Eosinophilic Gastro-intestinal Disorder  EGID

- (N-FPIES)
(EoE) (EGE) N-
FPIES 0.21 N-FPIES
EGE EGID
EGID 10
EGID phenotype N-FPIES EGE
6 1)
2000 2)
N-FPIES, EoE, EGE 3)
EDN 30
N-FPIES EGE
4) 6
5)
6)
A. FER-IRE  HR-BEY A
BR Bk  BA Kk BE BKE
Eosinophilic G &
astro-intestinal Disorder EGID T
3 Mol | B .
Z-[E
- we T
1 (N-FPIES; swemeEm T
Food-Protein Induced Enterocolitis S
yndrome ) N-FPIES 2000
EGID
2. (EoE; Eosinophilic E FPIES
sophagitis) Proctocolitis
3. (EGE; Eosinophilic 4
Gastroenteritis) _



0.21 N-FPIES 2.

EGE
N_
FPIES
EGID
N-FPIES
10 EGE N-FPIES, EoE, EGE
N-FPIES
EGE/EoE
- 3.
EoE 90
90 EGE EGID
EGE EoE
EGE
IgE
N-FPIES
EGE
6
1 6
1. EGID
2.
3 30
3al
3a2
3b-1 3 mMRNA
3b-2
4.
5.
6. EGID
4.
EGID
1. EGID
N-FPIES
N-FPIES, 3
EGE
EGE
EoE 6
80
EGID EGE



phenotype

5. 3. ( ;3a
I ;3b ;3C)

N-FPIES, EGE/EOE

3al

DNA 30
EGE/EoE GWAS
(genome wide association study)
EGID
6. EGID milliplex
phenotype
3a-2
EoE 90
EGE 90
(LPS) a-
. K- -
B_
5
3H-thymidine
6
EGID
B.
N-FPIES 200 EGE20
Antigen presenting cell
phenotype

‘ ). T cell receptor
MHC class Il @a 02

= r)_":‘l, Tcells
ol A

B >
1- “eze
phenotype N-FPIES, EGE <3 Q.(
N

»

3b-1
rewrite mRNA
EGID - -
2.
mRNA
Agilent SingleColor 28004
Quality
EGID Control 1

EGE (detected)



EGID PubMed

GeneSpring
3b-2
EGID 8 EGID
3 7 [2 EGID ]
eotaxin-3
MBP
EDN
1.
3b-3
100
S
4.
N-FPIES 1/5 EGE
6
EGE
2.
QOL 6
2
10
5. GWAS
DNA
[Hlumina SNP
3.
EGID300
6.




C.
1. EGID
650
N-
FPIES J Allergy Clin Immunol
2011 , Curr Asthma Allergy Rep
2012 EGE J
Gastroenterol 2013
‘
N-FPIES 4
465
1 + +
1
N-FPIES
2 465
4 341
4
1
3
2013
3
3
3
2012
EGE
2013,

International symposium for EGID 2013

2.
N-FPIES

FPIES

EGE/EoE

3al
N-FPIES 3

EoE, EGE

Onefactor ANOVA
300+ Turkey HSD test

100

o

8 8 o

Healthy FA AD CH1,2 CL3 CL4 EGE
N=9 N=36 N=33 N=6 N=17 N=4 N=4

= N-FPIESI=T. N-FPIES(3RE—CT&) s

N-FPIES
3
2
mMRNA
3a-2
5 EGID
650 N-FPIES
1 71 2 68
3 483 4
54.1 1
B
3 4



1
2014
EGE 60
3b-1
MRNA
IFERERERER WREE
(EOE) N=15 N=9

EoETHE:R

tRLE

mRNA

EOETHE | e

ETFL=

mRNA
mRNA

mRNA
EoE
Eotaxin-3
115
EoE
Th2
IL-13
N-FPIES
EGE
2014
3b-3
100
S

20 /

over diagnosis
4,
EGE10
6 7
6
> GWAS
GWAS
website
D
NA
20 5
DNA 300
website
6.
Esophagus (:;):
Stomach i
Small intestine 17.1
Colon _zt:x_
0.61 1 100
EGID
PubMed 687
121
(EGE)
(EoOE)
1
2013
D.

1. EGID




N-FPIES J Allergy Clin
Immunol 2011, Curr Asthma Allergy Rep
2012 EGE J Gastroenterol 2013 3b-1
mMRNA
EGID
N-FPIES
PCR
danger signal
3b-3
3
Danger signa
over diagnosis
EGE
IgE
4.
N-FPIES 3
2. EGE
EGE 6 70
EoE
80
N-FPIES, EGE EoE
EGE
EGE
3 ( :3a
;3b ;3C)
3a-l
N-FPIES
3 /
5. GWAS
GWAS
EGE DNA
1 2
3a-2
N-FPIES 6.
EGE



phenotype

EGID

6
1. EGID
650 N-FPIES,
EGE
Evidence
N-FPIES, EGE
2000
Evidence
IT
2.
EGE
EGID
N-FPIES, EGE
3.

