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Table 1. Pr y b1 f ¥ ¥ tenst | ar AT =, gunnt f Dl withh suapplen Nt ViV IHS
D1l (wi th sup plem ents)™
Oesntil b 1 COusn tile 2 COuinule 3 Oomn tile 4 CQuinuile S
——-2TS —2.7S o —1.76 —1. 7S to —OS57 — 056 to 1.10 =>1.10

C har acteristic s™ Median — —3.29 Median — —2 26 Median — —121 Median — 0.2Z23 Median — 213
[mean (SD) or ©9%) W — 6.9540) N — &6 .941) N — &6.941) N — &6.941) (N — & 540)
Age (years) S2.0 4.2) S1.7(42>2) 516 (4.2) &1 .4 ¢4.1) S1.2(42=2)
Total aenargy nmtakce (cal/day) 2.1 1719.17 §E&64.5) 2009 .5 (&631.4) 1.816.4 £532.2) 1.684 8 (446.7) 13629 (4068.7)
Totsl fat (O aeal/day) 31 .4 §.4) I35 (53 342 5.5) 347 5.6) e O L6 .0)
Destary fibear ([of 1 .000 kcal/day) 135 3.2 11.6(29) 10.8 £.9) 105 £2.9) 9.5 J2.5)
Vitamen SupDp Eameant uSe (26 takong)

Aurry 850 3.9 855 47 3 4.1

PA TR sS895 50.2 353 29 2.0

CalcCnam &83=2 53.0 45 6 37 .4 29.2

Vitasrman C 320 21.9 159 2.5 3.8

Vitarmen E 286 19.8 149 e 2.0
Bl (06 kg/m™)

=249 425 40.2 39.4 38 .5 38.6

25-30 < Jr gy < ¥ | 37 .4 35 9O 35.2

=30 205 227 23> 24 7 25.2
Eduvcaton (96)

Less than hhigh s o 152 165.6 176 193 21.6

Hig h School 36.4 40.8 42_1 437 47.5

More than Nigh Scho o 48.4 426 403 37 0 0.9
Smokang (96)

Py e 703 &8.5 &S5 7 &4 6 59.0

Former 203 19.1 19.1 19.7 18.9

Cusrent 2.5 12.5 153 157 2=>1
Alco ol mtaice (96)

O g/'A=y S586 54.2 — = 54 3 55.0

=15 g/d=xy 341 3o.8 41.1 39 .4 8.2

=15 g/d=y | &.0 s=2 s .4 5.8
Lewel of phrysscal Sctrety ™ (26)

Lo 337 423 48 4 519 s1.2

L T B 298 30.2 =2>7 .4 27 .4 228

Hegh 365 27.5 242 20.7 16.1
Homone therapy use (yes, 26) 438 39.9 922 35 9 34.0
Dreanbataes Al DaSSls (=S 26) 86 &. 4 &= 59 5.3
Hsestory of asperin use (1992 swurvey . Fr3s r2.7 716 71 .4 1.0

