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Supplementary Appendix S1 Changes made to the original study

Schwingshackl 2021 [1] present replication study
Sample Systematic reviews of RCTs (Cochrane Systematic reviews including both RCTs
reviews) and systematic reviews of cohort | and cohort studies of the same patient-
studies of the same patient-relevant relevant outcome or intermediate disease
outcome or intermediate disease marker* | marker*
-> matching approach
Exclusion of highly correlated outcomes Exclusion of highly correlated outcomes
in post hoc sensitivity analyses
Exclusion of systematic review with
overlapping PI/ECO with another
included systematic review
Search database: Cochrane Database of database: Cochrane Database of
Systematic Reviews and Medline Systematic Reviews, Medline
(via OVID) (via OVID), and Epistemonikos
filter: published between 1 January 2010 | filter: published between 1 January 2011
and 31 December 2019 and 6 September 2021
Screening Title and abstracts were screened by one Title and abstracts, and full texts were
reviewer, and full texts by two reviewers | screened by two reviewers independently.
independently.
Selection of Based on the ranking in the summary of Based on the list of primary outcomes,
outcomes findings table in the identified Cochrane and thereafter selection with an top down
reviews (from top to bottom) approach (highest number of studies
included in BoE from RCTs; highest
number of study participants; highest
number of cases)
Additional N/A AMSTAR 2 assessment
analyses
Analysis of concordance

* There is an overlap of nine systematic reviews between both samples: The reviews of Aburto 2013 [2], Chowdhury 2014
[3], Feng 2015 [4], Jiang 2019 [5], Kastorini 2011 [6], Vinceti 2018 [7], Wolf 2017 [8] and Zhang 2016 [9] were also
included in the review by Schwingshackl 2021 [1].
AMSTAR 2=a measurement tool to assess systematic reviews, version 2; BoE=body of evidence; PI/ECO=population,
intervention/exposure, comparator, outcome; RCT=randomised controlled trial




Supplementary Appendix S2 Search strategy for systematic reviews

Medl

ine (via Ovid), date: 06.09.2021

ID | Query

#1 Systematic Review/ or (systematic-review or systematic literature review or systematic search).ti,ab,kf
or systematic review.pt.

#2 Meta-analysis/ or (meta-analys* or meta analys* or metaanalys* or metasynthe* or meta-synthe* or
meta-review or methodological review).ti,ab,kf or meta-analysis.pt.

#3 (randomi* or randomly or RCT or RCTs or (intervention* adj2 (stud™ or trial*)) or (controlled adj1
(stud™* or trial*))).ti,ab,kf.

#4 | Cohort Studies/ or (cohort* or observational or longitudinal or prospective or case-cohort or nested
case-control or (epidemiologic* adj2 stud*)).ti,ab,kf.

#5 (#1 or #2) and #3 and #4

#6 Diet/ or (mediterranean or vegetarian or low-carb* or low-fat or high-protein or gluten* or
FODMAP*).ti,ab,kf.

#7 Edible Grain/ or Fruit/ or Vegetables/ or Milk/ or Dairy Products/ or Meat/ or Eggs/ or Nuts/ or
Chocolate/ or Oil/ or beverages/ or (grain* or fruit* or vegetabl™ or legume* or milk or dairy or soy or
meat or fish or eggs or nuts or chocolate or oil* or beverage*).ti,ab kf.

#8 Dietary Carbohydrates/ or Dietary Fats/ or Dietary Proteins/ or (carbohydrat™ or fructose or glucose or
starch or sucrose or sweetener* or aspartame or saccharin* or protein* or amino acid* or fatty acid* or
omega or unsaturated or monounsaturated or polyunsaturated or eicosapentaenoic or docosahexaenoic
or linoleic acid*).ti,ab,kf.

#9 Micronutrients/ or Trace Elements/ or Vitamins/ or
(Vitamin* or multivitamin* or retinol or caroten* or thiamine or riboflavin or niacin or pantothenic or
pyridoxine or biotin or folic or folate or folacin or cobalamin or ascorbic or ascorbate or calciferol* or
cholecalciferol* or ergocalciferol* or tocopherole or tocotrienol or phylloquinone or menaquinone or
calcium or chromium or copper or iodine or iron or fluorine or fluoride or magnesium or manganese or
phosphor* or potassium or selenium or sodium or zinc).ti,ab,kf.

#10 | Dietary Fiber/ or Dietary Supplements/ or (fibre* or fiber* or psyllium or inulin or cellulose or
prebiotic* or probiotic* or symbiotic*).ti,ab,kf.

#11 | (diet* or nutrition or eat™ or feed* or food* or consum* or intake* or supplement*).ti,ab,kf.

#12 | (#6 or #7 or #8 or #9 or #10) and #11

#13 | #5and #12
limit 13 to last 10 years

results: 1,351

Cochrane Library (via Website, advanced search), date: 06.09.2021

ID Query

#1 (randomi* or randomly or RCT or RCTSs):ti,ab,kw

#2 (controlled NEAR/1 (stud™* or trial)):ti,ab,kw

#3 (clinical NEAR/2 (stud™* or trial)):ti,ab,kw

#4 #1 or #2 or #3

#5 (cohort* or observational or longitudinal or prospective or case-cohort or “nested case-control” or
epidemiologic*):ti,ab,kw

#6 MeSH descriptor: [Cohort Studies] explode all trees

#7 | #50r #6

#8 | #4 and #7

#9 (diet* or mediterranean or vegetarian or low-carb* or low-fat or high-protein or gluten* or
FODMAP*):ti,ab,kw

#10 | MeSH descriptor: [Diet] explode all trees

#11 | (grain* or fruit* or vegetabl* or legume* or milk or dairy or soy or meat or fish or eggs or nuts or
chocolate or oil* or beverage*):ti,ab,kw

#12 | MeSH descriptor: [Food] explode all trees

#13 | MeSH descriptor: [Beverages] explode all trees




#14 | (carbohydrat™ or fructose or glucose or starch or sucrose or sweetener* or aspartame or saccharin® or
omega or unsaturated or monounsaturated or polyunsaturated or eicosapentaenoic or docosahexaenoic
or “linoleic acid*” or “fatty acid*” or protein* or “amino acid*”):ti,ab,kw

#15 | MeSH descriptor: [Dietary Carbohydrates] explode all trees

#16 | MeSH descriptor: [Dietary Fats] explode all trees

#17 | MeSH descriptor: [Fatty acids] explode all trees

#18 | MeSH descriptor: [Dietary Proteins] explode all trees

#19 | (Vitamin* or multivitamin* or retinol or caroten* or thiamine or riboflavin or niacin or pantothenic or
pyridoxine or biotin or folic or folate or folacin or cobalamin or ascorbic or ascorbate or calciferol* or
cholecalciferol* or ergocalciferol* or tocopherole or tocotrienol or phylloquinone or menaquinone or
calcium or chromium or copper or iodine or iron or fluorine or fluoride or magnesium or manganese or
phosphor* or potassium or selenium or sodium or zinc):ti,ab,kw

#20 | MeSH descriptor: [Micronutrients] explode all trees

#21 | (fibre* or fiber* or psyllium or inulin or cellulose or prebiotic* or probiotic* or symbiotic*):ti,ab,kw

#22 | #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21

#23 | (diet* or nutrition or eat* or feed* or food* or consum* or intake* or supplement*):ti,ab,kw

#24 | #22 and #23

#25 | #8 and #24

#25 in Cochrane Reviews

with Cochrane Library publication date from Jan 2011 to Sep 2021

results: 126

Epistemonikos (via Website, advanced search, title/abstract), 06.09.2021

ID | Query

#1 “systematic review" OR systematic-review OR "systematic literature review" OR "systematic search”

#2 meta-analys* OR "meta analys*" OR metaanalys* OR metasynthe* OR meta-synthe* OR meta-review
OR "methodological review"

#3 #1 or #2

#4 randomi* OR randomly OR RCT OR RCTs OR “intervention* studies” OR “intervention* trials” OR
“controlled studies” OR “controlled trials”

#5 cohort* OR observational OR longitudinal OR prospective OR case-cohort OR "nested case-control"
OR epidemiologic*

#6 #3 and #4 and #7

#7 diet* OR mediterranean OR vegetarian OR low-carb* OR low-fat or high-protein OR gluten* OR
FODMAP*

#8 grain* OR fruit* OR vegetabl* OR legume* OR milk OR dairy OR soy OR meat OR fish OR eggs OR
nuts OR chocolate OR oil* OR beverage*

#9 carbohydrat* OR fructose OR glucose OR starch OR sucrose OR sweetener* OR aspartame OR
saccharin* OR omega OR unsaturated OR monounsaturated OR polyunsaturated OR eicosapentaenoic
OR docosahexaenoic OR “linoleic acid*” OR “fatty acid*” OR protein* OR “amino acid*”

#10 | Vitamin* OR multivitamin* OR retinol OR caroten* OR thiamine OR riboflavin OR niacin OR
pantothenic OR pyridoxine OR biotin OR folic OR folate or folacin OR cobalamin OR ascorbic OR
ascorbate OR calciferol* OR cholecalciferol* OR ergocalciferol* or tocopherole OR tocotrienol OR
phylloguinone OR menaquinone OR calcium OR chromium OR copper OR iodine OR iron OR
fluorine OR fluoride OR magnesium OR manganese OR phosphor* OR potassium OR selenium OR
sodium OR zinc

#11 | fibre* OR fiber* OR psyllium OR inulin OR cellulose OR prebiotic* OR probiotic* OR symbiotic*

#12 | #7 OR #8 OR #9 OR #10 OR #11

#13 | diet* OR nutrition OR eat* OR feed* or food* OR consum* OR intake* OR supplement™

#14 | #12 AND #13

#15 | #6 AND #14

publication year: “Last 10 years”

results: 1,408




Supplementary Appendix S3 Criteria for Rating Population (P), Intervention/Exposure (I/E), Comparator (C), and Outcome (O) similarities
(modified from Schwingshackl 2021 [1])

from RCTs vs. general healthy population in
BoE from cohort studies

- population at high-risk in BoE from RCTs
vs. general healthy population in BoE from
cohort studies

supplementation vs. intake

- supplementation vs. supplementation of
similar products (multi-micronutrient
supplementation vs. multivitamin
supplementation)

- intake of product + medicament (e.g.
aspirin) vs. intake of product

Rating Population Intervention/ Exposure Comparator Outcome
Both BoE include primary or secondary Both BoE use intake, supplementation, or Both BoE use nil/ low intake, Both BoE examine the same outcome.
prevention status supplementation/ placebo, or status.
Example: Example: Example: Example:
- both BoE with healthy population, general - folate supplementation in BoE from RCTs - no/ low intake from BoE from RCTs and - all-cause mortality in BoE from RCTs and
population and BoE from cohort studies BoE from cohort studies BoE from cohort studies
1= - both BoE with diseased population - apple intake in BoE from RCTs and BoE
Imore or (e.g. people with cardiovascular disease) from cohort studies
ess
i ical . .
Identica Both BoE include same type of population
regarding basic characteristics (age, gender)
Example:
- both BoE with adults
- both BoE with postmenopausal women
Both BoE include primary and secondary Both BoE use similar intervention/ exposure: | BoE use similar but not identical Both BoE examine the same cluster of
prevention or mixed population vs. primary or | - similar products with different routes comparator. outcomes.
secondary prevention or high-risk population of administration
Vs. primary or secondary prevention - different products of the same class
- similar products with different
co-interventions
- similar time frame of intervention
2=
similar but Example: Example: Example: Example:
not - mixed population (healthy people and partly - intake vs. supplementation; intake vs. see Intervention/ Exposure - cardiovascular disease in BoE from RCTs
identical people with cardiovascular disease) in BoE urinary excretion; intake + and coronary heart disease in BoE from

cohort studies

- cardiovascular mortality in BoE from
RCTs vs. cardiovascular incidence +
mortality in BoE from cohort studies




3=

broadly
similar

One BoE include primary prevention and the
other BoE (mostly) secondary prevention

Example:

- people with cancer in BoE from RCTs vs.
general healthy population in BoE from
cohort studies

- mixed population (most [>66%] of the
people with cardiovascular disease) in BoE
from RCTs vs. general population in BoE
from cohort studies

BoE use broadly similar intervention/

exposure:

- intake or supplementation vs. status

- broadly similar products

- different time frame/ early treatment
vs. any treatment

Example:

- selenium supplementation vs. high
selenium status

- Vitamin A supplementation vs. R-carotene
intake

BoE use broadly similar comparator.

Example:
see Intervention/ Exposure

BoE examine similar outcomes.

Example:

- colorectal adenoma in BoE from RCTs vs.
colorectal cancer in BoE from cohort
studies

BoE=bodies of evidence; RCT=randomised controlled trial




Supplementary Appendix S4 Reasons for exclusion of systematic reviews

References Reason for exclusion

[10-98] Ineligible study design

[99-130] Ineligible PI/ECO

[131-151] No RCTs or cohort studies included or RCTs analysed as cohort studies
[152-187] Intervention/exposure or outcome differ

[188-203] Ineligible effect size

[204-206] Updated version included

[207-217] Overlapping PI/ECO with another included systematic review

PI/ECO=population, intervention/exposure, comparator, outcome; RCT=randomised controlled trial




Supplementary Table S1 Exclusion reasons for highly correlated outcomes

Reference: Author, Year Intervention Outcome Reason for exclusion
Aburto 2013 [2] Sodium Stroke Highly likely correlated with outcome “Cardiovascular disease”
Aburto 2013 [2] Sodium Coronary heart disease Highly likely correlated with outcome “Cardiovascular disease”

Aguilar-Cordero 2020 [218]

Vitamin D (maternal)

Prematurity

Highly likely correlated with outcome “Pre-eclampsia”

Alexander 2017 [219]

Omega-3 fatty acids

Any fatal coronary heart
disease event

Highly likely correlated with outcome “Coronary heart disease”

Alexander 2017 [219]

Omega-3 fatty acids

Any nonfatal coronary heart
disease event

Highly likely correlated with outcome “Coronary heart disease”

Alexander 2017 [219]

Omega-3 fatty acids

Coronary death

Highly likely correlated with outcome “Coronary heart disease”

Azad 2017 [220]

Nonnutritive sweeteners

Weight (change)

Highly likely correlated with outcome “Body mass index”

Azad 2017 [220]

Nonnutritive sweeteners

Waist circumference

Highly likely correlated with outcome “Body mass index”

Bolland 2015 [221] Calcium Hip fractures Highly likely correlated with outcome “All fractures”
Bolland 2015 [221] Calcium Vertebral fractures Highly likely correlated with outcome “All fractures”
Bolland 2015 [221] Calcium Forearm fractures Highly likely correlated with outcome “All fractures”

Grosso 2015 [222]

Mediterranean diet

Myocardial infarction

Highly likely correlated with outcome “Cardiovascular disease”

Grosso 2015 [222]

Mediterranean diet

Stroke

Highly likely correlated with outcome “Cardiovascular disease”

Grosso 2015 [222]

Mediterranean diet

Cardiovascular disease
mortality

Highly likely correlated with outcome “Cardiovascular disease”

Kim 2018 [223]

Multivitamins/ Minerals

Coronary heart disease
mortality

Highly likely correlated with outcome “Cardiovascular disease mortality”

10




Kim 2018 [223]

Multivitamins/ Minerals

Stroke mortality

Highly likely correlated with outcome “Cardiovascular disease mortality”

Metastatic prostate cancer/

Stratton 2011 [224] Vitamin E death from prostate cancer Highly likely correlated with outcome “Prostate cancer
Stratton 2011 [224] B-carotene Metastatic prostate cancer/ |y, 1o Jikely correlated with outcome “Prostate cancer”
death from prostate cancer
Thorne-Lyman 2012 [225] Vitamin D Mean gestational age Highly likely correlated with outcome “Mean birth weight”
Vinceti 2018a [7] Selenium Colorectal cancer Highly likely correlated with outcome “Any cancer”
Vinceti 2018a [7] Selenium Lung cancer Highly likely correlated with outcome “Any cancer”
Vinceti 2018a [7] Selenium Breast cancer Highly likely correlated with outcome “Any cancer”
Vinceti 2018a [7] Selenium Bladder cancer Highly likely correlated with outcome “Any cancer”
Vinceti 2018a [7] Selenium Prostate cancer Highly likely correlated with outcome “Any cancer”
Wien 2012 [226] Folic acid Pancreatic cancer Highly likely correlated with outcome “Any cancer”
Wien 2012 [226] Folic acid Breast cancer Highly likely correlated with outcome “Any cancer”
Wien 2012 [226] Folic acid Lung cancer Highly likely correlated with outcome “All cancer”

Wolf 2017 [8]

Multivitamins

Low birthweight

Highly likely correlated with outcome “Preterm birth”

Wolf 2017 [8]

Multivitamins

Small for gestational age

Highly likely correlated with outcome “Preterm birth”

Wolf 2017 [8] Multivitamins Neural tube defect Highly likely correlated with outcome “Stillbirth”
Yang 2020 [227] Calcium Coronary heart disease Highly likely correlated with outcome “Cardiovascular disease”
Yang 2020 [227] Calcium Stroke Highly likely correlated with outcome “Cardiovascular disease”
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Yao 2019 [228] Vitamin D Hip fracture Highly likely correlated with outcome “Any fracture”

Yu 2021 [229] Folic acid Gestational hypertension Highly likely correlated with outcome “Pre-eclampsia”

Zhang 2016 [9] Selenium Coronary heart disease Highly likely correlated with outcome “Cardiovascular disease”
Zhang 2016 [9] Selenium Myocardial infarction Highly likely correlated with outcome “Cardiovascular disease”
Zhang 2018 [230] Vitamin D Fasting insulin Highly likely correlated with outcome “Fasting plasma glucose”
Zhang 2018 [230] Vitamin D HOMA-IR Highly likely correlated with outcome “Fasting plasma glucose”
Zhang 2018 [230] Vitamin D HbAlc Highly likely correlated with outcome “Fasting plasma glucose”

HbAlc=Haemoglobin Alc; HOMA-IR=Homeostasis model assessment-estimated insulin resistance

12




Supplementary Table S2 Exclusion reasons for BoE-pairs due to overlap

Reference: Author, Year

Intervention/Exposure

Outcome

Reason

Amegah 2017 [231]

Vitamin D

Preterm birth

Most of the included studies (5/7) are also identified by Zhou 2017 [232].

Becerra-Tomas 2020 [207]

Mediterranean diet

Cardiovascular disease
mortality

Some of the included studies (4/18) are identified by Grosso 2015 [222], which also used a
larger sample of studies for BoE from RCTs (n=4) and BoE from cohort studies (n=20).

Bloomfield 2016 [208]

Mediterranean diet

Breast cancer

Some of the included studies (4/14) are identified by Morze 2021 [233], which also used the
corrected publication of the PREDIMED for BoE from RCTs.

Chowdhury 2014a [234]

Omega-3 fatty acids

Coronary disease

Many of the included studies (14/25) are also identified by Alexander 2017 [219], which also
used a larger sample of studies for BoE from RCTs (n=18) and BoE from cohort studies (n=17).

Cardiovascular disease

Some of the included studies (2/6) are also identified by Yang 2020 [227], which also used a

Chung 2016 [209] Calcium mortality larger sample of studies for BoE from RCTs (n=4) and BoE from cohort studies (n=13).

Hua 2016 [210] Folic acid Gestational hypertension | A1 ¢ the included studies (6/6) are identified by Yu 2021 [229] or Yang 2016 [235].
and pre-eclampsia

Hyppdnen 2013 [211] Vitamin D Pre-eclampsia All of the included studies (6/6) are identified by Aguilar-Cordero 2020 [218].

Kohler 2018 [212] Selenium Type 2 diabetes All of the included studies (4/4) are identified by Vinceti 2018b [236].

Koloverou 2014 [213]

Mediterranean diet

Type 2 diabetes

Most of the included studies (9/10) are identified by Schwingshackl 2015 [237], which also
used a larger sample of the PREDIMED study for BoE from RCTs [238].

Kuria 2020 [214]

Selenium

Cardiovascular disease

All of the included studies (7/7) are also identified by Zhang 2016 [9].

Liu 2018 [215]

Folic acid

Pre-eclampsia

All of the included studies (10/10) are identified by Yu 2021 [229].

Martinez-Gonzalez 2014a [216]

Mediterranean diet

Cardiovascular disease

All of the included studies (14/14) are also identified by Grosso 2015 [222].

Shim 2016 [217]

Folic acid

Gestational hypertension

All of the included studies (2/2) are also identified by Yang 2016 [235].

Trikalinos 2012 [239]

Omega-3 fatty acids

Cardiovascular mortality

Most of the included studies (11/16) are identified by Alexander 2017 [219], which also used
a larger sample of studies for BoE from RCTs (n=18) and BoE from cohort studies (n=17).

BoE=Dbodies of evidence; PREDIMED=Prevencién con Dieta Mediterranea; RCT=randomised controlled trial
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Supplementary Table S3 Minimal important differences (MID) for the included continuous outcomes

Outcome Normal value MID Lower 95% CI Upper 95% ClI
Body weight 75 kg 2.5% -1.9 1.9

Body mass index 24.4 2.5% -1.2 1.2

Birth weight 3,400 g 2.5% -85 85

Gestational length 40 weeks 2.5% -1 1
HDL-cholesterol 1.036 mmol/l 5% -0.05 0.05

Mini Mental State >26 5% -1.3 1.3
Examination Score

Systolic blood pressure 120 mmHg 2.5% -3 3

Triglyceride 1.7 mmol/Il 2.5% -0.04 0.04

Cl=confidence interval; HDL=high density lipoprotein; MID=minimal important difference



Supplementary Table S4 Description of BoE-pairs

BoE from randomised controlled trials BoE from cohort studies
Summary Summary il:(;lhueded
LI AT Studies | Tcasure, Exposure and Studies | Toasure, meta-
Reference and type of Comparison | Outcome and effect POSUI Comparison | Outcome and effect .
. (n) : type of intake (n) ; analysis
intake estimate estimate (Yes/
0, 0,
(95% ClI) (95% CI) No)
. RR 0.70 . RR 1.06
Aburto 2013 Sodium/ Low vs. High AII—cal_Jse 4 (0.44 to Sodium/ High vs. Low AII—caL_Jse 2 (0.94 to Yes
[2] Intake mortality Intake mortality
1.14) 1.20)
. . RR 0.84 . . RR1.12
Aburto 2013 Sodium/ Low vs. High C_ardlovascular 5 (0.57 to Sodium/ High vs. Low C_ardlovascular 3 (0.93t0 Yes
[2] Intake disease Intake disease
1.23) 1.34)
Dose- Dose-
. response; per RR 0.79 response; per RR 0.76
Afshin 2014 Nuts/ 4 weekly Cpronary heart 1 (0.55 to0 Nuts/ 4 weekly C_oronary heart 6 (0.69 0 Yes
[240] Intake - disease Intake : disease
servings 1.14) servings 0.83)
(28.49) of nuts (28.49) of nuts
Dose- Dose-
. response; per RR 0.62 response; per RR 0.95
Afshin 2014 Nuts/ 4 weekly Stroke 1 (0.44to0 Nuts/ 4 weekly Stroke 2 (0.83to Yes
[240] Intake - Intake .
servings 0.87) servings 1.09)
(28.49) of nuts (28.49) of nuts
Dose- Dose-
. response; per RR 0.86 response; per RR 0.87
Afshin 2014 Nuts/ 4 weekly T_ype 2 1 (0.68to Nuts/ 4 weekly T_ype 2 4 (0.80to Yes
[240] Intake - diabetes Intake . diabetes
servings 1.08) servings 0.95)
(28.49) of nuts (28.49) of nuts
Aguilar- - OR0.61 N OR 1.25
Cordero 2020 \S/l;tanlqe;rrLEr{tation High vs. Low | Pre-eclampsia | 7 (0.36to \S/tgz?;m D/ Low vs. High | Pre-eclampsia | 7 (0.89to Yes
[218] PP 1.04) 1.75)
Omega-3 fatty
. RR 0.94 Omega-3 fatty RR 0.82
Alexander acids/ High vs. Low Cpronary heart 18 (0.85t0 acids/ High vs. Low C_oronary heart 17 (0.74 to Yes
2017 [219] Intake + disease disease
. 1.05) Intake 0.92)
Supplementation

