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Supplementary Appendices A: Search strategy for systematic reviews of RCTs in the
Cochrane Database of Systematic Reviews

ID Search Hits
#1 MeSH descriptor: [Diet, Carbohydrate-Restricted] explode all trees 385
#2 MeSH descriptor: [Healthy Diet] explode all trees 336
#3 MeSH descriptor: [Diet, Mediterranean] this term only 434
#4 MeSH descriptor: [Dietary Approaches To Stop Hypertension] explode all trees 15
#5 MeSH descriptor: [Micronutrients] explode all trees 4,992
#6 MeSH descriptor: [Dietary Supplements] explode all trees 11,620
(mediterranean or dash diet or low-carb* or low-fat* or grain* or vegetable* or fruit*
or milk or dairy or meat or processed meat* or fish or eggs or nuts or chocolate or
#7 oil*):ti,ab,kw 40,401
(carbohydrate* or fructose or glucose or starch or sucrose or fibre or psyllium or
inulin or cellulose or prebiotic* or probiotic* or synbiotic* or n-3 or omega 3 or
omega-3 or n3 or n6 or n-6 or omega 6 or omega-6 or unsaturated or
monounsaturated or polyunsaturated or EPA or DHA or linoleic acid or protein or
#8 amino acid*):ti,ab,kw 167,040
(vitamin* or beta-carot™ or ascorbic acid or cholecalciferol® or ergocalciferol or
thiamine or riboflavin or niacin or pyridoxine or cobalamin or folic acid or
magnesium or calcium or selenium or sodium or potassium or iron or zinc or copper
#9 or iodine):ti,ab,kw 118,402
#10 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 283,530
#11 (diet* or nutrition or eat* or consum™* or intake):ti,ab,kw 163,651
#12 #10 and #11 83,677
(mortal* or cancer or diabetes or dementia or macular degeneration or body weight or
#13 blood pressure or glucose or cholester®):ti,ab,kw 448,002
#14 #12 and #13 48,529
#15 Cochrane Reviews published between "2010 - 2019" 333
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Supplementary Appendices B: Search strategy for systematic reviews of cohort studies in Ovid MEDLINE

ID Search Hits
(non-randomised or non-randomized or nrs or observational* or cohort or
prospective or longitudinal* or follow* or case-cohort or nested case-control or 4,466,200
#1 epidemio*).ti,ab,kf.
#2 (meta-analys* or metaanalys* or "systematic review" or systematic-review).ti,ab. 238,477
#3 (Systematic Review or Meta-Analysis).pt. 177,170
#4 #1 and (#2 or #3) 104,427
Diet, Mediterranean/ or Diet, Carbohydrate-Restricted/ or Healthy Diet/ or Dietary 65.391
#5 Abbroach to Stop Hypertension/ or Micronutrients/ or Dietary Supplements/ ’
(mediterranean or dash diet or low-carb* or low-fat* or grain* or vegetable* or
fruit* or milk or dairy or meat or processed meat* or fish or eggs or nuts or 733,079
#6 chocolate or oil*).ti,ab.
(carbohydrate* or fructose or glucose or starch or sucrose or fibre or psyllium or
inulin or cellulose or prebiotic* or probiotic* or synbiotic* or n-3 or omega 3 or
omega-3 or n3 or n6 or n-6 or omega 6 or omega-6 or unsaturated or 3,445,283
monounsaturated or polyunsaturated or EPA or DHA or linoleic acid or protein or
#7 amino acid*).ti,ab.
(vitamin* or beta-carot™ or ascorbic acid or cholecalciferol* or ergocalciferol or
thiamine or riboflavin or niacin or pyridoxine or cobalamin or folic acid or 1.391.454
magnesium or calcium or selenium or sodium or potassium or iron or zinc or o
#8 copper or iodine).ti,ab.
#9 (diet* or nutrition or eat* or consum* or intake).ti,ab. 1,173,600
#10 (#5 or #6 or #7 or #8) and #9 502,160
#11 #4 and #10 3,809
#12 limit #11 to yr="2010 - 2019" 3,118
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Supplementary Table 1: Explanation and definition for Population (P), Intervention/Exposure (I/E), Comparator (C), Outcome (O) similarities.

Patients/population

Intervention/Exposure

Comparator

Outcome

1 = more or less identical

Both bodies of evidence
include primary or secondary
prevention.

Both bodies of evidence use intake,
supplements or status.

Both bodies of evidence use (no)
intake, supplements/placebo or
status.

Same outcome.

e.g. people with
cardiovascular disease in BoE
from RCTs and CSs.

e.g. Folate supplements in BoE from RCTs and
BoE from CSs.

e.g. see Intervention/Exposure.

e.g. Cardiovascular disease in
BoE from RCTs and BoE from
CSs.

2 = similar but not identical

Both bodies of evidence
include primary and secondary
prevention or mixed
population vs. primary or
secondary prevention.

- Intake vs. supplements.

- Enriched / modified foods vs. intake.

- Intake vs. urinary excretion.

- Intake + supplements vs. intake.

- Intake vs. intake on similar but not identical
intervention /exposure

- Supplements vs. supplements on similar but
not identical intervention /exposure

see Intervention/Exposure.

Same cluster of outcomes.

e.g. healthy people and people
with cardiovascular disease in
RCTs vs. general healthy
population in CSs.

e.g.
- Vitamin C supplements vs. Vitamin C intake.
- Margarine enriched with a-Linolenic acid vs.
a-Linolenic acid intake.

- Substituted salt intake (with 65% sodium) vs.
sodium intake.

- Sodium intake vs. sodium intake and urinary
sodium.

- Fruit and vegetables intake vs. fruit or
vegetables intake.

- Low-fat intake vs. High-carbohydrate intake.
- Increased fruit and vegetable intake +
decreased fat intake vs. flavonoids intake.

- Multi-micronutrient supplements vs.
Multivitamin supplements.

e.g. see Intervention/Exposure.

e.g.
- Cardiovascular disease vs.
coronary heart disease.

- Mortality vs. incidence.

3 = broadly similar

Secondary (BoE from RCTs)
vs. primary prevention (BoE
from CSs), which means no

- Intake or supplements vs. status.
- Supplements vs. intake on broadly similar

see Intervention/Exposure.

Broadly similar outcomes.
Continuous vs. dichotomous
outcome (see also supplementary

healthy population in the BoE | intervention/exposure. table 4)
from RCTs. '
e.g. people with e.g. e.g. see Intervention/Exposure. e.g. Colorectal adenoma vs.
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cardiovascular disease in
RCTs vs. general healthy
population in CSs.

- Vitamin D supplements vs. Vitamin D status.
- Vitamin A supplements vs. f-carotene intake

colorectal cancer.

BoE: bodies of evidence; CS: cohort study; RCT: randomized controlled trial.
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Supplementary Table 2: Population (P), Intervention/Exposure (I/E), Comparator (C), Outcome (O) matching similarities for all identified diet-disease

associations.
Included in the
Bodies of evidence from randomized controlled trials (Cochrane Reviews) Bodies of evidence from cohort studies PI/ECO similarities 52222?%
(Yes/ No)
Author. vear Intervention Outcome Author, year Exposure Outcome Patients / Intervention /
(Su léti/lentar e (as defined by the (as defined by the (Supplementary (as defined by the (as defined by the opulation Exposure Comparator Outcome Overall
PP Y authors) authors) Reference) authors) authors) pop P
Omega-3 fatty acids . . N
Abdelhamid et al. 2018a (1) | intake + Cardiovascular mortality Chowdhury et al. Qmega—B fatty acids Corone'iry heart disease N ) ) ) 3
2014a (2) intake mortality
supplements
Omega-3 fatty acids . Y
Abdelhamid et al. 2018a (1) intake + Cardiovascular disease Chowdhury et al. Qmega—3 fatty acids Coronary heart disease 2 2 2 2 2
2014a (2) intake
supplements
a-Linolenic acid Y
X intake . . a-Linolenic acid . .
Abdelhamid et al. 2018a (1) Cardiovascular disease Pan et al. 2012 (3) . Cardiovascular disease 2 2 2 1 2
(Supplementary/ intake
enriched foods)
Omega-3 fatty acids . N
Abdelhamid et al. 2018a (1) | intake + Body weight ;3*111;23%“ ctal Fish intake Weight gain 3 2 2 1 3
supplements
-3 fatt; i Y
R Qmega 3 fatty acids . Omega-3 fatty acids R
Abdelhamid et al. 2018a (1) intake + All-cause mortality Wan et al. 2017 (5) intake All-cause mortality 2 2 2 1 2
supplements
a-Linolenic acid Y
X intake . . X a-Linolenic acid Coronary heart disease
Abdelhamid et al. 2018a (1) Cardiovascular mortality Wei et al. 2018 (6) ) . 2 2 2 2 2
(Supplementary/ intake mortality
enriched foods)
a-Linolenic acid Y
. intake . . a-Linolenic acid .
Abdelhamid et al. 2018a (1) Coronary heart disease Wei et al. 2018 (6) . Coronary heart disease 2 2 2 1 2
(Supplementary/ intake
enriched foods)
Polyunsaturated fat . Y
R . . X Omega-3 fatty acids .
Abdelhamid et al. 2018b (7) | intake + All-cause mortality Li et al. 2020 (8) intake All-cause mortality 2 2 2 1 2
supplements
Polyunsaturated fat Omeca-6 fatty acids Y
Abdelhamid et al. 2018b(7) intake + Coronary heart disease Chowdhury et al. . & Y Coronary heart disease 2 2 2 1 2
2014a (2) intake
supplements
. Polyunsaturated fat Major cardiovascular Polyunsaturated fat . . Y
Abdelhamid et al. 2018b(7) . Zhu et al. 2019 (9) . Cardiovascular disease 2 1 1 1 2
intake events intake
Adler et al. 2014 (10) Low sodium intake All-cause mortality ﬁbll)mo etal. 2013 Low sodium intake All-cause mortality 2 2 2 1 2 Y
PR . . Aburto et al. 2013 - Cardiovascular Y
Adler et al. 2014 (10) Low sodium intake Cardiovascular mortality Low sodium intake . 2 2 2 1 2
11 mortality
Y
Adler et al. 2014 (10) Low sodium intake Cardiovascular disease ?llil)mo etal. 2013 Low sodium intake Cardiovascular disease 2 2 2 1 2




Adler et al. 2014 (10)

Low sodium intake

Systolic blood pressure

Leyvraz et al. 2018
a2)

Supplemental data

Low sodium intake
+ status

Systolic blood pressure

Adler et al. 2014 (10)

Low sodium intake

Diastolic blood pressure

Leyvraz et al. 2018
(2)

Low sodium intake
+ status

Diastolic blood
pressure

Vitamin C Major cardiovascular ST . .
Al-Khudairy et al. 2017 (13) supplements evejnts vaseu 83:)& etal. 2018 Vitamin C intake Cardiovascular disease
X Vitamin C . . Aune et al. 2018 N . Cardiovascular
Al-Khudairy et al. 2017 (13) supplements Cardiovascular mortality (14) Vitamin C intake mortality
Vitamin C . T .
Al-Khudairy et al. 2017 (13) SL:p?Jrlrelzlrrxllents All-cause mortality éar)le etal. 2018 Vitamin C intake All-cause mortality
Vitamin D . . .
Avenell et al. 2014 (15) supplements Hip fracture Feng et al. 2017 (16) | Vitamin D status Hip fracture
Vitamin D L
Avenell et al. 2014 (15) supplements Any fracture Feng et al. 2017 (16) | Vitamin D status Any fracture
- t . . .
Bjelakovic et al. 2012 (17) sBu;?;Z:!I;ts All-cause mortality éir)le etal 2018 B-carotene intake All-cause mortality
Vitamin E . ST, .
Bjelakovic et al. 2012 (17) s:p:rlzlrrrllents All-cause mortality ﬁi?e etal. 2018 Vitamin E intake All-cause mortality
Vitamin C . AT .
Bjelakovic et al. 2012 (17) SL:pi;)rlr:rrr‘lents All-cause mortality ﬁlj‘r)le etal. 2018 Vitamin C intake All-cause mortality
Vitamin A
Bjelakovic et al. 2012 (17) SL:p;rlzlrrr‘lents All-cause mortality ﬁgge etal. 2018 B-carotene intake All-cause mortality
Vitamin D . . .
Bjelakovic et al. 2014a (18) s:p?;l?rrrl!ents All-cause mortality gél l(m;d(}?g)y etal Vitamin D status All-cause mortality
. . Vitamin D . . Chowdhury et al. L Cardiovascular
Bjelakovic et al. 2014a (18) supplements Cardiovascular mortality 2014b (19) Vitamin D status mortality
Vitamin D . Lo .
Bjelakovic et al. 2014a (18) s;pi)rlr:slrrr‘lents Cancer mortality Han et al. 2019 (20) Vitamin D status Cancer mortality
Vitamin D _
Bjelakovic et al. 2014b (21) s;pi)rlr:slrrr‘lents Cancer occurrence Han et al. 2019 (20) Vitamin D status Cancer incidence
Vitamin D3 i Vitamin D
Bjelakovic et al. 2014b (21) sulpplements Breast cancer g(;s)sam etal. 2019 supplelmems Breast cancer
Vitamin D3 L .
Biclakovic et al. 2014b (21) Sl:p:ﬁﬁen 0 Lung cancer (Zzga)“g etal. 2015 Vitamin D intake Lung cancer
Calei ) i Calcium intake + .
Cormick et al. 2015 (24) 51:):)11::ents Systolic blood pressure -(';%’?dl etal. 2019 suap ;11:?; elrrllt : e Hypertension
Calcium . . - .
Cormick et al. 2015 (24) supplements Diastolic blood pressure g;%’fdl etal. 2019 SC;:;:E: el:tt:ke + Hypertension

De-Regil et al. 2015 (26)

Folate supplements

Neural tube defect

Blencowe et al. 2010
27

Folate supplements

Neural tube defect

De-Regil et al. 2015 (26)

Folate supplements

Congenital cardiovascular
anomalies

Feng et al. 2015 (28)

Folate supplements

Congenital heart defect

El Dib et al. 2015 (29)

Zinc supplements

HOMA-IR

Fernandez-Cao et al.
2019 (30)

Zinc supplements

Type 2 diabetes

Hartley et al. 2013 (31)

Fruit & Vegetables
intake

Systolic blood pressure

Schwingshackl et al.
2017 (32)

Fruit intake

Hypertension
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Fruit & Vegetabl i
Hartley et al. 2013 (31) inrtl:ke& egetables Diastolic blood pressure gglil;\/l(ggs)hackl etal. Vegetables intake Hypertension
Fibre intake + i
Hartley et al. 2016 (33) s;Z;;;Zntes Systolic blood pressure gglll;xn(ggs)hackl etal. Whole grain intake Hypertension
Fibre intake + . . i
Hartley et al. 2016 (33) supplements Diastolic blood pressure ggkll;vtg%hmkl etal. Whole grain intake Hypertension
Hemmingsen et al. 2017 Healthy diet (intake) Type 2 diabetes Schwingshackl et al. Diet quality (intake) Type 2 diabetes
(34) 2018 (35)
Hemmingsen et al. 2017 Healthy diet (intake) All-cause mortality Schwingshackl et al. Diet quality (intake) All-cause mortality
(34) 2018 (35)
o
Hofmeyr et al. 2018 (36) ::LZ);ZZ ents Pre-eclampsia gzgvbexry etal. 2014 | Cajcium intake Pre-eclampsia
o
Hofmeyr et al. 2018 (36) ::;);Telxents High blood pressure gf;\;vbeny etal. 2014 Calcium intake High blood pressure
LOW. fat / modified . . High-carbohydrate Cardiovascular
Hooper et al. 2012 (38) fat (intake + Cardiovascular mortality Noto et al. 2013 (39) intake mortalit
supplements) ¥
Low fat / modified . .
Hooper et al. 2012 (38) fat (intake + All-cause mortality ;8‘1‘?1(‘;6‘)““ etal ﬁii:arb"hydrate All-cause mortality
supplements)
Low fat / modified . .
. Combined cardiovascular . . .
Hooper et al. 2012 (38) fat (intake + events Zhu et al. 2019 (9) Low fat intake Cardiovascular disease
supplements)
i High-carbohydrat
Hooper et al. 2012 (38) Low fat intake Body weight (S;ln)orlus etal. 2018 inltikecar ohydrate Obesity
Hooper et al. 2015 (42) Low fat intake Body weight Sartorius et al. 2018 High-carbohydrate Obesity

@“n

intake

Hooper et al. 2015b (43)

Low saturated fat
intake

All-cause mortality

de Souza et al. 2015
(44)

Low saturated fat
intake

All-cause mortality

Hooper et al. 2015b (43)

Low saturated fat
intake

Cardiovascular mortality

de Souza et al. 2015
(44)

Low saturated fat
intake

Cardiovascular
mortality

Hooper et al. 2015b (43)

Low saturated fat
intake

Combined cardiovascular
events

de Souza et al. 2015
(44)

Low saturated fat
intake

Coronary heart disease

Hooper et al. 2018 (45)

Omega-6 fatty acids
intake +
supplements

Combined cardiovascular
events

Chowdhury et al.
2014a (2)

Omega-6 fatty acids
intake

Coronary heart disease

Hooper et al. 2018 (45)

Omega-6 fatty acids
intake +
supplements

All-cause mortality

Li et al. 2020 (8)

Linoleic acid intake

All-cause mortality

Hooper et al. 2018 (45)

Omega-6 fatty acids
intake +
supplements

Cardiovascular mortality

Li et al. 2020 (8)

Linoleic acid intake

Cardiovascular
mortality

Jin et al. 2012 (46)

Total flavonoids
intake (+co-dietary
intervention)

Colorectal adenoma

Jin et al. 2012 (46)

Total flavonoids
intake

Colorectal cancer




Jin et al. 2012 (46)

Isoflavonoes intake
(+co-dietary
intervention)

Colorectal adenoma

Jin et al. 2012 (46)
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Isoflavonoes intake

Colorectal cancer

Jin et al. 2012 (46)

Flavonols intake
(+co-dietary
intervention)

Colorectal adenoma

Jin et al. 2012 (46)

Flavonols intake

Colorectal cancer

Micronutrients

Multivitamin

Keats et al. 2019 (47) supplements (folic Preterm birth Wolf et al. 2017 (48) Preterm birth
i supplements
acid + iron)
Micronutrients Multivitamin
Keats et al. 2019 (47) supplements (folic Low birth weight Wolf et al. 2017 (48) Low birth weight
i supplements
acid + iron)
Micronutrients s
Keats et al. 2019 (47 supplements (folic Small gestational age Wolfet al. 2017 (48 Multivitamin Small gestational age
eats et al. (47) pp g & offetal “48) supplements ¢ &

acid + iron)

Kelly et al. 2017 (49)

Whole grains intake

Systolic blood pressure

Schwingshackl et al.
2017 (32)

Whole grain intake

Hypertension

Kelly et al. 2017 (49)

Whole grains intake

Diastolic blood pressure

Schwingshackl et al.
2017 (32)

Whole grain intake

Hypertension

Kelly et al. 2017 (49)

Whole grains intake

Body weight

Ye etal. 2012 (50)

Whole grain intake

Body weight

Mathew et al. 2012 (51)

B-carotene
supplements

Cataract

Jiang et al. 2019 (52)

B-carotene intake

Cataract

Mathew et al. 2012 (51)

Vitamin E
supplements

Cataract

Jiang et al. 2019 (52)

Vitamin E intake

Cataract

Mathew et al. 2012 (51)

Vitamin C
supplements

Cataract

Jiang et al. 2019 (52)

Vitamin C intake

Cataract

Palacios et al. 2019 (53)

Vitamin D
supplements

Gestational diabetes

Hu et al. 2018 (54)

Vitamin D status

Gestational diabetes

Palacios et al. 2019 (53)

Vitamin D
supplements

Preterm birth

Tous et al. 2020 (55)

Vitamin D status

Preterm birth

Palacios et al. 2019 (53)

Vitamin D
supplements

Birth length

Tous et al. 2020 (55)

Vitamin D status

Birth length

Palacios et al. 2019 (53)

Vitamin D
supplements

Birth weight

Tous et al. 2020 (55)

Vitamin D status

Birth weight

Palacios et al. 2019 (53)

Vitamin D
supplements

Head circumference at
birth

Tous et al. 2020 (55)

Vitamin D status

Head circumference at
birth

Palacios et al. 2019 (53)

Vitamin D
supplements

Pre-eclampsia

Yuan et al. 2019
(56)

Vitamin D status

Pre-eclampsia

Rees et al. 2013a (57)

Healthy diet (intake)

Systolic blood pressure

Kastorini et al. 2011
(58)

Mediterranean diet
(intake)

Systolic blood pressure

Rees et al. 2013a (57)

Healthy diet (intake)

Diastolic blood pressure

Kastorini et al. 2011
(58)

Mediterranean diet
(intake)

Diastolic blood
pressure

Seleni . i - .
Rees et al. 2013b (59) S:p::rl:;ms All-cause mortality ggg)ed' etal. 2018 Selenium intake All-cause mortality
Seleni i Cardi 1
Rees et al. 2013b (59) clenium Cardiovascular mortality Xiang et al. 2019 Selenium status ar lo,v ascular
supplements (61) mortality
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Seleni Combined cardi 1
Rees et al. 2013b (59) et ombined cardiovascuiar | Zhang et al. 2016a Selenium status Cardiovascular disease
supplements events (62)
Mediterranean diet . . . . Kastorini et al. 2011 Mediterranean diet High Density
. . High Density L t ’ . . .
Rees et al. 2019 (63) (intake) igh Density Lipoprotein (58) (intake) Lipoprotein
Mediterranean diet . . Kastorini et al. 2011 Mediterranean diet . .
. Trigl :
Rees et al. 2019 (63) (intake) riglycerides (58) (intake) Triglycerides
Mediterranean diet . Kastorini et al. 2011 Mediterranean diet .
. tolic bl :
Rees et al. 2019 (63) (intake) Systolic blood pressure (58) (intake) Systolic blood pressure
Mediterranean diet . . Rosato et al. 2019 Mediterranean diet Cardiovascular
. 1 rtalit ) . .
Rees et al. 2019 (63) (intake) Cardiovascular mortality (64) (intake) mortality
Rees et al. 2019 (63) Meditenanean diet Combined cardiovascular Rosato et al. 2019 Mediterranean diet Cardiovascular disease
(intake) events (64) (intake)
Mediterranean diet . Soltani et al. 2019 Mediterranean diet .
. All- rtalit : -
Rees et al. 2019 (63) (intake) cause mortality (65) (intake) All-cause mortality
B-Vitami
Rutjes et al. 2018 (66) Htamin Dementia /MCI Doets etal. 2013 Vitamin B12 intake Dementia
supplements (67)
Vitamin D3 . i L .
Rutjes et al. 2018 (66) Hamin Dementia Goodwill et al. 2017 Vitamin D status Dementia / MCI
supplements (68)
O -3 fatt id Mini-Mental Stat O -3 fatt id
Sydenham et al. 2012 (69) mega-3 fatty acids ini-Mental State Zhang et al. 2016b Omega-3 fatty acids Dementia
supplements Examination (70) intake
Tieu et al. 2017 (71) Healthy diet (intake) Preterm birth Chia et al. 2019 (72) Healthy diet (intake) Preterm birth
Tieu et al. 2017 (71) Healthy diet (intake) Small gestational age Chia et al. 2019 (72) Healthy diet (intake) Small gestational age
Tieu et al. 2017 (71) Healthy diet (intake) Birth weight Chia et al. 2019 (72) Healthy diet (intake) Birth weight
L . . ij ic- Medi iet . .
Tieu et al. 2017 (71) Healthy diet (intake) | Gestational diabetes K]J;é?§'?7¥;kas et (i;j;::;T anean die Gestational diabetes
Fermented milk F ted milk
Usinger et al. 2012 (74) intake + Systolic blood pressure :fz(?gagé\;[mhu et i:t:::n edmt Hypertension
supplements
Fermented milk ]
Usinger et al. 2012 (74) intake + Diastolic blood pressure Sf Z(i)alr;a(l;_;\;[ uthu et };et:l]:snted milk Hypertension
supplements
Selenium i i
Vinceti et al. 2018 (76) " Cancer Vinceti et al. 2018 Selenium status Cancer
supplements (76)
Seleni . inceti A .
Vinceti et al. 2018 (76) elemum Cancer mortality Vinceti et al. 2018 Selenium intake Cancer mortality
supplements (76)
Seleni inceti Seleni
Vinceti et al. 2018 (76) clenum Colorectal cancer Vinceti et al. 2018 elenium Colorectal cancer
supplements (76) supplements

Yao et al. 2017 (77)

Fibre intake

Colorectal cancer

Aune et al. 2011
(78)

Fibre intake

Colorectal cancer

Yao et al. 2017 (77)

Fibre intake

Colorectal adenoma

Benetal. 2014 (79)

Fibre intake

Colorectal adenoma

10
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HOMA-IR: homeostasis model assessment-insulin resistance; MCI: mild cognitive impairment; PI/ECO: population — intervention/exposure — comparator — outcome;
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Supplementary Table 3: Differences between published (original reported) effect estimates and re-
caluclated effect estimates.

Original reported

Re-caluclated

Author, year
(Supplementary Reference)

Intervention / Exposure
(as defined by the authors)

Outcome
(as defined by the authors)

RR/HR/OR or MD
(95% CI)

RR/HR/OR or MD
(95% CI)

Abdelhamid et al. 2018b (7)

Polyunsaturated fat intake

Major cardiovascular
events

RR: 0.84 (0.59; 1.20)

RR: 0.84 (0.60; 1.20)

Adler et al. 2014 (10)

Low sodium intake

All-cause mortality

RR: 0.96 (0.83; 1.10)

RR: 0.96 (0.84; 1.11)

Adler et al. 2014 (10)

Low sodium intake

Cardiovascular disease

RR: 0.76 (0.57; 1.01)

RR:0.76 (0.57; 1.02)

Aune et al. 2018 (14)

Vitamin C intake

Cardiovascular disease

RR: 0.84 (0.77; 0.91)

RR: 0.84 (0.78; 0.91)

Aune et al. 2018 (14)

Vitamin E intake

All-cause mortality

RR: 0.98 (0.93; 1.04)

RR:0.98 (0.92; 1.04)

Avenell et al. 2014 (15)

Vitamin D supplements

Any fracture

RR: 1.04 (0.96; 1.12)

RR: 1.04 (0.95; 1.15)

Ben et al. 2014 (79)

Fibre intake

Colorectal adenoma

RR: 0.92 (0.76; 1.10)

RR:0.92 (0.76; 1.11)

Bjelakovic et al. 2014a (18)

Vitamin D supplements

All-cause mortality

RR: 0.97 (0.94; 0.99)

RR: 0.97 (0.94; 1.00)

Chowdhury et al. 2014a (2)

Omega-6 fatty acids intake

Coronary heart disease

RR: 0.98 (0.90; 1.06)

RR:0.98 (0.90; 1.07)

Chowdhury et al. 2014b (19)

Vitamin D status

All-cause mortality

RR: 0.69 (0.65; 0.75)

RR:0.70 (0.65; 0.75)

Chowdhury et al. 2014b (19)

Vitamin D status

Cardiovascular mortality

RR:0.70 (0.61; 0.80)

RR: 0.69 (0.60; 0.79)

de Souza et al. 2015 (44)

Low saturated fat intake

Cardiovascular mortality

RR: 1.03 (0.89; 1.19)

RR: 1.03 (0.89; 1.18)

de Souza et al. 2015 (44)

Low saturated fat intake

Coronary heart disease

RR:0.94 (0.85; 1.05)

RR:0.95 (0.86; 1.05)

Feng et al. 2017 (16)

Vitamin D status

Hip fracture

RR: 0.68 (0.60; 0.78)

RR: 0.62 (0.53; 0.71)

Feng et al. 2017 (16)

Vitamin D status

Any fracture

RR: 0.80 (0.68; 0.94)

RR:0.71 (0.58; 0.86)

Goodwill et al. 2017 (68)

Vitamin D status

Dementia / MCI

OR: 0.88 (0.81; 0.95)

OR: 0.88 (0.82; 0.95)

Hofmeyr et al. 2018 (36)

Calcium supplements

Pre-eclampsia

RR:0.45 (0.31; 0.65)

RR:0.47 (0.33; 0.68)

Jiang et al. 2019 (52)

Vitamin E intake

Cataract

RR:0.90 (0.80; 1.00)

RR:0.88 (0.75; 1.03)

Jiang et al. 2019 (52)

Vitamin C intake

Cataract

RR:0.80 (0.72; 0.88)

RR:0.74 (0.59; 0.95)

Kastorini et al. 2011 (58)

Mediterranean diet (intake)

High Density Lipoprotein
(mmol/L)

MD: 0.01 (-0.046; 0.061)

MD: 0.01 (-0.04; 0.06)

Kastorini et al. 2011 (58)

Mediterranean diet (intake)

Triglycerides (mmol/L)

MD: -0.023 (-0.076; 0.031)

MD: -0.02 (-0.07; 0.03)

Keats et al. 2019 (47)

Micronutrients supplements

Preterm birth

RR:0.95 (0.90; 1.01)

RR:0.95 (0.89; 1.01)

Keats et al. 2019 (47)

Micronutrients supplements

Small gestational age

RR:0.92 (0.88; 0.97)

RR:0.92 (0.87; 0.97)

Leyvraz et al. 2018 (12)

Low sodium intake + status

Diastolic blood pressure
(mmHg)

MD: 1.20 (1.00; 1.50)

MD: 1.20 (0.95; 1.45)

Li et al. 2020 (8)

Linoleic acid intake

Cardiovascular mortality

RR:0.87 (0.82; 0.92)

RR:0.86 (0.81; 0.92)

Noto et al. 2013 (39)

High-carbohydrate intake

Cardiovascular mortality

RR:0.91 (0.81; 1.02)

RR:0.91 (0.81; 1.03)

Rees et al. 2013b (59)

Selenium supplements

Cardiovascular mortality

RR:0.97 (0.79; 1.20)

RR: 1.02 (0.74; 1.41)

Rees et al. 2019 (63)

Mediterranean diet (intake)

Triglycerides (mmol/L)

MD: -0.09 (-0.16; -0.01)

MD: -0.09 (-0.17; -0.01)

