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Supplementary Table S1. Definition of the combined healthy lifestyle score

Healthy lifestyle score (HLS): representing full, partial and noncompliance with the public health recommendation

Lifestyle factor Compliance with public health recommendation

Full (1 point) Partial (0.5 point) No (0 point)
BMI (kg/m?) 18.5- <25 (normal weight) 25- <30 2300r<18.5
Smoking status Never smoker Former smoker Current smoker
Physical Activity Nonoccup PA > 60 min/day > 30- <60 min/day < 30 min/day
Diet: aMEDr aMEDr: 6-8 points (high) 4-5 points (mod) 0-3 points (low)
Alcohol <10 g/day > 10- <25 g/day > 25 g/day

Abbreviations: aMEDr: alternate Mediterranean Diet Score excluding alcohol (range 0-8 points)

Minimum-Maximum score HLS: 0-5 (intervals 0.5)



| The Netherlands Cohort Study on diet and cancer (N=120,852)

! !
| Randomly sampled subcohort | | Linkage with Netherlands Cancer Registry and Dutch Pathology Registry until 20.3 years of follow-up

! ! ! ! !

N=5000 Esophageal squamous cell Esophageal Gastric cardia Gastric non-cardia

carcinoma cases (ESCC) adenocarcinoma adenocarcinoma adenocarcinoma
cases (EAC) cases (GCA) cases (GNCA)
Exclusion of prevalent cancer cases at baseline

! ! ! ! !

N=4774 N=164 N=259 N=254 N=741

Exclusion of participants with incomplete or inconsistent data on diet including alcohol

! ! 1 ! !
N=4084 N=143 N=224 N=218 N=642

Exclusion of participants with missing data on smoking, body mass index, physical activity, and confounders

! ! ! l !
N=3720 N=133 N=200 N=191 N=586

Supplementary Figure S1. Flow diagram of the number of subcohort members and cancer cases on which analyses are based, Netherlands Cohort Study

(NLCS).
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Supplementary Fig S2. Hazard ratios and 95% Cls (error bars) for the association between
the healthy lifestyle score and risk of overall esophageal cancer in men and women
separately, Netherlands Cohort Study (NLCS).

Multivariable analyses were adjusted for: age at baseline (years; continuous), cigarette smoking
frequency (number of cigarettes per day; continuous, centered) and duration (number of years;
continuous, centered)), highest level of education (primary school or lower vocational, secondary
or medium vocational, and higher vocational or university), family history of esophageal cancer,
chronic diseases at baseline: myocardial infarction, angina pectoris, stroke, hypertension,
diabetes, asthma or bronchitis (no, yes), energy intake (continuous, kcal/day).
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Supplementary Fig S3. Hazard ratios and 95% Cls (error bars) for the association between
the healthy lifestyle score and risk of overall gastric cancer in men and women separately,

Hazard Ratio

Netherlands Cohort Study (NLCS).

Multivariable analyses were adjusted for: age at baseline (years; continuous), cigarette smoking
frequency (number of cigarettes per day; continuous, centered) and duration (number of years;
continuous, centered)), highest level of education (primary school or lower vocational, secondary
or medium vocational, and higher vocational or university), family history of gastric cancer,
chronic diseases at baseline: myocardial infarction, angina pectoris, stroke, hypertension,
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diabetes, asthma or bronchitis (no, yes), energy intake (continuous, kcal/day).
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Supplementary Fig S4. Spline regression curves for the association between healthy
lifestyle score (HLS) and risk of A) overall esophageal cancer, and B) overall gastric
cancer, Netherlands Cohort Study (NLCS). Solid lines represents point estimates and
dashed lines represent 95% confidence intervals.

Multivariable HRs were calculated by restricted cubic spline regression (using 3 knots) adjusting
for: age at baseline (years; continuous), sex, cigarette smoking frequency (number of cigarettes
per day; continuous, centered) and duration (number of years; continuous, centered)), highest
level of education (primary school or lower vocational, secondary or medium vocational, and
higher vocational or university), family history of esophageal cancer, family history of gastric
cancer (respectively), chronic diseases at baseline: myocardial infarction, angina pectoris, stroke,
hypertension, diabetes, asthma or bronchitis (no, yes), energy intake (continuous, kcal/day).
P-values for non-linearity tests were 0.667 for esophageal cancer and 0.219 for gastric cancer.