15




MD 0.16

MD 0.80

Amegah 2017 | Vitamin D/ . Gestational Vitamin D/ . Gestational
[231] Supplementation High vs. Low length 2 (0.28 to Status Low vs. High length 1 (0.20to Yes
0.59) 1.40)
Nonnutritive .
MD -0.37 Nonnutritive MD 0.77
Azad 2017 sweeteners/ High vs. Low _Body mass 3 (-1.10to sweeteners/ High vs. Low !30dy mass 1 (0.47to Yes
[220] Intake + index index
. 0.36) Intake 1.07)
Supplementation
. RR 0.89 . RR 1.02
Bolland 2015 | Calciumy/ . Highvs. Low | All fractures 20 (0.81to Calcium/ . High vs. Low | All fractures 5 (0.93to Yes
[221] Supplementation 0.96) Supplementation 1.11)
Omega-3 fatty RR 0.98 Omega-3 fatty RR 0.90
ggf;v Fzzulr]y acids/ High vs. Low E:gir:g;sg/ascula 2 (0.89to acids/ High vs. Low f:girse:;;)evascula 10 (0.80to Yes
Supplementation 1.08) Intake 1.01)
Chowdhury a-linolenic acid/ Hiah vs. Low Coronary 4 E;R(Sg'?o? a-linolenic acid/ Hidh vs. Low Coronary 7 (T)Rggl?f Yes
2014a[234] Supplementation gnvs. disease 1 é6) Intake gnvs. disease 1 1 4
Omega-6 fatty
. RR 0.86 Omega-6 fatty RR 0.98
Chowdhury | acids/ High vs. Low | Soronary 8 ©0.69t0 | acids/ High vs. Low | Soronary 8 (0.90 to Yes
2014a[234] Intake + disease 1.07) Intake disease 1.06)
Supplementation ' '
Chowdhury Vitamin D/ High vs. Low All-cause 29 E)Rgg'?f Vitamin D/ Low vs. High All-cause 68 (R1R3i?cf Yes
2014b [3] Supplementation ' mortality 1 63) Status ' mortality 1 '55)
RR 1.02 Dose- OR 0.94
Chung 2011 Vitamin D/ Hiah vs. Low Colorectal 1 © 60' o Vitamin D/ response; per Colorectal 9 © 91.to Yes
[242] Supplementation gnvs. cancer . Status 10nmol/l cancer i
1.74) 0.97)
' increase )
Dose-
N RR 0.99 N . OR0.99
Chung 2011 Vitamin D/ . High vs. Low | Breast cancer 1 (0.25t0 Vitamin D/ response, per Breast cancer 4 (0.97 to Yes
[242] Supplementation 4.00) Status 10nmol/l 1.01)
' increase '
Dose-
. . . MD -0.21 . . MD -0.11
Ding 2017 Dairy/ . Systolic blood i Dairy/ response; per | Systolic blood ) i
[243] Intake High vs. Low pressure 8 g (%.;))8 0 Intake serving pressure 27 é %‘22)0 0 es
' increase '
L . OR 0.42 L . OR 0.60
Feng 2015 [4] Folic acid/ . High vs. Low Congenital 1 (0.19to Folic acid/ . High vs. Low Congenital 1 (0.38 to Yes
Supplementation heart defects 0.98) Supplementation heart defects 0.96)

16




RR 0.50

RR 1.09

Filippini 2020 | Green Tea/ . High vs. Low | Prostate cancer (0.18to0 Green Tea/ High vs. Low | Prostate cancer | 5 (0.89to Yes
[244] Supplementation Intake
1.36) 1.32)
S . RR 0.33 . RR 0.75
Filippini 2020 | Green Tea/ . Endometrial Green Tea/ . Endometrial
[244] Supplementation High vs. Low cancer (0.01 10 Intake High vs. Low cancer ! (04310 Yes
8.15) 1.30)
. RR 1.30 N RR 1.02
Vitamin C/ . Vitamin C/ .
Fu 2021 [245] Supplementation High vs. Low | Lung cancer (20422)3 to Supplementation High vs. Low | Lung cancer 3 (10285 to Yes
N RR1.11 N RR 1.02
Fu 2021 [245] Vitamin C/ . High vs. Low | Breast cancer (0.87to Vitamin C/ . High vs. Low | Breast cancer 6 (0.88to Yes
Supplementation 1.41) Supplementation 1.18)
N RR 0.84 N RR 0.80
Fu2021 [245] | Y@MINCT | ighvs, Low | Colorectal (064t0 | YHaminCl o vs, Low | COlorectal 2 (0.42 to Yes
Supplementation cancer 1.10) Supplementation cancer 152)
MD 1.14 Dose- MD 0.56
ayer 2019 Apples/ - . Apples/ . .
G High vs. Low | Body weight (-0.45to response; per Body weight 1 (0.39to0 Yes
[246] Intake Intake .
0.73) serving/day 0.73)
Grosso 2015 g/ilstc/ilterranean High vs. Low | Cardiovascular E)ng'ff l(;/ilsglterranean High vs. Low | Cardiovascular 20 E)RGg.Zol Yes
[222] Intake adherence disease 0.76) Intake adherence disease 0.78)
L RR 0.97 N RR 0.90
Jiang 2019 [5] | VI@MINE/ o vs Low | Ade-related (091t | VitaminE/ Highvs. Low | A\9¢Telated | ¢ (0.80 0 Yes
Supplementation cataract Intake cataract
1.03) 1.00)
RR 0.99 RR 0.90
Jiang 2019 [5] | Brearotene/ - ik vs. Low | AAge-related (09210 | Prearotene/ Highvs. Low | Age-related 15 (0.83 10 Yes
Supplementation cataract Intake cataract
1.07) 0.99)
Johnston 2019 | Red meat/ Low vs. Hiah Cardiovascular l(-(|)R92.t908 Red meat/ Low vs. Hidh Cardiovascular o5 (ROR78'?(? Yes
[247] Intake -Hig disease i Intake -1ig disease i
1.06) 0.94)
HR 0.96 RR 0.76
Johnston 2019 f Red meat/ Lowvs. High | 'YP€2 (09010 | Red meat Lowvs. High | ' YP€2 14 (0.68 10 Yes
[247] Intake diabetes 103 Intake diabetes
.03) 0.86)
Johnston 2019 | Red meat/ Low vs. Hiah Colorectal Z')F;é'?;' Red meat/ Low vs. High Colorectal 16 E)ng'?j Yes
[247] Intake -9 cancer 1 '20) Intake -Hig cancer 1 65)
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L SMD 0.56 L SMD 0.33
Jonker 2020 Folic acid/ . High vs. Low Mean . 3 (0.15to Folic acid/ - High vs. Low Mean . (0.19to Yes
[248] Supplementation birthweight 0.97) Supplementation birthweight 0.47)
L OR 0.93 L OR 0.58
Jonker 2020 Folic acid/ . Low Folic acid/ . Low
[248] Supplementation High vs. Low birthweight 1 (10088§ 0 Supplementation High vs. Low birthweight ((30743? 0 Yes
L OR0.98 Folic acid/ OR 0.62
Jonker 2020 Folic acid/ - Small for . . Small for
[248] Supplementation High vs. Low gestational age ! (10025 0 Eulwt);ek?entatlon High vs. Low gestational age (10323 0 es
. logHR .
Kastorini I\/_Iednerranean Highvs. Low | Metabolic -0.80 I\/_Iednerranean High vs. Low | Metabolic loghR -0.76
diet/ 2 diet/ (-2.16 to Yes
2011 [6] Intake adherence syndrome (-1.42to Intake adherence syndrome 0.63)
-0.18) '
Kastorini I\/_Iednerranean High vs. Low | HDL- MD 1.25 I\/_Iednerranean High vs. Low | HDL- MD 0.30
2011 [6] diet/ adherence cholesterol 27 (0.5210 diet/ adherence cholesterol (-1.77t0 es
Intake 1.99) Intake 2.37)
Kastorini Mediterranean Hidh vs. Low MD -6.45 | Mediterranean Hiah vs. Low MD -2.00
2011 [6] diet/ adgerenée Triglycerides 27 (-10.91to | diet/ adﬁeren;:e Triglycerides (-6.74 to Yes
Intal§e -1.99) Intak_e 2.74)
Kastorini Medlterranean High vs. Low | Systolic blood MD -2.35 l\/_ledlterranean High vs. Low | Systolic blood MD 0.80
2011 [6] diet/ adherence ressure 14 (-351to diet/ adherence ressure (08410 es
Intake P -1.18) Intake P 2.44)
. Multivitamins/ . RR 0.95 Multivitamins/ . RR 1.00
;(lerg]mlS Minerals/ High vs. Low dciigigc;vascular 1 (0.83to0 Minerals/ High vs. Low ((j:izgilsc;vascular (0.96 to Yes
Supplementation 1.09) Supplementation 1.05)
. Multivitamins/ RR 0.97 Multivitamins/ RR 0.90
E<2|2rg]2018 Minerals/ High vs. Low dcizgggzry heart 2 (0.80to Minerals/ High vs. Low gics);ggsry heart (0.85to Yes
Supplementation 1.19) Supplementation 0.96)
Kim 2018 Multivitamins/ RR 1.05 Multivitamins/ RR 0.98
[223] Minerals/ High vs. Low | Stroke 1 (0.70to Minerals/ High vs. Low | Stroke (0.91to Yes
Supplementation 1.56) Supplementation 1.04)
N RR1.11 N RR 0.85
Eig? 2014 \S/l:t;p:rlle;rr:éntation High vs. Low | Gastric cancer | 11 (0.94 to }Qtt:g ins/ High vs. Low | Gastric cancer (0.66 to Yes
1.31) 1.08)
. L RR 1.10 N RR 0.84
Lin 2019 Vitamin E/ . High vs. Low | Bladder cancer | 3 (0.86 to Vitamin E/ High vs. Low | Bladder cancer (0.72 to Yes
[250] Supplementation Intake
1.35) 0.96)
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. . RR 0.84 N RR 1.24
I[_2|g12]020 \S/L:?S;e!nmg)rftation High vs. Low | Nephrolithiasis | 7 (0.65 to ;/l:?p:?emmgrftation High vs. Low | Nephrolithiasis | 3 (1.01to0 Yes
1.10) 1.51)
. . RR 1.20 . RR 1.16
I[_2|g12]020 gﬁ;)(;linr:l/entation High vs. Low | Nephrolithiasis | 4 (0.65 to gjé%luerrr;/entation High vs. Low | Nephrolithiasis | 2 (1.00to Yes
2.21) 1.35)
. Lo Dose- Dose-
g/l;:tzlglee ZZ glzgl;;:rlr:{antation response; per | Coronary heart 1 (R(’)RSg.?Ol Olive oil/ response; per | Coronary heart 3 (R()R7g'?($ Yes
2014b [252 25g/day disease i Intake 25g/day disease .
[252] + Intake increase 1.24) increase 1.18)
. . . Dose- Dose-
Martinez- Olive oil/ . RR 0.69 . . . RR 0.74
Gonzalez Supplementation ;%sp/?jr;se, per Stroke 1 (0.48to Ic:]ltgfeo'" ;%s;)/zr;se, per Stroke 2 (0.60to Yes
2014b [252] | + Intake e 0.98) S 0.92)
. WGMD .
Miller 2014 Low-calorie . _ -0.80 Low-calorie Mean . WGMC 0.02
sweeteners/ High vs. Low | Body weight 13 sweeteners/ . Body weight 4 (-0.01to No
[253] | (-1.17to correlation
ntake 20.43) Intake 0.06)
. . RR 1.07 . . RR 0.96
Moazzen Folic acid/ . Colorectal Folic acid/ : Colorectal
2018 [254] Supplementation High vs. Low cancer 4 (104?;)5 o Supplementation High vs. Low cancer 3 (10273 0 es
. L RR 1.03 T RR 0.95
Mocell . .
[ZE?ET in 2017 \S/L:?rgrl](;rr:wsgation High vs. Low | Cancer 9 (0.94 to }Qt?krz in B6/ High vs. Low | Cancer 29 (0.90 to Yes
1.13) 1.01)
Morze 2021 Medlterranean High vs. Low | Cancer RR 0.75 I\/_Iednerranean High vs. Low | Cancer RR 0.87
233 diet/ dh . 1 (0.17to diet/ . 18 (0.82to Yes
[233] Intake adherence mortality 3.33) Intake adherence mortality 0.92)
Mediterranean . RR 0.41 Mediterranean . RR 0.97
Morze 2021 diet/ High vs. Low Breast cancer 1 (0.19to diet/ High vs. Low Breast cancer 12 (0.94 to Yes
[233] Intake adherence 0.87) Intake adherence 1.00)
. L . MD 0.11 o . MD 0.07
Picasso 2019 | Vegetarian diet/ | Vegetarian vs. . . Vegetarian diet/ | Vegetarian vs. . .
[256] Intake Omnivore diet | nalveerides |5 é—%.ll)o 0 Intake Omnivore diet | ' nalveerides | 1 ggg,)g 0 es
Picasso 2019 | Vegetarian diet/ | Vegetarianvs. | HDL- 4 '(\_/IOD1'70£6 Vegetarian diet/ | Vegetarianvs. | HDL- 1 MOleOiOB v
[256] Intake Omnivore diet | cholesterol 0 0'4) Intake Omnivore diet | cholesterol (() 0'4) 0 €s
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Savehmiri Selenium/ RR 0.90 Selenium/ RR 0.89
2031/8 [257] Supplementation High vs. Low | Prostate cancer | 9 (0.74 to0 Supplementation | High vs. Low | Prostate cancer (0.64 to Yes
PP 1.0) + Intake 1.23)
Schwingshack Medlterranean High vs. Low | Type2 RR 0.70 Medlterranean High vs. Low | Type 2 RR 0.83
12015 [237] diet/ adherence diabetes 1 (0.5410 diet/ adherence diabetes (0.7410 Yes
Intake 0.91) Intake 0.92)
. L RR 0.60 Lo RR 0.87
Schwingshack | Olive oil/ . Type 2 Olive oil/ . Type 2
12017 [258] Intake High vs. Low diabetes 1 (04310 Intake High vs. Low diabetes (08010 es
0.84) 0.94)
Mini Mental Mini Mental
Setien-Suero Homocysteine/ . State SMD 0.05 Homocysteine/ . State 6-0.11
: Low vs. High A 2 (-0.07 to Correlation A (-0.18to No
2016 [259] Supplementation Examination Status Examination
0.17) -0.05)
Score Score
o OR 0.90 S OR 1.05
stratton 2011 Muluwtamms_/ Highvs. Low | Prostate cancer | 1 (0.61to Mult|V|tam|ns_/ High vs. Low | Prostate cancer (0.94 to Yes
[224] Supplementation 1.33) Supplementation 1.16)
Stratton 2011 | Vitamin £/ . High vs. Low | Prostate cancer | 3 NR Vitamin E/ . High vs. Low | Prostate cancer NR Yes
[224] Supplementation Supplementation
L HR 1.01 L
Stratton 2011 | Vitamin C/ . High vs. Low | Prostate cancer | 1 (0.92to Vitamin C/ . High vs. Low | Prostate cancer NR Yes
[224] Supplementation 1.10) Supplementation
OR1.20 OR 0.69
Stratton 2011 | p-carotene/ . High vs. Low | Prostate cancer | 1 (0.86 to p-carotene/ . High vs. Low | Prostate cancer (0.62 to Yes
[224] Supplementation 1.66) Supplementation 0.77)
. MD 0.75 . MD 0.31
Te Morenga Dietary sugars/ Highvs. Low | Weight gain 10 (0.30to Dietary sugars/ High vs. Low | Weight gain (-0.07 to Yes
2013 [260] Intake Intake
1.19) 0.68)
Dose-
response; per
Te Morenga Dietary sugars/ Low vs. Hiah Body mass 3 (S'(\)A? 40t'009 Dietary sugars/ serving/day or | Body mass ?3[800{22 Yes
2013 [260] Intake -9 index (change) 0 3'2) Intake increase of index (change) 0 (')5)
' 100g/day SSB ‘
intake
Thorne- Vitamin D/ Mean MD 58.07 | Vitamin D/ Mean MD 52.66
Lyman 2012 Supplementation High vs. Low birthweiaht 5 (-63.87to | Supplementation | High vs. Low birthweiaht (3.54t0 Yes
[225] PP 9 180.00) + Intake g 101.77)

20




Trikalinos Vitamin E/ Cardiovascular RR 0.97 Vitamin E/ Cardiovascular HR 0.85
. High vs. Low : 14 (0.91t0 Supplementation | High vs. Low : 8 (0.78 to Yes
2012 [239] Supplementation disease 1.03) + Intake disease 0.93)
N . RR 0.99 . OR0.72
Vinceti 2018a | Seleniumy/ . High vs. Low | Any cancer 5 (0.86 to Selenium/ High vs. Low | Any cancer 7 (0.55to0 Yes
[7]1 Supplementation 1.14) Status 0.93)
N . RR 0.81 . OR0.93
Vinceti 2018a | Selenium/ . Cancer Selenium/ . Cancer
[7] Supplementation High vs. Low mortality 2 (10343 0 Intake High vs. Low mortality ! (100%,3; 0 Yes
N . RR1.11 . OR 2.39
Vinceti 2018b | Selenium/ _ High vs. Low T_ype 2 5 (1.01 to Selenium/ High vs. Low T_ype 2 1 (132 to Yes
[236] Supplementation diabetes 1.22) Intake diabetes 4.32)
. L RR 1.07 S RR 1.03
Wien 2012 Folic acid/ . Highvs. Low | Cancer 10 (1.00to Folic acid/ . High vs. Low | Cancer 5 (0.90to Yes
[226] Supplementation 1.14) Supplementation 1.18)
A RR 1.09 S RR 0.84
Wolf 2017 [8] Mult|V|tam|ns_/ High vs. Low | Preterm birth 1 (0.43 10 Mult|V|tam|n§/ High vs. Low | Preterm birth 4 (0.69 to Yes
Supplementation 2.77) Supplementation 1.03)
Multivitamins/ . s RR 2.43 Multivitamins/ . - RR 0.78
Wolf 2017 [8] - High vs. Low | Stillbirth 1 (0.12to - High vs. Low | Stillbirth 2 (0.59to Yes
Supplementation 50.05) Supplementation 1.03)
L . RR 0.62 Folic acid/ . RR 1.02
Yang 2016 Folic acid/ . High vs. Low Gestatlonql 1 (0.40to Supplementation | High vs. Low Gestatlonz_:ll 3 (0.95to Yes
[235] Supplementation hypertension 0.94) + Intake hypertension 1.09)
. . RR 0.91 . . RR 0.98
Yang 2020 Calcium/ _ High vs. Low C_ardlovascular 4 (0.56 to Calcium/ High vs. Low C_ardlovascular 13 (0.90 to Yes
[227] Supplementation disease Intake disease
1.46) 1.06)
Dose-
. response; per .
N Rate Ratio S Rate Ratio
Yao 2019 Vitamin D/ . High vs. Low | Any fracture 11 1.06 (0.98 Vitamin D .25an|/ I. Any fracture 10 0.93(0.89t0 | Yes
[228] Supplementation 0 1.14) Status increase in 0.96)
' 25(0OH)D level '
in blood
L RR 1.11 Folic acid/ RR 0.85
E;%S]Oﬂ gﬁllclzngwtation High vs. Low | Pre-eclampsia | 3 (0.75to Supplementation | High vs. Low | Pre-eclampsia | 13 (0.76 to Yes
PP 1.62) + Intake 0.94)
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. . RR 0.91 . . RR 0.87
Zhang 2016 Selenium/ _ High vs. Low C_ardlovascular 9 (0.74 10 Selenium/ High vs. Low Qardlovascular 14 (0.76 to0 Yes
[9] Supplementation disease Status disease
1.10) 0.99)
. . RR 0.72 N . OR 1.82
Zhang 2018 Vitamin D/ _ High vs. Low G_estatlonal 4 (0.39 to Vitamin D/ Low vs. High Qestatlonal o4 (136 to Yes
[230] Supplementation diabetes 131) Status diabetes 2 44)
. . SMD -0.43 N . CC-0.09
Zhang 2018 Vitamin D/ . Fasting plasma . Vitamin D/ . Fasting plasma i
[230] Supplementation High vs. Low glucose 16 (001?3; 0 Status Correlation glucose 13 8%12)0 0 No
Multivitamins/ RR 0.73 Multivitamins/ RR 0.73
[22h6a10] 2014 Minerals/ High vs. Low ,c\lal:;:zzz 2 (0.59to Minerals/ High vs. Low lc\lal':;:zz': 5 (0.64to Yes
Supplementation 0.90) Supplementation 0.82)
Multivitamins/ . RR 0.92 Multivitamins/ . RR 0.81
[22h6a10] 2014 Minerals/ High vs. Low g;;tr';:tl 2 (0.69to Minerals/ High vs. Low gﬁ;tr'gs: 4 (0.68to Yes
Supplementation 1.23) Supplementation 0.94)
Zhao 2014 Multivitamins/ Posterior RR1.81 Multivitamins/ Posterior RR 0.96
[261] Minerals/ High vs. Low | subcapsular 2 (1.30to Minerals/ High vs. Low | subcapsular 3 (0.72 to Yes
Supplementation cataract 2.54) Supplementation cataract 1.20)
o OR 0.57 N OR1.14
Zhou 2017 Vitamin D/ . High vs. Low | Preterm birth 5 (0.36 to Vitamin D/ Low vs. High | Preterm birth 12 (0.95to Yes
[232] Supplementation 0.91) Status 1.38)

BoE=bodies of evidence; CC=correlation coefficient; Cl=confidence interval; HR=hazard ratio; MD=mean difference; NR=not reported; OR=0dds ratio; RR=risk ratio;
SMD=standardised mean difference; SSB=sugar sweetened beverages; WGMC=weighted group mean correlation; WGMD=weighted group mean difference

22




Supplementary Table S5 Overview of transformations made to the original data extraction

Type of
Systematic Intervention/ BoE n - .
review Exposure Outcome (RCTs/ | (studies) Original What we used Rationale
CSs)
HR 95% CI RR 95% CI
Number of patients and events in
. intervention and control group for
Johnston 2019 Low red meat Qardlovascular RCT 1 0.98 0.91 to 1.06 1.00 0.84t01.19 coronary heart disease death and fatal
[247] disease .
stroke, mean 8.1 years follow-up;
Table 4 in Howard 2006 [262]
Number of patients and events in
intervention and control group for
Johnston 2019 Low red meat Colorectal RCT 1 1.04 0.90t0 1.20 1.02 0.89t01.18 colorectal cancer, mean 5 years
[247] cancer i .
follow-up; Supplementary Table 2 in
Thomson 2014 [263]
Number of patients and events in
Johnston 2019 . intervention and control group for type
[247] Low red meat Type 2 diabetes | RCT 1 0.96 0.90t0 1.03 0.95 0.89to 1.02 2 diabetes, mean 8.1 years follow-up:
Figure 2 in Tinker 2008 [264]
Number of patients and events in
Stratton 20111 \iamin ¢ Prostate cancer | RCT 1 1.01 09210110 | 110 |093to129 | nterventionand control group for
[224] prostate cancer, mean 8 years follow-
up; Figure 3 in Gaziano 2009 [265]
Trikalinos 2012 I Cardiovascular Data not available to calculate a RR
[239] Vitamin E disease CS 8 0.85 0.78t0 0.93 0.85 0.78t0 0.93 for the HR: assumption HR=RR
logHR 95% CI RR 95% CI
Meta-analysis of RCTs (clinical trials)
. . shown in Figure 2; HRs pooled with
Kastorini 2011 Mediterranean diet Metabolic RCT 2 -0.80 -L421o 0.45 0.24t00.84 inverse-variance method; data not
[6] syndrome -0.18

available to calculate a RR for the HR;
assumption HR=RR
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CS

-0.76

-2.16 t0 0.63

0.46

0.11t01.88

Meta-analysis of CSs (prospective
studies) shown in Figure 2; HRs
pooled using inverse-variance models
with random effects; data not available
to calculate a RR for the HR;
assumption HR=RR

OR

95% ClI

RR

95% CI

Aguilar-
Cordero 2020
[218]

Vitamin D

Pre-eclampsia

RCT

0.61

0.36 to 1.04

0.66

0.42t0 1.05

Meta-analysis of RCTs (n=7) shown in
Figure 27; RRs calculated using
number of patients and events in
intervention and control groups;
pooled using inverse-variance models
with random effects

CS

1.47

1.29to 1.67

0.82

0.60t01.11

Meta-analysis of observational studies
(n=11) shown in Figure 4; prospective
studies were separated (Achkar 2015
[266], Arisoy 2015 [267], Bener 2013
[268], Burris 2014 [269], Gidlof 2015
[270], Schneuer 2014 [271], van Weert
2016 [272]); ORs inverted (from low
vs. high to high vs. low); ORs
converted to RR with ACR= 0.10; risk
observed in the control group of the
corresponding BoE of RCTs (Figure
24); pooled using inverse-variance
models with random effects

Chung 2011
[242]

Vitamin D

Colorectal
cancer

CS

0.94

0.91t0 0.97

0.94

0.91t00.97

ACR=0.0201; risk observed in the
control group of the corresponding
BoE of RCTs (Trivedi 2003 [273],
colorectal cancer)

Chung 2011
[242]

Vitamin D

Breast cancer

CS

0.99

0.97t01.01

0.99

0.97t01.01

ACR=0.0124; risk observed in the
control group of the corresponding
BoE of RCTs (Trivedi 2003 [273],
breast cancer)
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Feng 2015 [4]

Folic acid

Congenital heart
defects

RCT

0.42

0.191t0 0.98

0.58

0.33101.02

RR calculated using number of
patients and events in intervention and
control group for cardiovascular
defects; Table 4 in Czeizel 1998 [274];
converted to a standardized food
portion of the corresponding CS (from
0.8mg/day to 0.6mg/day)

CS

0.60

0.38 to 0.96

0.60

0.38 to 0.96

ACR=0.0084; risk observed in the
control group of the corresponding
BoE of RCTs (Czeizel 1998 [274],
cardiovascular defects)

