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o, U F 173,2027 9] w@A7F 878 A el f1A% 38742 9] 7 Hx
A el Hedod AFHor EHHAY [97]. (Figure 1) & "
ot

AT YAAE Zol AR 7| HBoA =7 A8 7)=o] A FE ZIFAF
)3t go]e & ALtk AT A 7]He 712 oS 2t [98]: (1)
2004-2006d AW AFtellwt ot 8719 HX71H; (2) HEXA A&

TE I 718 7)F (S, UE HAE TREEI)S =514 £33 879

o
™

719 (3) 2 o2 dqtef Fefdt 571 HA 7|

& 141,893% 9] 77 £EATY b 5 AT dF @9
APt GATE de A, FARETFARgS] A FosHA e
B, AT AA FA ddt

Rk Qe AS, AU F UA 4F

L
ot
©
nf
ox
flo
VAN
(@]
(@)
(@)
q
rlr
¥
N
(@)
(@)
(@)

kcal/Qd T AL <500 =& =3500 kcal/dQ! 3%, F 27,650 9
F7AE Aol A Al el sk,

w2 39,3801, 9JAF 74,863 F 114,243 9 A7 A4 H o
HE FE FAAT BE AT FUEAES ATl Fefstr] A g re|

A2 FoMo] ApEAor Msigion, & s Matista ¥

]

-

i e



T2l A 291 € 3] (Institutional Review Board, IRB) 25 49

gho} =80 ¥ 1t} (IRB No. E-2110-004—1257).
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Total study population in the HEXA* database (2004—2013)
N=173,202

Excluded those who recruited
from pilot study, centers that did
not meet the HEXA biospecimen
quality control criteria, or
participated in the study for less
than 2 years

(21 centers, N = 31,309)

N=141,893

Excluded participants who did not
consent for data linkage with
cancer registry and death data
(N = 24,000)

_p| Excluded participants with death
information at baseline (N = 2)

Excluded participants who self—
reported the history of colorectal
cancer at enrollment or with prior
history of colorectal cancer from
the cancer registry (N = 515)

A4

Excluded participants with no
—»| information on coffee and green
tea intake (N = 1,107)

Excluded participants with low or
high energy intake (<800 or =
—» 4000 kcal/day in men or <500 or
>3500 kcal/day in women)

(N = 2,026)

A4

Final analytical subjects
N=114,243 (men = 39,380 and women =74,863)

Figure 1. Flow chart for study population. *HEXA, Health
Examinees
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. A ° =39 4

Ay Bl oAk AHe demeles fd 2AlE 106709 AE FEoR
TAE WAYE AFAFANERARAE F7rEcdY [97]. W
TEAS ol ATtell A 7k AT [99]

7RSS AT JA oA A 12718 Bt B Ao w A} KAE
Aot A= A3 Aol Aol "kl F7iaES Av ek =Ak A
WSS 9uA (A9 virA] b5, 4 13], 9 2-33], F+ 1-23], & 3-43],
T 5-63], d 1-23], & 3-43], d 53] o|F) T st AeA = AH
T ow, Ay AHZ e 3788 W (1723, 1%, 23 T s
Adgie ¢ vk B3, F7EASelA A Aol Adel H7bE A=A
of - et Ay gl HAke) A Wlkel AFHFES VNte R A9

VAR g, b 13 WER, ShE 1% ol 2% vk, 3% 2%

—

ik

fn

oo BReSIT.
Azl A7hEel wek AT FAAE) A Al F3 (A9 P 2,
waAs, A9AY, 299, 3-in-1 AW S ERAT. A5 44

MEel A mAA oz AIW ARES A v e

et viA B o R AT E npalta 278 AL E T AR IHE
A7vebAY H7betA e AY AHAAES 44 3—in—1 A 2 &
An 25 o% ERskglth (Table 1.)

AT o} a5 o] wiAl= AFEECNA Y AH WE OFse AT
2 2ol miA = Al EIA AT g Hake] A RE 5 FAkeklth
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Table 1. Definition of the types of coffee in study population

Coffee intake Sugarintake Cream intake

N %
Nore No missing No 2 00
No No missing 300
No No No 17730 (155)
No No Yes 46 00
No Yes missing 2 00
No Yes No 405 (04
No Yes Yes 154 (0.1
Black coffee Yes missing missing 17 00
Yes missing No 7 00
Yes No missing 2 00
Yes No No 17310 (152)
Sugar coffee Yes Yes missing 17 00
Yes Yes No 13409 (11.7)
Cream coffee Yes missing Yes 8 (00
Yes No Yes L477 (1.3)
3—in—1 coffee Yes Yes Yes 63,654 (55.7)

Values are presented as number (%).
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et #abe 20189 12€ WbA FAdtEEARS AAlEk
gelstaitt. Ay Ay FHEAATIS A7 A AP s E
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A A7/ 102 7§74 <t (International Classification of Diseases
10th edition, ICD—-10)°l we} th9rs C18—-C20, AF4= C18,
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2t A £4

7 AT Frhapel s AT AAAZRE gt A R wA G
W FA $F $RY (20184 129 319) Ei APYAZA 33 w3

717 do® ittt EAZINE FES VIRkRRA A

A7Abas AR Sstste] AV =2k AR, Ay A 90l &
AR S A5 W] sl Gt 8 wTwA W Wl
Hal R oh Mg E e, fo4d A2 M B A5 Wl
el 22k helAls A4 2 ANOVAE AgaRglth m=et, 79 3l 53}

Al sk vlEb S /M e gdetr] 98l Ad = #4 (Goodness of
fit test) = °1&38ll p k= AFstd o, Ad 9 =2k 43 53k gt
Schoenfeld zFa}7b AEAZRe] BAIQlo]l AATA &letr] 98l o=
JZR AR A 9 Ak AF 9 Al whE did e 2 AR
2t A S 3He B S Loty flaEl d¥E HAER ARESH
Sou g RE S ol gate] ¥ 913 = (hazard ratio; HR) ¥ 95%
218 3+ (confidence interval; CI) & 74 331t

T AToM = g " A, Aol B AdEE AEEH

gte] mEQlel A W wA A hIY B VA JFL F

ekl AY W oA AFe it 2 1
e, S FF K10 9, 10-12 |9, >12 d 9 d5) 9 AAF A5
(<18.5kg/m* W 18.5-22.9kg/m? 23—24.9 kg/m*, = 25 kg/m? A%)
T o4y (FAA 2 BA FAA, A FAA, AF), 5 o
H5F2 2 A SF2, dA 54, 25, A AJA EF(ehH e 4

o, 42), At ASE el 9 o, A%, A4 9 fEs HAD
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(g/d; A2, A& 2 A AHF (/Y 953), 49 F <uA
AHZF (keal, A5 ES 2Y Zdo LIAAL A= e W59
F7F TR AEEe] R X3t By mAEe thS ¥ 2o

(1) Model 1: ®73; (2) Model 2: & =+ (K10 d, 10-12 4,
>12d W AZ) 9 gAY A= (<18.5kg/m” U 18.5-22.9kg/m?, 23—
24.9 kg/m® = 25 kg/m®, AF), & AF MFAA 2 A FAA,
A FAR, AF), 57 olF (leFA 2 #A S5, dA 554
AZ), FAA] F (et 9 o, A43%), g 7t (oh e 9 4,
23); (3) Model 3: Model 20 24 4 7h3& A% (g/Y; ARE25),

Az L BD QAT @Y A5, 4D F AUA HAF (keal

o

T Q91 7|Ee 23 (Figure 2, )5S #FHxsto] dystglon,
7€ EIEAA AV A= oiFd A Qeecls FWiEow

et Ao ks BAE HSs] ds Gl 240% s

7o WA TheAdol SR & Qo AbEdE A HA A=
QA& (false discovery rate, FDR) 2 X 4 &} o}
w3k, A A4 (K25kg/m?, =25kg/m?) 2 FA AR(M]FAR W

HA FAA, A FAAD, =57 A5 s 8 A4 554, dA

o] Q= Aoz ezl 1Est [100, 101], ¥ [102, 103], W EF

[104, 105], A4 [106, 107]& 71AAgo =z Hesiglon, 4714

A T sttt e Al S WA S FHAR G st T3k el
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BE B4 B42 SAS B4 22733 (WA 9.4; SAS Institute, Cary,
NC, USA)E Abgstlon, EAA 7942 p <0.05 2 FFolA

A5t
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Figure 3. Directed acyclic graph (DAG) illustrating assumptions for the relation between green tea consumption

and CRC incidence. * CRC, colorectal cancer; BMI, body mass index.
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7t o 849 A 54

oAt s dA oA 114,243 ¥ F gt 44+ 34 463
g, 97 4637, & 926701 o, St A Al F o ol EA 63
Al o178 61.5 A=, oA ellA O F2 wole tidete] skl o, HA
e Sake] b F4 7132 4.4, A o Sk Bt 4713
<= 4.8d0] 30t

AT 7IZbEE HAAA A 254 A (54.9%), A 2091
(45.1%)°] BAstlon, A= A& 310 A (67.0%), A&
156371 (33.0%)°] AT thddel 2y ARZE JA A
89.6% (41571), o1AdelA 90.9% (421x)°] AFTo =z FAH It

(Table 2.)
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Table 2. Characteristics of colorectal cancer patients in study population

Men Women
Variables N=463) N=463)
Age at diagnosis (Mean, SD)
Colorectal cancer 630 *T8.1 615 *8.1
Colon cancer 64.2 T80 621 =*79
Rectal cancer 615 *79 602 T84
Follow—up year (Mean, SD) 44  *29 48 *31
Colorectal cancer subsites, ICD—10 code
Colon cancer, C18 254 (54.9) 310 (67.0)
Rectal cancer, C19—C20 209 451 193 (330
Colorectal cancer histology
Colorectal cancer
Adenocarcinoma 415 (89.6) 421 (909
Other® 48 (104) 42 09D
Colon cancer
Adenocarcinoma 239 (94.1) 300 (96.8)
Other® 15 (69 10 32
Rectal cancer
Adenocarcinoma 176 (84.2) 121 (79.1)
Other® 33 (158 32 (209)

SD, standard deviation; ICD—10, International Classification of Diseases 10th edition.

Values are presented as mean & SD or number (%).