Rosato et al. 2019 (64)

Mediterranean diet (intake)

Cardiovascular mortality

RR:0.73 (0.67; 0.81)

RR:0.74 (0.67; 0.81)

Seidelmann et al. 2018 (40)

High-carbohydrate intake

All-cause mortality

RR: 0.83 (0.76; 0.92)

RR:0.83 (0.75; 0.92)

Soltani et al. 2019 (65)

Mediterranean diet (intake)

All-cause mortality

RR:0.90 (0.89; 0.91)

RR: 0.90 (0.89; 0.92)

Tieu et al. 2017 (71)

Healthy diet (intake)

Preterm birth

RR:0.51(0.21; 1.25)

RR:0.52(0.21; 1.28)
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Tieu et al. 2017 (71)

Healthy diet (intake)

Gestational diabetes

RR: 0.60 (0.35; 1.04)

RR: 0.61 (0.36; 1.04)

Tous et al. 2020 (55)

Vitamin D status

Preterm birth

OR: 0.78 (0.65; 0.93)

OR: 0.77 (0.65; 0.92)

Yao et al. 2017 (77)

Fibre intake

Colorectal cancer

RR: 2.7 (1.07; 6.85)

RR:2.69 (1.06; 6.82)

Yao et al. 2017 (77)

Fibre intake

Colorectal adenoma

RR: 1.04 (0.95; 1.13)

RR: 1.04 (0.94; 1.14)

Yuan et al. 2019 (56)

Vitamin D status

Pre-eclampsia

OR: 0.62 (0.50; 0.78)

OR: 0.62 (0.50; 0.77)

Zhang et al. 2015 (23)

Vitamin D intake

Lung cancer

RR: 0.89 (0.74; 1.06)

RR: 0.89 (0.77; 1.03)

Zhang et al. 2016a (62)

Selenium status

Cardiovascular disease

RR: 0.87 (0.76; 0.99)

RR: 0.87 (0.76; 1.00)

Zhu et al. 2019 (9)

Polyunsaturated fat intake

Cardiovascular disease

RR: 0.97 (0.93; 1.00)

RR: 0.97 (0.93; 1.01)

Zhu et al. 2019 (9)

Low fat intake

Cardiovascular disease

RR: 1.03 (0.99; 1.08)

RR:1.03 (0.99; 1.07)

CI: confidence interval; HR: hazard ratio; MCI: mild cognitive impairment; MD: mean difference; OR: odds ratio; RR: risk

ratio.
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Supplementary Table 4: Reason for exclusion form the pooling scenario

Systematic reviews of RCTs

Systematic reviews of cohort studies

Reason for exclusion

Author, year Outcome Reference Outcome

(Supplementary

Reference)

Abdelhamid et al. | Body weight Schlesinger et al. | Weight gain (RR) Body weight on continuous scale vs.
2018a (1) (MD) 4) weight gain on binary scale
Abdelhamid et al. | Cardiovacular Chowdhury et al. | CHD mortality Forest plot of Chowdhury et al. 2014a
2018a (1) mortality (RR) 2014a (2) (RR) (2) not available

Al-Khudairy et Cardiovacular Aune et al. 2018 Cardiovacular Forest plot of Aune et al. 2018 (14) not
al. 2017 (13) mortality (RR) (14) mortality (RR) available

Cormick et al. SBP (MD) Jayedi et al. 2019 | Hypertension (RR) | Impossibility to convert one outcome
2015 (24) (25) to the other one

Cormick et al. DBP (MD) Jayedi et al. 2019 | Hypertension (RR)

2015 (24) (25)

El Dib etal. 2015 | HOMA-IR (MD) | Fernandez-Cao et | T2D (RR) Impossibility to convert one outcome
(29) al. 2019 (30) to the other one

Hartley et al. SBP (MD) Schwingshackl et | Hypertension (RR) | Impossibility to convert one outcome
2013 (31) al. 2017 (32) to the other one

Hartley et al. DBP (MD) Schwingshackl et | Hypertension (RR)

2013 (31) al. 2017 (32)

Hartley et al. SBP (MD) Schwingshackl et | Hypertension (RR) | Impossibility to convert one outcome
2016 (33) al. 2017 (32) to the other one

Hartley et al. DBP (MD) Schwingshackl et | Hypertension (RR)

2016 (33) al. 2017 (32)

Hooper et al. Body weight Sartorius et al. Obesity (RR) Impossibility to convert one outcome
2012 (38) (MD) 2018 (41) (the intervention is | to the other one (moreover intervention

(the intervention
is “dietary fat
reduction”)

“high-carbohydrate
intake”)

Hooper et al.
2015a (42)

Body weight
(MD)

(the intervention
is “dietary fat
reduction”)

Sartorius et al.
2018 (41)

Obesity (RR)

(the intervention is
“high-carbohydrate
intake”)

in the RCTs meta-analysis too different
from the intervention in the CSs meta-
analysis)

Kelly et al. 2017 SBP (MD) Schwingshackl et | Hypertension (RR) | Impossibility to convert one outcome
(49) al. 2017 (32) to the other one

Kelly et al. 2017 DBP (MD) Schwingshackl et | Hypertension (RR)

(49 al. 2017 (32)

Sydenham et al. MMSE (MD) Zhang 2016b et Dementia (RR) Impossibility to convert one outcome
2012 (69) al. (70) to the other one

Usinger et al. SBP (MD) Soedamah-Muthu | Hypertension (RR) | Impossibility to convert one outcome
2012 (74) et al. 2012 (75) to the other one

Usinger et al. DBP (MD) Soedamah-Muthu | Hypertension (RR)

2012 (74) etal. 2012 (75)

CS: cohort studies; DBP: diastolic blood pressure; HOMA-IR: homeostasis model assessment-insulin
resistance; MD: mean difference; MMSE: Mini-Mental State Examination; RCTs: randomized controlled
trials; RR: risk ratio; SBP: systolic blood pressure; T2D: type 2 diabetes.
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 RCTs -Abdelhamid 2018a (Suppl. Ref. 1)
AFFORD 2013 0.58% 1.94 [0.96, 3.91] —
Alphaomega - EPA+DHA 2010 4.0% 1.02[0.88 1.17] T
AREDSZ 2014 31% 0494 [0F7, 1.14] -
Baldassarre 2006 0.0% 3.00[0.13, 70.99]
Brox 2001 0.0% 017 [0.01, 4.08] +
DART 19849 4.8% 0.96 [0.88, 1.08] 1
DARTZ 2003 3% 1.31 [1.07,1.59] —
Derosa 2016 01% 0.ES[0.12, 3.98] -1
DO T 2010 1.0% 0.89 [0.57, 1.38] -
Doi 2014 0.58% 046 [0.24, 0.84] I
EFE-A 2014 0.2% 037012 1.18] E—
EFIC-1 2008 0.0% 297012 72.40]
EFOCH 2014 0.2% 1.61 [0.54, 4.83] I a—
FAAT 2005 1.1% 0.a0[0a2, 1.23] e
FORWARD 2013 01% 1.03 [0.26, 4.07] I E—
FOSTAR 2016 0.6% 1.13[0.61, 2.08] b
GISSI-HF 2008 5.4% 097 [0.92, 1.01]
GISSI-P 1999 4.9% 0.90[0.81, 1.00] 1
HARF 1995 0.3% 0.95 [0.37, 2.46] I E—
JELIS 2007 3.6% 0.81 [0.63, 0.95] -
kumar 2013 0.0% 1.00 [0.06,15.43]
WMAPT 2017 3.2% 119093 1.43] ™~
Maodari 2011 HF 0.58% 0.38[0.20,0.72) E—
Mutristrake 2009 0.0% 010001, 1.74) +
OFAMI 2001 1.3% 117 [0.80, 1.71] T
OMEGA 2009 2.9% 119097, 1.46] —
ORIGIN 2012 5.4% 093 [0.493, 1.03]
Proudman 2015 0.0% 1.84 [0.08, 44.38]
Puri 2005 0.0% 308013, 73.40]
Raitt 2005 01% 0.40([0.08, 2.01] I
Risk & Prevention 2013 4.6% 0.99[0.83 1.10] T
Sandhu 2016 0.0% 1.98 [0.18, 21.483]
SCIMO 1993 0.7% 065 [0.37,1.13]
Shinto 2014 0.0% 3.00[013, 67.52]
SHOT 1996 0.4% 116 [0.55, 2,47 e
SOFA 2006 1.8% 1.05([0.F7, 1.42] -T-
SUFOL.OM3 2010 4.0% 1.04 [0.90, 1.20] T
THIS DIET 2008 0.59% 1.37 [0.67, 2.80] T
Subtotal (95% CI) 58.8% 0.99 [0.94, 1.04]
Heterogeneity: Tau®= 0.00; Chi®= 5346, df= 37 (P =001}, F=37%
Testfor overall effect: Z= 054 (P =0.59)
1.1.2 Cohort studies - Chowdhury 2014 (Suppl. Ref. 2)
ATBC 4.2% 112098 1.27] ~
CHS 4.7% 0.86 [0.F7, 0.95] -
DHEBEC 0.5% 035018 0.70] —
FCHES 2.8% 1.05[0.85, 1.30] T
Glostrup 21% 063 [0.52, 0.91] -
JACT 4.6% 1.02[092 1.13] r
JHPC 2.0% 0.55([0.41,073 -
KIHD 3.4% 1100092, 1.31] ™
TALMO 3.6% 1.02[0.86,1.19] T
MORGEM 2.2% 0.90 [0.63, 1.18] -1
NHS 3.8% 0.73[0.63, 0.85] -
MHES 2.8% 1.00[0.78, 1.27] 0
SAMNG 0.9% 0.52[0.32, 085 I
TAKA 1.0% 0.89 [0.56, 1.41] "
WENBIT 21% 0.96 [0.73, 1.26] T
Zutphen 1.0% 0.64 [0.40, 1.02] —
Subtotal (95% CI) 41.2% 0.87 [0.78, 0.97] [
Heterogeneity: Tau®=0.03; Chi*=63.07, df=15 {P = 0.00001); F=76%
Testfor overall effect 2= 2.61 (F = 0.009)
Total (95% CI) 100.0% 0.95 [0.90, 0.99] [
Heterogeneity: Tau®=0.01; Chi®=125.71, df =53 (P = 0.00001); F= 58% T 0 10 100

Testfor overall effect: 2= 218 (P =0.03)

A - Favours Omega-3 Favours control
Testfor subgroup differences: Chi= 451, df=1 (P=003), F=77.8%

Supplementary Figure 1: Abdelhamid et al. 2018a (1) / Chowdhury et al. 2014a (2); Intervention/
Exposure: Omega-3 fatty acids; Outcome: Cardiovascular disease/ Coronary heart disease
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Risk Ratio Risk Ratio
Study or Subgroup IV, Random, 95% CI IV, Random, 95% CI
1.2.1 RCTs -Abdelhamid 2018a (Suppl. Ref. 1)
AlphaQmega - ALA 2010 0.91 [0.78,1.09] -
FLAX-PAD 2013 1.12[0.32, 2.94] N
MARGARIN 2002 0.32 [0.07,1.458] I —
Morwegian 1568 1.13[0.85,1.91] T
WAHA 2016 072016, 2.148] -1
Subtotal (95% CI) 0.95 [0.83, 1.07] 4

Heterogeneity: Tau®=0.00; Chi*= 395 df=4 (FP=0.41); F=0%
Testfor overall effect =088 (P =0.33)

1.2.2 Cohort studies - Pan 2012 (Suppl. Ref. 3)

Alhert 2005 1.07 [0.94,1.22] -
Ascherio 1996 0.84 [0.69,1.02] -

de Goede 2011 0.85 [0.66, 1.10] ™
Dalecek 1992 0.71[0.48,1.03] -]
He 2002 0.93[0.74, 1.29] -
Hu 19494 0.63[0.41, 0.95] —
Laaksonen 2005 0.63[0.33,1.21] T
Larsson 2012 1.07 [0.92 1.29] ™
Oamen 2001 1.68 [0.86, 3.29] T
Pietinen1997 0.97 [0.85,1.11] b
Vediofte 2011 (fermales) 1.04 [0.58, 1.86] -1
Yedtofte 2011 {males) 0.83[0.56,1.24] -
Subtotal (95% Cl) 0.93 [0.85,1.03] L

Heterogeneity: Tau®=0.01; Chi*= 1868, df =11 (F=0.07), F=41%
Testfor overall effect Z=136(P=017)

Total (95% Cl) 0.94 [0.87,1.02] L
Heterogeneity: Tau = 0.01, ChiF=2272 df=16(FP=012), F=30% 'IZI_E|1 IZI!1 1-0 1EID'
Testfor overall effect Z=1.41 (F = 0.16) Favours ALA Favours contral
Testfor subgroup differences: ChF=002, df =1 (P=089, F=0% '

Supplementary Figure 2: Abdelhamid et al. 2018a (1) / Pan et al. et al. 2012 (3); Intervention/
Exposure: a-Linolenic acid (ALA); Outcome: Cardiovascular disease
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.3.1 RCTs -Abdelhamid 2018a (Suppl. Ref. 1)
ADCS 2010 0.2% 1.89 [0.61, 5.85] ]
AFFORD 2012 0.0% 0.35[0.01, 8.64] +
Alphadmega - EPA+DHA 2010 4.1% 1.02[0.84,1.24] T
AREDSZ2 2014 4.1% 1.14[0.94,1.349) ™
Bates 19349 0.0% 204012, 74.02] +
Berzon 2004 0.0% 0.33[0.01, 7.94] 4
Brow 2001 0.0% 017 [0.01, 4.08] +
DART 19349 3.0% 0.72[0.56,0.92] -
DARTZ2 2003 5.3% 1.15[0.98,1.34] ™
Derosa 2016 0.0% 0.52[0.058, 5.64]
DIPP 2015 0.1% 065011, 3.749]
DISAF 2003 0.2% OFF[0.27, 218 I —
DoIT 2010 0.6% 0583 [0.31,1.10] -7
Doi 2014 0.1% 0.22[0.05,1.01] — ]
EPIC-1 2008 0.0% 295012, 71.96] +
EPIC-2 2008 0.0% 0.34[0.01,817] 4
FAAT 2005 0.4% 1.01 [0.48, 2.149] T
FORWARD 2013 0.1% 0.82[0.22 3.03] D
FOSTAR 2016 0.0% 0.33[0.01, 8.09] 4
GISSI-HF 2008 a.8% 0.94 [0.87,1.01] -
GIS51-F 1994 6.9% 0.86 [0.7F, 0.97] =
HARF 1985 0.0% 0.32[0.01, 7.57] 4
JELIS 2007 A.0% 1.08[0.91,1.27] T
kumar 2013 0.0% 1.00[0.06, 15.43]
MAPT 2017 0.5% 1.13[0.58, 2.149)] N R
MAT 2 2013 0.1% 0.50[0.13,1.96] I R
Mutristroke 2009 0.0% 0.10[0.01,1.79] 4
QFAMI 2001 0.4% 1.00[0.45, 2.24] R E—
QOMEGA 2009 2.2% 1.23[0.91,1.68] T
QOPAL 2010 0.3% 1.12[0.44, 2.89] —
QORIGIMN 2012 85% 0.98 [0.90, 1.06] 1
Raitt 2004 0.2% 0.40[0.13,1.23] —
Risk & Prevention 2013 a.7% 1.04 [0.90,1.20] T
SCIMO 19495 0.0% 0.50[0.058, 5.39]
Shinto 2014 0.0% 1.00[0.07,14.34]
SHOT 149586 0.2% 1.23[0.43, 3.581] e
SOFA 2006 0.3% 067 [0.24,1.34] — 1
SULFOLOMZ 2010 1.9% 097 [0.70,1.34] -1
Fhang 2017 0.0% 0.33[0.01,810] +
Subtotal (95% CI) 59.7% 0.98 [0.93, 1.03] L
Heterogeneity: Tau®=0.00; Chi®*=4292 df=38(F =027, F=11%
Testfor overall effect: Z=0.89 (P =0.33)
1.3.2 Cohort studies - Wan 2017 {Suppl. Ref. 5)
Bell 2014 B.6% 0.82[0.73, 093] -
Falsam 2004 T.3% 0.96 [0.86,1.07] 1
Magata 2002 f.0% 0.83[0.72, 095 -
Focobelli 2010 4.6% 0.83 [0.69, 0.99] -
Takata 2013 T.8% 079072 087 -
Yillegas 2015 2.0% 0.94 [0.86,1.03] 1
Subtotal (95% CI) A40.3% 0.86 [0.80, 0.93] [ ]
Heterogeneity: Tau®=0.00; Chi®==11.42 df=5(FP = 0.04); F=56%
Test for overall effect; £= 3.96 (P = 0.0001)
Total (95% CI) 100.0% 0.93 [0.88, 0.98] |
Heterogeneity: Tau®= 0.01; Chi*= 66.95 df=44 (F=0.01}; F= 34% 0ns 0 ; 20

Testfor overall effect; £=2.88 (P=0.004)

) ) Favours Omega-3 Favours control
Testfor subgroup differences: Chi*= 710, df=1 (F=0.008), F=85.9%

Supplementary Figure 3: Abdelhamid et al. 2018a (1) / Wan et al. 2017 (5); Intervention/ Exposure:
Omega-3 fatty acids; Outcome: All-cause mortality
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl

1.4.1 RCTs -Abdelhamid 2018a (Suppl. Ref. 1)
Alphaomega - ALS 2010 g.4% 0.94 [0.68,1.27]

!
T

FLAX-PAD 2013 01%  2.70[0.11,64.75] >
MARGARIN 2002 01%  1.44[0.09,22.78]

Morwegian 1963 7% 1.00 [0.58, 1.70] —

Subtotal (95% CI) 11.2%  0.96 [0.74, 1.25]

Heterogeneity: Tau®=0.00; Chi*=0453, df=3 (P=081); F=0%
Test for averall effect Z=0.30(FP=0.7E)

1.4.2 Cohort studies - Wei 2018 (Suppl. Ref. 6)

ATBC 11.4% 0.99[0.76,1.28] -

ZHS £.0% 1.03[0.72,1.47] 1
Dianish 4 4% 0.71[0.47, 1.08] -

HFFS 4.0% 1.03 [0.66, 1.60] -1
MRFIT 2.8% 068 [0.40,1.158] E——

HHS 27% 0.55[0.32,0.94] —
FREDIMED 1.4% 0.75[0.36,1.58] I
SCHS 55.3% 0.81[0.72,0.91] [ |
Zutphen Elderly Study 0.9% 1.59 [0.62, 4.08] N E—
Subtotal (95% CI} 88.8% 0.85 [0.75, 0.96] L
Heterogeneity: Tau®=0.01; Chi®*=843, df=8 (F=0230); F=16%

Test for overall effect 2= 298 (P =0.01)

Total (95% Cl) 100.0% 0.85 [0.78, 0.93] 4
Heterogeneity: Tau®= 000 Chi*=1099, df=12{F=053), F=0% "oz 0 10 e

Test for overall effect 2= 3.61 (P =0.0003)
Test for subgroup differences: ChiF=070, df=1 (P=0.40), F=0%

Favours ALA  Favours control

Supplementary Figure 4: Abdelhamid et al. 2018a (1) / Wei et al. 2018 (6); Intervention/ Exposure: a-
Linolenic acid (ALA); Outcome: Cardiovascular mortality/ Coronary heart disease mortality
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% Cl

Supplemental data

Risk Ratio
IV, Random, 95% Cl

1.5.1 RCTs -Abdelhamid 2018a (Suppl. Ref. 1)

Alphatmega - ALA 2010 6.3%
FLAK-PAD 2013 0.1%
Morwedian 1968 3.3%
WiAHA 2016 0.0%
Subtotal (95% CI) 9.8%

0.92[0.72,1.17)
0.30[0.03, 2.75]
1.19[0.85, 1.65]

2.87 (012, 70.16)
1.00 [0.82, 1.22]

Heterogeneity, Tau®= 0.00; Chi*= 3.08, df= 3 (P = 0.38); F= 2%

Test for overall effect: £= 0.03 (P = 0.93)

1.5.2 Cohort studies - Wei 2018 (Suppl. Ref. 6)

ATBC 10.58%
ZHS 34%
Danish-men 16 6%
Danish-waomen T T7%
Glostrup Population Studies-men 2.3%
Glostrup Population Studies-women 1.1%
HFFS G.3%
MESA, 0.7%
MORGEM 21%
MRFIT 1.3%
MHS 7.B%
FREDIMED 0.7%
SCHS 22.4%
Waomen's Health Study G.5%
Futphen Elderly Study 0.8%
Subtotal (95% CI) 90.2%

0.96 [0.60, 1.15]
0.93 [0.67, 1.30]
0.99 [0.86, 1.14]
1.03[0.83,1.28]
0.83 [0.56, 1.24]
1.04 [0.58, 1.86]
0.80 [0.63, 1.03]
0.61[0.28, 1.28]
1.01 [0.66, 1.54]
0.69[0.40, 1.15]
0.87 [0.70, 1.08]
0.75 [0.36, 1.58]
0.61 [0.72, 0.91]
0.99 [0.78, 1.25]

1.68 [0.86, 3.29]
0.91 [0.85, 0.97]

Heterogeneity: Tau®= 0.00; Chi*=14 88, df=14 (P=038); F= 6%

Testfor overall effect; £=2.91 (F=0.004)

Total (95% CI) 100.0%

0.91 [0.86, 0.97]

Heterogeneity: Tau®= 0.00; Chi*= 18.80, df = 18 (P = 0.40); F = 4%

Testfor overall effect: £=2.82 (P = 0.0045)

Testfor subgroup diferences: Chif= 079, df=1 {P=0.37), F=0%

Supplementary Figure 5: Abdelhamid et al. 2018a (1) / Wei et al.

Linolenic acid (ALA); Outcome: Coronary heart disease
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
2.1.1 RCTs -Abdelhamid 2018b {Suppl. Ref. T)
AlphaCmega - ALA B.2% 0.98[0.80,1.19) T
Bates 1878 0.0% 0.201[0.01, 4.08)] 4
Bates 1984 0.0% 304012, 7402
Black 19594 0.1% 197 (018, 21.21]
Brox 2001 0.0% 017 [0.01, 4.058)] 4
DART fat 19849 4 4% 0.93[0.76,1.25)] -
DIPP-Tokudome 2015 0.1% 0.65[011,3.79) e
Doi 2014 0.2% 0.22[0.0581.01] — ]
EPIC-1 2008 0.0% 2951012, 71.96]
EPIC-2 2008 0.0% 0.34[0.01,817)
FAAT - Leaf 20045 0.6% 1.09[0.81, 2.34] .
HARP- Sacks 19485 0.0% 0.32[0.01,7.57)
Kumar 2013 0.0% 1.00[0.06,15.43]
Ley 2004 0.1% 1.891[0.18, 20.31]
Mclllmurray 1987 0.9% 0.801[0.43,1.49] T
MRC 1968 1.5% 0.88[0.55, 1.41] I
MOHES Faribault 1968 0.0% 311017, 56.83]
PREDIMED 2013 4 4% 1.02[0.79,1.31] -+
Raitt 2004 0.3% 0.40[013,1.23) EE—
Rose 19645 0.2% 1.65[0.41, 5.84] A
Sydney Diet-Heart 1978 1.6% 1.41[0.95, 2.39) —
Weterans Admin 19649 7.9% 0.983[0.83,1.159] T
Wijayakurnar 2014 0.0% 020001, 441 4
WIkS 2006 0.8% 0.84[0.43, 1.65] T
Subtotal (95% CI) 29.4% 0.98 [0.89,1.07] 1

Heterogeneity: Tau®= 0.00; Chi*=17.898, df= 23 (F=0.78); F= 0%
Testfor overall effect Z=043 (FP=067)

2.1.2 Cohort studies - Li 2020 { Suppl. Ref. 8)

Dolecek 1981 4.7% 0.84 [0.65, 1.09] -
Fortes 2000 0.7% 0,48 [0.24, 1.00] —
Khankari 2015 2.9% 1,30 [0.94, 1.79] —
Laaksonen 2005 3.0% 0.6 [0.48, 0.91] —
Lelli 2019 2.3% 0.90 [0.62, 1.31] -
McEligat 2006 0.7% 2308117, 4.89] —_—
Wang 2016 (HPFS) 136% 0.80 [0.74, 0.85] =
Wang 2016 (MHS) 15.0% 0.84 [0.79, 0.89] .
Fhuang 201 9a 17.1% 0.88 [0.86, 0.91] =
Zhuang 201 9b (CHHS) 4.6% 1.6 [0.81, 1.48] ™
Zhuang 201 9b (MHAMES) B.6% 0.83 [0.69, 1.00] -
Subtotal (95% CI) 70.6%  0.87 [0.81,0.94] (]

Heterogeneity: Tau®= 0.01; Chi*=31.71, df =10 (P = 0.0004); F = 68%
Testfor overall effect: £=3.42 (P = 0.0008)

Total (95% CI) 100.0% 0.90 [0.85, 0.96] |

Heterogeneity: Tau®= 0.01; Chi#=455.09, df= 34 (P =0.01}; F= 38% f ; I i
i 0.1 0 10 100

Testfor overall effect: £= 3.37 (P =0.0008) Favours PUFA Favours control

Testfor subgroup differences: Chi®= 3.42, df=1 (P =006, F=T0.7%

Supplementary Figure 6: Abdelhamid et al. 2018b (7) / Li et al. 2020 (8); Intervention/ Exposure:
Polyunsaturated fat/ Omega-3 fatty acids; Outcome: All-cause mortality
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Supplemental data

Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

2.2.1 RCTs -Abdelhamid 2018b (Suppl. Ref. 7)

Alphadmega - ALA BA%  0.92[0.72,1.17)
Brox 20071 01% 017 [0.01, 4.08)
DART fat 1920 11.3%  0.83[0.82,1.08]
Doi 2014 01%  200[0.12, 72.91)
EPOGH 2011 01%  3.02[0.12, 73.57)
GLAMT 1993 04%  0.35[0.01, 5.45)
HARP- Sacks 1995 07%  0.95[0.37, 2.46]
Houtsmuller 1979 1.3%  0.27[0.14,0.52)
MRC 1968 41% 097 [0.69,1.97)
Mye 1990 07% 047018 1.21]
Proudman 2015 04%  1.84[0.08, 44.39)
Raitt 2005 01%  0.33[0.04,3.15)
Rose 1965 1.3%  1.24 [0.63, 2.44]
Sydney Diet-Heart 1879 2%  1.63[1.00,267)
veterans Admin 1959 47% 077 [0.56,1.04]
Subtotal (95% Cl) 334%  0.87[0.72, 1.06]

Heterogeneity: Tau®=0.04; Chi®= 2566, df=14 (P =0.03); F= 45%
Testfor overall effect Z2=1.35(F=0.18)

2.2.2 Cohort studies - Chowdhury 2014a (Suppl. Ref. 2)

ATEC 10.9%  1.05[0.82,1.19]
Glostrup 48%  0.93[0.69,1.26)
HPFS 14.4%  0.87[0.83,1.02]
KIHD 7O%  1.18[0.95, 1.46)
MALMO 9.8%  1.08[0.93,1.26)
MORGEN 5%  0.95[0.72,1.26)
MRFIT 42%  0.70[0.50,0.98)
MHS 9.a%  0.82[0.69, 0.96)
Subtotal (95% Cl) 66.6%  0.98 [0.90, 1.07]

Heterogeneity, Tau®=0.01; Chi®= 1536, df= 7 (P =0.03); F=54%
Testfor overall effect £=0.48 (P = 0.63)

Total (95% Cl)

100.0%

0.95 [0.87, 1.03]

Heterogeneity: Tau®= 0.01; Chi®= 4318, df= 22 (P = 0.004); F= 49%
Testfor overall effect 2=1.31 (P=019)
Testfor subgroup differences; Chi*=110,df =1 (P=030), F=8.3%

Supplementary Figure 7: Abdelhamid et al. 2018b (7) / Chowdhury et al. 2014a (2); Intervention/

Fe

oty

0.m

0.1
Favours PLIFA

10
Favours contral

Exposure: Polyunsaturated fat/ Omega-6 fatty acids; Outcome: Coronary heart disease
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Study or Subgroup

Supplemental data

Risk Ratio

IV, Random, 95% C|

Risk Ratio
IV, Random, 95% CI

2.3.1 RCTs -Abdelhamid 2018b (Suppl. Ref. 7)

DART fat 19349
Yeterans Adrmin 1963
Subtotal (95% CI)

0.99 [0.87,1.17)

0.69[0.51, 0.93)]
0.84 [0.60, 1.20]

Heterogeneity, Tau®=0.05, Chif=4.76, df=1 (P=0.03), F=79%
Test for overall effect; £2=0.94 (P = 0.25)

2.3.2 Cohort studies - Zhu 2019 (Suppl. Ref. 9)

Chiuve 2012

Chiuve 2014

Dehghan 2017

Dinesen 2017 {men)
Dinesen 2017 (wormen;)
Esrey 1995 (aged 30-29y)
Esrey 1995 (aged B0-79)
Guasch-Ferré 2015

He 2003

Houwston 2011

Iso 2002

Iso 2014

Jakohsen 2004 {men)
Jakohsen 2004 (women)
Larsson 2011

Leasdattir 2007 {men)
Leosdottir 2007 fwomen)
Li 2015, HFFS

Li 2015, NHS

Magata 2012 {men)
Magata 2012 (women)
Fietinen 1597

Fosner 19490 {aged 45-55y)
FPosner 1990 (aged 56-B5y)
Santos 2013

Sauvaget 2004

Seino 1987

Sluijs 2017

Tanasescu 2004

Tir 2005 {men)

Tir 2005 {fwamemn)
Virtanen 2014

Wallstrom 2012 {men)
Wallstrom 2012 fwormen)
YWang 2016 (HPFS)
Wang 2016 (MHS)

Hu 2008

Yaemsir 2012

Subtotal (95% CI)