Jonker 2020
[248]

Folic acid

Low birthweight

RCT

0.93

0.81to0 1.08

0.96

0.88 to 1.04

Meta-analysis shown in Figure 4; RR
calculated using number of patients
and events in intervention and control
group of Christian 2003 [275]

CS

0.55

0.441t00.70

0.71

0.601t00.83

Meta-analysis for non-randomised
studies (n=7) in Figure 4; prospective
cohorts were separated (Balarajan
2013 [276], Chaudhary 2012 [277],
Joseph 2011 [278], Nisar 2014 [279],
Wang 2016 [280]); OR converted to
RR with ACR= 0.4341,; risk observed
in the control group of the
corresponding BoE of RCTs (Christian
2003 [275])

Jonker 2020
[248]

Folic acid

Small for
gestational age

RCT

0.96

0.81t01.14

0.98

0.92 to 1.06

Meta-analysis shown in Figure 6; RR
calculated using number of patients
and events in intervention and control
group of Christian 2003 [275]

CS

0.66

0.41to0 1.07

0.80

0.50t01.11

Meta-analysis for non-randomised
studies (n=4) in Figure 4; we
combined post-conceptional and pre-
conceptional folic acid use in Zheng
2016 [281]; OR converted to RR with
ACR= 0.5870; risk observed in the
control group of the corresponding
BoE of RCTs Christian 2003 [275]
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Stratton 2011
[224]

Multivitamins

Prostate cancer

RCT

0.90

0.61t01.33

0.90

0.621t01.33

Meta-analysis shown in Figure 2a; RR
calculated using number of patients
and events in intervention and control
group of Meyer 2005 [282]

CS

1.05

0.94t01.16

1.05

0.941t01.16

ACR=0.0215; risk observed in the
control group of the corresponding
BoE of RCTs (Meyer 2005 [282],
Occurrence of prostate cancer)

Stratton 2011
[224]

[-carotene

Prostate cancer

RCT

1.20

0.86 to 1.66

1.19

0.87 to 1.65

Meta-analysis shown in Figure 2E; RR
calculated using number of patients
and events in intervention and control
group of Heinonen 1998 [283]

CS

0.69

0.62t0 0.77

0.69

0.63t00.77

ACR=0.0092; risk observed in the
control group of the corresponding
BoE of RCTs (Heinonen 1998 [283]);
Figure 2E

Stratton 2011
[224]

Vitamin E

Prostate cancer

RCT

CS

1.02

0.89t01.16

0.98

0.81t01.20

1.09

0.94t0 1.27

Meta-analysis for all study types
(Figure 2B) was separated; effect
estimates for RCTs and CS were
converted from OR to RR; pooled
using inverse-variance models with
random effects

Vinceti 2018a
[7]

Selenium

Any cancer

CS

0.72

0.55t00.93

0.75

0.59 t0 0.94

ACR=0.15009; risk observed in the
control group of the corresponding
BoE of RCTs; Analysis 1.1., Outcome
1 Any cancer risk

Vinceti 2018a
[7]

Selenium

Cancer mortality

CS

0.93

0.82to0 1.04

0.93

0.83 to 1.04

ACR=0.0597; risk observed in the
control group of the corresponding
BoE of RCTs; Analysis 1.2., Outcome
2 Cancer mortality

Vinceti 2018b
[236]

Selenium

Type 2 diabetes

CS

2.39

1.321t04.32

2.28

1.31t03.89

ACR= 0.0335; risk observed in the
control group of the corresponding
BoE of RCTs; Table 2
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Zhang 2018
[230]

Vitamin D

Gestational
diabetes

CS

24

1.85

1.47t0 2.32

0.58

0.441t00.76

Meta-analysis for observational studies
(n=38) in Figure 1; we included only
prospective cohort (Alvarez-Silvares
2016 [284], Burris 2011 [285], Burris
2012 [286], Davies-Tuck 2013 [287],
Davies-Tuck 2015 [288], Fernandez-
Alonso 2010 [289], Hu 2015 [290],
Inancli 2016 [291], Kramer 2014
[292], Loy 2015 [293], Park 2014
[294], Song 2015 [295], Tomedi 2013
[296], Zhou 2014 [297], Zhu 2015
[298]) and nested-case-control studies
(Arnold 2015 [299], Baker 2012 [300],
Dodds 2013 [301], Dodds 2016 [302],
Giguere 2014 [303], Li 2016 [304]
Makgoba 2011 [305], Schneuer 2014
[271], Zhang 2008 [306]); ORs were
inverted (from low vs. high to high vs.
low); ORs were pooled using inverse-
variance models with random effects;
ACR= 0,1060; risk observed in the
control group of the corresponding
BoE of RCTs (Hossain 2014 [307],
Mojibian 2015 [308], Sablok 2015
[309], Yap 2014 [310]; Figure S19

Zhou 2017
[232]

Vitamin D

Preterm birth

RCT

0.57

0.36t0 0.91

0.58

0.30to1.11

Meta-analysis for RCTs (n=6) in
Figure 3; we excluded Asemi 2013
[311] due to retraction; RRs calculated
using number of patients and events in
intervention and control groups;
pooled using inverse-variance models
with random effects
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CS

12

1.25

1.13t01.38

0.88

0.73t0 1.05

Meta-analysis of observational studies
(n=14) in Supplementary Figure 2; we
separated the studies of the
prospective, case-cohort and nested
case-cohort subgroups; ORs were
inverted (from low vs. high to high vs.
low); ORs were pooled using inverse-
variance models with random effects;
ACR=0.0460; risk observed in the
control group of the corresponding
BoE of RCTs, Figure 3

Rate Ratio

95% CI

RR

95% ClI

Yao 2019 [228]

Vitamin D

Any fracture

RCT

11

1.06

0.98t01.14

1.06

0.97t01.15

Meta-analysis for RCTs (n=11) in
Figure 2, Any fracture; RRs calculated
using number of patients and events in
intervention and control groups;
pooled using inverse-variance models
with random effects

CS

10

0.93

0.891t0 0.96

0.89

0.83100.96

Meta-analysis for CSs (n=10) in Figure
1, Any fracture; RRs calculated using
number of patients and events in
intervention and control groups;
pooled using inverse-variance models
with random effects

RR

95% ClI

RR

95% ClI

Aburto 2013
[2]

Low sodium

All-cause
mortality

CS

1.06

0.94t01.20

0.95

0.71to 1.27

Meta-analysis of CSs (n=7) shown in
Figure 3.20 [312]; we included only
CSs reporting on effect of dietary
intake (Cohen 2008 [313], He 1999
[314]); RRs were inverted (from high
vs. low to low vs. high); pooled using
inverse-variance models with random
effects
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Aburto 2013
[2]

Low sodium

Cardiovascular
disease

CS

1.12

0.93t01.34

0.87

0.64t01.18

Meta-analysis of CSs (n=9) shown in
Figure 3.4 [312]; we included only
CSs reporting on effect of dietary
intake (Cohen 2008 [313], He 1999
[314], Umesawa 2008 [315]); RRs
were inverted (from high vs. low to
low vs. high); pooled using inverse-
variance models with random effects

Afshin 2014
[240]

Nuts

Coronary heart
disease

RCT

CS

Fatal:
0.76
Nonfatal:
0.78

0.69t0 0.84

0.67 t0 0.92

0.79

0.55t01.14

0.76

0.69 t0 0.83

Meta-analysis for RCTs and CSs
(Figure 2A and 2B; Fatal and nonfatal
CHD) was separated; RRs for CSs
with nonfatal and fatal outcomes were
pooled using inverse-variance models
with random effects

Afshin 2014
[240]

Nuts

Stroke

RCT

CS

0.89

0.74 to 1.05

0.62

0.44 t0 0.87

0.95

0.831t01.09

Meta-analysis for RCTs and CSs
(Figure 2C; Total stroke) was
separated; RRs for CS were pooled
using inverse-variance models with
random effects

Afshin 2014
[240]

Nuts

Type 2 diabetes

RCT

CS

0.87

0.81t0 0.94

0.86

0.68 to 1.08

0.87

0.80 to 0.95

Meta-analysis for RCTs and CSs
(Figure 2D; diabetes) was separated;
RRs for CS were pooled using inverse-
variance models with random effects

Chowdhury
2014b

Vitamin D

All-cause
mortality

CS

68

1.44

1.341t0 1.55

0.69

0.65t00.75

Value of RR and 95% ClI displayed in
Figure 1, All-cause mortality was
inverted (from low vs. high to high vs.
low).

Kim 2018 [223]

Multivitamins/
Minerals

Cardiovascular
disease

RCT

CS

1.00

0.97 to 1.04

0.95

0.83t01.09

1.00

0.96 to 1.05

Meta-analysis for RCTs and CSs
(Figure 2; CVD mortality) was
separated; RRs for CS were pooled
using inverse-variance models with
random effects

Kim 2018 [223]

Multivitamins/
Minerals

Stroke

RCT

CS

0.98

0.91to 1.05

1.05

0.70 to 1.56

0.98

0.91t01.04

Meta-analysis for RCTs and CSs
(Figure 2; Stroke Incidence) was
separated; RRs for CS were pooled
using inverse-variance models with
random effects
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Lin 2020 [251]

Vitamin D

Nephrolithiasis

CS

1.22

1.01to 1.49

1.24

1.01to1.51

Meta-analysis for observational studies
(Figure 5, Total Vitamin D, n=4);
prospective studies were separated
(NHS I [316], NHS 11 [317], HPFS
[317]; RRs pooled using inverse-
variance models with random effects

Sayehmiri 2018
[257]

Selenium

Prostate cancer

CS

0.77

0.52t01.14

0.89

0.64t01.23

Meta-analysis of CSs (n=9) shown in
Table 2, Type of study; we included
only CSs reporting on effect of dietary
intake (Hartman 1998 [318], Peters
2008 [319]; RRs pooled using inverse-
variance models with random effects

Stratton 2011
[224]

Vitamin C

Prostate cancer

CS

NR

NR

0.96

0.86 to 1.06

Number of patients and events in
intervention and control group for
prostate cancer reported in Table 2

Wien 2012
[226]

Folic acid

Cancer

CS

1.03

0.92t01.16

1.03

0.90t01.18

Meta-analysis of CSs (n=6); we
included only prospective CSs (Maruti
2009 [320], Oaks 2010 [321], Skinner
2004 [322], Slatore 2008 [323],
Stolzenberg-Solomon 2006 [324]);
RRs pooled using inverse-variance
models with random effects

Wolf 2017 [8]

Multivitamins

Preterm birth

RCT

NR

NR

1.09

0.43t0 2.77

Number of patients and events in
intervention and control group for
preterm birth; Table 4 in Brough 2010
[325]

Wolf 2017 [8]

Multivitamins

Stillbirth

RCT

NR

NR

2.43

0.12 to 50.05

Number of patients and events in
intervention and control group for
preterm birth; Table 2 in Kirke 1992
[326]

Yang 2016
[235]

Folic acid

Gestational
hypertension

RCT

CS

1.02

1.00to 1.04

0.62

0.40 t0 0.94

1.05

1.00to1.11

Meta-analysis for RCTs and CSs
(Figure 2) was separated; we included
only prospective CSs reporting on
postconceptional folic acid use (Li
2013 [327], Oken 2007 [328],
Timmermans (Postcon) 2011 [329];
RRs of CSs were pooled using inverse-
variance models with random effects
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Yu 2021 [229]

Folic acid

Pre-eclampsia

CSs

13

0.83

0.74t00.93

0.85

0.76 to 0.94

Meta-analysis for all study types
(Figure 3); we included only
prospective CSs (Bodnar 2006 [330],
Bukowski 2009 [331], Catov 2009
[332], Catov 2011 [333], Li 2020
[334], Liu 2015 [335], Martinussen
2015 [336], Oken 2007 [328],
Timmermanns 2011 [329], Vanderlelie
2014 [337], Wang 2015 [338], Wen
2008 [339], Wen 2016 [340]; RRs
pooled using inverse-variance models
with random effects

Zhao 2014
[261]

Multivitamins/
Minerals

Nuclear cataract

RCT

NR

NR

0.73

0.59t0 0.90

RRs of reported RCTs (Maraini 2008
[341], Sperduto 1993 [342]) were
pooled using inverse-variance models
with random effects

Zhao 2014
[261]

Multivitamins/
Minerals

Cortical cataract

RCT

NR

NR

0.92

0.69t01.23

RRs of reported RCTs (Maraini 2008
[341], Sperduto 1993 [342]) were
pooled using inverse-variance models
with random effects

Zhao 2014
[261]

Multivitamins/
Minerals

Posterior
subcapsular
cataract

RCT

NR

NR

1.81

1.30t0 2.54

RRs of reported RCTs (Maraini 2008
[341], Sperduto 1993 [342]) were
pooled using inverse-variance models
with random effects

MD

95% ClI

MD

95% ClI

Amegah 2017
[231]

Vitamin D

Gestational
length

RCT

CS

-0.24

-0.69 to0 0.22

0.16

-0.28t0 0.59

0.08

0.20to 1.40

Meta-analysis for RCTs and CS
(Figure 3C) was separated; MDs were
inverted (from low vs. high to high vs.
low)

Kastorini 2011
[6]

Mediterranean diet

HDL-cholesterol

RCT

27

1.17

0.38 to 1.96

0.03

0.01 to 0.05

Meta-analyses for clinical trials shown
in Table 4; we excluded non-
randomised studies (Papadaki 2008
[343], Gomez 2005 [344]); MD was
converted from mg/dl to mmol/I
(factor: 0.026)

CS

0.30

-1.77 t0 2.37

0.01

-0.05to 0.06

MD was converted from mg/dl to
mmol/I (factor: 0.026)
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Kastorini 2011
[6]

Mediterranean diet

Triglycerides

RCT

27

-6.14

-10.351t01.93

-0.07

-0.12 to0 -0.02

Meta-analyses for clinical trials shown
in Table 4; we excluded non-
randomised studies (Papadaki 2008
[343], Gomez 2005 [344]); MD was
converted from mg/dl to mmol/I
(factor: 0.0114)

CS

-2.00

-6.74 10 2.74

-0.02

-0.08 t0 0.03

MD was converted from mg/dl to
mmol/I (factor: 0.0114)

Te Morenga
2013 [260]

Low dietary sugars

Weight gain

RCT

10

0.75

0.30t01.19

-0.75

-1.19t0 0.30

Meta-analysis of RCTs shown in
Figure 4; MD was inverted (from high
vs. low to low vs. high)

CS

0.31

-0.07 t0 0.68

-0.31

-0.68 to 0.07

Meta-analysis of CS (n=4) shown in
Web figure 3 (Weight difference
between highest and lowest intakes at
baseline); MD inverted (from high vs.
low to low vs. high)

Te Morenga
2013 [260]

Low dietary sugars

Body mass index

CS

0.02

-0.00 to 0.05

-0.02

-0.05 to -0.00

Meta-analysis of CS (n=4) shown in
Web figure 6; MD inverted (from high
vs. low to low vs. high)

MD

95% CI

SMD

95% ClI

Azad 2017
[220]

Nonnutritive
sweeteners

Body mass index

RCT

-0.37

-1.10t0 0.36

-0.14

-0.431t00.16

Meta-analysis for RCTs shown in
Figure 2A using MD; we converted
MD to SMD using mean, SD and
number of patients in intervention and
control groups, pooled using inverse-
variance models with random effects

CS

0.77

0.47 to 1.07

-0.27

0.17t0 0.38

CS of Fowler 2008 [345], described in
results for body mass index; MD was
standardised using mean, SD and
number of patients in exposure and
comparator groups

Jonker 2020
[248]

Folic acid

Mean
birthweight

RCT

0.56

0.15t0 0.97

0.20

0.08t0 0.31

Meta-analysis of RCTs shown in
Figure 2; MD was standardised using
mean, SD and number of patients in
intervention and control groups,
pooled using inverse-variance models
with random effects
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Picasso 2019
[256]

Vegetarian diet

Triglycerides

RCT

0.11

-0.10t0 0.31

0.08

-0.07 t0 0.23

Meta-analysis of RCTs shown in
Figure 6, Analysis 5.1.1; MD was
standardised using mean, SD and
number of patients in intervention and
control groups, pooled using inverse-
variance models with random effects

Picasso 2019
[256]

Vegetarian diet

HDL-cholesterol

RCT

-0.06

-0.17 t0 0.04

-0.13

-0.29t0 0.04

Meta-analysis of RCTs shown in
Figure 8, Analysis 7.1.1; MD was
standardised using mean, SD and
number of patients in intervention and
control groups, pooled using inverse-
variance models with random effects

SMD

95% ClI

MD

95% CI

Te Morenga
2013 [260]

Low dietary sugars

Body mass index

RCT

0.09

-0.14t0 0.32

-0.06

-0.151t0 0.04

Meta-analysis of RCTs (n=5) shown in
Figure 6 with SMDs; we included only
RCTs reporting the outcome body
mass index (Ebbeling 2006 [346],
James 2004 [347], Paineau 2008 [348];
MDs were calculated using mean, SD
and number of patients in intervention
and control groups; pooled using
inverse-variance models with random
effects

SMD

95% ClI

SMD
& MD

95% ClI

Jonker 2020
[248]

Folic acid

Mean
birthweight

CS

0.31

0.18t00.43

SMD
0.36

MD
0.14

0.08 to 0.65

0.05t00.24

Meta-analysis of non-randomised
studies shown in Figure 2; we included
only the two prospective studies on
folic acid supplementation (Chaudhary
2012 [277], Wang 2016 [280]; MD
and SMDs calculated and pooled using
inverse-variance models with random
effects
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MD &

MD 95% CI SMD 95% CI
Meta-analysis of CSs shown in Figure
MD 6, Analysis 5.1.2; we included only the
0.07 -0.39 10 0.53 prospective cohort study (Brestrich
Picasso 2019 N . . ' ' ' 1996 [349]; MD was standardised
Vegetarian diet Triglycerides CS 0.06 -0.22t0 0.35 ;
[256] SMD using mean, SD and number of
0.03 01910026 patients in intervention and control
' ' ' group, pooled using inverse-variance
models with random effects
Meta-analysis of CSs shown in Figure
MD 8, Analysis 7.1.2; we included only the
_ 20.03 -0.10 10 0.04 prospective cohort study (Bregtrich
Picasso 2019 Vegetarian diet HDL-cholesterol | CS 0.16 -0.24 t0 0.55 19.96 [349]; MD was standardised
[256] SMD using mean, SD and number of
20.09 03210 0.13 patients in intervention and control
' ' ' group, pooled using inverse-variance
models with random effects
Meta-analysis of observational studies
MD shown in Figure S1 (Bolus or daily
0.06 -0.06 10 018 dosing and mean birthwei_ght); MD was
RCT 58.07 -63.87 to ' ' ' converted fro_m gram to kilogram; MD
' 180.00 SMD was standardls_ed using mean, S_D and
013 01210039 number of patients in mte_rver_ltlon and
' ' ' control groups, pooled using inverse-
Thorne-Lyman Vitamin D Mean variance models with random effects
2012 [225] birthweight Meta-analysis of observational studies
MD sho(;/vn ianiguIZe)Sl (Observational .
studies of intake); MD was converte
csS 52 66 354 10 10177 0.05 0.003100.10 from grams to k_ilograms; MD was
' ' ' SMD stan%ardls%ed using mean, SD apd ;
number of patients in intervention an
0.11 00110021 control groups, pooled using inverse-
variance models with random effects
Correlation
. . Impossibility to convert weighted
l[\glslée]:r 2014 Igv?lz\éfeﬂgge Body weight CS 0.02 -0.01t00.06 | - - group mean correlation (CSs) to

weighted group MD (RCTs)
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Setien-Suero

Homocysteine

Mini Mental State

CS

-0.11

-0.18 to -0.05

Impossibility to convert  (CSs) to

2016 [259] Examination Score SMD (RCTs)
Zhang 2018 L Fasting plasma i i Impossibility to convert correlation
[230] Vitamin D glucose CS 13 0.09 0.20t00.01 coefficient (CSs) to SMD (RCTs)

ACR=assumed control risk; BoE=bodies of evidence; CHD=coronary heart disease; Cl=confidence interval; CS=cohort study; CVD=cardiovascular disease; HDL=high density
lipoprotein; HPFS=Health Professionals Follow-Up Study; HR=hazard ratio; MD=mean difference; NHS=Nurses' Health Study; OR=odds ratio; RCT=randomised controlled trial;
RR=risk ratio; SD=standard deviation; SMD=standardised mean difference
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Supplementary Table S6 Characteristics of included BoE from randomised controlled trials

function or T2D or
peripheral arterial disease
(3%)/ non-hospitalised

fish or EPA+DHA enriched
margarine/ 0.38-5.04g/day

hydroxide (1x); dietary
advice (2x); no
supplementation (2x)

cardiac death,
angina

Reference Intervention | Outcome Studies, S_ample Cases, Descripgion of Age !Descriptipn of Description of Description of Stu_dy Follow-up
n size, n n population (years) intervention comparator outcome design
Male and female No or unspecific
population/ mostly healthy Dietary and behavioural counselling/ usual care
. All-cause with normal blood pressure | 20-54 cou_nsell_ing to reduce . (13); no int_ervention G . Parallel
Aburto 2013 [2] | Low sodium mortalit 4 3,595 69 (3x); partly with (range) sodium intake/ partly with or counselling for All-cause mortality factoriai 0.5-3 years
Y hypelr‘t)ensi)clm (1) partly Y weight loss intervention generally healthy diet
moderate overweight (1x) (1) (1x); weight loss alone
(1x)
Male and female No or un_specific
Cardiovascular population/ with 66.5 Dietary and behavioural ;gc?cs: I(I)Innglljgeergsral Cardiovascular Parallel
Aburto 2013 [2] | Low sodium B 2 720 93 hypertension, but (mean) or counselling to reduce d p o 2-2.5 years
disease otherwise healthy/ partly >50 sodium intake unrelated to CVD, blood disease factorial
obese pressure, nutrition (1x);
no intervention (1x)
Nut consumption/ intake of
Male and femgile 55-80 tree nuts (e.g. walnut, Total incident
Afshin 2014 Coronary heart population/ without CVD, (range); almond, hazelnuts, pecan ischemic heart
Nuts ; y 1 7,447 69 but with either T2D or >3 9¢); ! nuts, p ! Dose-response p Parallel 4.8 years
[240] disease maior cardiovascular risk 66.7-67.3 cashew, and pistachio) and disease (fatal and
fac!tors (mean) peanuts/ dose-response: per nonfatal)
4 weekly servings (28.49)
Male and female Nut consumption/ intake of
Afshin 2014 population/ without CVD, ?;—:Oe)‘ ;?ﬁonnﬁs ég‘zge'"‘qﬁlsnmécan Total stroke
Nuts Stroke 1 7,447 90 but with either T2D or >3 9e); ! nuts, p ! Dose-response (ischemic and Parallel 4.8 years
[240] major cardiovascular risk 66.7-67.3 cashew, and pistachio) and haemorrhagic)
facjtors (mean) peanuts/ dose-response: per 9
4 weekly servings (28.49)
Nut consumption/ intake of
Male ar]d femgle 55-80 tree nuts (e.g. walnut,
Afshin 2014 Nuts Type 2 diabetes 1 3,541 273 pog l#ztll)onl: \/t\/lth:)hut>(33VD (range): almond, hazelnuts, pecan, Dose-response Type 2 diabetes Parallel 4.1 years
[240] P ! Erlr?a'or ca; digv;vslculgr risk 66.2-67.2 cashew, and pistachio) and P My Y
fac{ors (mean) peanuts/ dose-response: per
4 weekly servings (28.49)
Gestational
Vitamin D No or low vitamin D hfgi?ﬁ[?ﬁfgﬂg}g?
Aguilar- Female population/ supplementation/ 600- suppleme_ntation/ placebo gther maternal
Cordero 2020 Vitamin D Pre-eclampsia 7 1,660 160 pregnant/ without specific 24.8-32.4 4,4001U/day or 50,0001V (2); routine care (@); organ dysfunction Parallel NR
[218] revious pathologies (mean) every 2 weeks (2x) or low vitamin D and/or utero-
p P 9 single dose of 60,0001U or (4001U/day; 2x); no placental
2-4 doses of 120,0001U intervention (1x) dysfunction/ 20
weeks of gestation
Mostly oils not
Male and female 2
population/ with or without EPA+DHA intake or containing EPA+DHA Fatal and_ nonfatal
CHD/ partly with low left supplementation/ food ((_)Ilve, corn or suanO\_Ner fnyoca‘rdlal
Alexander 2017 | Omega-3 fatty Coronary heart 18 93.633 NR ventricular systolic >18 ethyl esters. fish oil faytt oil, 11x)/ partly gelatine infarction, coronary parallel 0.5-7 years
[219] acids disease ! 4 Y ' - Tatty (1x); aluminium death, sudden >y
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Vitamin D