# Lymphoma, unclassified, etc.
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Table 3. General characteristics of the study population by daily coffee consumption in men

Daily coffee consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value®
N 4,807 7,515 14,553 12,505
Age, years (Mean, SD) 55.6 £8.7 54.6 *8.6 54.8 8.7 52.4 =*85 <0.01
Education level (Years) <0.01
<10 1,142 (23.8) 1,474 (19.6) 2,952 (20.3) 2,515 (20.1)
10-12 1,870 (38.9) 2,923 (38.9) 5,823 (40.00 5,331 (42.6)
>12 1,738 (36.2) 3,035 (40.4) 5614 (38.6) 4,536 (36.3)
Missing 57 (1.2) 83 (1.1) 164 (1.1) 123 (1.0
Body mass index (Kg/m?) <0.01
<18.5 115 (2.4) 108 (1.4) 160 (1.1) 146  (1.2)
18.5-22.9 1,688 (35.1) 2,122 (28.2) 4,003 (27.5) 3,466 (27.7)
23—24.9 1,446 (30.1) 2,241 (29.8) 4,448 (30.6) 3,767 (30.1)
25< 1,668 (32.4) 3,044 (40.5) 5942 (40.8) 5,126 (41.0)
Smoking status <0.01
Non—smoker 1,962 (40.8) 2,562 (34.1) 4,061 (27.9) 2,241 (17.9)
Ex—smoker 2,103 (43.7) 3,239 (43.1) 6,504 (44.7) 4,444 (35.5)
Current smoker 730 (15.2) 1,698 (22.6) 3,957 (27.2) 5,800 (46.4)
Missing 12 (0.2) 16  (0.2) 31 (0.2) 20  (0.2)




6¢

Table 3. (Continued)

Daily coffee consumption, No. of cups

Variables None (%) <1 (%) 1to <2 (%) >2 (%)  p—value®
Alcohol consumption <0.01
Non—drinker 1,268 (26.4) 1,378 (18.3) 2,725 (18.7) 2,543 (20.3)
Ex—drinker 540 (11.2) 578  (7.7) 943 (6.5) 768  (6.1)
Current drinker 2,985 (62.1) 5,542 (73.7) 10,844 (74.5) 9,172 (73.3)
Missing 14 (0.3) 17 (0.2) 41 (0.3) 22 (0.2)
Regular exercise <0.01
No 1,854 (38.6) 2,835 (37.7) 5,871 (40.3) 6,034 (48.3)
Yes 2,939 (61.1) 4,660 (62.0) 8,641 (59.4) 6,448 (51.6)
Missing 14 (0.3) 20 (0.3) 41 (0.3) 23 (0.2)
First—degree family history of CRC <0.01
No 4,689 (95.5) 7,163 (95.3) 13,968 (96.0) 11,864 (94.9)
Yes 118 (2.5) 192  (2.6) 341 (2.3) 296  (2.4)
Missing 100 (2.1 160 (2.1) 244 (1.7) 345 (2.8)
Chronic disease <0.01
No 3,199 (66.5) 5,085 (67.7) 9,757 (67.0) 9,445 (75.5)
Yes 1,606 (33.4) 2,426 (32.3) 4,780 (32.8) 3,052 (24.4)
Missing 2 (0.0 4 (0.1 16  (0.1) 8 (0.D
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Table 3. (Continued)

Daily coffee consumption, No. of cups

Variables None (%) <1 (%) 1to <2 (%) >2 (%)  p—value?

Red and processed meat intake (g/day) <0.01

Ql K11.3) 1,217 (25.3) 1,482 (19.7) 2,171  (14.9) 1,486 (11.9)

Q2 (11.3—22.4) 1,130 (23.5) 1,854  (24.7) 3,426 (23.5) 2,460 (19.7)

Q3 (22.5-42.9) 1,228 (25.5) 2,111 (28.1) 4,207  (28.9) 3,694  (28.7)

Q4 (= 43.0) 1,232  (25.6) 2,068 (27.5) 4,749 (32.6) 4,965 (39.7)
Vegetable and fruits intake (g/day) 4549 *292.6 387.3 *T272.6 457.1 2724 461.0 *£277.6 <0.01
Energy intake (kcal/day) (Mean, SD) 1,746.8 *£474.1 1,734.4 =*467.7 1,856.1 =*467.8 1,955.7 *£501.4 <0.01

SD, standard deviation; CRC, colorectal cancer.
Values are presented as mean = SD or number (%).
2 ANOVA test for continuous variables; Chi—square test for categorical variables.
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Table 4. General characteristics of the study population by daily coffee consumption in women

Daily coffee consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value®

N 13,535 16,778 31,074 13,476

Age, years (Mean, SD) 55.4 *=7.8 53.1 7.9 52.3 *£7.9 49.8 *=7.2 <0.01

Education level (years) <0.01
<10 6,260 (46.3) 6,240 (37.2) 10,762 (34.6) 3,663 (27.2)

10-12 5,049 (37.3) 7,182 (42.8) 13,646 (43.9) 6,322 (46.9)
>12 2,076 (15.3) 3,180 (19.0) 6,364 (20.5) 3,381 (25.1)
Missing 150 (1.1) 176 (1.0) 302  (1.0) 110  (0.8)

Body mass index (kg/m?) <0.01
<18.5 414 (3.1) 335 (2.0) 551 (1.8) 268 (2.0
18.5-22.9 6,339 (46.8) 7,228 (43.1) 13,009 (41.9) 5,710 (42.4)
23—24.9 3,608 (25.9) 4,572 (27.2) 8,333 (26.8) 3,496 (25.9)
25< 3,274 (24.2) 4,643 (27.7) 9,181 (29.5) 4,002 (29.7)

Smoking status <0.01
Non—smoker 13,225 (97.7) 16,272 (97.0) 29,991 (96.5) 12,436 (92.3)
Ex—smoker 105  (0.8) 187 (1.1) 392  (1.3) 255 (1.9
Current smoker 151 (1.1) 224 (1.3) 567 (1.8) 750  (5.6)

Missing 54  (0.4) 95 (0.6) 124 (0.4) 35 (0.3)
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Table 4. (Continued)

Daily coffee consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value®
Alcohol consumption <0.01
Non—drinker 11,140 (82.3) 11,647 (69.4) 19,878 (64.0) 7,619 (56.5)
Ex—drinker 221 (1.6) 382 (2.3) 522 (1.7) 263 (2.0
Current drinker 2,118 (15.6) 4,651 (27.7) 10,565 (34.0) 5,662 (41.3)
Missing 56 (0.4) 98 (0.6) 109  (0.4) 32 (0.2)
Regular exercise <0.01
No 6,401 (47.3) 7,618 (44.8) 15,129 (48.7) 7,358 (54.6)
Yes 7,109 (52.5) 9,213 (54.9) 15,866 (51.1) 6,105 (45.3)
Missing 25 (0.2) 47 (0.3) 79  (0.3) 13 (0.1)
First—degree family history of CRC <0.01
No 12,867 (95.1) 15,884 (94.7) 29,657 (95.4) 12,673 (94.0)
Yes 337  (2.5) 456 (2.7) 843 (2.7) 331  (2.5)
Missing 331  (2.4) 438  (2.6) 574 (1.8) 472 (3.5)
Chronic disease <0.01
No 9,878 (73.0) 12,961 (77.2) 24,615 (79.2) 11,481 (85.2)
Yes 3,647 (26.9) 3,805 (22.7) 6,448 (20.8) 1,991 (14.8)
Missing 10  (0.1) 12 (0.1) 11 (0.0) 4 (0.0
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Table 4. (Continued)

Daily coffee consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value?

Red and processed meat intake (g/day) <0.01

Ql K11.3) 5,830 (43.1) 5,481 (32.7) 8,260 (26.6) 2,888 (21.4)

Q2 (11.3—22.4) 3,398  (25.1) 4,496 (26.8) 8,271 (26.6) 3,296  (24.5)

Q3 (22.5-42.9) 2,470 (18.2) 3,702 (22.1) 7,790 (25.1) 3,457 (25.7)

Q4 (= 43.0) 1,837 (13.6) 3,099 (18.5) 6,753 (21.7) 3,835 (28.5)
Vegetable and fruits intake (g/day) 493 =*£318.7 464 =*£313.3 505 =£301.0 502 =£316.5 <0.01
Energy intake (kcal/day) (Mean, SD) 1,682 *465.6 1,604 =*£487.3 1,715 =*£470.9 1,782 =*514.3 <0.01

SD, standard deviation; CRC, colorectal cancer.

Values are presented as mean = SD or number (%).
2 ANOVA test for continuous variables; Chi—square test for categorical variables.
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Table 5. General characteristics of the study population by daily green tea consumption in men

Daily green tea consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value?

N 15,638 (39.7) 16,655 (42.3) 5,310 (13.5) 1,777 (4.5)

Age, years (Mean, SD) 55.1 =87 53.7 x8.7 52.7 =*85 52.1 *8.2

Education level (Years) <0.01
<10 4,369 (27.9) 2,887 (17.3) 664 (12.5) 163 (9.2)

10-12 6,700 (42.8) 6,652 (39.9) 1,956 (36.8) 639 (36.0)
>12 4,399 (28.1) 6,934 (41.6) 2,629 (49.5) 961 (54.1)
Missing 170 (1.1) 182  (1.1) 61 (1.1) 14 (0.8)

Body mass index (Kg/m?) <0.01
<18.5 274 (1.8) 195 (1.2) 46 (0.9) 14 (0.8)
18.5-22.9 4,823 (30.8) 4,652 (27.9) 1,357 (25.6) 447 (25.2)
23—24.9 4,688 (30.0) 5,086 (30.5) 1,585 (29.8) 543 (30.6)
25< 5,853 (37.4) 6,722 (40.4) 2,322 (43.7) 773 (43.5)

Smoking status <0.01
Non—smoker 3,755 (24.0) 5,045 (30.3) 1,617 (28.6) 509 (28.6)
Ex—smoker 6,427 (41.1) 6,926 (41.6) 2,205 (41.5) 732 (41.2)
Current smoker 5,423 (34.7) 4,650 (27.9) 1,579 (29.7) 533 (30.0)
Missing 33 (0.2) 34 (0.2) 9 (0.2) 3 (0.2)
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Table 5. (Continued)

Daily green tea consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value®
Alcohol consumption <0.01
Non—drinker 3,663 (22.7) 3,145 (18.9) 915 (17.2) 301 (16.9)
Ex—drinker 1,244  (8.0) 1,159 (7.0) 328 (6.2) 98 (5.5)
Current drinker 10,795 (69.00 12,315 (73.9) 4,058 (76.4) 1,375 (77.4)
Missing 46 (0.3) 36 (0.2) 9 (0.2 3 (0.2)
Regular exercise <0.01
No 7,614 (48.7) 6,545 (39.3) 1,825 (34.4) 610 (34.3)
Yes 7,973 (51.0) 10,077 (60.5) 3,473 (65.4) 1,165 (65.6)
Missing 51  (0.3) 33 (0.2) 12 (0.2) 2 (0.1
First—degree family history of CRC <0.01
No 14,965 (95.7) 15,875 (95.3) 5,074 (95.6) 1,670 (94.0)
Yes 380 (2.4) 395  (2.4) 120 (2.3) 52 (2.9)
Missing 293 (1.9) 385 (2.3) 116 (2.2) 55 (3.1
Chronic disease <0.01
No 10,780 (68.9) 11,712 (70.3) 3,721 (70.1) 1,273 (71.6)
Yes 4,842 (31.0) 4,931 (29.6) 1,587 (29.9) 504 (28.4)
Missing 16  (0.1) 12 (0.1) 2 (0.0 0 (0.0
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Table 5. (Continued)

Daily green tea consumption, No. of cups

Variables None (%) <1 (%) 1to <2 (%) >2 (%)  p—value?