4.
N-FPIES, EGE, EoE
EGE
6 (6FED) 70
N-FPIES, EGE
6FED
5. GWAS
1 2
GWAS
300
GWAS
6.




2000

25

2014

2013

1

26 3
FPIES
33
3
30

10.

11.

12.

13.

14.

15.

16.

17.

18.

2013 45
983-986

2013 48 1897-1903

IgE
vol.9 No.3 2012 9
Q&A-
(Q&A/ )
2 3 562-569
(2012.05)
( ) 65 7

1594-1598 (2012.07)

’ ’ . Gastr-oenterological
Endoscopy, 54: 1797-1805, 2012.

’ 16: 5-14, 2013,

. 110: 953-964,
2013.
. In:

2013, 672-674.

" 48:1853-1858, 2013

48(13); 18491852

48(13); 1883-1896,2013

2 ) : 2012: 4042
Vol44
2012; 174:390-391
76
2 -
2012;297-301
Vol. no.

2012;201-206



.01 23
2013;10-13
76 2
2013;297-301
o . 8 B
,2013;1904-1910
50
2013 10
20
(Solid Food) Food

Protein-Induced Enterocolitis Syndrome

5 50
2013 10 20
35
34 11
2013 10 5
2
35
34 11
2013 10 5
4
, 25
, 2013.5.11
25
: 2013.5

10.

11.

12.

13.

14.

15.

10

28

2013.2.22
1, 50
2013.5.30
1,2
2012 11
29
6-2
4
49
2012 9 16
3
49
2012.9.16
, , Food
protein-induced enterocolitis  syndrome
(FPIES) 2
Phenotype 49
2012.9.16
1,2
IL-13
39
2012 7 15
3
2012 5
, IgE
. 99
,2013.03.23,



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

2012420
2012.7.15
2012.62
2012.623
20129.16
2012.1129
2012.1129
2013.6.
2013.1020
2013.11.30
12
14
2
Morita H, Nomura I, Matsuda A, Saito H,
Matsumoto K. Gastrointestinal food
allergy in infants. Allergol Int.
2013;62:297-307.
Morita H, Nomura I, Orihara K, Yoshida

K, Akasawa A, Tachimoto H, Ohtsuka Y,
Namai Y, Futamura M, Shoda T, Matsuda
A, Kamemura N, Kido H, Takahashi T,
Ohya Y, Saito H, Matsumoto K. Antigen-
specific T-cell responses in patients with
non-IgE-mediated gastrointestinal food
allergy are predominantly skewed to
TH)2. J Allergy Clin Immunol.
2013;131:590-2.e1-6.

Nomura I, Morita H, Ohya Y, Saito H,
Matsumoto K. Non-IgE-mediated

11

11.

12.

gastrointestinal food allergies: distinct
differences in clinical phenotype between
Western countries and Japan. Curr
Allergy Asthma Rep. 2012
Aug;12(4):297-303.

Kinoshita Y, Furuta K, Ishimura N,
Ishihara S. Elevated plasma cytokines in
Japanese patients with  eosinophilic
esophagitis and gastroenteritis. Digestion.
86:238-243, 2012.

Kinoshita Y, Furuta K, Ishimaura N,
Ishihara S, Sato S, Maruyama R, Ohara S,
Matsumoto T, Sakamoto C, Matsui T,
Ishikawa S, Chiba T. Clinical
characteristics of Japanese patients with
eosinophilic esophagitis and eosinophilic
gastroenteritis. J Gastroenterol. 48: 333-
339, 2013.

Furuta K, Adachi K, Aimi M, Ishimura N,
Sato S, Ishihara S, Kinoshita Y. Case-
control study of gastrointestinal disorders
with Helicobacter pylori infection in Japan.
J.Clin Biochem Nutrition 53: 60-62, 2013.
Ishimura N, Furuta K, Sato S, Ishihara S,
Kinoshita Y. Limited role of allergy testing
in patients with eosinophilic gastrointestial
disorders. J. Gastroenterol Hepatol. 28:
1306-1313, 2013.

Mishiro T, Kusunoki R, Otani A, Ansary
Md, Tongu M, Harashima N, Yamada T,
Sato S, Amano Y, Itoh K, Ishihara S,
Kinoshita Y. Butyric acid attenuates
intestinal inflammation in murin. DSS-
induced colitis model via milk fat globule-
EGF factor 8. Lab Invest. 93: 834-843,
2013.