0.73[0.53,1.01]
1.13[0.93,1.39]
0.95 [0.86,1.10]
1.01 [0.99,1.03)
1.01 [0.99, 1.03]
0.99 [0.90, 1.08)
1.00[0.90,1.11]
0.6 [0.48, 0.96)
0.87 [0.62,1.22)
1.07 [0.71,1.62]
0.86 [0.42,1.76)
0.69 [0.33, 1.46]
0.86 [0.62,1.20]
0.83 [0.51,1.34]
0.92 [0.76,1.11]
1432 [0.90,1.39)
1.20[0.90, 1.59]
0.83[0.74, 0.04]
0.76 [0.67, 0.67]
1.34 [0.88, 2.03)
1.09[0.75, 1.59]
119 [1.02,1.38]
1.34 [0.95, 1.90]
1.27 [0.89, 1.81]
0.3 [0.11, 0.89)
0.6 [0.24, 1.36)
1.57 [0.50, 4.83]
1.04[0.81,1.19)
0.95 [0.70,1.31]
0.99 [0.65, 1.52]
0.63[0.33,1.21]
0.65 [0.45,1.03]
1.07 [0.85,1.34]
0.94 [0.74,1.20]
0.83[0.74, 0.04]
0.80 [0.71, 0.90]
1.04 [0.54, 2.00]
1.05[0.83,1.33)
0.96 [0.92, 1.00]

Heterogeneity: Tau®= 0.00; Chif = 90.78, df= 37 (P = 0.00001); F= 59%
Testfor overall effiect Z=1.99 (P = 0.05)

Total (95% CI)

0.96 [0.92, 1.00]

Heterogeneity: Tau®= 0.00; Chi®= 96.84, df= 38 (P = 0.00001%; F=60%
Testfor overall effect: £= 221 (P =0.03})
Testfor subgroup differences: Chif=052, df=1(P=047), F=0%

Supplementary Figure 8: Abdelhamid et al. 2018b (7) / Zhu et al. 2019 (9); Intervention/ Exposure:
Polyunsaturated fat; Outcome: Major cardiovascular events/ Cardiovascular disease
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Supplemental data

Risk Ratio
Study or Subgroup  Weight W, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

3.1.1 RCTs - Adler 2014 {Suppl. Ref. 10)

Chang 2006 25.1% 0.97 [0.83,1.14]
CS55 2007 1.0% 1.01 [0.26, 4.01]
HPT 1890 0.3%  1.00([0.05 1587]
Kok 20132 4% 1.9 [0.72, 1.98]
torgan 1975 0.2%  2.81[0.12 69.07]
TOHF | 1892 2.0% 0.64 [0.24, 1 58]
TOHF 11 1897 4.5% 0.67 [0.36, 1.25]
Subtotal (95% Cl) 39.6%  0.96 [0.84, 1.11]

Heterogeneity, Tau* =000, Chif=317, df=6({F=079),F=0%

Test for overall effect: £=0.53 (P =0.60)

3.1.3 Cohort studies - Aburto 2013 (Suppl. Ref. 11)

Cohen 2008 121%  1.30[0.83,1.81]
He 19949 26.9% 0.9 [0.86,1.14]
He 1999 21.4%  0.72[0.59, 0.87]
Subtotal {95% CI) 60.4%  0.95[0.71,1.27]

Heterageneity: Tau® = 0.05; Chi®=11.25, df= 2 {F = 0.004); = 32%

Testfor overall effect: =034 {F=073)

Total (95% Cl) 100.0% 0.94 [0.81, 1.08]

Heterogeneity, Tauw*=0.01; Chi*= 1460, df=9{F =010); = 38%

Test for overall effect: £=0.86 (P =0.349)

Testfor subgroup differences: Chi®= 0.01, df=1 (P =094}, F= 0%

Supplementary Figure 9: Adler et al. 2014 (10) / Aburto et al. 2013 (11); Intervention/ Exposure:

sodium; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% ClI
3.2.1 RCTs - Adler 2014 {Suppl. Ref. 10)
Chang 2006 14.8% 0.6A [0.42,1.00] -
285 2007 27% 1.01 [0.26, 4.01] S E—
Morgan 1978 1.8% Q.69 [0.12, 3.84] —
Subtotal (95% Cl) 19.3% 0.67 [0.45,1.01] a4
Heterogeneity: Taw®=0.00; Chi*=037, df= 2 {F=083);F=0%
Test for overall effect £=1.90 (P =0.08)
3.2.2 Cohort studies - Aburto 2013 (Suppl. Ref. 11)
Cohen 2008 12.6% 1.88[01.13,3173] —
He 19499 23.0% 0.86 [0.68, 1.049] &
He 19495 19.6% (.66 [0.48, 0.90] =
Umesawa 2008 20 5% 0.70 [0.59, 0.84] -
Subtotal (95% Cl) 80.7% 0.87 [0.64, 1.18] &
Heterogeneity, Tauw*=0.07; Chi*=14.91, df= 3 {F=0.002); F= T9%
Test for overall effect £=0.91 {P=0.36)
Total (95% Cl) 100.0% 0.82 [0.65, 1.04] &
Heterogeneity: Tau=0.0%; Chif=15.35,df =6 (F =002, F=61% 'D.IZI1 D!1 1'IZI 1DIZI'

Test for overall effect £=1.63{F=010)
Testfor subgroup differences: Chi®= 095, df=1(FP=033, F=0%

Supplementary Figure 10: Adler et al. 2014 (10) / Aburto et al. 2013 (11); Intervention/ Exposure:

Low sodium; Outcome: Cardiovascular mortality
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Supplemental data

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

Risk Ratio
IV, Random, 95% CI

3.3.1 RCTs - Adler 2014 {Suppl. Ref. 10)

Chang 2006 12.5% 0.65 [0.42, 1.00]
CS55 2007 3.3% 1.62 [0.54, 4.80]
horgan 1979 1.8, 0.97 [0.21, 4.47]
TORE 1898 13.3% 0.78 [0.52,1.18]
Subtotal (95% CI) 30.8%  0.76[0.57, 1.02]

Heterogeneity: Tau=0.00; Chi*= 245 df=3(FP=048) F=0%
Test for overall effect £=1.85{(F =0.08)

3.3.2 Cohort studies - Aburto 2013 (Suppl. Ref. 11)

Cohen 2008 10.5% 1.881.13,3.173]
He 19949 19.8% 0.86 [0.68, 1.09]
He 19949 16.7% 0.66 [0.43, 0.90]
Umesawa 2008 22.1% 0.70[0.59, 0.84]
Subtotal (95% CI) 69.2% 0.87 [0.64, 1.18]

Heterogeneity, Tauw*=0.07; Chi*=14.91, df= 3 (F=0.002); F=T79%
Test for overall effect £=0.91 {F = 0.38)

Total (95% Cl) 100.0% 0.83 [0.67, 1.03]
Heterogeneity: Tau=0.0%; Chi®=16.98, df= 7 (P=002); F=59%
Test for overall effect £=1.67 {F=010)

Testfor subgroup differences: Chi®= 036, df=1 (P =0.59), F= 0%

Supplementary Figure 11: Adler et al. 2014 (10) / Aburto et al. 2013 (11); Intervention/ Exposure:

Low sodium; Outcome: Cardiovascular disease
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Supplemental data

Mean Difference Mean Difference
Study or Subgroup  Weight W, Random, 95% CI IV, Random, 95% CI
3.4.1 RCTs - Adler 2014 (Suppl. Ref. 10)
CS55 2007 Mot estimahle
HFT 18490 17.3% 0.10-1.28,1.48] L
Maorgan 1978 0E% -1.80 1260, 9.60] T
TOHP | 1992 191%  -210[3.21,-0.849) -
TOHP 11 1997 206%  -1.30[2.37,-0.23] L
TORE 18588 141% -4.20[-5.493,-2.47] -
Subtotal (95% Cl) T1.7% -1.79 [-3.23, -0.36] L]

Heterogeneity: Tau®=1.70; Chi*= 1590, df= 4 (P = 0.004); IF= 74%
Testfor overall effect £=2. 45 (P =0.01)

3.4.2 Cohort studies - Leyvraz 2018 (Suppl. Ref. 12)

Shi 2014 283%  -1.20 [1.50,-0.90] ]
Subtotal (95% Cl) 28.3%  -1.20 [-1.50, -0.90] |

Heterogeneity: Mot applicable
Test for overall effect £=7.84 (P = 0.000013

Total (95% CI) 100.0% -1.59 [-2.49, -0.69] |

Heterogeneity, Tau*=0.72; Chi*=16.88, df= 8 {F = 0.008); F=T0%
Test for overall effect £=3.47 (P =0.0005)
Testfor subgroup differences: Chi®= 063, df=1{P=0.43), F= 0%

-100 -50 0 a0 100
Favours Low sodium  Favours control

Supplementary Figure 12: Adler et al. 2014 (10) / Leyvraz et al. 2018 (12); Intervention/ Exposure:
Low sodium; Outcome: Systolic blood pressure (mmHG)
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Supplemental data

Mean Difference Mean Difference

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
3.5.1 RCTs - Adler 2014 {(Suppl. Ref. 10)

HFT 19490 15.4% 0.10[-1.84, 2.04] T

Margan 1978 8.2% -T.00[-1253,-1.47] =

TOHFP 11892 19.8% -1.20[-2.06,-0.34] b

TOHP 111997 199%  -0.60[1.43 023 b

TOME 1998 18.6% -2.00[-314,-081] -

Subtotal (95% CI) 78.9% -1.17[-2.08, -0.26] [

Heterogeneity, Tau®= 0.54; Chi*=9.591, df= 4 (F = 0.04), F= 58%
Testfor overall effect: £=2.92 (F=0.01}

3.5.2 Cohort studies - Leyvraz 2018 (Suppl. Ref. 12)
Shi 2014 21.1% 1.20[0.95, 1.458) "
Subtotal (95% CI) 21.1% 1.20 [0.95, 1.45]
Heterogeneity; Mot applicable

Testfor overall effect: £=9.40(F < 0.00001}

Total {95% CI) 100.0%  -0.82 [-2.27,0.63] f
Hetarogeneity: Tad = 257, Chi*=71.03, df = 5 (P = 0.00001); F=93% oo 0 ) a o0
Testforoverall effect 2=1.11 (F = 0.27) Favours Low sodium  Fawours control

Testfor subgroup differences: Chi®= 2417, df=1 (P = 0.00001), F= 95.9%

Supplementary Figure 13: Adler et al. 2014 (10) / Leyvraz et al. 2018(12); Intervention/ Exposure:
Low sodium; Outcome: Diastolic blood pressure (mmHG)
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Supplemental data

Risk Ratio /Hazard ratio
Study or Subgroup Weight IV, Random, 95% Cl

Risk Ratio /Hazard Ratio

IV, Random, 95% CI

4.1.1 RCTs - Al.Khudairy 2017 (Suppl. Ref. 13)

The Physicians Health Study [l 25.1% 0.991(0.89,1.10]
Subtotal (95% CI} 25.1% 0.99 [0.89, 1.10]

Heterageneity: Mot applicable
Test for overall effect =019 (P = 0.89)

4.1.2 Cohort studies - Aune 2018 (Suppl. Ref. 14)

Eujisse 2008 4.1% 0.96 [0.57,1.30]
De Cliveira Otto, 2012 3.0% 1.01 [0.62, 1.65]
Fletcher 2003 2.5% 0.91 [0.53,1.57]
Genkinger 2004 B.2% 1.101[0.78,1.57]
Kubota 2011 21.0% 0.83 [0.73, 0.95]
Wartin-Calvo 2017 6% 0.62 [0.40, 0.87]
Stepaniak, 2016 12.7% 0.92 [0.75,1.13]
Zhao 2017, SMHS B6% 0.76 [0.58, 0.97]
Zhao 2017, SWHS 121% 0.77 [0.62, 0.95]
Subtotal (95% CI) 74.9%  0.84[0.78, 0.91]

Heterogeneity; Tau®=0.00; Chi®*=7.08, df =8 (F=0.53), F=0%
Testfor overall effect Z= 410 (P = 0.0001)

Total (95% CI) 100.0% 0.88 [0.80, 0.96]
Heterogeneity: Tau*=0.01; Chi*=12.64, df =9 (FP=0.18); F=29%
Testfor overall effect: Z= 285 (P = 0.004)

Testfor subgroup differences: Chif= 5,86, df=1 (P =002}, F=82.0%

-'|'+-I||III|J|'|'

-

0.01

0.1 10
Favours Vitamin C  Favours control

Supplementary Figure 14: Al-Khudairy et al. 2017 (13) / Aune et al. 2018 (14); Intervention/
Exposure: Vitamin C; Outcome: Major cardiovascular events/ Cardiovascular disease.

28

100



Supplemental data

Risk Ratio /Hazard Ratio

Risk Ratio/Hazard Ratio

IV, Random, 95% CI

Study or Subgroup Weight IV, Random, 95% CI
4,21 RCTs - Al-Khudairy 2017 (Suppl. Ref. 13)

The Physicians Health Study I 9.3% 1.07[0.87,1.18]
Subtotal (95% Cl) 9.3% 1.07 [0.97,1.18]
Heterogeneity: Mot applicable

Testfor overall effect £=1.35(F=018)

4.2.2 Cohort studies - Aune 2018 (Suppl. Ref. 14)

Agudo 2007 4.5% 0.74[0.98, 0.94]
Enstrom 1986 2.8% 1.00[0.71,1.40]
Enstrom 1992 10.4% 0.93[0.27,1.00]
Fletcher 2003 1.7% 088055 1.349
Fortes 2000 0.6% 046 [0.19,1.08]
Gale 19496 6.5% 0.71 [0.60, 0.85]
Genkinger 2004 a.4% 095 [0.77,117]
Henriguer-Sanchez 2016 21% 0.78[0.51,1.18]
Paganini-Hill 2014 11.2% 1.00[0.96,1.04]
Pandey 1995 B.7% 073062 0.87]
Rogwall 2012 9.8% 0.97 [0.89, 1.06]
Sahyaun 1996 1.7% 0.585[0.24, 0.83]
Stepaniak, 2016 T.9% 0.92[0.80,1.04]
Todd 1959 3.2% 0.73[0.53,1.00]
Zhan 2017, SMHS T.8% 0.84 [0.73, 0.96]
Fhan 2017, 8WYWHS 8.7% 0.84 [0.75,0.94]
Subtotal (95% CI) 90.7% 0.86 [0.80, 0.92]

Heterogeneity, Tau?= 0.01; Ghif= 48,98, di= 15 (P = 0.0001); F= 69%

Testfor overall effect; £=4.29 (P = 0.0001)

Total (95% Cl) 100.0%

Heterogeneity: Tau®=0.01; Chi®= 8557, di= 16 (P = 0.00001); 7= 71%

Test for overall effect; £= 3.87 (F = 0.0001)

Testfor subgroup differences; Chi*=12.70, df=1 {P=0.0004), F=921%

0.88 [0.82, 0.94]

oo

1 1
01 10
Favours Vitamin C  Favours control

Supplementary Figure 15: Al-Khudairy et al. 2017 (13) / Aune et al. 2018 (14); Intervention/

Exposure: Vitamin C; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
5.1.1 RCTs - Avenell 2014 (Suppl. Ref. 15)
Avenell 2004 0.3% 0.33[0.01, 7.91]
Glendenning 2012 0.3% 0.31 [0.01, 7.649]
Harwood 2004 0.3% 032001, 7.73]
Lawe 2006 3.9% 1.36 [067, 272 N
Lips 1996 f.8% 1.20[0.83,1.74] T
Lyons 2007 8.3% 1.00([0.79,1.27] e
RECORD 20045 f.4% 114 [0.F748,1.72) -’
Smith 2007 6.7% 1.80[1.02, 2.149] —
Trivedi 2003 4 8% 0.87 [0.49, 1.56] T
Yital O 41% 1.26 [0.64, 2.47] -
Subtotal {95% CI) 41.8% 1.12 [0.97, 1.30] *

Heterogeneity: Tau®=0.00; ChiF=6.14, df =8P =073 F=0%
Testfor overall effect £2=1.93(F=013)

5.1.2 Cohort studies - Feng 2017 (Suppl. Ref. 16)

Barbaur 2012 4% 0.588[0.27,1.249] T
Cauley 2008 5.6% 0.58 [0.36, 0.949] -
Chan 2011 1.2% 085012, 2.51] I
Cummings 1998 5.2% 0.83[0.49, 1.42

Halvik 2013 8.2% 0.75[0.59, 0.95] -
Looker 2013 5.45% 0.38[0.23, 0,63 —_—
Rohinson-cohen 2011 B.9% 0.62[0.43, 0.89] -
Steingrimsdottir 2014 TA4% 0.48 [0.34, 0.6E] -
Swanson 2015 3.2% 082 [0.23,1.18] EEEa—
Takiar 2014 7.8% 0.74 [0.56, 0.98] -]
Tanaka 2014 3.8% 046 [0.23,0.94] EE—
Subtotal {95% CI) 58.2% 0.62 [0.53, 0.71] L ]

Heterogeneity: Tau®=0.01; ChiF=12.09, df=10{FP=0.28);, F=17%
Testfor overall effect: £=6.53 (F = 0.00001)

Total (95% CI) 100.0% 0.78 [0.65, 0.93] +

Heterogeneity, Tau®= 0.09; Chi®= 5281, df= 20 (P = 0.0001); = 62% =D m 0’1 1=D
Testforoverall effect 2= 2.76 (P = 0.008) " Favours Vitamin D Favours contral
Testfor subgroup differences: Chi®= 32.05, df=1 (F = 0.00001), F= 86.9%

Supplementary Figure 16: Avenell et al. 2014 (15) / Feng et al. 2017 (16); Intervention/ Exposure:
Vitamin D; Outcome: Hip fracture

30

100



Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% ClI
5.2.1 RCTs - Avenell 2014 (Suppl. Ref. 15)
Awenell 2004 0.6% 0.7a[0.18, 3.11] I E—
Glendenning 2012 1.4% 0.94 [0.40, 2.24] . —
Harwood 2004 0.1% 0.049 [0.01,1.54] 4
Law 2006 4.0% 1.39 (0,90, 2.14] L
Lips 1996 7.0% 110 [0.87,1.34] T
Lyong 2007 2.1% 093078112 -
Mitri 2011 0.1% 313013 7300
Peacock 2000 1.7% 1.43 [0.66, 3.11] I
RECORD 2005 T.9% 1.04 [0.86, 1.26] T
Smith 2007 2.9% 1.08 [0.93,1.248] T
Trivedi 2003 T 1% 0.80 [0.63, 1.00] -
Vital D 7.3% 1.24 (0,99, 1.54] =
Witham 2010 0.2% 1.96 [0.18, 20.99]
Witham 2013 0.4% 0.66[0.11, 3.83] — T
Subtotal (95% CI) 54.5% 1.04 [0.95,1.15] ]

Heterogeneity: TauF=0.01; Chif=1594, df =13 (FP=0.25); F=18%
Testfor overall effect Z2=081 (P =042

5.2.2 Cohort studies - Feng 2017 (Suppl. Ref. 16)

Barbour 2012 4% 0.73[0.48,1.11] —T
Bleicher 2013 20% 035018077 —_—
Cauley 2011 22% 078 [0.41,150] —1
Cauley 2015 3.2%  0.54[0.32,0.80] —
Chan 2011 17%  0.72[0.33,1.56] —
Looker 2013 7% 0.48[0.30,0.76] —
Makamura 2011 1.2%  0.35[0.14,0.87]

Swanson 2015 B.6%  1.04[0.94,1.14] -
Takiar 2015 8.9%  0.63[0.72,0.85) -
Tanaka 2014 53% (.67 [0.48, 087 —
van schoor 2008 7% 0.91[0.57,1.44] —r
Subtotal {95% CI) 455%  0.71[0.58, 0.86] *

Heterogeneity: Tau®= 0.06; Chi®*= 3587, df=10 (P = 0.0001); IF= 7%
Test for overall effect: £=3.48 (P = 0.0004)

e

Total (95% Cl) 100.0% 0.89 [0.80, 0.99]

Heterogeneity: Tau®=0.03; Chi*=59.42, df= 24 (P = 0.0001); I*= 60% F t f 1
] 0.0 0.1 10 100

Testfor overall effect Z=2.08 (P = 0.04) Favours Vitamin D Favours control

Testfor subaroup differences: Chi*=12.13, df=1 (P = 0.0008), F=81.8%

Supplementary Figure 17: Avenell et al. 2014 (15) / Feng et al. 2017 (16); Intervention/ Exposure:
Vitamin D; Outcome: Any fracture
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 85% CI
6.1.1 RCTs - Bjelakovic 2012 (Suppl. Ref. 17)
AMDS 1996L0ow 01% 0.82[0.12,5.40]
AREDS 2001 Low 4 5% 1.05[0.84,1.25] T
ATBC 2003Low 1% 1.07 [1.03,1.11] I
CARET 2004Low 6.8% 1.161[1.08,1.23] *
Chandra 1952 0.0% 0.20[0.01, 4.06] 4
Correa 20000 ow 01% 3.09[0.70, 13.60] T
Garbagnati 2009 Law 01% 0.37 [0.04, 2.41]
Girodon 18587 0.5% 0.84[0.39,1.79] 1
Graat 2002 Low 0.0% 0.04 [0.00, 0.75] 4
Grieger 20050 aw 01% 0.74[017, 3.19] — T
HATS 2001 Low 0.0% 0.90 [0.08, 14.21]
HPS 20021 aw B.B% 1.04 [0.97,1.11] r
Jacobsaon 200000w 0.0% 0.32[0.01, 7.73]
LAST 2004Low 0.0% 0.21[0.01,413]
Liu 2007 Low 31% 1.00[0.78,1.28] B
MW TAOR 15999 aw 2.6% 0.99[0.74,1.33] -
MITT 19583 8.4% 0.91[0.80,1.03] =
MITZ 1883 Low 3T% 0.94 [0.77,1.16] -
MESCPT 1995w 0.7% 0.67[0.35,1.27] /T
PHS 19961 0w 6.3% 1.071[0.93,1.10] 1T
PHS 2008Law 5.9% 1.03[0.93,1.158] T
Flummmer 2007Low 0.5% 1.45[0.68, 313 T
FPS 1994 ow 0.7% 0.90[0.48, 1.69] 1
Prince 2003Low 0.0% 3.30[0.14,77.94]
REACT 2002Low 0.2% 2.98[0.82,10.79] 1
Sasazuki 2003 0.4% 0.33[0.13, 0.81]
SCPS 19900 ow 2.3% 1.07 [0.79, 1.46] T
SIT 2006 1.4% 0.88[0.587,1.36] -1
SLIIMAR 207 0L 3.6% 0.88[0.F1,1.09] ]
WYACS 2007 Low 41% 1.021[0.85,1.23] T
WWHS 20050 0w 5.9% 1.00[0.90,1.11] T
Subtotal (95% CI) 73.0% 1.02 [0.98, 1.07]
Heterogeneity, Tau®= 0.00; Chi®= 4566, df= 30 (P =003}, F= 34%
Test for overall effect: Z=1.03 (F = 0.30)
6.1.2 Cohort studies - Aune 2018 (Suppl. Ref. 14)
Agudo 2007 3.0% 0.74[0.568, 0.95] -
Genkinger 2004 3T% 0.81 [0.66, 1.00] 7
Henriguez-Sanchez 2016 1.7% 0.82 [0.56,1.21] T
FPandey 1995 4 6% 0.80[0.68, 0.94] -
Roswall 2012 B.4% 0.79[0.73, 0.86] -
Stepaniak 2016 8.2% 0.94 [0.82,1.08] -
Todd 1999 2.5% 0.92[0.69, 1.24] -
Subtotal (95% CI) 27.0% 0.82 [0.78, 0.87] L]
Heterogeneity, Tau®= 0.00; Chi*=9.85, df =6 (F=044), F=0%
Test for overall effect £= 6.65 (F = 0.000013
Total (95% CI) 100.0% 0.95 [0.90, 1.01] L
Heterageneity: Tau®= 0.01; Chi*=111.53, df= 37 (F = 0.00001}); F=67% ey 0 10 100

Testfor overall effect Z=1.59(F=0.11)
Test for subgroup differences: Chi®= 35.01, df=1 (P = 0.00001), F=97.1%

Favours Beta-carotene Favours control

Supplementary Figure 18: Bjelakovic et al. 2012 (17) / Aune et al. 2018 (14); Intervention/ Exposure:
B-carotene; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
6.2.1 RCTs - Bjelakovic 2012 (Suppl. Ref. 17)
ADCS 11997 0.1% 0.99 [0.47, 2.07] I
ADCS 2 20058 0.0% 1.01 [0.30, 3.44] I E—
Allsup 2004Law 0.0% 1.02 [0.27, 3.96] —_—t
ALSRT 2001 Low 0.3% 0.97 [0.64, 1.47] -
AMDS 19960 aw 0.0% 0.82[0.12, 5.50] ]
AREDS 2001 Low 1.8% 1.05[0.89, 1.29] T
ASAP 2003Low 0.0%  2.00[0.23,17.71] —
ATBC 2003Law 35.6% 1.04[1.01,1.08] i
Banelli 1998 0.0%  3.20[0.13, 78.01]
Chandra 1992 0.0% 0.20[0.01, 4.08] +
CHADS 1996Law 0.4% 1.22[0.86,1.73] T
Colling 2003L0w 0.0% 1.00[0.07,15.15]
CTHE 2008 0.6% 0.95[0.71,1.27] -1
DATATOP 20058Low 1.8% 1.09[0.91,1.31] T
DATOR 2004 Law 0.0% 3.00[0.13, 67.08]
de la Maza 1995 0.0% 1.25[0.36, 4.29] I R—
de Waart 2001 0.0% 0.33[0.01, 8.09]
Garbagnati 2009Low 0.0% 0.37 [0.04, 3.41] - 1
Gillilan 1977 0.0% 1.00[0.15, 6.57] ]
Giradon 1997 0.1% 0.84[0.39,1.79] 1
G155 1999 3.6% 0.92[0.82,1.04] I
Graat 2002Low 0.0% 0.15 [0.04, 0.76] R
Graf 2005Law 0.3% 1.03 [0.68, 1.54] T
Grieger 2009Low 0.0% 0.74 017, 3.15] —_—t
HATS 2001 Low 0.0% 0.90 [0.06, 14.21]
HOPE TOO 2005Law 6.2% 1.00[0.92,1.10 T
HFS 2002Law 10.6% 1.04[0.97,1.11] i
ICARE 2008L0w 0.1% 0.89[0.40, 2.01] I
Jacahson 2000Laow 0.0% 0.32[0.01,7.73)
LAST 2004L 0w 0.0% 0.21 [0.01, 4.13]
Liu 2007 Low 0.8% 1.00[0.759,1.29] I
MAYET 2006Law 0.1% 0.53[0.24,1.19] -
MAYVIS 2008 Low 0.0% 1.99 [0.60, 6.57] I
hickeown-Eyssen 1988 0.0% 1.24 [0.28, 5.37] e
Meydani 2004 Law 0.3% 0.87 [0.58, 1.30] -
Mezey 2004 Law 0.0% 0.83[0.25, 2.79] [ —
MINVITADK 1999 Low 0.6% 0.99[0.74,1.33] I
Moaoney 2005Law 0.0%  3.00[0.12 73.03)
MIT1 1993 1% 0.91 [0.80,1.03] T
MITZ 1993Low 1.2% 0.94 [0.77,1.16] -
Fenn 19591 0.0% 3.00[0.13, 68.26]
FHS 2008Law 4.0% 1.05[0.94,1.19] T
Fike 1995 Law 0.0% 288012 67.29]
Plummer 2007 Low 0.1% 1.45[0.68, 3.13] T
PFPP 2001 0.5% 1.07 [0.78, 1.49] T
PPS 1994 Law 0.1% 0.53[0.26, 1.08] I
Prince 2003Low 0.0%  3.30[0.14, 77.95)
REACT 2002Low 0.0%  2.98[0.8210.79) T
SELECT 2009L 0w 3.3% 0.94 [0.83, 1.08] -
SIT 2006 0.3% 0.88 [0.57, 1.36] -
SPACE 2000Low 0.3% 1.09[0.72, 1.66] T
Stevic 2001 0.0% 0.38 012, 1.20 E—
SUNIM&AR 201 DLow 1.1% 0.88[0.71,1.09] -T
Takagi 2003 0.1% 0.51 [0.26, 1.01] —
Takamatsu 1995 0.0%  2.96[0.12 71.50]
Tam 2005Law 0.0%  0.95[0.06,14.13]
WYEAPS 2002Low 0.0%  1.99[0.18 21.73]
WECAT 2004L0w 0.1% 1.83[0.88, 3.79] T
WACS 2007 Low 1.5% 1.01 [0.84,1.23] T
WAVE 20020 aw 0.1% 2.65 [1.06, 6.65]
White 2002Low 0.0% 1.00 [0.06, 15.55]
WHS 20050 aw 4.5% 1.00[0.90, 1.11] T
Wyitte 2005Law 0.0%  1.00[0.07, 14.64]
Wluka 2002Low 0.0%  3.08[0.13, 74.50]
Subtotal {95% CI) 83.4% 1.02 [0.99, 1.04]
Heterogeneity: Tau®= 0.00; Chi*=5471, df = 63 {(P=0.76), F=0%
Testfor averall effect Z=1.31 (F=0.19)
6.2.2 Cohort studies - Aune 2018 (Suppl. Ref. 14)
Agudo 2007 0.7% 0.83 [0.64, 1.08] —
Fletcher 2003 0.2% 0.70[0.41,1.19] B
Genkinger 2004 1.2% 0.98[0.80,1.19] T
Hentiguez-Sanchez 2016 0.3% 1.42[0.85 213 —
Sahyoun 1996 0.2% 1.06 [0.66, 1.73] -
Stepaniak 2016 2.8% 1.00[0.88, 1.15] T
Todd 1999 0.5% 1.00[0.74,1.37] -
Zhao 2017, SMHS 4.4% 1.0310.93, 1.14] r
Zhao 2017, SWHS 6.2% 0.94 [0.86, 1.03] b
Subtotal (95% CI) 16.6% 0.98 [0.92, 1.04]
Heterogeneity: Tau®= 0.00; Ch®=8.55, df=8 (P=0.38), F=6%
Testfor overall effect Z= 065 (P=0452)
Total {95% Cl) 100.0% 1.01 [0.99, 1.03]
Heterogeneity: Tau®= 0.00; Chi*=64.71,df =72 {P=072), F=0% oo 01 o oo

Testfor averall effect Z=0.89 (F=0.37)
Testfor subaroup differences: Chf=1.21, df=1{P=0271. F=171%