No or low vitamin D

Female ponulation/ supplementation/ 2,000 or supplementation/ <16 or <20
Amegah 2017 o Gestational poputatic 25.19-27.4 | 4,0001U/day/ 4001U/day (1x); routine Gestational length weeks of
Vitamin D 2 525 N/A regnant/ with singleton Parallel
[231] length pregnanc 9 (mean) partly with 400mg/day care with 400mg/day (weeks) gestation till
preg Y ferrous sulfate and ferrous sulfate and delivery
600mg/day calcium 600mg/day calcium (1x)
Male and female Stevioside capsules: 3.8-
. population/ with mild ; 15mg/kg per day (1x); Change in body .
[AZZZ%% 2017 L\I\A(/J:;Lé::rlsve :?1?12/( mass 3 242 N/A hypertension (2x); ?ri;i) 1,500mg/day (1x); Placebo (2x); water (1x) mass index (kg/m?) Parallel ?ﬁ?e:n))/ears
overweight (1x), but 250ml/day artificially at latest follow-up
otherwise healthy (3x) sweetened beverage (1x)
Calcium supplementation/
Male and female 500-1,600mg/day/ alone
. . ) - . Placebo (10x); not
Bolland 2015 . population/ mostly living | ¢ o6 (7x); combined with further described (8x)/ | Parallel,
Calcium All fractures 20 58,573 6,725 in the community (17x); vitamin D (400- AR Fracture at any site factorial, 1-7 years
[221] - I (mean) partly with vitamin D
partly in residential care 1,0001U/day or 300,0001U (1x); alendronate (1x) cluster
(3x) i.m. or UV exposure, 13x)/ ’
partly with alendronate (1x)
. Fatal or non-fatal
Male and female Omega-3 fatty acids - . ischaemic stroke or
onulation/ without CVD supplementation/ 1.8g/day Placebo containing olive haemorrhagic
Chowdhury Omega-3 fatty Cerebrovascular 2 31181 978 Eu?at risk of CVD (with ' 61-63.6 EPA (1x); 1g/day oil (1x); Pravastatin stroke cergbro— Parallel, 4.6-6.2 years
2012 [241] acids disease ’ hyperlinidaemia or (mean) EPA+DHA/ partly with 10mg/day or Simvastatin vasculvar accident factorial (mean)
ypertipidae Pravastatin 10mg/day or 5mg/day (1x) - !
dysglycaemia) . . or transient
Simvastatin 6mg/day (1x) ischaemic attack
Fatal or nonfatal
a-linolenic acid myocardial
Male and female supplementation or dietary infarction, CHD,
Chowdhur Coronar onulation/ mostly with 40-80 oils; dose: 2-5.5g/day General dietary advice coronary
2014a [232/] a-linolenic acid disease y 4 18,866 419 pCI-lijD (3%); partl yeneral (range) or margarine supplemented (1x); sunflower oil (2x); insufficiency, Parallel 1-3.4 years
health (1'x;) Y9 <70 with a-linolenic acid (2x); placebo margarine (1x) coronary death,
Y flaxseed oil (1); linseed oil angina, angio-
(1x) graphic coronary
stenosis
Diet rich of linolenic acid; Fatal or nonfatal
oo i Sl
g f7t§t§I I&r;(i)ller;;ct grrzlgolr;t_ake Usual diet/ care (2x); myocardial
y : unspecific dietary advice infarction, CHD,
Male and female 30-88 85¢/day of polyunsaturated (3x): low linolenic acid coronar Parallel,
Chowdhury Omega-6 fatty Coronary population/ mostly male/ fatty acids; mixed poly- . . . ; ary factorial, :
X ; 8 14,476 974 . ) . (range) or . . diet (1x); low linoleic insufficiency, 1-8 years
2014a [234] acids disease with CHD (5x); at high 56 70 unsaturated intervention id diet with hiah death crossover,
risk of CHD (3x) <boors< with linoleic acid as the acid diet with hig coronary death, cluster
. y . proportion of other fats angina,angio-
primary fatty acid (6x); 2X) graphic coronary
linolenic acid—specific stenosis
supplementation (2x)
Male and female S
. . . Vitamin D
Chowdhury T All-cause - . 56-85 oral; partly with injections/ Placebo (18x); no Deaths from any o 0.38-6.8
2014b [3] Vitamin D mortality 2 30,716 5114 d!sease (CVD, metabolic (IQR) vitamin D3: 10- treatment (4x) cause factorial, years (mean)
disease, cancer)/ cluster

community dwelling or
institutionalised

6,0001U/day; vitamin D2:
208-4,5001U/day
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Colorectal cancer

Chung 2011 Colorectal Male and female general 65-85 Vitamin D incidence 5 years
[242]9 Vitamin D cancer 2,686 55 population/ elderly/ (range); 75 | supplementation/ Placebo (fatal outcomes Parallel (duration +
community dwelling (mean) 100,0001U every 4 months : follow-up)
included)
Chung 2011 Female general population/ | 65-85 Vitamin D ﬁﬁzztnf:incer 5 years
[242]9 Vitamin D Breast cancer 649 8 elderly/ community (range); 75 | supplementation/ Placebo (fatal outcomes Parallel (duration and
dwelling (mean) 100,0001U every 4 months : follow-up)
included)
Low or no dairy intake/
usual diet (2x); 1-2
Male and female . e
population/ partly healthy High dairy intake/ ﬁiﬂ%ﬁﬂsgﬁi gzrxgégm
Ding 2017 . Systolic blood (3x); partly with 20-85 3-5 servings/day (6x); 400- X Y Systolic blood Parallel, 1-12 months
Dair 735 N/A (1x); control products
[243] Y pressure overweight or obesity (2x); | (range) 650g/day (2x)/ partly equfvalent inF:nacro- pressure (mmHg) crossover (duration)
prehype_rten_smn (1x); reduced fat products (4x) nutrients and sodium
metabolic disease (2x) PR
(1x); fruit juice and
biscuits (1x); NR (1x)
Folic acid supplementation/ dcgfggfsr;'ger;gﬁrgr
. periconceptional/ capsule Placebo-like trace 3 month
Congenital Female population/ in including 12 vitamins, four element control grou any one of the before
Feng 2015 [4] Folic acid g 4,862 30 childbearing age/ planning NR - 9 ! group subtypes in infants Parallel .
heart defects 10 qet pregnant minerals and three trace (three trace elements (e.g. conatruncal conception
getpreg elements), 3 month before only) défgécts septal till delivery
pregnancy/ 0.8mg/day defects)
Male population/ at high ge;:]l;g?”siliﬁ pl:eer:ﬁr;g;tlon/
risk of prostate cancer / ex't)ract or gree% tea
Filippini 2020 Green Tea Prostate cancer 201 32 ‘.N'th hl_gh-g_r ade prostgte 30-80 catechins: 300mg/day (2x); Placebo Prostate cancer Parallel 1 year
[244] intraepithelial neoplasia (range) 200ma/day of (duration)
(2x) and/or atypical small mg/day ot
: . b epigallocatechin-3-gallate
acinar proliferation (1x)
(1x)
Green tea supplementation/
Female population/ capsules with green tea
A . postmenopausal/ without . extract, that is 1,315mg
'[:leg]p ini 2020 Green Tea E::Cn)eTetrlal 1,075 1 history of cancer, but with ?r(z)arzoe) (£116mg) of total Placebo Endometrial cancer Parallel % d)llfr::trion)
high mammography Y catechins/day, including
density 843mg/day (+44mg/day) of
epigallocatechin-3-gallate
Male and female Vitamin C
population/ with or at high 60.4-64.3 sunplementation/ Placebo/ with or without Confirmed 80 4 vears
Fu 2021 [245] Vitamin C Lung cancer 22,237 177 risk of CVD/ partly with (m.ean) ' 50%%19/day/ with or without vitamin E and/or B- diagnosis of lung Factorial (me;an))/

history of CVD, T2D or
cancer

vitamin E and/or B-carotene

carotene

cancer
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Female population/ with or

Vitamin C

Placebo/ with or without

Confirmed

- at high risk for CVD/ 60.4 supplementation/ L . f . : 9.4 years
Fu 2021 [245] Vitamin C Breast cancer 7,627 257 partly with history of (mean) 500mg/day/ with or without vitamin E and/or f diagnosis of breast Factorial (mean)
s carotene cancer
cancer or T2D vitamin E and/or p-carotene
Male and female S
population/ with or at high Vitamin C Placebo/ with or without Confirmed
Fu2021[245] | Vitamin C Colorectal 22,147 206 risk of CVD/ partly with | 80-464.3 | supplementation/ vitamin E and/or p- diagnosis of Factorial 8-9.4 years
cancer - (mean) 500mg/day/ with or without (mean)
history of CVD, T2D or N carotene colorectal cancer
vitamin E and/or B-carotene
cancer
No or low apple intake:
Male and female . controlled beverage
population/ healthy or at ,:pﬁée(:ptsagg_lzlggéﬁgggday (2,250ml/day); dried
Gayer 2019 Aoples Bodv weidht 293 NIA risk of CVD or metabolic | 36.2-56.7 a"ple o6 or Jeo/da dr)i/e 4 | plums (100g/day); Body weight Parallel, 112 months
[246] PP y Welg disease/ partly with (mean) ppie ) g/day oatmeal cookie (180g); change (kg) crossover
; apple or 22mg/day apple h N
hypertension and/or hyper- omace only restricted diet
/ dyslipidaemia p allowed; green Kiwi fruit
(360g/day)
Male and female Advice to follow Control interventions: CVD/ including
. . population/ partly with y Mediterranean dietary . L CVD mortality,
Grosso 2015 Medlterranean C_ardlovascular 12,293 590 previous myocardial 48-67.3 pattern: Indo- prudent d".st (); general myocardial Parallgl, 2-5 years
[222] diet disease : - . (mean) . . . health advice (1x); low- . . factorial
infarction (2x); partly at Mediterranean diet (1x); fat diet (1x) infarction and
risk of CVD (2x) Mediterranean diet (3x) stroke incidence
Vitamin E supplementation/
Male and female
. . 50-80 50-334mg/day or 267- 4-9.7 years
Jiang 2019 [5] Vitamin E Age-related 92,243 5,219 populat_lon/ mostly mz_ale (range); 400mg every other day/ Placebo Age-related cataract Parall(_el, (mean/
cataract (4x)/ without (ascertained) =4 ) 4x)/ partly with factorial di
cataract >45 alone (4x)/ partly with - median)
carotene (20mg/day) (2x)
B-carotene
Ade-related N(I)aISIZESrT/emiIsiI male 40-84 supplementation/ alone 2.1-12 years
Jiang 2019 [5] f-carotene g 88,266 3,415 populatl Y ma (range); (2x); with 50mg/day Placebo Age-related cataract | Factorial (median/
cataract (3x)/ without (ascertained) A .
>45 vitamin E (20mg/day) (2x); mean)
cataract
50mg every other day
Female population/ Behavioural support to
. postmenopausal/ mostly . reduce total dietary fat to Habitual diet/ general .
fgz;]s ton 2019 Low red meat dcizre(;lsoevascular 48,835 NR overweight or obese ?:;:99) 20% and to increase intake dietary advice by %zrr(:;?i\;ascular Parallel <13.8 years
(>70%); partly Y of vegetables and fruit and educational materials y
hypertensive grains
Female population/ 50-79 Behavioural support to
Johnston 2019 postmenopausal/ without (range): reduce total dietary fat to Habitual diet/ general
[247] Low red meat Type 2 diabetes 45,887 NR T2D/ mostly overweight or 62 29 ’ 20% and to increase intake dietary advice by Type 2 diabetes Parallel 8.1 years
obese (>70%); partly (m.ean) of vegetables and fruit and educational materials

hypertensive

grains
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Female population/
postmenopausal/ mostly

Behavioural support to
reduce total dietary fat to

Habitual diet/ general

Egzg]s ton 2019 Low red meat CCa()r:sgfctal 1 48,835 NR overweight or obese ?r(;zge) 20% and to increase intake dietary advice by %2:3;%2' cancer Parallel <12.3 years
(>70%); partly Y of vegetables and fruit and educational materials
hypertensive grains
<12 months
Jonker 2020 Mean Female population/ gﬂfg;‘é‘ld;ﬁﬁp\lieg;?;axon/ ;\luo f(l)e!irg:rfti;ion' diet + Mean birthweight Parallel g?;grnzncy or
Folic acid ; . 3 1,503 N/A pregnant/ in low- and NR (100pg) (1x); with PP R Y ’ 20 weeks of
[248] birthweight . - . . placebo (1x); vitamin A (kg) cluster P
middle-income countries formulated food multimix (1x): placebo (1x) gestation till
(1x); with 120mg iron (1x) P delivery; NR
(1x)
Incidence of low
Jonker 2020 Low Female population/ Folic acid supplementation/ | No folic acid birthweight; <12 months
[248] Folic acid birthweiaht 1 3,084 1,313 pregnant/ low- and middle- | NR 400pg with vitamin A supplementation: vitamin | <2500g; measured Cluster before
Y income countries (100pg) A alone (100pg) within 72 hours of pregnancy
birth
Jonker 2020 Small for Female population/ Folic acid supplementation/ | No folic acid wef?nrt]i ;,:Tgsssethan <12 months
Folic acid . 1 2,254 1,313 pregnant/ low- and middle- | NR 400pg with vitamin A supplementation: vitamin Y ) Cluster before
[248] gestational age income countries (100ug) A alone, 100 the 10th percentile regnanc
Hg ! Hg for gestational age preg y
High adherence to
Mediterranean diet: at least
250-300g fruits, 125-150g
vegetables, 25-50g
walnuts, 400g whole grains,
Male and female increase consumption of Low adherence to
Kastorini 2011 Mediterranean Metabolic 2 1.404 NR population/ at high risk of 44 or 67 olive oil/ carbohydrates: Mediterranean diet; Metabolic parallel 1-2 vears
[6] diet syndrome ! CVD (1x); with metabolic (mean) 50%-60%, protein: 15%— control diet, i.e. low-fat syndrome y
syndrome (1x) 20%, fat: 30%, SF: 10%, diet or usual care
cholesterol: 300g/day (1x);
instructions to increase the
14-item Mediterranean
score and free provision of
olive oil and/or nuts (1x)
Male and female 18-80 High adherence to
- . population/ healthy and/or . Mediterranean diet: <30-
Kastorini 2011 Medlterranean HDL- 27 3,734 N/A at risk of CVD or with (range); 40.1% from fat, mostly Low_adherence t_o HDL-cholesterol Parallel, 1 month-
[6] diet cholesterol h 23-61 R U Mediterranean diet (mg/dl) crossover 5 years
CVD, diabetes or (mean) diets rich in olive oil and/or
metabolic syndrome nuts and/or fish
Male and female 18-80 High adherence to
- . population/ healthy and/or . Mediterranean diet: <30- . . .
I[ée]astorlm 2011 z/iI:tdlterranean Triglycerides 27 3,734 N/A at risk of CVD or with g;%gle)' 40.1% from fat, mostly k/loe;,;i?gr?:rr\zr;%edtioet '(I'nzlg}élsendes (F:’?orgslf\:ér é rr;(;?;hs
CVD, diabetes or (mean) diets rich in olive oil and/or 9 b

metabolic syndrome

nuts and/or fish
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Male and female

High adherence to

Kastorini 2011 Mediterranean Systolic blood population/ healthy and/or (lrzl-r?gj)e)' Mediterranean diet: <30- Low adherence to Systolic blood Parallel 1 months-
] _ ; 0 ,
[6] diet pressure 14 3,068 NIA at risk o_f CVD or with 44-58 49‘:%. fro_m fa_t, mqstly Mediterranean diet pressure (mmHg) crossover 5 years
CVD, diabetes or diets rich in olive oil and/or
: (mean) -
metabolic syndrome nuts and/or fish
Male population/ generally Multivitamin/ Mineral
Kim 2018 [223] | Multivitamins/ | Cardiovascular |, 14,641 829 healthy/ partly with T2D or | 43 supplementation: 1 tablet | o, CHD mortalityand | ¢\ o) 11.2 years
Minerals disease . (mean) daily containing 13 stroke mortality
history of CVD L :
vitamins and 17 minerals
Multivitamin/ Mineral
supplementation: 1 .
tablet/day with 13 vitamins Lr\}(;ﬁfiytcgz'igc
- Male population/ generally ; and 17 minerals (1x); o .
Kim 2018 [223] m?r:tel;lé:lt;’imlns/ dcigggr;:ry heart 2 27,658 NR healthy/ partly with T2D or ?g'ezar?)‘l 3 combination of 120mg Placebo ;\éa?;:; Ila :;;tlon faz::rtaolliiea:i 71.35ar]s-1(lriean)
history of CVD ascorbic acid, 30mg . y
S nonfatal myocardial
vitamin E, 6mg B-carotene, infarction
100pg selenium, 20mg zinc
(1x)
Male and female Multivitamin/ Mineral Incident ischemic
. Multivitamins/ population/ generally 64.3 supplementation/ 1 and haemorrhagic .
Kim 2018 [223] Minerals Stroke ! 14,641 786 healthy/ partly with T2D or | (mean) tablet/day with 13 vitamins Placebo stroke (fatal and Factorial 11.2 years
history of CVD and 17 minerals nonfatal)
Male and female Vitamin supplementation/
Kong 2014 . . . 28-84 vitamin A, B1, B2, B6, Gastric cancer Parallel,
[249] Vitamins Gastric cancer 11 152,848 661 pgpulgtlon/ health_y or at (range) B12, C, E, E in different Placebo occurrence factorial 3-14.7 years
high risk for gastric cancer -
compositions
. Vitamin E supplementation/
. S ggzifrgﬁsg;fll;?cl)r? (:Jztrlt);y 56'9'.67 50mg/day (1x); 4001U/day Low vitamin E intake/ Bladder cancer Parallel 6.1-10.3
Lin 2019 [250] Vitamin E Bladder cancer 3 78,590 491 . - ! (median/ a-tocopherol (1x); e o ) '
with (history of) cancer/ 2001U/day all control groups, placebo incidence factorial years
artly smokers mean) ay afl-rac-a-
p tocopherylacetate (1x)
Male and female
population/ without prior
nephrolithiasis/ partly with 21-84 Vitamin D
history of low-trauma (range): supplementation/ 400- Placebo/ partly with Nephrolithiasis
Lin 2020 [251] Vitamin D Nephrolithiasis 7 14,652 220 osteoporotic fracture, knee ’ 2,0001U/day or 20,000- . Lh NR 1-5 years
o 57-78 500mg/day Calcium (1x) incidence
osteoarthritis, adenomas or (mean) 40,0001U/week or

prediabetes/ partly obese/
overweight; partly
postmenopausal

100,0001U/ month
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Male and female
population/ without prior

56-66.7

Calcium supplementation/

Nephrolithiasis

Lin 2020 [251] Calcium Nephrolithiasis 4 2,934 41 nephrollth'|a3|s/ partly with (mean) 600-1,600mg/day Placebo incidence NR 2-4 years
adenomas; partly
postmenopausal
Male and female . .
Martinez- population/ without CVD, 55-80 memlteer:::r?teeznvs;fr: extra-
S Coronary heart but with T2D or >3 . Uppleme - Advice to reduce dietary Myocardial
Gonzalez Olive oil . 1 7,447 75 . . (range); 67 | virgin olive oil; per . . - Parallel 4.8 years
disease cardiovascular risk factors . fat (total: 2.69 d) infarction
2014b [252] Lo (mean) +25g/day of consumption
or family history of (total: 29.3g/day)
premature CHD - e9-0g/day
Male and female
Martinez- population/ without CVD, 55.80 Mediterranean diet
Gonzalez Olive oil Stroke 1 7.447 107 but \ylth T2D or_23 (range): 67 sgpplemgnted_\./vlth extra- Advice to reduce dietary Stroke (|schaer_n|c parallel 4.8 years
2014b [252] cardiovascular risk factors (mean) virgin olive oil; per fat or haemorrhagic)
or family history of +25g/day
premature CHD
Sugar sweetened
beverages (5x); sugar
sweetened food and
beverages (1x); assigned
Low calorie sweeteners: to follow_a habitual
. (usual) diet that
low-calorie sweetened contained sugar
4-65 beverages (10.8-380z/day) d bg d
(range): (7x); aspartame (285- sweetened beverages an
. . Male and female - y o sugar sweetened foods .
Miller 2014 Low calorie . . children 2,700mg/day) (3x); isomalt . . Body weight Parallel,
Body weight 13 1,715 N/A population/ generally . . (4x); energy-reduced diet 3-78 weeks
[253] sweeteners healthy (3x); (30g/day) (1x); aspartame (similar to the change crossover
adults (480-670mgy/day) + intervention) that did not
(10x) acesulfame potassium + . .
cyclamate + saccharin (1x); include low C"’TIO”B
’ sweeteners: with table
NR (1x) .
sugar for sweetener (1x);
with lactose capsules
(1x); without any
aspartame- or saccharin-
sweetened products (1x)
m;ljlzggnf/emzlsily with Folic acid supplementation/
Moazzen 2018 Folic acid Colorectal 4 31,192 346 history of CVD (3) or at 62.6-68.9 2-2.5mg/day/ with vitamin Placebo _Col_orectal cancer Parallgl, 3-7.3 years
[254] cancer S . (mean) B6 (50mg/day) and/or B12 incidence factorial
high risk of CVD; partly (img/day)
with T2D g/cay
Vitamin B6
Male and female supplementation/ 3-
Mocellin 2017 o population/ mostly with 46.3-68.9 100mg/day/ partly in Placebo (8x); low doses Incidence of cancer Parallel, 3
[255] Vitamin B6 Cancer 9 34,911 2,539 CVD (8x); partly with (mean) combination with vitamin of micronutrients (1x) (any site) factorial 2-7.3 (mean)

chronic renal failure (1x)

B12 and folate; or high
dose of micronutrients
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Male and female

Mediterranean diet/

Control diet/ close to the

Morze 2021 Medlterranean Cance( 605 7 pqpulatlop/ mostly meq/ 54 (mean) instruction to follow a step 1 American Heart Cancer mortality Parallel 4 years
[233] diet mortality with previous myocardial - . e :
h . Mediterranean-type of diet Association prudent diet
infarction
. Mediterranean diet/
Female population/ instruction to follow a
Morze 2021 Mediterranean postmenopausal/ without 60-80 - . Control diet/ advice on a
; Breast cancer 4,152 35 . Mediterranean-type of diet - Breast cancer Parallel 4.8 years
[233] diet history of cancer or CVD, (range) d low-fat diet
. supplemented with nuts or
but at risk of CVD L
extra-virgin olive oil
Vegetarian diet/ dietary
Male and female counselling to adhere to
onulation/ mostly female/ vegetarian diet/ emphasise Omnivorous diet/
Picasso 2019 Vegetarian diet Triglycerides 689 N/A lpnopstl overwei h)tl or 25.4-57.9 consumption of plant foods conventional diet, Triglyceride levels Parallel, 1974 weeks
[256] 9 gy Y 9 (mean) like legumes, vegetables, consuming meat, poultry (mmol/l) factorial
obese/ partly with T2D . . :
grains and fruits, exclude or fish
(1x) :
meats/ partly excluding also
animal derived foods (2x)
Vegetarian diet/ dietary
counselling to adhere to
Male and female - - . . .
) population/ mostly female/ vegetarlaq dlet/ferlnphf;sme Omnlvo_rousldl_etl ol | "
Picasso 2019 Vegetarian diet HDL- 596 N/A mostly overweight or 45.2-57.9 c_onsumptlon of plant foods convent_lona diet, HDL-cholestero Paral el, 12-74 weeks
[256] cholesterol > (mean) like legumes, vegetables, consuming meat, poultry (mmol/l) factorial
obese/ partly with T2D . . ;
grains and fruits, exclude or fish
(1x) .
meats/ partly excluding also
animal derived foods (2x)
Male population/ without
history of prostate cancer/ Selenium supplementation/
L. partly at high risk of 63-65.4 )
Sayehmiri 2018 Selenium Prostate cancer 45,638 23,994 prostate cancer or with (mean); 200 400ug/day/ as Placebo Prostate cancer Parallgl, NR
[257] - ! . selenised yeast or factorial
history of skin cancer or >55; >40 S
selenomethionine
basal cell or squamous cell
carcinoma
Highest adherence to a
Mediterranean diet
Schwingshackl Mediterranean Male and female 55-80 (in primary study: k/loe;gietsetr?:::;r?r:jci(;tm ’
g ; Type 2 diabetes 3,541 273 population/ without CVD, Intervention promoting the N . Type 2 diabetes Parallel 4.1 years
2015 [237] diet . . (range) . ] (in primary study: advice
but with CVD risk factors Mediterranean diet -
. . . on a low-fat diet)
supplemented with olive oil
or mixed nuts)
Highest olive oil intake
Male and female 55-80 (in primary study: Lowest olive oil intake
Schwingshackl S . population/ without T2D or | (range); Intervention promoting the category .
2017 [258] Olive oil Type 2 diabetes 2,301 181 CVD, but with CVD risk | 67.2 Mediterranean diet (in primary study: advice | 1YP€ 2 diabetes Parallel 4.1 years
factors (mean) supplemented with extra- on a low-fat diet)

virgin olive oil)
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Vitamin supplementation to
reduce Homocysteine