Red and processed meat intake (g/day) <0.01

Ql K11.3) 2,951 (18.9) 2,504 (15.0) 683 (12.9) 218  (12.3)

Q2 (11.3—22.4) 3,662 (23.4) 3,783  (22.7) 1,075  (20.2) 350 (19.7)

Q3 (22.5-42.9) 4,213  (26.9) 4,868 (29.2) 1,625 (28.7) 534  (30.1)

Q4 (= 43.0) 4,812 (30.8) 5,500 (33.0) 2,027 (38.2) 675 (38.0)
Vegetable and fruits intake (g/day) 416.1 *261.7 437.5 *T274.6 516.4 T289.1 550.7 *£345.8 <0.01
Energy intake (kcal/day) (Mean, SD) 1,806.8 *£478.3 1,841.1 =£478.2 1,961.1 =£496.9 2,007.6 *£534.6 <0.01

SD, standard deviation; CRC, colorectal cancer.
Values are presented as mean = SD or number (%).
2 ANOVA test for continuous variables; Chi—square test for categorical variables.
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Table 6. General characteristics of the study population by daily green tea consumption in women

Daily green tea consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value®

N 32,324 31,924 8,173 2,442

Age, years (Mean, SD) 53.5 8.1 52.1 +7.9 51.4 £7.6 50.9 =£7.3 <0.01

Education level <0.01
<10 13,821 (42.8) 10,304 (32.3) 2,220 (27.2) 580 (23.8)

10-12 13,179 (40.8) 14,094 (44.1) 3,746 (45.8) 1,180 (48.3)
>12 5,022 (15.5) 7,203 (22.6) 2,121 (26.0) 655 (26.8)
Missing 302 (0.9 323  (1.0) 86 (1.1) 27 (1.1)

Body mass index (kg/m?) <0.01
<18.5 788  (2.4) 618 (1.9 132 (1.6) 30 (1.2)
18—22.9 13,768 (42.6) 14,012 (43.9) 3,631 (43.2) 975 (39.9)
23—24.9 8,496 (26.3) 8,563 (26.8) 2,150 (26.3) 700 (28.7)
26< 9,272 (28.7) 8,731 (27.3) 2,360 (28.9) 737 (30.2)

Smoking status <0.01
Non—smoker 30,979 (95.8) 30,767 (96.4) 7,858 (96.1) 2,320 (95.0)
Ex—smoker 406 (1.3) 393 (1.2) 106 (1.3) 34 (1.4)
Current smoker 818 (2.5) 611 (1.9) 182 (2.2) 81 (3.3
Missing 121 (0.4) 153  (0.5) 27  (0.3) 7 (0.3
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Table 6. (Continued)

Daily green tea consumption, No. of cups

Variables None (%) <1 (%) 1to<2 (%) >2 (%)  p—value?
Alcohol consumption <0.01
Non—drinker 22,5561 (69.8) 21,111 (66.1) 5,165 (63.2) 1,457 (59.7)
Ex—drinker 564  (1.7) 629 (2.0) 137 (1.7) 58 (2.4)
Current drinker 9,092 (28.1) 10,039 (31.4) 2,844  (34.8) 921 (37.7)
Missing 117 (0.4) 145  (0.5) 27 (0.3 6 (0.2)
Regular exercise <0.01
No 17,163 (53.1) 14,655 (45.9) 3,575 (43.7) 1,013 (41.5)
Yes 15,098 (46.7) 17,193 (53.9) 4,578 (56.0) 1,424 (58.3)
Missing 63 (0.2) 76 (0.2) 20 (0.2) 5 (0.2)
First—degree family history of CRC <0.01
No 30,821 (95.4) 30,228 (94.7) 7,753 (94.9) 2,279  (93.3)
Yes 824 (2.5) 862 (2.7) 215  (2.6) 66 (2.7)
Missing 679 (2.1) 834 (2.6) 205 (2.5) 97  (4.0)
Chronic disease <0.01
No 24,980 (77.3) 25,395 (79.5) 6,608 (80.9) 1,952 (79.9)
Yes 7,325 (22.7) 6,617 (20.4) 1,560 (19.1) 489 (20.0)
Missing 19 (0.1) 12 (0.0 5 (0.1 1 (0.0)




Table 6. (Continued)

Daily green tea consumption, No. of cups

Variables None (%) <1 (%) 1to <2 (%) >2 (%)  p—value

Red and processed meat intake (g/day) <0.01

Ql K11.3) 10,872 (33.6) 8,861 (27.8) 2,043  (25.0) 683 (28.0)

Q2 (11.3—22.4) 8,337 (25.8) 8,493 (26.6) 2,042  (25.0) 589 (24.1)

Q3 (22.5-42.9) 7,022 (21.7) 7,795 (24.4) 2,021 (24.7) 581 (23.8)

Q4 (= 43.0) 6,093 (18.8) 6,775 (21.2) 2,067 (25.3) 589 (24.1)
Vegetable and fruits intake (g/day) 456.4 *+284.3 498.7 *312.6 574.3 *£333.3 634.0 T414.5 <0.01
Energy intake (kcal/day) (Mean, SD) 1,620.3 *£466.1 1,687.8 *483.4 1,820.9 =*=514.7 1,846.6 *£566.5 <0.01

v

SD, standard deviation; CRC, colorectal cancer.
Values are presented as mean = SD or number (%).
2 ANOVA test for continuous variables; Chi—square test for categorical variables.
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Table 7. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer
incidence according to colorectal cancer risk factors in men

CRC
Variables HR p—value FDR
Body mass index (kg/m? 0.06 0.26
<185 LO6  (047-240)
18—22.9 1.00  (reference)
23-24.9 104 (081-1.33)
25< 132 (1.05-165)
Education level 0.36 0.81
<10 1.00  (reference)
10-12 107 (0.85-1.35)
>12 090 (0.70-1.15)
Missing L33 (065-2.73)
Smoking status 0.87 0.93
Non—smoker 1.00  (reference)
Ex—smoker 104 (0.84-1.30)
Current smoker L1l (087-142)
Missing .
Alcohol consumption 0.65 0.93
Non—drinker 1.00  (reference)
Ex—drinker 102 (0.69-150)
Current drinker L15 (091-145)
Missing 096 (0.13-6.89)
Reguilar exercise 0.77 0.93
No 1.00  (reference)
Yes 094 (0.78-1.13)
Missing 073 (0.10-518)
First—degree family history of CRC <001 <001
No 1.00  (reference)
Yes 209 (1.36-320)
Missing 035 (0.13-094)
Red and processed meat intake (g/day)  1.00 (1.00—1.00) 093 093
Vegetable and fruits intake (g/day) 100 (1.00—1.00) 0.80 093
Energy intake (kcal/day) 1.00  (1.00—1.00) 0.23 0.68

CRC, colorectal cancer; HR, hazard ratio; FDR, false discovery rate.
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Table 8. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer
incidence according to colorectal cancer risk factors in women

CRC
Variables HR p—value FDR
Body mass index (kg/m’) 072 089
<185 066 (0.27-1.60)
18—22.9 1.00  (reference)
23-24.9 098 (0.78-1.23)
25< LO5  (0.85-1.31)
Education level 015 044
<10 1.00  (reference)
10-12 LOO  (0.81-1.23)
>12 123 (094-161)
Missing 033 (0.08-1.32)
Smoking status 082 089
Non—smoker 1.00  (reference)
Ex—smoker 138 (0.65—2.90)
Current smoker L17 (062-218)
Missing
Alcohol consumption 051 089
Non—drinker 1.00  (reference)
Ex—drinker 061 (0.25-148)
Current drinker L1l (0.90-1.38)
Missing 087 (0.22-348)
Regular exercise 089 0.89
No 1.00  (reference)
Yes 104 (0.87-1.25)
Missing 084 (0.12-597)
First—degree family history of CRC 007 031
No 1.00 (reference)
Yes 169 (1.08-265)
Missing 095 (055-1.66)
Red and processed meat intake (g/day) 100 (1.00—1.00) 057 0.89
Vegetable and fruits intake (g/day) 100 (1.00—1.00) 001 005
Energy intake (kcal/day) 100 (1.00—1.00) 067 0.89
CRC, colorectal cancer; HR, hazard ratio; FDR, false discovery rate.
45 X 2-1)
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Figure 4. The proportional hazard (PH) assumption in coffee consumption group among men
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Figure 7. The proportional hazard (PH) assumption in green tea consumption group among women



Table 9. The proportional hazard (PH) assumption using goodness—of—fit

tests in men

Variables

p—value

Coffee consumption
None
<1
1 to <2
=2
Green tea consumption
None
<1
1 to <2
=2

0.86
0.67
0.68

0.82
0.97
0.63

Table 10. The proportional hazard (PH) assumption using goodness—of—fit

tests in women

Variables

p—value

Coffee consumption
None
<1
1 to <2
=2
Green tea consumption
None
<1
1 to <2
=2

0.97
0.60
0.77

0.35
0.68
0.44
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Table 11. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily coffee consumption in men

Daily coffee consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
N 4,807 7515 14553 12,505
Person—years 438839 69,9259 1315420 1126160
Colorectal cancer
No. of event 62 90 174 137
Model 1° 100 (reference) 095 (0.69-1.32) 098 (0.73-1.31) 103 (0.76—1.39) 0.64
Model 2°¢ 100 (reference) 092 (0.67-128) 094 (0.70-1.26) 098 (0.72-1.33) 0.64
Model 3¢ 100 (reference) 093 (067-1.29) 096 (0.71-1.28) 101 (0.74-1.38) 0.65

' Colon cancer

No. of event 38 51 92 73
Model 1° 100 (reference) 089 (059-1.36) 086 (059-1.25) 094 (0.63-1.39) 0.98
Model 2°¢ 100 (reference) 085 (0.56—1.30) 081 (055-1.18) 088 (059-1.32) 097
Model 3¢ 100 (reference) 085 (0.56—1.30) 082 (056—1.20) 091 (0.61-1.37) 0.97
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Table 11. (Continued)

Daily coffee consumption, No. of cups

Variables None <1 1to<2 >2 pfortrend?®

Rectal cancer

No. of event 24 39 82 64

Model 1° 1.00 (reference) 105 (0.63—1.75) 117 (0.74—185) 117 (0.73-187) 050

Model 2 © 1.00 (reference) 1.03  (062-1.72) 1.15 (0.73—-1.82) 1.13 (0.70—1.83) 0.51

Model 3¢ 1.00 (reference) 105 (0.63—1.75) 117 (0.74—1.86) 117 (0.72-190) 052
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, and first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).



Table 12. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily coffee consumption in women

Daily coffee consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?

N 13535 16,778 31,074 13476

Person—years 1252680 159,250.0 280,035.0 122,1260

Colorectal cancer

No. of event 80 117 188 78

Model 1° 100 (reference) 131 (0.99-1.75) 126 (097-163) 142 (1.03-194) 0.11
Model 2°¢ 100  (reference) 130 (0.98-1.73) 123 (0.94-1.60) 138 (1.00-1.90) 0.16
Model 3¢ 100  (reference) 1.27 (095-1.69) 121 (093-158) 134 (097-1.86) 0.22

& Colon cancer

No. of event 52 79 128 51

Model 1° 100  (reference) 141 (0.99-200) 136 (0.99-1.89) 152 (1.02-2.25) 0.13
Model 2°¢ 100  (reference) 140 (0.98-1.98) 1.35 (097-1.87) 147 (099-2.19) 0.18
Model 3¢ 100  (reference) 136 (0.96—1.94) 133 (095-1.84) 143 (096-2.14) 0.23
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Table 12. (Continued)

Daily coffee consumption, No. of cups

None <1 1t0<2 =2 pfortrend?