Favours Vitamin E  Favours control

Supplementary Figure 19: Bjelakovic et al. 2012 (17) / Aune et al. 2018 (14); Intervention/ Exposure:
Vitamin E; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
6.3.2 RCTs - Bjelakovic 2012 (Suppl. Ref. 17)
Allsup 2004 Laow 01% 1.02[0.27, 3.96] S E—
ANMDE 19961 0wy 0.1% 0.82[0.12, 5.40] e E—
AREDS 2001 Low 4.0% 1.05[0.89,1.24] T
ASAP 2003 Low 0.0% 1.00[0.09, 10.93]
Bonelli 1998 0.0% 320013, 78.01]
Burns 1984 0.0% 03001, 227 +
Chandra 1982 0.0% 0.20[0.01, 4.08] +
Coarrea 2000Law 01% 1.481[0.25 8749 —
CTHE 2008 20% 0.95[0.71,1.27] -
Garbagnati 20090 0w 0.0% 0.37 [0.04, 3.41]
Girodon 1997 0.3% 0.84[0.39,1.74] E——
Graat 2002 L owe 0.0% 0.04 [0.00,0.749] +
Grieger 2009Law 01% 074017 3.19] e E—
HATS 2001 Law 0.0% 0.90 [0.08, 14.21]
Hogarth 1996 0.2% 1.12[0.40,3.12] I
HFS 20021 0w T3% 1.04[0.87, 1.11] T
Jacobson 2000L0w 0.0% 0.3200.01,7.73]
LAST 2004 Law 0.0% 0.21[0.01, 413
Liu 2007 Lowe A% 1.00[0.79,1.28] T
MAYIS 2008 Lo 01% 1.99 [0.60, 6.47] ]
Mckeown-Evssen 1988 0.1% 1.24[0.28, 5.37] I —
WAL T AR 1 Q590 0w 20% 0.99[0.74,1.32] -1
Maoney 20050 0w 0.0% 300012, 73.03]
MITT 1893 8.2% 0.95[0.84,1.08] -
MIT2 19930 aw 3% 094077, 1.16] =T
FPenn 1931 0.0% 3001013, 68.26]
PHE 20081 awe 87% 1.04[0.93,1.16] T
Pike 19950 aw 0.0% 288012, 67.29]
Plummer 2007 Low 0.3% 1.45[0.68, 3.12] T
PPS 1994 Low 0.4% 0.53[0.28, 1.08] -
Prince 20030 0w 0.0% 3.30[0.14, 77.95]
REACT 2002 L0w 01% QU8 [0.82,10.79] T
Sasazuki 2003 0.3% 033013, 0.81] e —
SIT 2006 1.0% 0.88 [0.67,1.36] i
SLMVINAK 201 OLowr 3.0% 0.88[0.71,1.08] 7
Tam 2005Low 0.0% 0.95 [0.06, 14.13]
ter Riet 1595 01% 063 [0.168, 2.47]
WACS 2007 Low 6% 1.02[0.858,1.22] T+
WAWE 2002 L owy 0.2% 2.65[1.06, 6.64]
Wyhite 2002Law 0.0% 1.00[0.08, 15.949]
Witte 20050 0w 0.0% 1.00[0.07, 14.64]
Subtotal (95% CI) 42.6% 1.01 [0.97, 1.05]
Heterogeneity, Tau®=0.00; Chi*= 3651, df= 40 (P=063), F=0%
Testfor overall effect Z=038 (P=0.70)
6.3.3 Cohort studies - Aune 2018 (Suppl. Ref. 14)
Agudao 2007 1A% 0.74[0.58, 0.94] -
Enstram 1986 1.8% 1.00[0.71,1.40] -
Enstram 1992 A% 0.93[0.87, 1.00] *
Fletcher 2003 0.9% 0.88 [0.55,1.34] -
Fortes 2000 0.3% 046 [0.19,1.08]
Gale 19496 39% 0.71 [0.60, 0.84] -
Genkinger 2004 3% 0.95[0.77, 1.17] T
Henriguez-Sanchez 2016 1.1% 0.7a[0.51,1.18] - T
FPaganini-Hill 20145 81% 1.00[0.98, 1.04]
Pandey 1995 4.0% 0.73[0.62, 0.87] -
Roswall 2012 B.6% 0.97 [0.89, 1.08] b
Sahyoun 1996 0.9% 0.55[0.34, 0.88] I
Stepaniak, 20146 5.0% 0.92[0.80,1.08] -
Todd 19949 1.7% 0.73[0.63,1.00] -]
Fhao 2017, SMHS 4.9% 0.84 [0.73, 0.96] -
Zhao 2017, SYWHS a7% 0.84 [0.75, 0.94] =
Subtotal {95% CI) 57.4% 0.86 [0.80, 0.92] L]
Heterogenaity: Taw®= 0.01; Chi*= 4888 df=14 (P = 0.0001), F= 649%
Testfor overall effect Z=4.29 (F = 0.0001)
Total (95% CI) 100.0% 0.92 [0.88, 0.96] |
Heterogeneity, Tau®=0.01; Chi*=93.48, df= 56 (P = 0.001); = 40% 'D.D1 Df'l 1'0 1DEI'

Test for overall effect 2= 3.66 (P = 0.0003)
Testfor subgroun differences: Chif=14.64, df=1 (P =0.0001), F= 93.2%

Favours Vitamin C Favours control

Supplementary Figure 20: Bjelakovic et al. 2012 (17) / Aune et al. 2018 (14); Intervention/ Exposure:
Vitamin C; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.4.1 RCTs - Bjelakovic 2012 (Suppl. Ref. 17)
Allsup 2004 Low 0.5% 1.02 [0.27, 3.86)] S
Bonelli 1998 0.1% 3.20[0.13,78.01]
CARET 2004Low 9.6% 1.16([1.09,1.23] -
Chandra 1992 0.1% 0.20([0.01, 4.08) 4
CTHE 2008 5.3% 0.95[0.71,1.27] -
Graat 2002Low 0.1% 0.04 [0.00,0.748) 4
Hogarth 1996 0.8% 112[0.40 312 S —
LAST 2004Low 0.1% 0.21[0.01,413)
Liu 2007 Low 6.1% 1.00[0.749,1.28] -
MAVIS 2005 Low 0.6% 1.949 [0.60, 6.57) -
Murphey 19920 0w 0.3% 211 [0.40, 11.08] —
BITT 1993 2.48% 0.95[0.84, 1.08)] -
BIT2 1993 Low b.9% 0.94 [0F7 1.16)] -
Fenn 1591 0.1% 2.00[0.13, 68.26]
PHS 2008L0w 9.0% 1.03[0.93,1.158] T
Pike 19950 ow 0.1% 288012 67.249]
SKICAP AR 1997 Low 4.2% 1.15([0.81,1.658) T
Witte 2005L0w 0.1% 1.00[0.07, 1464]
Subtotal (95% CI) 52.6% 1.04 [0.96, 1.13] ¥

Heterogeneity: Tau®= 0.00; Chi®= 22.80, df =17 (P=0.16); F= 25%
Test for overall effect Z=0983 (P=0.33)

6.4.2 Cohort studies - Aune 2018 (Suppl. Ref. 14)

Agudo 2007 0% 0.74[0A8, 0848 -
Genkinger 2004 G.8% 0.81 [0.66,1.00] -
Henriguez-Sanchez 2016 39% 0.82[0.596,1.21] -
Pandey 19495 T.8% 0.a0([068 084 -
Roswall 2012 9.4% 0.79[0.73, 0.86) -
Stepaniak 2016 2.3% 0.94 [0.82 1.08) -
Todd 1894 A 2% 092 [069 1.24] -
Subtotal (95% CI) AT 4% 0.82 [0.78, 0.87] |

Heterogeneity: Tau®= 0.00; Chi*= 585 df=6 (FP=044); F=0%
Test for overall effect; 2= 6.65 (P = 0.00001)

Total {95% CI) 100.0% 0.93 [0.85,1.02] ¥
Heterogeneity: Tau®= 0.02; Chi®= 8285, df= 24 (P = 0.000013; F=71% | ! t

] 0.0 01 10 100
Testfor overall effect £=1.46 (F=10.14) Favours Vitamin A Favours control
Testfor subaroup differences: Chi®=21.85, df=1 (P = 0.00001}, F=95.4%

Supplementary Figure 21: Bjelakovic et al. 2012 (17) / Aune et al. 2018 (14); Intervention/ Exposure:
Vitamin A/ B-carotene; Outcome: All-cause mortality
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Study or Subgroup

Risk Ratio
Weight IV, Random, 95% CI

Supplemental data

Risk Ratio
IV, Random, 95% CI

7.1.1 RCTs - Bjelakovic 2014a ( Suppl. Ref. 18)

Aloia 2005
Awvenell 2004
Avenell 2012
Baeksgaard 1998
Bischoff 2003
Bjorkman 2007
Bolton-Smith 2007
Erazier 2005
Broe 2007
Brohult 1973
Burleigh 2007
Campbell 2005
Chapuy 1992
Chapuy 2002
Chel 2008
Cherniack 2011
Cooper 2003
Corless 1924
Draly 2008
Dawson-Hughes 1897
Dukas 2004
Flicker 2004
Gallagher 2001
Glendenning 2012
Grady 1991
Grimnes 2011
Harwood 2004
Jackson 2006
Jangsen 2010
Komulainen 1399
Krieg 1994
Karkkainen 2010
Lappe 2007
Larsen 2004
Latham 2003
Lawy 2006
Lehouck 2012
Lips 1996

Lips 2010

Lyons 2007
Meier 2004
Moschonis 2008
Ooms 18494

Ot 1989
Forthouse 2005
Prince 2008
Sanders 2010
Sato 1997

Sato 18993

Sato 1999k

Sato 2005a
Schleithoff 2006
Smith 2007
Trivedi 2003
Witham 2010
Zhu 2008
Subtotal (95% CI)

Heterogeneity: Tau®= 0.00; Chi*= 4862, df=88 (P=0.73); F=0%

01%  0.501[0.05 543
0.2%  1.22[0.28,5.24]
18%  0.85[0.881.07
0.0%  0.33[0.01, 806
01% 024003210
05%  1.36[0.68 273
0.0%  0.33[0.01,7.80
04%  3.06([0.32,28.83]
01% 063013307
0.0% 3000013 70.30]
06%  1.27[0.64,2.50]
0.3% 060022163
18%  0.88[0.82,1.04
1.2%  0.761[0.55,1.06]
0.8%  0.78[0.49,1.26]
0.0% 3000013 70,07
0.0%  0.34[0.01,817]
04%  1.00[0.42 2.41]
0.0% 280012 70,06
04%  1.08[0.15 7.59
0.0%  0.87 [0.06, 15.38]
14%  0.89[0.681.16
01% 2000018 21.77]
0.0%  4.72[0.23 97.80]
0.0%  2.88[0.12 68.07]
0.0% 035001, 8.31]
04% 157 [0.65, 3.87]
18%  0.82[0.831.01]
0.0%  0.32[0.01,7.49
0.0%  0.33[0.01,810
0.8%  0.81[0.481.36]
05%  1.14[0.55 2.41]
0.3%  037[0.12,1.07
18%  0.83[0.851.01]
0.2%  3.70[1.06, 12.87]
17%  1.20[1.04,1.37]
0.3%  1.501[0.56 4.04]
17%  0.82[0.80,1.06
0.0%  285[0.12 71.60]
18%  0.89[0.831.08
0.0%  0.28[0.01,6.58
0.0%  0.55[0.02 13.21]
05%  051[0.25,1.07
0.0%  0.33[0.01,7.86]
12%  1.26[0.80,1.79]
0.0%  0.33[0.01,817
10%  0.85[0.56,1.28]
0.0%  0.87 (0.0, 13.40]
0.0% 2000013 71.68]
0.0%  0.34[0.01,813
04%  0.50[0.05 533
0.3% 119042337
17%  1.00[0.87,1.18]
16%  0.80[0.77,1.07]
01% 196 [0.38 10.25]
0.0% 0410002 834
28.0%  0.97[0.94,1.00]

Testfor overall effect, £=2.29 (P =0.02)

Supplementary Figure 22a (Subtotal RCTs): Bjelakovic et al. 2014a (18); Intervention: Vitamin D;

Outcome: All-cause mortality
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Supplemental data

7.1.2 Cohort studies - Chowdhury 2014b (Suppl. Ref. 19)

4D 1.0% 051 [0.34, 0.77)] —_
Amiens 0.3% 0.30[0.11, 0.82)

ArORR 1.2% 0.6 [0.49, 0.97] -
ARNOS 1.0% 0.65([0.42, 1.00] I
ARRA-RACS 0.7% 0.43[0.24, 0.76] —
Aucklang 1.2% 1.08 [0.77,1.52] -
CCHS 1.8% 0.78[0.74, 0.83] -
CHS-1zrael 1.8% 0.55[0.53, 0.58] -
CHS-US 1.7% 0.83[0.71, 0.96] e
Cleveland 1.2% 0.65 [0.46, 0.91] —_—
COACH 11% 0.69[0.47,1.01] ]
CopD 0.4% 0,58 [0.26, 1.30] _—
Copenhagen 1.7% 0.69 [0.61, 0.79] -
DOPS 0.9% 0.81 [0.51,1.27] T
EPIC 1.5% 0.73[0.59, 0.91] -
ESTHER 1.8% 0.96 [0.89, 1.03] T
Goodwin 0.9% 0.66 [0.42, 1.04] —
Gracia-lguacel 0.1% 0.07 [0.01, 0.61] —_—
Gugatschka 1.6% 0.78 [0.68, 0.92] -
Heal 0.5% 0,68 [0.41,1.17) —
Health ABC 1.6% 0.65[0.54, 0.79] -
Holmaoaard 0.9% 0.84[0.63,1.37] T
Hoom 1.1% 01,68 [0.46, 1.00] —
HOST 1.4% 0.88 [0.69,1.12) —
HPFS/FPHS 1.8% 0.84 [0.69, 1.03] T
Huidore 0.6% 0.34[0.17, 0.66] I
INCHIAMTI 0.9% 0.53[0.33, 0.84] I
Interrmountain 1.8% 0.66 [0.61, 0.71] -
JAMUS 1.3% 0.33[0.25, 0.43] -

Jia 0.8% 0.65[0.39, 1.08] ]
Karola 0.7% 1.57 [0.88, 2.78] T—
KIHD 0.7% 0,48 [0.26, 0.59] —_—
Krause 1.7% 0.50[0.45, 0.56] -
Kuroda 0.3% 0.37 [0.14, 0.98]

LASA 1.4% 0.76 [0.58, 0.98] —
Linxian 1.6% 1.06[0.90, 1.24] T
LMC 0.8% 0.60[0.35,1.03] I
LURIC 1.5% 0.53[0.43, 0.67] -
MARIE 1.0% 0.65[0.42,1.00] I
Mezawa 0.6% 0.82[0.42,1.58] 1
MIDSPAN 0.6% 0.52[0.28, 0.97] I
MIMOS 1.0% 0.65[0.43, 0.98] ]
MOMICAK INTERSS 1.8% 0.76 [0.62, 0.94] -
oS 1.3% 1.04[0.78,1.39] I
NDNS 1.6% 0.7 [0.64, 0.94] —
NMECOSAD 0.9% 067 [0.43,1.04] .
MHAMES 2001-4 11% 0.75[0.52,1.09] 7
MHAMES 11l 1.7% 0.82[0.72,0.93] -
N3CLS 1.2% 0.77 [0.55, 1.08] 7
Pardanani 1.4% 0.88[0.70,1.12)] —
FPecovnik-Balon 0.4% 0.48[0.21,1.10] T
Quebec 1.1% 0.87 [0.61,1.23] —
Ravani 0.6% 0.50 [0.25, 1.00] —
5CCS 1.5% 0.60 [0.49, 0.74] -
S0F 0.7% 0.87 [0.50,1.53] I
SPORE 0.6% 0.39[0.21,0.77] —
SPORE (2) 0.4% 0.32[0.13, 0.78]

STEMO 0.3% 0.21 (011, 0.90

TNT 1.0% 0.94 [0.62, 1.41] T
Tromso Heart 1.7% 087 [0.75,1.00] -
LILS AN 1.0% 0.55[0.37, 0.82] -
VADT 0.7% 0.97 [0.54,1.72] T
Wang 0.2% 1.14[0.32, 4.09] —_—
WHAS 0.6% 0,46 [0.24, 0.91] —_—
WHI 1.1% 0.83 [0.56, 1.21] —r
Whitehall 1.7% 0.79[0.70, 0.89] -
‘Yamato 0.6% 0.91 [0.47,1.75] e
Zittermann 0.5% 0.75 [0.36, 1.56] —
Subtotal (95% CI) T2.0% 0.70 [0.65, 0.75] 4
Heterogeneity: Tau® = 0.05, Chi*= 367.75, df= 67 (P = 0.00001); F= 83%

Test for overall effect Z=10.08 (P = 0.00001)

Total (95% CI) 100.0% 0.76 [0.72, 0.81] []
Heterogeneity: Tau?=0.05; Chi*= 74923, df= 123 (P = 0.00001); P = 84% iz 07 o 0

Test for overall effect: £= 8.7 (P = 0.00001)
Test for subgroun difierences: Chi*= 7080, df=1 (P < 0.00001), F= 98.6%

Favours Vitamin D Favours control

Supplementary Figure 22b (Subtotal Cohort studies / Total): Chowdhury et al. 2014b (19); Exposure:
Vitamin D; Outcome: All-cause mortality
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Supplemental data

Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI

Risk Ratio

IV, Random, 95% ClI

7.2.1 RCTs - Bjelakovic 2014a (Suppl. Ref. 18)

Avenell 2012 41%  0.93[0.81,1.06]
Bolton-Smith 2007 01%  0.33[0.01,7.90]
Brazier 2005 0.3%  3.06[0.32, 26.83]
Brohult 1973 0.2%  3.00[0.13 70.30]
Cherniack 2011 0.2% 300013, 70.07]
Jackson 2006 41%  1.05[0.92,1.19]
Lips 2010 04% 285012, 71.60]
Moschonis 2006 0.1%  0.55[0.02,13.21]
Sanders 2010 1.8%  1.30[0.64, 267
Trivedi 2003 6% 0.86[0.67,1.11]
Subtotal {95% CI) 146%  0.98[0.90,1.07]

Heterogeneity: Tauw®=0.00; ChF=6.28,df =9 (P =071, F=0%
Testfor overall effect £=0.42 (P = 0.68)

7.2.2 Cohort studies - Chowdhury 2014b (Suppl. Ref. 19)

A0 1.8% 0.46 [0.23, 0.94]
AORR 2.58% 0.81 [0.49,1.36]
ARRA-RACS 1.68% 032014, 073
Auckland 1.6% 1.15[0.52, 2.56]
CCHS 41% 0.71 [0.63, 0.81]
CHS-US 3.6% 0.84 [0.65,1.10]
ESTHER 41% 1.056[0.92,1.20]
Health ABC 3.3% 0.62 [0.45, 0.26]
Hoarn 21% 0.24 (013, 0.43]
Hvidare 2.8% 0.42 [0.27, 0.64]
INCHIANTI 4.1% 0.43[0.29, 0.449]
KIHD 1.4% 0.86 [0.23,1.33]
krauze 3.9% 0.64 [0.54, 0.77]
Lirxian 3.2% 0.94 [0.66, 1.34]
LURIC 3.4% 0.51 [0.37, 0.68]
Mini-Finland 4 0% 0.81 [0.68, 0.96]
MOMNICAL INTERSS 31% 1.08 [0.75, 1.60]
s 28% 0F0[042 118]
MECOSAD 2.2% 0.55 [0.20, 0.949]
RHAMES 2001-4 3.0% 0.81 (04845, 1.20]
MHARES I 3.6% 0.845[0.65,1.12]
Rancho Bernardo 27% 116 [0.73,1.89]
Ravani 2.4% 0.58 [0.24, 0.949]
SCCS 2.9% 0.42[0.28, 0.64]
THT 3.0% 1.02 [0.69, 1.51]
Tromsao Heart 3.8% 087 [0.75,1.20]
ULSAM 2.3% 0449 [0.33, 1.04]
WHI 3.0% 0.81 [0.55,1.20]
Whitehall 3.9% 0.63 [0.52, 0.76]
Subtotal {95% CI) 85.4% 0.69 [0.60, 0.79]

Heterogeneity, Tau®=0.10; Chi®= 17267, df= 28 (P = 0.00001); IF= 84%
Test for overall effect; Z=5.35 (P = 0.00001)

Total (95% Cl) 100.0%  0.73[0.65, 0.83]

.

1Ii|+l“|++1*“|{}++| l|

+

Heterogeneity, Tau®= 0.09; Chi®= 227.75, df= 38 (P = 0.00001); F=83% =E| o
Test for overall effect; Z=4.93 (P = 0.00001) ’
Testfor subgroup differences: Chi®=18.63, df=1{P = 0.0001), F= 94 6%

01

10

Favours Vitamin D Favours control

100

Supplementary Figure 23: Bjelakovic et al. 2014a (18) / Chowdhury et al. 2014b (19); Intervention/

Exposure: Vitamin D; Outcome: Cardiovascular mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
7.3.1 RCTs - Bjelakovic 2014a (Suppl. Ref. 18)
Ayenell 2012 9.3% 0.85 [0.69, 1.04] =
Jackson 2006 11.8% 089077, 1.03]
komulainen 15949 01% 0.33[0.01, 810
Trivedi 2003 6.0% 0.87 [063,1.21] -
Subtotal (95% Cl) 27.2% 0.88 [0.78, 0.98] L]
Heterogeneity: Tau®=0.00; Chi*=0.54, df= 3 (F=0.81), F=0%
Test for overall effect Z=2.30{P=0.02
7.3.2 Cohort studies - Han 2019 { Suppl. Ref. 20}
Cawthon 2010 21% 1.92 [1.00, 3.70] R
Eaton 2011 3.9% 0.72[0.46,1.14] T
Freedman 2010 A.0% 1.15[0.79, 1.68] T
Hutchinson{nonsmaokery 2010 a.4% 0.88 [0.61,1.24] -
Hutchinson ¢ smokery 2010 a.0% 1.21[0.83,1.78] T
Khaw 2014 0% 0.90 [0.65, 1.26] -1
kritchevsky 2012 1.9% 056 [0.28,1.12] T
Lee 2013 1.3% 030042 073
Lin 2012 a.1% 0.96 [0.66, 1.39] -
Michaelsson 2012 3T% 0.69[0.43,1.10] |
Pilz 2008 1.8% 0.45 0,22, 093] E—
Rohrmann 2012 4.7% 0.86 [0.58,1.28] -1
Schattker 2013 4 7% 0.63 [0.41, 0.96] —
Signorello 2013 3.3% 078 [0.47F,1.28] T
Skaaby 2012 4.9% 0.91 [0.55,1.20] -
YWeinstein 2018 12.8% 0.76 [0.68, 0.86] -
Wong 2015 1.7% 0.38[0.18, 0.79] -
Subtotal (95% Cl) 72.8% 0.81 [0.71,0.93] L ]
Heterogeneity: Tau®=0.04; Chi®= 31.55, df=16 (P =0.01), F= 48%
Test for overall effect 2= 2 85 (P=0.003)
Total (95% CI) 100.0% 0.83 [0.75,0.92] [}
Heterageneity: Tau?= 0.02; Chi®*= 23,62, df= 20 (P =0.03} F=41% 'D.D1 IZIT1 1'IZI 1EID'

Testfor overall effect £=3.53 (P = 0.0004)
Test for subdroup diferences: Chit= 074, df=1 (P =039, F= 0%

Supplementary Figure 24: Bjelakovic et al. 2014a (18) / Han et al. 2019 (20); Intervention/ Exposure:

Vitamin D; Outcome: Cancer mortality
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Study or Subgroup

Supplemental data

Risk Ratio

Weight IV, Random, 95% CI

Risk

IV, Random, 95% CI

Ratio

8.1.1 RCTs - Bjelakovic 2014b (Suppl. Ref. 21)

Ayenell 2012
Balton-Smith 2007
Brunner 2011

Daly 2008
Gallagher 2001
Glendenning 2012
Grady 1991
Janssen 2010
Komulainen 19499
Lappe 2007
Larsen 2004
Murdoch 2012

Oft 19249

Prince 2008
Sanders 2010
Trivedi 2003
Witharm 2013
Wiood 2012
Subtotal (95% CI)

12.6%

0.1%

15.8%

0.4%
0.6%
1.7%
01%
01%
0.2%
1.8%
01%
0.2%
01%
0.2%
0.8%
9.r%
0.2%
0.1%

A44.7%
Heterogeneity: Tau®= 0.00; Chi*=11.66, df =17 (FP=0.82) F=0%

1.04[0.91,1.19]
2.095[0.12,71.09]
0.98 [0.91, 1.05]
1,28 [0.30, 5.57]
1.20[0.38, 3.83]
118 (0,62, 2.31]
2.88[0.12, 59.07]
0,32 [0.01, 7.49]
0.67 [0.11, 3.82]
0,58 [0.31,1.07]
3.00[0.12,72.31]
4.00[0.45, 35.40]
3.00[0.13, 71.65]
0.20[0.02, 1.69]
0,70 [0.27, 1.87]
1.08 [0.89, 1.31]
0.99 [0.14, 6.84]
1.00[0.09, 10.95]
1.00 [0.94, 1.06]

Testfor overall effect Z=0.14 (P = 0.89)

8.1.2 Cohort studies - Han 2019 (Suppl. Ref. 20)

Afzal 2013

Boer 2012
Budhathaki 2018
Cheney 2018
Linz2018
Michaelsson 2010

QOrdonezr-hena 2013

Skaaby 2014
Subtotal {95% CI)

6.59%
B.2%

11.7%

1.7%
1.5%
3.2%

11.3%
11.2%
55.3%
Heterogeneity: Tau®= 0.03; Chi®= 2432, df=7 (F = 0.0010}; F=71%

0.57 [0.43, 0.75]
0.88 [0.70, 1.11]
0.78 [0.57, 0.81]
1.00[0.52, 1.80]
0.55 [0.27,1.10]
0.98 [0.62, 1.54]
1.02 [0.87,1.20]

1.101[0.93, 1.29]
0.86 [0.73, 1.02]

Testfor overall effect Z=1.74 (P = 0.08)

Total (95% CI)

100.0%
Heterogeneity: Tau*=0.01; Chi*= 4015, df= 25 (P = 0.03), F= 38%

0.93 [0.85, 1.02]

Testfor overall effect Z=158 (P=0.12)

Testfor subgroup differences: Chif= 2,582, df= 1 {P=011), F= 60.3%

g

¢.Jl!]+++

4

0.01

0.1

Favours Vitamin D Favours control
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Supplementary Figure 25: Bjelakovic et al. 2014b (21) / Han et al. 2019 (20); Intervention/ Exposure:

Vitamin D; Outcome: Cancer occurrence/ Cancer incidence
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
8.2.1 RCTs - Bjelakovic 2014b {Suppl. Ref. 21)
Awenell 2012 0.3% 1.16[0.75,1.79] T
Brunner 2011 3.6% 0.96 [0.85, 1.04] -
Lappe 2007 0.1% 059 [0.21,1.62] —
Larsen 2012 0.0% 300[012, 72.3]
Murdoch 2012 0.0% 3.00[0.32, 28.54]
Witharm 2013 0.0% 0.33[0.01, 7.96]
Wood 2012 0.0% 0.50[0.03, 7.99]
Subtotal (95% CI) 3.9% 0.97 [0.86, 1.09] 4

Heterogeneity: Tau®=0.00; Chi*=3.71, df =6 (P=072); F=0%
Testfor averall effect 2= 052 (P = 0.61)

8.2.2 Cohort studies - Hossain 2019 (Suppl. Ref. 22)

0 Brien 2017 5.8% 0.89[0.81, 088 =
Robien 2007 890.3% 0.97 [0.95,1.00] .
Subtotal (95% Cl) 96.1% 0.94 [0.87,1.02] [
Heterogeneity: Tau®= 0.00; Chi®=3.22, df=1 (P =0.07); F= 69%
Testfor averall effect Z=1.40{FP=0.16)
Total (95% Cl) 100.0% 0.97 [0.95, 0.99] |
e 2 — - - —_ —- Rt I ] [l ]
_I:etn:;ugenmh.rl.lT?fu ;zclflglgzhlp_—aﬁg;dgf_ B(P=0.494), F=0% 001 01 10 o0
estfor overall effect: Z= 2.82 (P = 0.005) Favours Vitamin D Favours control

Testfor subgroup differences: Chi*= 016, df=1 (F=068), F=0%

Supplementary Figure 26: Bjelakovic et al. 2014b (21) / Hossain et al. 2019 (22); Intervention/
Exposure: Vitamin D3/ Vitamin D; Outcome: Breast cancer
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Supplemental data

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

Risk Ratio
IV, Random, 95% CI

8.3.1 RCTs - Bjelakovic 2014b (Suppl. Ref. 21)

Avenell 2012 5.3% 0.75([0.44,1.27]
Brunner 2011 22.8% 086 [0&F, 1.11]
Janssen 2010 0.1% 0.321[0.01, 7.49]
Lappe 2007 0.3% 0.27[0.03, 2.27]
Trivedi 2003 2.9% 1.30[0.64, 2.67]
Subtotal (95% Cl) 31.4% 0.86 [0.69, 1.07]

Heterogeneity, Tau®*=0.00; Chi*=2.08, di= 4 (F =0.99); F= 0%
Testfor overall effect Z=137 (P=017)

8.3.2 Cohort studies - Zhang 2015 (Suppl. Ref. 23)

Cheng 2013 19.0% 0.92 [0.68, 1.21]
Cheng 201 4 2.8% 067 [0.32, 1.39]
Redaniel 2014 46.7% 0.89 [0.74, 1.08]
Subtotal {95% Cl) 68.6%  0.89[0.77,1.03]

Heterogeneity: Tau®= 0.00; Chi#= 0.63, df= 2 (P = 0.73); F= 0%
Testfor overall effect Z=1.58 (P = 0.11)

Total (95% CI) 100.0% 0.88 [0.78, 0.99]
Heterogeneity: Tau®=0.00; Chi*=3.76, df= 7 (F =081 F=0%
Testfor overall effect. £= 2.08 (P = 0.04)