Mini mental levels/ 1 tablet/day/ with Cognition assessed
Setien-Suero . state Male and female general 73.4-79.1 via mini mental
2016 [259] Homocysteine examination 2 1109 NIA population/ elderly (mean) folate (1mg) + Bl? (0.5mg) | Placebo state examination Parallel 2 years
score + B6 (10mg) (1x); folate score
(0.4mg) + B12 (0.5mg) +
D3 (0.015mg) (1x)
Multivitamin
Male population/ generally supplementation/ 1
Stratton 2011 Multivitamins Prostate cancer 1 5,034 103 healthy/ without severe 51.3 tabletlday/ co_mposmon: Placebo Ero_state cancer Parallel 8.8 years
[224] (mean) 120mg vitamin C, 30mg a- incidence (mean)
health problems tocopherol, 6mg p-carotene,
100ug selenium, 20mg zinc
. Vitamin E supplementation/
Male population/ partly .
" 50-69 4001U/day (1x); 4001U .
[Szt;e:gon 2011 Vitamin E Prostate cancer 3 39,318 1,969 iT%l:]er/Sd/&?r(tjl)r/u\;\r’:EF SA (range); every other day (1x); Placebo :;ré)isl;[:;ecgancer Factorial ?mini; s
-ong L >50 50mg/day (a-tocopherol)
rectal examination (1x) (1)
Male population/ partly Vitamin C
Stratton 2011 o with history of cancer or supplementation/ Prostate cancer - 8 years
! ! myocardial infarction or = mg/day/ with Placebo incidence mean
294 Vitamin C Prostate cancer 1 7,000 1,008 dial infarcti 50 500ma/day/ with Placeb Placebo incid Factorial
stroke vitamin E
Male population/ generally
Stratton 2011 ~ 50-69 B-carotene Prostate cancer . 5-8 years/ 6.1
[224] f-carotene Prostate cancer 1 14,569 147 healthy/ smokers (=5 (range) supplementation/ 20mg/day Placebo incidence Factorial (median)
cigarettes/day)
High-sugar diet with sugar-
Male and female rich food, drinks or both/ Diet with high amount of
onulation/ mostly health sugar in foods: 80- complex carbohydrates,
. p p‘ sty Y 18-55 >100g/day or 28% of total artificial sweeteners or .
Te Morenga Low dietary . . (7x); partly at risk of CVD . Change in body Parallel,
2013 [260] Sugars Weight gain 10 382 N/A (2): with metabolic (range); energy/ sugar sweetened low to moderate sugars weight (g) Crossover 1-6 months
9 ! NR (2x) beverages: 11 or (10-40g/day); partly with 9 9

disease (1x)/ partly
overweight

1,135¢/day/ partly: with
additional fibre depletion
(1x); low fat (1x)

fibre depletion (1x); low
fat (1x)
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Male and female general

Dietary intervention to
reduce sugar intake/
counselling to reduce
sugar-sweetened beverages,
home deliveries of non-
caloric beverages (1x);

General dietary advice/
nutrition education

Change in

Te Morenga Low dietary Body mass population/ primary 7-18 nutrition education to B e . . Parallel, 6-8 months
2013 [260] sugars index 8 1627 NIA schoolchildren (2x); (range) reduce fat and sugar intake witho du_t spec;;ﬁc _advn:fe Bkocliy g“ ass index cluster (duration)
adolescents (1x) and increase intake of regaraing re _uctlon of (kg/m?)
sugars or no intervention
complex carbohydrates
(1x); behavioural classroom
intervention to reduce
intake of sugar sweetened
beverages (1x)
Vitamin D
. 18-45 supplementation/ 400- . i . <16 -28
Thorne-Lyman Vitamin D Mean 5 932 N/A greemg?]fn?/e:ﬁtﬂﬁf S:Jel?uon/ (range); 4,0001U/day or single dose m(gg’e ‘Z‘I‘%&kﬁ/égg’ Mean birthweight parallel weeks of
2012 [225] birthweight existing diseases 25-27 of 200,0001U or 2 doses of (1) (9) gestation till
(mean) 600,0001U/ delivery
postconceptional
Male and female
population/ mostly with Placebo (8x); placebo Cardiac or
Trikalinos 2012 S Cardiovascular (history Of) CVD (8x); 55-69 Vitamin E supplementation/ | and/or vitamin A (1)(?; cardiovascular Parallel
Vitamin E ; 14 111,481 NR partly at risk of CVD (3x); 50-1,2001U/day/ mostly placebo and/or vitamin C - . o NR
[239] disease . . (mean) i~ . X death (as defined in | factorial
partly with T2D (1x); 300-8001U/day (12x) (1x); nil (3x); soybean oil the primary studies)
partly general population (1x)
(2%)
Male and female
population/ with diverse Selenium supplementation/
health status/ partly . 62.3-66 200-400pg/day as selenised
Vinceti 2018a healthy, partly at high risk (mean/ yeast (2x); 200pg/day as Incidence of any
Selenium Any cancer 5 21,860 2,332 for prostate cancer, with L N . Placebo Parallel 3-13 years
[7] median); L-selenomethionine (1x); cancer
resected non-small-cell NR (1x) 250ug/day as sodium
lung cancer, BRCA1+ lenite (1)
mutation carriers or history selentte
of skin cancer
Male and female 62.3-63.4 Selenium supplementation/
Vinceti 2018a Selenium Cance( 2 18,698 359 population/ mostly mal(_e/ (mean/ 200pg/da¥ as selenised Placebo Death from cancer Parallel 8-13 years
[7] mortality partly healthy, partly with median) yeast (1x); 200ug/day as
history of skin cancer L-selenomethionine (1x)
Male and female
population/ mostly men/ at
risk of prostate cancer, Selenium supplementation/
Vinceti 2018b . . with history of skin cancer, | 63-66 200ug/day as selenised . 3-13 years
[236] Selenium Type 2 diabetes | 5 22,053 1,603 with resected non-small- (mean) yeast (4x); 200pig/day as Placebo Type 2 diabetes Parallel (follow-up)

cell lung cancer or
removed colorectal
adenomas

L-selenomethionine (1x)
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Male and female
population/ mostly with

Folic acid supplementation/
>0.4mg/day/ alone (1x);

Placebo (9x); low dose
(20pg/day; 1x)/ alone

Wien 2012 . . CVD or at high risk of 57-69 X . Lo o 7. . Total cancer Parallel, 1.7-7.3 years
Folic acid Cancer 10 38,233 3,515 . s with aspirin (2x); vitamin (5x); with aspirin (2x); o :

[226] CVD; partly with history (mean) B12 + B6 (6x); vitamin vitamins B12 + B6 (1X); incidence factorial (mean)
of colorectal adenoma or B12 (1x) vitamin B6 (2x)
chronic renal disease
Female population/
pregnant/ <13 weeks of Multivitamin and mineral Preterm birth/ First

Wolf 2017 [8] Multivitamins Preterm birth 1 353 17 gestation/ high-income 28 (mean) supplementation/ Placebo delivery <37 weeks Parallel trimester till
country, low-income multi- postconceptional of gestational age delivery
ethnic population
Female population/ with Multlvnamm_

: supplementation/ 3
previous neural tube defect blets/day/ d veri Folic acid >2 month
T - affected pregnancy/ 313 tablets/day/ pre- and peri- oncacia - pre-

Wolf 2017 [8] Multivitamins Stillbirth 1 261 2 - conceptional (at least two supplementation/ Stillbirth Parallel .
planning to have another (mean) ths bef i 360ug/d conception
child/ in high-income months betore conception Ho/day till delivery
countr and until the date of the

y third missed period)
: Female population/ Folic acid supplementation/ . .

Yang 2016 Folic acid Gestatlonz;l 1 1,078 89 pregnant/ HIV-infected/ 24.7 postconceptional/ with Placebo Gestatlongl Factorial Till 3 months

[235] hypertension - (mean) R hypertension postpartum
low-income country other multivitamins

Calcium supplementation/
. Male and female 58-75.1 1,00_0—1,200mg/day/ asl Cardiovascular
Yang 2020 . Cardiovascular . . calcium carbonate (1x); A N
Calcium ; 4 3,996 NR population/ generally (mean); . ! Placebo disease incidence Parallel 4-5 years

[227] disease elemental calcium (2x); .

healthy >55 and mortality
lactogluconatecarbonate
(100g/day, 1x)
Vitamin D
Male and female supplementation/ 400-
population/ partly 61.8-85 8331U/day (3x); 20,000- Any fracture/ parallel

Yao 2019 [228] | Vitamin D Any fracture 11 34,243 2,843 institutionalised (3x) or (m'ean) 100,0001U/week (2x); Placebo (10x); nil (1x) fractures that factoriai 0.8-5 years
with previous fractures multiple bolus of 100,000- occurred at any site
(5%) 500,0001U (6x)/ oral (10x);

i.m. injection (1x)
Female population/ . Folic acid supplementation/ .
Yu 2021 [229] Folic acid Pre-eclampsia 3 5,108 441 pregnant/ partly at high 26-31 4-5mg/day/ Placebo/ partly V\{'th low Pre-eclampsia Parallel 1-4 years
. . (mean) . dose (200ug/day; 1x)
risk of pre-eclampsia (2x) postconceptional
Male and female Selenium supplementation/ .
Zhang 2016 [9] Selenium Cardiovascular 9 36,511 NR population/ mostly 46.6-76.2 100-200pg/day/ alone (3x); Placebo dCiz;ils%V?r?ccil:jErr\ce Parallel, 0.25-12 vears
9 disease ! generally healthy (6x); (mean) combined with other factorial ’ Y

partly with CVD (3x)

antioxidants (6x)

and mortality
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Vitamin D
supplementation/ 4,000-
5,0001U/day (2x); . .
i 50,0001U/2 weeks (1); Low dose (4001U/day; Gestational diabetes 12/
Female population/ | il . . mellitus <20weeks of
Zhang 2018 L Gestational pregnant/ partly healthy 25.2-29.5 60’000'.480’000|U total 2)9’ nil (1x); routine care (hyperglycaemia gestation to
[230] Vitamin D diabetes 4 968 87 (2x); partly with Vitamin D (mean); depending on 25(OH)D with 200mg/day ferrous first recognised at Parallel 34-36 weeks
(ex); partly NR (1x) level (1x)/ mostly alone sulfate and 600mg/day g -
insufficiency (2x) . . - any stage of of gestation
(3x); partly with calcium (1x) regnancy) or deliver
200mg/day ferrous sulfate preg Y Y
and 600mg/day calcium
(1x)
Vitamin D 4-16 weeks
Female population/ supplementation/ 10- L . (8x); 12
pregnant/ mostly with 5,0001U/day or 50,0001U/2 Placebo (5x); nil (3X),’ weeks of
ional diab %) K 0.0001U/ h low dose (4001U/day; . I .
Zhang 2018 o Fasting plasma gestational diabetes (13x); weeks or 50,0001U/mont 2x): low dose vitamin D Fasting plasma gestation to
Vitamin D 16 NR N/A partly at risk of pre- NR or 150,000-700,0001U total/ g R glucose level NR 34-36 weeks
[230] glucose . . R + insulin (2x); insulin - -
eclampsia (3x) or with alone (14x); via primrose - # . (difference) of gestation
AU, . - o - (2x); dietary intervention p
Vitamin D insufficiency oil (1x); with calcium (1x)/ (1x); yogurt (1x) or delivery
(2x) oral substitution (12x); 1 ¥og (3x); once
intramuscular injection (4x) (4x);NR(1x)
Male and female general
- population/ partly at high . T .
Zhao 2014 Myltlvnamms/ Nuclear cataract | 2 3,161 362 risk of chronic nutrient 45-75 Multlvnamm_and mineral Placebo !\lug:lear cataract Parall(_el, 5- years
[261] Minerals R . (range) supplementation incidence factorial
deficiencies or with early
cataract
Male and female general
- . lation/ partly at high T . .
Zhao 2014 Multivitamins/ Cortical popu ] y 45-75 Multivitamin and mineral Cortical cataract Parallel,
[261] Minerals cataract 2 3,161 960 mk_ o_f ch_r onic nu_tnent (range) supplementation Placebo incidence factorial 5-9 years
deficiencies or with early
cataract
Male and female general
Zhao 2014 Multivitamins/ Posterior p_opulation/ p_artly a_t high 45-75 Multivitamin and mineral Posterior Parallel
; subcapsular 2 3,161 156 risk of chronic nutrient . Placebo subcapsular cataract o 5-9 years
[261] Minerals S it (range) supplementation o factorial
cataract deficiencies or with early incidence
cataract
Female population/ Vitamin D Placebo (4x); routine Delivery of a
Zhou 2017 pregnant/ generally 25.2-31.1 supplementation/ 1,000- antenatal care Iiveborgneonate 14-28 weeks
[232] Vitamin D Preterm birth 5 1,633 74 healthy/ without HIV (mean); 4,0001U/day or multiple (200mg/day ferrous before 37 weeks of Parallel of gestation
infection/ partly with NR (1x) bolus dosage (60,000- sulfate + 600mg/day estation till delivery
gestational diabetes (1x) 480,0001U in 1-4 doses) calcium) (1x) Y

BoE=bodies of evidence; CHD=coronary heart disease; CVVD=cardiovascular disease; DHA=docosahexaenoic acid; EPA=eicosapentaenoic acid; HDL=high density lipoprotein;

HIV=human immunodeficiency virus; IQR=interquartile range; N/A=not applicable; NR=not reported; PSA=prostate-specific antigen; SF=saturated fatty acids; T2D=type 2 diabetes
mellitus; UV=ultraviolet
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Supplementary Table S7 Characteristics of included BoE from cohort studies

. L i L i Stud
Studies, | Sample | Cases, | Description of Age Description of Description of Description of | Study y
Reference Exposure Outcome . . . length/
n size,n | n population (years) | exposure comparator outcome design follow-up
All-cause Male and female general 24-74 Prospective
Aburto 2013 [2] | Low sodium . 2 18,184 NR . (range); High sodium intake Low sodium intake All-cause mortality 8.7-22 years
mortality population >30 cohort
. Cardiovascular Male and female general 2579 . - I Qardiov_a sc_ular Prospective
Aburto 2013 [2] | Low sodium A 3 76,914 NR . (range); High sodium intake Low sodium intake disease incidence 8.7-22 years
disease population . cohort
>30 and mortality
Male and female general . Total incident
. . .| 34-84 Nut consumption/ dose- . .
Afshin 2014 Nuts C_oronary heart 6 284,683 8,712 population/ most_ly he_althy, (range); response: per 4 weekly Dose-response |s_chem|c heart Cohort 4.8-30 years
[240] disease partly adults at high risk of 25+ servings (28.4g) of nuts disease (fatal and
CVD (1x) 9 9 nonfatal)
Male and female .
. . Nut consumption/ dose- Total stroke
Afshin 2014 Nuts Stroke 2 148,238 5,454 population/ generally 30-86 response: per 4 weekly Dose-response (ischemic and Cohort 21.1-26 years
[240] healthy/ healthcare (range) servings (28.4g) of nuts haemorrhagic)
professionals '
Afshin 2014 Male and female 35-87 Nut consumption/ dose-
[240] Nuts Type 2 diabetes | 4 226,675 13,035 population/ generally (range) response: per 4 weekly Dose-response Type 2 diabetes Cohort 4.6-23 years
healthy 9 servings (28.4g) of nuts
Gestational
hypertension with
I proteinuria and/or .
Aguilar- Pregnant women/ general IJ:fvi\(’: i\grtl?;mllgsD(Sﬁ;lé)S/Ievel Normal vitamin D status/ other maternal Cohort, &\g:}i gof
Cordero 2020 Vitamin D Pre-eclampsia 7 11,902 4,658 healthy without specific NR . Y/ 25(0OH)D level in organ dysfunction nested case- L
- . in maternal blood gestation till
[218] previous pathologies maternal blood >50nmol/l | and/or utero- control .
<50nmol/l delivery
placental
dysfunction/ >20
weeks of gestation
Male and female general anatﬂlcgrr drilglnfatal
population (6x male; 3x High intake of omega-3 Low intake of omega-3 in¥arction CHD
Alexander 2017 | Omega-3 fatty Coronary heart 17 687 166 NR female; 8x both)/ mostly >18 fatty acids/ EPA and DHA/ | fatty acids/ <0.04 - inci dencey coronar Cohort 4.8-40 vears
[219] acids disease ! generally healthy (16x); >0.15->0.62g/day EPA and | <0.39g/day EPA and death suciden Y ) Y
partly with coronary artery 0.22-5.18g/day DHA DHA <1.48g/day di X death
disease (1x) cardiac death,
angina
Low vitamin D status/ 1.5 years/
. Pregnant women/ with insufficiency/ 25(OH)D Normal vitamin D status/ . . )
er?:lle]gah 2007 Vitamin D g?t&“onal 1 401 N/A singleton pregnancy before ?r?{:an) level in maternal blood 25(0OH)D level in E-\;A?s;fsl?nal length Egr)]z[;tectlve <e1§avtvig?]kts”?f
9 16 weeks of gestation <28nmol/l at 28-32 weeks maternal blood >28nmol/I gest
of gestation delivery

48




Male and female general

High intake of nonnutritive
sweeteners/ >22
servings/week of

Low intake of

L . o . .
Azad 2017 Nonnutritive Body mass 1 2,222 N/A population (58% _female)/ 44 (mean) artificially sweetened nonnutritive sweeteners Change in body 5 Prospective 8 years
[220] sweeteners index mean body mass index at b includi d intake/ mass index (kg/m?) cohort
baseline: 27 everages (including sodas intake/ nonusers
’ and other beverages, e.g.
coffee, tea)
50-79
Bolland 2015 . Male and female general (range); Calcium supplementation/ No calcium . Prospective )
[221] Calcium All fractures 5 116,199 11,194 population/ mostly female 56-77 partly with vitamin D (1x) supplementation Fractures at any site cohort 3-8.4 years
(mean)
Fatal or non-fatal
ischaemic stroke,
. . . haemorrhagic :
Chowdhury Omega-3 fatty Cerebrovascular Male and female general 16-84 High omega-3 fatty acid Low omega-3 fatty acid Prospective
2012 [241] acids disease 10 301,023 4197 population/ healthy (range) intake/ 0.11-2.6g/day intake stroke, cereb_ro- cohort 4-28 years
' ’ vascular accident,
transient ischaemic
attack
Fatal or nonfatal
myocardial
Male and female Lr:)fre:)rﬁg&n, CHD,
Chowdhury O . Coronary population/ mostly healthy 30-84 High a-linolenic acid Low a-linolenic acid ; - Prospective .
2014a [234] alinolenic acid disease 7 157,258 7.431 (6x); partly population with | (range) intake intake insufficiency, cohort 5-23 years
- : coronary death,
high CVD risk (1x) . A
angina, angio-
graphic coronary
stenosis
Fatal or nonfatal
myocardial
Male and female infarction, CHD,
opulation/ mostly . . . coronary .
Chowdhury Omega-6 fatty Coronary p . 20-75 High omega-6 fatty acid Low omega-6 fatty acid : . Prospective .
2014a [234] acids disease 8 206,376 8,155 generall)_/ healthy .(7).()’ (range) intake intake insufficiency, cohort 5-23 years
partly with pre-existing coronary death,
high CVD risk (1x) angina, angio-
graphic coronary
stenosis
29.2-80 I
Low vitamin D status/ . I
Male and female (range); High vitamin D status/
Chowdhury Vitamin D All-cause 68 840,908 | 64636 | population/ with or without | 63-63.4 25(0H)D level <10- 25(0H)D level =30ng/mi | Deaths from any Cohort 0.3-29 years
2014b [3] mortality -~ Lo 29ng/ml in serum or . cause
pre-existing chronic disease | (mean/ in serum or plasma
. plasma
median)
Male and female general 40-79 Vitamin D status/ dose- Colorectal cancer
Chung 2011 - Colorectal . (range); response per 10nmol/I S Nested case- 7 months- 17
Vitamin D 9 7,402 3,136 population/ partly smokers . . Dose-response incidence and
[242] cancer 57-69.2 increase in 25(OH)D . control years
(2x) - mortality
(mean) concentration
30-85 Vitamin D status/ dose- Breast cancer
Chung 2011 Vitamin D Breast cancer 4 5,995 2,986 Female population/ partly (range); response per 10nmol/ Dose-response incidence and/or Nested case- 3.9-15 years
[242] postmenopausal 57-70 increase in 25(OH)D death control
(mean) concentration
. . 1-84 Lo . .
Ding 2017 . Systolic blood Male and female general . Dairy intake/ dose-response Systolic blood Prospective
[243] Dairy pressure a 171,426 NIA population F\ﬁ{n?;))() per serving/day increase Dose-response pressure (mmHg) cohort 2-27 years
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Folic acid supplementation/
0.6mg/day/

periconceptional: 1 months No folic acid Congenital heart 1 month
. Congenital Female population/ women | 27.4 ’ . defects/ overall or Matched before
Feng 2015 [4] Folic acid heart defects 1 6,112 81 in childbearing age (mean) before throug_h 3 months supplementation/ non- any one of the cohort conception
after conception/ combined user subtyoes in infants till deliver
with other multivitamins/ P Y
minerals
Male population/ without
history of cancer (2x); 40-79
Filippini 2020 Green Tea Prostate cancer 5 122,110 1,179 without hlst.ory Of. prostate (range); High green tee intake Low green_tea intake/ Prostate cancer Prospective 8-21 years
[244] cancer (2x); atomic-bomb NR (2%) <1 cup or time/day cohort
survivors without prostate
cancer (1x)
Filippini 2020 Endometrial Female general population/ | 40-69 Highest green tee exposure/ | Lowest green tea . Prospective
[244] Green Tea cancer 1 53,724 17 without history of cancer (range) >5 cups/day exposure/ <4 cups/week Endometrial cancer cohort 5 years
Male and female general Vitamin C No vitamin C .
Fu 2021 [245] Vitamin C Lung cancer 3 144,263 1,406 population/ partly elderly 50-84 supplementation/ >66.6- supplementation/ non- Lung cancer Prospective 4.05-106
(range) incidence cohort years
(1x) >322mg/day or 500mg/day users
Vitamin C
Female ponulation/ 40-84 supplementation/ No vitamin C Breast cancer Prospective
Fu 2021 [245] Vitamin C Breast cancer 6 215,581 8,050 pop >64mg/day - supplementation/ non- S cohort, nested | 5-10.6 years
postmenopausal (3x) (range) incidence
>1,0001U/day or ever users case-control
supplement use (1x)
Male and female general N N
: : 57.1 Vitamin C No vitamin C .
Fu 2021 [245] Vitamin C Colorectal 2 50,700 246 populatllon/ partly resnde.nts (mean); supplementation/ supplementation/ non- _Co!orectal cancer Prospective 4.5-7 years
cancer of a retirement community NR (1 = incidence cohort
(1x) (1x) >360mg/day (1x) users
Male and female
opulation/ healthy or at . . .
Gayer 2019 . P . 41.65 Increased intake of apple Dose-response, per Body weight Prospective
Apples Body weight 1 133,468 N/A risk for CVD or cardio- . : 4 years
[246] metabolic disease/ without (mean) per servings/day serving/day change (kg) cohort
T2D or existing CVD
Male and female
population/ partly with 20-90
Grosso 2015 Mediterranean Cardiovascular 20 888.257 22 987 previous coronary artery (range); High adherence to Low adherence to CVD incidence Prospective 2-40 vears
[222] diet disease ! ! disease (1x); with diabetes 38-68.6 Mediterranean diet Mediterranean diet (including deaths) cohort Y
(1x); with cardiovascular (mean)
disease (1x)
Male and female 43-84 Longitudinal
. . Age-related population/ mostly female/ . High vitamin E intake/ Low vitamin E intake/ . and non- .
Jiang 2019 [5] Vitamin B cataract 6 42,147 NR without (ascertained) gj; 92)4’9 8.4-90.8mg/day 3-6.7mg/day Age-related cataract longitudinal 5-15 years
cataract - cohort
Longitudinal
Male and female 43-84 . . .
Jiang 2019 [5] B-carotene Age-related 7 154,449 NR population/ without (range); High f-carotene intake/ Low p-carotene intake/ Age-related cataract and non- 5-15 years
cataract ] : 1.94-12.11mg/day 0.47-3mg/day longitudinal
(ascertained) cataract >45; >49 cohort
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Male and female