Rectal cancer

No. of event 28 38 60 27

Model 1° 1.00 (reference) ~ 1.14 (0.70-1.85) 106 (0.68—1.66) 123 (0.72-2.10) 0.55

Model 2 © 1.00 (reference) .12 (069-1.83) 1.03 (0.65—-1.61) 1.21 (0.70-2.09) 0.60

Model 3¢ 1.00 (reference) 110 (0.68—1.80) 101 (0.64—159) 118 (0.68—205) 0.66
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, and first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 13. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily green tea consumption in men

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?

N 15638 16,655 5,310 1,777

Person—years 1364680 1539770 499312 17,1958

Colorectal cancer

No. of event 198 189 57 19

Model 1° 100 (reference) 090 (0.74—-1.10) 088 (0.66—1.18) 088 (0.55—1.40) 051
Model 2°¢ 100 (reference) 091 (0.74-112) 089 (0.66—1.20) 089 (0.56—144) 056
Model 3¢ 100  (reference) 091 (0.74-112) 089 (0.66—1.21) 090 (056—145) 061

S Colon cancer

No. of event 116 98 33 7

Model 1° 100  (reference) 081 (0.62-106) 090 (061-1.32) 057 (027-1.23) 0.25
Model 2°¢ 100 (reference) 081 (0.61-106) 089 (0.60-1.31) 058 (0.27-124) 0.27
Model 3¢ 100  (reference) 081 (0.61-106) 090 (0.60-1.33) 058 (0.27-1.26) 0.29




LS

Table 13. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend?
Rectal cancer
No. of event 32 91 24 12
Model 1° 100 (reference) 103 (0.76—1.39) 086 (055-1.36) 1.28  (0.70—2.34) 0.78
Model 2 © 1.00 (reference) 1.06 (0.78—1.43) 090 (0.56—-1.42) 1.33  (0.72—246) 0.74
Model 3¢ 100 (reference) 106 (0.78—143) 090 (0.56—143) 132 (0.71-245) 0.69
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, and first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).



Table 14. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily green tea consumption in women

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?

N 32,324 31,924 8,173 2,442

Person—years 281,591.0 300,302.0 787760 24,9225

Colorectal cancer

No. of event 199 206 42 16

Model 1° 100 (reference) 104 (0.85-1.26) 084 (0.60-1.17) 103 (062-1.71) 051
Model 2°¢ 100 (reference) 102 (0.84—1.24) 081 (058-113) 099 (059-166) 056
Model 3¢ 100  (reference) 103 (0.84—125) 083 (059-1.17) 104 (062-1.74) 061

% Colon cancer

No. of event 131 138 30 11

Model 1° 100  (reference) 107 (0.84—1.36) 092 (0.62-1.37) 110 (059-203) 0.25
Model 2°¢ 100 (reference) 105 (0.82-1.33) 089 (0.60-1.33) 105 (056—1.94) 0.27
Model 3¢ 100  (reference) 106 (0.83-1.35) 092 (0.61-1.38) 111 (0.60-207) 0.29
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Table 14. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 =2 pfortrend?

Rectal cancer

No. of event 68 68 12 5

Model 1° 1.00 (reference) 098 (0.70-1.38) 068 (0.37-1.26) 091 (0.37-225) 0.78

Model 2 © 1.00 (reference) 097 (0.69-1.36) 066 (0.36-1.22) 089 (0.36—2.22) 0.74

Model 3¢ 1.00 (reference) 097 (0.69-1.37) 067 (0.36—1.24) 092 (0.37-229) 0.69
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, and first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 15. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by BMI in men

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 p fortrend? p for interaction®
n 4,807 7515 14,553 12,505
Person—years 43,8839 69,925.9 131,542.0 112,616.0
Colorectal cancer
BMI 0.98
<25
No. of events 40 49 93 72
HR® 1.00 (reference) 0.89 (0.58—1.35) 0.92 (0.63—1.34) 0.96 (0.64—1.43) 0.91
> 25
No. of events 22 41 81 65
HR® 1.00 (reference) 099 (059-1.67) 101 (063-1.63)  1.09 (0.67-1.79) 0.59
Colon cancer
BMI 0.90
<25
No. of events 22 28 50 36
HR® 1.00 (reference) 090 (051-158) 088 (053-147) 089 (051-1.56) 081
> 25
No. of events 16 23 42 37
HR® 1.00 (reference) 0.77 (0.40—1.45) 0.73 (041—1.31) 091 (0.50—1.67) 0.72




Table 15. (Continued)

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 D fortrend? p for interaction®
Rectal cancer
BMI 0.68
<25
No. of events 18 21 43 36
HR® 1.00 (reference) 087 (046-1.63) 097 (055-1.69  1.03 (057—1.87) 0.66
> 25
No. of events 6 18 39 28
HR® 1.00 (reference) 160 (0.63—4.05) 177 (0.75-4.18)  1.59 (0.65—3.89) 0.69

BMI, body mass index; HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.
b Interaction was calculated using Wald test of cross—product terms.

¢ Adjusted for education level, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day),

vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 16. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by BMI in women

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend?® p for interaction®
n 13,535 16,778 31,074 13476
Person—years 125,268.0 159,250.0 280,035.0 122,126.0
Colorectal cancer
BMI 052
<25
No. of events 53 85 120 52
HR® 1.00 (reference) 142 (1.00-201) 124 (089-1.72)  1.36 (092-2.03) 052
> 25
No. of events 27 32 68 26
HR® 1.00 (reference) ~ 1.00 (059-1.67)  1.18 (0.75-1.86)  1.35 (0.77-2.37) 0.19
Colon cancer
BMI 043
<25
No. of events 35 60 82 32
HR® 1.00 (reference) ~ 1.54 (1.01-2.34)  1.31 (088-196) 1.30 (0.79-2.14) 0.88
> 25
No. of events 17 19 46 19
HR® 1.00 (reference) 094 (049-1.82) 1.30 (0.74—2.29) 1.69 (0.85—3.36) 0.05
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Table 16. (Continued)

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 D fortrend? p for interaction®
Rectal cancer
BMI 0.68
<25
No. of events 18 25 38 20
HR® 1.00 (reference) ~ 1.20 (0.65—2.21) 111 (062-196) 147 (0.75—2.87) 0.35
> 25
No. of events 10 13 22 7
HR® 1.00 (reference) 108 (047-247) 098 (046—-2.11)  0.86 (0.32-2.34) 0.67

BMI, body mass index; HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.

¢ Adjusted for education level, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day),

vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 17. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by smoking

status in men

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 piortrend? pfor interaction®
n 4,795 7,499 14,522 12,485
Person—years 43,740.5 69,7169 131,046.1 112,312.2
Colorectal cancer
Smoking status 0.53
Never and Past
No. of events 51 76 132 75
HR® 1.00 (reference) 1.04 (0.72-1.48) 1.01 (0.73—-141) 1.03 (0.72—1.48) 0.96
Current
No. of events 11 14 42 62
HR® 1.00 (reference) 058 (0.26—1.29) 0.79 (041-154) 092 (048—1.77) 0.28
Colon cancer
Smoking status 0.19
Never and Past 31 44 74 36
No. of events
HR® 1.00 (reference) 0.96 (0.61-153) 093 (0.61-1.42) 0.84 (0.51-1.37) 045
Current 7 7 18 37
No. of events
HR® 1.00 (reference) 049 (0.17-1.39) 054 (0.22-1.30) 092 (0.41-2.09) 0.14
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Table 17. (Continued)
Deaily coffee consumptiaon, No. of cups
Variables None <1 1to<2 =2 pfortrend®  pfor interaction®
Rectal cancer 0.68
Smoking status
Never and Past
No. of events 20 32 58 39
HR® 1.00 (reference) 1.14 (0.65—2.01) 1.15 (069—-1.92) 1.31 (0.76—2.28) 0.36
Current
No. of events 4 7 24 25
HR® 1.00 (reference) 0.74 (0.22—2.54) 1.20 (0.42—-3.47) 0.95 (0.33—2.75) 0.98
HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 18. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by smoking

status in women

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend? pfor interaction®
n 13481 16,683 30,950 13,441
Person—years 124,592.7 157,955.7 278,258.2 121,508.7
Colorectal cancer
Smoking status 0.89
Never and Past
No. of events 80 116 185 72
HR® 1.00 (reference)  1.27 (0.95-1.69) 1.22 (093-159) 1.32 (0.95—1.84) 0.28
Current
No. of events 0 1 3 6
HR® 1.00 (reference) 0.22
Colon cancer
Smoking status 0.88
Never and Past
No. of events 52 79 126 46
HR® 1.00 (reference)  1.35 (0.94—1.92) 1.32 (0.95-1.83)  1.36 (0.90—2.05) 0.35
Current
No. of events 0 0 2 5
HR ¢ 1.00 (reference) 0.08




Table 18. (Continued)

pfor interaction

69

Daily coffee consumption, No. of cups

>2 plortrend?®

Variables None <1 1to <2

0.87

Rectal cancer
Smoking status
Never and Past
37 59

28
1.00 (reference) 1.04 (0.66—1.66)

No. of events

I_[RC

1.12 (0.68—1.85)

Current
1 1

0

1.00 (reference)

No. of events

I_[RC

26

1.25 (0.71-2.18) 0.56

0.62

HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.

¢ Adjusted for education level, BMI, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 19. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by alcohol consumption in men

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend pfor interaction ®
n 4,793 7,498 14,512 12,483
Person—years 43,720.6 69,706.5 1309435 112,292.1
Colorectal cancer
Alcohol consumption 0.81
Never and Past
No. of events 22 24 47 34
HR® 1.00 (reference) ~ 1.08 (0.60-1.93)  1.13 (067-1.89)  1.06 (0.60~1.87) 094
Current
No. of events 39 66 127 103
HR® 1.00 (reference) 089 (060-1.32) 092 (0.64-1.32)  1.02 (0.70~1.50) 048
Colon cancer
Alcohol consumption 043
Never and Past
No. of events 13 12 28 16
HR® 1.00 (reference)  0.86 (0.39-1.90)  1.08 (056-2.12)  0.79 (0.36—1.72) 063
Current
No. of events 24 39 64 57
HR® 1.00 (reference)  0.86 (052-143) 0.77 (048-1.23)  1.00 (0.61-1.63) 0.57




Table 19. (Continued)

Variables

Daily coffee consumption, No. of cups

None

<1

1to<2

plortrend?® pfor interaction

Rectal cancer

Alcohol consumption
Never and Past

No. of events

I_[RC

Current

No. of events

I_[RC

9
1.00 (reference)

15
1.00 (reference)

12
1.14 (059-3.36)

27
0.93 (0.50-1.76)

19
1.20 (0.54-2.68)

63
1.17 (0.66—2.05)

18
1.52 (0.65—355)

46
1.08 (0.60—1.96)

0.86

046

0.66

HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, smoking status, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day), vegetable and

fruits intake (g/day), and energy intake (kcal/day).