Testfor subgroup differences: Chi*=0.06, df=1 (F=081 F=0%

—_—
-

® |

0.m

0 10
Favours Vitamin D Favours control

Supplementary Figure 27: Bjelakovic et al. 2014b (21) / Zhang et al. 2015 (23); Intervention/

Exposure: Vitamin D3/ Vitamin D; Outcome: Lung cancer

42

100



Supplemental data

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

Risk Ratio
IV, Random, 95% Cl

9.1.1 RCTs - De-Regil 2015 (Suppl. Rel. 26)

Czeizel1994 0.8% 0.07 [0.00, 1.32]
ICMR 2000 5.4% 0.41 [0.13,1.29]
kKirke 1592 0.7% 017 [0.01, 4.21]
Laurence 1981 2.5% 0.43[0.08, 2.23]
MREC 1951 8.9% 0.29[0.12,0.71]
Subtotal (95% CI) 18.0% 0.31 [0.17, 0.58]

Heterogeneity: Tau®=0.00; Chi*=1.48 df=4 (P=083), F=0%

Test for overall effect: Z= 3.66 (F = 0.0003)

9.1.2 Cohort studies - Blencowe 2010 (Suppl. Ref. 27)

Berry 1999 B5.3% 0.45 [0.32, 0.62]
Czeizel 2004 1 6% 041 [0.01, 0.8
Milunsky 1958 15.2% 0.29 [0.15, 0.57]
Subtotal (95% CI) 82.0%  0.37[0.23, 0.58]

Heterogeneity: Tau®=0.06; Chi*=2.85, df=2 (P =024}, = 30%

Test for overall effect: Z=4.30(F = 0.0001)

Total (95% CI) 100.0% 0.39 [0.30, 0.50]

Heterogeneity: Tau®=0.00; Chi*= 4 86 df=7 (P =068}, F=0%

Test for overall effect: Z=7.09 (F = 0.00001)

Test for subaroun differences: ChiF=017, df=1 (P =0.68), F=0%

Fe

<>

*

0.01

] ]
0.1 10
Favours Folate Favours control

100

Supplementary Figure 28: De-Regil 2015 (26) / Blencowe et al. 2010 (27); Intervention/ Exposure:

Folate; Outcome: Neural tube defect
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Supplemental data

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

Risk Ratio
IV, Random, 95% Cl

9.2.1 RCTs - De-Regil 2015 (Suppl. Rel. 26)

Czeizel 1994 16.0% 0.65[0.23,1.82]
kirke 15892 1.9% 0.10[0.01, 2.14]
MRC 1991 5.3% 0.68[0.11, 4.04]
Subtotal (95% CI) 23.1% 0.57 [0.24, 1.33]

Heterogeneity: Tau®=0.00; Chi*=1.31, df=2 (P=052%; F=0%

Test for averall effect Z=1.30(F=0.19

9.2.2 Cohort studies - Feng 2015 (Suppl. Ref. 28)

Czeizel 2004 TE9% 0.60 [0.38, 0.95]
Subtotal (95% CI) 76.9%  0.60 [0.38, 0.96]

Heterogeneity: Mot applicahle
Test for overall effect, Z= 213 (P=0.03

Total (95% CI) 100.0%  0.59 [0.39, 0.89]

Heterogeneity: Tau®=0.00; Chi*=1.33, df=3 (P=072%, F=0%

Test for averall effect 2= 249 (P =001

Test for subgroup diferences: Chif=0.01, df=1 (P=0.91), F=0%
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Supplementary Figure 29: De-Regil et al. 2015 (26) / Feng et al. 2015 (28); Intervention/ Exposure:
Folate; Outcome: Congenital cardiovascular anomalies/ Congenital heart defect
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Supplemental data

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

Risk Ratio
IV, Random, 95% CI

10.1.1 RCTs - Hemmingsen 2017 (Suppl. Ref. 34)

Pan 1997 28%  (.65[0.52, 0.81]
Subtotal {95% Cl) 25%  0.65[0.52,0.81]

Heterageneity: Mot applicahle
Test for overall effect, £= 3.78 (P =0.0002)

10.1.2 Cohort studies - Schwingshackl 2018 {Suppl. Ref. 35)

Cespedes 2016 B.1% 078 [0.73, 083
Cespedes 2016 6.0% 0.74 [0.69, 0.749]
Cespedes 2016 B.2% 0.83[0.r8, 088
Chiuwe 2012 5.3% 067 [0.61,0.74]
Chiuwe 2012 5.8% 082076, 0.88]
de Kaning 2011 41% 077 [0.67, 0.88]
de Koning 2011 4.0% 0.75[0.65, 0.87]
Fung 2007 4.1% 0.76 [0.66, 0.88]
Interact 2014 4 9% 0.96 [0.86, 1.07]
Interact 2014 4.89% 0.95[0.84,1.07]
Jacohs 2014 {males) A.7% 0.78[0.73, 0.858]
Jacobs 2015 {males) 5.4% 0.93[0.85,1.02]
Jacohs 2015 {males) 5.6% 0.88 [0.81, 0.96]
Jacobs 2015 fwarmen) 5.3% Q.88 [0.80, 0.97]
Jacobs 2015 {warmen) 5.3% Q.77 [0.70,0.89]
Jacobs 2015 fwamen) A.4% 0.92[0.84,1.01]
Liege 20049 0.6% 0.64 [0.37,1.11]
Otto 2015 2 6% 0.81 [0.64, 1.00]
Otto 2015 21% 1.02[0.79,1.30]
Qiao 2014 5.6% 076 [0.70,0.83]
Tobias 2012 1.4% 0.68[0.49, 0.94]
Tobias 2012 1.3% 0.65 [0.46, 0.92]
Subtotal (95% CI) 97.5% 0.82 [0.78, 0.85]

Heterogeneity: Tau®=0.01; Chi*=F75.593, df= 21 (P = 0.00001}; IF= 72%
Testfor averall effect: £= 918 (F = 0.00001)

Total (95% CI) 100.0% 0.81 [0.78, 0.85]

Heterogeneity: Tau®=0.01; Chi®= 7936, df= 22 (P = 0.00001); F= 72%
Testfor averall effect; Z=9.43 (F = 0.00001)

Testfor subgroup differences: Chi®F=3.80, df=1 (F=0.08), F=737%

.

0.01 0.1 10
Favours Healthy diet Favours control

Supplementary Figure 30: Hemmingsen et al. 2017 (34) / Schwingshackl et al. 2018 (35);
Intervention/ Exposure: Healthy diet/ Diet quality; Outcome: Type 2 diabetes
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Study or Subgroup

Supplemental data

Risk Ratio

Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% ClI

10.2.1 RCTs - Hemmingsen 2017 (Suppl. Ref. 34)

FPan 1997
Subtotal (95% CI)

Heterogeneity: Mot applicable

0.0%
0.0%

1.02[0.21, 4.98]
1.02 [0.21, 4.98]

Test for overall effect: £Z=0.03 (P = 0.98)

10.2.2 Cohort studies - Schwingshackl 2018 (Suppl. Ref. 35)

Akbaraly 2011

Boggs 20158

Djousse 2014
Djousse 2014
George 2014hb
George 2014hb
George 2014hb
Harman 2015 {males)
Harman 2015 {males)
Harman 2015 {males)
Harmoaon 2015 fwarmern)
Harmoaon 2015 fwarmern)
Harmoaon 2015 fwarmern)
Kappeler 2013
Lassale 2016
Lassale 2016

Mursu 2013

FPark 2016

FPark 2016

Reedy 2014 {malas)
Reedy 2014 {malas)
Reedy 2014 {malas)
Reedy 2014 fwormenmn)
Reedy 2014 fwormenmn)
Reedy 2014 fwormenmn)
Shahar 2009

Yu 2014 {males)

Yu 2014 {males)

YU 2014 fwomern)

YU 2014 fwomern)

YU 20158

Subtotal (95% CI)

0.6%
0.9%
1.6%
1.5%
2.6%
2.8%
1%
4.3%
1.4%
1.6%
3T%
1.5%
1.4%
0.7%
1.6%
1.6%
3.8%
0.6%
0.4%
5.6%
6.2%
6.3%
6.2%
5.3%
5.4%
0.0%
2.0%
2.3%
2.2%
2.5%
2.3%

100.0%

0.76 [0.61, 0.94]
0.75[0.63, 0.89]
0.59[0.52, 0.67]
0.81[0.71, 0.82]
0.76[0.70, 0.83]
0.76[0.70, 0.83]
0.82[0.76, 0.88]
0.7a[0.71, 0.79]
0.78[0.74,0.82]
0.81[0.77, 0.84]
0.80[0.75, 0.84]
0.791[0.75, 0.83]
0.78[0.74,0.82]
0.77 [0.63, 0.94]
0.82[0.78, 0.86]
0.82[0.78, 0.86]
0.82[0.77, 0.87]
0.88[0.71,1.089]
0.591[0.45, 0.77]
0.83[0.80, 0.86]
0.76[0.74,0.78]
0.78[0.76, 0.80]
0.76[0.74,0.78]
0.77[0.74, 0.80]
0.78[0.75, 0.81]
1.80[0.70, 5.16]
0.68 [0.61, 0.76]
0.76 [0.64, 0.84]
0.54[0.76, 0.93]
0.80[0.73, 0.88]

0.80[0.73, 0.38]
0.78 [0.77, 0.80]

Heterogeneity: Tau®= 0.00; Chi*= 73.58, df= 30 (P = 0.0001); F= 59%
Test for overall effect: £= 26.98 (P = 0.00001)

Total (95% CI)

100.0%
Heterogeneity: Tau®= 0.00; Chi*= 73.70, df= 31 (F = 0.0001); F= 58% |

0.78 [0.77, 0.80]

-

0.01

Test for overall effect: £= 27,14 (P = 0.00001)
Test for subgroup diferences: Chif= 011, df=1 (P=074), F= 0%

Supplementary Figure 31: Hemmingsen 2017 (34) / Schwingshackl et al. 2018 (35); Intervention/

01 10
Favours Healthy diet Favours control

Exposure: Healthy diet/ Diet quality; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% CI
11.1.1 RCTs - Hofmeyer 2018 (Suppl. Ref. 36)
Belizan 1941 2.6% 0.66 [0.35, 1.26] ——
CPEP 19497 16.2% 0.94 [0.77,1.16] -
Crowther 1998 T.E% 0.44 [0.21, 0.80] Ea—
kumar 20049 2.2% 0.34 [017, 0.66] E—
L-Jaramilla 1984 2 9% 0146 [0.04, 0.6R] IR —
L-daramilla 1990 0.9% 0.097[0.01,1.48] 4
L-daramilla 1997 4.8% 0.21 [0.07, 0.58] E—
Pureear 1996 8% 017 [0.04, 077
S-Rarmos 1994 5.2% 031012, 084]
Villar 1987 1.4% 0.36[0.04, 3.24]
Villar 1990 0.8% 0.14[0.01, 2.67] 4
WHO 2006 16.3% 092076, 1.13] -
Subtotal (95% CI) 73.6% 0.47 [0.33, 0.68] <

Heterogeneity: Tau®=0.18; Chi®= 36.95, df= 11 (P = 0.0001); F=70%
Test for overall effect: £=4.08 (P = 0.0001)

11.1.2 Cohort studies - Newberry 2014 ( Suppl. Ref. 37)

Morris 2007 11.2% 0.781[0.43, 1.24] T
Oken 2007 16.2% 1.03[0.84,1.26] -
Subtotal (95% Cl) 26.4% 0.97 [0.78, 1.21] L

Heterogeneity, Tauw®=0.01;, ChF=1.15,df =1 {FP=0.28); F=13%
Testfor overall effect: =025 (F=081)

Total (95% CI) 100.0% 0.59 [0.45, 0.78] »
Heterogeneity: Tau*=0.11; Chi*= 41 63, df =13 (P = 0.0001); F=E9% I I I !

] 0.01 0.1 10 100
Testfor overall effect Z=3.79 (P =0.0002 Favours Calcium  Favours control
Testfor subgroup diferences: Chif= 1127, df=1(P=0.0008), F=911%

Supplementary Figure 32: Hofmeyr et al. 2018 (36) / Newberry et al. 2014 (37); Intervention/
Exposure: Calcium; Outcome: Pre-eclampsia
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Supplemental data

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

Risk Ratio
IV, Random, 95% Cl

11.2.1 RCTs - Hofmeyer 2018 {Suppl. Ref. 36)

Belizan 1941 10.4% Q.67 [0.49, 0.81] =
CPEP 19497 14.9% 0.91 [0.82,1.00] =
Crowther 19949 2.1% 0.90 [0.59, 1.38] T
kurmar 2009 4.7% 0.34 [0.17, 0.6E] —
L-Jaramillo 19849 1.3% 0.15 [0.04, 0.6E]

L-Jararmilla 19490 2.2% 0.19 [0.07, 0.57]

Miromanesh 2001 7.3% 0.91 [0.57,1.45] T
Purwear 1996 41% 0.28 [0.14, 0.58) Ea—
S-Ramos 1894 8.5% 0.48 [0.26, 0.87] —
Yillar 1987 0.6% 0.36 [0.04, 3.24]

Yillar 1990 1.6% 0.37 [0.10,1.24] —
WHO 2006 15.0% 0.95 [0.86, 1.08] =
Subtotal (95% Cl) T5.7% 0.65 [0.53, 0.81] L 3
Heterogeneity: Tau®= 0.06; Chi®=42.21, df=11 (P = 0.0001}); = 74%

Test for overall effect £=3.95 (P = 0.0001)

11.2.2 Cohort studies - Newberry 2014 (Suppl. Ref. 37)

Marris 2007 10.2% 1.35 [0.98, 1.86] -'—
Qken 2007 141% 0.99 [0.85,1.158] -+
Subtotal (95% Cl) 24.3% 1.12 [0.83, 1.50] : 3
Heterogeneity: Tau®= 0.03; Chi®= 2.94, df=1 (P =0.09); *= 66%

Testfor overall effect £=0.74 (F = 0.46)

Total (95% CI) 100.0% 0.76 [0.64, 0.90] L
Heterogeneity: Tau®=0.05; Chi®= 5044, df=13 (P = 0.00001}); *= 74% o 0 o 100

Testfor overall effect £=3.12 (F=0.002)
Test for subdroup diferences: Chif= 8.36, df=1 (P=0.004), F= 88.0%

Favours Calcium  Favours control

Supplementary Figure 33: Hofmeyr et al. 2018 (36) / Newberry et al. 2014 (37); Intervention/

Exposure: Calcium; Outcome: High blood pressure

48



Study or Subgroup

Supplemental data

Risk Ratio
Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

12.1.1 RCTs - Hooper 2012 (Suppl. Ref. 38)

Ball 1965

Black 1994

DART 1989

Do T 2006

Ley 2004

Minnesota Coron men 19849
Minnesaota Coronwamen1989
MRC 1968

Cslo DietHeart 1966

Rose 1964

Sondergaard 2003

STARS 1892

Weterans Admin 1969
WHEL 2007

WH I with CWD 2006

WiHI without CWD 2006
Subtotal (95% CI)

Heterogeneity; Tau®= 0.00; ChiF= 14.70, df= 15 (P = 0.47); F= 0%

1.7%
0.1%
8.7%
0.7%
0.1%
7.E%
4.7%
2.3%
4.4%
0.1%
0.3%
0.1%
6.2%
0.2%
4.2%

16.2%
57.7%

Test for overall effect Z=119(FP=0.23)

0.89 [0.48, 1.62]
0.20 [0.01, 4.15]
1.01 [0.77,1.31]
0,78 [0.31,1.95]
0.25 [0.03, 2.14]
0.99 [0.74, 1.30]
1.21 [0.85,1.74]
1.05 [0.63, 1.75]
0.73 [0.50, 1.06]

.85 [0.51, 29.20]
0.69 (016, 2.98]
0.35 [0.04, 3.17]
0.70 [0.51, 0.96]
0.40 [0.08, 2.08]
1.05 [0.72,1.53]

0.99 [0.81,1.20]
0.94 [0.85, 1.04]

12.1.2 Cohort studies - Noto 2013 (Suppl. Ref. 39)

Fung 2007
Lagiou 2007
Milsson 2012
Subtotal (95% CI)

38.4%
0.4%

3.4%
42.3%

0.93[0.82, 1.08]
042012, 1.44]

0.82 [0.54,1.25]
0.91 [0.81, 1.03]

Heterogeneity: Tau®= 000, Chi®=1.81, df= 2 (P = 0.40%, IF= 0%
Test for overall effect Z=1.485(F=012)

Total (95% Cl)

Heterogeneity: Tau®=0.00; Chi*=16.68, df=18{F=055); F=0%

100.0%

Test for averall effect Z=1.91 (P = 0.08)

Test for subgroup diferences: Chif=016, df=1 (P= 069, F=0%

Supplementary Figure 34: Hooper et al. 2012 (38) / Noto et al. 2013 (39); Intervention/ Exposure:

0.93 [0.86, 1.00]

e

0.01 0.1 10
Favours Low-fat Favours control

Low fat or modified fat/ High carb; Outcome: Cardiovascular mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% ClI IV, Random, 95% CI
12,21 RCTs - Hooper 2012 (Suppl. Ref. 38)
Ball 1965 1.2% 0.87 [0.91,1.80] T
Black 1994 0.1% 0.51 [0.05, 5.46]
BRIDGES 2001 0.0% 0.37 [0.02, 8.94]
DART 1989 4.9% 0.98 [0.76, 1.24] T
Do T 2006 1.0% 0.79[0.43,1.47] 1
Ley 2004 0.2% 0.33[0.07,1.61] —
Minnesota Coran men 18849 B.1% 1.03[0.83,1.28] T
Minnesota Coron woment 9849 4.3% 1.16[0.88, 1.51] T™
MRC 1965 1.6% 0.88 [0.585, 1.41] -/
MOHS Faribault 1968 0.0% 3.31[0.18, 60.48]
Qslo Diet-Heart 1966 3.2% 0.74[0.54,1.02] ]
FPalyp Prevention 1996 2.0% 0.92 [0.61,1.38] -
FREMIER 2003 0.0% 0.33[001,812]
Rose 19645 0.1% 385 [0.41, 29.20]
Sondergaard 2003 0.2% 0.93 [0.24, 3.54] T
STARS 1992 0.1% 0.35 [0.04, 312]
Sydney Diet-Heart 1978 1.7% 1.49 [0.95, 2.234] —
Yitarans Admin 1968 Q1% 0.98 [0.83,1.18] T
WHEL 2007 B.2% 0.98 [0.79,1.21] T
WyHI without CWD 2006 17.2% 0.98 [0.90, 1.06] b
WINS 2006 0.8% 1.18 [0.60, 2.32] T
Subtotal (95% Cl) 60.1% 0.98 [0.93, 1.04] f

Heterogeneity: Tau®= 0.00; Chi*=154581, df=20(P=0758), F=0%
Test for overall effect: Z=063 (F=0453)

12.2.2 Cohort studies - Seidelmann 2018 { Suppl. Ref. 40)

ARIC study 16.8% 0.87 [0.80, 0.95] =

Fung 2010 14.4% 0.849[0.81, 0.949] -

Lagiouw 2007 1.4% 0.9 [0.36, 0.99]

Mils=on 2012 5.8% 0.76 [0.61, 0.94] -

Trichopaoulou 1.5% 0.57 [0.35, 0.92] -

Subtotal (95% CI) 39.9% 0.83 [0.75, 0.92] [ ]

Heterogeneity: Tau®= 0.00; Chi*=6.71, df =4 (F=0.18); F= 40%

Test for overall effect: £= 3.86 (P = 0.0004)

Total (95% Cl) 100.0% 0.92 [0.87, 0.98] L

Heterogeneity: Tau®= 0.00; Chi*= 3226, df=25(FP=018), F=22% 'III.D1 Elf1 1'IZI 1EIEI'

Test for overall effect; £=2.65 (F=0.003)
Testfor subdroup differences: Chi®= 777, df=1 (P=0005), F=871%

Favours Low-fat Favours control

Supplementary Figure 35: Hooper et al. 2012 (38) / Seidelmann et al. 2018 (40); Intervention/
Exposure: Low fat or modified fat/ High carb; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup IV, Random, 95% ClI IV, Random, 95% Cl
12.3.1 RCTs - Hooper 2012 (Suppl. Ref. 38)
Ball 1965 0.85 [0.66, 1.36] -
Black 19494 0.20([0.01,4.15] ¢
DART 19849 0.82[0.74,1.19] =T
DO T 2006 0.69[0.44,1.07] ]
Houtsmuller 1979 0.27[0.14,0482] —
Ley 2004 0.69[0.34,1.40] ——
MeDiet 2002 0145001, 2.81] 4+
Minnesota Coron men 1989 086062, 1.18] -T
Minnesota Coron women1989 1.30[0.91, 1.86] T
hloy 2001 1.68[0.41,6.87] —
MRC 1968 0.82[0.62,1.07] I
NDHS Cpen 1st L%M 1968 0450003, 7.19]
MNDHS Cpen 15t mod 1968 1.85([0.22,17.39] ]
NDHE Cpen 2nd L%M 1968 016([0.01,3.24] 4+
NDHS Cpen 2nd Mod 1968 0.63[0.06, 6.80]
Oslo Diet-Heart 1966 0.71[0.55,082] -
PREMIER 2003 0.2000.01,413] +
Rose 1965 1.14 [0.67,1.83] -1
Sondergaard 2003 0.88[0.68,1.15] -1
STARS 1992 0.41[0.22,078] —
Weterans Admin 1969 0.79[0.63,1.000 ]
WHI with CWD 2006 1.09[0.94,1.27] I~
WHI without CWD 2006 0.85[0.89,1.03] b
Subtotal (95% CI) 0.86 [0.77, 0.96] [}
Heterageneity: Tau®= 0.02; Chi*=44.28, df= 22 (P=0.003);, F= 50%
Testfor overall effect: 2= 2.71 (P =0.007)
12.3.2 Cohort studies - Zhu 2019 (Suppl. Ref. 9)
Ascherio 1996 0.88[0.75,1.28] -
Atkinsan 2011 1.06 [0.66,1.72] -1
Boden-Albala 2009 0.59[0.25,1.00] ]
Boniface 2002 {men) 0.949[0.91,1.08] b
Baniface 2002 {wamen) 0.84[0.73,087] =
Chiuve 2012 1.00[0.71,1.41] T
Chiuve 2015 1.03[0.87,1.22] T
Dehghan 2017 1.07[0.83,1.23] T
Esrey 1895 (30-59 yvears) 0.96 [0.93, 0.95] 1
Esrey 1995 (60-79 years) 1.01 [0.87,1.09]
Gillman 19497 1.19[1.08,1.32] -
Guasch-Ferré 2015 1.72[1.16, 2.56] -
He 2003 0.87 [0.67,1.42] -
Houston 2011 0.79[0.54,1.17] -
Isn 2002 217 [0.85, 4.85] —
Iso 2015 1.09[0.83, 2.22] -
Jakohsen 2004 {men) 1.00[0.81,1.10] b
Jakohsen 2004 {wamen) 0.91 [0.78,1.08] I
Larsson 2011 089082119 T
Leogdottir 2007 {men) 0.88[0.81,1.19] T
Leosdottir 2007 dwamen) 1.02[0.80,1.30] I
Li 20158 HPFS 1.12[1.00,1.27] .
Li 2015 NHS 1.18[1.01,1.31] ™
MNagata 2012 (men) 0.89[0.64,1.259] -
Magata 2012 twamen) 0.76 [0.55,1.08] 7
Posner 1980 (45-54 vears) 141 [1.11,1.75] -
Pasner 1990 {56-65 years) 1.00[0.83,1.19] T
Sauvaget 2003 1.33[0.65, 2.70] 1T
Seino 1987 1.06[0.54, 2.08] -1
Tanasescu 2004 0.92[0.68,1.23] -
Tir 2005 {men) 1.541.07 2.22] —
Tir 2005 {warmer) 1.35[0.73, 2.49] -
Wirtanen 2014 0.80[0.61,1.07] ]
Wallstrom 2012 {men) 1.03[0.79,1.39] T
Wallstrom 2012 (warmen) 1.16[0.89,1.53] T
Wang 2016 (HPFS) 1.22[1.08,1.37] -
Wang 2016 (MHS) 1.12[0.89,1.27] ™
Witternan 1984 1.08[0.83,1.29] T
Hu 2006 0.71[0.38,1.32] i
Yaermsit 2012 0.83[0.64,1.09 7
Subtotal {95% CI) 1.03 [0.99, 1.07]
Heterogeneity: Tau®= 0.01, Chi®=89.24, df= 39 (P = 0.00001); F= 96%
Testfor overall effect: Z=1.48F=014)
Total (95% CI) 1.00 [0.96, 1.04]
Heterogeneity: Tau®=0.01, Chi®=142.38, df= 62 (P = 0.00001), F= 56% T o 10 o0

Testfor overall effect Z=013 (F=0.89)
Testfor subgroup differences: Chi*= 932, df=1 (P=0.002), F=89.3%

Favours Low-fat Favours contral

Supplementary Figure 36: Hooper et al. 2012 (38) / Zhu et al. 2019 (9); Intervention/ Exposure: Low
fat or modified fat/ Low fat; Outcome: Combined cardiovascular events/ Cardiovascular disease
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Study or Subgroup

Supplemental data

Risk Ratio

Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 85% CI

13.1.1 RCTs - Hooper 2015b {Suppl. Ref. 43)

Elack 1994

DART 1989

Ley 2004

MRC 1968

Qszlo DietHeart 1966
Rose corn oil 1965
Rose olive 1965
STARS 1892

Sydney Diet-Heart 1978
Yeterans Admin 1968
WHI without CVD 2006

WINS 200
Subtotal (95% Cl)

0.1%
4.9%
0.1%
1.5%
3%
0.0%
0.1%
0.1%
1.6%
9.9%

22.2%

0.5%

44.4%

0.51 [0.0%, 5.46]
0.938[0.76,1.29]
0.33[0.07,1.81]
0.88[0.55,1.41]
0.74[0.54,1.02]
5.31[0.32,89.44]
1.50[017,13.08]
0.35[0.04,3.12]
1.49[0.85, 2.34]
0.938[0.83,1.149]
0.938 [0.80,1.08]

1.18 [0.60, 2.37]
0.97 [0.90, 1.05]

Heterogeneity: Taw®=0.00; Chi*=11.36, df =11 (F=0.41) F= 3%

Testfor overall effect Z=072 (F=047)

13.1.2 Cohort studies - de Souza 2015 (Suppl. Ref. 44)

Chien 2013

Leosdottir 2005 {men)
Leosdottir 2005 {warmen)
Mann 1997

Tucker 2005

Wakai 2014 {men)
Wakai 2014 fwomen)
Subtotal (95% CI)

41%
0.6%
3.0%
38%
3.5%

21.0%
19.5%
55.6%

0.75 [0.57, 0.849]
1.10[0.52, 2.33]
1.12[0.81,1.55]
0.84 [0.71,1.25]
0.86 [0.64, 1.16]
1.02[0.84,1.11]
110[1.00,1.20]
1.01 [0.92, 1.10]

Heterogeneity: Tauw*=0.00; Chi*=902, df =6 (P=0.17); = 33%

Test for overall effect: Z=0.14 (F = 0.89)

Total (95% CI)

100.0%
Heterogeneity: Tau®=0.00; Chi*= 21496, df=18(F=0.23);F=18%
Test for overall effect: £=0.18 (F = 0.86)

0.99 [0.94, 1.05]

)
T

P

- _i+|||

0.0

Favours Low-saturated fat  Favours control

Test for subgroup differences: ChiF=032, df=1(FP=0487), F=0%

Supplementary Figure 37: Hooper et al. 2015b (43) / de Souza et al. 2015 (44); Intervention/

Exposure: Low saturated fat; Outcome: All-cause mortality
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Study or Subgroup

Supplemental data

Risk Ratio

Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 85% CI

13.2.1 RCTs - Hooper 2015b {Suppl. Ref. 43)

Elack 1994

DART 1989

Ley 2004

MRC 1968

Qszlo DietHeart 1966
Rose corn oil 1965
Rose olive 1965
STARS 1892

Sydney Diet-Heart 1978
Yeterans Admin 1968
WHI with CVD 2006

WHI without CvD 2006
Subtotal (95% Cl)

0.1%

10.7%

0.2%
39%
B.6%
0.1%
0.2%
0.2%
4.4%
8.5%
G.3%

15.2%
56.7%

0.20[0.01, 4.149] ¢
1.01 [0.77,1.31]
0.25[0.03,2.149]
1.05[0.63,1.79]
0.73[0.50,1.08]
5.31[0.32,89.44]
1.50[017,13.08]
0.35[0.04,3.12]
1.59[0.89, 2.59]
0.70[0.51, 0.96]
1.05[0.72,1.583]

0.89 [0.81, 1.20]
0.95 [0.80, 1.12]

Heterogeneity: Taw®=0.02; Chi*=15.79, df =11 (P =0.18); F= 30%

Test for overall effect. Z= 0.65 (P =0.91)

13.2.2 Cohort studies - de Souza 2015 (Suppl. Ref. 44)

Leosdottir 2005 {men)

Leosdottir 2005 {warmen)

Sauvaget 2004
Wakai 2014 {men)

Wakai 2014 fwomen)
Subtotal (95% CI)

4.2%
1.9%
2.0%

17.4%

17.8%
43.3%

1.06 [0.69,1.72]
1.81 [0.89, 3.89]
1.72[0.83, 3.47]
0.95[0.81,1.132]

1.01 [0.86,1.19]
1.03 [0.89, 1.18]

Heterogeneity: Tau®=0.00; Chi*=4.91, df=4 (P=0.30%; F=18%

Test for overall effect: Z= 038 (P =0.70)

Total (95% CI)

100.0%
Heterogeneity: Tauw*=0.01; Chi*= 2129 df =16 (P =017}, F=25%
Test for overall effect: 2= 024 (F=0.81)

0.99 [0.89, 1.10]

