27

28 2016

3



- 11

——- 19

- 31

- Web —- 47



27



27









27

157-8535

2-10-1

TEL 03-3416-0181 FAX 03-3416-2222




- 11

——- 19

- 31

- Web —- 47



Eosinophilic Gastro-intestinal Disorder  EGID

- (N-FPIES)
(EGE)
N-FPIES EGID
10 N-FPIES EGE
EGID
EGID phenotype N-FPIES EGE
6 1)
1000 2)
N-FPIES, EoE, EGE Minds
Scope
3) 4)6
5)
6)
A
EGID
Eosinophilic Gastr EMEBFHEGX @ 2
o-intestinal Disorder  EGID (N-FPIES)D 2875
3 EI_Q &
) —
e
i
(9]
R e REERAR L 4—
(N-FPIES; ﬂ"ﬁg RUDEESA
Food-Protein Induced Enterocolitis Eg R
Syndrome ) IS
(EOE; EOSInOphIIIC '1' 8 ) :E¢:‘ $ ‘- ' 93 "';:'_.".“ 00 01 ‘62 03 ‘04703 :
Esophaqltls) N_FPIESJ:‘ AN A - E i | ~ e~ 7 = 1>
(EGE; Eosinophilic 0.21
Gastroenteritis)
N-FPIES~EGE

N-FPIES EGE



N-FPIES

FPIES
EGID

EGID 6

N-FPIES

6 EGE

N-FPIES

B R ML

ETH

BMRN, DICEELRET BER BANEHPERME 1075115 Pagel572

1 FEERS % (Necrotizing Enterocolitis; NEC) %% 1= L1- |

IRIFCAERD & TRIEL T-FEH) KIRAF NREESER. 49%85 P1839-1842

AR RFEIERRR D 165] PRIR BARARIERFPRME TH35 P42
FPIESMBONECEEZONT- 15l BHMR  BARNRARPRME 44825 P195
IRIEMERR A D 1374 R B FRR FRRIREFIREFHME 8515 P79-82

IR X E2 T HEHI ORE BHR NRHERRK STH25 P273-276

SHAE BRI LLITTHISEVNES
BAEIN DD H{E E A Hm# BAREH HEREPRME 12525 P503
BaiiEEEO BRI BER  NESFE 37555 P604-607
BHECERBEEERLE 261 EER BRNRIARPRME 390565 P06
DRBWRICHEREERL: 26 TRR BARBRFERPRME 20835 P677
SHBMBEMERBLGEAE 16 KIRF BARFERPRER 38525 P240

B SE EI4R O REFT R TR < LT fEH
EEMEBRRELOERNERLI2P] BEAR BANRHPRME 1124855 Psss
BUILE 2577 4 R 51 LBR LEBEFG0E1IS P39

EGID phenotype
N-FPIES EGE

EoE 90
90 EGE
EGE

EGE

EoE

1.EGID

Minds

N-FPIES, EoE, EGE

mas Lo v, 2015 vopor e © ey owl
MRZEZFEMR LTS, 5% &0 @ T&ICE
OfEt~ LS E D, L B Minds
ICHEHL L . Evidence level ZHH 5 22 L 7=45
HEERFTH D,

3. BREDSWVLWEHEZRART S (MK,
HIEEME., E2FALO)
PZW D IEE I L WATEIC DWW T, BFSEEE
T, T ETY SR ERBR (JACI
2013), {# EDNHIEICB W THREEZ H 1T 5
bz, 30fEEOMIEY A b A A& H
E L. N-FPIESD 7 7 A4 =38 L1, KA
DEGEIZEB W T, ThZEnIiE2Wimd &
LCHERSDFOREICKS, £7=, Hib
BBk~ A 7 a T UA BTV, EBRGR
BN — DRIEICKIILDDOH D
(N BTSN T OB FEFHE 2 CTIT -
TW5) .

20156 H AWFSEEHE CTiEE L W5 A
VIA VR AT LABYA FEAHL T,

BEEREEREZEHRT LI LITLY, BE
phenotypeZ B 5202 L, FIEFIZLL E OB
ZATH . BEERE A — NERB LT,

TRz LS, EREEHEENLA
TA VAT Ll U O M HERE 21T
D LT kY, EERT X EREEL TV

(o]
A @ e
o4 J
£ DF SN oo
BH Ak "
T g A A SHE

o VA7 mk | ewmnE| & HLE
N YAhAY | UL || sFEER f]
4

)

HMR B OME

TLA | FHER| BEES | R1/A7L

AREAE PHAREHTEE

o »

EGE 70



N-FPIES

GWAS, microbiome
6. EGID
B.
phenotype
1.EGID
1000
rewrite
2.
Minds
Minds
EGID
Minds

- 2
Minds
AGREE II
Minds
2016 Minds
3.
EGID
4,
N-FPIES 1/5 EGE
6
QOL
6
2015
EGE
EGID

BRELTWEENEV L O O3EMER
&1 (chronic tolerance test)

@M AR 38R 38R 38R

. RER ‘
SAMBAKAET D ke —
ryms AR | |
B
£ERE
R W&% SERE \
EGE, EoE 6
6
2-3
3 (chr
onic tolerance test)
1-5
N-

FPIES



GWAS,

EGID

600

EGID

microbiome

C.
1. EGID
B 264
A 750
1000
A 750 -
N-FPIES 350
2015 rewrite
1
1
2
70% 3
4 55
34
70% 90
IgE 17
2014 2015 2

American Academy of Asthma

Allergy and Immunology

PICU

N-FPIES

7



NICU,PICU

1
2.
Minds 2014
9 23
Minds
Scope 3
2014 12 7
EGID-Minds
Scope
Scope
Clinical Question
2015 2
SR
N-FPIES, EoE, EGE Minds
EGID
3.
2015 6
B
EDN
80
Matsushita et a. Am J. Surg
Pathol 2015)
4,
EGE13
6 14

chronic tolerance test

(Yamada et al. Allergology International 201
4) 2015 2

5.GWAS,
6.
Esophagus U_;’i
Stomach i.sl
Small intestine ] :.i
Colon _zr:s_
O“Ol 1 100
EGID
PubMed 687
121
(EGE)
(EoE)
1
2 Ito et 4,

Allergology International 2015, Ishimura et a J
Gadtroenterol Hepatol 2015)

D.

1. phenotype N-
FPIES, EGE

N-FPIES J Allergy Clin
Immunol 2011, Curr Asthma Allergy Rep

2012 EGE J Gastroenterol 2013
N-FPIES
2015
B 264
A

2015
TSLP/IL33



N-FPIES
1
2.
N-FPIES, EGE
3.
4,
N-FPIES 3 EGE
EGE 6 70
EoE
80
EoE
EGE
EGE
1 1
chronic tolerance test
1-3
QOL EGE
5.GWAS, microbiome
6.

1. EGID
1000 N-FPIES,
EGE
Evidence
N-FPIES, EGE
Evidence
2.
28 2 27 E
GE
Minds
EGID
N-FPIES, EGE
2016 Minds
3.
publish
phenotype



EGID

N-FPIES, EGE, EoE

EGE
(6FED) 70
N-FPIES, EGE
6FED
GWAS
Minds
FPIES

) 781
P1845-1848 (2015.12).
2. , -
, 78, P1247-1253
(2015.09)
3. -
78 9 pl247-
1253 2015 9
4. ,
47 4  p341-344 2015 4
5. -
77
p275-279 2014.04
6.
118 4 p 623-629
2014.04
7. -
2014
28 5 846-53.
8. , :
2014,62 6, 623-627.
0. -
2014 10 17
341-6.
10.
pl2-17 2014



N-FPIES 64

. -2 2015 5 26-28 .
7. , : IgE
: 64
* -1 - 2015 5 26-28
N-FPIES 8. 1
. -2
2014 12 20
9.
1 , , , -
, , , 3 IL33 TSLP
, , , 26
' 2014.5.9.
, 59 10. ] 6
, 2015 11 21- 31
22 . 2014.6.29.
2. , , , 1L , ,
: , 6 , 51
2014 26 11 8-9
8 , 52 :
,2015 11 2122 . 12 ’ ’
: . IgE , 51
CRP 2014 26 11 8-9
IL-6 , 52
, 2015 11
21-22 5
4. ,
1 Shoda T, Matsuda A, Arai K, Shimizu
) H, Morita H, Orihara K, Okada N, Narita M,
' 52 Ohya Y, Saito H, Matsumoto K, Nomura 1.
, 2015 1 Sera of infantile eosinophilic gastroenteritis
21-22 . patients showed specific elevation of both
5. ' d ' thymic stromal lymphopoietin and interleukin-
' ' ' 33. J Allergy Clin Immunol. 2016, in press.
IgE 2. Shoda T, Morita H, Nomura |,

Ishimura N, Ishihara S, Matsuda A,

Matsumoto K, Kinoshita Y. Comparison of

64 gene expression profiles in eosinophilic

2015 5 2628 : esophagitis (EOE) between Japan and Western
6. ' ' ' countries. Allergol Int. 2015;64:260-5.

d ' , 3. Ito J, Fujiwara T, Kojima R, Nomura l.