Table 20. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by alcohol consumption in

women
Daily coffee consumption, No. of cups
Variables None <1 1to<2 =2 pfortrend pfor interaction ®
n 13,479 16,680 30,965 13,444
Person—years 124,589.1 158,020.8 278,451.2 121,546.4
Colorectal cancer
Alcohol consumption 0.93
Never and Past
No. of events 69 84 132 49
HR® 1.00 (reference)  1.20 (0.87-1.65) 1.20 (0.90-1.62 1.33 (091-1.94) 022
3 Current
No. of events 11 32 55 29
HR® 1.00 (reference)  1.38 (0.70-2.76)  1.20 (063—-2.31)  1.38 (0.68—2.79) 071
Colon cancer
Alcohol consumption 0.23
Never and Past
No. of events 42 55 96 32
HR® 1.00 (reference)  1.30 (0.87-1.95) 090 (044-1.83) 147 (0.91-2.37) 0.13
Current
No. of events 10 23 31 19
HR® 1.00 (reference) 1.10 (052—2.33) 0.78 (0.38—1.60) 1.06 (0.48—2.31) 092




Table 20. (Continued)

Daily coffee consumption, No. of cups
Variables None <1 1t0<2 =2 plortrend?® pfor interaction

Rectal cancer

Alcohol consumption 0.25

Never and Past

No. of events 27 29 36 17
HR® 1.00 (reference)  1.03 (0.61-1.75) 081 (049-1.34)  1.11 (059-2.08) 0.98
Current
No. of events 1 9 24 10
. HR® 1.00 (reference) ~ 4.25 (0.54—33.64)  5.36 (0.72—39.81) 4.62 (0.58—36.56) 0.45
" HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, smoking status, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day), vegetable and
fruits intake (g/day), and energy intake (kcal/day).
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Table 21. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by BMI in men

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend® pfor interaction
n 15,638 16,655 5,310 1,777
Person—years 136,468.2 1539769 499312 17,1958
Colorectal cancer
BMI 0.77
<25
No. of events 112 99 32 11
HR® 1.00 (reference) 091 (0.69-1.200 105 (0.70-158)  1.11 (059—2.09) 0.56
> 25
No. of events 86 90 25 8
HR® 1.00 (reference) 099 (059-1.67) 101 (063—-1.63)  1.09 (0.67-1.79) 0.19
Colon cancer
BMI 0.07
<25
No. of events 57 52 23 4
HR® 1.00 (reference) 093 (0.63—1.36)  1.48 (0.90—244)  0.80 (0.29-2.23) 0.53
> 25
No. of events 59 46 10 3
HR® 1.00 (reference) 069 (047-103) 046 (023—-091) 041 (0.13-1.34) 0.04




Table 21. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend?® pfor interaction ®
Rectal cancer 0.16
BMI
<25
No. of events 55 47 9 7
HR® 1.00 (reference) 090 (0.61-1.34) 061 (0.30-1.25)  1.44 (0.64-3.21) 0.85
> 25
No. of events 27 44 15 5
HR® 100 (reference) ~ 1.37 (0.84-2.22) 133 (0.70-254)  1.26 (048-3.32) 0.73

BMI, body mass index; HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 22. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by BMI in women

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend®  pfor interaction®
n 32,324 31,924 8173 2442
Person—years 281,591.6 300,302.0 787759 24,9225
Colorectal cancer
BMI 0.36
<25
No. of events 130 136 31 13
HR® 1.00 (reference) ~ 1.02 (0.80-1.29) 094 (063-1.39)  1.27 (0.72-2.25) 0.71
> 25
No. of events 69 70 11 3
HR® 1.00 (reference) 109 (0.78-152 063 (033-1.200 057 (0.18-1.82) 0.15
Colon cancer 0.76
BMI
<25
No. of events 86 94 20 9
HR® 1.00 (reference) 107 (080—-144) 093 (057-151)  1.35 (0.68—2.68) 0.69
> 25
No. of events 45 44 10 2
106 (0.70-161) 089 (045-1.77) 060 (0.15—2.49) 0.52

I_[RC

1.00 (reference)




Table 22. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend®  pfor interaction
Rectal cancer 0.25
BMI
<25
No. of events 44 42 11 4
HR® 1.00 (reference) 091 (060-1.39)  0.96 (049-1.85  1.12 (040-3.12) 0.92
> 25
No. of events 24 26 1 1
HR® 1.00 (reference) 114 (066—-1.99) 016 (002-1.19) 052 (0.07-3.81) 0.13

BMI, body mass index; HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 23. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by smoking status in men

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend®  pfor interaction”
N 15,605 16,621 5,301 1,774
Person—years 136,468.2 153,977.0 49931.2 17,195.8
Colorectal cancer
Smoking status 0.54
Never and Past
No. of events 37 46 19 11
HR® 1.00 (reference) ~ 0.88 (0.69-1.12) 094 (067-1.33)  1.01 (0.60~1.71) 0.86
Current
No. of events 161 143 38 8
HR® 1.00 (reference) ~ 1.00 (0.69-146)  0.74 (0.39-140)  1.56 (0.17-1.80) 0.19
Colon cancer
Smoking status 0.80
Never and Past
No. of events 18 21 12 5
HR® 1.00 (reference) ~ 0.75 (054-1.04) 087 (055-1.37)  0.64 (0.28—1.48) 047
Current
No. of events 98 7 21 2
HR® 1.00 (reference) 098 (059-1.66) 093 (042-2.05) 037 (0.05-2.71) 0.36




Table 23. (Continued)

Variables

Daily green tea consumption, No. of cups

None

<1

1to<2

>2 pfortrend®  pfor interaction®

Rectal cancer
Smoking status

Never and Past
No. of events
HR ©

Current
No. of events
HR ©

19
1.00 (reference)

63
1.00 (reference)

25
1.08 (0.75—1.55)

66
1.04 (0.60—1.79)

7
1.06 (0.63—1.78)

17
0.54 (0.19-1.56)

0.55

6
1.56 (0.78—3.11) 0.30

6
0.77 (0.18—3.26) 0.36

HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day),

vegetable and fruits intake (g/day), and energy intake (kcal/day).



Table 24. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by smoking status in women

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend®  pfor interaction ”
N 32,203 31,771 8,146 2,435
Person—years 280,370.0 298,629.0 78476.5 24,840.2
Colorectal cancer 0.17
Smoking status
Never and Past
No. of events 195 204 39 15
HR® 1.00 (reference) 105 (0.86-1.27) 080 (057-1.14) 094 (055-1.62) 041
Current
No. of events 4 2 3 1
HR® 1.00 (reference) 088 (028-2.78)  1.83 (047709 301 (0.62-14.61) 0.18
Colon cancer 0.30
Smoking status
Never and Past
No. of events 128 137 28 10
HR® 100 (reference) ~ 1.08 (091-1.86)  0.89 (094-1.82) 094 (0.91-2.09) 071
Current
No. of events 3 1 2 1
HR® 1.00 (reference)  0.75 (0.18—3.15)  1.69 (0.33—8.72)  4.13 (0.79—21.45) 0.16




Table 24. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend®  pfor interaction®
Rectal cancer 0.56
Smoking status
Never and Past
No. of events 67 67 11 5
HR® 1.00 (reference) 098 (0.70-1.38) 064 (0.34-121)  0.94 (0.38-2.33) 0.37
Current
No. of events 1 1 1 0
HR® 100 (reference)  1.18 (0.17-847) 217 (0.19-24.37) : 0.60

o
*  HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day),
vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 25. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by alcohol consumption in

men
Daily green tea consumption, No. of cups
Variables None <1 1to<2 =2 pfortrend®  pfor interaction ®
N 15,592 16,619 5,301 1,774
Person—years 136,026.2 153,6234 49,844.9 17,1680
Colorectal cancer
Alcohol consumption 0.72
Never and Past
No. of events 64 47 13 3
HR ¢ 1.00 (reference) ~ 0.68 (0.43-1.07) 055 (0.26-1.18)  0.20 (0.03—1.45) 0.17
Current
No. of events 133 142 44 16
HR® 1.00 (reference) 0.9 (0.79-1.25) 102 (0.73-142) 113 (069-1.86) 0.76
Colon cancer
Alcohol consumption 0.55
Never and Past
No. of events 39 23 6 1
HR® 100 (reference)  0.53 (0.28—1.00) 056 (021-147) 031 (0.04-2.31) 0.09
Current
No. of events 76 75 27 6
100 (reference)  0.90 (0.67—1.23) 102 (066-159) 068 (0.30—1.58) 0.90
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Table 25. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend? pfor interaction®
Rectal cancer
Alcohol consumption 091
Never and Past
No. of events 25 24 7 2
HR® (re fererlu':%()) 1.07 (061-1.89) 1.04 (044-2.44) 0.94 (0.22—4.01) 094
Current
No. of events 57 67 17 10
HR® (refererlu':%()) 1.11 (0.79-157) 101 (0.61-1.68) 1.69 (0.90-3.18) 055
HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, smoking status, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day), vegetable and

fruits intake (g/day), and energy intake (kcal/day).
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Table 26. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by alcohol consumption in

women
Deaily green tea cansumption, No. of cups
Variables None <1 1to<2 =2 pfortrend®  pfor interaction®
N 32,207 31,779 8,146 2,436
Person—years 280,450.9 298,813.2 78,4914 24,852.2
Colorectal cancer
Alcohol consumption 0.08
Never and Past
No. of events 137 160 29 8
HR® 1.00 (reference) ~ 1.20 (095-151)  0.90 (0.60—1.36) 0.86 (042-1.77) 0.36
Current
No. of events 62 44 13 8
HR® 100 (reference) ~ 0.64 (043-10D)  0.68 (0.37-1.25) 1.22 (058-258) 067
Colon cancer 0.06
Alcohol consumption
Never and Past
No. of events 91 108 48 5
HR® 1.00 (reference) ~ 1.23 (093-1.63)  1.00 (062-1.620 083 (0.33-2.09 0.54
Current
No. of events 40 28 9 6
1.00 (reference) ~ 0.63 (0.39-1.03)  0.75 (0.36—1.56) 1.42 (059-3.42) 041
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Table 26. (Continued)

Daily green tea consumption, No. of cups

Variables None <1

1to<2

>2 pfortrend®  pfor interaction®

Rectal cancer
Alcohol consumption
Never and Past
No. of events 46 52
HR ¢ 1.00 (reference)  1.14 (0.76—1.71)
Current
No. of events 22 16
HR ¢ 1.00 (reference)  0.64 (0.34—1.24)

8
0.72 (0.34—1.54)

4
0.56 (0.19—-1.66)

049

3
0.93 (0.29-3.01) 048

2
0.84 (0.19-3.62) 0.66

HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.