I
3

*

0.0

Favours Low-saturated fat  Favours control

Test for subgroup differences: Chi®= 056, df=1 (P =046}, F=0%

Supplementary Figure 38: Hooper et al. 2015b (43) / de Souza et al. 2015 (44); Intervention/
Exposure: Low saturated fat; Outcome: Cardiovascular mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
13.3.1 RCTs - Hooper 2015b (Suppl. Ref. 43)
Black 1994 0.1% 02010001, 414 #
DART 14984 a.2% 092074, 115 -T
Hautsmuller 1979 1.2% 0.27[0.14, 052 —
Ley 2004 1.1% 065 [0.34, 1.40) .
Moy 2001 0.3% 1.68[0.41, 6.87) —
MRC 1968 4.2% 0.82[0.62 1.07] 7
Ozlo Diet-Heart 1966 4.5% 0.71 [0.55, 0.92] -
Rose corn oil 1965 1.2% 1.16 [0.59, 2.29] B
Rose olive 1965 0.9% 1.10[0.48, 2.50 B —
STARS 1992 1.4% 0.41[0.22, 0.78] —
Yeterans Admin 1969 4.9% 0.79 [0.63, 1.00] =
WHIwith CWD 20068 B.4% 1.08[0.94,1.27] ™
WHIwithout CWD 2006 T.7% 0.95[0.89, 1.03) ]
Subtotal (95% CI) 30.2% 0.83 [0.72, 0.96] L

Heterageneity: Tau®=0.03; Chi*= 3424, df=12 (P =0.0006); F= 65%
Testfor overall effect £= 250 (P =0.013

13.3.2 Cohort studies - de Souza 2015 (Suppl. Ref. 44)

Ascherio 1996 4.2% 1.04 [0.79,1.37] -1
De Goede 2014 1.4% 1.32[0.71, 2.47] 1T
Fehily 1994 0.6% 0.64 [0.23,1.79] R
Howard 2006 B.1% 0.81 [0.69, 0.96] =
Jakobsen 2004 (men -over BOyears) 3.9% 1.06[0.79,1.43] -
Jakobsen 2004 {men -u G0vears) 2.8% 078052 1.14] I
Jakobsen 2004 Mvarmen -over Byears) 3.4% 0.82[0.588 1.1149] -
Jakobsen 2004 Miarmen -u G0vears) 1.3% 037 [0.19, 0.71] —
Leosdottir 2007 4. 7% 1.08[0.82, 1.359) -T-
MeGee 1884 (M GT 60) 1.8% 1.43[0.84, 2.44] T
MeGee 1884 (M LT 60) 3.8% 1.08[0.80, 1.47) -,
Oh 2005 4. 2% 1.03[0.78,1.35) -1
Pietinen 18497 B.0% 115[0.87, 1.37) =
Posner 1991 {45-58years) 4.7% 0.78 [0.61, 1.00] -]
Posner 1991 (A6-Bayears) 2.4% 1.06 [0.86, 1.30] T

Hu 2006 3.8% 0.90 [0.66, 1.23] -1
Yamagishi 2013 2.7% 0.72[0.48, 1.08] ]
Subtotal (95% CI) 60.8% 0.95 [0.86, 1.05] L]

Heterogeneity: Tau®= 0.02; Chi®= 29.99, df= 16 (P = 0.02); F= 47%
Testfor overall effect Z=1.07 (P=0.28)

Total (95% CI) 100.0% 0.90 [0.83, 0.98] §

Heterogeneity Tau®= 0.02; Chi*= 64.75, df= 29 (P = 0.0002); F=55% | t f

Testfl Il effect: Z= 245 (P=0.01 0.01 0.1 10 100
estior overall & EC_' =2.45( T ) Favours Low-saturated fat Favours control

Testfor subdgroup differences: Chi*= 209, df=1(P=015) F=521%

Supplementary Figure 39: Hooper et al. 2015b (43) / de Souza et al. 2015 (44); Intervention/
Exposure: Low saturated fat; Outcome: Combined cardiovascular events/ Coronary heart disease
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% ClI
14.1.1 RCTs - Hooper 2018 (Suppl. Ref. 45)
DART 1984 15.1% 0.99 [0.91,1.049] +
GLAMT 1953 0.0% 0.35[0.01, 8.44]
MRC 1968 4.8% 0.82[0.621.07] ™
MOHS Cpen 1st 1968 0.1% 2.35[0.28, 20.03]
Rose 1965 1.4% 1.27[0.72, 2.23] I
Sydney DietHeart 1978 1.9% 1.59[0.99, 2.55] —
Yeterans Admin 1969 A2 % 0.79[0.63,1.00] ]
Subtotal (95% Cl) 29.5% 0.97 [0.81,1.15] L ]
Heterogeneity: Tau®= 0.02; Chi*= 1082, df=6 (F =0.09); F= 45%
Test for overall effect £=0.3F7 (F=0.71)
14.1.2 Cohort studies - Chowdhury 2014a (Suppl. Ref. 2)
ATBC 11.9% 1.05[0.92,1.149] -
Glostrup 4.1% 0.93 [0.69, 1.26] -1
HFFS 19.1% 097 [0.83,1.02] !
kIHD 7.5% 1.19[0.98, 1.46] =
Pl AL O 10.3% 1.08[0.93,1.26] a
MORGER 4. 6% 0.95[0.72,1.26] -
MRFIT 3.4% 0.70[0.50, 0.98] ]
MHS 9.4% 0.82 [0.69, 0.96] ™
Subtotal (95% Cl) 70.5% 0.98 [0.90, 1.06] i
Heterogeneity: Tau®=0.01; Chi*=15.26, df=7 (F=0.03); F=54%
Test for overall effect Z=0450(F =062
Total (95% Cl) 100.0% 0.97 [0.91, 1.04] |

i 2 — . 2= —_ —_ R - I ] ] ]

Heterogeneity: Tau=0.01; Chi*= 2613, df=14(P=0.02); F= 46% 'IZI.IZI1 IZIT1 1'IZI 1IZIIZI'

Testfor overall effect £=0.79 (F=0.43)
Testfor subgroup differences: Chif=0.01, df=1 (P=091, F=0%

Favours Omega-6 Favours control

Supplementary Figure 40: Hooper et al. 2018 (45) / Chowdhury et al. 2014a (2); Intervention/
Exposure: Omega-6 fatty acids; Outcome: Combined cardiovascular events/ Coronary heart disease
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
14.2.1 RCTs - Hooper 2018 (Suppl. Ref. 45)
Bates 1978 01% 0.20[0.01, 4.08] +
Black 1994 01% 197 [018, 21.21]
DART 1989 5.4% 0.98 [0.76, 1.25] -
Melllmurray 1987 11% 0.80[0.43,1.45] T
MRC 1968 1.9% 0.88 [0.55,1.41] T
MODHS Faribault 1968 01% 311 [017, 56.683]
Rose 1965 0.3% 1.55 [0.41, 5.84] —
Sydney DietHeart 1978 2.0% 1.51 [0.85, 2.34] —
Yeterans Admin 1969 89.2% 0.98[0.83,1.18] T
Yijayakumar 2014 01% 0.20[0.01, 4.11] +
Subtotal (95% CI) 20.1% 1.00 [0.88, 1.12] +

Heterageneity: Tau®= 0.00; Chi*= 746, df=9 (F=0.99); F=0%
Test for overall effect £=0.05 (P = 0.96)

14.2.2 Cohort studies - Li 2020 (Suppl. Ref. 8)

Diolecek 1981 5.1% 0.84 [0.65, 1.09] -t
Fortes 2000 0.9% 0.4 [0.24, 1.00] —
Khankari 2015 1 6% 1.30[0.94,1.79] R
Laaksonen 2005 1.7% 0.66 [0.48, 0.91] -

Lelli 2019 2.5% 0.90 [0.62, 1.31] —
WeEligot 2006 0.9% 238117, 4.89] —_—
Wang 2016 (HPFS) 15.0% 0.80 [0.74, 0.86] -

WWang 2016 (NHS) 16.3% 0.84 [0.79, 0.89]

Zhuang 20193 18.2% 0.88 [0.86, 0.81] =
Zhuang 2018k (CHNS) 5. 5% 116 [0.91, 1.48] e
Zhuang 2018b (MHARNES) 7.9, 0.83 [0.59, 1.00] -
Subtotal (95% CI) 79.9%  0.87 [0.81, 0.94] }

Heterogeneity: Tau®=0.01; Chi*= 31 .71, df =10 (P =0.0004); F= 68%
Testfor overall effect £=3.42 (P = 0.00086)

Total (95% CI) 100.0% 0.90 [D.84, 0.96] L

Heterogeneity: Taw®= 0.01; Chi*=43.74, df= 20 (P = 0.002); F= 54% I l ; i
] .01 01 1n 100

Testfor overall effect 2= 3.06 (P = 0002} Favours Omega-6 Favours control

Testfor subagroup differences: Chif= 319, df=1 (P=0.07), F= GRE%

Supplementary Figure 41: Hooper et al. 2018 (45) / Li et al. 2020 (8); Intervention/ Exposure: Omega-
6 fatty acids/ Linoleic acid; Outcome: All-cause mortality
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
14.3.1 RCTs - Hooper 2018 {Suppl. Ref. 45)
Black 1994 01% 4.93[0.24 100.70] ’
DART 19849 T.9% 1.25[0.96,1.62] ~
Houtsmuller 1979 0.1% 0.091[0.01,1.60] 4
MRC 1968 2.9% 1.05[0.63,1.74] 1T
Rose 1964 0.5% 1.55[0.41,5.84) —
Sydney Diet-Heart 1878 3.3% 1.59[0.95, 2.55] —
Weterans Admin 19659 B.3% 0.70[0.51, 0.96] -
Subtotal (95% CI) 21.1% 1.09 [0.76, 1.55] P

Heterogeneity: Tau*=010; Chi*=1526, df =6 (P=002) F=61%
Testfor overall effect: £=0.47 (P = 0.64)

14.3.3 Cohort studies - Li 2020 { Suppl. Ref. 8)

Dolecek 1991 5.3% 0.85 [0.60, 1.21] -
Farvid 2014 ARIC-men 0.3% 0.42 [0.08, 2 20] e
Farvid 2014 FMC-men 0.7% 0,63 [0.20, 1.85] —_—
Farvid 2014 FMC-Women 0.3% 1101019, 6.41]

Farvid 2014 IHD 2.6% 0.97 [0.56, 1.67] —
Farvid 2014 WHS 31% 0.94 [0.57, 1.54] —
Farvid 2014 MDC 8.6% 0.38 [0.69, 1.12] -
Farvid 2014 VIP-men 0.3% 1.28[0.25, 5.57] —
Laaksonen 2005 1.7% 0.46 [0.23, 0.91] —_—
Lelli 20149 1.9% 1.07 [0.56, 2.04] -
Pigtinen 1997 31% 0.92 [0.56, 1.50] —
Wang 2016 (HPFS) 14.4% 0.75 [0.66, 0.56] -
Wang 2016 (HHS) 14.2% 0,81 [0.71,0.83] -
Zhuang 20193 18.4% 0,92 [0.87, 0.95] =
Zhuang 2018b (NHANES) 4.1% 0.88 [0.58, 1.33] —r
Subtotal (95% CI) 78.9%  0.86[0.81, 0.92] |

Heterogeneity: Tau®=0.00; Chi®= 1486 df=14 (P=0.39); F= 6%
Testfor overall effect: £=4 85 (P = 0.00001)

Total (95% Cl) 100.0% 0.89 [D.81, 0.98] ]

Heterogeneity, Tau?= 0.01; Chi®= 34.39, df= 21 (P = 0.03); F= 39% I | ; !
. n0.o1 01 10 100

Testfor overall effect £=2.47 (F=0.01) Favours Omega-6 Favours control

Testfor subaroup differences: Chi®=1.60,df=1(P=021), F=37 4%

Supplementary Figure 42: Hooper et al. 2018 (45) / Li et al. 2020 (8); Intervention/ Exposure: Omega-
6 fatty acids/ Linoleic acid; Outcome: Cardiovascular mortality
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Supplemental data

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

Risk Ratio
IV, Random, 95% Cl

15.1.1 RCTs - Jin 2012 (Suppl. Ref. 46)

Bohe 2008 30.4% 1.09[0.93,1.29]
Subtotal (95% Cl) 30.4% 1.09[0.93, 1.28]

Total events
Heterogeneity: Mot applicable
Test for overall effect: Z=1.05(F=029)

15.1.2 Cohort studies - Jin 2012 {Suppl. Ref. 46)

Cutler 2008 29.5% 0.86[0.72,1.02]
Lin 2006 259.6% 1.19[0.97, 1.46]
Wang 2009 14.5% 1.00[0.71,1.40]
Subtotal (95% Cl) 69.6% 1.00 [0.80, 1.25]

Total events

Heterogeneity: Tau®=0.02; Chi®*= 586, df= 2 (P = 0.09); = 66%

Testfor overall effect £=0.02 (F=0.98)

Total (95% CI) 100.0% 1.03 [0.88, 1.20]
Total events

Heterogeneity: Tau*=0.01; Chi®F=6.83, df= 3 {P = 0.08); "= 56%

Testfor overall effect Z=034 (P=0.74)

Testfor subgroup differences: Chi®= 0,36, df=1 (P =0.55), F= 0%

0.01 0.1 10 100
Favours Total-flavonoids  Favours control

Supplementary Figure 43: Jin et al. 2012 (46) / Jin et al. 2012 (46); Intervention/ Exposure: Total
flavonoids; Outcome: Colorectal adenoma/ Colorectal cancer
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl

Supplemental data

Risk Ratio
IV, Random, 95% Cl

15.2.1 RCTs -.Jin 2012 (Suppl. Ref. 46)

Bobe 2008 54.1% 0.958[0.83,1.16]
Subtotal {95% Cl) 54.1%  0.98 [0.83, 1.16]

Total events
Heterogeneity: Mot applicable
Testfor overall effect Z= 023 (F=0.83)

15.2.2 Cohort studies - Jin 2012 (Suppl. Ref. 46)

Akhter 2008 45.9% 1.16 [0.96, 1.41]
Subtotal {95% Cl} 45.9% 1.16 [0.96, 1.41]

Total events
Heterogeneity: Mot applicable
Testfor overall effect Z=156 (P=012)

Total {95% CI) 100.0% 1.06 [0.90, 1.25]
Total events

Heterogeneity: Tau=0.01;, Chi*=1.76, df=1 {F=019);, F= 43%

Testfor overall effect Z= 070 (F = 0.48)

Testfor subaroup differences: Chi®=1.76, df=1 (F =014, F=43.1%

0.1
Favours [experimental]

10
Favours [control]

Supplementary Figure 44: Jin et al. 2012 (46) / Jin et al. 2012 (46); Intervention/ Exposure:
Isoflavonoes; Outcome: Colorectal adenoma/ Colorectal cancer
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
15.3.1 RCTs - Jin 2012 {Suppl. Ref. 46)
Bobe 2008 39.5% 0.94 [0.80,1.10]
Subtotal (95% CI) 39.5% 0.94 [0.80, 1.10]

Total events
Heterogeneity: Mot applicable
Testfor overall effect Z=0.77 (P = 0.44)

15.3.2 Cohort studies - Jin 2012 (Suppl. Ref. 46)
Simons 2009 60.5% 0.95[0.83, 1.08] ,
Subtotal (95% Cl) 60.5% 0.95 [0.83, 1.08]

Total events

Heterogeneity: Mot applicable

Testfor overall effect Z= 081 (P=0.42)

Total {95% Cl) 100.0% 0.94 [0.85, 1.04] [

Total events

Heterogeneity: Tau = 0.00; ChF=0.01,df =1 {P=0583); F=0% 001 0 10 100
Testfor overall effect: Z=1.11 (P =0.27) Favours Flavonols Favours control

Testfar subaroup differences: Chif= 001, df=1 {P=083), F=0%

Supplementary Figure 45: Jin et al. 2012 (46) / Jin et al. 2012 (46); Intervention/ Exposure: Flavonols;
Outcome: Colorectal adenoma/ Colorectal cancer
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
16.1.1 RCTs - Keats 2019 (Suppl. Ref. 47)
Ashorn 2010 1.5% 0.81[0.52 1.26] -
Ehutta 20093 34% 1.07 [0.82,1.40] T
Chrigtian 2003 5.8% 0.87[0.73,1.04] 1
Deweay 2009 1.0% 065 [0.37 1.14] B
Fawzi 2007 2.8% 1.01[0.91,1.137] T
Friiz 2004 21% 079055 113 -
kaestel 2005 2.8% 1.04 [0.77,1.41] T
Lui 2013 fi Fi% 0.91 [0.78, 1.0 =
Moore 2009 0.1% 0.67 [0.15, 2.87) S E—
Qsrin 2005 2.0% 0.87 [0.60,1.26] -
Rarmakrishrnan 2003 1.0% 1.14 [0.65, 2.01] I
Foherfroid 2008 3I1% 1.06 [0.80,1.40] - T
SUMMIT 2008 11.7% 1.00[0.96,1.04)
Sunawang 2009 8.2% 1.08[0.89, 1.31] T
Tafail 2008 3.6% 0.77 [0.59 0.89) 7
Wiest 2014 11.0% 0.85[0.80, 0.80) -
Fagre 2007 8% 1.03[091,1158) T
Feng 2008 2.4% 1.06[0.76,1.449)] -,
Subtotal (95% CI) 80.4% 0.95[0.89, 1.01] L

Heterogeneity: Tau®= 0.01; Chi*= 34,91, df = 17 {P = 0.006Y; F=51%
Test for overall effect: £=1.72 (P =0.09)

16.1.2 Cohort studies - Wolf 2017 {Suppl. Ref. 48)

Catoy 2007 27% 0.79[0.58,1.07] ]
Catow 2011 9.1% 0.89[0.80, 0.99] =
Czeizel 2004 4.7% 1.091[0.88, 1.34] T
Schall 19597 3.0% 0.60[0.45, 0.80] -
Subtotal (95% CI) 19.6% 0.84 [0.69,1.03] L

Heterogeneity: Tauf= 0.03; Chi*=11.07, df= 3 (P = 0.013; F=73%
Test for overall effect: £= 1.67 (P = 0.09)

Total (95% Cl) 100.0% 0.93 [0.88, 0.99] f

Heterogeneity Tau®= 0.01; Chi*= 48,64, df= 21 (P = 0.0004); F=58% iﬂ 0 051 150
Testfor overall Eﬁe':,t Z=143(P =_ 0.02) Favours Micronutrients  Favours control
Test for subagroup differences: Chi*=1.25, df =1 (P=026), F=199%

Supplementary Figure 46: Keats et al. 2019 (47) / Wolf et al. 2017 (48); Intervention/ Exposure:
Micronutrients/ Multivitamin; Outcome: Preterm birth
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Supplemental data

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

Risk Ratio
IV, Random, 95% CI

16.2.1 RCTs - Keats 2019 (Suppl. Ref. 47)

sshom 2010 1.0% 1.31 [0.84, 2.05]
Bhutta 20093 2.4% 0.82 [0.62,1.08]
Christian 2003 B.2% 1.03 [0.87,1.22]
Dewey 2008 1.0% 0.70 [0.45,1.07]
Fanrzi 2007 B.9% 0.82 [0.70, 0.96]
Friis 2004 0.8% 0.74 [0.45,1.22]
Kaestel 2005 1.3% 0.85 [0.60,1.28]
Lui 2013 2.9% 0.90 [0.70,1.16]
Moare 2008 0.5% 0.79[0.42,1.48]
Osrin 2005 17% 0.75 [0.60, 0.94]
Ramakrishnan 2003 0.8% 0.95 [0.58, 1.58]
Roherfroid 2008 2.4% 0.94 [0.71,1.28]
SUMMIT 2008 B.6% 0.86 [0.73, 1.01]
Sunawang 2008 0.6% 0.85 [0.47,1.53]
Tofail 2008 10.2% 0.91 [0.80,1.03]
Wiest 2014 43.7% 0.85 [0.85, 0.91]
Zagre 2007 2.2% 0.86 [0.64,1.15]
Zeng 2008 1.2% 0.90 [0.61,1.34]

Subtotal (95% CI) 94.4% 0.88 [0.85, 0.91]
Heterogeneity: Tau®= 0.00; Chi*=11.81, df=17 (P=0.81); F=0%
Testfor overall effect £=8.47 (P = 0.00001)

16.2.2 Cohort studies - Wolf 2017 {Suppl. Ref. 48)

Czeizel 2004 1.6% 1.05[0.84,1.32]
Scholl 1897 2.0% 0.59 [0.43, 0.80]
Subtotal {95% CI) 56%  0.79[0.45, 1.41]

Heterogeneity: Tau®=0.15; Chi*=8.92, df=1 (P =0.003);, F= 85%
Testfor overall effect Z=078 (P =043

Total (95% CI) 100.0% 0.88 [0.84, 0.92]
Heterogeneity: Tau®= 0.00; Chi®= 2078, df=19(P=0.39); F= 9%
Testfor overall effect. £= 5659 (P = 0.00001)

Testfor subgroup diferences: ChiF=012, df=1(P=0.72), F=0%

Supplementary Figure 47: Keats et al. 2019 (47) / Wolf et al. 2017 (48); Intervention/ Exposure:

0.04

Favours Micronutrients  Favours control

Micronutrients/ Multivitamin; Outcome: Low birth weight
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Supplemental data

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

Risk Ratio
IV, Random, 95% CI

16.3.1 RCTs - Keats 2019 ( Suppl. Ref. 47)

Ashorn 2010 1% 0.99 [0.71,1.39]
Bhutta 2009a 5.2% 0.87 [0.76,1.21]
Christian 2003 9.4% 1.06 [0.87,1.16]
Dewey 2008 5.2% 0.57 [0.70,1.09]
Fawzi 2007 8.2% 0.77 [0.68, 0.587]
Friis 2004 1.9% 0.81[0.51,1.28]
Kaestsl 2005 1.6% 0.76 [0.46, 1.24]
boore 2009 1.4% 0.9 [0.65, 1.27]
Ostin 2005 2.5% 0,77 [0.52,1.13]
Ramakrishnan 2003 1.7% 0.83[0.51,1.36]
Roberfroid 2008 7% 0.80 [0.77,1.08]
SUMMIT 2008 5.3% 0.95 [0.85, 1.09]
Sunawang 2008 2.9% 050 [0.62, 1.24]
Tofall 2008 4.1% 0.890 [0.69,1.149]
yest 2014 11.0% 0,93 [0.86, 1.00]
Fagre 2007 7% 0.87 [0.61,1.09]
Feng 2008 B.4% 0.89 [0.75,1.07]
Subtotal {95% Cl) B5.8%  0.92[0.87, 0.97]

Heterogeneity: Tau®= 0.00; Chi®f= 26.65, df=16 (P = 0.05); F= 40%
Test for overall effect, 2= 2.91 {F=0.004)

16.3.2 Cohort studies - Wolf 2017 (Suppl. Ref. 48)

|
|

4
!

-++.44;+!{4H++

Catow 2007 3.9% 0.82[0.62,1.09] ™

Catow 2011 9.59% 0.69[0.62, 0.748] -

Scholl 1997 1.8% 1.02[0.64,1.63] 1

Subtotal (95% Cl) 14.2% 0.77 [0.63, 0.93] L ]

Heterogeneity: Tau?=0.01; Chi*=350,df =2 (P=017), F=43%

Testfor overall effect £= 270 (F=0.007)

Total (95% CI) 100.0% 0.89 [0.83, 0.95] L]

Heterogeneity, Tau®=0.01; Chi®= 60,40, df=19 (P = 0.00001}), = 69% o 01 10 100

Test for overall effect: £ = 3.46 (F = 0.000a)
Test for subaroup differences: Chi*= 3.29, df=1 (P =007, F=69.6%

Supplementary Figure 48: Keats et al. 2019 (47) / Wolf et al. 2017 (48); Intervention/ Exposure:

Favours Micronutrients  Favours control

Micronutrients/ Multivitamin; Outcome: Small gestational age
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Supplemental data

Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
17.1.1 RCTs - Kelly 2007 (Suppl. Ref. 49)
Giacco 2013 0.0% -0F0[-6.57, 517]
Harris 2014 0.3%  -060[F1.71,0.81] T
Katcher 2008 0.1% 1.60 [-0.86, 4.08] ]
Kristensen 2012 0.0%  -0.90 [-5.06, 3.26] —
Maki 2010 06%  -0.480[1.33,0.33] -
Subtotal {95% CI) 1.0%  -0.41[-1.04,0.23] &
Heterogeneity: Tau®= 000, ChiF=2.79, df =4 (P=0459); F=0%
Testfor overall effect: £=1.26 (F=021)
17.1.2 Cohort studies - Ye 2012 (Suppl. Ref. 50)
Bazzano 2004 35.4% -0.35[0.35,-0.35] L]
Koh-Banerjee 2004 36.3% -0.27 [F0.28,-0.26] ﬁ
Liu 2003 28.2% -0.29[0.35,-0.23]
Subtotal {95% Cl) 99.0% -0.30 [-0.37, -0.24] |

Heterogeneity: Tau®= 0.00; Chi®= 297 72, df=2 (P = 0.00001%; F= 99%
Testfor overall effect; Z=9.08 {F = 0.00001)

Total (95% CI) 100.0% -0.31 [-0.37, -0.24] |

Heterogeneity: Tau®= 0.00; Chi®= 30056, df=7 (P = 0.00001%; F= 98%
Testfor overall effect; Z=919 (F = 0.00001)
Testfor subgroup differences: Chif=0.10,df=1 {P=076), F=0%

-10 -5 0 3 10
Favours Whole grains Favours control

Supplementary Figure 49: Kelly et al. 2017 (49) / Ye et al. 2012 (50); Intervention/ Exposure: Whole
grains; Outcome: Body weight (kg)
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Supplemental data

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

Risk Ratio
IV, Random, 95% Cl

18.1.1 RCTs - Mathew 2012 {Suppl. Ref. 51)

FHS 12003 47.8% 1.00[0.91, 1.09]

WHS 200458 B.1% 0.945[0.74, 1.21] -
Subtotal (95% CI) 53.9% 0.99 [0.91, 1.08] |
Heterogeneity: Tau®= 0.00; ChiF=011,df =1 {(P=074) F=0%

Testfor overall effect Z=0.20 (P=0.84)

18.1.2 Cohort studies - Jiang 2019 (Suppl. Ref. 52)

Brrown 1999 B.5% 0.92[0.73,1.16] -
Chasan-Taher 1994 13.5% 0.89[0.78, 1.08] b
Christen 2008 17.7% 0.89[0.77,1.04 bl
Jacques 2001 0.9% 0.52[0.28, 0.97]

Lyle 1989 1.2% 0.87 [0.50, 1.50] 1
Tan 2008 4.2% 1.01 [0.78, 1.358] T
Taylar 2002 21% 1.09[0.72,1.64] 1T
Subtotal (95% CI) 46.1% 0.90 [0.83, 0.99] 4
Heteroneneity: Tau®= 0.00; Chi*=4 52, df=6 (P =061) F=0%

Testfor overall effect Z= 230 (P =002

Total (95% CI) 100.0% 0.95 [0.90, 1.01] L
Heterogeneity: Tau®= 0.00; Chi*=7.04, df=8 (P =053), F=0% 'D.D1 0!1 1'D 1DD'

Testfor overall effect £=1.71 (P =0.09)

Testfor subgroup differences: ChiF= 240, df=1{P=012), F=58.4%

Favours Beta-carotene Favours control

Supplementary Figure 50: Mathew et al. 2012 (51) / Jiang et al. 2019 (52); Intervention/ Exposure:

Beta-carotene; Outcome: Cataract
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Supplemental data

Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI

Risk Ratio

IV, Random, 95% CI

18.2.1 RCTs - Mathew 2012 (Suppl. Ref. 51)

PHS | 2003 24.3% 0.99[0.88, 1.11]
VECAT 2004 5.5% 1.00[0.78, 1.32]
WWHS 200405 37.8% 0.96 [0.88, 1.04]
Subtotal (95% Cl) 67.5% 0.97 [0.91, 1.04]

Heterogeneity: Tau®= 000, Chi*= 026, df= 2 (P=0.88) F=0%
Testfor averall effect £= 093 (F = 0.39)

18.2.2 Cohort studies - Jiang 2019 {Suppl. Ref. 52)

Christen 2008 18.0% 0.9 [0.80,1.06)
Jacques 2001 10%  0.45[0.23, 0.85]
Lyle 1895 1.7%  067[0.40,1.10]
Mares 2010 33%  1.00[0.70,1.43]
Tan 2008 B.O%  0.85[0.65 1.10]
Taylor 2002 2%  1.10[0.73, 1.67]
Subtotal (95% CI) 32.5%  0.88[0.75,1.03]

Heterogeneity, Tau®=0.01, Chi*=7.26, df =5 (P =020} F=31%
Testfor overall effect Z=1.65{F =010}

Total (95% CI) 100.0% 0.94 [0.88, 1.01]

Heterogeneity: Tau®=0.00; Chi*=9.05 df =8 (F=034) F=12%
Test for overall effect £=1.68 (P = 0.09)

Testfor subgroup differences: Chi*=1.35, df=1 (P =025, F=26.0%

t]I'|'l|

-

0.0

10

Favours Vitamin E Favours control

100

Supplementary Figure 51: Mathew et al. 2012 (51) / Jiang et al. 2019 (52); Intervention/ Exposure:

Vitamin E; Outcome: Cataract
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
18.3.1 RCTs - Mathew 2012 (Suppl. Ref. 51)
PHS 12003 17.8% 1.02[0.91,1.14] *
Subtotal (95% Cl) 17.5% 1.02 [0.91, 1.14] L

Heterogeneity: Mot applicable
Testfor overall effect Z=0.32 (F=0.75)

18.3.2 Cohort studies - Jiang 2019 (Suppl. Ref. 52)

Christen 2008 16.8% 1.00[0.86, 1.16] -+
Jacgues 2001 6.59% 0.31 [0.16, 0.58] E—
Lyle 1995 7.9% 0.87 [0.50,1.50] T
Mares 2010 10.7% 0.86[0.57,1.28] T
Tan 2008 14.0% 0.79 [0.61, 1.04] ]
Taylor 2002 10.9% 0.81[0.54,1.23] —
Yoshida 2007 16.1% 0.60[0.50,0.72] -
Subtotal (95% Cl) 82.5% 0.74 [0.59, 0.95] »
Heterogeneity: Tau®= 0.07; Chi*= 26,73, df= 6 (P = 0.0002); = 78%