Smoking status Eso: 333 cases ! HR (95% Cl)
Current ¢ 1.00 (Ref)
Ex —e— 1 0.78 (0.57-1.05)
Never- ————— ' 0.47 (0.32-0.67)
BMI (kg/m2) I
30+ or <18.5 ¢ 1.00 (Ref)
25-<30 —_—— 0.67 (0.44-1.05)
18.5-<25 —e——— 0.66 (0.42-1.02)
Phys. Activ. (min/3%) ! 100 (Re
=<30 ® . el
>30-60 | ——+ 0.77 (0.56-1.07)
>60 | —_—— 0.78 (0.58-1.05)
Medit. Diet (pts) +
0-3 1.00 (Ref)
4-5- —— 0.92 50.71-1.18)
6-8 ——— 0.88 (0.62-1.27)
Alcohol (g/d) i
25+ 1.00 (Ref)
>10-<25 ——! 0.66 50.47-0.93)
0-10 . —_— . . . 0.57 (0.41-0.79)
0.3 0.5 08 1.0 13 20 30
Hazard Ratio
Smoking status Gastr: 777 cases ! HR (95% Cl)
ot 80 5% 107
X K .68-1.07
Never- —— ' 0.54 (0.42-0.70)
BMI (kg/m2) I
30+ or <18.5 ¢ 1.00 (Ref
25-<30 —— 0.84 (0.60-1.18)
18.5-<25 ——+— 0.84 (0.60-1.18)
Phys. Activ. (min/d) !
>3=0<28: —— 1'8(1J E(Ff %% 1.28)
>60 | —e— 0.98 (0.79-1.22)
Medit. Diet (pts) !
0-3 1.00 (Ref)
4-5- —— 0.80 50.67-0.96)
6-8 —— | 0.69 (0.53-0.89)
Alcohol (g/d) !
25+ ¢ 1.00 $Ref)
>10-<25 —e— 0.97 (0.75-1.26)
0-10 : : —— : : 0.96 (0.75-1.22)
0.3 0.5 08 1.0 13 20 30

Hazard Ratio

Supplementary Fig S5. Hazard ratios and 95% Cls (error bars) for the association between
risk of overall esophageal cancer and overall gastric cancer respectively, with each of the
component lifestyle factors of the HLS (with mutual adjustment for the other component
lifestyle factors), Netherlands Cohort Study (NLCS).

Multivariable HRs were adjusted for: age at baseline (years; continuous), sex, cigarette smoking
frequency (number of cigarettes per day; continuous, centered) and duration (number of years;
continuous, centered)), highest level of education (primary school or lower vocational, secondary
or medium vocational, and higher vocational or university), family history of esophageal cancer,
family history of gastric cancer (respectively), chronic diseases at baseline: myocardial infarction,
angina pectoris, stroke, hypertension, diabetes, asthma or bronchitis (no, yes), energy intake
(continuous, kcal/day), other component lifestyle factors of the HLS.

P-values for trend tests were for esophageal cancer: <0.001 for smoking status, 0.191 for BMI,
0.170 for physical activity, 0.431 for Mediterranean Diet adherence, 0.001 for alcohol.

For gastric cancer, P-values for trend tests were: <0.001 for smoking status, 0.551 for BMI, 0.813
for physical activity, 0.001 for Mediterranean Diet adherence, 0.719 for alcohol.

Abbreviations: Eso, esophageal cancer; Gastr, gastric cancer.
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Supplementary Fig S6. Hazard ratios and 95% Cls (error bars) of esophageal and gastric
cancer subtypes associated with a 1-point increment in healthy lifestyle score excluding
smoking, in subgroups of tobacco smoking.

Multivariable analyses were adjusted for: age at baseline (years; continuous), sex, cigarette
smoking frequency (number of cigarettes per day; continuous, centered) and duration (number of
years; continuous, centered)), highest level of education (primary school or lower vocational,
secondary or medium vocational, and higher vocational or university), family history of gastric
cancer, chronic diseases at baseline: myocardial infarction, angina pectoris, stroke, hypertension,
diabetes, asthma or bronchitis (no, yes), energy intake (continuous, kcal/day).

Abbreviations: ESCC, esophageal squamous cell carcinoma; EAC, esophageal adenocarcinoma;
GCA, gastric cardia adenocarcinoma; GNCA, gastric non-cardia adenocarcinoma.