e ML)
Hetory of NSAIDs use (1992 sunvey ., sa4= 83 8 826 82 .4 21.6

s B0
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Table 2. Distrnbubon of food groups across guintiles of ] (with supplements)©, 1WHS, 1 886==2010 "/— Vf
-y
I e il — - Chuslirvbil e 1 Chuint b2 Crusin ke 3 Crusi vt et Cuirtites | 8 ,(//’4
Food groups (servin gstweek) st D (CxS — O Wi Pl =i Pl =i |ty Pefl= =i Ptl= =0 N
s wanatahdea fotses tiaem — — GG =53 LE= 1S 1355 b= ~ ,“J///
oressm beady wean etminlbea o
oot )
L orww—T et o Sy —_ —EI0E 10 &1 g | [ = -] =5
Gresn lesfy wegetahilen — — i 55 o =D =5
Fahdssasto od — — S =5 o 1.5 1.3 1.0
Fruit (e jjuskc=) —_ —ioiT i = | E=W -] el = £oa
Fdurt= — — &1 35 el - el ] 1.4
Wiols greine — — [ 12 S Ll b= . L=
Eemns weitieonst S.ony — — Ean G i ¥ Ll L i i
Frait o e —_ —EF0s [ = 5 8 = | i =
Fomualhry — —EeE =8 =D = 1.5 1=
Wl — — o T i S o5 i 5 4
FPotatn e — — 31 a5 a5 2= =1 =4
Loty smeckon — — Sl = N . =S = =1
b =g =eimee — — o 14 1l == b= W= FiE
Tem — — 3.4 33 =0 = a5
Eoas — — G =4 =4 =3 =21 1.8
Lwesata weltmoanat oot — — 5.1 o1 B ;T L
Lorwe—mlhrare [Ceanmsar S — — Rl Z0 1.5 1.7 1.& 1=
F=od et —_ — 132 5.5 0. [ === = | =
e o L i —Es i & i 5 s o T s
Hig h-Tat iy i —E%a =l = 10 1.4 1. b= e |
Fefimed oradnes i 0 83 & D b= Wi | b= Wil "B
Hitrate procsaasd meaat i 12 1.8 =1 =21 2.0 1.5
Fresmch friea - S 0.3 i 4 i i i
Heg -musgas Denese s - b 1.= 1.4 1. 1.4 1.4
Ly e - el B & i 5 s i 1.0
Frie=d Fooedd - e ® 1.E& == =3 =23 23
o e - e o E= =] 11._4 1.8 1221 1E5
ez - T i 5 i S s o T ioF
Buther - = S 1.4 1S b=l | = == 2 5




Table 3. DIl from food and supplements and colorectal cancer nsk; IWHS, 1986-2010

Cases(n) HR®(%%C) HR(%%C) Casesln) HR*(95%CI) HR°(95%Cl) Casesfn) HR®(95%Cl)  HR® (85%Cl)
Colorectal cancer Colon cancer Rectal cancer
Dil continuous 1,636 109 (1.03-1.14 1070101119 132 1.08 (102113 105(098-112) 325 110(09%1.23) 1.1 (0.98-1.25)
DIl quintiles
Quirtile 1 il 1 (referert) 1 (referent) 2% 1 [referent) 1 [referert) al 1 [referent) 1 [referent)
Quirtile 2 318 111 0%4-1300 1.04(089-129 26/ 114 (096-1.34) 107(0.89-128 54 093(064-1.3) 091 [0.62-1.32)
Quintile 3 3% 118 (1.01-1.38 1.11(095-131) 270 117 (096-1.40) 11009131 73 128(091-1.81) 1.23 (0.86-1.76)
Quirtile 4 341 120(1.03-1400 1.13(095-133 270 117(096-1.39) 108(083-129 71 124 (086-1.76)  1.25 (0.67-1.80)
Quirtile 5 352 129 (1.10-151) 120(1.01-143 286 1.8 (106153 119(098-145 69 125 (086-1.77)  1.21 [0.B1-1.79)
P trend 003 0,008 0.10 009 0,16
“Age-adjusted.

“Adjusted for age, BM), smoking status, pack-years of smoking, HRT use, education, diabetes, and total energy intake.
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Table 4. DIl from foods only, DIl from vitamin supplements, and colorecial cancer risk; IWHS, 1986-2010.