' Racial differences in eosinophilic
Web



gastrointestinal  disorders among Caucasian
and Asian. Allergol Int. 2015;64:253-9.

4, Horimukai K, Hayashi K, Tsumura
Y, Nomura |, Narita M, Ohya Y, Saito H,
Matsumoto K. Total serum IgE level influences
oral food challenge tests for IgE-mediated food
dlergies. Allergy. 2014 Dec 15.

5. Urisu A, Ebisawa M, lto K, Aihara Y,
Ito S, Mayumi M, Kohno Y, Kondo N et al.
(Nomura | is included in one of the authors);
Japanese Guideline for Food Allergy 2014.
Committee for Japanese Pediatric Guideline for
Food Allergy; Japanese Society of
Pediatric Allergy and Clinical Immunology;
Japanese Society of Allergology. Allergol Int.
2014,63:399-419.

6. Shimura S, Ishimura N, Tanimura T,
Yuki T, Miyake T, Kushiyama Y, Sato S,
Fujishiro H, Ishihara S, Komatsu T, Kaneto E,
lzumi A, Ishikawa N, Maruyama R, Kinoshita
Y. Reliability of symptoms and endoscopic
findings for diagnosis of esophageal
eosinophilia in a Japanese population.
Digestion. 2014; 90(1): 49-57.

7. Ishimura N, Shimura S, Jiao DJ,
Mikami H, Okimoto E, Uno G, Aimi M,
Oshima N, Ishihara S, Kinoshita Y. Clinical
features  of eosinophilic esophagitis:
Differences between Asian and Western
populations. J. Gastroenterol Hepatol. in press.

8. Matsushita T, Maruyama R, Ishikawa N,
Harada Y, Araki A, Chen D, Tauchi-Nishi P,
Yuki T, Kinoshita Y. The number and
distribution of eosinophils in the adult human
gastrointestinal tract: a study and comparison of
racial and environmental factors. Am J. Surg

Pathol. in press.
0. Yamada Y, Kato M, Isoda Y, Nishi A,
Jnbo Y, Hayashi Y. Eosinophilic

Gastroenteritis Treated with a Multiple-Food
Elimination Diet. Allergology International.
63(Suppl 1):p53-56, 2014.

1 Tetsuo  Shoda, Ichiro  Nomura,
Katsuhiro Arai, Hirotaka Shimizu, Yoshiyuki
Yamada, Kanami Orihara, Hideaki Morita,
Akio Matsuda, and others, Eosinophil-Related
Gene Expression in Children with Eosinophilic
Gastrointestinal Disorders (EGIDs), American
Academy of Allergy, Asthma and Immunology
Annual Meeting, March 4-7, 2016.

2. Kanami Orihara, Ichiro Nomura,
Tetsuo Shoda, Hideaki Morita, Hiroko Suzuki,
Akio Matsuda, Hirohisa Saito, Kenji
Matsumoto, Plasma Cytokine/Chemokine

Profiles in Non-IgE-Mediated Gastrointestinal
Food Allergy, American Academy of Allergy,
Asthma and Immunology Annual Meeting,
March 4-7, 2016.

3. Ichiro Nomura, Hiroko Suzuki, Tetsuo
Shoda, Hideski Morita, Kanami Orihara,
Yukihiro Ohya, Hirohisa Saito, Kenji
Matsumoto, Clinical Characteristics of Non-
IgE-Mediated Gastrointestina Food Allergy:
Anaysis of Nation-Wide Web-Based Online
Patient Registry, American Academy of
Allergy, Asthma and Immunology Annual

Meeting, March 4-7, 2016.

4, Nomura 1, Shoda T, Matsuda A,
OriharaK, MoritaH, Arai K, Shimizu H, Ohya
Y, Saito H, Matsumoto K. Mucosal Biopsy
Microarray Analysis Reveded Elevated
Thymic Stromal Lymphopoietin (TSLP) in
Infantile Eosinophilic Gastroenteritis,
American Academy of Asthma, Allergy and
Immunology 2015, Feb 2015, Houston Texas,
USA.

5. Shoda T, Nomura 1, Matsuda A,
Futamura K, Orihara K, Morita H, Ara K,
Shimizu H, Narita M, Ohya Y, Sato H,
Matsumoto K. Gene Expression Profiles of
Mucosal Biopsy Specimens from Children
with  Eosinophilic ~ Gastritis,  American
Academy of Asthma, Allergy and Immunology
2015, Feb 2015, Houston Texas, USA.

6. Yamada Y, Nishi A, Watanabe S, Kato
M. Esophagea eosinophilia associated with
congenital esophageal artesia and/or stenosis
repair and esophageal stenosis and its
responsiveness to proton-pump inhibitor.
AAAAI 2015 Annua Meeting, Houston, USA,
2015.2.21

7. Nomura |, Non-IgE Mediated Gastro-
Intestinal Food Allergy in neonates and infants.
Is Cluster 1 (showing repetitive vomiting a
nd bloody stool at the same time) a specifi
¢ subgroup seen only in Japan?
International Pediatric Allergy Symposia, U
pdate on diagnostic method for FPIES/ Gl
alergy ~ accounting for the different clini
cal pictures in Korea and Japan. The 51% a
nnual meeting of Japanese society of pediat
ric alergy and clinical immunology.
Nov.8", 2014, Yokkaichi-city, Mie prefectur
e

http://www.nch.go.jp/imal/FPIES/icho/p
df/fpies.pdf

http://www.nch.go.jp/imal/FPIES/FPIE
S eng.htm



3.

4.

http://www.fpies.jp/

https://www.egid.jp/

10

wNn e N






1970

1970

1990

1990 20

2010

RNA

systematic review

Am J Surg Pathol 39

1 521-527, 2015



100

1970 1990
1970 1990
2010

World J Gastroenterol 21: 8433-8440, 2015,
Digestion 93: 7-12, 2016, J Gastroenterol
Hepatol 30(suppl 1): 71-77, 2015

4
J Gastroenterol 50: 844-852,
2015
3
RNA
RNA
Dig Endosc 2015 Sep 29
Th2 Epub ahead of print

B PL0S
One 2016 Jan 4; 11(1): e0146191

Allergol Int 64:
260-265,2015



RNA

RNA

F.
1.
1

2)

3)

4)

Ishimura N, Shimura S, Jiao DJ, Mikami H,
Okimoto E, Uno G Aimi M, Oshima N,
Ishihara S, Kinoshita Y. Clinical features of
eosinophilic ~ esophagitis.  Differences
between Asian and Western populations. J.
Gastroenterol Hepatol. 30(Suppll): 71-77,
2015.

Matsushita T, Maruyama R, Ishikawa N,
Harada Y, Araki A, Chen D, Tauchi-Nishi P,
Yuki T, Kinoshita Y. The number and
distribution of eosinophils in the adult
human gastrointestinal tract: a study and
comparison of racial and environmental
factors. Am J. Surg Pathol. 39(4): 521-527,
2015.

Ishimura N, Owada Y, Aimi M, Oshima T,
kawada T, Inoue K, Mikami H, Takeuchi T,
Miwa H, Higuchi K, Kinoshita Y. No increase
in gastric acid secretion in healthy Japanese
over past two decades. J. Gastroenterol. 50:
844-852, 2015.

Kinoshita Y, IshimuraN, OshimaN, Ishihara S.
Systematic review: Eosinophilic esophagitis in
Asian countries. World J Gastroenterology. 21:



5)

6)

7)

8)

9)

10)

11)

12)

13)

8433-8440, 2015.

Shoda T, Morita H, Nomura |, Ishimura N,
Ishihara S, Matsuda A, Matsumoto K, Kinoshita
Y. Comparison of gene expression profiles in
eosinophilic esophagitis (EOE) between Japan
and Western countries. Allergology
International . 64: 260-265, 2015.