Testfor overall effect £=2.42 (F=0.02)

Total (95% Cl) 100.0% 0.79 [0.64, 0.97] L ]

Heteroogeneity: Tau®= 0.06; Chi®= 3717, df= 7 (P = 0.00001); F=81% | I ! i
. 0.01 01 10 100

Testfor overall effect 2= 2.29 (P =0.02) Favours Vitamin G Favours control

Testfor subgroup differences: Chif=5.41, df=1 (P =002, F=81.59%

Supplementary Figure 52: Mathew et al. 2012 (51) / Jiang et al. 2019 (52); Intervention/ Exposure:
Vitamin C; Outcome: Cataract
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Supplemental data

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

Risk Ratio/Odds Ratio
IV, Random, 95% CI

19.1.1 RCTs - Palacios 2019 (Suppl. Ref. 53)
Hashemipour 2014 0.2% 295012 7077

Wojibian 2015 4.1% 0.51 [0.29, 0.92]
Roth 2013 0.5% 0.67 [0.12, 3.62)
Staphensen 2011 0.3% 012 [0.01, 2.04]
Yap 2014 2.4% 0,58 [0.24, 1.43]
Subtotal (95% CI) 7.8%  0.54[0.34, 0.86]

Heterogeneity: Tau®=0.00; Chi*= 233, df= 4 (P = 0.68); F= 0%
Test for overall effect £=2.61 (P=0.009)

19.1.2 Cohort studies - Hu 2018 {Suppl. Ref. 54)

Arnold 2014 4 6% 0.57 [0.34, 0.96]
Baker 2010 1.5% 0.78[0.25, 2.51]
Bener 2013 7.3% 0.72[0.55, 0.95]
Boyle 2016 2 6% 1.03[0.44, 2.38]
Burris 2012 2.2% 046018, 1.14)]
Cliton-Bligh 2008 2.9% 052024, 1.13]
Dodds 2016 T.48% 0.71[0.55, 0.491]
Farrant 2009 3.4% 0.99[0.50,1.98]
kramer 2014 4.2% 1.47[0.83, 2.60]
Lacroix 2014 41% 0.59[0.33, 1.06]
Loy 2015 5.8% 0.98 [0.65, 1.47]
Mohles 2015 2.8% 1.25[0.57, 2.76]
Park 2014 1.7% 1.72[0.57,8.21]
Parlea 2012 3.8% 0.45[0.24,0.84)]
Ferez-Ferre 2012 38% 0.30 [0.18, 0.56]
Rodriguez 2015 4.8% 0.89[0.54,1.47]
Schneuer 2014 6.2% 0.93[0.64,1.34]
Wang 2012 5.5% 0.63[0.41,0.97]
Wen 2017 8.8% 0.63[0.53,0.74]
Zhang 2008 21% 0.38[0.14,0.99]
Zhou 2014 6.8% 1.421.03, 1.96]
Subtotal (95% Cl) 92.2% 0.76 [0.64, 0.90]

Heterogeneity: Tau®= 0.08; Chi®= 5086, df= 20 (F=0.0002); F=G1%
Testfor overall effect: £=3.22 (F=0.001}

Total (95% CI) 100.0% 0.74 [0.63, 0.87]

Heterogeneity: Tau®= 0.07; Chi®= 5481, df= 25 (P = 0.0009); F=54%
Testfor overall effect £=3.74 (F=0.0002)

Testfor subagroup differences: Chis=1.79,df=1(P=018), F=441%

Supplementary Figure 53: Palacios et al. 2019 (53) / Hu et al
Vitamin D; Outcome: Gestational diabetes
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Study or Subgroup

Supplemental data

Risk Ratio/Odds Ratio
Weight IV, Random, 95% Cl

Risk Ratio/Odds Ratio

IV, Random, 95% Cl

19.2.1 RCTs - Palacios 2019 (Suppl. Ref. 53)

Karamali 20145
Majibian 2014
Roth 2013
VWeizs 2009
Subtotal (95% CI)

0.3%
2.4%
5.4%
59.5%

13.6%

0.33[0.01, 7.87]
1.23[0.48, 3.17]
1.26 [0.789, 1.99]
1,28 [0.82, 2.00]
1.25 [0.92, 1.69]

Heterogeneity: Tau®= 0.00; Chi*= 0.68, df=3(FP=0.88); F=0%

Testfor overall effect Z=1.43 (P =0.19)

19.2.3 Cohort studies - Tous 2019 (Suppl. Ref. 55)

Arija 2014

Baker 2011
Bodnar 2014
Boyle 2016
Barehring 2018
Barebring 2018h
Choi 2015
Fernandez-Alonso 2015
Flood Michols 2015
Gould 2017
McDanell 2017
Miliku 2016
Margan 2016
Ferez-ferre 2012
Schneuer 2014
Shand 2010
Tharp 2012
Wagner 2016
Yang 2016

Zhu 20145
Subtotal (95% CI)

20%
1.2%
7.8%
47%
a.0%
3.9%
1.0%
27%
0.6%
37%
6.1%
V7%
Fi.4%
3%
7.8%
4.2%
47%
3.8%
3.4%
6.59%

86.4%
Heterogeneity: Tau®= 0.0%; Ghif= 51,32, df= 19 (P = 0.0001%; F= 63%

1.79 [0.61, 5.26]
0.88 [0.22, 3.45]
0.45 [0.37, 0.56]
0.51[0.47, 1.39]
0.77 [0.47,1.27]
119 (0,62, 2.27]
0.97 [0.18, 4.50]
1.14 [0.48, 2.71]
1.02[0.12, 8,33
1.03 [0.53, 2.07]
0.50 [0.34, 0.74]
0.79 [0.64, 0.98]
1.12[0.80,1.59]
0,30 [0.14, 0.66]
0.88 [0.72, 1.08]
0,78 [0.43,1.43]
1.01 [0.58, 1.73]
0.45 [0.23, 0.57]
0.76 [0.36, 1.58]

0,59 [0.63, 1.24]
0.77 [0.65, 0.92]

Testfor overall effect: £= 282 (P =0.00%)

Total (95% CI)

100.0%
Heterogeneity: Tau®= 0.09; Chi®= 62 88, df= 23 (P = 0.0001); F=63%
Testfor overall effect 2= 221 (P=0.03

Testfor subgroup diferences: Chif=7.14, df=1 (F=0.008), F= 86.0%

0.82 [0.69, 0.98]
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Supplementary Figure 54: Palacios et al. 2019 (53) / Tous et al. 2020 (55); Intervention/ Exposure:
Vitamin D; Outcome: Preterm birth
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Supplemental data

Mean Difference Mean Difference
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
198.3.1 RCTs - Palacios 2019 {Suppl. Ref. 53)
Abotorahi 2017 29% 040118, 0.39] -1
Bhatia 2012 1.3% 0.00[1.24,1.24] I
Diawoduy 2013 248%  -0.70[-1.85 0.14] T
Hashemipour 2014 4.2% 0.80[0.18 1.42] E—
kalra 2012 1% 020062 027 -1
karamali 2014 2.2% 080042 1.43] B
Mojibian 2014 2.8% 0.20 [-0.60,1.00] T
Roth 2013 10.7%  -010[0.37, 017 -
Thiele 2014 0.3%  -010[2.81, 2.61]
YWagner 2006k 0.8%  -0.60[-2.26,1.06] [ E—
YWeizs 2004 B.3%  -0.10[-0.56, 0.36] T
Subtotal (95% Cl) 41.1%  -0.04 [-0.26, 0.19] &

Heterogeneity: TauF=0.03; Chi*=13.04, di= 10 (P =022} F=23%
Testfor overall effect Z=032 (P=075)

19.3.2 Cohort studies - Tous 2019 {Suppl. Ref. 55)

Chietal 2018 7.4%  -0.50[F0.90,-0.10] —
Gale 2008 81%  0.30 [0.07, 0.67] T
Hanieh et al. 2017 8.9%  0.00[0.34,0.34] -
Ong etal, 2016 7.3%  -0.40 [-0.51, 0.01] ——
Rodriguez et al. 2015 12.8%  0.10[0.10,0.20] -r
Vilikakainen et al. 2010 1% -0.50 [-1.25, 0.25] -
Zhou et al. 2014 11.3%  -0.20 [0.45, 0.08] -
Subtotal {95% Cl) 58.9%  0.12 [-0.33,0.09] *

Heterogeneity: Tau®=0.05; Chi*=1597 di=6(F =001} F=62%
Testfor overall effect Z=1.12 (P =0.26)

Total {95% CI) 100.0%  -0.08 [-0.23, 0.07] Q‘

N AR
Favours contral  Favours Vitamin D

Heterogeneity: Tauf=003; Chi*=29.02, df =17 {P=003} F=41%
Test for owerall effect Z=1.09 (P = 0.27)
Testfor subgroup differences: Chif= 028, df=1 (P =060, F=0%

Supplementary Figure 55: Palacios et al. 2019 (53) / Tous et al. 2020 (55); Intervention/ Exposure:
Vitamin D; Outcome: Birth length (cm)
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Supplemental data

Heterogeneity: Tau®= 1159.55 Chi*=15.37, df =12 {P =022, F=22%
Testfor overall effect £=152(F=013)

19.4.2 Cohort studies - Tous 2019 (Suppl. Ref. 55)

Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% CI
19.4.1 RCTs - Palacios 2019 (Suppl. Ref. 53)
Abaotarahi 2017 20%  34.00[138.74, 206.74) EE—
Bhatia 2012 1.0% 400021691, 296.81)
Dawadu 2013 20% 4600 [100.07,192.07) —
Hashemipour 2014 1% 17000 [42.28, 297 73]
kalra 2012 1.8% -50.00 [234.00,134.00] —
karamali 2014 1.4%  173.00[-42.38, 388.38)
Majibian 2015 4.5% SAT.00[-128.44, 54 44)] 1
hlutlu 201 4 1.0% -15.00[284.07, 254.07)
Roth 2013 B.7% 17.00 [36.30, 70.30] -1
Stephensen 2011 0.9% 289.00[10.78, 567.22) +
Thiele 2014 0.3% -102.00[F38.05, 434.08) 4+
Wagner 20060 26%  101.00[-45.22, 247.23) —
Weigs 2004 5.6% -15.00 [-85.99 &55.04] .
Subtotal (95% Cl) 33.6% 32.61 [-9.51,74.72] -

Aes 2016 3% 27.00[95.47,149.47]
Sydogmus 2015 24% 80007573, 235.73)

Bowyer 2009 43%  208.00[111.28, 304.72) —_—
Burris 2012 16%  71.00[125.80, 267.80]

Dalgard 2016 B.2% 14007513, 47.13) —

Eckardt 2015 TA%  100.00[53.74, 146.26] —
Eguemoen 2017 51%  162.00[82.03, 241.97) —_—
Farrant 2000 5 B% 10,00 [-52.51, 90.51] —

Gale 2008 44%  T0.00[-25.38, 165.38) -
Gemand 2013 TA% 82.00 [40.36, 135.64] ——
Leffelaar 2010 TE%  127.00[88.71,165.28] —

Muorley 2006 1.3%  158.00 [-63.85, 379.85)

Reichetzeder 201 4 6% 14.00[-98.00,129.08] —_—

Zhu 2015 B.8% 84.00 [32.27,135.73] —

Subtotal (95% CI) 66.4%  84.20 [52.59, 115.81] <

Heterogeneity, Tau®=1747.059; Chi®= 3081, df=13 (P = 0.004); F= 58%
Testfor overall effect: £Z=45.22 (P = 0.00001)

Total (95% CI) 100.0% £8.33 [40.42, 96.24] <

Heterogeneity: Tau®= 228492 Chi®=57.95 df= 26 (P=0.0003), F=55%
Testfor overall effect: £=4.80 (P = 0.00001)
Testfor subgroup differences: Chi®= 3.69, df=1 (P =0.05), F=72.9%

-200-100 0 100 200
Favours control Fawours Vitamin D

Supplementary Figure 56: Palacios et al. 2019 (53) / Tous et al. 2020 (55); Intervention/ Exposure:

Vitamin D; Outcome: Birth weight (g)
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Supplemental data

Mean Difference
Study or Subgroup Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% Cl

19.5.1 RCTs - Palacios 2019 {Suppl. Ref. 53)

Ahotarabi 2017 5.7% 010 [-0.46, 0.6E]
Drawodu 2013 2.7% 0.10[-0.44, 0.64]
Hashemipour 2014 6.4% 0.60[0.25, 0.83]
Kalra 2012 3%  -0.20[045 014]
Karamali 2015 548%  -0.20[0.81, 0.41]
Maojibian 2015 5.9% 0.04 [-0.46, 0.54]
Foth 2013 6.7% 000018, 0.18]
Thiele 2014 2.2% 010 [-1.70, 1.90]
Wagner 2006k 4.3% 0.50 [-0.45, 1.44]
Weiss 2009 6.5% 0.00[-0.28, 0.28]
Subtotal (95% CI) 55.2% 0.08 [-0.09, 0.25]

Heterogeneity: Tau®=0.03; Chi*=14.88, df=9(P=0.08); F= 40%

Testfor overall effect Z=0.93 (F=0.35)

19.5.2 Cohort studies - Tous 2019 (Suppl. Ref. 55)

Chietal 2018 B7%  -0.40 [0.60, -0.20]
Dialgard 2016 BE%  0.00[0.26 0.25)
Gale 2008 BA%  010[0.14,0.34]
Hanieh et al. 2017 6.A%  0.40[0.13, 0.67]
Rodriguez et al. 2015 .8%  -0.10[0.23,0.03]
Yilikakainen et al. 2010 §A%  -0.20[-0.50, 0.40]
Wang etal 2018 EA%  360[316, 4.04)
Subtotal {95% Cl) 44.8% 047 [-0.16, 1.11]

Heterogeneity: Tau®= 0.70; Chi®= 283.68, df=6 (P = 0.000013; F=98%
Testfor overall effect Z=146 (F=0.14)

Total (95% Cl} 100.0% 0.26 [-0.06, 0.58]

i

-

. It

Heterogeneity: Tau®= 0.38; Chi®= 298 67 df=16 (P = 0.00001); *= 95%
Testfor overall effect Z=1.58 (FP=0.11)
Testfor subgroun differences, ChF=1.37, df =1 (P=0.24), F=27.0%

Supplementary Figure 57: Palacios et al. 2019 (53) / Tous et al.
Vitamin D; Outcome: Head circumference at birth (cm)
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Supplemental data

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

Risk Ratio/Odds Ratio
IV, Random, 95% CI

19.6.1 RCTs - Palacios 2019 (Suppl. Ref. 53)

karamali 2015 0.5% 0.33 [0.04, 3.03]
Wojibian 2014 2.2% 1.91 [0.57, 6.47)
Stephensen 2011 0.4%  3.12[0.13, 73.04]
Weiss 2009 7.4% 0.94 [0.61, 1.45]
Yap 2014 1.3% 0.51 [0.10, 2.69]
Subtotal (95% CI) 12.2%  0.96 [0.65, 1.42]

Heterageneity: Tau®= 000, Chi*= 323, df =4 (P=0.52);, F=0%
Test for overall effect =019 (P = 0.89)

19.6.3 Cohort studies - Yuan 2019 {Suppl. Ref. 56)

Achkar 20145 4.0% 0.58[0.43, 0.74]
Arisoy 2016 35% 0.31[0.12,0.76]
Baca 2018 9.5% 0.ra[0.87, 0.97]
Baker 2010 5.0% 0.30[0.15, 0.59]
Bener 2013 2.1% 0.57[0.39, 0.83]
Eodnar 2007 42% 0.42[0.19, 0.97]
Boyle 2016 5.8% 1.05[0.59, 1.89]
Fowe 2010 2.2% 0.74[0.22, 2.50]
Schneuer 2014 6.4% 1.59[0.93, 2.70]
Weert 2016 7E% 0.76[0.50,1.149]
Wiei 2012 4.4% 0.81[0.38,1.72]
Wei 2013 37% 0.31[0.13,0.73]
Wyetta 2014 59.6% 0.91 [0.50,1.67]
Yuan 20149 6.9% 0.61[0.37, 0.99]
Zhao 2017 5.9% 0.32[0.18, 0.56]
Subtotal (95% CI} 87.8% 0.62 [0.50, 0.77]

Heterogeneity: Tauf= 0.10; Chi*= 35.22, df=14 (P=0.001) F=60%
Test for overall effect £=4.24 (P = 0.0001)

Total {95% CI) 100.0% 0.66 [0.54, 0.81]

Heterogeneity: TauF=0.10; Chi*= 42,01, df=19 (P =0.002) F=55%
Test for overall effect £=4.04 (P = 0.0001)

Testfor subaroup differences: Chif= 368, df=1 (P=0.06), F=72.8%
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Supplementary Figure 58: Palacios et al. 2019 (53) / Yuan et al. 2019 (56); Intervention/ Exposure:

Vitamin D; Outcome: Pre-eclampsia

73



Supplemental data

Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% Cl
20.1.1 RCTs - Rees 2013a (Suppl. Ref. 57)
Anderssen 2007 32% -TATF14.31,-063]
EMCORE B.4% -7TAOF12.11,-3.49] —_—
Hellenius 1893 36%  -6.00[-12.39 0.39] ]
John 2002 1245% -3.40[5.480,-1.30] =
Koopman 1990 13% -2.80 [-8.57, 2.497] e
Little 2004 26% T7.80[-0.03, 1563
Sacerdote 2006 10.4% 0.358[-2.37, 3.07] —_
Silman 1983 0.4% -8.70[-29.14,11.74] 4
Takahashi 2006 10.7%  -3.20 [5.81,-0.54] I
TOHP | 18.5%  -210[3.31,-0.89] =
TOHP I 168.3% -2.00[2.493,-1.07] -
Subtotal (95% CI) 85.9%  -2.61 [-3.91, -1.31] &
Heterogeneity: Tau?=1.83; Chi*= 2220, df=10(F=0.01); F= 5%
Test for overall effect: £= 3.94 (P <= 0.0001)
20.1.2 Cohort studies - Kastorini 2011 (Suppl. Ref. 58)
Tortosa 2007 141% 0.80[-0.84, 2.44] T
Subtotal (95% CI) 14.1% 0.80 [-0.84, 2.44] »
Heterogeneity: Mot applicable
Test for overall effect: £= 096 (P =0.34)
Total (95% CI) 100.0% -2.18[-3.55, -0.82] : 3
Heterageneity: Tau?= 2.75; Chi®*=33.83, df= 11 (P=0.0004); F= 67% -E'D -1'D b 1'IZI 2'IZI

Test for overall effect: Z= 313 (F=0.002)

A - Favours Healthy diet Fawvours control
Testfor subgroup differences: Chif= 1020, df=1 (P = 0.001), F=90.2%

Supplementary Figure 59: Rees et al. 2013a (57) / Kastorini et al. 2011 (58); Intervention/ Exposure:
Healthy diet/ Mediterranean diet; Outcome: Systolic blood pressure (mmHG)
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Supplemental data

Mean Difference Mean Difference
Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% CI
20.2.1 RCTs - Rees 2013a (Suppl. Ref. 57)
Anderssen 2007 0% -230[A.TA, 2.16] .
ENCORE TA4%  -410F6.50,-1.70] D
Hellenius 1993 a49%  -9.00[7.84, -2.16] —
John 2002 127% 130260, -0.00] -
koopman 19490 1% 200637, 2.37] e
Little 2004 1% 230211, 6.71) I
Sacerdote 2006 106%  -017[-1.84,1.50] -
Silman 1983 09% -6.30[149.12,2.52) T
Takahashi 2006 93%  -070[-2E4,1.24] ™
TOHP | 153%  -1.10[1.95 -0.25] -
TOHR I 1549%  -1.20[1.95 -0.45] -
Subtotal (95% CI) 87.2% -1.45[-2.22, -0.68] L

Heterogeneity: Tau®= 0.58; Chi*=18.20, df =10 (P = 0.05); F= 45%
Test for overall effect £= 3.69 (P = 0.0002)

20.2.2 Cohort studies - Kastorini 2011 (Suppl. Ref. 58)

Tortosa 2007 12.8% 0.90 -0.38, 2.18] ™

Subtotal (95% CI) 12.8% 0.90 [-0.38, 2.18] »

Heterogeneity: Mot applicable

Testfor overall effect: Z=138{P=017)

Total {95% Cl} 100.0% -1.21 [-2.05, -0.36] +

Heterageneity: Tau®=1.03; Chi*=2811,df=11 (P=0.003); F=61% _2-0 _1-0 b 1'D 2-0

Test for overall effect: Z= 2.80 {F = 0.00%5)

A - Favours Healthy diet Fawvours control
Testfor subgroup diferences: Chi*= 955 df=1 (F=0.002), F=8495%

Supplementary Figure 60: Rees et al. 2013a (57) / Kastorini et al. 2011 (58); Intervention/ Exposure:
Healthy diet/ Mediterranean diet; Outcome: Diastolic blood pressure (mmHG)
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Supplemental data

Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
21.1.1 RCTs - Rees 2013b (Suppl. Ref. 59)
MCP 2006 14 2% 093 [0.78,1.24]
SELECT 2011 26.5% 0.97 [0.87,1.09]
Subtotal (95% CI) 40.6% 0.97 [0.88, 1.08] 1

Heterogeneity: Tau®=0.00; Chi*=0.01,df =1 {F=092); F= 0%
Testfor overall effect. £= 052 (F=0.60)

21.1.2 Cohort studies - Jayedi 2018 (Suppl. Ref. 60)
Henriguez-Sanchez 2015 B.5% 074[0458 110

Sun 2016 M 255% 0.79[0.70, 0.89] =

Sun 2016 Wy 27.3% 0.79[0.71, 0.88] =

Subtotal (95% Cl) 59.4% 0.79 [0.73, 0.85] L]

Heterogeneity: Tau®=0.00; Chi*=0.11, df= 2 {(F=092); F= 0%

Testfor overall effect: Z= 59945 (F = 0.00001)

Total {95% Cl) 100.0% 0.86 [0.77, 0.96] 4

Heterogeneity: Tau = 001, Chi*=10.44, df=4 (P=0.03); F= 62% IIZI.D1 IZIH 1'IZI 1IZID'
Testfor overall effect: 2= 2.70 (P = 0.007) Favours Selenium Favours control

Testfor subgroup differences: Chif=10.32, df=1 (P =0.001), F=90.3%

Supplementary Figure 61: Rees et al. 2013b (59) / Jayedi et al. 2018 (60); Intervention/ Exposure:
Selenium; Outcome: All-cause mortality
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Supplemental data

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

Risk Ratio
IV, Random, 95% CI

21.2.1 RCTs- Rees 2013b (Suppl. Ref. 59)

MCP 2006 14.3% 1.28[0.81, 2.01]
SELECT 2009 31.1% 0.90[0.71,1.14]
Subtotal (95% CI) 45.5% 1.02 [0.74, 1.41]

Heterageneity: Tau*=0.03; Chi*=1.80,df=1 (F=0.18); F=44%
Testfor overall effect Z= 010 (P =0.92)

21.2.2 Cohort studies - Xiang 2019 (Suppl. Ref. 61)

Alehagen 2016 4.3% 0.60[0.20,1.29] .

Goyal 2013 34.0% 0.83[0.67,1.03] 4

Kok 1887 16.2% 0.64 [0.42, 0.97] —=

Subtotal {95% CI) 54.5% 0.77 [0.63, 0.94] L

Heterageneity: Tau*=0.00; Chi*= 213, df =2 (F=0.34); F=6%

Testfor overall effect £= 2.57 (P = 0.01)

Total (95% CI) 100.0% 0.85 [0.70, 1.04] &

Heterogeneity: Taw®= 002, Chi*=6.42 df=4{F=017); F=33% o1 01 0 100

Testfor overall effect Z=1.59 (P =0.11)
Testfor subagroup differences: Chif= 210, df=1{P=0158), F=52.3%

Favours Selenium  Favours control

Supplementary Figure 62: Rees et al. 2013b (59) / Xiang et al. 2019 (61); Intervention/ Exposure:

Selenium; Outcome: Cardiovascular mortality
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Supplemental data

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

Risk Ratio

IV, Random, 95% CI

21.3.1 RCTs - Rees 2013b (Suppl. Ref. 59)

MCP 2006 12.2% 1.06 [0.83, 1.37]
SELECT 2009 35.0% 1.02[0.94,1.11]
Subtotal (95% CI) A7.2% 1.03 [0.95, 1.11]

Heterageneity: Tau®= 0.00; Chi*=0.09, df=1 (P = 0.76); F=0%
Test for overall effect: £= 0.66 (P =0.51)

21.3.2 Cohort studies - Zhang 2016a (Suppl. Ref. 62)

Akbaraly 2005 2.9% 0.52 [0.46, 1.46]
Eleys 2008 15.5% 1.00[0.81,1.23]
Eaton 2010 4.9% 0.57 [0.56,1.34]
Kok 1887 1.2% 0.50 [0.20, 1.25]
Wamiem 1983 4.4% 1.08 [0.68,1.72]
Miettinen 1953 2.8% 0.38 [0.49, 1.58]
Ringstad 1987 1.3% 1.00[0.42, 2.40]
Salonen 1992 0.6% 0.71 [0.20, 253
Salonen 1985 1.0% 1.11 [0.40, 3.08]
Salvini 1985 2.9% 1.27 [0.71, 2.28]
Suadicani 1892 5.5 0.59 [0.38, 0.58]
Virtarno 1985 2.1% 0.50 [0.25, 1.00]
Wei 2004 4.1% 0.66 [0.41,1.07]
Wennberg 2011 3.6% 1.00 [0.60, 1.68]
Subtotal {95% CI) 52.8%  0.87 [0.76, 1.00]

Heterageneity: Tau®= 0.00; Chi*=13.60, df =13 (P=0.40} F=4%
Test for overall effect: £= 2.02 (P = 0.04)

Total {95% CI) 100.0% 0.94 [0.85, 1.04]

Heterageneity: Tau®=0.01, Chi*=17.96, df =15 (P = 0.26), F=16%
Testfor overall effect Z=118 (P =0.24)

Testfor subaroup differences: Chif= 436, df=1 (P=0.04), F=77.0%

—_—
—_—

- |

E

0.o1

01

10

Favours Selenium Favours control

100

Supplementary Figure 63: Rees et al. 2013b (59) / Zhang et al. 2016a (62); Intervention/ Exposure:
Selenium; Outcome: Combined cardiovascular events/ Cardiovascular disease
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Supplemental data

Mean Difference
Study or Subgroup Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

221.1 RCTs - Rees 2019 (Suppl. Ref. 63)

Athyros 2011 14.0% 0.02[0.02,0.14]
Bajerska 2018 1.0%  -0.05[-0.28 017
PREDIMED (13 30.7%  -0.00[-0.04, 0.04]
FREDIMED (2} 29.3% 0.00[-0.04, 0.09]
Skouraliakau 2017 0.6% 0.05[-0.24, 0.34]
Sofi 2018 8.0% 0.03[-0.048,0.11]
Yincent-Baudry 2005 27% 0.00[F-0.14,0.14]
Subtotal (95% CI) 82.3% 0.02 [-0.01, 0.04]

Heterogeneity. Tau®=0.00; ChF=560,df=6 (P=047), F=0%
Test for overall effect £=1.26 (F = 0.21)

22.1.2 Cohort studies - Kastorini 2011 (Suppl. Ref. 58)

Tortosa 2007 17.7%  0.01 [-0.04, 0.08]
Subtotal {95% Cl) 17.7%  0.01 [-0.04, 0.06]

Heterogeneity: Mot applicable
Testfor overall effect =036 (F=072)

Total {95% CI) 100.0% 0.02 [-0.01, 0.04]

i

?

Heterogeneity. Tau®=0.00; ChF=564, df=7 (P=0.58), F=0% _D- 5
Test for overall effect, £=1.30{F =0.19) ’
Test for subaroup differences: Chi*=0.04, df=1 (P =084} F=0%

-0.25 0
Fawours caontrol

0.25 05
Favours Mediterranean diet

Supplementary Figure 64: Rees et al. 2019 (63) / Kastorini et al. 2011 (58); Intervention/ Exposure:
Mediterranean diet; Outcome: High Density Lipoprotein (mmol/L)
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Supplemental data

Mean Difference Mean Difference
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
22.21 RCTs - Rees 2019 (Suppl. Ref. 63)
Athyros 2011 1%  -007 017, 0.03] -
Bajerska 2018 4.4% 0.07 [-0.21, 0.39] 1T
Mg 2011 0.2%  -1.33[2.72 0.06]
PREDIMED (1) f.6%  -0.07 [0.30,0.16] -
PREDIMED () TA%  -0.03[0.23 018 -
Skouroliakou 2017 TA%  -0.27 [0.48,-0.06] -
Sofi 2018 122%  -013[0.28 002 —
Yincent-Baudry 2005 4 6% 0.00 027, 0.27] T
Subtotal (95% Cl) 64.0% -0.09[-0.17,-0.01] [

Heterogeneity, Tau®= 0.00; Chi®= 830, df =7 (P= 031} F=16%
Testfor overall effect £= 224 (F=0.04)

22.2.2 Cohort studies - Kastorini 2011 (Suppl. Ref. 58)
Torosa 2007 3B.0%  -0.02[0.07, 0.03] L]
Subtotal {95% Cl) 36.0%  -0.02 [-0.07, 0.03] 1
Heterogeneity: Mot applicable

Testfor overall effect £=073 (F=0.46)

Total (95% Cl) 100.0% -0.06 [-0.13, -0.00] ll

1 1 1 1
-2 -1 I 1 2
Favours Mediterranean diet Favours control

Heterogeneity: Tau®=0.00; Chif=10.72, df=8{(P=0.22); F=25%
Testfar overall effect: £=2.02 (F=0.04)
Testfor subgroup differences: Chi®= 204, df=1 (P=015), F=511%

Supplementary Figure 65: Rees et al. 2019 (63) / Kastorini et al. 2011 (58); Intervention/ Exposure:
Mediterranean diet; Outcome: Triglycerides (mmol/L)
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Supplemental data

Mean Difference
Study or Subgroup Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

22.31 RCTs - Rees 2019 (Suppl. Ref. 63)

Attvyros 2011 238%  -3.00[6.14,014]
Bajerska 2018 14.7% 0.20[-4.35, 4.74]
Stradling 2018 6.9% -5.30[12.83 2273
Vincent-Baudry 2005 14.8% 1.00[-3.53, 5.53]
Subtotal (95% Cl) 59.7%  -1.50[-3.92,0.92]

Heterogeneity, Tau®=1.00; Chi®= 356 df= 3 (P =031}, F=16%
Testfor overall effect Z=122 (P =022

22.3.2 Cohort studies - Kastorini 2011 (Suppl. Ref. 58)

Torosa 2007 40.3% 0.80 [-0.24, 2.44]
Subtotal (95% Cl) 40.3% 0.80 [-0.84, 2.44]

Heterogeneity; Mot applicable
Testfor overall effect Z=0%96 (F=0.34)

Total (95% CI) 100.0%  -0.56 [-2.60, 1.48]
Heteraogeneity: Tau®= 14949, Chi®= 6480, df= 4 (F=0.16); F= 383%
Testfor overall effect £=053 (F = 0.59)

Testfor subaroup differences; Chi®= 2,38, df=1 (P=0.12), F=498.0%

—

.