Cases (n) HR® (35% CI) HR® (35% CI) Cases (n) HR® (35% CI) HR® 95% CI) Cases (n) HR® (95% CI) HR® 95% CI)
Colorectal cancer Colon cancer Rectal cancer
Dil from foods only®
Continuous 1,636 1.09 (1.03-1.14) 1.08(1.01-1.15) 1,329 1.08(1.02-1.14) 1.06(0.99-1.14) 325 1.11(099-1.24) 1.13(0.96-1.31)
Quintiles®
Quintile 1 294 1 (referert) 1 (referent) 237 1 (referert) 1 [referent) 58 1 (referent) 1 (referent)
Quintile 2 323 1.11 (0.95-1.30) 1.07(090-1.26) 271 115096130 110(091-1.32) &0 107 0.74-1.54) 1.07(0.73-1.56)
Quintile 3 338 1.16 (0.99-1.36) 1.12(094-1.33) 268 1.12(094-1.34) 1.07(088-1.30) 73 1.35(095-1.92) 1.37(0.83-2.01)
Quintile 4 351 1.21 (1.03-143) 1.16(097-1.40) 293 12301031470 1.16(095-1.43) 6 1.16 (0.80-1.68) 1.20(0.79-1.84)
Quintile 5 330 1.17(0.99-1.38) 1.12(091-1.38) 260 1.12(093-1.35 1.06(084-1.33) 73 143(0.99-2.05) 1.48(094-2.34)
P trend 0.004 0.08 0.02 0.27 0.10 0.13
DIl from supplements”
Continuous 1,636 1.04 (0.99-1.10) 1.02(097-1.08) 1,329 104 (098-1.09 1.02(096-1.08) 325 1.05(093-1.17) 1.02(0.91-1.15)
Categories'
1(N=5824) 273 0.91 (0.79-1.04) 094(0.82-1.09) 226 064 (0.69-1.09 0.B84(069-1.03) &2 1.10(0.74-164) 1.10(0.731.64)
2(N=5824) 236 0.81 (0.70-094) 0.84(0.73-0.98) 186 091 (0.74-1.11) 089(0.72-1.09) 53 1.30(0.88-1.92) 1.21(0.81-1.81)
J(N=5826) 256 0.89 (0.77-1.02) 089(0.77-1.03) 199 1.09(094-1.27) 1.05(090-1.23) 6 1.08(0.79-1.49) 1.02(0.74-1.42)
4IN=17229 8N 1 (referert) 1 (referent) 718 1 (referert) 1 (referent) 159 1 (referent) 1 (referent)
P trend 0.09 0.29 0.15 0.36 0.56 0.88
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Table 1. General characteristics of the study subjects ',

Controls (n =1846)  Cases (n = 923) p-Value
Age (years) 56.1+ 9.1 56.6 + 9.7 0.20
FeMale 596 (32.3) 298 (32.3) >(.99
Family history of colorectal cancer 99 (5.4) 99 (10.7) <0.001
BMI (kg/m?)
<25 1226 (66.4) 640 (69.3) 012
>25 620 (33.6) 283 (30.7)
Educational level
Middle school or less 282 (15.6) 321 (34.8) <0.001
High school 587 (32.6) 369 (40.0)
College or more 934 (51.8) 233 (25.2)
Occupation
Professional, office 481 (26.4) 189 (20.5) <0.001
Service, sales 403 (22.1) 38 (4.1)
Agriculture, mining, manufacturing 241 (13.2) 141 (15.3)
Housewife, other 698 (38.3) 555 (60.1)
Monthly Household Income 2
<200 388 (23.0) 321 (34.8) <0.001
200 <400 754 (447) 387 (41.9)
~400 545 (32.3) 215 (23.3)

Marital Status
Married 1654 (%04) 773 (83.8) <0001
Unmarried 176 9.6) 150(16.3)
Smoking status
Non-smoker 818 (443) 409 (4.3) 0.16
Former smoker 687 (37.) 318 (345)
Current smoker 341(185) 19%(21.2)
Alcohol Consumption
Non-drinker 560 (30.3) 279(30.2) <0001
Former drinker 169(92) 129(14.0)
Current drinker 1117 (60.5) 515 (55.8)
Total caloric intake (Kcal/ day) 168965604  20263+5340 <0001
Sum of DII 107+2M4 180+ 197 <0.001
Physical activity (yes) 1047 (38.2) 311(337) <0.001
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Table 2. Associations between dietary inflammatory index and the risk of colorectal cancer, stratified

by anatomical site 1.

DIT Score MNo. Controls/Cases Crude OR (95% CI) Adjusted 2 OR (95% CI)
Colorectal Cancer

T1 6l /197 1.0 (ref.) 1.0 (ref.)

