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Queries in PubMed

Queries in Embase

Search  Query Items found Data Search  Query Items found  Date
#14 Search #5 AND #9 AND #13 4396 2016/2/14 #14 Search #5 AND #9 AND #13 9745 2016/2/14
#13 Search #10 #11 OR #12 1866877 2016/2/14 #13 Search #10 #11 OR #12 2606133 2016/2/14
#12 Search risk assessment 336131 2016/2/14 #12 Search 'risk assessment'/de OR 'risk assessment' 397066 2016/2/14
#11 Search risk factors 969445 2016/2/14 #11 Search 'risk factors'/de OR 'risk factors' 865784 2016/2/14
#10 Search risk 1866876 2016/2/14 #10 Search 'risk'/de OR 'risk'’ 2606133 2016/2/14
#9 Search #6 OR #7 OR #8 519603 2016/2/14 #9 Search #6 OR #7 OR #8 682212 2016/2/14
#8 Search lifestyle 119318 2016/2/14 #8 Search 'lifestyle'/de OR 'lifestyle’ 139640 2016/2/14
#7 Search diet 414016 2016/2/14 #7 Search 'diet'/de OR 'diet’ 564329 2016/2/14
#6 Search nut 7945 2016/2/14 #6 Search 'nut’/de OR 'nut’ 13764 2016/2/14
#5 Search #1 OR #2 OR#3 OR # 4 426474 2016/2/14 #5 Search #1 OR #2 OR#3 OR # 4 403749 2016/2/14
#4 Search cerebrovascular accident 246433 2016/2/14 #4 Search 'cerebrovascular accident/de OR ‘cerebrovascular 236641 2016/2/14
accident'
#3 Search cerebrovascular disorder 306112 2016/2/14 #3 Search ‘cerebrovascular disorder'/de OR ‘cerebrovascular 51874 2016/2/14
disorder
#2 Search cerebrovascular diseases 312454 2016/2/14 #2 Search 'cerebrovascular diseases' 21966 2016/2/14
#1 Search stroke 243924 2016/2/14 #1 Search 'stroke'/de OR 'stroke' 362947 2016/2/14




Supplementary Table 11 Reasons for study exclusion.

News, letters, comments, reviews, meta-analysis, or conference abstract.
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Supplementary Table 111 General characteristic of included studies.

