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Figure S1: Directed Acyclic Graph to evaluate the effect of potential confounders.
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Table S1: Evaluation of confounders: Odds ratios and 95% confidence interval of CLL for 1-unit increase in E-DII.

Model**
Basic®
Basic + first degree family history of
haematological cancer

Basic + ever worked in agriculture

Basic + BMI
Basic + weight
Basic+ height
Basic + alcohol consumption
Basic + diabetes
Basic + smoking
Basic + energy
Basic + waist-to-hip ratio
Basic+ physical activity

Fully adjusted (based on DAG)®

. d
Basic

1-unit increase in

E-DII E-DII
OR & 95% CI OR & 95% ClI
N in models T 2 3 p-value
trend
p value
Controls/cases for trend
1643/366 Ref 1.20(0.90, 1.59) 1.21(0.90, 1.62) 0.21 1.05(0.99, 1.12) 0.09
1535/351 Ref 1.14 (0.85, 1.53) 1.14 (0.84, 1.55) 0.39 1.04 (0.98, 1.11) 0.20
1640/365 Ref 1.22(0.92, 1.62) 1.25(0.93, 1.69) 0.14 1.06 (1.00, 1.13) 0.05
1643/366 Ref 1.20(0.91, 1.60) 1.21(0.90, 1.62) 0.21 1.06 (0.99, 1.12) 0.08
1621/365 Ref 1.18(0.89,1.57)  1.18(0.87, 1.58) 0.28 1.05 (0.99, 1.12) 0.11
1591/354 Ref 1.22(0.92, 1.63) 1.22 (0.90, 1.65) 0.20 1.06 (0.99, 1.12) 0.09
1643/366 Ref 1.22(0.92,1.61)  1.27(0.94,1.71) 0.12 1.07 (1.00, 1.13) 0.04
1622/360 Ref 1.18(0.89,1.57)  1.19(0.88, 1.61) 0.25 1.05 (0.99, 1.12) 0.10
1638/364 Ref 1.21(0.91, 1.60) 1.21(0.89, 1.63) 0.21 1.06 (0.99, 1.12) 0.09
1643/366 Ref 1.18 (0.89,1.56)  1.15 (0.85, 1.56) 0.35 1.05 (0.98, 1.11) 0.17
1629/364 Ref 1.20(0.90, 1.59) 1.19 (0.88, 1.60) 0.26 1.05(0.99 1.12) 0.12
1605/353 Ref 1.17 (0.88, 1.57) 1.24(0.91, 1.67) 0.17 1.06 (1.00, 1.13) 0.07
% of change in OR
1586/352 Ref 1.24(0.93,1.66)  1.24(0.91, 1.68) 0.17 1.06 (1.00, 1.13) 0.07
00
1586/352 Ref 1.23(0.92,1.64)  1.21(0.90, 1.64) 0.21 1.06 (0.99, 1.12) 0.09 %

E-DII: Energy-adjusted Dietary Inflammatory Index, OR: Odds Ratio, 95% Cl: 95% Confidence Interval, T: Tertile. DAG. Directed Acyclic Graph. BMI. Body mass index.

In bold: p <0.05.

**Missing values for controls/cases: weight [22 (1.3%)/1 (0.27%)]; height [52 (3.2%)/12 (3.3%)]; waist-to-hip ratio 14 (0.9%) /2 (0.6%)]; Diabetes [21 (1.3%)/ 6 (1.6%)]; smoking [5
(0.3%)/ 2(0.6%)]; physical activity [38 (2.3%), 13 (3.6%)]; ever worked in agriculture [3 (0.2%)/ 1 (0.3%)]; first degree family history haematological cancer [108 (6.6%)/ 15 (4%)].
**Details of the variables: BMI(continuous), weight (continuous), height (continuous), alcohol consumption at time of interview (continuous), smoking (never, former, current),
energy (continuous), waist-to-hip ratio (continuous), physical activity (inactive, low, moderate, very active).
a . o

p trend for linear trend test (categories 1, 2, 3).
®Basic model is E-DII adjusted for sex, age, education (primary, secondary, university) and region (Barcelona region vs. other regions).
Basic model adjusted for: height (continuous); smoking (never, former, current), ever worked in agriculture.
“Basic model is E-DII adjusted for sex, age, education (primary, secondary, university) and region (Barcelona region vs. other regions). Complete case analysis based to non-missing

fully adjusted models.
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Figure S2 Distribution of key characteristics of CLL's controls according to DIl in the MCC-
Spain study.

N (%) E-DII
mean (95% ClI) p-values
Qverall
1643 -

Province ' P, o= 0.003
Barcelona 889 (54) -

Asturias 208 (13) +

Cantabria 324 (20) P—

Granada 148 (9) ——

Girona 74 (5) —_——

Agegroup : Pyena< 0.001
<55 350 (21) ——

55-64 418 (25) —n—

65-74 564 (34) -

>74 311 (19) —a—

Sex : Ppe< 0.001
Male 939 (57) P

Female 704 (43) W :

Energy intake (kcal/day) Pyeng< 0.001
T4 548 (33) —l— ,

T2 548 (33) +

T3 547 (33) : -

Current alcohol intake (g/day) ; Pyeng< 0.001
T1 550 (34) - |

T2 547 (33) ——

T3 546 (33) ——

BMI (kg/m2) : Pio= 0.41
Underweight/normal 594 (36) ——

Overweight 689 (42) —

Obese 360 (22) —-—

Height (cm)’ Pyena< 0.001
T 576 (36) —-

T2 511 (32) .