Low adherence to diet rich

High adherence to diet

Johnston 2019 Low red meat C_ardlovascular 25 858,554 NR population/ generally 33-74.1 in red and processed meat rich in red and proce_ssed Cardlo_vascular Prospective 4-26 years
[247] disease health (mean) or non-vegetarian diet meat or non-vegetarian mortality cohort
Y 9 diet
Male and female 36-61.7 Low adherence to diet rich I—_ﬂgher adherence to diet .
Johnston 2019 . . . . rich in red and processed Type 2 diabetes :
Low red meat Type 2 diabetes 14 378,788 NR population/ generally (mean); in red and processed meat . Lo Cohort 2-34 years
[247] healthy NR (3X) or non-vegetarian diet ?eat or non-vegetarian incidence
iet
L Higher adherence to diet
Johnston 2019 Colorectal Male an_d female !‘OW adherence to diet rich rich in red and processed Colorectal cancer Prospective
Low red meat 16 840,980 NR population/ generally NR in red and processed meat . S 5-26 years
[247] cancer health of non-vegetarian diet meat or non-vegetarian incidence cohort
Y 9 diet
Female population/ N . Lo . .
Jonker 2020 Folic acid Mean ) 2 2.892 N/A pregnant/ in low- and NR Folic aC|d.suppIe_mentat|on/ No folic aC|d_ Mean birthweight Cohort NR
[248] birthweight middle-income countries alone (1x); with iron (1x) supplementation (kg)
Female population/ Folic acid supplementation/ - .
Jonker 2020 L Low h Lo No folic acid Incidence of low
Folic acid ] . 5 26,270 5,114 regnant/ in low- and NR mostly with iron . A X Cohort NR
[248] birthweight pmidgdle—income countries supplz’mentation (4x) supplementation birthweight
Female population/ Folic acid supplementation/ No folic acid Infants whose
Jonker 2020 Folic acid Small_for 4 239,862 23,666 pregnant/ in low- and NR ak_)ne (.ZX); with ron (1x); supplementation/ non- weight s <10th Cohort NR
[248] gestational age . - . with dietary folate intake percentile for
middle-income countries users .
(1x) gestational age
Male and female
- . . lation/ without CVD 20-90 . . .
Kastorini 2011 Mediterranean Metabolic popu o . High adherence to Low adherence to Metabolic Prospective
6 diet syndrome 2 4,495 NR risk factors (1x); without (range); 54 Mediterranean diet Mediterranean diet syndrome cohort 6.2-7 years
diabetes mellitus or (mean)
metabolic syndrome (1x)
- . Male and female . :
Kastorini 2011 Mediterranean HDL- . - 20-90 High adherence to Low adherence to HDL Cholesterol Prospective
[6] diet cholesterol 1 2,563 N/A fi(s)Euffctzgrs/ without CVD (range) Mediterranean diet Mediterranean diet (mg/dl) cohort 6.2 years
- . Male and female . . . .
Kastorini 2011 Medlterranean Triglycerides 1 2,563 N/A population/ without CVD 20-90 ngh_ adherence !o Low_adherence t_o Triglycerides Prospective 6.2 years
[6] diet risk factors (range) Mediterranean diet Mediterranean diet (mg/dl) cohort
- . . Male and female . . .
Kastorini 2011 Mediterranean Systolic blood . . 20-90 High adherence to Low adherence to Systolic blood Prospective
6 diet pressure 1 2,563 N/A p_opulatlon/ without CVD range Mediterranean diet Mediterranean diet pressure (mmHg cohort 6.2 years
risk factors
Male and female general
population/ without history Multivitamin/ Mineral No multivitamin/Mineral
Kim 2018 [223] Multivitamins/ Cardiovascular 9 587 638 NR of CVD and cancer; 50.6-63.9 supplementation/ >3 supplementation/ non- CHD mortality and Prospective 519 years
Minerals disease ! without medical conditions (mean) vitamin and mineral PP stroke mortality cohort y

with a predicted survival of
<3 years (1x)

ingredients

users
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Male and female general

Incident CHD

population/ without history | 30-55y Multivitamin/ Mineral No multivitamin/ Mineral events/ cardiac
Kim 2018 [223] Multivitamins/ Coronary heart 370.085 NR of CVD and cancer; (range); supplementation/ >3 sunplementation/ non- revascularization Prospective 7.9-16.2
Minerals disease ! without medical conditions 50-63.9 vitamin and mineral usgfs and fatal and cohort years
with a predicted survival of | (mean) ingredients nonfatal myocardial
<3 years (1x) infarction
Male and female general
population/ without history Multivitamin/ Mineral No multivitamin/ Mineral Incident ischemic
. Multivitamins/ of CVD and cancer (2x); 52.9-63.9 supplementation/ >3 . and haemorrhagic Prospective 7.9-16.2
Kim 2018 [223] . Stroke 217,529 NR ; y o P . supplementation/ non-
Minerals without medical conditions (mean) vitamin and mineral USers stroke (fatal and cohort years
with a predicted survival of ingredients nonfatal)
<3 years (1x)
High vitamin intake/ in
40-83 different compositions: . .
[Iéig? 2014 Vitamins Gastric cancer 1,037,967 | 1,606 N(I)aISI:tr:gr:‘emale (range); ACE + folate (2x); ACE Low vitamin intake ng&:iﬁf:cer E;ﬂfﬁfcnve 6.3-14 years
pop >40 (1x); A + folate (1x); E
(1x); A (1x); NR (1x)
Lin 2019 [250] Vitamin E Bladder cancer 497,011 2,774 rl\)/(l)arl)ljlzggnfemale general ?r(z)if;e) High vitamin E intake Low vitamin E intake :?]Icezc(ijcé?]rcce:ancer z‘(;(r)lzﬁctlve 6-20 years
Male and female 25-75 High vitamin D Low vitamin D Nephrolithiasis Prospective 11.3-12.1
Lin 2020 [251] Vitamin D Nephrolithiasis 192,126 6,449 population/ without prior g : " Nep P S
e (range) supplementation supplementation incidence cohort years
nephrolithiasis
Lin 2020 [251] Calcium Nephrolithiasis 187,976 2,087 Female population/ without | 25-55 High calcium Low calcium Nephrolithiasis Prospective 8-12 years
prior nephrolithiasis (range) supplementation supplementation incidence cohort
CHD events (fatal
Martinez- Male and female 20-86 Olive oil intake/ dose- and non-fatal)/
. . Coronary heart population/ healthy (2x); (range); . . acute myocardial Prospective 7.85-10.4
[nggialez 2014b | Olive oil disease 93,760 1,367 without CVD or cancer 49-50 ;e;sp/%r;se per increase of Dose-response infarction, cohort years
(1x) (median) g/day revascularisation,
angina and other
73.8
_— Male and female (mean); S .
Martinez . . population/ without history <B5 = Olive oil mta[(e/ dose Stroke (ischaemic Prospective 5.25-10.6
Gonzalez 2014b | Olive oil Stroke 31,226 543 X response per increase of Dose-response .
[252] of stroke (1x); free of CVD | 58%, 55- 250/da or haemorrhagic) cohort years
and cancer (1x) 64=23%, y/day
>65=19%
3x adults:
Male and female 18-64 Low calorie sweeteners
Miller 2014 Low calorie Body weight 85,353 N/A population/ mostly female/ (range); 1x mtakg/ saccharin (2x); low- Mean correlation Body weight Prospective 0.5-4 years
[253] sweeteners enerally health preschool calorie sweetened change (kg) cohort
g Y Y children: beverages (2x)
2-5 (range)
Male and female general g High folic acid Low folic acid
Moazzen 2018 Folic acid Colorectal 1,926,520 | 10,514 population/ without 50-64.5 supplementation/ supplementation/ Colorecta! Cancer or | ohort 9.1-16 years
[254] cancer (mean) adenoma incidence

colorectal cancer

>800->939ug/day

<242-<300pg/day (2x)
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Prospective

Mocellin 2017 Vitamin B6 Cancer 29 NR 10,825 Male an_d female general NR High vitamin B6 intake Low vitamin B6 intake Inmde_nce of cancer cohort, nested | NR
[255] population (any site)
case-control
Morze 2021 Mediterranean Cancer 18 1660652 | 71.138 Male and female ?gfoe)_ 38 High adherence to Low adherence to Cancer mortalit Prospective 6.25-40 vears
[233] diet mortality B ! population (m eg n)’ Mediterranean diet Mediterranean diet Y cohort ’ Y
Morze 2021 Mediterranean Male and female 18-104 High adherence to Low adherence to Prospective )
[233] diet Breast cancer 12 962,723 35,338 population/ mostly women (range) Mediterranean diet: Mediterranean diet Breast cancer cohort 3-18 years
Population in inpatient
Picasso 2019 - . . rehabilitation centre/ with 54.5 Adherence to lacto-ovo- Adherence to omnivorous | Triglyceride levels Prospective
[256] Vegetarian diet Triglycerides 1 302 NIA cardiovascular disease/ (mean) vegetarian diet diet (mmol/l) cohort NR
partly overweight
Population in inpatient
Picasso 2019 Vegetarian diet HDL- 1 302 N/A rehabilitation centre/ with 54.5 Adherence to lacto-ovo- Adherence to omnivorous | HDL-cholesterol Prospective NR
[256] g cholesterol cardiovascular disease/ (mean) vegetarian diet diet (mmol/l) cohort
partly overweight
Male population/ without . - - .
- - g High selenium intake and Low selenium intake/ Prospective
Sayehmiri 2018 Selenium Prostate cancer 2 45,370 672 hlst(?ry of prosta.te cancer 50-76 supplementation/ nil (1x); <71.52pg/day _Pro.state cancer cohort, trial- 9-10 years
[257] (1x); smokers without (range) incidence
. >50 >111.05ug/day (1x) based cohort
history of cancer(1x)
Male and female
population/ mostly without
Schwingshackl Mediterranean . CVD (6x); partly with 20-90 High adherence to Low adherence to . Prospective :
2015 [237] diet Type 2 diabetes | 8 119,269 NR myocardial infarction (1x) (range) Mediterranean diet Mediterranean diet Type 2 diabetes cohort 3.2-20 years
or prior gestational diabetes
mellitus (1x)
Schwingshackl | ;.0 o) Type 2 diabetes | 4 183370 | 21,688 | Maleand female general ?riesa?]) High olive oil intake Low olive oil intake Type 2 diabetes Prospective | 57 55 vears
2017 [258] P ! ! population/ without T2D <50 ! 4 P cohort ’ Y
Mini mental Cogpition/ Mini
Setien-Suero Homocysteine state i 3 1,625 N/A Male and female general 67-754 Homocysteine status Linear regression mental state Prospective 3-7 years
2016 [259] examination population/ elderly (mean) L cohort
examination score
score
. R No multivitamin :
Stratton 2011 Multivitamins Prostate cancer 1 295,344 1,331 M_ale general population/ 50-71 Multlwtamm_ supplementation/ non- _Pro_state cancer Prospective 5 years
[224] without cancer (range) supplementation USers incidence cohort
Stratton 2011 S . 40-76 A . No vitamin E Prostate cancer Prospective
[224] Vitamin E Prostate cancer 5 457,136 17,541 Male general population (range) Vitamin E supplementation supplementation incidence cohort 4-10 years
Stratton 2011 Male population/ without 55-74 No vitamin C Prostate cancer Prospective
Vitamin C Prostate cancer 1 29,361 1,338 history of prostate, colon, Vitamin C supplementation : e g 4.2 years
[224] (range) supplementation incidence cohort

or lung cancer
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Male population/ without

Stratton 2011 ) - 55-74 ) . No p-carotene Prostate cancer Prospective
[224] B-carotene Prostate cancer 25,016 1,338 history of prostate, colon, (range) B-carotene supplementation supplementation incidence cohort 4.2 years
or lung cancer
Male and female
population/ generally High intake of sugar
. healthy/ younger R sweetened beverages/ . . . .
;—gll\a{l?geeg?a I;lj)\/\;r(siletary Weight gain 149,305 N/A (university graduates, ?rtrzt) including: sugar sweetened Is_v?/\é\le::r:?((ieb?:/:lrje?ags }/‘\(le)lght difference séﬂfﬁtemve 4-6 years
9 nurses) and older adults/ g soft drinks, fruit drinks and g g
without: diabetes (3x); fruit juices
severe diseases (3x)
Intake of dietary sugars/ Prospective
. Male and female general dose_—response per 1 . cohort
Te Morenga Low dietary Body mass 4,094 N/A opulation/ children and 214 serving/day or 100g/day Dose-response Change in body ros| e'ctive 1-10 years
2013 [260] sugars index ! pop (range) intake increase of sugar P mass index (kg/m?) prosp y
adolescents cohort nested
sweetened beverages (soft in RCT
drinks, fruit juice)
Pregnant woman and their
children/ without serious Highest categories of
. non-obstetric problems g vitamin D intake/ including | Lowest categories of : ; ;
;’ggn[eézl_%man Vitamin D t';/ilzflr\:vei ht 1,497 N/A (1x); without multiple ?nzq:;zr{)S dietary intake and vitamin D intake/ <4461U ?A;an birthweight (I?;(r)]zr:fctlve NR (till birth)
9 gestations or gestational supplementation: >6581U (1x); <185IU/day (1x) g
age >22 weeks at (1x); >5351U/day (1x)
enrolment (1x)
Male and female 30-93 Cardiac or
Trikalinos 2012 S Cardiovascular population/ with or without | (range); . T Lowest intake category of | cardiovascular Prospective .
[239] Vitamin E disease 187,287 NR history of cardiovascular 50-88 High vitamin E intake vitamin E death (as defined in cohort 6-15 years
disease (mean) the primary studies)
20-74 High selenium exposure/ Nested case-
. . . mostly in serum (6x); . . control,
E;n]ncetl 2018a Selenium Any cancer 76,239 1,940 N(I)aIS Izggrflevmvifo%?nc::éer gf? .gg]'( partly in plasma and serum tgg’; ei?zlzur;?xposure/ (I:gf]'cd;nce of any cohort- 5-19 years
pop (_2x)j (1x)/ 60-136ug/1 (1x) or Ste.T=slasn subcohort
>78-240ug/1 controlled
High selenium intake/ men: A
Vinceti 2018a Cancer Male and female general 40-74 231.92ug per ;2\:1/' Sﬂ%né%m I/T%koeé Prospective 8.4-13.9
Selenium . 133,957 2,603 population/ without history 1,000kcal/day; women: o HOr2, 000 Cancer mortality P ) '
[7] mortality (range) women: <19.05ug/ cohort years
of cancer >33.36pg per 1.000kcal/da
1,000kcal/day ’ Y
ot Female population/ healthy . . . .
Vinceti 2018b . . . - 35-70 High dietary selenium Low selenium exposure/ .
[236] Selenium Type 2 diabetes 7,182 253 vTv;tgout history of cancer or (range) intake/ >65.9y1g/day <4Tuglday Type 2 diabetes Cohort 16 years
No or low folic acid Breast (2x);
Wien 2012 . Male and female general 51.7-67 Folic acid supplementation/ | supplementation/ <0.2mg pancreatic (2x) or Prospective }
[226] Folic acid Cancer 872,799 2,547 population (mean) >0.4mg/day for women or <0.3mg for lung (1x) cancer cohort 4-14 years
men (1x) incidence
Female population/ x:g;:iﬂ:lion />3 Preterm birth/ z’étr)]z;;ectlve
Wolf 2017 [8] Multivitamins Preterm birth 42,592 2,280 pregna_ntl in high-income NR vitamins or minerals/ peri- No multivitamin use delivery <37 weeks matched 3-10 years
countries : of gestational age
and postconceptional cohort
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Stillbirth: fetal
death at gestational

. Multivitamin Prospective
Female population/ I tation/ >3 age >28 weeks cohort
Wolf 2017 [8] Multivitamins Stillbirth 2 39,845 208 pregnant/ in high-income NR supplementation/ = No vitamin use and/or fetus weigh ' 3-6 years
. vitamins or minerals/ X matched
countries ericoncentional >1,000g (1x); fetal cohort
P P death at gestational
age >20 weeks (1x)
Female general population/ L . .
Yang 2016 . Gestational pregnant (2x); preparing 24.9-31.2 FOI.'C acid sypplementatlon/ No or low fol]c acid Gestational Prospective NR (till
Folic acid ; 3 201,265 18,894 . . periconceptional/ partly supplementation (2x) or . X
[235] hypertension for marriage or becoming (mean) . K - hypertension cohort delivery)
with folate intake intake (1x)
pregnant (1x)
. Cardiovascular .
Yang 2020 Calcium C_ardlovascular 13 823,293 30,117 Male ar]d female general 17-79 High calcium intake Low calcium intake disease incidence Prospective 9-28 years
[227] disease population (range) . cohort
and mortality
mﬂ&:{;g;ﬁmiﬁw female/ (Séfg;Z)G; Vitamin D status/ 25(OH)D Any fracture/ 5:)?1?)r:tecr§ievsied
Yao 2019 [228] | Vitamin D Any fracture 10 39,141 6,278 not living in institutions/ 68.6 : Dose-response Y : ’ 5-15 years
A level in blood fractures at any site case-control,
baseline blood 25(0OH)D (mean of case-cohort
level: 53.5 - 81.0nmol/I means)
14-44 Folic acid supplementation/
. (range); 0.4mg/day/ alone (12x); - .
Yu 2021 [229] Folic acid Pre-eclampsia 13 154,268 NR Fre??]fns()p:rgla?rl health 27.8-33.1 combined with dietary ;\luo f?;ﬁ:ﬁ:gﬁon Pre-eclampsia gcr)]solitectlve 2-6 years
preg 9 Y Y (mean); or intake (1x)/ pre- or PP
>18 postconceptional
20-90 High selenium status/ Cardiovascular Prospective
Zhang 2016 [9] Selenium C_ardlovascular 14 34100 3,749 Male aqd female general (range); . 101-5}19” (medlan?/ serum Low selenium status/ disease incidence or cohort, nested 3-15 years
disease population >35; >65; (11x); plasma (1x); 53.7ug/l mortalit case-control
48 erythrocyte (1x) Y studies
Female population/ Gestational diabetes
5 P | f Low vitamin D status/ | vitami y mellitus Coh
Zhang 2018 - Gestational pregnant/ prevalence of 25(OH)D level in blood 25- | Normal vitamin D status/ | - 0o o caemia ohort,
Vitamin D f 24 NR NR Vitamin D sufficiency in NR 25(0OH)D level in blood . ] nested case- NR
[230] diabetes . 50nmol/l and/or 50 - first recognised at
populations 3.3 - 73.33% >50 or 75nmol/I control
. 75nmol/I any stage of
(range); NR (4x)
pregnancy
Female population/
. pregnant/ prevalence of - . Cohort,
[er;%r]g 2018 Vitamin D F?j;g]s% plasma 13 NR N/A Vitamin D sufficiency in NR I\g:/team:]nblljozt(;itus/ 25(0H)D Correlation Ffjé:)ns% Téiserpa nested case- NR
9 populations 5.8 - 58.7% 9 control
(range); NR (3x)
Male and female
A population/ general (2x); 43-97 Multivitamin/ Mineral A . ] .
Zhao 2014 Myltlvnamms/ Nuclear cataract | 5 13,637 NR clinic-based population (range); supplementation/ longest No multlvnamm/ Mineral Nuclear,_ag_e related | Prospective 4.8-15 years
[261] Minerals . A - supplementation cataract incidence cohort
(2x); nondiabetic women >40; >45 duration

(1x)
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Male and female
- . population/ general (2x); 43-97 Multivitamin/ Mineral s : Cortical, age- .
[Zzheaﬁ 2014 mrr:s:glt:mmy ccaigrlggtl 4 12,887 NR clinic-based population (range); supplementation/ longest ;\luo T:::]Q’r:::ggzl Mineral related cataract s(;(r)]f)[?tectlve 6.3-15 years
(1x); nondiabetic women >45 duration PP incidence
(1x)
Male and female Posterior
Zhao 2014 Multivitamins/ Posterior pqp_ulatlon/ general (1)(); 43-86 . Multlwtamm/_ Mineral No multivitamin/ Mineral | subcapsular, age- Prospective
[261] Minerals subcapsular 3 8,772 NR cllnlc—base.d populatlon (range); supplgmentatlon/ longest supplementation related cataract cohort 5-15 years
cataract (1x); nondiabetic women >45 duration o
) incidence
Female population/ Delivery of a Prospective
Zhou 2017 . . . Low vitamin D status/ High vitamin D status/ liveborn neonate cohort, case- A
[232] Vitamin D Pretermbirth | 12 15,184 2,347 E’fg'}f}?;c"tvlgwe”’ without | NR 25(0H)D level <50nmol/l | 25(OH)D level >50nmol/l | before 37 weeks of | cohort, nested | VR Cill birth)
gestation case-control

BoE=bodies of evidence; CHD=coronary heart disease; CVD=cardiovascular disease; DHA=docosahexaenoic acid; EPA=eicosapentaenoic acid; HDL=high density lipoprotein;

HIV=human immunodeficiency virus; N/A=not applicable; NR=not reported; T2D=type 2 diabetes mellitus
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Supplementary Table S8 Methodological quality assessment of the included systematic reviews (AMSTAR 2)

Reference 1|23 |4|5]6 8 | w BTS) (0955) 10 (RlclTs) (gsls) 12 | 13 | 14 | 15 | 16 S)ﬁ?g'e'nce Search period
Aburto 2013 [2] YIN|Y|Y]|Y]|Y Y | v Y [ N| Y Y Y Y Y Y | Y | Criticallylow | 08.2011

Afshin 2014 [240] Y| N|N|Y|N]|Y PY | N N | N| Y N N N N Y | Y | Criticallylow | 25.12.2013
Aguilar-Cordero 2020 [218] | Y N N N N Y N Y PY N Y Y N N N Y Y | Critically low | 01.2013 —02.2019
Alexander 2017 [219] Y N Y | PY | Y N PY Y PY N Y Y N N N Y N | Critically low 8%21%8‘11; -
Amegah 2017 [231] Y| N|Y|PY|N|Y Y| Y | PY | N| Y Y Y N Y Y | Y | Criticallylow | 06.2015

Azad 2017 [220] Y [PY| Y |PY| Y |Y Y| Y |[pY| Y| v Y Y Y Y Y | Y | Low 01.2016

Bolland 2015 [221] Y[ N|Y|[N|N|N Y | v N | Y | v |\’>|IZ Y Y Y Y | Y | criticallylow | 09.2014
Chowdhury 2012 [241] Y| N|Y|PY|Y|Y PY| PY | Y | N | Y Y N N Y Y | Y | Criticallylow | 09.2012
Chowdhury 2014a [234] Y[ N|Y|Y|N]|Y PY| Y | PY | N| Y Y Y Y N Y | Y | critically low | 01.07.2013
Chowdhury 2014b [3] Y[ N|Y|PY| Y |Y Y| Y | pPY | N| Y Y Y N N Y | Y | critically low | 01.08.2013

Chung 2011 [242] Y |[PY| Y| N|N]|N Y| N N | N[ N N N N N N | Y | Critically low | 07.2011

Ding 2017 [243] Y| N|N|[N|N]|N PY | N N | N| Y Y N N N Y | Y | Criticallylow | NR

Feng 2015 [4] N | N|N|N|N|Y N | PY | PY | N ,OI'Z |\’>|IZ |\’>|IZ N Y |\’>|IZ Y | Critically low | 10.10.2014
Filippini 2020 [244] Y| Y|y |pr|Y|Y Y| Y [Py | Y| Y Y Y Y Y Y | Y | Moderate 01.2019

Fu 2021 [245] N|N|Y|[N|[Y]Y PY | N N | N| Y Y N N N N | Y | Critically low | 18.02.2021

Gayer 2019 [246] Y| N|N|[PY| Y |N Y| Yy |pr|Y]| N N N N N N | Y | Critically low | 1946 - 08.2019
Grosso 2015 [222] YIN|Y|[N]|]Y]|N PY| N | PY | N| Y Y N N Y Y | N | Critically low | 01.2000 - 06.2014
Jiang 2019 [5] Y| N|N|PY| Y |Y Y| Y |[pPY | N| Y Y N N Y Y | Y | criticallylow | 06.2018
gi’/mmfggfg) parsso) | Y| Y| Y| Y[Y]Y N | NA| Y | Y ,\'}‘g Y Y Y N N | Y | Critically low | 04.2019
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Johnston 2019

No

No

No

Qorsatkar2019) (247,351 | Y | Y | Y [ Y [ Y| Y [ N[PY] ¥ | NA Yo ua |l Y Yol va | wa | Y | Low 04.2019

Jonker 2020 [248] Y|PY|N|[N|Y|N|N|PY| Y |PY N N N N N Y | Y | Criticallylow | 1990 - 2017
Kastorini 2011 [6] N|IN|N|N|[N|]Y|N|N| N N N N N N N Y | Y | critically low | 30.04.2010

Kim 2018 [223] Y| N|NJ[PY|Y|Y]|Pr|PY| N N Y N N N N Y | Y | criticallylow | 01.1970 - 08.2016
Kong 2014 [249] Y| N|]Y|N|Y]|Y]|N]|PY| PY |PY Y Y N N Y Y | Y | Critically low | 02.02.2014

Lin 2019 [250] N|N|N|PY|[N|Y|N]|PY| N N Y Y N N Y Y | Y | Criticallylow | 01.01.2016

Lin 2020 [251] YIN|Y[N|[Y|Y|N|Y] Y [Py Y Y N N Y Y | Y | Criticallylow | 05.2019
?gg;t]i”ez'Gonza'ez 2014b Y| N|]Y [P N|Y|Y]|]Y]| N |PY ,\'}'z Y N N N N | Y | Critically low | 12.2013

Miller 2014 [253] Y| N|Y|[N|[N|[N|[N|Y]| N N N N N N N Y | Y | Criticallylow | 16.09.2013
Moazzen 2018 [254] N|N|Y|N|N|N|N]|P| P |PY N N N N N Y | Y | Criticallylow | 01.2000 - 09.2016
Mocellin 2017 [255] Y| N|]Y|[PY|N|Y]|NI|PY| Y |PY Y Y Y N Y Y | N | Critically low | 01.2016