References Country Study name Sex  Age at Follow-up, No. of No. Stroke diagnosed Exposure (Ht vs. Lt) RR(95% CI) Adjusted or matched variables
baseline year cases participants
Yochum et United States  Iowa Women’s F 55-69 11 215 34,492 ICD-9 430-438 >4 times/month vs. <0 0.73(0.41-1.29) Age, total energy intake, BMI, WHR, HBP, diabetes, alcohol intake, education, E(P)RT, marital status, smoking, physical activity, intakes of cholesterol,
al., 2000 [6] Health Study saturated fat, fish, vitamin C, carotenoids, dietary fiber, and whole grains
Djousséet al., United States  The Physicians” M 40.7-86.7 21.1 1,424 21,078 Medical records 7 times/week vs. 0 1.07(0.79-1.46) Age, aspirin assignment, BMI, HBP, diabetes, alcohol intake, education, smoking, physical activity, atrial fibrillation, coronary heart disease, dairy
2010 [8] Health Study | consumption, breakfast cereal, red meat, fish, fruit and vegetable intake.
Yaemsiri et United States ~ The Women’s F 50-79 8 1049 87,025 Medical records 1 medium servings/d vs. 0 0.89 (0.66-1.20) Age, race, education, family income, smoking, hormone replacement therapy use, total metabolic equivalent task hours per week, alcohol intake, history of
al., 2012 [10] Health Initiative coronary heart disease, history of atrial fibrillation, history of diabetes, aspirin use, use of antihypertensive medication, use of cholesterol-lowering medication,
Observational Study BMI, systolic blood pressure, total energy intake, dietary vitamin E, fruits and vegetable intake, and fiber
Bao et al, United States The Nurses’ Health F 30-55 30 873 76,464 ICD- 9 430-438 >5 servings/week vs. 0 1.05 (0.73-1.52) Age, race, BMI, physical activity, smoking, alcohol consumption, physical examination for screening purposes, multivitamin use, current aspirin use, family
2013 [12] Study history of diabetes mellitus, family history of myocardial infarction, family history of cancer, history of diabetes mellitus, history of hypertension, history of
hypercholesterolemia, intake of total energy, red/processed meat, fruits, and vegetables, and menopausal status and hormone use.
Bao et al, United States The Health M 40-75 24 687 42,498 ICD-9 430-438 >5 servings/week vs. 0 0.78 (0.58-1.06) Age, race, BMI, physical activity, smoking, alcohol consumption, physical examination for screening purposes, multivitamin use, current aspirin use, family
2013 [12] Professionals history of diabetes mellitus, family history of myocardial infarction, family history of cancer, history of diabetes mellitus, history of hypertension, history of
Follow-Up Study hypercholesterolemia, intake of total energy, red/processed meat, fruits, and vegetables.
Haring et al., United States  The Atherosclerosis M,F  45-64 22.7 699 11601 Medical records 1 serving/d vs. 0 1.00(0.77-1.31) Age, sex, race, study center, total energy intake, smoking, education, HBP, use of antihypertensive medication, high density lipoprotein cholesterol, total
2015 [13] Risk in cholesterol, use of lipid lowering medication, BMI, WHR, alcohol intake, physical activity, carbohydrate intake, fiber intake, fat intake, and magnesium intake
Communities Study
Gopinath et Australia The Blue Mountains M,F  >49 15 430 2893 ICD-9 and 10 Revision Tertile 3 vs. Tertile 1 0.88(0.60-1.29) Age, sex, qualifications, total diet score, BMI, smoking, alcohol intake, self-rated health, walking disability, HBP, diabetes, doctor-diagnosed history of cancer,
al., 2015 [14] Eye Study angina, stroke and/or acute myocardial infarction.
Hshieh et al., United States The Physicians” M 66.649.3 9.6 14 20,742 Medical records >5 servings/week vs. <1 0.64(0.32-1.30) Age, BMI, alcohol intake, smoking, exercise, calories, saturated fat consumption, fruit/vegetable consumption, red meat consumption, prevalent diabetes, and
2015 [15] Health Study (PHS) serving/month hypertension.
land I
Bonaccio et ltaly The Moli-sani study M,F - 4.3 19 19,386 ICD-9 430-438 Nut intake vs. no intake 1.01(0.37-2.76) Age, sex, education, smoking, physical activity, BMI, energy intake, Mediterranean diet score without nuts, C-reactive protein platelet count, and the
al., 2015 [16] neutrophil to lymphocyte ratio.
Luu et al, United States The Southern M,F  40-79 5.4 217 71,764 ICD-10 161-64 Q5vs. Q1 African-1S: Age, sex, education, occupation, household income, marital status, smoking, alcohol intake, BMI, physical activity, vitamin supplement use, Charlson
2015 [17] Community Cohort (0.45-1.74), African-HS:  Comorbidity Index, metabolic conditions, total energy intake, red meat intake, chicken intake, seafood intake, vegetable intake, and fruit intake.
Study, 1.37(0.67-2.80);
European-IS:
0.47(0.12-1.76);
European-HS:
0.62(0.12-3.26)
Luu et al, China The Shanghai F 40-70 12.2 706 74,741 ICD-9 430-435 Q5vs. Q1 1S:0.72(0.51-1.03); Age, education, occupation, household income (SMHS) or income per capita (SWHS), smoking status, alcohol intake, BMI, physical activity, regular tea
2015[17] Women's Health HS:0.77 (0.55-1.07) consumption, Charles comorbidity index, metabolic conditions, total energy intake, red meat intakes, chicken/duck intake, seafood intake, vegetable intake,
Study and fruit intake.
Luu et al, China The Shanghai Men's M 40-74 6.5 479 61,480 ICD-9 430-435 Q5vs. Q1 1S:0.79(0.54-1.14); Age, education, occupation, household income (SMHS) or income per capita (SWHS), smoking status, alcohol intake, BMI, physical activity, regular tea
2015 [17] Health Study HS:0.80 (0.55-1.16) consumption, Charles comorbidity index, metabolic conditions, total energy intake, red meat intakes, chicken/duck intake, seafood intake, vegetable intake,
and fruit intake.
den Brandt et The The Netherlands M,F  55-69 10 565 120,852 ICD-9 430-438 >10g vs. 0 0.76(0.56-1.02) Age, sex, smoking, history of physician-diagnosed hypertension, diabetes, body height, BMI, non-occupational physical activity, education, alcohol intake,
al., 2015[18]  Netherland Cohort Study vegetables and fruit, energy, use of nutritional supplements, and postmenopausal HRT (women).
Di Giuseppe German The European M,F  F:49.2 8.3 288 26,285 ICD-10 163, ICD-10 160, > 1 portion per week vs. 1/2  1.37(0.92-2.05) Age, sex, BMI, waist circumference, prevalent hypertension, hyperlipidemia, diabetes, smoking, educational attainment and sport activity, alcohol intake, red
et al., 2015 Prospective M: 52.5 ICD-10 161, ICD-10 164 portion per week meat, whole-grain breads, fruit, vegetable, fish, cakes and cookies, confectionary, fried potatoes, other beverages and total energy.
[19] Investigation  into

the Cancer and
Nutrition Potsdam

Study

HS, hemorrhagic strokes; IS, ischemic strokes; M, male; F, female; Ht, highest; Lt, lowest; HRT, hormone replacement therapy, ERT, estrogen replacement therapy, SMHS, Shanghai Men's Health Study; SWHS, Shanghai Women's Health Study.