T2 615/ 319 1.62 (1.3Z2, 2.040) 1.94 (1.57, 2.53)

T3 615,/ 407 2.07 (1.69, 2.54) 2.1 il 73)
p for trend =(.001 =0.001

Colon Cancer

T1 Hl6s 102 1.0 (ref.) 1.0 (ref.)

T2 615/ 168 1.65 ({1.26, 2.16) 208 (1.55, 2.79)

T3 615,/ 190 1.87 (1. 43_2.43) 205 {1.53, 2.74)
p for trend e A < (0. D01

Proximal Colon Cancer

T1 Hl6e /38 1.0 (ref.) 1.0 (ref.)

T2 al15,/ 66 1.74 {1.15, 2.63) 211 {1.37, 3.27)

T3 6l15,/61 1.61 (1.8, 2.45) 1.68 (1.08, 2.61)
p for trend 0.0z 0.0z

Mistal Colon Cancer

T1 G6l6,/ 64 1.0 (ref.) 1.0 {refl)

T2 615/ 102 160 (1.15, 2.23) 206 (1.44, = 93)

T3 615/ 129 2.02 (1.47, 2.78) 228 (1.61, 3.21)
p for trend e A = (0. DO

Rectal Cancer

T1 ala/ 92 1.0 (ref.) 1.0 {ref.)

T2 615,/ 147 1.60 (1.21, 2.13) 1.9 (1,40, 2.549)

T3 615/ 205 2.23 (1.70, Z.92) 223 00 a6 3 (D)
p for trend =0.001
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Table 3. Associations between dietary inflammatory index and the risk of colorectal cancer, stratified by sex

DII'S Men Women
core
No. Controls/Cases  Crude OR (95% CI)  Adjusted OR * (95% CI) No. Controls/Cases  Crude OR (95% CI)  Adjusted OR * (95% CI)
Colorectal Cancer

T1 4177150 1.0 (ref.) 1.0 (ref.) 199 /56 1.0 (ref.) 1.0 {ref.)

T2 4177211 1.41 (1.10, 1.81) 1.68 (1.26, 2.24) 1G4 /G5 1.75(1.19, 2.57) 1.92 (1.24, 2.98) 3.57)

T3 416/ 264 1.80 (1.39, 2.25) 1.72 (1.30, 2.28) 198,144 258 (1.79, 3.73) 2.50 (1.64, 3.82)
p for trend =0.001 <0.001 =0.001 <0.001

Colon Cancer

T1 417 /73 1.0 (ref.) 1.0 (ref.) 199 /31 1.0 (ref.) 1.0 (ref.)

T2 417100 1.37 (098, 1.91) 1.70(1.18, 2.44) 190 /58 1.87 (1.16, 3.02) 2,07 (1.22, 3.51)

T3 416,120 1.65 (1.20, 2.27) 1.67 (1.18, 2.37) 199 /78 2.53 (1.60, 4.01) 2.52(1.51,4.21)
p for trend 0.002 0.004 =0.001 <0.001

Proximal Colon Cancer

T1 417 /27 1.0 (ref.) 1.0 (ref.) 1499 /11 1.0 (ref.) 1.0 {ref.)

T2 417 /45 1.67 (1.02, 2.74) 2.08 (1.23, 3.50) 14949 /16 1.46 (0.66, 3.21) 1.48 (0.64, 3.41)

T3 416,/40 1.49 (0.90, 2.47) 1.51 (0.89, 2.57) 198/ 26 2.38(1.14, 4.94) 2.23(1.02, 4.89)
p for trend .11 0.10 0.02 0.04

Distal Colon Cancer

T1 417 /46 1.0 (ref.) 1.0 (ref.) 1G99 /20 1.0 (ref.) 1.0 {retf.)

T2 417 /55 1.20(0.79, 1.81) 1.48 (0.96, 2.30) 190 /42 2.10(1.19, 3.70) 2.42(1.31, 4.48)

T3 416,/ 80 1.74 (1.18, 2.57) 1.76 (1.17, 2.66) 198/52 2.61(1.51,454) 2.69 (1.47, 4.92)
P for trend 0.005 0.0 =(1.001 0.002

Rectal Cancer

T1 417 /76 1.0 (ref.) 1.0 (ref.) 194 /23 1.0 (ref.) 1.0 {ref.)