Morze 2021 [233] Y| Y| Y|PY|Y|[N|]Y|Y]| Y Y Y Y N N N Y | Y | Low 01.2017 — 04.2020
Picasso 2019 [256] Y[ N|N|[N|[Y]|Y]|N|P| Y [Py Y Y Y Y Y Y | Y | Criticallylow | 24.05.2017
Sayehmiri 2018 [257] N|IN|N|N|[Y|Y|N|N| N N Y Y N N N N | Y | Critically low | 2016
Schwingshackl 2015[237] | Y | N | N [PY | Y | Y | Y | PY | PY | PY Y Y Y Y Y Y | Y | Low 02.04.2014
Schwingshackl 2017 [258] Y N N | PY | Y N N | PY Y N Y Y Y N Y Y Y | Critically low 08.2016
Setien-Suero 2016 [259] N|[N|N|N|N|[N|P|PY| N N Y Y N N N N | N | Critically low | 01.2005 - 12.2015
Stratton 2011 [224] Y| N|N|[N|Y|[N|[N|]Y]| N N N N N N N N | Y | Critically low | 022010

Te Morenga 2013 [260] YIN|Y|[N|[N|Y]|Y|Y] Y N Y Y Y Y Y N | Y | Criticallylow | 12.2011
Thorne-Lyman 2012 [225] Y N Y N N N N | PY Y N Y Y N N N N Y | Critically low 06.2011
Trikalinos 2012 [239] N|IN|Y|N|[N|N|NIJP| N N N N N N Y N | Y | Critically low | 07.10.2010
Vinceti 2018a [7] Y|l Y| Y |Y|[Y|N|Y|Y] Y |PY Y Y Y Y Y Y | Y | Moderate 02.2017
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No

Vinceti 2018b [236] N|N|[Y|N|[N|N|N/|P| N N Y Ma | N N Y N | N | Criticallylow | 11.06.2018
Wien 2012 [226] Y [PY| N|[PY| Y | Y |PY]|Y Y N Y N N Y Y Y | Y | Low 06.05.2010
Wolf 2017 [8] Y| N|N|PY|Y|Y]|Y]|PY| Y |PY ,\’K N Y Y N Y | Y | Criticallylow | 17.06.2016
Yang 2016 [235] N|N|[NJ|PY|Y|Y|N|N]| PY |PY ,\'}'2 N N N Y Y | Y | Criticallylow | 08.12.2014
Yang 2020 [227] Y| N|Y|N|Y|Y]|N]|]Y]| PY |PY Y Y Y Y Y Y | Y | Critically low | 03.2019

Yao 2019 [228] Y [PY| Y |N]|Y|Y]|PY|PY| Y Y Y Y N Y Y Y | Y | Low 31.12.2019
Yu 2021 [229] Y| N|N|N|Y|Y]|NI|PY| Y |PY Y N N N N N | Y | Criticallylow | 18.06.2020
Zhang 2016 [9] Y| N|Y|N|Y|Y]|NI|PY| N N Y Y N N Y Y | Y | Criticallylow | 15.12.2013
Zhang 2018 [230] Y| N|Y|PY|{N|Y|N|PY| Y PY Y Y Y N Y Y | Y | Criticallylow | 16.05.2017
Zhao 2014 [261] Y| N|Y|N|N|Y|NI|PY| N PY ,\’}'2 Y Y N N Y | Y | Critically low | 01.09.2013
Zhou 2017 [232] Y[ N|Y|N|N|Y]|N|PY]| Y PY Y Y Y N Y Y | Y | Criticallylow | 06.2016

CS=cohort study; MA=meta-analysis; N=no; N/A=not applicable; NR=not reported; PY=partial yes; RCT=randomised controlled trial; Y=yes

NB: We used AMSTAR 2 (A MeaSurement Tool to Assess systematic Reviews, version 2) [352] to evaluate the methodological quality of the systematic reviews included in our
sample. Two reviewers (JB, JS) rated the 16 predefined items independently; discrepancies were discussed with a third reviewer (LS). Based on the presence of critical and noncritical

weaknesses, the overall confidence in the systematic review findings was graded as "high

moderate",

low", or “critically low".
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Supplementary Table S9 Ratings of PI/ECO similarity degree for included BoE-pairs

BoE PI/ECO similarities
Reference Intervention/ Exposure Outcome Population Inltzti(r;/:?utlrzn/ Comparator Outcome Overall
Aburto 2013 [2] Low sodium All-cause mortality 2 1 1 1 2
Aburto 2013 [2] Low sodium Cardiovascular disease
Afshin 2014 [240] Nuts Coronary heart disease
Afshin 2014 [240] Nuts Stroke
Afshin 2014 [240] Nuts Type 2 diabetes
Aguilar-Cordero 2020 [218] Vitamin D Pre-eclampsia
Alexander 2017 [219] Omega-3 fatty acids Coronary heart disease
Amegah 2017 [231] Vitamin D Gestational length

Azad 2017 [220]

Nonnutritive sweeteners

Body mass index

Bolland 2015 [221]

Calcium

All fractures

Chowdhury 2012 [241]

Omega-3 fatty acids

Cerebrovascular disease

Chowdhury 2014a [234] a-linolenic acid Coronary disease
Chowdhury 2014a [234] Omega-6 fatty acids Coronary disease
Chowdhury 2014b [3] Vitamin D All-cause mortality
Chung 2011 [242] Vitamin D Colorectal cancer
Chung 2011 [242] Vitamin D Breast cancer

Ding 2017 [243] Dairy Systolic blood pressure
Feng 2015 [4] Folic acid Congenital heart defects
Filippini 2020 [244] Green Tea Prostate cancer
Filippini 2020 [244] Green Tea Endometrial cancer

Fu 2021 [245] Vitamin C Lung cancer

Fu 2021 [245] Vitamin C Breast cancer

Fu 2021 [245] Vitamin C Colorectal cancer
Gayer 2019 [246] Apples Body weight

Grosso 2015 [222] Mediterranean diet Cardiovascular disease
Jiang 2019 [5] Vitamin E Age-related cataract

FRPINININININDNINIWIERININDINININININDIERPINIEPINIEPINDININDIN

NIFRP[(FPIPIRPIFRPININIFPIPIOWIWININDNINDINDNINDNWOWINIW[RP[FRP|FP|F

N|lRr|Rr|Rr[Rr[RrINM|N|RRO|w|w|[Nd[N|N| RPN W[R[R|R|-

RPlRr|lPr|RrlRrRr|P|RP|RP[RP[P|IRP|RP[R|[P|RP|P|RP[RPR|RPR|RP|RP[R[L|N

NININININININIWIRPINWIWIWINININININWINIWINININ|IDN
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Jiang 2019 [5]

[-carotene

Age-related cataract

Johnston 2019 [247]

Low red meat

Cardiovascular disease

Johnston 2019 [247]

Low red meat

Type 2 diabetes

Johnston 2019 [247]

Low red meat

Colorectal cancer

Jonker 2020 [248] Folic acid Mean birthweight
Jonker 2020 [248] Folic acid Low birthweight
Jonker 2020 [248] Folic acid Small for gestational age

Kastorini 2011 [6]

Mediterranean diet

Metabolic syndrome

Kastorini 2011 [6]

Mediterranean diet

HDL-cholesterol

Kastorini 2011 [6]

Mediterranean diet

Triglycerides

Kastorini 2011 [6]

Mediterranean diet

Systolic blood pressure

Kim 2018 [223]

Multivitamins/ Minerals

Cardiovascular disease

Kim 2018 [223]

Multivitamins/ Minerals

Coronary heart disease

Kim 2018 [223]

Multivitamins/ Minerals

Stroke

Kong 2014 [249] Vitamins Gastric cancer

Lin 2019 [250] Vitamin E Bladder cancer

Lin 2020 [251] Vitamin D Nephrolithiasis

Lin 2020 [251] Calcium Nephrolithiasis
Martinez-Gonzalez 2014b [252] | Olive oil Coronary heart disease
Martinez-Gonzalez 2014b [252] | Olive oil Stroke

Miller 2014 [253]

Low calorie sweeteners

Body weight

Moazzen 2018 [254]

Folic acid

Colorectal cancer

Mocellin 2017 [255]

Vitamin B6

Cancer

Morze 2021 [233]

Mediterranean diet

Cancer mortality

Morze 2021 [233]

Mediterranean diet

Breast cancer

Picasso 2019 [256]

Vegetarian diet

Triglycerides

Picasso 2019 [256]

Vegetarian diet

HDL-cholesterol

Sayehmiri 2018 [257]

Selenium

Prostate cancer

Schwingshackl 2015 [237]

Mediterranean diet

Type 2 diabetes

Schwingshackl 2017 [258]

Olive ail

Type 2 diabetes

NININWIWININININIERPINDINIPIRPIERPININIERPINDINDINDINDINIPIRPIRPINININ|E

Rl N RPN RR(NIN R RN R RRRIRrIRPIRNM RPN NN N

Rl N RPN RPN RPRRrIN R R(RRIRr|IRPIR(NM RPN NN N

RPlRr|lRr|RrRrRrP|RP|RP[R[PIN|RP[RPR|P|RP|RP[RP|P|P|RP[RPP|RP|RP[R|[RP|~

NININWIWININININIERPININIERPIRINININIERPINDINDININDININIRPIRINININIDN
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Setien-Suero 2016 [259]

Homocysteine

Mini mental state
examination score

Stratton 2011 [224] Multivitamins Prostate cancer
Stratton 2011 [224] Vitamin E Prostate cancer
Stratton 2011 [224] Vitamin C Prostate cancer
Stratton 2011 [224] [-carotene Prostate cancer

Te Morenga 2013 [260]

Low dietary sugars

Weight gain

Te Morenga 2013 [260]

Low dietary sugars

Body mass index

Thorne-Lyman 2012 [225] Vitamin D Mean birthweight
Trikalinos 2012 [239] Vitamin E Cardiovascular disease
Vinceti 2018a [7] Selenium Any cancer

Vinceti 2018a [7] Selenium Cancer mortality
Vinceti 2018b [236] Selenium Type 2 diabetes

Wien 2012 [226] Folic acid Cancer

Wolf 2017 [8] Multivitamins Preterm birth

Wolf 2017 [8] Multivitamins Stillbirth

Yang 2016 [235] Folic acid Gestational hypertension
Yang 2020 [227] Calcium Cardiovascular disease
Yao 2019 [228] Vitamin D Any fracture

Yu 2021 [229] Folic acid Pre-eclampsia

Zhang 2016 [9] Selenium Cardiovascular disease
Zhang 2018 [230] Vitamin D Gestational diabetes
Zhang 2018 [230] Vitamin D Fasting plasma glucose

Zhao 2014 [261]

Multivitamins/ Minerals

Nuclear cataract

Zhao 2014 [261]

Multivitamins/ Minerals

Cortical cataract

Zhao 2014 [261]

Multivitamins/ Minerals

Posterior subcapsular
cataract

Zhou 2017 [232]

Vitamin D

Preterm birth

N N INININININDININIERININIERPININDINDINDINDNIEPININDINDIN|IP|FR| -

W| P | P(PIWWWIN[WININIFPIRPINDININDNWININDNININ|P(RP|IP|FP| W

W| P | P(PIWWWIN[WININIFPIRPINDININDNWININDININ|RP(RP|IPIFP| W

A G I I I I I T R R e SN e I e e e I S [ I I S IS

W N ININWIWIWIN[WINININIEPINININ(WININDINDINDINDNIN| PP W

BoE= bodies of evidence; HDL=high density lipoprotein; PI/ECO=Population, Intervention/Exposure, Comparator, Outcome
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Supplementary Table S10 Analysis of concordance of the included BoE-pairs

Direction of

Reference IIETSE\SIE?;ION Outcome rsnlir:SrS?gy E&Ziitéa%% (SFlzgcr:w_llf)lcance ?sgﬁgifttsi)on (Ségﬁ(l)frlga)nce Concordance
Aburto 2013 [2] Low sodium All-cause mortality RR decreasing not significant decreasing not significant not concordant
Aburto 2013 [2] Low sodium Cardiovascular disease RR decreasing not significant decreasing not significant not concordant
Afshin 2014 [240] Nuts Coronary heart disease RR decreasing not significant decreasing significant not concordant
Afshin 2014 [240] Nuts Stroke RR decreasing significant decreasing not significant not concordant
Afshin 2014 [240] Nuts Type 2 diabetes RR decreasing not significant decreasing significant not concordant
Aguilar-Cordero 2020 [218] | Vitamin D Pre-eclampsia RR decreasing not significant decreasing not significant not concordant
Alexander 2017 [219] Omega-3 fatty acids Coronary heart disease RR decreasing not significant decreasing significant not concordant
Amegah 2017 [231] Vitamin D Gestational length SMD ?ncreas?ng not_ sign-ificant ?ncreas?ng s?gn?ficant not concordant
MD increasing significant increasing significant concordant
Azad 2017 [220] Nonnutritive Body mass index SMD decreas?ng not s?gn?f?cant ?ncreas?ng s?gn?ficant not concordant
sweeteners MD decreasing not significant increasing significant not concordant
Bolland 2015 [221] Calcium All fractures RR decreasing significant increasing not significant not concordant
Chowdhury 2012 [241] Omega-3 fatty acids (Cj:iesrezlggovascular RR decreasing not significant decreasing not significant concordant
Chowdhury 2014a [234] a-linolenic acid Coronary disease RR decreasing not significant decreasing not significant not concordant
Chowdhury 2014a [234] Omega-6 fatty acids Coronary disease RR decreasing not significant decreasing not significant not concordant
Chowdhury 2014b [3] Vitamin D All-cause mortality RR decreasing not significant decreasing significant not concordant
Chung 2011 [242] Vitamin D Colorectal cancer RR increasing not significant decreasing significant not concordant
Chung 2011 [242] Vitamin D Breast cancer RR decreasing not significant decreasing not significant not concordant
Ding 2017 [243] Dairy Systolic blood pressure MD decreasing not significant decreasing significant not concordant
Feng 2015 [4] Folic acid ((j:;r;gfsmtal heart RR decreasing not significant decreasing significant not concordant
Filippini 2020 [244] Green Tea Prostate cancer RR decreasing not significant increasing not significant not concordant
Filippini 2020 [244] Green Tea Endometrial cancer RR decreasing not significant decreasing not significant not concordant
Fu 2021 [245] Vitamin C Lung cancer RR increasing not significant increasing not significant not concordant
Fu 2021 [245] Vitamin C Breast cancer RR increasing not significant increasing not significant not concordant
Fu 2021 [245] Vitamin C Colorectal cancer RR decreasing not significant decreasing not significant not concordant
Gayer 2019 [246] Apples Body weight MD increasing not significant decreasing significant not concordant
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Grosso 2015 [222] Mediterranean diet Cardiovascular disease RR decreasing significant decreasing significant concordant
Jiang 2019 [5] Vitamin E Age-related cataract RR decreasing not significant decreasing not significant concordant
Jiang 2019 [5] (-carotene Age-related cataract RR decreasing not significant decreasing significant not concordant
Johnston 2019 [247] Low red meat Cardiovascular disease RR increasing not significant decreasing significant not concordant
Johnston 2019 [247] Low red meat Type 2 diabetes RR decreasing not significant decreasing significant not concordant
Johnston 2019 [247] Low red meat Colorectal cancer RR increasing not significant decreasing not significant concordant
L . . SMD increasing significant increasing significant concordant
Jonker 2020 [248] Folic acid Mean birthweight - - — - - —
MD increasing significant increasing significant concordant
Jonker 2020 [248] Folic acid Low birthweight RR decreasing not significant decreasing significant not concordant
Jonker 2020 [248] Folic acid ig;a” for gestational RR decreasing not significant decreasing not significant not concordant
Kastorini 2011 [6] Mediterranean diet Metabolic syndrome RR decreasing significant decreasing not significant not concordant
Kastorini 2011 [6] Mediterranean diet HDL-cholesterol MD increasing significant increasing not significant not concordant
Kastorini 2011 [6] Mediterranean diet Triglycerides MD decreasing significant decreasing not significant not concordant
Kastorini 2011 [6] Mediterranean diet E?ISStSJLszOOd MD decreasing significant increasing not significant not concordant
Kim 2018 [223] mﬁ:gr\gltsmms/ Cardiovascular disease RR decreasing not significant increasing not significant concordant
Kim 2018 [223] m?rigrvalltsmlns/ Coronary heart disease RR decreasing not significant decreasing significant not concordant
Kim 2018 [223] m?rigrvalltsmlns/ Stroke RR increasing not significant decreasing not significant not concordant
Kong 2014 [249] Vitamins Gastric cancer RR increasing not significant decreasing not significant not concordant
Lin 2019 [250] Vitamin E Bladder cancer RR increasing not significant decreasing significant not concordant
Lin 2020 [251] Vitamin D Nephrolithiasis RR decreasing not significant increasing significant not concordant
Lin 2020 [251] Calcium Nephrolithiasis RR increasing not significant increasing significant not concordant
{\gg;t;nez-Gonzalez 2014b Olive oil Coronary heart disease RR decreasing not significant decreasing not significant not concordant
I[\gg;t]lnez-Gonzalez 2014b Olive oil Stroke RR decreasing significant decreasing significant concordant
Moazzen 2018 [254] Folic acid Colorectal cancer RR increasing not significant decreasing not significant not concordant
Mocellin 2017 [255] Vitamin B6 Cancer RR increasing not significant decreasing not significant concordant
Morze 2021 [233] Mediterranean diet Cancer mortality RR decreasing not significant decreasing significant not concordant
Morze 2021 [233] Mediterranean diet Breast cancer RR decreasing significant decreasing not significant not concordant

64




Picasso 2019 [256] Vegetarian diet Triglycerides SMD ?ncreas?ng not s?gn?f?cant ?ncreas?ng not s?gn?f?cant not concordant
MD increasing not significant increasing not significant not concordant
Picasso 2019 [256] Vegetarian diet HDL-cholesterol SMD decreas?ng not s?gnif?cant decreasfng not sfgn?ffcant not concordant
MD decreasing not significant decreasing not significant not concordant
Sayehmiri 2018 [257] Selenium Prostate cancer RR decreasing not significant decreasing not significant not concordant
Schwingshackl 2015 [237] Mediterranean diet Type 2 diabetes RR decreasing significant decreasing significant concordant
Schwingshackl 2017 [258] Olive oil Type 2 diabetes RR decreasing significant decreasing significant concordant
Stratton 2011 [224] Multivitamins Prostate cancer RR decreasing not significant increasing not significant concordant
Stratton 2011 [224] Vitamin E Prostate cancer RR increasing not significant increasing not significant not concordant
Stratton 2011 [224] Vitamin C Prostate cancer RR increasing not significant decreasing not significant not concordant
Stratton 2011 [224] (-carotene Prostate cancer RR increasing not significant decreasing significant not concordant
Te Morenga 2013 [260] Low dietary sugars Body weight change MD increasing significant increasing not significant not concordant
Te Morenga 2013 [260] Low dietary sugars Body mass index MD decreasing not significant decreasing not significant concordant
o . . SMD increasing not significant increasing significant not concordant
Thorne-Lyman 2012 [225] Vitamin D Mean birthweight - - —— - - —
MD increasing not significant increasing significant not concordant
Trikalinos 2012 [239] Vitamin E Cardiovascular disease RR decreasing not significant decreasing significant not concordant
Vinceti 2018a [7] Selenium Any cancer RR decreasing not significant decreasing significant not concordant
Vinceti 2018a [7] Selenium Cancer mortality RR decreasing not significant decreasing not significant not concordant
Vinceti 2018b [236] Selenium Type 2 diabetes RR increasing significant increasing significant concordant
Wien 2012 [226] Folic acid Cancer RR increasing significant increasing not significant not concordant
Wolf 2017 [8] Multivitamins Preterm birth RR increasing not significant decreasing not significant not concordant
Wolf 2017 [8] Multivitamins Stillbirth RR increasing not significant decreasing not significant not concordant
Yang 2016 [235] Folic acid hG;S(te?:L?]g?(l)n RR decreasing significant increasing significant not concordant
Yang 2020 [227] Calcium Cardiovascular disease RR decreasing not significant decreasing not significant not concordant
Yao 2019 [228] Vitamin D Any fracture RR increasing not significant decreasing significant not concordant
Yu 2021 [229] Folic acid Pre-eclampsia RR increasing not significant decreasing significant not concordant
Zhang 2016 [9] Selenium Cardiovascular disease RR decreasing not significant decreasing significant not concordant
Zhang 2018 [230] Vitamin D Gestational diabetes RR decreasing not significant decreasing significant not concordant
Zhao 2014 [261] m:lr:glfgltsmmy Nuclear cataract RR decreasing significant decreasing significant concordant
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Multivitamins/

Zhao 2014 [261] Minerals Cortical cataract RR decreasing not significant decreasing significant not concordant

Zhao 2014 [261] Mglthltamlns/ Posterior subcapsular RR increasing significant decreasing not significant not concordant
Minerals cataract

Zhou 2017 [232] Vitamin D Preterm birth RR decreasing not significant decreasing not significant not concordant

MD=mean difference; RCT=randomised controlled trial; RR=relative risk; SMD=standardised mean difference
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Supplementary Table S11 Subgroup analysis by PI/ECO similarity degree for each domain

BoE-pairs Ratio of risk ratios Heterogeneity giz/giction
included | (95% CI) (12 (%); ) 'ionterval
Main analysis 66 1.04 (0.99 to 1.10) 59; 0.02 0.77to 1.41
Stratified by population similarity degree
More or less identical 15 1.03 (0.94 t0 1.13) 55; 0.01 0.791t0 1.35
Similar but not identical 50 1.05 (0.98 to 1.12) 59; 0.03 0.76 to 1.46
Broadly similar 1 0.46 (0.16 to 1.29) N/A N/A
Stratified by intervention/exposure similarity degree
More or less identical 30 0.99 (0.90 to 1.08) 42;0.03 0.70t0 1.39
Similar but not identical 27 1.05 (0.98 to 1.13) 46; 0.01 0.81t01.36
Broadly similar 9 1.20 (1.06 to 1.36) 53;0.01 0.90 to 1.60
Stratified by comparator similarity degree
More or less identical 32 0.99 (0.91 to 1.08) 46; 0.03 0.70to 1.39
Similar but not identical 25 1.07 (0.99 to 1.15) 39; 0.02 0.84t0 1.34
Broadly similar 9 1.20 (1.06 to 1.36) 53;0.01 0.90 to 1.60
Stratified by outcome similarity degree
More or less identical 63 1.05 (0.99 to 1.11) 61;0.02 0.76t0 1.44
Similar but not identical 3 1.02 (0.89 to 1.16) 0;0 0.42t0 2.46
Broadly similar 0 N/A N/A N/A

BoE=bodies of evidence; Cl=confidence interval; N/A=not applicable; PI/ECO=Population, Intervention/Exposure,

Comparator, Outcome
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Supplementary Table S12 Overlap of primary studies in BoE-pairs with highly similar PI/ECO questions — comparison between the present sample and the
sample in Schwingshackl 2021 [1]