¢ Adjusted for education level, BMI, smoking status, regular exercise, first—degree family history of CRC, red and processed meat intake (g/day), vegetable and

fruits intake (g/day), and energy intake (kcal/day).
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Table 27. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by chronic disease in men

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend? pfor interaction ®
N 4,805 7511 14,537 12,497
Person—years 43,8300 69,828.6 131,196.7 1124247
Colorectal cancer
Chronic disease 0.60
No
No. of events 33 50 104 95
HR® 1.00 (reference) 093 (060-145 107 (0.72-1.60)  1.16 (0.77-1.75) 0.24
Yes
No. of events 29 40 70 42
HR® 1.00 (reference) 095 (058-153) 083 (053-129)  0.84 (051-1.37) 0.46
Colon cancer
Chronic disease 0.72
No
No. of events 21 27 55 50
HR® 1.00 (reference) ~ 0.80 (045-143) 093 (056155  1.03 (0.61-1.76) 0.45
Yes
No. of events 17 24 37 23
HR® 100 (reference) 094 (050-1.76)  0.71 (040-127)  0.76 (040-1.45) 0.35
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Table 27. (Continued)

Daily coffee consumption, No. of cups

Variables None <1 1to <2

plortrend?® pfor interaction

Rectal cancer
Chronic disease

No
No. of events 12 23 49
HR® 1.00 (reference) 1.14 (057-2.31) 1.32 (0.70—2.51)

Yes
No. of events 12 16 33
HR® 1.00 (reference) 0.94 (0.44-201) 1.00 (0.51-1.95)

45
1.39 (0.72-2.67)

19
0.95 (0.45—-2.00)

0.80

0.33

0.94

HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 28. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by coffee consumption stratified by chronic disease in women

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend? pfor interaction ®
N 13,525 16,766 31,063 13472
Person—years 125,071.0 158,894.3 279,421.7 121,846.7
Colorectal cancer
Chronic disease 0.70
No
No. of events 52 81 123 58
HR® 1.00 (reference) 129 (091-1.84) 113 (081-157) 127 (0.86-1.89) 061
Yes
No. of events 28 36 65 20
HR® 100 (reference) ~ 1.19 (0.73-1.97) 143 (091-2.25) 157 (0.87-2.86) 0.11
Colon cancer
Chronic disease 048
No
No. of events 34 57 82 37
HR® 1.00 (reference) 143 (093-219) 120 (079-1.80)  1.32 (0.81-2.13) 0.76
Yes
No. of events 18 22 46 14
HR® 100 (reference) ~ 1.13 (0.60-2.13)  1.60 (0.92-280)  1.74 (0.84—3.60) 0.06




Table 28. (Continued)

Daily coffee consumption, No. of cups
Variables None <1 1t0<2 =2 plortrend?® pfor interaction

Rectal cancer
Chronic disease 0.96
No
No. of events 18 24 41 21

HR® 100 (reference) 105 (057-1.95) 100 (057-1.77)  1.19 (0.61-2.30) 0.64
Yes
No. of events 10 14 19 6
HR® 100 (reference) ~ 1.30 (057-295) 113 (052-247)  1.28 (045-3.66) 0.85
HR, hazard ratio.
@ p—trend values were calculated with linear—by—linear association tests.

©
o~

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 29. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by chronic disease in men

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 piortrend? pfor interaction®
N 15,622 16,643 5,308 1,777
Person—years 136,313.9 153,858.1 499119 17,195.8
Colorectal cancer
Chronic disease 0.85
No
No. of events 124 112 35 11
HR® 1.00 (reference) 085 (0.65-1.10)  0.88 (0.60-1.29)  0.79 (0.42-148) 053
Yes
No. of events 74 7 22 8
HR® 1.00 (reference) 101 (0.73-140) 094 (058-152)  1.06 (051-2.22) 097
Colon cancer
Chronic disease 0.86
No
No. of events 69 61 18 5
HR® 1.00 (reference) 083 (058-1.18)  0.82 (048-140) 0,65 (0.26-1.63) 0.37
Yes
No. of events 47 37 15 2
HR® 1.00 (reference) 0.78 (0.50—1.21) 1.09 (0.60—1.96) 0.46 (0.11-1.89) 0.62




Table 29. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 =2 plortrend?® pfor interaction
0.23

Rectal cancer

Chronic disease

No

No. of events 55 51 17 6

HR® 1.00 (reference) 0.88 (0.60-1.29) 096 (055—1.68) 097 (0.41-2.28) 0.96

Yes

No. of events 27 40 7 6

HR® 1.00 (reference) 141 (086—2.32) 0.75 (0.32-1.74) 203 (0.82-5.01) 061
HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 30. Hazard ratios (HRs) and 95% confidence intervals (CIs) of colorectal cancer incidence by green tea consumption stratified by chronic disease in women

Daily green tea consumption, No. of cups

Variables None <1 1to<2 =2 piortrend? pfor interaction®
N 32,305 31,912 8,168 2,441
Person—years 281411.2 300,182.9 78,7270 249124
Colorectal cancer 094
Chronic disease
No
No. of events 129 145 29 11
HR® 1.00 (reference) ~ 1.08 (0.85-1.3%)  0.84 (056-1.27)  1.04 (056-1.93) 0.60
Yes
No. of events 70 61 13 5
HR® 1.00 (reference) 092 (065-1.30) 082 (045-150)  1.06 (0.42—2.65) 0.86
Colon cancer 0.84
Chronic disease
No
No. of events 84 98 21 7
HR® 1.00 (reference) ~ 1.15 (0.85-1.54)  0.96 (059-157)  1.05 (0.48-228) 0.84
Yes
No. of events 47 40 9 4
HR® 1.00 (reference)  0.89 (058-1.36) 0.84 (041-1.73)  1.24 (0.44—349) 0.86
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Table 30. (Continued)

Daily green tea consumption, No. of cups
Variables None <1 1t0<2 =2 plortrend?® pfor interaction

Rectal cancer

Chronic disease

0.96

No
No. of events 45 47 8 4
HR® 1.00 (reference) 097 (064—147) 062 (029-1.34)  1.02 (0.36—2.87) 0.54
Yes
No. of events 23 21 4 1
HR® 1.00 (reference) 098 (054—1.78) 079 (027-232) 065 (0.09-4.91) 0.57
HR, hazard ratio.

@ p—trend values were calculated with linear—by—linear association tests.

b Interaction was calculated using Wald test of cross—product terms.
¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC variables, red and processed
meat intake (g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 31. General characteristics of the study population by the types of coffee in men

The types of coffee

Variables None (%) Black (%) Sugar (%) Cream (%) 3—-in—1 (%) p—value®

N 4,807 4727 3,984 560 25,302

Age, years (Mean, SD) 55.6 87 53.2 86 545 86 55.6 87 53.8 87 <001

Education level (years) <0.01
<10 1,142 (238) 663  (14.0) 819  (206) 94  (16.8) 5365 (21.2)

10—12 1,870  (38.9) 1,719  (36.4) 1,700 (427 190 (339 10468  (41.4)
>12 1,738 (36.2) 2,296  (48.6) 1,428  (35.8) 270 (482 9191 (363
Missing 57 1.2 49 1.0 37 09 6 1D 278 1D

Body mass index (kg/m?) <001
<185 115 24) 43 09 32 0.8) 4 0.7 335 1.3
185-229 1,688  (35.1) 1,145 (242 1,021 (256) 139 (248 7,286  (28.8)

23—249 1,446 (30.1) 1,403 (29.7) 1,220  (30.6) 192 (34.3) 7641  (30.2)
25< 1,558  (32.4) 2,136 (452 1,711 (429 225 (402 10,040 (39.7)

Smoking status <001
Non—smoker 1,962  (40.8) 1,327 (28.1) 1,028  (25.8) 145 (259 6,364  (25.2)
Ex—smoker 2,103 (43.7) 2,143 (453 1,810  (454) 242 (43.2) 9992 (395
Current smoker 730  (15.2) 1,244 (26.3) 1,134 (285) 173 (30.9) 8904 (352
Missing 12 0.2) 13 0.3) 12 0.3) 0 0.0 42 0.2)
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Table 31. (Continued)

The types of coffee

Variables Nore (%)  Black (%) Sugar (%) Cream (%  3-in—-1 (%) p—value®
Alcohol consumption <0.01
Non—drinker 1,268 (26.4) 835 (177 770 (19.3) 94 (16.8) 4947 (19.6)
Ex—drinker 540 (11.2) 338 (712 297 (75 36 6.4) 1,618 6.4
Current drinker 2985 (621) 3539 (749 2906 (729 430 (76.8) 18,683 (73.8)
Missing 14 03 15 03 11 03 0 0.0 54 0.2)
Regular exercise <0.01
No 1,854 (386) 1696 (359 1521 (382 190 (339 11,333 (44.8)
Yes 2939 (611 3021 (639 2448 (614) 369 (65.9) 13911 (65.0)
Missing 14 03 10 (0.2 15 (04 1 0.2) 58 0.2)
First—degree family history of CRC 0.63
No 4589 (955 4521 (956) 3816 (958) 536 95.7) 24,122 (95.3)
Yes 118 (25 117 25H) 94 (24 10 1.8 608 24
Missing 100 (2.1 89 (1.9 74 (19 14 25) 572 23
Red and processed meats (g/day) <0.01
Ql K11.3) 1,217 (25.3) 877 (186) 700 (176) 100 179 3,462 (13.7)
Q2 (11.3—224) 1,130 (235) 1,071 (227) 953 (239 126 (22.5) 5,590 (22.1)
Q3 (225—-42.9) 1,228 (255) 1,302 (275 1094 (275 153 27.3) 7,363 (29.D
Q4 (= 430) 1,232 (25.6) 1477 (312 1237 (31.0) 181 (32.3) 8,387 (35.D
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Table 31. (Continued

The types of coffee

Variables None %) Black %) Sugar (@) Cream (%) 3—in—1 (%) p—value?
Vegetable and frus intake (g/day) 4549 +2926 4457 +£2940 4557 +2946 4123 +92810 4416 +269.1 <001
(Mean, SD)

Energy intake (kcal/day) Mean, SD) 17468 +4741 17879 +4853 18310 =+4861 18112 +4986 18869 *4855 <001

SD, standard deviation; CRC, colorectal cancer.
Values are presented as mean = SD or number (%).
# ANOVA test for continuous variables; Chi—square test for categorical variables.
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Table 32. General characteristics of the study population by the types of coffee in women

The types of coffee

Variables None (%)  Black (%) Sugar (%) Cream (%) 3-in—-1 (%) p—value?

