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Susceptibility genes for type 1 diabetes were studied by using
syntenic homology between mouse and human. Contribution of HLA to type 1 diabetes was
shown to be different among three subtypes of type 1 diabetes: qualitative difference
between fulminant and other subtypes, and quantitative difference between slowly
progressive and acute-onset. Functional polymorphisms of MafA, an insulin transactivator,
were associated with reduced expression of insulin in the thymus and susceptibility to type
1 diabetes both in mice and humans through the reduced expression of insulin in the
thymus.

2009 2,200,000 660,000 2,860,000
2010 800,000 240,000 1,040,000
2011 500,000 150,000 650,000
3,500,000 1,050,000 4,550,000

HLA




NOD
MHC ldd1  1DDM1
545
338 127
80 396
HLA DRB1, DQB1
A,B,C HLA
8.5Mb) SNP  n=101
B
AITD)
AITD
866 Graves 546 320
503 221
282 HLA CTLA4
B
cis-element
trans-activator
NOD
C3H/He) B

PDX1, NeuroD, MafA

Aire NOD

MafA

MAFA 96
138 347
348
MHC
HLA
SNP
HLA
HLA
HLA
HLA
B
AITD GAD AITD
5.8 Graves 7.1
2.1
GAD AITD
GAD
BMI
GAD AITD
HLA
GAD AITD HLA
CTLA4
GAD AITD
Ins2)
NOD



MafA

MafA
NOD
MafA
Aire
MafA
MafA
NOD MafA
NOD
MafA
NOD MafA
NOD
MafA
MAFA
VNTR
MAFA
MafA
18

Ikegami H 67 42
Meta-analysis of genome-wide association
studies identifies 8 new loci for type 2
diabetes in East Asians. Nature Genet

44:67-72,2012

Ikegami H 64 45 :
Association of genetic variation in FTO
with risk of obesity and type 2 diabetes in
up to 96,551 East and South Asians.

Diabetologia 55:981-95, 2012
Ikegami H 7 8 : Prolonged

hyperinsulinemia  after  subcutaneous
injection of 2400 U regular insulin in a
suicide attempt: Time course of serum

insulin with frequent measurements. J
2012 (in press)
Ikegami H, Noso S, Babaya N, Kawabata

Diabetes Invest

Y. Genetics and pathogenesis of type 1

diabetes: prospects for prevention and

intervention. J Diabetes Invest

2:415-420, 2011

Ikegami H 15 16 : Clinical

and genetic characteristics of patients with

autoimmune thyroid disease with anti-islet

autoimmunity. Metabolism

60:761-766, 2011

Ikegami H 11 5 Type 1

diabetes and interferon therapy: a

nationwide survey in Japan. Diabetes Care
34:2084-2089, 2011

Ikegami H 17 11

Association of genetic variants for

susceptibility to obesity with type 2

diabetes in the Japanese individuals.

Diabetologia 54: 1350-1359,
2011
Ikegami H 14 4 Analysis

of the HLA and non-HLA susceptibility
loci in Japanese type 1 diabetes. Diabetes

Metab Res Rev 27:844-848, 2011
Ikegami H 12 8 : Attenuated

food anticipatory activity and abnormal
circadian locomotor rhythms in Rgsl6
knockdown mice. PLoS ONE
6,2011 Mar 11. [Epub (e17655)]
Ikegami H 10 11 : Insulin
transactivator MafA regulates intra-thymic
expression of insulin and affects
susceptibility to type 1 diabetes. Diabetes
59:2579-87, 2010
Ikegami H 10 11 : Direct
evidence for susceptibility genes for type 2
diabetes on mouse chromosomes 11 and
14. Diabetologia 53:1362-1371,
2010
Ikegami H 8 7 : Nuclear
hormone retinoid X receptor (RXR)
negatively regulates the glucosestimulated
insulin secretion of pancreatic B-Cells.

Diabetes 59 (11):2854-61, 2010
Ikegami H 21 10 : Common

variants at the GCK, GCKR,
G6PC2-ABCB11, and MTNRIB loci are



associated with fasting glucose in two
Asian populations. Diabetologia
53:299-308, 2010
Ikegami H 12 2 : Differential
association of HLA with three subtypes of
type 1 diabetes: fulminant, slowly
progressive and acute-onset. Diabetologia
52:2513-2521, 2009
Ikegami H 12 3 : Genetic
association between the IL2RA and mode
of onset of type 1 diabetes in the Japanese
population. J Clin Endocrinol Metab
94:947-52, 2009

Ikegami H 14 4
of type 1 diabetes with two loci on 12q13

: Association

and 16p13 and the influence coexisting
thyroid autoimmunity in Japanese. J Clin

Endocrinol Metab 94:231-235,
2009
Ikegami H 15 7

Confirmation of multiple risk loci and
genetic impacts by a genome-wide
association study of type 2 diabetes in the
Japanese population. Diabetes
58:1690-1699, 2009

Ikegami H 10 9
of diabetes in three out of four sisters: a

: The onset

Japanese family with type 1 diabetes. a
case report. Endocrine J 56:
767-772, 2009

29
|
46 2012 3 10
10 11
KCNJ18
54
2011 11 22
1
25
2011
11 5
6 7
Flln
25
2011 11 5
1

HLA non-HLA 9

2011 10 30

15 16
— 9
2011 10 30
1 Up to Date
48 2011
10 29
Ikegami H 1 Genetics of type 1

diabetes in East Asia The 16th
Japan-Korea Symposium on Diabetes
Mellitus 2011.10.21 Tokyo

Babaya N Ikegami H 5 6
Susceptibility to Insulin Resistance,
Adiposity and Obesity is Mapped to
Proximal Region of Mouse Chromosome 14
The 16th Japan-Korea Symposium on
Diabetes Mellitus 2011.10.21 Tokyo

11 12

61 2011 10

9

IkegamiH 6 3 Heterogeneity
of class HLA genotypes in patients
with fulminant type 1 diabetes in Japan
The 3rd Scientific Meeting of the Asian
Association for the Study of Diabetes

2011.7.23 China

1
58
2011 5 26
6 3
Class HLA
54
2011 5 21
1
GWAS 54
2011 5
20
17 18
84
2011 4 23
6 7
MafA
60
2010 10 16
5 6
GAD HLA
8 1 2010 10 10
16 17




rare variant 8
1 2010 10 10

Noso S, lkegami H. 7 8

MafA is a key regulator of insulin
expression in rhe thymua 46 Annual
Meeting EASD 2010.9.21 Stockholm

Sweden
16 17
—rare variant
— 53
2010 5 27
foa} 1
24
2010
1 22
o) 17 18
FCRL3
7 1 2009
1 7
@ 10 11
AITD
— 52
2009 11 4
@ 10 11
46 2009
11 3
e lkegami H 10 10

Amelioration of type 2 diabetes
mellitus by compensatory augmentation
of beta cell number/mass in a mouse
model of non-alcoholic fatty liver
disease (NAFLD) 15

2009 7 10
o) 5 3
Class HLA
52
2009 5 23
s 13 14
AITD
82
2009 4 23

o
IKEGAMI HIROSHI

20221062

@

®

KAWABATA YUMIKO

80423185

NOSO SHINSUKE

90460849

BABAYA NARU

10449837