Reference Intervention/ Outcome Matching BoE-pair in Intervention/ Outcome Overlap Overlap
Exposure Schwingshackl 2021 [1] | Exposure of RCTs* | of CSs*
Binary outcomes (n=19)
. i . Adler 2014 [353]/ : ) :
Aburto 2013 [2] Low sodium All-cause mortality Aburto 2013 [2] Low sodium All-cause mortality 4/4 212
Adler 2014 [353]/ . . .
Aburto 2013 [2] Low sodium Cardiovascular disease 212 3/3
Aburto 2013 [2] Low sodium Cardiovascular disease
Adler 2014 [353]/ . - .
Aburto 2013 [2] Low sodium Cardiovascular mortality 1/2 3/3
Aguilar-Cordero 2020 S i . Palacios 2019 [354]/ . i .
[218] Vitamin D Pre-eclampsia Yuan 2019 [355] Vitamin D Pre-eclampsia 0/7 5/7
Abdelhamid 2018a [356]/ ) . Coronary heart disease/
Chowdhury 2014a [234] Omega-3 fatty acids Cardiovascular disease 13118 [
Alexander 2017 [219] Omega-3 fatty acids Coronary heart disease ; ;
Abdelhamid 2018a [356]/ Omega-3 fatty acids ggrr(cj)hoa\??/sﬁz;: g’ilger;e;!ty/ 10/18 N/A
Chowdhury 2014a [234] -
mortality
. L . Abdelhamid 2018a [356]/ . L :
Chowdhury 2014a [234] a-linolenic acid Coronary disease Wei 2018 [357] a-linolenic acid Coronary heart disease 2/4 5/7
Abdelhamid 2018b [358]/ | Polyunsaturated fat/ .
Chowdhury 2014a [234] | Omega-6 fatty acids Coronary heart disease 4/8 8/
Chowdhury 2014a [234] Omega-6 fatty acids Coronary disease Combined cardiovascular
Hooper 2018 [359)/ Omega-6 fatty acids events/ Coronary heart 4/8 8/8
Chowdhury 2014a [234] di
isease
o . Bjelakovic 2014a [360]/ N :
Chowdhury 2014b [3] Vitamin D All-cause mortality Chowdhury 2014b [3] Vitamin D All-cause mortality 19/22 68/68
o Bjelakovic 2014b [361]/ Vitamin D/
Chung 2011 [242] Vitamin D Breast cancer Hossain 2019 [362] Vitamin D3 Breast cancer 0/1 0/4
. . Congenital cardiovascular
Feng 2015 [4] Folic acid Congenital heart De-Regil 2015 [363)/ Folic acid anomalies / Congenital heart 0/1 1/1

defects

Feng 2015 [4]

defects
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Combined cardiovascular
Rees 2019 [364]/ Mediterranean diet events / Cardiovascular 1/4 5/20
Rosato 2019 [365] di
Grosso 2015 [222] Mediterranean diet Cardiovascular disease Isease
Rees 2019 [364]/ . . . .
Rosato 2019 [365] Mediterranean diet Cardiovascular mortality 1/4 4/20
. - Mathew 2012 [366]/ —
Jiang 2019 [5] Vitamin E Age-related cataract Jiang 2019 [5] Vitamin E Cataract 3/6 6/6
. i ) Mathew 2012 [366]/ :
Jiang 2019 [5] jB-carotene Age-related cataract Jiang 2019 [5] [-carotene Cataract 2/4 717
Vinceti 2018a [7] Selenium Any cancer Vinceti 2018a [7] Selenium Cancer 5/5 77
Vinceti 2018a [7] Selenium Cancer mortality Vinceti 2018a [7] Selenium Cancer mortality 2/2 1/1
S . Keats 2019 [367]/ Micronutrients/ .
Wolf 2017 [8] Multivitamins Preterm birth Wolf 2017 [8] Multivitamins Preterm birth 0/1 4/4
L Avenell 2014 [368]/ -
Yao 2019 [228] Vitamin D Any fracture Feng 2017 [369] Vitamin D Any fracture 8/11 4/10
Rees 2013b [370]/ . . .
Xiang 2019 [371] Selenium Cardiovascular mortality 2/9 1/14
Zhang 2016 [9] Selenium Cardiovascular disease : ;
Rees 2013b [370]/ ) Combined ca_rdlovascular
Selenium events / Cardiovascular 2/9 14/14
Zhang 2016 [9] di
isease
L . . Palacios 2019 [354]/ S - ;
Zhang 2018 [230] Vitamin D Gestational diabetes Hu 2018 [372] Vitamin D Gestational diabetes 3/4 9/24
L . Palacios 2019 [354]/ S .
Zhou 2017 [232] Vitamin D Preterm birth Tous 2020 [373] Vitamin D Preterm birth 0/5 8/12
Continuous outcomes (n=5)
. Usinger 2012 [374]/ .
Ding 2017 [243] Dairy Systolic blood Soedamah-Muthu 2012 | Fermented milk Systolic blood pressure/ 0i8 2127
pressure [375] Hypertension
Kastorini 2011 [6] Mediterranean diet HDL-cholesterol Rees 291.9 364/ Mediterranean diet HDL-cholesterol 2/27 11
Kastorini 2011 [6]
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Rees 2019 [364]/

[225]

Tous 2020 [373]

Birth weight

Kastorini 2011 [6] Mediterranean diet Triglycerides Kastorini 2011 [6] Mediterranean diet Triglycerides 2/27 11
Rees 291.9 [364)/ Mediterranean diet Systolic blood pressure 2/14 11
o ) ) Systolic blood Kastorini 2011 [6]
Kastorini 2011 [6] Mediterranean diet pressure
Rees 2013a [376]/ Healthy diet/ .
Kastorini 2011 [6] Mediterranean diet Systolic blood pressure 0r14 n
Thorne-Lyman 2012 Vitamin D Birthweight Palacios 2019 [354]/ Vitamin D Mean birthweight/ 15 02

# overlap defined as number of primary studies also included in Schwingshackl et al. 2021 [1], reference: total number of primary studies included in the BoE of the present replication study

BoE=bodies of evidence; CS=cohort study; HDL=high density lipoprotein; N/A=not applicable; PI/ECO=Population, Intervention/Exposure, Comparator, Outcome; RCT=randomised controlled

trial
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Thorne-Lyman 2012 Vitamin D Supplementation

Random effects model
Prediction interval

Reference Intervention/Exposure in SR Type of intake (RCTs) Type of exposure (cohorts)
Amegah 2017 Vitamin D Supplementation Status

Azad 2017 Nonnutritive sweeteners Intake + Supplementation Intake

Jonker 2020 Folic acid Supplementation Supplementation
Picasso 2019 Vegetarian diet Intake Intake

Picasso 2019 Vegetarian diet Intake Intake

Supplementation + Intake

Outcome in SR

Gestational Length
Body Mass Index
Mean Birthweight

Trigylcerides
High Density Lipoprotein
Mean Birthweight

SMD (RCTs)

0.08
-0.14
056
0.08
-0.13
0.13

95%-ClI

[-0.14; 0.31]
[-0.43; 0.16]
[0.15;0.97]
[-0.07; 0.23]
[-0.29; 0.04]
[-0.12; 0.39]

SMD (cohorts)  95%~-Cl Difference of SMD DSMD 95%-Cl
0.43 [0.03; 0.82] -0.35 [-0.80; 0.10]
0.27 [0.17;0.38] — -0.41 [-0.72; -0.10]
0.36 [0.08; 0.65] 0.20 [-0.30; 0.70]
0.03 [-0.19; 0.26] — 005 [-0.22; 0.32]
-009  [-0.32;0.13] — -0.04 [-0.32; 0.24]
0.1 [0.01;0.21] - 0.02 [-0.25; 0.29]

< -0.09 [-0.26; 0.09]
E—— [-0.55; 0.38]
I T T 1

= -05 0 05 1
SMD in RCTs < SMD in cohorts SMD in RCTs > SMD in cohorts

Weight

11.0%
17.9%

9.6%
20.8%
20.2%
20.5%

100.0%

Supplementary Fig. S1 Forest plot, analysis of BoE-pairs with continuous outcomes and standardised mean difference
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Inter inSR Type of intake (RCTs) Type of exposure (cohorts) Outcome in SR RR(RCTs) 95%-Cl RR (cohorts) 95%-Cl Ratio of Risk Ratios ~ RRR  95%-Cl
Aburto 2013 Low-sodium Intake Intake All-cause mortality 070  [0.441.14] 095  [0.71:1.27] —r 074 [0.42; 1.29]
Aburto 2013 Low-sodium Intake Intake Cardiovascular disease 084  [057;123] 087  [0.64:1.18] — 0.97 [0.59; 1.58]
Aguilar-Cordero 2020 Vitamin D Supplementation Status Pre-eclampsia 066  [0.42,105] 082 0.60; 1.11 —+ 0.80 [0.46; 1.40]
Bolland 2015 Calcium Fractures 089  [0.81;096]  1.02  [0.93;1.11 L 087 [0.77; 0.99]
Chowdhury 2014b Vitamin D Supplementation Status All-cause mortality 098  [094103] 069  [0.650.75] + 1.42 [1.30; 1.55]
Chung 2011 Vitamin D Supplementation Status Colorectal cancer 102 [060:174 094  [0.91;0.97 — 1.09 [0.64: 1.85]
Chung 2011 Vitamin D Supplementation Status Breast cancer 099  [025399] 099  [0.97;1.01 — 1.00 [0.25 4.00]
Feng 2015 Folic acid Congenital heart defects 058  [0.33102] 060  [0.380.96] — 097 [0.47; 2.01]
Fu 2021 Vitamin C Lung cance! 130  [068:248] 102  [0.85;123 e 1.27 [0.65; 2.50]
Fu 2021 Vitamin C Breast cancer 111 [087:141] 102 [0.88;1.18 - 1.09 [0.82; 1.44]
Fu 2021 Vitamin C Colorectal cancer 084  [0641.10] 080  [0.42:1.52 — 1.05 [0.52; 2.11]
Jiang 2019 Vitamin E Supplementation Intake Age-related cataract 097  [091:1.03] 090  [0.80; 1.00] 1.08 [0.95; 1.22]
Jiang 2019 p-Carotene Supplementation Intake Age-related cataract 099  [092:1.07] 090  [0.83;0.99] 1.10 [0.98; 1.24]
Jonker 2020 Folic acid Low birthweight 09  [0.88104 071 0.60; 0.83] - 1.35 [1.13; 162]
Jonker 2020 Folic acid Small for i 0.98 080  [0.50; 1.1 - 1.22 [0.82; 1.84]
Kim 2018 i i ortality 0.95 100 [0.96; 1.05] 095 [0.82; 1.10]
Kim 2018 Coronary heart disease 097 086 [0.76;097 - 1.13 [0.89; 1.43]
Kim 2018 Stroke 1.05 098  [0.91;1.04 + 1.07 [0.71; 161]
Kong 2014 Vitamins Supplementation Intake Gastric cancer 111 085  [0.66;1.08 f- 1.31 [0.97: 1.76]
Lin 2019 Vitamin E Supplementation Intake Bladder cancer 1.10 084  [0.72;0.96 b 1.31 [1.00; 1.71]
Lin 2020 Vitamin D i 0.84 124 1.01; 151 — 068 [0.49; 0.94]
Lin 2020 Calcium 120 [065:221] 116 1.00; 1.3 — 1.03 [0.55; 1.94]
Moazzen 2018 Folic acid Colorectal cancer 107 [086:143] 086  [0.76;1.21 + 111 [0.79; 157]
Mocellin 2017 Vitamin B6 Supplementation Intake Cancer 1.03 095  [0.90;1.01 1.08 [0.97; 121]
Sayehmiri 2018 Selenium i Prostate cancer 0.90 089 [0.64; 123 -+ 1.01 [0.69; 1.48]
Stratton 2011 Prostate cancer 098  [0.81;1.20]  1.05  [0.94:1.16] 093 [0.75; 1.17]
Stratton 2011 Vitamin E Prostate cancer 101 [090:1.43] 109 [0.94; 127 093 [0.77; 1.12]
Stratton 2011 Vitamin C Prostate cancer 110 [093:129] 096  [0.86;1.06 o 1.15 [0.94; 1.39]
Stratton 2011 p-Carotene Prostate cancer 119 [087:165] 070  [0.63;0.78 - 1.70 [121; 2.38]
Trikalinos 2012 Vitamin E Mortality 097  [091;1.03] 085  [0.78:0.93] d 114 [1.02; 127]
Vinceti 2018a Selenium Supplementation Status Cancer 099  [0.86;1.14] 075  [0.590.94] - 132 [1.01: 1.73]
Vinceti 2018a Selenium Supplementation Intake Mortality 0.81 093  [0.83;1.04 — 0.87 [0.52; 1.45]
Vinceti 2018b Selenium Supplementation Intake Type 2 diabetes 111 228 1.31; 3.89 — 0.49 [0.28; 0.85]
Wien 2012 Folic acid i Cancer 1.07 103 [0.90; 1.18] 1.04 [0.89: 121]
Wolf 2017 i Preterm birth 109 [043:277] 084  [0.69;1.03 —— 1.30 [0.50; 3.36]
Wolf 2017 Stilloirth 243 [0.12;50.05) 078  [0.59;1.03] ——————— 3.12[0.15,64.44]
Yang 2016 Folic acid i i 062 1.05 1.00; 1.1 — 059 [0.38; 0.91]
Yang 2020 Calcium Supplementation Intake Cardiovascular disease 091 098 [0.90;1.06 —+ 093 [0.57; 1.51]
Yao 2019 Vitamin D Supplementation Status Fractures 1.06 089 [0.83;0.9 [+ 1.19 [1.06; 1.33]
Yu 2021 Folic acid i Pre-eclamp: 111 085  [0.76;0.94 = 1.31 [0.88; 1.95]
Zhang 2016 Selenium Supplementation Status Cardiovascular disease 091 087 [0.76;0.99 o 1.05 [0.82; 1.33]
Zhang 2018 Vitamin D Supplementation Status Gestational diabetes melitus ~ 0.72 058 [0.44;0.76 -+ 1.24 [0.64; 2.40]
Zhao 2014 Nuclear cataract 073 073 [0.64;0.82 T 1.00 [0.78; 1.28]
Zhao 2014 Cortical cataract 092  [069123] 081 0.68; 0.94] T+ 1.14 [0.82; 1.58]
Zhao 2014 i i Posterior subcapsular cataract ~ 1.81  [1.30;254]  0.96  [0.72; 1.20] - 1.89 [1.24; 2.87]
Zhou 2017 Vitamin D Supplementation Status Preterm birth 058  [0.30;1.11]  0.88  [0.731.05] —t 066 [0.33; 1.30]
Afshin 2014 Nuts Intake Intake Coronary heart disease 079  [0551.14] 076  [0.69;0.83] - 1.04 [0.71; 151]
Afshin 2014 Nuts Intake Intake 062  [0.44087] 095  [0.83;1.09] - 065 [0.45; 0.94]
Afshin 2014 Nuts Intak Intake Type 2 diabetes 085  [0681.08] 087  [0.80;0.95] + 099 [0.77; 127]
Martinez-Gonzalez 2014b Olive oil Supplementation+Intake Intake Coronary heart disease 081  [053124] 096  [0.78;1.18] —r 0.84 [0.53; 1.35]
Martinez-Gonzalez 2014b Olive oil Supplementation+Intake Intake Stroke 069  [0.48,098] 074  [0.60;0.92] - 093 [0.62; 1.41]
Schwingshackl 2017 Olive oil Intake Intake Type 2 diabetes 060  [0.43084] 087  [0.80;0.94] - 069 [0.49; 0.97]
Alexander 2017 Omega-3fatty acids  Intake+Supplementation Intake Cardiovascular disease 094  [0.85105] 082  [0.74;0.92] 1.15 [0.98; 1.33]
Chowdhury 2012 Omega-3 fatty acids Supplementation Intake 098  [0.8%,1.08] 090  [0.80;1.01] 1.09 [0.94; 127]
Chowdhury 2014a a-Linolenic acid Supplementation Intake Coronary heart disease 097  [0691.36] 099  [0.86;1.14] -+ 0.98 [0.68; 1.41]
Chowdhury 2014a Omega-6 fatty acids ~ Intake+Supplementation Intake Coronary heart disease 086  [069,1.07] 098  [0.90;1.06] - 0.88 [0.69; 1.11]
Filippini 2020 Green tea Supplementation Intake Prostate cancer 050  [0.18;1.36]  1.09  [0.89;1.32] —= T 0.46 [0.16; 1.29]
Filippini 2020 Green tea Supplementation Intake Endometrial cancer 033 [0.01;815] 075  [043;1.30] ————————— 0.4 [0.01; 13.14]
-t

Grosso 2015 Mediterranean diet Intake Intake Cardiovascular disease 055  [0.3%076] 071  [0.65,0.78] = 0.77 [0.55; 1.09]
Johnston 2019 Low red meat Intake Intake Mortality 100 [084:1.19] 086  [0.79;094] e 1.16 [0.96 1.41]
Johnston 2019 Low red meat Intake Intake Type 2 diabetes 095  [0.8%102] 076  [0.68;0.86] 1.25 [1.09; 1.43]
Johnston 2019 Low red meat Intake Intake Colorectal cancer 102 [089:1.18] 094  [0.85;1.08] * 1.09 [0.91; 1.29]
Kastorini 2011 Mediterranean diet Intake Intake Metabolic syndrome 045  [0.24;084] 046  [0.11;1.88] — 098 [0.21; 4.62]
rze 2021 Mediterranean diet Intake Intake Mortality 075  [0.17;333] 087  [0.82;0.92] —_— 086 [0.19; 3.82]
Morze 2021 Mediterranean diet Intake Intake Breast cancer 041 [0.19,087] 097  [0.94;1.00] —— 0.42 [0.20; 0.91]
i 2015 i diet Intake Intake Type 2 diabetes 070  [054091] 083  [0.74;0.92] - 0.84 [0.64; 1.12]

Test for subgroup differences: 1 = 10.29, df = 4 (p = 0.04)

01 0512 10
RRinRCTs <RRin cohorts RR in RCTs > RR in cohorts

Supplementary Fig. S2 Forest plot, subgroup analysis of BoE-pairs with binary outcomes by type of
intervention/exposure
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Yao 2019

Zhang 2016

Zhang 2018

Zhou 2017

Intervention/Exposure in SR

Low-sodium
Low-sodium
Nuts
Nuts
Nuts
Mediterranean diet
Low red meat
Low red meat
Low red meat
Mediterranean diet
Mediterranean diet
Mediterranean diet
Mediterranean diet
Olive oil

Calcium
Folic acid
Vitamin C
Vitamin C
Vitamin C
Folic acid
Multivitamin/Minerals
Multivitamin/Minerals
Multivitamin/Minerals
Vitamin D
Calcium
Folic acid
Multivitamin
Vitamin E
Vitamin C
B-Carotene
Folic acid
Muttivitamin
Muttivitamin
Multivitamin/Minerals
Multivitamin/Minerals
Multivitamin/Minerals

Omega-3 fatty acids
Omega-6 fatty acids
Olive oil
QOlive oil

Omega-3 fatty acids
a-Linolenic acid
Greentea
Greentea
Vitamin E
B-Carotene
Vitamins
Vitamin E
Vitamin B6
Selenium
Selenium
Calcium

Folic acid
Selenium
Vitamin E
Folic acid
Folic acid

Vitamin D
Vitamin D
Vitamin D
Vitamin D
Selenium
Vitamin D
Selenium
Vitamin D
Vitamin D

Test for subgroup differences: ;é =8.35,df=5(p =0.14)

Outcome in SR

All-cause mortality
Cardiovascular disease
Coronary heart disease

Stroke
Type 2 diabetes
Cardiovascular disease
Mortality
Type 2 diabetes
Colorectal cancer
Metabolic syndrome
Mortality
Breast cancer
Type 2 diabetes
Type 2 diabetes

Fractures
Congenital heart defects
Lung cancer
Breast cancer
Colorectal cancer
Low birthweight
Mortality
Coronary heart disease
Stroke
Nephrolithiasis
Nephrolithiasis
Colorectal cancer
Prostate cancer
Prostate cancer
Prostate cancer
Prostate cancer
Cancer
Preterm birth
Stillbirth
Nuclear cataract
Cortical cataract

Posterior subcapsular cataract

Cardiovascular disease

Coronary heart disease

Coronary heart disease
Stroke

Stroke
Coronary heart disease
Prostate cancer
Endometrial cancer
Age-related cataract
Age-related cataract
Gastric cancer
Bladder cancer
Cancer
Mortality
Type 2 diabetes
Cardiovascular disease

Small for gestational age
Prostate cancer
Mortality
Gestational hypertension
Pre-eclampsia

Pre-eclampsia
All-cause mortality
Colorectal cancer

Breast cancer

Cancer
Fractures
Cardiovascular disease
Gestational diabetes mellitus
Preterm birth

RR (RCTs)

0.70
0.84
0.79
0.62
0.86
0.55
1.00
0.95
1.02
0.45
0.75
0.41
0.70
0.60

0.89
0.58
1.30
1.1
0.84
0.96
0.95
0.97
1.05
0.84
1.20
1.07
0.98
1.01
1.10
1.19
1.07
1.09
243
0.73
0.92
1.81

0.94
0.86
0.81
0.69

0.98
0.97
0.50
0.33
0.97
0.99
1.1
1.10
1.03
0.81
1.1
0.91

0.98
0.90
0.97
0.62
1.1

0.66
0.98
1.02
0.99
0.99
1.06
0.91
0.72
0.58

95%-Cl

[0.44; 1.14]
[0.57; 1.23]
[0.55; 1.14]
[0.44;0.87]
[0.68; 1.08]
[0.39; 0.76]
[0.84; 1.19]
[0.89; 1.02]
[0.89; 1.18]
[0.24;0.84]
[0.17;3.33]
[0.19;0.87]
[0.54;0.91]
[0.43;0.84]

[0.81;0.96]
[0.33; 1.02]
[0.68; 2.48]
[0.87; 1.41]
[0.64; 1.10]
[0.88; 1.04]
[0.83; 1.09]
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Supplementary Fig. S3 Forest plot, subgroup analysis of BoE-pairs with binary outcomes by type of

intake/exposure
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Vitamin D Supplementation Status Pre-eclampsia
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Folic acid Congenital heart defects
Vitamin E Supplementation Intake Age-related cataract
B-Carotene Supplementation Intake Age-related cataract
Folic acid i Low birthweight
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i i i Preterm birth
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B-Carotene Prostate cancer
Vitamin E Mortality
Selenium Supplementation Status Cancer
Selenium Supplementation Intake Mortality
Selenium Supplementation Intake Type 2 diabetes
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Folic acid G hypertension
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Supplementary Fig. S6 Forest plot, subgroup analysis of BoE-pairs with binary outcomes by
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Outcome in SR

Low-sodium Intake Intake All-cause mortality
Low-sodium Intake Intake Cardiovascular disease
Nuts Intake Intake Coronary heart disease
Nuts Intake Intake Stroke
Nuts Intake Intake Type 2 diabetes
Folic acid Congenital heart defects
Vitamin C Lung cancer
Vitamin C Breast cancer
Vitamin C Colorectal cancer
Mediterranean diet Intake Intake Cardiovascular disease
Folic acid Low birthweight
Mediterranean diet Intake Intake Metabolic syndrome
Mortality
Coronary heart disease
Stroke
Vitamin D Nephrolithiasis
Calcium Nephrolithiasis
Folic acid Colorectal cancer
Mediterranean diet Intake Intake Mortality
Mediterranean diet Intake Intake Breast cancer
Intake Intake Type 2 diabetes
Olive oil Intake Intake Type 2 diabetes
Prostate cancer
Vitamin E Prostate cancer
Vitamin C Prostate cancer
@-Carotene Prostate cancer
ivit Preterm birth
Stillbirth
Nuclear cataract
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Posterior subcapsular cataract
Omega-3 fatty acids Intake+Supplementation Intake Cardiovascular disease
Calcium { Fractures
Omega-3 fatty acids Supplementation Intake Stroke
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Folic acid Small for age
Vitamins Supplementation Intake Gastric cancer
Vitamin E Supplementation Intake Bladder cancer
Olive oil Supplementation+Intake Intake Coronary heart disease
Olive oil Supplementation-+Intake Intake
Vitamin B6 Supplementation Intake
Selenium Prostate cancer
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Selenium Supplementation Intake Mortality
Selenium Supplementation Intake Type 2 diabetes
Folic acid
Folic acid hypertension
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Vitamin D Supplementation Status Pre-eclampsia
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Supplementary Fig. S7 Forest plot, subgroup analysis of BoE-pairs with binary outcomes by
intervention/exposure similarity degree
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Outcome in SR

Low-sodium Intake Intake All-cause mortality
Low-sodium Intake Intake Cardiovascular disease
Nuts Intake Intake Coronary heart disease
Nuts Intake Intake
Nuts Intake Intake Type 2 diabetes
Calcium Fractures
Folic acid Congenital heart defects
Vitamin C Lung cancer
Vitamin C Breast cancer
Vitamin C Colorectal cancer
Mediterranean diet Intake Intake Cardiovascular disease
Folic acid Low birthweight
Mediterranean diet Intake Intake Metabolic syndrome
ivi Mortality
Coronary heart disease
Vitamin E Supplementation Intake Bladder cancer
Vitamin D i Nephrolithiasis
Calcium Nephrolithiasis
Folic acid Colorectal cancer
Mediterranean diet Intake Intake Mortality
Mediterranean diet Intake Intake Breast cancer
i diet Intake Intake Type 2 diabetes.
Olive oil Intake Intake Type 2 diabetes
Prostate cancer
Vitamin E Prostate cancer
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B-Carotene Prostate cancer
tivitamir Preterm birth
Stillbirth
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Folic acid Small for i age
Vitamins Supplementation Intake Gastric cancer
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Supplementary Fig. S8 Forest plot, subgroup analysis of BoE-pairs with binary outcomes by

comparator similarity degree
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Low-sodium Intake Intake All-cause mortality
Nuts. Intake Intake Coronary heart disease
Nuts Intake Intake Stroke
Nuts Intake Intake Type 2 diabetes
Vitamin D Supplementation Status Pre-eclampsia
Omega-3 fatty acids Intake-+Supplementation Intake Cardiovascular disease
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Supplementary Fig. S9 Forest plot, subgroup analysis of BoE-pairs with binary outcomes by

outcome similarity degree
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Supplementary Fig. S11 Forest plot, sensitivity analysis including one BoE-pair per systematic review
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0.95
1.02
0.96
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0.81
0.69
1.07
1.03
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[0.86; 1.43]
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[0.83; 1.04]
[0.69; 1.03]
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Supplementary Fig. S12 Forest plot, sensitivity analysis by direction of cohort study summary effect estimate (cohort studies with risk ratio [RR] <1)
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Supplementary Fig. S13 Forest plot, sensitivity analysis by direction of cohort study summary effect estimate (cohort studies with risk ratio [RR] >1)
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Supplementary Fig. S14 Forest plot, sensitivity analysis for interventions with micronutrients
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Supplementary Fig. S16 Forest plot, sensitivity analysis excluding BoE-pairs with highly similar PI/ECO questions and overlapping primary studies
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