N 13,535 12,609 9,442 925 38,352

Age, years (Mean, SD) 55.4 *7.8 51.3 =£7.5 52.6  *7.5 51.3 =*74 52.1 =*£8.0 <0.01

Education level (Years) <0.01
<10 6,260 (46.3) 3,285 (26.1) 3,913 (41.4) 189 (20.4) 13,278 (34.6)

10-12 5,049 (37.3) 5,821 (46.2) 4,082 (43.2) 397 (42.9) 16,850 (43.9)
>12 2,076 (15.3) 3,388 (26.9) 1,369 (14.5) 329 (35.6) 7,839 (20.4)
Missing 150  (1.1) 115 (0.9 78 (0.8) 10 (1.1 385  (1.0)

Body mass index (Kg/m?) <0.01
<18.5 414 (3.1) 228 (1.8) 148 (1.6) 29 (3.1 749  (2.0)
18—22.9 6,339 (46.8) 5,453 (43.2) 3,661 (38.8) 441 (47.7) 16,392 (42.7)
23—24.9 3,608 (25.9) 3,337 (26.5) 2,667 (28.2) 223 (24.1) 10,174 (26.5)
256< 3,274 (24.2) 3,691 (28.5) 2,966 (31.4) 232 (25.1) 11,037 (28.8)

Smoking status <0.01
Non—smoker 13,225 (97.7) 11,975 (95.0) 8,981 (95.1) 884 (95.6) 36,859 (96.1)
Ex—smoker 105 (0.8) 228 (1.8) 134 (1.4) 13 (1.4) 459  (1.2)
Current smoker 151 (1.1 354  (2.8) 275 (2.9) 24 (2.6) 888 (2.3)
Missing 54 (0.4) 52 (0.4) 52  (0.6) 4 (0.4) 146 (0.4)
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Table 32. (Continued)

The types of coffee

Variables Nore (%)  Bilack Sugar (% Cream (%) 3-in-1 (% p—vahe®
Alcohol consumption <001
Non—drinker 11,140 (82.3) 7,628  (60.5) 5863 (62.1) 554  (59.9) 25099  (65.4)
Ex—drinker 221 (1.6 268 (2.1 185 (20 29 @D 685 (1.8
Current drinker 2,118 (15.6) 4,660 (37.0) 3,354  (35.5) 337  (36.4) 12427 (32.4)
Missing 56 (04) 53 04 40 (04 5 (05 141 04
Regular exercise <0.01
No 6,401 (47.3) 5469  (43.4) 4452  (47.2) 399 431 19685 (51.3)
Yes 7,109 (525) 7,122  (56.5) 4968  (52.6) 523  (56.5) 18571  (484)
Missing 25 (0.2 18 O 22 0.2 3 03 9% 0.3
First—degree family history of CRC <0.01
No 12867 (95.1) 12022 (95.3) 8950 (94.8) 868  (93.8) 36,374 (94.8)
Yes 337 (25) 357 (28 254 @27 30 @2 989 (26
Missing 331 @24 230 (1.8) 238  (25) 27 (29 989 (26
Red and processed meats (g/day) <0.01
Ql K11.3) 5830 (43.1) 3,803 (30.2) 2,864 (30.3) 236 (255) 9,726 (254)
Q2 (11.3—224) 3,398 (25.1) 3236 (25.7) 2508  (26.6) 272 (29.4) 10047  (26.2)
Q3 (225—-42.9) 2470 (182 2,890 (22.9) 2,154 (228 226  (24.4) 9679 (252
Q4 (= 430) 1,837  (136) 2,680 (21.3) 1916 (20.3) 191  (206) 8900 (232
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Table 32. (Continued

The types of coffee

Variables None %) Black % Sugar @ Cream @) 3-in-1 » p—vae?
Vegetable and frus intake (g/day) 4928 +3187 5156 +3248 5022 +3245 5066 +351.1 4832 +2970 <001
(Mean, SD)

Energy intake (kcal/day) (Mean, SD) 15821 +4656 16447 +4949 16680 +4929 16635 +5335 17263 +4836 <001

SD, standard deviation; CRC, colorectal cancer.
Values are presented as mean + SD or number (%).

2 ANOVA test for continuous variables; Chi—square test for categorical variables.
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Table 33. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to the types of coffee in men

The types of coffee

None Black Sugar Cream 3—in—1
N 4,807 47727 3,984 560 25,302
Person—years 43,849.3 41,7032 36,377.6 5,259.3 230,383.0
Colorectal cancer
No. of event 62 65 46 7 283
Model 12 1.00  (reference) 1.26  (0.89—-1.78) 094 (0.64—1.38) 094 (043—205) 095 (0.72—1.25)
Model 2° 1.00  (reference) 1.21 (0.85-1.72) 090 (0.61-1.32) 092 (042-201) 091 (0.69—1.20)
Model 3 1.00  (reference) 1.21 (0.85—-1.73) 091 (0.62-1.33) 093 (043—204) 093 (0.70—1.23)
Colon cancer
No. of event 38 38 27 6 145
Model 12 1.00  (reference) 1.25 (0.79—-1.96) 092 (056—-151) 1.31 (055-3.09) 082 (057-117)
Model 2° 1.00  (reference) 1.17 (0.74—1.85) 086 (052-141) 1.25 (053—298) 0.77 (053—-1.10)
Model 3 1.00  (reference) 117 (0.74-1.84) 087 (053-142) 1.26  (053—299) 078 (054-1.13)
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Table 33. (Continued)

The types of coffee

None Black Sugar Cream 3—in—1
Rectal cancer
No. of event 24 27 19 1 138
Model 1° 1.00  (reference) 1.29 (0.74—223) 099 (0.54—-1.80) 0.35 (0.05—256) 1.16 (0.75—1.80)
Model 2° 1.00  (reference) 1.27 (0.73-222) 096 (0.52—-1.76) 035 (0.05-257) 1.13 (0.73—1.76)
Model 3 1.00  (reference) 1.29 (0.74—224) 097 (053—-1.78) 0.36 (0.05—264) 1.16 (0.75—1.8D)
# Unadjusted.

b Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, and first—degree family history of CRC.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).



Table 34. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to the types of coffee in women

The types of coffee

None Black Sugar Cream 3—in—1
N 13,535 12,609 9,442 925 38,352
Person—years 125,161.0 110,570.0 87,9015 8,727.9 353,231.0
Colorectal cancer
No. of event 80 79 64 9 231
Model 12 1.00  (reference) 147 (1.07-20D) 1.36  (0.98—1.89) 209 (1.05—-4.17) 1.24 (096-161)
Model 2° 1.00  (reference) 141 (1.03—-194) 1.33  (0.96—1.86) 200 (1.00—4.00) 1.22  (094-158)
Model 3 1.00  (reference) 142 (1.03—-195) 1.33  (0.95—1.85) 1.97 (0.98-394) 1.18 (091-153)
E Colon cancer
No. of event 52 57 42 8 151
Model 12 1.00  (reference) 169 (1.16—247) 140 (093-211) 297 (141-6.27) 1.28 (0.94-1.76)
Model 2° 1.00  (reference) 164 (1.12-241) 140 (092-211) 286 (1.35—6.05) 1.27 (092-1.74)
Model 3 1.00  (reference) 166 (1.13-244) 1.39 (0.92-2.10) 280 (1.32—-594) 1.22  (0.89-1.69)
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Table 34. (Continued)

The types of coffee

None Black Sugar Cream 3—in—1
Rectal cancer
No. of event 28 22 22 1 80
Model 12 1.00  (reference) 1.07 (061-1.89) 1.27 (0.72—222) 061 (0.08-451) 1.16 (0.75—1.79)
Model 2° 1.00  (reference) 1.02 (058-1.8D) 1.22  (069—-2.15) 058 (0.08—4.29) 1.13 (0.73—1.76)
Model 3 1.00  (reference) 1.02 (058-1.8D) 1.21 (069-214) 057 (0.08-4.23) 111 0.71-172)
# Unadjusted.

b Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, and first—degree family history of CRC.
¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 35. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily coffee and green tea consumption in men who

drink both coffee and green tea
Daily coffee and green tea consumption, No. of cups
Variables None <1 1t0<2 >2 pfortrend?
N 1,976 4071 6,237 10,603
Person—years 17,158.3 38,159.3 57,661.0 985927
Colorectal cancer
No. of event 29 43 71 118
Model 1° 100 (reference) 072 (045-1.16) 080 (052-1.23) 087 (057—-1.30) 0.71
Model 2© 100 (reference) 069  (043-111) 074 (048-115) 081 (053-1.23) 0.88
Model 3¢ 100 (reference) 070 (044-113) 076 (049-117) 083 (054—1.27) 0.80
Colon cancer
No. of event 18 28 34 56
Model 1° 100 (reference) 078 (043-141) 063 (0.36-1.12) 071 (042-121) 042
Model 2© 100 (reference) 073 (040-1.33) 058 (0.32-1.04) 065 (0.38-1.12) 0.32
Model 3¢ 100 (reference) 123 (0.82-1.83) 125 (0.85-1.84) L12 (0.75-168) 0.53
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Table 35. (Continued)

Daily coffee and green tea consumption, No. of cups

Variables None <1 1to<2 >2 pfortrend?®

Rectal cancer

No. of event 11 15 37 62

Model 1° 100 (reference) 065 (0.30-141D 105 (054-206) L1l (058-211) 0.17

Model 2 100 (reference) 063 (029-1.38) 101 (051-1.99) 106 (0.55—-204) 021

Model 3¢ 100 (reference) 065 (054-202) 101 (051-200) 104 (054-202) 029
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 36. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily coffee and green tea consumption in women
who drink both coffee and green tea

Daily coffee and green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
N 6,958 8,859 12,867 14,236
Person—years 61,685.7 85.801.0 118,999.0 135,725.0
Colorectal cancer
No. of event 41 62 83 80
Model 1° 100 (reference) 130 (0.88-194) L35 (092-197) 124 (0.84-1.82) 0.62
Model 2°¢ 100 (reference) 126 (0.84-1.88) 129 (0.88-1.90) L17  (0.79-1.74) 0.82
Model 3¢ 100 (reference) 123 (0.82-1.83) 125 (085-1.84) 112 (0.75-168) 0.97
Colon cancer
No. of event 31 42 62 54
Model 1° 100 (reference) 120 (0.75-192) 139 (090-2.14) 117 (075-1.83) 0.70
Model 2© 100 (reference) L18  (0.74—1.89) 136 (0.87-2.12) L13  (0.71-1.80) 0.82
Model 3¢ 100 (reference) 116 (0.72-1.85) 132 (0.85—-207) 110 (0.69-1.75) 0.93
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Table 36. (Continued)

Daily coffee and green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
Rectal cancer
No. of event 10 20 21 26
Model 1° 100 (reference) 160 (0.75-1.92) 125 (059-269) 143 (0.68—-301) 0.74
Model 2© 100 (reference) 149 (0.69-322) 114 (053-247) L29  (0.60-277) 0.94
Model 3¢ 100 (reference) 143 (0.66-3.10) 109  (050-2.37) 121 (056—264) 0.96

@ p—trend values were calculated with linear—by—linear association tests.

b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 37. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily coffee consumption in men excluding the first
2 years of follow—up

Daily coffee consumption, No. of cups

Variables None <1 1to<2 =2 pfortrend?
N 4,752 7454 14,425 12,428
Person—years 34,2850 54,895.2 102,37%). 87,559.7
Colorectal cancer
No. of event 44 71 120 109
Model 1° 100  (reference) 105 (0.72-154) 096 (0.68—1.35) 116 (0.81-165) 0.35
Model 2 100 (reference) 102 (0.70-1.49) 092 (065-1.31) L11 (0.77-159) 0.56
Model 3¢ 100 (reference) L0 (0.69-147) 095 (067-1.34) L17 (081-168) 0.24
Colon cancer
No. of event 29 39 68 58
Model 1° 100 (reference) 089 (055—144) 084 (054-1.29) 098 (063-154) 0.76
Model 2 ¢ 100 (reference) 085 (052-1.37) 0.78  (050-1.21) 092 (058-1.46) 0.61
Model 3¢ 100 (reference) 083 (051-1.35) 080 (051-1.24) 096 (0.60-152) 0.72
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Table 37. (Continued)

Daily coffee consumption, No. of cups

Variables None <1 1to<2 >2 pfortrend?®

Rectal cancer

No. of event 15 32 52 51

Model 1° 100 (reference) L37 (0.74-252) L19 (067-2.12) 148 (0.83-265) 029

Model 2 100 (reference) L37 (0.74-253) L19 (067-2.12) 147 (0.81-265) 0.76

Model 3 100 (reference) 133 (0.71-246) 123 (0.69-2.20) 157 (0.87-2.85) 0.18
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake

(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 38. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily coffee consumption in women excluding the
first 2 years of follow—up

Daily coffee consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
N 13483 16,725 30,987 13446
Person—years 98,138.8 125,501.0 2174650 94,964.4
Colorectal cancer
No. of event 62 89 141 59
Model 1° 100  (reference) 129 (093-1.79) 124 (092-167) 140 (097-20D 0.19
Model 2© 100  (reference) 1.27 (092-1.76) 1.20 (0.89-163) 133 (092-193) 0.33
Model 3¢ 100  (reference) 124 (089-172) L18  (0.87-1.60) 128 (0.88-1.86) 041
Colon cancer
No. of event 41 63 96 39
Model 1° 100  (reference) 140 (094-208) 130 (0.90-1.88) 147 (0.94-2.30) 0.27
Model 2© 100  (reference) 139 (0.94-207) 1.28 (0.88-1.86) 139 (0.88—2.19) 043
Model 3¢ 100 (reference) L35 (091-202) 125 (0.86-1.82) 134 (084-2.11) 0.52
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Table 38. (Continued)

Daily coffee consumption, No. of cups

Variables None <1 1t0<2 =2 pfortrend?