Adachi K, Mishiro T, Tanaka S, Kinoshita Y.
Suitable biopsy site for detection of esophageal
eosinophilia in  eosinophilic  esophagitis
suspected cases. Digestive Endoscopy.  Epub
ahead of print

KinoshitaY, IshimuraN, OshimaN, Mikami H,
Okimoto E, Jiao DJ, Ishihara S. Recent progress
in research of eosinophilic esophagitis and
gastroenteritis. review. Digestion. 93: 7-12,
2016.

Mishima Y, Ishihara S, Oka A, Fukuba N,
Oshima N, Sonoyama H, Yamashita N, Tada Y,
Kusunoki R, Moriyama I, Yuki T, Kawashima
K, Kinoshita Y. Decreased Frequency of
Intestinal Regulatory CD5+ B Célls in Colonic
Inflammation. PLoS One. 11(1): e0146191,
2016.

35 742-746 2015.
45 7 841-847
2015.
ppl18-123 2015

103 665-669 2015

Gastroenterological Endoscopy 57 128-133
2015

14)

12 13-18 2015
15)

27 479-482 2015
16)
116 1150-1154 2015
17) Medical Practice
32 1373 2,015
18)
35 203-207 2016
2.
1)
101 , 2015.04.25.

2) : 3

89

2015.05.29.
3
89
, 2015.05.29.

4)

44 .89

, 20145.05.31.

5)



6)

2015.07.03.

69

, 2015.10.09.

90



Eosinophilic gastrointestinal disorder EGID

Clinical gestion CQ PICO EGID
IBD
2 EGID
EGID IBD
3 Minds
SR
Clin
ica gestion CQ
CQ PICO
EGID
2010
E
GID

20/HPF



EGID

SR Clinic

a gestion CQ PICO

1, Suzuki Y, Matsui T, Ito H, Ashida T,
Nakamura S, Motoya S, Matsumoto T, Sat
o N, Ozaki K, Watanabe M, Hibi T.

Circulating interleukin 6 and abu
min, and infliximab levels are good predict
ors of recovering efficacy after dose escaat
ion infliximab therapy in patients with loss
of response to treatment for Crohn's disea
se: A prospective clinica tria. Inflamm Bo
wel Dis. 2015:21(9):2114-2122.
2, Ueki T, Kawamoto K, Otsuka Y, Minod
a R, Maruo T, Matsumura K, Noma E, Mi
tsuyasu T, Otani K, Aomi Y, YanoY, Hisa
be T, Matsui T, Ota A, lwashita A.

Prevalence and clinicopathological
features of autoimmune pancreatitis in Jap
anese patients with inflammatory bowel dis
ease. Pancreas. 2015:44:434-440.
3, Hiral F, Matsui T.

Status of food intake and element

a nutrition in patients with Crohn's disease.

Integr Food Nutr Metab. 2015:2:148-150.
4, Beppu T, Ono Y, Matsui T, Hirai F, Y
ano Y, Takatsu N, Ninomiya K, Tsurumi
K, Sato Y, Takahashi H, Ookado Y, Koga
A, Kinjo K, Nagahama T, Hisabe T, Taka
ki Y, Yao K.

Mucosal healing of ilea lesions is
associated with long-term clinical remissio

n after infliximab maintenance treatment in
patients with Crohn's disease. Dig Endosc.
2015:27:73-81.

5, Sato Y, Matsui T, Yano Y, Tsurumi K,
Okado Y, Matsushima Y, Koga A, Takah
ashi H, Ninomiya K, Ono Y, Takatsu N,
Beppu T, Nagahama T, Hisabe T, Takaki
Y, Hira F, Yao K, Higashi D, Futami K,
Washio M.

Long-term course of Crohn's disea

se in Japan: Incidence of complications, cu
mulative rate of initial surgery, and risk fa
ctors at diagnosis for initial surgery. J Gast
roenterol Hepatol. 2015:30:1713-1719.
6, Hira F, Watanabe K, Matsumoto T, lim
uro M, Kamata N, Kubokura N, Esaki M,
Yamagami H, Yano Y, Hida N, Nakamura
S, Matsui_T.

Patients' assessment of adalimuma
b self-injection for Crohn's disease: a multi
center questionnaire survey (The PEARL su
rvey). Hepatogastroenterology. 2014:61:1654
-1660.

7, Mitsuyama K, Niwa M, Masuda J, Yam

asaki H, Kuwaki K, Takedatsu H, Kobayas
hi T, Kinjo F, Kishimoto K, Matsui T, Hir
ai F, Makiyama K, Ohba K, Abe H, Tsub

ouchi H, Fujita H, Maekawa R, Yoshida H,
Sata M, The Kyushu ACP group.

Possible diagnostic role of antibod
ies to Crohn’s disease peptide (ACP): resul
ts of a multicenter study in a Japanese coh
ort. J Gastroenterol 2014:49:683-691.



Suzuki Y, Matsui
T, Ito H, Ashida
T, Nakamura S,
Motoya S, Matsu
moto T, Sato N,
Ozaki K, Watanab
e M, Hibi T.

Circulating interleukin 6 an
d albumin, and infliximab |
evels are good predictors of
recovering efficacy after dos
e escalation infliximab thera
py in patients with loss of
response to treatment for C
rohn's disease: A prospectiv
e clinical trial.

Inflamm Bowel Dis.

29(1)

2114-2122

2015

Ueki T, Kawamot
o K, Otsuka Y,
Minoda R, Maruo
T, Matsumura
K, Noma E, Mits
uyasu T, Otani
K, Aomi Y, Yano
Y, Hisabe T, Mat|
sui T, Ota A, lw
ashita A.

Prevalence and clinicopathol
ogical features of autoimmu
ne pancreatitis in Japanese
patients with inflammatory
bowel disease.

Pancreas

44

434-440

2015

Hirai F, Matsui
T.

Status of food intake and el
emental nutrition in patient

Integr Food Nutr M
etab

s with Crohn's disease

148-150

2015




Beppu T, Ono Y,
Matsui T, Hirai
F, Yano Y, Taka
tsu N, Ninomiya
K, Tsurumi K, S
ato Y, Takahashi
H, Ookado VY, K
oga A, Kinjo K,
Nagahama T, His
abe T, Takaki VY,
Yao K.

Mucosal healing of ileal lesi
ons is associated with long-t
erm clinical remission after
infliximab maintenance treat
ment in patients with Croh
n's disease.

Dig Endosc.

27

73-81

2015

Sato Y, Matsui
T, Yano Y, Tsuru
mi K, Okado Y,
Matsushima Y, K
oga A, Takahashi
H, Ninomiya K,
Ono Y, Takatsu
N, Beppu T, Na
gahama T, Hisab
e T, Takaki Y, H
irai F, Yao K, Hi
gashi D, Futami
K, Washio M.

Long-term course of Crohn's
disease in Japan: Incidence
of complications, cumulativ
e rate of initial surgery, an
d risk factors at diagnosis f
or initial surgery.

J Gastroenterol Hep
atol.

30

1713-1719

2015

Hirai F, Watanab
e K, Matsumoto
T, limuro M, Ka
mata N, Kubokur
a N, Esaki M, Y
amagami H, Yan
o Y, Hida N, Na
kamura S, Matsu
i T.

Patients' assessment of adali
mumab self-injection for Cro
hn's disease: a multicenter g
uestionnaire survey (The PE
ARL survey)

Hepatogastroenterolo
aqy

61

1654-1660

2014

Mitsuyama K, Ni
wa M, Masuda J,
Yamasaki H, Ku
waki K, Takedats
u H, Kobayashi
T, Kinjo F, Kishi
moto K, Matsui
T, Hirai F, Maki
yama K, Ohba K,
Abe H, Tsubouc
hi H, Fujita H,
Maekawa R, Yos
hida H, Sata M,
The Kyushu ACP

group

Possible diagnostic role of a
ntibodies to Crohn’s disease
peptide (ACP): results of a
multicenter study in a Japa
nese cohort.