Supplementary Table IV Assessment of bias risk of include studies

Study Selection Comparability* Outcome
Representativeness of the Selection of the Ascertainment of Outcome of interest not Control for important factor or Assessment of Follow-up long enough for Adequacy of follow-up of Total quality
exposed cohort unexposed cohort exposure present at start of study additional factor outcome outcomes to occur? cohorts® scores
Yochum et al., 2000 [6] w DAY DAY DAY W PAS DAY PA¢ 8
Djousséet al., 2010 [8] - DAY w DAY DAY PAS DAY * 7
Yaemsiri et al., 2012 [10] w DAY DAY DAY W PAS - * 7
Bao et al., 2013 [12] NHS - PAe PAe PAe PAY PAY PAe PAG 7
Bao et al., 2013 [12] HPFS - PAe PAe PAe PAY PAe PAe DAY 7
Haring et al., 2015 [13] PAG PAe PAe PAe pAY PAY PAe PAG 8
Gopinath et al., 2015[14] w DAY DAY DAY W PAS DAY PAe 8
Hshieh et al., 2015 [15] - DAY DAY DAY W PAS - PA¢ 6
Bonaccio et al., 2015 [16] w DAY DAY DAY DAY PAS - PAG 7
Luu etal., 2015 [17] SCCH PAG PAe PAe PAe PAY PAe - DAY 7
Luu et al., 2015[17] SWHS PAG PAe PAe PAe PAY PAe PAe DAY 8
Luu et al., 2015[17] SMHS PAG PAe PAe PAe PAY PAe - DAY 7
den Brandt et al., 2015[18] w DAY w DAY W PAS DAY PA¢ 8
Di Giuseppe et al., 2015 [19] W w w w w w - IA¢ 7

! According to the Newcastle-Ottawa Scale guideline, a maximum of two stars can be assigned for comparability. However, we adopted the guideline with some modification in present meta-analysis. Since confounder is the major concern in observational studies, no more than one star could be assigned. When the included
studies provided risk estimates adjusted for more than ten covariates, one star could be assigned. Otherwise, no star could be assigned.
2 One star could be assigned to a cohort study if they were followed up for ten follow-up years or more.

% A cohort study with a follow-up rate > 75% was given one star



Supplementary Table V Results of sensitivity analysis

Study excluded

Summary RR (95% CI)

Heterogeneity

P

Yochum et al., 2000 [6]
Djousséet al., 2010 [8]

Yaemsiri et al., 2012 [10]

Bao et al., 2013 [12]

Haring et al., 2015 [13]

Gopinath et al., 2015 [14]

Hshieh et al., 2015 [15]

Bonaccio et al., 2015 [16]

Luu et al., 2015 African-IS [17]
Luu et al., 2015 African-HS [17]
Luu et al., 2015 European-IS [17]
Luu et al., 2015 European-HS [17]
Luu etal., 2015 Asia-IS [17]

Luu et al., 2015 Asia-HS [17]
Brandt et al., 2015 [18]

Di Giuseppe et al., 2015 [19]

0.89(0.81-0.98)
0.87(0.79-0.96)
0.88(0.80-0.97)
0.88(0.80-0.97)
0.87(0.79-0.96)
0.88(0.80-0.97)
0.89(0.81-0.98)
0.88(0.80-0.97)
0.88(0.80-0.97)
0.88(0.80-0.96)
0.89(0.81-0.97)
0.88(0.81-0.97)
0.90(0.82-1.00)
0.90(0.82-1.00)
0.90(0.81-0.99)
0.86(0.78-0.95)

0.486
0.581
0.453
0.453
0.526
0.453
0.516
0.458
0.453
0.567
0.518
0.466
0.552
0.557
0.535
0.826

0%
0%
0%
0%
0%
0%
0%
0%
0%
0%
0%
0%
0%
0%
0%
0%




Supplementary Table VI The quality of evidence based on GRADE system.