Yamada Y, Kato M, Toki F, Watanabe M,
Nishi A, Matsushita I, Hirato J, Hayashi Y.
Eosinophilic gastrointestinal disorder in an
infant with feeding dysfunction. Int Arch
Allergy Immunol. 2012 158 Suppl 1:83-86

. Yamada Y, Cancelas JA, Rothenberg ME.

Mouse Model of Chronic Eosinophilic
Leukemia. In: Lee J, J., Rosenberg H, F., eds.
Eosinophils in Health and Disease: Elsevier;
2012 562-567

YamadaY, NishiA, Kato M, TokiF,

YamamotoH, Suzuki N, HiratoJ, and
Hayashi Y. Esophagitis with eosinophil
infiltration associated with congenital

esophageal atresia and stenosis. Int Arch
Allergy Immunol. 161 suppl 2,2013 159-163
Ishioka T Yamada Y Kimura H
Yoshizumi M Tsukagoshi H = Kozawa
K Maruyama K HayashiY KatoM
Elevated MIP-1 and IL-17 production in
experimental asthma model infected with
respiratory syncytial virus Int Arch
Allergy Immunol 161 suppl 2 2013
129-137



Ichiro Nomura, Guidelines for Food-
protein induced enterocolitis syndrome
in Japan. International symposium of
Food-Protein  Induced  Enterocolitis
Syndrome and EGE/EoE. 2013 Joint
meeting of 13" Asian Pan-Pacific
Society for Pediatric Gastroenterology,
Hepatology and Nutrition, Nov 1%, 2013,
Chiyodaku, Tokyo Japan.

Ichiro Nomura, Infantile manifestation of
GI disorders in symposium 31 Non-IgE-
mediated gastrointestinal (GI) food
allergy, European Academy of Allergy
and Clinical Immunology 2013, Milan,
Italy, 2013.6.25.

Yamada Y  Ohtsuka Y  Nomura I
Matsumoto K Ida S Taguchi T
Asurvey of pediatric patients with

esophageal eosinophilia in Japan 13th
AsianPan-Pacific Society for Pediatric

Gastroenterology Hepatology and
Nutrition (APPSPGHAN) and 40th
Japanese Society for Pediatric
Gastroenterology Hepatology and

Nutrition, Tokyo 2013. 11.1

Ichiro Nomura, Hideaki Morita, Tetsuo
Shoda, Kumiko Morita, Akio Matsuda,
Hirotaka Shimizu, Katsuhiro Arai,
Atsuko Nakazawa, Yukihiro Ohya,
Hirohisa Saito and Kenji Matsumoto,
Distinct Differences Between Cluster 3
and 4 of Non-IgE Mediated
Gastrointestinal Allergy in Allergen-
Specific Lymphocyte Proliferation and
Histological Findings of the GI Mucosa,
American Academy of Asthma Allergy
and Immunology 2013, Texas, USA,
2013.2.25.

Dynamics of Eosinophils in Non-IgE-

12

wn e @

mediated GastrointestinalFood Allergies
in Neonates and Infants, differences
between 4 Clusters. I. Nomura, H.
Morita, T. Shoda, K. Arai, N. Ito, A.
Nakazawa, Y., Ohya, H. Saito, K.
Matsumoto; American Academy of
Asthma Allergy and Immunology, March
4, 2012, Orland, USA.

Fecal Eosinophil-derived Neurotoxin Is
Significantly Elevated In Non-IgE
Dependent Gastrointestinal ~ Allergies,
Especially In Subtypes Showing Bloody
Stool H. Morita, I. Nomura, T. Shoda, H.
Saito, K. Matsumoto, American
Academy of Asthma Allergy and
Immunology, March 4, 2012, Orland,
USA.

The Acquisition of Food Allergy in
Children after Liver Transplantation T.
Shoda, I. Nomura, M. Futamura, K.
Horimukai, M. Narita, Y. Ohya, S.
Sakamoto, M. Kasahara; American
Academy of Asthma Allergy and
Immunology, March 3rd, 2012, Orland,
USA.
Systemic Tolerability of
Intermittent  Topical  Corticosteroid
Therapy  Using  Salivary  Cortisol
Measurements in Infants with Atopic
Dermatitis. T. Fukuie, S. Sano, 1.
Nomura, M. Narita, T. Taguchi, T.Ogata,
K. Matsumoto, Y. Ohya, March 3, 2012.
Ito J et al. EUROPEAN ACADEMY OF
ALLERGY AND CLINCAL
IMMUNOLOGY 2013