J Gastroenterol

49

683-691

2014




EGID

EGID Minds
SCOPE CQ CQ PICO
- EGID EoE EG
E S
R - EGID CQ
SR
EGE
CcQ
SR EoE
SR
IgE
- EoE EG
E
PICO
EGID
oE EGE
Minds

SCOPE CQ CQ -




Minds

EGE
EoE

SR
Lucendo AJ, et a, J

Pediatr Gastroenterol Nutr. 2015

1
cQ
SR
CQ PICO
2
SR
SR
3 CQ
4 SR
SR
2016

; 1
1

Food-Protein Induced Enter
ocolitis (FPIES) Food-Protein Induced (A
llergic) Proctocolitis FPI(A)P Food-Pr 2)
otein Induced Enteropathy (FPE)
IgE
EGID

3)

IgE 2

EoE

- EoE

EGE

EGE

Moriyama K, Watanabe M, Yamada Y,

Shiihara T. Protein-losing enteropathy as
a rare complication of the ketogenic diet.
Pediatric  Neurology, Elsevier Inc,
volume 52, Issue 5, 526-528, 2015.
Yamada Y, Toki F, Yamamoto H, Nishi
A, and Kato M. Proton pump inhibitor
treatment decreased duodenal and
esophageal eosinophilia in a case of
eosinophilic gastroenteritis. Allergol Int,
Volume 64, Supplement: S83-S85,
September 2015.

Kato M, Suzuki K, Yamada Y, Maruyama
K, Hayashi Y, Maochizuki H. Virus
detection and cytokine profile in relation
to age among acute exacerbations of
childhood asthma. Allergol Int, Sep;64
Suppl:S64-70, 2015.

(0385-6313)47
4 353-357, 2015.



5)
RS

(JACHRI)
152-156,
2015.

2.

1) Yamada Y, Isoda Y, Nishi A, Jinbo Y,
Kato M. A multiple-food elimination diet
is effective for the teatment of
eosinophilic gastroenteritis (Poster). 9th

Biennial Symposium of International
Eosinophil Society, Chicago, USA,
2015.7.17.

2) Yamada Y, Isoda Y, Nishi A, Jinbo Y,
Watanabe S, Kato M. Successful
Treatment of Eosinophilic Gastroenteritis
with a Multiple-Food Elimination Diet
(Poster). AAAAI 2016 Annual Meeting,
Los Angeles, USA, 2016.3.7.

3
118
2015.4.19.
4)
(
) 64
2015.5.26.
5)
64
2015.5.28.
6)
42
2015.10.18.

7)

2015 2015.10.24.
8)

Th2

62
2015.11.20.
1

52
2015.11.21.

1)
Eosinophilic Gastrointestinal
Disorders
45
2015.8.29
2)
UPDATE 2015.11.11
3)
127

2015.12.18~20.
4)
16
2016.2.14.



Minds

-EGID-20151123 2015/11/23

EoE
rican Academy of Allergy, Asthma & Immunology AAAAI
enterology ACG 2007 2011 2013

American Gastroenterological Association AGA

Ame
American College of Gastro

EGE 1990 Taley
NJ
12
EGID (EoE) (EGE) EC
EGE EC EGE
EoE EoE PPI-r
esponsive esophageal eosinophilia PPI-REE EoE
PP PPI-REE
IgE IgE
EoE
EGE
EoE 1990 52 /100,000
EoE 4.3 / EGE 24/
EoE EGE
2005 100
89 / 59 |/ EGE
EGID EoE
EGE
EGE ,EOE EoE Eota
xin-3 mMRNA

1 2




33

EoE

1 (EGID)
Guideline of Eosinophilic gastrointestinal disorders (E
GID)
2
EGID
4
2007 2011 2013
EGE
5 1990 Taley NJ
Minds 2
014
EokE:
PPI-REE
6
EGE:
EoE:
QOL
6 QOL
EoE
PPI-REE
EGE:




2
2 EGID EoE
2
2  EGID
CcO
4
CO1-1. EoE EGE
CQ CQl c0Ol1-2
co1-2
 EoE EGE
CQ
CQ2-1. EoE PPI
CQ2-2. EoE EGE
cQ2 CQ2-3. EoE EGE
CQ2-4. 6
EoE EGE
CQ2-5.
2 cO
= o<
CQ3 CQ3-1.




[3-4 ZU=AdrzAFarOBE]

[34 Z2V=prrzArFarORiE]

BEBATOATE. B

AZa—7 Iy EiF - EEEERTRE (Key Clinical [saue)

Ao—F Tl EIT-EERERRE (Key Clinical lssue}
o e P N R | e

CQmRER

P (Patients, Prablem, P: ion}

£51 EERZL

far ) 285 Wk EfRAL

Pl qREE | GFERBRIE BB 2 (EoE)

#IEMEH  |HERGL (ARANCDVTOREEES)

ConmEEER
P (Patients, Problem, Population)
51 Rl
Fith im0 E ERAL
BB R |STERERIEEDE 2 (EoF)
HEREY  |HRAEL(ARAZ DN TORAEES)
T O

Eq 2l

1 (Interventions).”C (Comparisons, Controls} D AR

HlZE

LPPLARETTS/C TG, BAB AL NEE R AT O FEkR a0 BELL C . BB L. IR

B2

I ([rterventione) .~'C {Comparisons, Controls) AR

[ ERTEATOAR ARENTS/C T, RAATOALE. BEEh. R BE

O {Outcomes) DI Ak

O (Outcomes) @) AR

Outcome DA EES ERE RS
o1 RHRE AL #* =
02 EoE &PPI-REEM AN AN kS i =
03 ZHENLEVBAISARIVEND = =
04 FEHII- L AEITEHN 3 = =1
05 FFICAT R AERE ORI TE S i =1
06 fRZED TS P ARBRLY #* =1
07 TRREERS H4E LN = =i
08 =
09 =]
010 =]
fERRL1-0G
CQl. EcED— B M [APPLAREATA FIA  (PPEREEE D IR A LT 47, BT-EcERRt»T-n e DM BARE EHD)

Outcome N NE EHEN ERE RARE
o1 EREUETD #* =
02 ERITRENELT S #* =
03 REHLAAT N i =1
of BfERMEL, FRCER = =1
05 FHZAT Ok THEZiR 4 = =1
08 FEERIZ R BZL ALY #H =1
o7 It
08 =
09 =i
010 =
fEREL-0G

CQ2. BOATOAFIZA MDGEl:, [R5 2. 5ol T elTEM)




[3-4 ZV=dnrxasar olE]

[34 2V =2z Fal-DRE]

A3—7TRY Eif - BB (Key Clinical [ssue)

B (FRER i IR ENZE

CQOMEER

P (Patients, Problem, Population)

3 HEELL

=4 2%l E FRAL

Bl [FERBEEEER(EE)

IR EY  [FIRAZL(BRANZOLTOREEEL)

itk

I (Intarventions) ~C (Comparisons, Centrols) DUYA R

CaDiEREFR
P (Patients, Problam, Population)
231 EELZL
Ei ) 2Bk FRAL
e imte | SFERTRIE BLE 48 {EoE)
IEgEH  [HRGL (B AN COREEESR)
Rl )

TR AT O FRRET15/C 1AL, ERTEATOAF . BB i, ik o -

0O {Outcomes) MY A}

[ {Interventions) ~’C (Compariscns, Controls) ®JAKR

LERPREREYRE. TERRERE, BRDEEDOLNTAOET2/C rhElb, £/ BFRATOAFR  RARE.
SHIZRFEL-BYRE., RENFE 7L AT—F

O (Outcomes) DA

Outcome DN [InFN BEE FHT&E
o1 ERFRET S fin =
02 SRR AR T A i =
03 w: e Chks = -
04 BllfE AAt AL Fis =1
05 TRBEERE AR = =
06 W%Sﬁ.ﬂﬁ.ﬂ%ﬁf%ﬂﬂsﬁw &= I
07 ERARLUA OB ARDNE - =1
08 =
09 =
010 =
fEREL7=CQ

CQ3. RRTATOAFIXA R GEIG [RESEIG- DL IR5 E, B Tk, gHER)

OutcomeDAE EE M EEE RAA&E
01 ERENRETS find =1
0z SERIT B RRAUAL T A find =1
03 HEARISES & =
04 i RELYQOLARLY ks It
05 BEEEMNH 2 =
06 FrEO AR s =
07 BEWTLLX—OZHNTEA & =1
08 AREREDNRECRITRLS = =1
ol TRGFREZEEITS RGN E= =
010 =]
fERELT=Ca

Co4. #FRRIE YR AT AS (ERNRER YR E, T2hinlkE, R RE)




[3-¢ ZD=AAFyeAFaOBRE]

Ao—F ey £ EERERRE (Key Clinical [ssue)

ER(FRER SR ETE

CQOBERER

P (Patients, Problam, Population)

3 HEEL

i 2Lk ERAL

BB GEEE | ITERBRIEBIE 2t (EoE)

WIEMEMG  |FIRZL(BRAC O TORHAEES)

