ALDH2 GG
2.08

CYP1A1 GG

CYP1A1 GG
219

1993

JPHC Study

C-peptide, insulin, glucose

C-peptide, insulin

CYP1A1

20,000

DNA 950
ADH1B, ADH1C, ALDH2
150g/
150g/ ALDH2A

CYP1A1, GSTM1, GSTT1

A 1.68

30 CYP1A1A

I 20,000




HERPACC
ALDH2
rs671 697
1372
ALDH2 Glu/Glu Glu/Lys  LydLlys 1.40 (95%
: 1.11-1.76) 1.73 (1.12-2.68) ALDH2 Lys+
3.03 (1.59-5.79) Glu/Glu 1.28 (0.77-2.12)
P 0.0054
HERPACC (HP)
917
HP HP
Illumina Human 610Quad
HP
HP
10-5
H.pylori
H.pylori
6
4
A.
l. Insulin,
-JPHC Study- C-peptide Glucose
H.pylori

I1. DNA



ADH1B, ADH1C, ALDH2

1. DNA

CYP1A1, GSTM1], GSTT1
IARC

GSTM1, GSTT1

H.pylori

H.pylori

JPHC Study
H.pylori

17

CYP1A1,

H.pylori

H.pylori

ALDH2 rs671
- HERPACC Study-

ALDHZ rs671

ALDHZ2 rs671

V1.

(HP) HP

B.
l.
-JPHC Study-
JPHC Study

H.pylori

1990 JPHC Study



511

477

477
C-peptide, insulin Glucose

1 2,3
I1. DNA
ADH1B, ADH1C, ALDH2

DNA

950

ADH1B, ADHI1C, ALDH2

1. DNA

CYP1A1, GSTM1, GSTT1

DNA
950

CYP1AL, GSTM1, GSTT1

(AYA

Il

21,579
Cox
V.
ALDH2 rs671
- HERPACC Study-

2001~2005

H.pylori



Hospital-based

Epidemiologic Research Program at Aichi Cancer

Center (HERPACC)

HERPACC

1392

469
469
TagMan

rs671

19G

VI.

2001~2005

DNA

697
1

Rs671

Glu/Glu, Glu/Lys, Lys/Lys

11

Hospital-based

Epidemiologic Research Program at Aichi Cancer

Center (HERPACC)

HP
HP

DNA

PG)

HP E H.
10U/mL
CLIEA PG-I 70
PG-I/PG-II 3
I1lumina Human610-Quad BeadChip

plink
HP
10-8
~10-8
C.
l.
-JPHC Study-
3
Model3 Insulin
2,3 1.68, 2.03
p=0.007 C-peptide
glucose
2
HOMA-IR
HOMA-3
HOMA-IR>=1.73
HOMA-IR<1.73
OR3=1.97
Il. DNA

10-6



ADH1B, ADH1C, ALDH2 —

ALDH2 GG
A 16
150g/week ALDH2 GG
150g/week ALDH2A
2.08
P 008
111. DNA
CYP1A1, GSTM1, GSTT1 —
CYP1A1 GG A
1.68
CYP1A1
CYP1A1
GG 30
CYPIALA 2.19
() A
GG 1.99 (1.24-3.19)
V.
2009 316,996.6
444 271 173
10 455.30,
125.91
12
V.
ALDH2 rs671

- HERPACC Study-

3
Pack-year
Helicobacter pylori
4 ALDH2
ALDH2
Lys
ALDH2
172 (
:1.17-2.52)
5 ALDH2
ALDH2 Glu/Glu
ALDH2 Lys
ALDH2
Glu/Glu ALDH2 Lys+
3.03 (95%
1.59-5.79)
P 0.0054
6 ALDH2
ALDH2 Lys
ALDH2 Glu/Glu
ALDH2 Lys
4.50 (95% 1.51-13.43)
ALDH2 Glu/Glu  Lys
VI.
7 HP
PY



PY

HP
p -log10

10-5
6 rs9375582, rs9372897
12 rs1909153 17
rs222787 4
rs222787 SHPK
Sedoheptul okinase
8 HP
PY

p -log10

11 rs1055543
NAV2

10-5
rs4659552, rs10802789, rs7551001 3
rs9876612 9 rs2148843
19 rs2270028 20 rs6082812
1 3 CHRM3
(cholinergic receptor, muscarinic 3)
3 rs9876612 SMAD7
19 rs2270028 L0OC100129935

D.
l.
-JPHC Study-

HOMA-IR
I1. DNA
ADH1B, ADH1C, ALDH2 —
ALDH2
300g
150g
I1l. DNA
CYP1A1, GSTM1, GSTT1 —
CYP1A1 A



ALDH2 rs671 NAV2
- HERPACC Study- rs1055543
ALDH2 rs671
Glu/Glu
100% Glu/Lys 6-7% HP SHPK rs222787
Lys/Lys 0% dominant
negative
HP 10-5
1 CHRM3
CHRM3
3 SMAD7
9876612
ALDH2

AROFGEIT T LB AT AT FEE L CTid/h~

E.
l.
-JPHC Study-
C-peptide insulin
6
Lys
Helicobacter pylori
I1. DNA
VI. ADH1B, ADH1C, ALDH2 —

HP



1. DNA

CYP1A1, GSTM1], GSTT1

IV.