Rectal cancer

No. of event 21 26 45 20

Model 1° 100 (reference) 107 (0.60-191) L1l (066-187) 126 (0.67-2.36) 048

Model 2 ¢ 100 (reference) 105 (059-187) 105 (0.62-1.79) 1.21  (0.64—2.30) 0.56

Model 3¢ 100 (reference) 102 (057-183) 104 (061-1.76) L18  (0.62-2.24) 0.60
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 39. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily green tea consumption in men excluding the
first 2 years of follow—up

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
N 15489 16538 5,266 1,766
Person—years 105,329.0 120,777.0 39,352.9 13,6512
Colorectal cancer
No. of event 151 138 40 15
Model 1° 100 (reference) 085 (067-1.07) 079 (056-1.12) 083 (0.52—-150) 045
Model 2© 100 (reference) 086 (0.68—1.09) 081 (057-1.15) 091  (053-155) 0.56
Model 3¢ 100 (reference) 087 (0.68—1.09) 085 (059-1.21) 097 (056—1.66) 0.79
Colon cancer
No. of event 93 68 26 7
Model 1° 100 (reference) 069 (050-094) 086  (0.56—1.33) 069 (0.32-150) 0.56
Model 2°¢ 100 (reference) 069 (050—-095) 086 (055—-1.33) 071 (0.33-153) 061
Model 3¢ 100 (reference) 069 (050-095) 089 (057-1.39) 074 (0.34-16D 0.74
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Table 39. (Continued)

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
Rectal cancer

No. of event 58 70 14 8

Model 1° 1.00 (reference) 110 (0.77-156) 069  (0.39-1.24) 116 (055—243) 0.64
Model 2© 1.00 (reference) 114 (0.80-1.62) 073 (040-1.32) 123 (058-259) 0.76
Model 3¢ 1.00 (reference) 114 (0.80-1.63) 078 (043-141) 133 (0.63—-282) 0.98

@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 40. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to daily green tea consumption in women excluding

the first 2 years of follow—up

Daily green tea consumption, No. of cups

Variables None <1 1t0<2 >2 pfortrend?
N 32,221 31,835 8,149 2436
Person—years 217,042.0 236,529.0 62,454.1 20,0437
Colorectal cancer
No. of event 149 157 33 12
Model 1° 100  (reference) 103 (0.83-1.29) 085 (0.58-1.24) 099 (055-1.78) 0.58
Model 2© 100  (reference) 102 (0.82-1.28) 083 (057-1.22) 096  (053-1.74) 0.49
Model 3¢ 100  (reference) 103 (0.82-1.29) 085 (058—1.24) 100 (055-1.82) 0.60
Colon cancer
No. of event 97 110 24 8
Model 1° 100  (reference) 112 (0.85—148) 096  (062-151) 103 (050-2.12) 0.83
Model 2© 100  (reference) L1l (0.84-147) 094 (060—148) 100 (0.48—206) 0.74
Model 3¢ 100  (reference) 112 (085-148) 096 (061-152) 105 (051-217) 0.86




Table 40. (Continued)

Daily green tea consumption, No. of cups

Lal

Variables None <1 1to<2 >2 pfortrend?®

Rectal cancer

No. of event 52 47 9 4

Model 1° 100 (reference) 087 (059-1.29) 065 (0.32-1.32) 091 (0.33-253) 050

Model 2 ¢ 100 (reference) 086  (0.58-1.28) 063 (0.31-1.28) 089 (0.32-249) 046

Model 3 100 (reference) 086 (058-1.29) 064 (031-1.3D) 092 (0.33-259) 051
@ p—trend values were calculated with linear—by—linear association tests.
b Unadjusted.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

4 Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 41. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to the types of coffee in men excluding the first 2

years of follow—up

"The types of coffee
None Black Sugar Cream 3—in—1
N 47752 4,704 3,952 554 25,097
Person—years 34,285.0 32,271.7 28,438.3 41435 179,972.0
Colorectal cancer
No. of event 44 53 35 5 207
Model 12 1.00  (reference) 146 (098-217) 101 (0.65—-158) 093 (0.37-2.36) 098 (0.71-1.36)
Model 2° 1.00  (reference) 141 (094-212) 097  (062—-151 093 (0.37—-2.35) 094 (0.68—1.31)
— Model 3 1.00  (reference) 141 (094-212) 097  (062—-152) 092 (037-2.34) 096 (0.69—1.34)
S Colon cancer
No. of event 29 32 22 5 106
Model 12 1.00  (reference) 1.39  (0.84-2.30) 098  (056—1.71) 141  (0.55—-365) 078 (052-1.18)
Model 2° 1.00  (reference) 1.30  (0.78-217) 092  (052-1.60) 1.35  (0.52—-1.60) 073 (048-1.1D
Model 3 1.00  (reference) 1.30  (0.78-2.16) 092  (053-161 1.34  (052—-348) 075 (049-1.13)




Table 41. (Continued)

0€T

"The types of coffee
Variables None Black Sugar Cream 3—in—1

Rectal cancer

No. of event 15 21 13 0 101

Model 12 1.00 (reference) 1.61 (0.83—-3.12) 1.08 0.51-2.26) . . 1.36 0.79-2.34)

Model 2° 1.00 (reference) 1.63 (0.83—-3.18) 1.06 (0.50—2.24) . . 1.34 0.77-2.32)

Model 3 1.00 (reference) 1.63 (0.83—-3.18) 1.08 051-227) . . 1.38 (0.80—2.40)
# Unadjusted.

b Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Table 42. Hazard ratios (HRs) and 95% confidence intervals (CIs) for colorectal cancer incidence according to the types of coffee in women excluding the first 2

years of follow—up

"The types of coffee
Variables None Black Sugar Cream 3—in—1
N 13,483 12,568 9414 923 38,253
Person—years 125,105.0 110,530.0 87,867.7 8,726.8 353,121.0
Colorectal cancer
No. of event 62 62 44 8 175
Model 12 1.00  (reference) 151  (1.05-2.15) .21 (0.82-1.78) 239 (1.14-501) 1.22  (091-1.63)
Model 2° 1.00  (reference) 145  (1.01-209) 118  (0.80—1.74) 227  (1.08—4.78) 1.19 (0.88—1.59)
Model 3 1.00  (reference) 146  (1.01-209) 117 (0.79-173) 223 (1.06—4.69) 1.14 (0.85—-153)
Colon cancer
No. of event 41 44 30 7 117
Model 12 1.00  (reference) 168  (1.09-258) .27 (0.79-204) 328 (147-7.33) 1.26  (0.88—1.81)
Model 2° 1.00  (reference) 164  (1.06—254) .26 (0.78—203) 316  (1.40-7.09) 1.23  (0.86—-1.77)
Model 3 1.00  (reference) 165  (1.06—255) 1.25  (0.77-20D) 308 (1.37-693) 1.18  (0.82—-1.70)
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Table 42. (Continued

"The types of coffee
Variables None Black Sugar Cream 3—in—1

Rectal cancer

No. of event 21 18 14 1 58

Model 12 1.00  (reference) 1.19 (0.63—2.26) 1.08 (0.55-2.13) 082  (0.11-6.09) .12  (0.68—-1.86)

Model 2° 1.00  (reference) 112 (0.59-2.14) 1.02 0.52-2.03) 076  (0.10-569) 1.09  (0.65-1.81)

Model 3 1.00  (reference) 112 (0.58-2.13) 1.01 051-20D 075  (0.10-559) 105  (063-1.76)
# Unadjusted.

b Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC.

¢ Adjusted for education level, BMI, smoking status, alcohol consumption, regular exercise, first—degree family history of CRC, red and processed meat intake
(g/day), vegetable and fruits intake (g/day), and energy intake (kcal/day).
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Abstract

Consumption of Coffee and Green
Tea and the Risk of Colorectal
Cancer in Korea

Hyuntak Na

Interdisciplinary Program in Cancer Biology
Integrated Major in Innovative Medical Science
The Graduate School

Seoul National University

College of Medicine

Colorectal cancer is estimated to be the third most common
cancer in the world, accounting for 10 % of all new cancer
incidences in 2020. Due to the high incidence of colorectal cancer, it
is important to identify modifiable risk factors for colorectal cancer
and to prevent the incidence of colorectal cancer in public health
perspective. Coffee and green tea are among the most widely
consumed beverages in the world. Coffee and green tea may be
related to various mechanisms of colorectum physiology and
contains bioactive components such as polyphenol and caffeine
which have antioxidants. However, the association between coffee,
green tea consumption and the risk of colorectal cancer (CRC) is
inconclusive.

This study examined the association between coffee, green tea
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consumption and the risk of colorectal cancer in a large—scale
prospective cohort study in Korea. Data from the Health Examinees
(HEXA) study from 2004 to 2013 was analyzed and 114,243
participants (39,380 men and 74,863 women) aged 40-79 years old
were Included in the final analysis. Cox proportional hazards
regression model using age at time scale was used to estimate
hazard ratios (HRs) and 95% confidence intervals (CIs) of coffee
and green tea consumption for the risk of colorectal cancer by sex.
Stratified analyses were also performed according to the anatomical
subsites of colorectum and the type of coffee.

In 114,243 subjects, a total of 926 colorectal cancer cases (463
men and 463 women) occurred during the study period, and the
median follow—up period was 9.1 years. In both men and women, no
significant association was found between coffee, green tea
consumption and the risk of colorectal cancer. Stratifying the types
of coffee, there was a significant increase in the risk of colorectal
cancer (HR: 1.42, 95% CI: 1.03—1.95) and colon cancer (HR: 1.66,
95% CI: 1.13—2.44) in the black coffee drinker group among
women, but we found no evidence of the association between coffee
types and the risk of rectal cancer in men and women.

Our findings suggest that the consumption of coffee and green tea
may not be associated with colorectal cancer incidence in Korean,
and the association might be different by cancer subsites and coffee
types. In future studies, additional studies on the risk of colorectal
cancer considering coffee consumption frequency and the amount of

coffee additives according to coffee types are needed.

Keywords: Colorectal Neoplasms, Coffee, Tea, Cohort Studies
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