T2 4177106 1.40(1.01, 1.93) 1.61 (1.12, 2.31) 1G4 /40 1.74 (1.00, 3.01) 1.85 (1.02, 3.36)

T3 416/ 138 1.82 (1.33, 2.48) 1.73(1.23, 2.44) 198 /61 2.67 (1.59, 4.48) 2,44 (1.38, 4.32)
4 for trend =i(1.001 0.002 =i(1.001 0.002
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Table 4. Associations between dietary inflammatory index and the risk of colorectal cancer, stratified by risk factors 1

Dietary Inflammatory Index

p for Interaction )

No. Controls/Cases OR (95% CI)2  No. Controls/Cases OR (95% CI)?  No. Controls/Cases  OR (95% CI) 2
Age
<5() years old 116/55 1.0 I:Il:‘f.]l 135/57 0.94 (U.iﬁ, 1.55) 169 /U8 117 I:l'.:'.?i 1.85) 0.004
-50 years old 500/142 1.0 (ref.) 480/262 248 (1.87,3.28) 446/309 2.61(1.98, 3.43)
BMI (kg/m?)
<25 399/126 1.0 I:Il:‘f.]l 421/231 2.23 (1.55, 3.00) 406,283 2.3 [1.?5,? 4) (.58
25 217/71 10 (ref) 104/88 165 (1,09, 2.49) 209/ 124 184 (1.25,272
Physical
Activity
No 105/134 1.0 (ref) 254/211 1.54(1.12, 2.13) 304/ 267 149 (1.09, 2.03)
Yes 411/63 1.0 (ref.) 341/108 2.67 (1.83, 3.89) 205/140 342 (2.37,4.95)
Smoking Status
Never 310/41 1.0 I:Il:‘f.]l 270/156 2.63 (1.55, 3.79) 230/162 2.58 [1.31, 3.68) 0.03
Ever 307/106 1.0 (ref)) 345/163 1.50 (1.07, 2.09) 376/245 179 (131, 245) 38
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Table 2. Characteristics of 1953 cases across quintiles of the energy-adjusted dietary inflammatory index (DII) in Italy . "
(Mean values and standard dewviations; number of subjects and percentages) ( CT“ | ,?;)
= <X
Dll quintiles® > ‘VUWaor
e
=-—1.05 — 104 to —0-33 —0-32 to 0-38 0-39 to 122 =1.22
Characterstics n % n % n % n % n % P
Age (years) 0-03
Mean 61-9 59-4 60-4 60-4 59.8 /
S0 8-5 10-1 99 10-0 100
Sex < 0-0001
Male 164 47-5 192 55-3 231 58-5 261 61-3 277 62-9
Female 181 52-5 155 44.7 164 41-5 165 387 163 370
BMI (kg/m®) 0-71
<25 152 d4.1 160 46-1 169 42-8 182 451 217 49-3
25-30 145 420 142 409 165 41-8 176 41-3 173 39-3
=30 48 139 45 13-0 61 15-4 58 136 50 11-4
Education (years) 0-15
<7 193 55-9 172 49.6 194 491 245 2lD 248 56-4
=11 79 229 100 28-8 115 291 104 24-1 114 259
=12 73 212 75 216 86 218 I 181 78 177
Physical activity (at the workplace) 0-49
Low 112 325 132 38-0 146 371 148 34-7 168 38-2
Medium 139 40-3 127 36-6 129 32.7 146 34.-3 143 32-6
High 94 272 88 254 119 30-2 132 31-0 128 29.2
Alcohol consumption 0-21
Mo 66 191 48 13-8 58 14.7 75 17-6 80 18-2
Yes 248 719 276 79-5 316 80-0 324 761 328 747
In the past 31 9-0 23 6-6 21 5-3 27 6-3 31 71 46