Quality assessment

Exposure No. of Design Risk Inconsistency Indirectness Imprecision Publication Other Quality
studies of bias bias considerations
Nut 11 Cohort  Not No serious Noserious Noserious undetected dose response moderate

intake study  serious (1°=0%) gradient




Supplementary Table VII Comparison with Previous Meta-analyses

Afshinetal. 2014 [2] Shietal. 2014  Zhou et al. 2014 [20]

Zhang et al. 2015 [21]

Mayhew et al. 2016 [3]

The present study

Number  of  studies 4 (7-9, 12) 3(6,8,9) 3(6,8,9)
(References)
Search date updated December 25, 2013 January 31, October 10, 2013
2014
Study Quality
Main finding (H vs. L) NR 0.90(0.81-0.99) 0.87(0.74-1.03)
RR with 95% CI
Dose-response  analysis:  Linear or NR Linear association
linear or nonlinearity? nonlinearity? without  significance;
0.89(0.74-1.05)  for 0.90(0.71-1.14) for one
per 4 weekly serving/day
servings
Subgroup analysis Stroke subtypes Gender, NR

location, time
of follow-up,

outcome,

number of

cases, and

adjustments
Sensitivity analyses NR NR NR
Publication bias Detected Undetected Undetected
Power analysis NR NR NR
GRADE used for NR NR NR

evidence

6 (6-10, 12)

June 2014

Total stroke:
0.90(0.83-0.98);

Stroke mortality:
0.86(0.69-1.06)

Linear association

without significance;
0.94(0.82-1.08) for one
serving/day

Gender, location,
stroke subtypes, time
of follow-up, Sample
size, publication year,
Quality score.

Applied
Undetected
NR

NR

6 (9, 10, 12, 17-19)

July 2015

Total stroke:
1.05(0.95-1.61);

Stroke mortality:

0.83(0.69-1.00)
Linear or nonlinearity?;
0.85(0.55- 1.31) for per 4
weekly servings

NR

NR
NR
NR
Low

11 (6, 8, 10, 12-19)

February 14, 2016

Total stroke: 0.88(0.80-0.97);
Stroke mortality:
0.81(0.72-0.91)

Nonlinearity;  0.86(0.79-0.94)
for 12 grams of nut per day.

gender, location, stroke
subtypes, and time of follow-up

Applied
Undetected
Report (86.2%)
Moderate

NR: not report.

Shi, Z.Q. et al. Consumption of nuts and legumes and risk of stroke: a meta-analysis of prospective cohort studies. Nutr Metab Cardiovasc Dis 24, 1262-71 (2014).



database searching
(n =4396)

Records identified through Pubmed

Records identified through Embase
database searching
(n =9745)

Duplicates removed
(n=3072)

¥

Records screened
(n=11069)

A 4

Full-text articles assessed
for eligibility
(n =64)

Y

Records excluded
(n =11065)

k4

Studies included in
qualitative synthesis
(n=10)

Y

Studies included in
quantitative synthesis
(meta-analysis)
(n=11)

Supplementary Figure | Flow Diagram

Y

Full-text articles excluded,
with reasons
(n=53)

Additional study from
reference lists
(n=1)




Supplementary Appendix 1 SAS code for Power Calculations

Power calculations: The methodology used is described by Cafri 2009™*Y and corresponding
macro was obtained from the Supplementary Material in Cafri 20092%. The macro used and
results are below:

<-<> Power calculation for meta-analysis of nut <><-

data nut;

input es v;
cards;

-0.3147 0.0504
0.0677 0.0292
-0.1165 0.0190
-0.1165 0.0176
00.0190
-0.1278 0.0310
-0.4463 0.0625
0.0100 0.3717
-0.1165 0.1083
0.3148 0.2952
-0.7550 0.1750
-0.4780 0.6416
-0.2614 0.0104
-0.2614 0.0099
-0.2744 0.0138
0.3148 0.0831
run;
%metapower(test="M', model="random’, raw_data="yes', alpha=.05, tau2=99, heterogeneity=99, n1=99, n2=99, k=99, eff type="rr', T=-0.127833372, Dataset= nut, B=NA,v=v,
X=NA, es=es, p=NA, weight=NA);

run;

Test of Mean Effect Size

Model = random
Effect Size Metric = rr
Raw data provided= Yes
Mean Effect Size = -0.127833
Number of Studies = 16
Random Effects Variance= 0
Sampling Variance = 0.0017585
Alpha = 0.05
Estimated Power of Test (One-Tailed) = 1.3443E-6
Estimated Power of Test (Two-Tailed) = 0.8618045
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