Zoith

1 (Intsrventions) G {Comparisons, Controls} D' AR

LR TP L A — AR (M ABE R, OO L 2 BN AH R, Mo ILIEA 7 58 AR ALOMER)
FT5/C: UL, RHE/BRATOCN, BREL

O {Outcomes) DY R b

Outcome DA INE BEE BEHT&E
01 SEARERET B E23 =
02 REAMEATHS i =
03 RIERHSBFCERED = =1
o4 AFOFERENED = =
05 =
06 =
o7 =
08 =
09 =
010 =
fEREL.-CQ

CO5. RN Bl 7 Lol — e A Bh A R I, P LI —2E [ AZE 28, OO L 2 e MG it
# MALBATSSRN ThERCOLCEN - IR, BIfER)




IgE

2

Neonatal transient eosinophilic colitis
Gastrointestinal food allergy

Non-1gE mediated gastrointestinal food allergy
Non-1gE mediated cow®s milk allergy

Food sensitive enteropathy

Food protein-induced enterocolitis syndrome
Food protein-induced (allergic) proctocolitis
Food protein-induced enteropathy

Intestinal cow"s milk allergy

Allergic (procto)-colitis

Eosinophilic gastrointestinal disorder
Eosinophilic enteritis

Eosinophilic enterocolitis

(Allergic) eosinophilic colitis

Eosinophilic esophagitis

Eosinophilic enteropathy

Food intolerance

Rectal bleeding

Hematochezia



2 Eosinophilic esophagitis

Eosinophilic enteropathy

Eosinophilic gastroenteritis

Eosinophilic (associated) gastrointestinal disorders
Eosinophilic gastritis

Eosinophilic enteritis

Eosinophilic duodenitis

Eosinophilic colitis

Gastrointestinal eosinophilia

Intestinal eosinophilia

Gastric eosinophilia

Colonic eosinophilia

Gastrointestinal eosinophil infiltration
Intestinal eosinophil infiltration

Gastric eosinophil infiltration

Colonic eosinophil infiltration
Gastrointestinal eosinophil inflammation
Intestinal eosinophil inflammation
Gastric eosinophil inflammation
Colonic eosinophil inflammation

2

Eosinophilic esophagitis

Esophageal eosinophil inflammation

Esophageal eosinophil infiltration

Eosinophilic gastrointestinal disorders

Eosinophil associated gastrointestinal disorders

Proton pump inhibitor responsive esophageal eosinophilia
Gastroesophageal reflux (disease) with eosinophilia
Gastroesophageal reflux (disease) with eosinophil infiltration
Gastroesophageal reflux (disease) with eosinophil inflammation



EEERERE 1 EER R L (L 7 Joca
COT-1. B YR K EXER, ALST, mmﬁﬂﬁ_uanﬁ_}ﬁmwwk.: HHEIZVER)
HIEBREEFRL 2

FPIES, FPE# 5LV EIEIE

nw 7 (MASREL. F</BUA. BROSSEE, CBRRRELLCER)
(ZTOAFE, R7LILEF—E, RENGRCLER)

CQ2-1. il AR R 3= 4
CO2-2. EMAIERL?

FERT A2 MAERG ) SRV RT VT A0 L E 1) CPG(H AR 534 2) RET(S L ¥ A1) CCT(IE T & L) CO(a7k—F) - CCUEHIH ) - CSUIET) - CAURE I S 1) - CRUE ISR ) - RVIRER) - OT(Z D fth)

XNo | 182 BRETHAY [P BRI, HREE. ARAE bRt el b Ol e w5 ca | mA TEA kb
10| Language | Authors Title Journal | Year | Volume | Pages
E-1 |ILE{EZ| 21646794 eng  [Yamada Y| disorders in i Arch A 2011 155 40-45 |CA _.memmsmisﬁﬁsmnﬁmﬁ?wgs ALST Mwmnzg.ﬁmfmn_casmwﬁﬁﬂ miﬂ_: EATEFLAT—0[ 23] 1D
- [P B = FERACHRL TR AR
E-1 [WWEfEZ| 21646794 eng  |Yamada Y| ilic gastroi disorders in i Arch A 2011 155 40-45 |CA Mmmwsmisﬁﬁsmmsi#_‘ FL)0 =tote:d MME% 1gE+EGIDs) D B HTI=H 1 =H wmr?ﬂuﬂuwﬁﬂﬁ%
-muw MEo: ALY
E-1 |[WBEEZ| 21646794 eng  [Yamada Y| disorders in i Arch A 2011 155 40-45 |CA HIERTOSHOILRDECIDs (RLVEL) O\ g o g7y Mﬁﬁz%‘_mem_cmuswmﬁm 1 24| Mw.mmmﬂdsmwsw
)€ L% 5 D in g A (Non-lpE+EG J e m
E-1 [WEfEZ| 21646794 | eng  |Yamada Y| jic g disorders in i Arch A 2011 155 | 40-45 |ca MﬁmmsuiSwimsmn_c:wm?mﬁvsﬁ:ww. e Mﬁﬁzg‘_mmﬁm_c&swguﬂ 1 L] WWWWWWMWM&MN
B HEER B OFLIR (BLET) A (| VD BHIZHE awmwax ﬁﬂﬂMﬁmﬂmMMﬁwww ERETIRME DL
_ " ) ! 5 BTOSHOILREDECDs (ELEL) O i (Non-TgE+EGIDS) (D B A e, AL OE
E-1 W] 21646794 | eng  [Yamada ¥[E @ disorders in Arch A 2011 155 | 40-45 oA i) WEERE P33 A e | 2R EatR
= m = = Feh. WThEF
E-1 |IWEEZ| 21646794 |  eng  [Yamada Y|Eosi disordersine Arch Al 2011 155 | 40-25 |cA MNWMSmiSmESmnEﬁ#CMﬁVS £33 Mw.w,nzc; TE+EGIDS) D BB HI~H wfm_ﬁvc.moamw 1 28
ii|
e 3 " BT COOBI DL DEGIDs (LB T) 0 . A (Non-IgE+EGIDS) D BT =R msﬂgsmﬂ»amgcw -
E-1 |[WBEZ| 21646794 eng  [Yamada V| & disorders in Arch A 2011 155 40-45 |CA Wﬁ_ﬂm o 45 RAGEIK EL TR i i s/ 00521 3 et a&r»:v_.. 1 2R
M. 2518
E-1 W] 21646794 | eng  [Vamada Y] disorders in i Arch A 2011 155 | 40-45 |oA memsmisﬁ,msmmsmﬁ?mﬁ_VS R EGIDsELTH _uxmmbﬂ.nwm BEHTRTH | 1 4
E-1 |WEHEZ| 21646794 | g [Yamada Y| iic disorders in i Arch 2011 155 | 4045 |cA mﬁmmsmiamcme ERE AL P Non-IgEEL T4 R miﬂ_ﬁa;uinmw%mm i 2R
= = ¥ SPIRABI TR S BELHAIE
e |WBEz| 21606704 | eng  [Vamada Y sast disorders in i achd 2011 | s | de-as [ca LR OO ARDECD (RN EL) Ol g g HEE R AEEORE DRMREDA B CEH| 2 e
: = : THCREE RO GS e
E-1 |WBEZ| 21646794 |  eng  [Vamada Y| st e i Arch A 2011 155 | 40-45 |cA Wﬁmmsmﬁsmﬁmamm_cim?wﬁVa ZFO4KE MR, REMORE MHESBHOICHY— RIEDAR| 2 TER :mwmw#.nnnwmmﬁ.n&c
i I=HREFEALL, ; &
= = x SRS REFTSNT S TEEE,
e |wEz| 21646704 | eng  |Yamada Y] gast disarders In i Arch A 2011 165 | 40-45 [ca S COIMORRAEODERUSD g HEHBHIVEEEAOES |48, SHA. BTSN | 3 -4
_ Mt EEA RSN TN,




CQ

EGID Minds

IgE

IgE
Minds

IgE

IgE food
protein-induced enterocolitis syndrome
(FPIES), food protein-induced allergic
proctocolitis (FPI1AP), food protein-induced
enteropathy (FPE) 3

Minds




cQ

FPIES

FPE

FPE

1)

ALST

FPIES

FPIAP

ALST

ALST

ALST
100%

GvHD

FPE



Ohtsuka Y . Food intolerance and mucosal
inflammation. Pediatr Int. 2015; 57:22-9.
Obayashi N, Suzuki M, Ohtsuka Y, et al.
Management of tacrolimus-associated food
allergy after liver transplantation. Pediatr Int.
2015; 57: 1205-7.