2~

>

-20

10 0

10

Favours Mediterranean diet Favours control

20

Supplementary Figure 66: Rees et al. 2019 (63) / Kastorini et al. 2011 (58); Intervention/ Exposure:

Mediterranean diet; Outcome: Systolic blood pressure (mmHG)
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Supplemental data

Risk Ratio /Hazard Ratio

Risk Ratio /Hazard Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
2241 RCTs - Rees 2019 (Suppl. Ref. 63)

PREDIMED {1} 3.0% 1.02[0.63, 1.69] -1
PREDIMED {2} 2.4% 0.62[0.36, 1.07] |

Subtotal (95% CI) 5.4% 0.81 [0.50, 1.32] -
Heterogeneity. Tau®= 0.06; ChiF=1.80,df=1(P=018), F=43%

Test for overall effect: £= 086 (F =0.39)

22.4.2 Cohort studies - Rosato 2019 (Suppl. Ref. 64)

Bellavia 2016 20.4% 0.74 [0.65, 0.84]

Buckland 2011 7.0% 0.66[0.49, 0.89] -

Gearge 2014 18.7% 0.79[0.67, 0.94] -
Haoevenaar—Blam 2012 4 4% 0.44 [0.30, 0.6R] —

Knoops 2004 12.0% 0.71[0.58, 0.88]

Reedy 2014 1% 0.79[0.76, 0.83] L

Sjogren 2010 1.1% 0.60[0.26, 1.38] —
Subtotal (95% CI) 94.6% 0.74 [0.67, 0.81] L
Heterogeneity: Tau?=0.01; ChiF=11.40, df =6 (P =008} F= 47%

Test for overall effect £ =662 (F = 0.00001)

Total (95% CI) 100.0% 0.74 [0.68, 0.81] 4
Heterogeneity, Tau®=0.01; ChF=13.28, df =8 (P=010); F= 40% 001 0 0 100

Test for overall effect: Z=6.69 {F = 0.00001)
Test for subaroup differences: Chif=0.14, df=1 (P =071 F=0%

Supplementary Figure 67: Rees et al. 2019 (63) / Rosato et al. 2019 (64); Intervention/ Exposure:
Mediterranean diet; Outcome: Cardiovascular mortality
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Supplemental data

Risk Ratio/Hazard Ratio Risk Ratio/Hazard Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
2251 RCTs - Rees 2019 (Suppl. Ref. 63)
FREDIMELD {1} 57% 0.69[0.53, 0.80] —
FREDIMED {2 51% 0.72[0.54, 0.86] —
Subtotal (95% CI) 10.8% 0.70 [0.58, 0.85] &

Heterogeneity: Tau®=0.00; Chi*= 009 df=1(F=083;F=0%
Test far overall effect: 7= 354 (F=0.0004)

22.5.2 Cohort studies - Rosato 2019 (Suppl. Ref. 64)

Bellavia 2016 10.5% 0.74[0.65, 0.84] -
Buckland 2011 4.9% 066 [0.49, 0.89] -
Gardner 2011 5.3% 0.80[0.60, 1.08] -
George 2014 8.9% 0.79[0.67,0.54] -
Hoevenaar—Blam 2012 10.6% 084 [0.74, 0.95] -
kKnoops 2004 7.6% 0.71[0.58, 0.87] -
Mainez—Ganzalez 2011 0.9% 0,41 [0.18, 0.94]

Reedy 2014 13.7% 0.79[0.76, 0.83] -
Sjogren 2010 0.9% 0.60[0.26,1.38] [
Sotos—Preieto 2015 12 6% 0.92[0.85,1.00] =
Tong 2016 13.4% 097 [0.92,1.03] b
Subtotal (95% CI) 89.2% 0.81 [0.74, 0.88] [}

Heterogeneity: Tau®=0.01; Chi*=451.03, df= 10 {P = 0.00001); F= 80%
Test far overall effect: 2= 4.77 (P = 0.00001}

Total (95% Cl) 100.0% 0.80[0.74, 0.87] L]

Heterogeneity: Tauf=0.01; Chi®= 54 82, df = 12 (P = 0.00001%; F=78% | f f

Test for overall effect: Z = 5.43 (P = 0.00001) 0.0 0.1 . 10 100
- : T Favours Mediterranean diet Favours control

Testfor subgroup differences: Chif=1.70, df=1 {F=019), F=41.2%

Supplementary Figure 68: Rees et al. 2019 (63) / Rosato et al. 2019 (64); Intervention/ Exposure:
Mediterranean diet; Outcome: Combined cardiovascular events/ Cardiovascular disease
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Supplemental data

Risk Ratio /Hazard Ratio Risk Ratio/Hazard Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
22.6.1 RCTs - Rees 2019 (Suppl. Ref. 63)
PREDIMED (1) 0.3% 1.12 [0.86, 1.4E] I e —
PREDIMED (2) 0.3% 0.90 [0.69,1.17] — 1
Subtotal (95% CI) 0.5% 1.00 [0.81, 1.24] gl
Heterogeneity: Tauf=0.01; Chi*=1.31, df=1 (P =024}, F=24%
Testfor overall effect: Z=0.04 (P =0497)
22.6.2 Cohort studies - Soltani 2019 {Suppl. Ref. 65)
Alvarez-Alvarez 1.2% 0.83[0.83,1.08] T
Bo 0.5% 0.88[0.72,1.08] ——
Bonaccio 0.3% 0.63[0.49, 0.81]
Cardenas Fuentes 2.0% 073 06T, 0.80] B
Cuenca-Garcia 1.9% 1.05 [0.96,1.15] T
Gearge 8.0% 0.92 [0.90, 0.94] -
Hodge G.3% 0.92 [0.89, 0.96] -
kouris-Blazos 0.1% 072049 1.04] B
Lagiou 1.4% 0.93[0.83,1.03] T
Lassale 7.9% 0.86 [0.85, 0.88] -
Lemming 8.2% 0.90 [0.88, 0.91] -
Lirmongi 4.8% 0.90 [0.86, 0.94] -
Meelakantan 8.9% 0.94 [0.93, 0.96] -
Park 1.7% 0.80[0.73, 0.88] e
Prinelli 0.5% 0.74 062, 0.89] —_—
Ready 9.8% 0.92 [0.92, 093] "
Shvetsov 9.9% 0.93[0.92, 0.493] -
Sjogren 1.3% 0.87 [0.77, 0.97] I
Stefler () 0.6% 0.83[0.70, 0.98] E—
Stefler (I 0.6% 0.90[0.77,1.07] —
Stefler (il 0.7% 0.94 [0.79,1.10] 1
Tognon () 1.6% 0.86 [0.78, 0.96] I
Tognan I 4.9% 0.92 [0.88, 0.96] -
Tognan {0 1.7% 0.90[0.82,1.00] I
Trichopoulou 0.2% 0.72[0.52,0.498]
van den Brandt 4.2% 0.87[0.83,0.492] -
Yormund 4.0% 0.94 [0.90, 1.00] -]
Whalen f.3% 0.91 [0.88, 0.94] -
Subtotal (95% CI) 99.5% 0.90 [0.89, 0.92] |
Heterogeneity: Tau®= 0.00; Chi*=132.65, df= 27 (P = 0.00001); = 80%
Testfor overall effect £=14.20{F = 0.00001)
Total (95% Cl) 100.0% 0.91 [0.89, 0.92] |
Heterogeneity: Tau®= 0.00; Chi*=134.72, df= 29 (P = 0.00001}); = 78% f

05 07 '
|

Testfor overall effect Z=14.16 (F = 0.00001) Favours Mediterranean diet Favours contre

Testfor subaroup differences: Chi®=091, df=1 (P=034), F= 0%

Supplementary Figure 69: Rees et al. 2019 (63) / Soltani et al. 2019 (65); Intervention/ Exposure:
Mediterranean diet; Outcome: All-cause mortality
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Supplemental data

Risk Ratio
Study or Subgroup  Weight [V, Random, 95% ClI

Risk Ratio
IV, Random, 95% Cl

23.1.1 RCTs - Rutjes 2018 (Suppl. Ref. 66)

Hankey 2013 0.0%  1.01[0.69,1.45]
Subtotal (95% CI) 0.0%  1.01[0.69,1.48]

Heterogeneity: Mot applicable
Test for overall effect 2= 0.03 (P = 0.498)

23.1.2 Cohort studies - Doets 2012 (Suppl. Ref. 67)

Corrada 2005 34.2% 1.00[0.99, 1.01]
Morris 2006 32.9% 0.99[0.93,1.00]
Melson 2009 32.9% 0.99[0.98,1.00]
Subtotal {95% CI) 100.0% 0.99 [0.99, 1.00]

Heterogeneity: Tau®= 0.00; Chi*= 258 df= 2 (P=028);, F=22%

Testfor overall effect: £=1.97 (P =0.05)

Total (95% CI) 100.0% 0.99 [0.99, 1.00]
Heterogeneity: Tau®= 0.00; Chi®= 2,58, df= 3 (P = 0.46); F= 0%

Testfor overall effect £= 223 (P =003}

Testfor subaroup differences: Chi*= 000, df=1{P =098 F=0%

3

0.01

01 10
Favours B-Vitamins Favours control

100

Supplementary Figure 70: Rutjes et al. 2018 (66) / Doets et al. 2013 (67); Intervention/ Exposure: B-
vitamins/ Vitamin B12; Outcome: Dementia or MCI/ Dementia
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Supplemental data

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

Risk Ratio/Odds Ratio
IV, Random, 95% ClI

23.2.1 RCTs - Rutjes 2018 { Suppl. Ref. 66)

Rossom 2012 2.3% 1.09[0.70,1.71] T
Subtotal (95% CI) 2.3% 1.09 [0.70, 1.71] <
Heterogeneity: Mot applicable

Testfor averall effect Z=039 (P =070}

23.2.2 Cohort studies - Goodwill 2017 {Suppl. Ref. 68)

Bartali 2014 10.8% 0.94 [0.83,1.06] -
Ereitling 2012 5.3% 0.85[0.66,1.10]

Jorde 2014 6.2% 0.70[0.56, 0.88] -
Karakis 2016 10.8% 0.95[0.85,1.07] =
kuzma 2016 91% 0.87[0.75,1.01] =
Llewellyn 2010 A% 0.79[0.66, 0.94] -
Maddock 2014 H9.6% 0.951[0.83,1.10] -
Matchar 2016 1.8% 0.851[0.33, 0.81]

Ferna 2014 4.0% 0.71[0.582, 0,87 —
Schneider 2014 3.3% 1.00[0.70,1.42) -
Slinin 2010 2.9% 077042 113] T
Slinin 2012 4 8% 0.75[0.47,0.88] -
Yan Schoor 2016 10.8% 1.11[0.99, 1.26] o
Wiilson 2014 11.1% 0.88[0.79, 0.88] =
Subtotal {95% CI) a7. 7% 0.88 [0.82, 0.95] L]
Heterogeneity: Tau®=0.01; Chi®= 28.81, df=13 (P =0.008); F= 56%

Testfor averall effect £=3.42 (F = 0.0006)

Total (95% Cl) 100.0% 0.88 [0.82, 0.95] L]
Heterogeneity: Tau®=0.01; Chi*= 3046, df=14 (P =0.007); F= 54% D01 o e 100

Testfor overall effect £=3.34 (P =0.0008)
Testfor subaroup differences: Chif=080,df=1 (P=0.34), F=0%

Favours Vitamin O Favours control

Supplementary Figure 71: Rutjes et al. 2018 (66) / Goodwill et al. 2017 (68); Intervention/ Exposure:

Vitamin D3/ Vitamin D; Outcome: Dementia/ Dementia or MCI
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Supplemental data

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

Risk Ratio/Odds Ratio
IV, Random, 95% CI

24.1.1 RCTs - Tieu 2017 (Suppl. Ref. 71)

Laitinen 20049 0.2% 1.00 [0.06, 145.71]

Tharnton 2009 0.6% 0.60[0.15, 2.45] —
Witalsh 2012 0.7% 0.39[0.10,1.46] —
Subtotal (95% Cl) 1.4% 0.52 [0.21,1.28] B
Heterogeneity: Taw®= 0.00; Chi®= 044, df=2 (P =0.80), F=0%

Testfor overall effect Z=1.42(F=01%)

24.1.2 Cohort studies - Chia 2019 { Suppl. Ref. 72)

Chia 2018 3.3% 0.76[0.42,1.38] I
Gresham 2016 26% 0.68[0.30,1.12] E—
Hillesund 2014 RE.8% 0.90 [0.82, 0.949] [ |
Martin 2014 10.0% 0.64 [0.46, 0.849] -
Mikkelsen 2008 15.9% 0.80[0.62,1.03] —
Subtotal (95% Cl) 98.6% 0.81 [0.69, 0.94] [
Heterogeneity: Tau®=0.01; ChiF=584 di=4 (F=0.21), F=31%

Testfor overall effect £=2.81 (P =0.005)

Total (95% CI) 100.0% 0.83[0.75,0.93] [ ]
Heterogeneity, Taw®= 0.00; Chi®= 747 df=7 (F=0.38), F=6% o 01 0 100

Testfor averall effect: £=3.31 (P = 0.0004)
Testfor subgroup differences: Chi*= 0288, df=1 {P=0235), F=0%

Favours Healthy diet Favours control

Supplementary Figure 72: Tieu et al. 2017 (71) / Chia et al. 2019 (72); Intervention/ Exposure:

Healthy diet; Outcome: Preterm birth
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Supplemental data

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

Risk Ratio/Odds Ratio
IV, Random, 95% CI

24.2.1 RCTs - Tieu 2017 {Suppl. Ref. 71)

Markowic 2016 1.5%
Moses 2014 B.6%
Subtotal (95% Cl) 8.1%

Heterogeneity: Tau®= 0.00; Chi®=0.04, df=1 (F = 0.84), *=0%

0.74[0.21, 2.68]
0.86 [0.48, 1.54]
0.84 [0.49, 1.42]

Testfor overall effect 2= 0.65 (P=0.52)

24.2.2 Cohort studies - Chia 2019 { Suppl. Ref. 72)

Chatzi 2012a 4.8%
Chatzi 2012h 8.0%
Chatzi 2012c 4.5%
Chia 2018 8.6%
Gresharm 2016 2.7%
Hillesund 2014 43.6%
Poon 2013 5.6%
Rifas-Shirnan 2008 9.0%
Subtotal (95% CI) 91.9%

Heterogeneity: Tau®=0.03; Chi*=10.96, df=7 (F=0.14); F= 36%

0.9% [0.40, 1.95]
0.54[0.32, 0.91]
187 [0.91, 3.84]
1.07 [0.55, 1.76]
0.49[0.19, 1.26]
0.92 [0.86, 0.98]
0.93 [0.49, 1.76]
0.70[0.43,1.14]
0.88 [0.71, 1.08]

Testfor averall effect Z=125(F=021)

Total (95% Cl} 100.0%

Heterogeneity: Tau®= 0.01; Chi®=11.09, df= 3 (P=0.27; F=19%

0.88 [0.75, 1.03]

Testfor overall effect Z=1.5858{F=0123)

Testfor subgroup differences: Chi®=0.02, df=1 {F=088) F=0%

—_—

N

4

0.01
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Supplementary Figure 73: Tieu et al. 2017 (71) / Chia et al. 2019 (72); Intervention/ Exposure:

Healthy diet; Outcome: Small gestational age
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Mean Difference Mean Difference
Study or Subgroup Weight IV, Random, 85% CI IV, Random, 85% CI
24.31 RCTs - Tieu 2017 (Suppl. Ref. 71)
Laitinen 2008 38% -3200[188.72 12472 I —
Quinlivan 2011 2.0% 1000013924 3358 24] T
Thornton 2008 IT% -60.00 210087, 90.57] 1
Walsh 2012 A.8% 28.00 [-43.68, 99.68) T
Walff 2008 1.3% -138.00 44953 173.53] — 1
Subtotal (95% Cl) 17.2% 5.94 [-51.11, 62.99] &

Heterogeneity: Tau®= 0.00; Chi*= 274, df=4 {F = 0.60); F= 0%
Test for overall effect 2= 0.20 {F = 0.84)

24.3.2 Cohort studies - Chia 2019 (Suppl. Ref. 72)

Badaon T.9% -22.64 6829, 23.01] =
Chatzi-Atlantic A.5% -AB.16 [F1445.01, 8.69) I
Chatzi-Mediterranean T.4% TETO[19.78, 135.80] -
Chatzi-Rhea B.5% -18.94 [-95.91, 58.03] -
Chia T.2% -A.93 [-66.81, 55.05) -T
Gesterio 6.1% 13.71 [-72.64,100.08] T
Grandy A.6% -193.58 [-290.37,-96.74] —_
Mariscal-Arcas 46% -162.06 28469 -39.43] —
Marthstone 8.6% 86.92 [64.50, 109.34] -
Foan T.1% 23.36 [-40.87, 87.59] T
Sharipo 7.0% -37.48 [-103.46, 28 48] -T
Timmermanns 1% T200[33.25 110.749] -
Subtotal (95% Cl) 82.8% -9.61 [-53.12, 33.91] L 3

Heterogeneity: Tau®= 4680.27; Chi®=79.01, df=11 (P = 0.00001}); F= 86%
Testfor overall effect £= 042 (F=0.67)

Total {95% Cl) 100.0% -B.56 [-46.48, 29.36] ﬁ
i 2 — - i — _ DR - I ] 1 1
_I;!etn:;ugenem.;.l T?ru *[_-;EDDSAD4D'PCTIU_5§2.9D' df=16 (P = 0.00001); F=31% o0 i ) =i0 1000
estior overall @ E':_' =0.44¢ o ) Favours Healthy diet Favours control
Test for subgroup differences; Chif= 018, df=1 (P=067), F=0%

Supplementary Figure 74: Tieu et al. 2017 (71) / Chia et al. 2019 (72); Intervention/ Exposure:
Healthy diet; Outcome: Birth weight (g)
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Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

24.4.1 RCTs - Tieu 2017 (Suppl. Ref. 71)

Laitinen 2008 10.3%
Glinlivan 2011 4 6%
Tharnton 2009 24%
Walsh 2012 4.8%
Wiolff 2008 0.3%
Subtotal (95% CI) 22.4%

1.04 [0.67,1.61]
0.71[0.35, 1.45]
0.23 [0.08, 0.64]
0.5 [0.29, 1.16]

0,18 [0.01, 3.40]
0.61 [0.36, 1.04]

Heterogeneity: Tau®=0.18; Chi#F= 265, di=4 (F=0.07), F=54%
Testfor overall effect £=1.83 (F=0.07)

24.4.2 Cohort studies - Mijatovic-Vukas 2018 (Suppl. Ref. 73)

Kararmanos 2014 10.8%
Schoenaker 2015 16.3%
Schoenaker 2016 281%
Tobias 2012 2245%
Subtotal (95% CI) T7.6%

0.62 [0.40, 0.95]
0.56 [0.41, 0.76]
0.74 [0.62, 0.88]
0.76 [0.60, 0.94]
0.70 [0.62, 0.80]

Heterogeneity: Tau®=0.00; Chi*=318,df =2 (P=037) F=6%
Testfor overall effect Z=551 (P = 0.00001)

Total (95% Cl} 100.0%

Heterogeneity: Tau®= 0.02; Chi®=11.87, df= 8 (P=0.16); = 33%

0.69 [0.59, 0.81]

>

sint

L 4

0.01

Testfor overall effect £=4.45(F = 0.00001)
Testfor subgroup differences: Chi*= 027, df=1 {P= 0600, F=0%

Supplementary Figure 75: Tieu et al. 2017 (71) / Mijatovic-Vukas et al. 2018 (73); Intervention/

0.1 10
Favours Healthy diet Favours contral

Exposure: Healthy diet/ Mediterranean diet; Outcome: Gestational diabetes
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Risk Ratio/Odds Ratio Risk Ratio/Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
25.1.2 RCTs - Vinceti 2018 (Suppl. Ref. 76)
Algotar 2013 7.5% 1.0 [0.69, 1.50] —_—
Karp 2013 11.6% 1.02 [0.80, 1.30] —
Lubinski 2011 83.6% 1.35[0.94, 1.96] T
MPCT 2002 11.8% 078 [0.62, 0.98] —
SELECT 2009 14.7% 1.07 [0.92,1.11] -+
Subtotal (95% Cl) 54.3% 0.99 [0.86, 1.14] *

Heterogeneity: Tau®=0.01; Chi*=7.40, df= 4 (F=0.12); F= 46%
Testfor overall effect Z=010 (P =0.92)

25.1.3 Cohort studies - Vinceti 2018 (Suppl. Ref. 76)

Coates 19388 4 6% 1.00[0.53,1.84] I E—
Knekt 1990 9% 0.86 [0.60, 1.23] A
Knekt 1990 B.4% 0.41[0.28, 0.60] B

MNarnura 1987 5.2% 0.77[0.43,1.38] [ R
Feleg 1935 4.6% 1.00[0.53, 1.89] [ E—
Ringstad 1933 27% 0.71[0.29,1.73]

Yirtaro 1987 5.6% 0.83 [0.51,1.52] [ R
Willett 1953 59.6% 053 [0.31, 0.91] [ —

Subtotal (95% Cl) 45.7% 0.72 [0.55,0.93] e

Heterogeneity: Tau®= 0.06; Chi*=13.06, df= 7 (P =0.07); F= 46%
Testfor overall effect £=2.52 (P=0.01)

Total (95% CI) 100.0% 0.86 [0.73, 1.01] e

Heterogeneity: Tau®= 0.04; Chi*=33.09, df=12 (P = 0.0009); F= 64% T ; 3

] 0.z 0.4 2
Testfor overall effect £=1.82 (F=0.07) Favours Selenium Favaurs control
Testfor subaroup differences: Chi*= 466, df=1 (P =003 F=785%

M-

Supplementary Figure 76: Vinceti et al. 2018 (76) / Vinceti et al. 2018 (76); Intervention/ Exposure:
Selenium; Outcome: Cancer
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Risk Ratio /Odds Ratio Risk Ratio/Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
25.2.2 RCTs - Vinceti 2018 (Suppl. Ref. T6)
MPCT 2002 11.8% 0.61 [0.42 0.849] —
SELECT 2009 21.8% 1.02 [0.80, 1.30] ——
Subtotal (95% CI) 33.6% 0.81 [0.49, 1.32] ol

Heterogeneity: Tauw*=0.10; Chi*=4.86, df=1 (F=0.03); F=79%
Testfor overall effect Z=085(F=0.39)

25.2.3 Cohort studies - Vinceti 2018 (Suppl. Ref. 76)

Sun 2016 32.0% 0.97 [0.82,1.15]
Sun 2016 14.4% 0,90 [0.77, 1.08]
Subtotal (95% CI) 66.4%  0.93[0.83, 1.04]

Heterogeneity: Tau=0.00; Chif=043, df=1 (F=051);F=0%
Testfor overall effect Z=122(FP=0.23

Total (95% Cl) 100.0% 0.90 [0.78, 1.05]

Heterogeneity: Tau®=0.01; Chif= 556, df= 3(FP=0.14); F= 46% f ; I I I
) 0.z 0.4 1 2 4]

Testfor overall effect 2=1.34 (P =0.15) Favours Selenium Favours control

Test for subgroup differences: Chi®= 031, df=1 (F = 0.498), "= 0%
Supplementary Figure 77: Vinceti et al. 2018 (76) / Vinceti et al. 2018 (76); Intervention/ Exposure:
Selenium; Outcome: Cancer mortality
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Risk Ratio /Odds Ratio Risk Ratio/Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
25.3.2 RCTs - Vinceti 2018 (Suppl. Ref. 76)
karp 2013 2.9% 0.40[0.13, 2.00] 4
MPCT 2002 8.3% 0.481[0.22,1.09]
SELECT 2009 29.3% 1.04 [0.73,1.48] -J
Subtotal (95% Cl) 40.5% 0.74 [0.41, 1.33]

Heterogeneity: Tauw=0.13; Chi*=3.82, df= 2 {F=0.158) = 48%
Testfor overall effect: Z=1.01 (P =0.31)

25.3.3 Cohort studies - Vinceti 2018 (Suppl. Ref. 76)

Hansen 2013 559.6% 0.80[0.68, 0.94] .
Subtotal (95% CI) 59.5% 0.80 [0.68, 0.94] -
Heterogeneity: Mot applicable

Testfor overall effect Z=271 (P=0.007)

Total (95% CI) 100.0% 0.82 [0.64, 1.04] -.

Heterageneity: Tauf= 0.02; Chi*= 416, df= 3 (P = 0.24); F= 28% ; | | 3
i 0.z 04 2 ]

Testfor averall effect 2=1.66 (F=0.10) Favours Selenium  Favours contral

Test for subdroup diferences: Chi®=0.06, df=1 (P= 0800 F=0%

Supplementary Figure 78: Vinceti et al. 2018 (76) / Vinceti et al. 2018 (76); Intervention/ Exposure:
Selenium; Outcome: Colorectal cancer
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% ClI

26.1.1 RCTs - Yao 2017 (Suppl. Ref. 77)

Alberts 2000 0.2% 3.5 [0.66, 15.07]
Schatzkin 2000 0.4%  2.47[0.78 7.85]
Subtotal {95% Cl) 0.7%  2.69[1.06,6.82]

Heterogeneity: Tauw®= 0.00; Chi*=0.06, df=1 (FP=0.81), F= 0%
Test for overall effect: £= 2.09 (F = 0.04)

26.1.2 Cohort studies - Aune 2011 (Suppl. Ref. 78)

Bingham 2005 8.2% 0.79[0.63, 0.94]
Butler 2005 10.4% 0.498[0.81,1.149]
Heilbrun 1984 34% 0.94 [0.64,1.40]
Kabat 2003 2.5% 1.06 [0.67,1.70]
Kato 19497 1.7% 1.51 [0.85, 2.688]
Lin 2004 2.6% 075 (047, 1.18]
Mai 2003 09.6% 0.94[0.70,1.26]
McCarl 2006 4.5% 0.75[0.61, 0.92]
Michels 20054 4.5% 0.498[0.70,1.37]
Michels 2004h 4.4% 0.91 [0.65, 1.28]
Momura 2007 11.0% 0.73[0.61, 0.88]
Otani 2006 3.5% 0.74[0.40,1.08]
Fietinen 19949 26% 0.95 [0.60, 1.50]
Sanjoadguin 20045 1.4% 0.82[0.43, 1.96]
Schatzkin 2007 13.7% 0.991[0.85,1.14]
Shin 2006 1.9% 1.04 [0.60, 1.80]
Terry 2001 4.8% 0486 [0.70,1.33]
Wakai 2007 4.2% 0.731[0.41,1.03]
WU 1987 3% 0.82[0.54,1.24]
Subtotal (95% CI) 99.3% 0.88 [0.82, 0.94]

Heterogeneity: Tau®= 0.00; Chi*=18.80,df =18 {(F=040); F= 4%
Test for overall effect: £= 3.76 (P = 0.0002)

Total (95% Cl) 100.0% 0.88 [0.82, 0.96]

Heterogeneity: Tau®= 0.01; Chi*= 24 .41, df =20 (P=0.23); F=18%
Test for overall effect: £=3.11 (P = 0.002)

Test for subgroup differences; Chif= 555, df =1 (F=0.02), F=82.0%

Supplementary Figure 79: Yao et al. 2017 (77) / Aune et al. 2011 (78); Intervention/ Exposure:

Dietary fiber; Outcome: Colorectal cancer
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
26.2.1 RCTs -Yao 2017 {Suppl. Ref. 77)
Alberts 2000 19.2% 0991083, 1.18] -+
Bonithan-kopp 2000 f.3% 1.441[1.01, 2.08] —
MacLennan 19495 7.3% 1.11[0.74, 1.59] - T
Mekeown-Evssen 19594 2.4% 1.19[0.64, 2.18] -1
Schatzkin 2000 30.7% 1.00[0.90,1.12] L
Subtotal (95% CI) 65.9% 1.04 [0.94, 1.14]

Heterogeneity: Tauw®=0.00; ChiF= 418, df=4 (P=0.33); F= 4%
Test for overall effect: £Z=0.73 (F = 0.46)

26.2.2 Cohort studies - Ben 2014 (Suppl. Ref. 79)

Fuchs 1994 12.0% 091 [0.71, 1.16] =
Magata 2001 2.0% 1.16[0.85, 1.60] T
Flatz 1887 f.8% 0930686, 1.22)] -
Tantamango 2011 7.3% 0.71[0.91, 0.99] ]
Subtotal (95% CI) 34.1% 0.92 [0.76, 1.11] L

Heterogeneity: Tauw®=0.01; Chif= 448, df=3 (P =0.21); F= 33%
Test for overall effect: Z= 090 (F = 0.37)

Total (95% CI) 100.0% 1.00 [0.91, 1.11] L
?eh:;ugenemrl:l T?fu :g_ﬂﬂn DCgh|F':_1E|D.943IZI, df=8 (P =024), F=23% o1 01 10 100
estfor overall effect: 2= 0.09 (F = 0.93) Favours Dietary fiper Favours contral

Testfor subgroup differences: Chi®=1.29, df=1(F=026) F=225%

Supplementary Figure 80: Yao et al. 2017 (77) / Ben et al. 2014 (79); Intervention/ Exposure: Dietary
fiber; Outcome: Colorectal adenoma
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