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To establish biomarkers for preclinical and early diagnoses of Alzheimer’ s
disease (AD), we performed mutation analyses of promising polymorphisms related to AD susceptibility
and explored AD-related DNA methylation sites using blood-derived DNA samples from 50 patients with
AD and 50 healthy controls. The TF gene (rs1049296), known as a high-frequency common variant, was
more prevalent in the control group than in the AD group, whereas the NOS3 gene (rs1799983) showed a
higher frequency in the AD group. No significant differences were observed for other genes.
Epigenome-wide association studies (EWAS) based on the bisulfite sequencing data obtained with the
capture probe set that we designed to detect common DNA methylation variants (CDMV) did not reveal
any DNA methylation sites significantly associated with AD in this study.
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PSEN2 1 227071413 rs143501870 A>G - A& e e
50 (100) 50 (100) 0(0) 0(0) 0{0) 0(0)
G/G G/C c/C
PSEN2 1 227071426 - G>C 0.00080 (C)
50 (100) 50 (100) 0(0) 0(0) 0(0) 0(0)
TF 3 133494354 rs1049296 Cc>T 0.15635 (T) e e L
32 (64) 26 (52) 16 (32) 15 (30) 2(4) 6 (12)
HFE 6 26091184 - A>T - NA dl r
50 (100) 50 (100) 0(0) 0(0) 0{0) 0{0)
c/c C/G G/G
HFE 6 26091179 rs1799945 C>G 0.07308 (G)
47 (94) 47 (94) 3(6) 3(6) 0 (0) 0(0)
T T/G G/G
NOS3 7 150696111 rs1799983 T>G 0.17632 (T)
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G/G G/C c/C
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c/c c/T T
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50 (100) 50 (100) 0(0) 0(0) 0(0) 0(0)
PRNP 20 4680251 - A>G - WA M K
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Genome Reference: GRCh37
GMAF: global minor allele frequency referenced to ClinVar
AD DNA DNA
CDMV DNA
DNA EWAS
AD CpG a
AD CpG p<1.0x 105 22 1b
expected P value observed P value QQ inflation

factor

1.053 95%CI:1.049-1.058

EWAS



DNA

50 50 EWAS CpG
DNA
AD 22 CpG
a b
[T T TTTTTTTTTATTTTTTTTTTTTTTTTTTTTTTos & | 1053(1.049-1.058) .
61 2 o »
’q'; >
=2 o
©
o g 4
E
(=2
< 2 < 5]
g
01 ' 01
1 2 3 4 5 6 7 6 9 101112 131415 17 1921 0 2 a 6
Chromosome - logip(expected P value)
a. Manhattan . Bonferroni correction line p < 4.0x108 b. Quantile-

quantile (QQ) . Inflation factor (=A ) 1.053 (95%CIl: 1.049-1.058).




2 2 0 2

Ohmomo Hideki Komaki Shohei Ono Kanako Sutoh Yoichi Hachiya Tsuyoshi Arai Eri Fujimoto 71

Hiroyuki Yoshida Teruhiko Kanai Yae Sasaki Makoto Shimizu Atsushi

Evaluation of clinical formalin- fixed paraffin- embedded tissue quality for targeted- 2021

bisulfite sequencing

Pathology International 135 140
DOl

10.1111/pin.13054

Komaki Shohei Nagata Masatoshi Arai Eri Otomo Ryo Ono Kanako Abe Yukiko Ohmomo Hideki 4

Umekage So Shinozaki Natsuko O Hachiya Tsuyoshi Sutoh Yoichi Otsuka-Yamasaki Yayoi Arai

Yasumichi Hirose Nobuyoshi Yoneyama Akio Okano Hideyuki Sasaki Makoto Kanai Yae Shimizu

Atsushi

Epigenetic profile of Japanese supercentenarians: a cross-sectional study 2023

The Lancet Healthy Longevity e83 €90

DOl
10.1016/52666-7568(23)00002-8

9 8 0
9
45
2021
42 4

2020




67

2020

31

2021

DNA

DOHaD

9 DOHaD

2022

67

2022




16

2023

32

2023

67

2020

DNA

2022-182688

2022




(Shimizu Atsushi)

(30327655) (31201)
(Maeda Tetsuya)
(70359496) (31201)
(Ohmomo Hideki)
(90453406) (31201)