Yamazaki S, Endo A, OhtsukaY, et al.
Cytomegalovirus as a potential trigger for
systemic lupus erythematosus: a case report.
BMC Res Notes. 2015; 28; 8: 487.

Yamazaki S, Nakano N, Ohtsuka Y, et al. The
transcription factor Ehf isinvolved in
TGF-B-induced suppression of FceRI and c-Kit
expression and FceRI-mediated activation in
mast cells. J Immunol. 2015; 195: 3427-35.
Obayashi N, Ohtsuka Y, Hosoi K, et al.
Comparison of gene expression between
pediatric and adult gastric mucosa with
Helicobacter pylori infection. Helicobacter. 2015
Jul 3. doi: 10.1111/hel.12245. [Epub ahead of
print]

Jimbo K, Suzuki M, Ohtsuka Y, et al. Usefulness
of magnetic resonance angiography for the
evaluation of varices at hepaticojejunostomy
after liver transplantation. Acta Radiol Open.
2015;27;4:2058460115578600.

Jimbo K, Aoyagi Y, Ohtsuka Y, et al.
Collagenous sprue in a 3-month-old infant.
Pediatr Int. 2015; 57: e18-22.

Suzuki M, Saito N, Ohtsuka Y, et al. Scoring
system for the prediction of severe acute
pancreatitis in children. Pediatr Int. 2015; 57:
113-8.

Jimbo K, Arai K, Ohtsuka Y, et al. Isolated

autoimmune enteropathy associated with

autoantibodies to a novel 28-kDa duodenal
antigen. J Pediatr Gastroenterol Nutr. 2015; 60:
el7-9.

64
15, IgE
.2015.5.28
52

.2015.10.28

14 . 118

: .2015.4.19

25 . .2015.6.19

30

2015.10.4.

Ohtsuka Y. Symposium [ “Malnutrition in Asia”.
ASPR 2015, Osaka. 2015.4.15

IBD . 112
, .2015.3.18
52
.2015.6.19



IgE
Minds
2016 2 11
IgE
1
IgE IgE
IgE 3
IgE
IgE
non-IgE-mediated gastrointestinal food allergy 2 IgE
IL-5 IL-13 CCL26 (eotaxin-3)
4 IL-6 CCLIl eotaxin-l ~ CXCL-13
5
IgE
IgE IgE food

protein-induced enterocolitis syndrome (FPIES), food protein-induced allergic proctocolitis (FPIAP),

food protein-induced enteropathy (FPE) 6

2000 2009
0.21



a)
IgE
b)
FPIES, FPIAP, FPE 6

food protein-induced enterocolitis syndrome (FPIES)

food protein-induced allergic proctocolitis (FPIAP)

food protein-induced enteropathy (FPE)

FPIES

FPE
FPIAP
FPIAP
FPE 2
2
post-enterocolitis syndrome FPE
1: FPIES
2: FPIES 3: FPE 4: FPIAC
7
FPIES FPE
FPE
8,9
GvHD
FPIES FPE

FPIAP



ALST
10 ALST

ALST 100%

Step 1.

Step 2.

Step 3. IgE

FPE

Step 4.

Step S.

ALST IgE ( 338 )
(400 1 20 )

ALST



CQI-1.
CQI-2.
CQI1-3.

d)

D

14

ALST
ALST
ALST ALST

cQ
ALST

Hirschsprung

12

13



Hirschsprung
Hirschsprung
@)
2
1) ( ) 2)
3)
4) 5)
FPIES  FPE
FPE
8,9
FPE
FPE GvHD

15

IFN-y TNF-a



L4, IL5, IL-13, ECP
16 L4, IL5, IL-13, ECP

FPE

1)

Shwachman-Diamond

Hirschsprung

2)

Menetrier

3

VIP

4)

5

6)
Toddler’s diarrhea

3)
Hirschsprung
(NTEC)"”
FPIES  FPIAP
FPIAP



Neonatal transient eosinophilic colitis NTEC

eosinophilic cationic protein (ECP)

FPIAP
Neonatal transient eosinophilic colitis NTEC v
NTEC FPIAP
IgA
IL-6 CCL11 CXCLI3
'8 NTEC
FPIAP FPIAP
NTEC
O]
Hirschsprung
)
IgE IgE IgE
3 3 ¥ IgE IgE
9
IgE 20 IgE
IgE IgE

IgE



IgE
IgE

IgE IgE IgE

IgE

3

IgE-dependent IgE
Oral allergy syndrome
Gastrointestinal anaphylaxis
IgE and Cell Mediated
Allergic eosinophilic esophagitis
Allergic eosinophilic gastroenteritis
IgE-independent/cell-mediated IgE
Food-protein induced allergic proctocolitis (FPIAP)
Food-protein induced enterocolitis syndrome (FPIES)
Food-protein induced enteropathy (FPE)

Coeliac disease

( Sampson HA. 2004 )

e)
e N-FPIES -
L

L. 20
L. QOL

N-FPIES
40 20-39 19

*



SD

Step 1.
Step 2 (
Step 3 (
Step 4 (
Step 5 (

).

).

o oo0o0oooo0o0 o0 ooo0oooogooogoonn

18

-1SD 0
-1SD 6
-2SD 12
-3SD 18
0
- 3
- 12
16
- / 0
- / 3
/ 12
16
0
3
12
16

12
16



CQ2-1.

CQ2-2.

21

CQ3-1.
CQ-3-2.

TGF-B

FPIES, FPIAP, FPE

10



11

1) . 2012.

,2011.
2) - (Consensus Recommendations for diagnosis and
treatment of Non-IgE mediated Gastrointestinal Food Allergy in neonates and infants).

.2014 1 7 . http://nrichd.ncchd.go.jp/imal/FPIES/icho/pdf/fpies.pdf
3) Kottyan LC, Davis BP, Sherrill JD, et al. Genome-wide association analysis of eosinophilic
esophagitis provides insight into the tissue specificity of this allergic disease. Nat Genet 2014; 46:
895-900.
4) Shoda T, Morita H, Nomura I, et al. Comparison of gene expression profiles in eosinophilic
esophagitis (EoE) between Japan and Western countries. Allergol Int 2015; 64:260-5.
5) Ohtsuka Y, Jimbo K, Inage E, et al. Microarray analysis of mucosal biopsy specimens in neonates
with rectal bleeding: Is it really an allergic disease? J Allergy Clin Immunol 2012; 129: 1676-8.
6) Nowak-Wegrzyn A, Katz A, Mehr SS, Koletzko S. Non—IgE-mediated gastrointestinal food
allergy. J Allergy Clin Immunol 2015; 135: 1114-24.
7) Nomura I, Morita H, Hosokawa S, et al. Four distinct subtypes of non-IgE-mediated
gastrointestinal food allergies in neonates and infants, distinguished by their initial symptoms. J
Allergy Clin Immunol 2011; 127:685-688.¢8.
8) Maluenda C, Phillips AD, Briddon A, et al: Quantitative analysis of small intestinal mucosa in
cow's milk-sensitive enteropathy. J Pediatr Gastroenterol Nutr 1984; 3:349-356.
9) Nagata S, Yamashiro Y, Ohtsuka Y, et al: Quantitative analysis and immunohistochemical studies
on small intestinal mucosa of food sensitive enteropathy. J Pediatr Gastroenterol Nutr 1995; 20:
44-48.
10) Morita H, Nomura I, Orihara K, et al. Antigen-specific T-cell responses in patients with
non-IgE-mediated gastrointestinal food allergy are predominantly skewed to T(H)2. J Allergy Clin
Immunol 2013; 131: 590-2.e1-6.
11) Staelens S, Van den Driessche M, Barclay D, et al. Gastric emptying in healthy newborns fed an
intact protein formula, a partially and an extensively hydrolysed formula. Clin Nutr 2008; 27: 264-8.
12) , , ,

( ). 2006; 110:86-94.

13) Molina-Infante J, Lucendo AJ. Update on topical steroid therapy for eosinophilic esophagitis.
Gastroenterol Hepatol 2015; 38: 388-97.
14) Menard-Katcher C1, Swerdlow MP, Mehta P, et al. Contribution of Esophagram to the
Evaluation of Complicated Pediatric Eosinophilic Esophagitis. J Pediatr Gastroenterol Nutr 2015;



12

61: 541-6.

15) MacDonald TT, Ferguson A. Hypersensitivity reactions in the small intestine. 2. Effects of
allograft rejection on mucosal architecture and lymphoid cell infiltrate. Gut 1976; 17: 81-91.

