihood estimation method
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