T3 504 (32) ——
Weight (kg)' : Pyjeng= 0.88
T1 560 (35) ——

T2 530 (33) ——

T3 531 (33) —.—
Waist-to-hips ratio? E Ppo= 0.35
Lower metabolic risk 390 (24) —.—

Higher metabolic risk 1239 (76) -
Smoking status : P\ ena< 0.001
Never 722 (44) -m— !

Former 626 (38) —-—

Current 290 (18) —a—
Education : P, o< 0.001
Primary 861 (52) -

Secondary 481 (29) L ——

University 301 (18) —.—
Physical activity® Peng= 0.002
Inactive 668 (42) i

Low 227 (14) -

Moderate 196 (12) ——

Very active 514 (32) -

Ever worked in farming or agriculture P= 0.02
No 1315 (80) &

Yes 325 (20) —-—
Hematological diseases (first degree) ! Pyei= 0.55
No 1482 (97) -

Yes 53 (4) ——

Diabetes : P, o= 0.001
No 1386 (86) .-

Yes 236 (15) —&— °

-1 -75 -50 -25 0 .25 .50 .75 1
T, tertile, BMI, body mass index. Numbers do not always add up due to missing data : sex-specific tertiles.
2: risk categorles according to WHO criteria (0.90 for males and 0.85 for females).>: Physmal activity, in the
last 10 years, measured in METs/week: inactive %0()) low (0.1-7.9), moderate (8-15.9) and very active (16 or more).
Tertile cut-offs: energy in kcal/day (1590.02; 207 alcohol in %/dar (1.41,11.42); height in cm
[168/158; 173/164, for men/women respectlve\y] welght in kg [74/6

83/71 , for men/women respectively].
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Table S2: Interaction analysis: Odds ratios and 95% confidence interval of CLL for 1-unit increase in E-DII

N (control/CLL) OR’ (C1 95%) p value
Overall 1643/366 1.05(0.99, 1.12) 0.09
Age (years)
<55 401 (350/51) 1.05 (0.90, 1.21) 0.54
55-64 515 (418/97) 1.03 (0.91, 1.16) 0.67
65-74 699 (564/135) 1.04 (0.94, 1.15) 0.47
275 394 (311/83) 1.06 (0.92, 1.22) 0.44
p interaction (multiplicative) 0.72
RERI (Cl 95%), p interaction 0.51 (-0.03, 1.06), 0.06
AP (CI 95%), p interaction 0.23(-0.01, 0.47), 0.06
S (C195%), p interaction 1.71(0.79t0 3.71), 0.18
Sex
Male 1154 (939/215) 1.04 (0.96, 1.13) 0.32
Female 855 (704/151) 1.05 (0.95, 1.16) 0.31
p interaction (multiplicative) 0.54
RERI (Cl 95%), p interaction 0.22 (-0.84, 0.40), 0.49
AP (CI 95%), p interaction -0.12 (-0.46, 0.22), 0.49
S (C195%), p interaction 0.79 (0.43, 1.46), 0.46
Alcohol consumption
T1 689 (550/139) 1.04 (0.95, 1.15) 0.4
T2 679 (547/132) 1.02 (0.92,1.13) 0.74
T3 641 (546/95) 1.13 (1.00, 1.27) 0.05
p interaction (multiplicative) 0.25
RERI (Cl 95%), p interaction 0.19 (-0.19, 0.57), 0.33
AP (CI 95%), p interaction 0.25 (-0.25, 0.75), 0.32
S (C195%), p interaction 0.57 (NE), NE
Height
T1 702 (576/126) 1.04 (0.94, 1.16) 0.45
T2 625 (511/114) 1.02 (0.90, 1.14) 0.8
T3 618 (504/114) 1.08 (0.97, 1.20) 0.14
p interaction (multiplicative) 0.13
RERI (Cl 95%), p interaction 0.24 (-0.26, 0.74), 0.35
AP (CI 95%), p interaction 0.14 (-0.15, 0.43), 0.35
S (C195%), p interaction 1.52(0.50, 4.57), 0.46
Smoking
Never 886 (722/164) 1.13(1.02, 1.25) 0.02
Former smoker 766 (626/140) 1.01(0.91,1.12) 0.84
Current smoker 350 (290/60) 0.97 (0.84, 1.12) 0.67
p interaction (multiplicative) 0.41
RERI (Cl 95%), p interaction -0.33 (-0.92, 0.26), 0.27
AP (CI 95%), p interaction -0.21 (-0.58, 0.16), 0.26
S (C195%), p interaction 0.64 (0.33, 1.25), 0.19
Ever worked in agriculture
No 1573 (1315/258) 1.05 (0.98, 1.13) 0.19
Yes 432 (325/107) 1.08 (0.95, 1.23) 0.23
p interaction 0.71

RERI (Cl 95%), p interaction
AP (Cl 95%), p interaction
S (C195%), p interaction

0.67 (-0.22, 1.56), 0.14
0.23 (-0.04, 0.50), 0.10
1.54 (0.84, 2.81),0.16

OR: Odds Ratio, 95% Cl: 95% Confidence Interval. p interaction: p value for interaction.

In bold p £0.05

*Additive interactions: RERI: relative excess risk due to interaction; AP: attributable proportion; S:

synergy index; Categories for each variable: age (<64/65+); height [sex-median cut-offs (160cm for
female, 170cm for male)]; agriculture (no/yes); smoking (never/ever); alcohol (low-medium/high).
NE: not estimated. Models adjusted for age, sex and region.

®Basic model is E-DII adjusted for sex, age, education (primary, secondary, university) and region
(Barcelona region vs. other regions).
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