16) DeBrosse CW, Rothenberg ME. Allergy and eosinophil-associated gastrointestinal disorders
(EGID). Curr Opin Immunol 2008; 20: 703-8.

17) Ohtsuka Y, Shimizu T, Shoji H, et al: Neonatal transient eosinophilic colitis causes rectal
bleeding in early infancy. J Pediatr Gastro Hepato Nutr 2007; 44: 501-505.

18) Mori M, Ohtsuka Y, Ishida A, et al. Outcome of infants presenting rectal bleeding: A
retrospective study in a single institution. Pediatr Int 2014; 56: 884-890.

19) Sampson HA: Update on food allergy. J Allergy Clin Immunol 2004; 113: 805-19.

20) Bennelykke K1, Pipper CB, Bisgaard H. Sensitization does not develop in utero. J Allergy Clin
Immunol 2008; 121: 646-51.

21) Verhasselt V. Neonatal tolerance under breastfeeding influence. Curr Opin Immunol 2010; 22:

623-30.



Web

Web
A
Miceli Sopo 362
1
2015 rewrite
A.
- CL1 17%, CL2 24.2%, CL3 19.1% CL4
IgE 5.0 ALST 1 2
1/30 (CL341.2%, CL457.1%
CL1 74.6%, CL2 77.3%)
Web 4
(CL171.4%, CL2 77.8%, CL3 66.7%
CL4 93.3%)
1
(
13.9% 28.2 24.4%)
B.
A 718 D.
Miceli Sopo
362 1
4 J
Allergy Clin Immunol 2011
2015
rewrite
C. i
1 + + B
CL2125 ,CL334 ,
CL4 29 CL17
6.4
1 E.
3 CRP
CL1 0.49mg/dl, CL2 0.46mg/dl, CL4 0.11mg/dlI )
CL3 3.79mg/dl milk-specific IgE



l ’ )

- Web
, 64 2015 5
26-28 .
2. lchiro Nomura, Hiroko Suzuki, Tetsuo Shoda, Hideaki
Morita, Kanami Orihara, Yukihiro Ohya, Hirohisa Saito,
Kenji Matsumoto, Clinical Characteristics of Non-IgE-
Mediated Gastrointestina Food Allergy: Analysis of
Nation-Wide Web-Based Online Patient Registry, American
Academy of Allergy, Asthma and Immunology Annual
Meeting, March 4-7, 2016.



2016/1/12
Consensus Recommendations for diagnosis and treatment

of Non-IgE mediated Gastrointestinal Food Allergy in
Neonates and Infants

2016 1 12

1990

10
IgE
IgE

19 21
21 28

Step 1.
Step 2.
Step 3.
Step 4. 1
Step 5.



Step 1.

20

Food-protein induced proctocolitis

Step 2.
CRP IgE IgE

v v

v v

v v

v v

v v

v v

v v

v v

v

r Cytomegalovirus
Q) (400x 20 )
b) +3SD 30
0)
d) LPS
e TARC
f) IgE ( 321 19
9)

a) « ”
b, ¢) « ” d, e, f)
“ » a~f)



Step 3.

Step 4.

Step 5.

- Step 1-4

IgE I

http://www.nanbyou.or.jp/entry/3740

10




IL

III.

Iv.

I IV
1,2)
Food Protein-Induced Enterocolitis Syndrome (FPIES);
Food Protein-Induced Proctocolitis Syndrome (Proctocolitis) ¥ ;
Food Protein-Induced Enteropathy Syndrome (Enteropathy) ®
Celiac Disease”); Enteropathy
I~I11 Non-IgE mediated gastrointestinal food allergy

IgE
I~11I

3.4)

Allergic colitis

gliadin



IgE

. Mixed 1
Non-IgE-mediated / IgE and cell- 1 IgE-mediated
B Cell-mediated mediated 1
o oL ~ 1
o~ > € >
— EGID .
Food Protein- ;
'nduceld Eosinophilic I
Enterocolitis -
Syndrome gaszggrét)erms : Food Allergy
(FPIES)
1 Anaphylaxis
1
Food Protein- . .
induced Eosinophilic :
Proctocolitis Colitis |
(Proctocolitis) (EC) X (;ral Qllergy
yndrome
: (OAS)
Fofddpmgi”’ Eosinophilic |
nauce ..
Enteropathy ESOthélgltls 1
(Enteropathy) (EE) :
1

JAllergy Clin Immunol 2004;113:805 modified

IgE mediated, non-IgE mediated

VI.

Eosinophilic Esophagitis (EoE)

Eosinophilic Gastroenteritis (EGE)

8)



FPIES Proctocolitis Enteropathy Eosinophilic gastroenteropathies

1 1 1 6 2
50%
40-70% 25% 50%
30% 22% 22% 50%
15%
50%
IgE
50%
3-4 6-72 40-72
5-8
80%
3-10 3 1-3 2-3
60% 2 9-12 2-3
25% 2

Curr Opin Allergy Clin Immunol 2009;9:371-377

9)

IgE 5

Journal of Allergy and

Clinical Immunology



.

cluster 2 cluster 1 cluster3 cluster 4
5 4
Vomiting
/ + /\D\
Bloody stool Bloody stool
+ +
M it & ft Im{E
1 {8
JAIEE £HEE FEGHIEE I Kz
DERL
4
1
FPIES
4,10-14)
FPIES

FPIES



05 3

2
FPIES
FPIES
05 3
3
Enteropathy
3
4
Enteropathy

proctocolitis syndrome

procto-colitis

3 IVH

24

Eosinophilic Gastroenteritis

Eosinophilic Gastroenteritis

Food protein-induced
S ~

pan-colitis

self limited

25,26



1949 Gryboski 21
1970 80 Geraldine K Powell

3 powell

Food protein-induced enterocolitis of infancy (FPIES)
20
1990

0.21
0.21 2000
10

7 82.7%
17.4%
58.4% 24.7% 51.7% 27.0%
36% 24.7% 4.5% 5.6% 10.1%
6.7%
CRP
NTEC

Neonatal transient eosinophilic colitis
18)



Cluster 1
N=115

8 (4.75-12)"
P=0.000

P=0.004

Cluster 2
N=104

12 (7-64)" 0,003 P=0.000

Cluster 3
N=74
50.5 (17.75-140.8) ¥

P=0.003
Cluster 4
N=172

28 (5.75-61.25)

Tukey HSD
* Median (IQR)

0 50 100 150 200 250

Onset of disease: days after birth

DIC
176 15

DIC
9)

41.8% 40.7% 15.2%
15-17) 10

10



1-7
10

fragment

1,2,9)

IgE

11

17)

IgE
IgE



Milk-specific lymphocyte Milk-specific I1gE
stimulation test atthe onset of FPIES

Positive

32.1%

Positive in
81.6% Negative 67.9%

S

\/

Eosinophil countsin
peripheral blood

50%-
40%-

MR ERENERE PFEEERTE 2 EAVEBR
10
2
88 3 94 %
Proctocolitis
60-70 1/5
15-17)
2-3
20
30
17)

12

Eosinophils in
stool mucous

cytology

IgE

30

Positivein

66.7%

52



SR I 57 B ER 58
50%-
40%-

30%-

20%-

+3SD

VLBWI, LBWI, Normal birth weight

10.0 165 5.9

Mean+3SD

blood
VLBWI,

13

10

3-5

3-5

circulating



BW-1499 g BW 1500-2499g BW 2500g-

10.01 =16.5 =5.85
- - |7 Control +3sD
3 300
2000
Control +3 SD
10
TARC
TARC (CCL17) Th2 chemokine
Th2
TARC
30
CRP
CRP 5 6.7% CRPO.5 37.1%
TNF-alpha 58.4
HCO3"
1 4

14



, 46(7), 594-601, 1997

66.7

Eosinophil-Derived Neurotoxin:EDN

CT ,

(400x 20 )

15



1,4 3

nomura-i@ncchd.go.ip 03-3416-0181

Esophagus, stratified squamous layer Duodenum, mucosa
IgE
cell-mediated immunity, non—IgEl) IgE
33.8
1 n 90
IgE

19)

16



50

(hours)

, AAAAI 2014
2 5
2 2 5
2-3
5
Vomiting
-
Bloody stool Bloody stool

Y 7N

6(1.8-12) 10(2-24) 48(24-60) 24(24-48)

25 -75



IgE CAP-RAST

3 15

0.5ml’lkg 1mi/kg 2ml/kg 4ml/lkg 4ml/kg 4ml/ikg 4mil/kg

8ml/kg 16ml/kg 20mi/kg 20ml/kg 20ml/kg 20ml/kg 20ml/kg

0.5ml/kg 0.5~4ml/kg

14
14

18



0.1ml

(WBC, Neutrophil count, CRP . ' .