Table 3. OR for the relationship between the detary nflammatory index (ONl) and colorectal cancer among 1953 cases of colorectal cancer, 1225 cases of colon
and 4154 controls in Italy

Number of cases, odds ratios and 95% conhidence intervals)

"o

cancer, /0

cases of rectal cancer

Colorectal cancer

Colon cancer

Rectal cancer

Cases (0

95%Cl

Cases (n)

OR 95%Cl

ok ¢

vJ

o Cl

Cases (n)

%% Cl

95%Cl

DIl quinties
01 U5
Q2 U7
Q3 395
04 426
Q5 40
P for trend

DIl continuous 1953

106
1.23
1.38
150

112

Reference
088,12
106,147
117,165
1.26,1.78
0001
108,117

Reference
086, 1.23
101, 146
116, 167
129, 185
00001

109, 118

N7
218
256
255
269

1 Reference
098 080 121
117 096 143
117 096 143
128 105 15

o>

Reference

118
19
K
mn
M

128

1

114
121
154
157

Reference
088 149
098 157
1.2, 198

1.2, 201

< 00001

1-08, 1:20

115
|43
147

Reference
083 142
088 150
110, 184
114,190
00004
106,119

" The logistc regression modal controlled for age
t The logdic regression model addtonally controlied for sex, dudy centre, education, |

medum and high) and history of coloractal cancer (yesno)

W

- ‘_0- _Q_'Ij A‘-
enery niake was adusted using the medua method

2 years), BMI (<250, 250-299 and > 30 kg/mr"), dcohal danking (0, 1-21 and > 21 drinksiwaek), physical activity flow

“47



Table 4. OR for the association between the dietary inflammatory index (DIl) and colorectal cancer stratified by sex in ltaly
(Number of cases, odds ratios and 95 % confidence intervals)

Colorectal cancer Colon cancer Rectal cancer

Cases (n) OR* 85 % Cl . 95 % CI Cases (n) OR* 95% Cl 85% Cl Cases (n) 3 95 % Cl

Makes
Dil quintiles
Q1 164 Reference Reference Reference Reference g Reference Reference
Q2 192 0.75,1.24 0.75, 1.25 ( 0.70, 1.27 073 133 7 0 071,145 083 1.42

Q3 231 2 1.00, 1.65 102, 1.70 1.01, 1.78 1.06, 1.89 ] 06 074,151 088 1.50

Q4 261 111, 1.80 114, 1.88 093, 163 1.01, 1.81 103, 200 1.10, 1.84
Q5 27 1422 147, 245 118, 207 127,228 62 116,227 ‘ 114, 1.90
P for trend 0-0001 00001 0.0002 00001 0.0003 00013
Dil continuous 1125 111,124 18 112, 1.26 668 : 103, 117 113 1.06, 1.20 108, 1-20 1.07, 1.25
Females
Dil quintiles

Q1
Q2
Q3
Q4
Q5
P for trend

181
156
164
165
163

Reference
087,146
089,146
1.01,1.67
0-88, 146

019

Reference
086, 1-46
090, 1.52
103 1.74
100, 1-65

004

126
102
104
103
102

1

1.03
1.00
1.09
0-98

Reference
0.77, 1.38
0.75, 1.33
0-81, 1.46
0.73, 1.32

097

1

102
102
113
111

Reference
0.76, 1.38
0.76, 1.38
083, 1.52
082 1.51

039

2RBBEH

Reference

084, 186

092,200

106,227

093, 2.01
006

Reference

0.84, 1.88

092 2.01

1.04 2.27

0.95, 2.09
0.05

Dl continuous 828 106 1.00,112 - 103, 1-16 537 102 096109 106 098 114

w
b

108,120 - 1.01, 1.19

* The logisic regrassion model controlled for age 7
t The logistic regression model additionally controlled for study centre, education, (<7, 7- 11 and =12 years), BMI (< 250, 25.0-299 and = 30 0 kg/mr), alcohol drinking (0, 1-21 and >21 drinks/week), physical activity (low, med
um and high), history of colorectal cancer (yes/no); energy intake was adjusied using the residual method
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