20000

V.

ALDH2 rs671
- HERPACC Study-

ALDH2 Lys

VI.

HP

G

1.

1) Inoue M, Tsugane S. Insulin resistance and cancer:
epidemiological evidence. Endocr Relat Cancer.
2012 ;19(5):F1-8.

2) Sasazuki S, Tamakoshi A, Matsuo K, Ito H, Wakai
K, Nagata C, Mizoue T, Tanaka K, Tsuji |, Inoue M,
Tsugane S; Research Group for the Development and
Evaluation of Cancer Prevention Strategies in Japan.
Green tea consumption and gastric cancer risk: an
evauation based on a systematic review of
epidemiologic evidence among the Japanese
population. Jpn J Clin Oncol. 2012;42:335-46.

3) Hara A, Sasazuki S, Inoue M, Iwasaki M, Shimazu
T, Sawada N, Yamgji T, Tsugane S; Japan Public
Health Center—Based Prospective Study Group.
Isoflavone intake and risk of gastric cancer: a
population-based prospective cohort study in Japan.

Am J Clin Nutr. 2012 ;95:147-54.

4) Sasazuki S, Charvat H, Hara A, Wakai K, Nagata C,
Nakamura K, Tsuji I, Sugawara Y, Tamakoshi A,
Matsuo K, Oze I, Mizoue T, Tanaka K, Inoue M,
Tsugane S; for the Research Group for the
Development and Evaluation of Cancer Prevention
Strategies in Japan. Diabetes mellitus and cancer risk:
Pooled analysis of eight cohort studies in Japan.

Cancer Sci 104:1499-1507, 2013

5) Ma E, Sasazuki S, Sasaki S, Tsubono Y, Okubo S,
Tsugane S. Vitamin C supplementation in relation to
inflammation in individuals with atrophic gastritis: a
randomised controlled trial in Japan. Br J Nut

109:1089-1095, 2013.



6) Kasuga M, Ueki K, Tajima N, Noda M, Ohashi K,
Noto H, Goto A, Ogawa W, Sakai R, Tsugane S,
Hamajima N, Nakagama H, Tajima K, Miyazono K,
Imai K. Report of the Japan Diabetes
Society/Japanese Cancer Association Joint Committee
on Diabetes and Cancer. Cancer Sci 104:965-976,
2013

7) Hidaka A, Sasazuki S, Goto A, Sawada N,
Shimazu T, Yamaji T, Iwasaki M, Inoue M, Noda M,
Tajiri H, Tsugane S, for the JPHC Study Group.
Plasma insulin, C-peptide, and blood glucose and risk
of gastric cancer: The Japan Public Health
Center-based Prospective Study (in submitting)

8) Charvat H, Sasazuki S, Inoue M, Iwasaki M,
Sawada N, Shimazu T, Yamaji T, Tsugane S; JPHC
Study Group. Impact of five modifiable lifestyle
habits on the probability of cancer occurrence in a
Japanese population-based cohort: results from the

JPHC study. Prev Med 57:685-689, 2013.

9) Hara A, Sasazuki S, Inoue M, Miura T, Iwasaki M,
Sawada N, Shimazu T, Yamaji T, Tsugane S; Japan
Public Health Center-Based Prospective Study Group.
Plasma isoflavone concentrations are not associated

with gastric cancer risk among Japanese men and

women. J Nutr 143:1293-1298, 2013.

10) Matsuo K, Oze I, Hosono S, Ito H, Watanabe M,
Ishioka K, Ito S, Tajika M, Yatabe Y, Niwa Y, Yamao
K, Nakamura S, Tajima K, Tanaka H. The aldehyde
dehydrogenase 2 (ALDH2) Glu504Lys polymorphism
interacts with alcohol drinking in the risk of stomach

cancer. Carcinogenesis 2013;34:1510-1515.

1)
55
2012 5 17 -19

2)
71
2012 9 19 -21
3) Diabetes and Cancer:Epidemiological
Evidence 9
4 2012 11
24 -27
4) -
23 2013 1 24 -26
5.
21 CT 2
CT 2014
2 14 -15
6) -
23 2013 1 24 -26
n_____
72 2013 10 3
-5
H.