Food-Protein Induced Enterocolitis Syndrome (FPIES)

woh wDe

+ + 3500/ul
5 3 FPIES

Acute tolerance test chronic tolerance test
acute tolerance test

) 3 chronic tolerance test

19



15ml/kg

life support

2)

23-24)

DIC

Up to date

20



Pneumatosis intestinalis Pneumatosis intestinalis

0-157

CRP
CD CD colonization

NG

21



4mm

22

PH



25,26

2
3
MA-1
MA-mi
E
P
W/V% 10-13 17
100 17g
1kcal/ml 100
P
P IVH

23



1-3

-2SD
-3SD

10p /

10%

P
NRC (National Research Council)
50 /
6 8u /
20-30mg/kg/
DHA
95 20 10
1
C
1-2

24

I5p /

35p 7/

MCT

1ml









ALT(GPT)
ALT 200 IU/mL

3
0.5-1.0mg/kg

20

EGE

EGE

nomura-i@ncchd.go.]j 03-3416-0181

27



IVH

4 6kg -3.5SD
R
K1 400 mL
P 100 mL
(10% 20mL/ ) 15mL
KCL (ImEg/mL 20mL/ ) 10mL
Mg S5mL
MV 0.5
1000(5000U/5mL/ ) 0.5mL
50% (200mL/ ) 100mL
2mL/ ) ImL
18mL/hr

28



B EB RS OME A oz
2015 6 T
Pk
AT
RRARYMT—%
A FLA B | PAEEA |70 7L1
EDN e [ 1 I I I
BUARERLEE
EGID
36
- 3
2 EGID
- 5 LPS
Eosinophil-Derived Neurotoxin (EDN)
EDN
NICU
RNA mRNA
Rothenberg landmark paper JCI 2006

RNA

29



nomura-i@ncchd.go.ip EGID

1. EGID B

EDN

https://www.egid.jp/
ID

113 B—XXX”

30



2015 4
http://www.nanbyou.or.jp/entry/3931

31



11.

12.

13.

14.

15.

Sampson HA. Update on food allergy. J Allergy Clin
Immunol. 2004 May;113(5):805-19

Sicherer SH, Sampson HA. Food allergy. J Allergy
Clin Immunol 2010;125:S116-125.

Powell GK. Food protein-induced enterocolitis of
infancy: differential diagnosis
Compr Ther 12:28-37,1986
Powell GK. Milk- and soy-induced enterocolitis of
infancy. Clinical features and standardization of
challenge. J Pediatr 93:553-560,1978

Lake AM. Food-induced eosinophilic proctocolitis. J
Pediatr Gastro-enterol Nutr 2000;30(suppl):S58-60.
Savilahti E. Food-induced malabsorption syndromes. J
Pediatr Gastro-enterol Nutr 2000;30(suppl):S61-6.
Sollid LM, Thorsby E. HLA susceptibility
genes in celiac disease: genetic mapping and role

and management.

in pathogenesis. Gastroenterology 1993;105: 910-22.
Nowak-Wegrzyn A, Murano A. Food protein-induced
enterocolitis syndrome. Curr Opin Allergy Immunol
2009:371-377.

Nomura I, Morita H, Hosokawa S, Hoshina H, Fukuie
T, Watanabe M, Ohtsuka Y, Shoda T, Terada A,
Takamasu T, Arai K, Ito Y, Ohya Y, Saito H and
Matsumoto K, Four distinct subtypes of
non-IgE-mediated gastrointestinal food allergies in
neonates and infants, distinguished by their initial
symptoms, J Allergy Clin 2011,
Mar;127(3):685-688.¢8.

Mehr S, Kakakios A, Frith K etal. Food
protein-induced enterocolitis syndrome: 16-year
experience. Pediatrics 123:e459-464, 2009

Hwang JB, Sohn SM, Kim AS. Prospective follow-up
oral food challenge in food protein-induced
enterocolitis syndrome. Arch Dis Child 94; 425-428,
2009

Sicherer SH, Eigenmann PA, Sampson HA. Clinical

Immunol.

features of food protein-induced enterocolitis
syndrome. J Pediatr 1998;133:214-219.
Nowak-Wegrzyn A, Sampson HA, Wood RA, Sicherer
SH. Food protein-induced enterocolitis syndrome
caused by solid food
2003;111:829-835.

Chung HL, Hwang JB, Park JJ, Kim SG. Expression
of transforming growth factor betal, transforming
growth factor type I and II receptors, and TNF-alpha
in the mucosa of the small intestine in infants with

proteins.  Pediatrics

food protein-induced enterocolitis syndrome. J Allergy
Clin Immunol. 2002 Jan;109(1):150-4.

> >

112 1287-1293,2008
-, in
18-20
2009 19-22.

32

19.

20.

21.

22.

23.

24.

25.

26.

N-FPIES
. 21
2010 9-15.
Ohtsuka Y, Shimizu T, Shoji H, etal. Neonatal
transient  eosinophilic  colitis  causes  lower

gastrointestinal bleeding in early infancy. J Pediatr
Gastroenterol Nutr 2007;44:501-505.

Shek LP, Bardina L, Castro R etal. Humoral and
cellular responses to cow milk proteins in patients
with milk-induced IgE-mediated and
non-IgE-mediated disorders. Allergy60:912-919,2005

ALST

23:25-33,2009

Morita H, Nomura I, Orihara K, Matsuda A, Saito H,
Matsumoto K. Milk protein-specific cytokine
secretion profiles in infant patients with FPIES and
proctocolotis. American Achademy of Athma Allergy
and Immunology, Annual meeting, March 21", 2011
in Sanfrancisco CA.

Morita H, Nomura I, Matsuda A, Matsumoto K, Saito
H. Food protein-specific lymphocyte proliferation
assay for the diagnosis of Food Protein-Induced
Enterocolitis Syndrome, American Achademy of
Athma Allergy and Immunology, Annual meeting,

2010 in New Orleans

.2009.
. 2000 1 11

Arvola T, Ruuska T, Kerdnen J, Hy6ty H, Salminen S,
Isolauri E. Rectal Bleeding in Infancy: Clinical,
Allergological, and Microbiological Examination.
Pediatrics 2006;117;e760-¢768
Xanthakos SA, Schwimmer JB, Melin-Aldana H,
Rothenberg ME, Witte DP, Cohen MB. Prevalence
and Outcome of Allergic Colitis in Healthy Infants
with Rectal Bleeding: A Prospective Cohort Study. J
Pediatr Gastroenterol Nutr. 2005 Jul;41(1):16-22.



2015 118-123

IshimuraN, Shimura | Clinical featuresof | J. Gastroenterol 30(Suppl1) | 71-77 2015
S, Jiao DJ, Mikami H, | eosinophilic Hepatol
Okimoto E, Uno G, esophagitis.
Aimi M, OshimaN, Differences between
Ishihara S, Kinoshita | Asian and Western
Y populations.
Matsushita T, The number and Am J. Surg Pathol 39(4) 521-527 2015
MaruyamaR, distribution of
Ishikawa N, Harada eosinophilsin the
Y, Araki A, Chen D, adult human
Tauchi-Nishi P, Yuki | gastrointestinal tract:
T, KinoshitaY astudy and

comparison of racial

and environmental

factors.
IshimuraN, Owaday, | Noincreasein J. Gastroenterol.
Aimi M, OshimaT, gastric acid 50 844-852 2015
kawadaT, Inoue K, secretion in healthy
Mikami H, Takeuchi Japanese over past
T, MiwaH, Higuchi two decades.
K, Kinoshita.
KinoshitaY, Ishimura | Systematic review: | World J
N, OshimaN, Ishihara | Eosinophilic Gastroenterol ogy. 21 8433-8440 | 2015
S. esophagitisin Asian

countries.
ShodaT, M orl_ta H, Companson of gene Al Iergol'ogy 64 260-265 2015
Nomural, Ishimura expression profiles International .
N, Ishihara S, in eosinophilic
MatsudaA, esophagitis (EoE)
Matsumoto K, between Japan and
KinoshitaY. Western countries.




Epub

Adachi K, Mishiro T, | Suitable biopsy site | Digestive Endoscopy. ahead  of
Tanaka S, Kinoshita for detection of .
Y. esophageal print
eosinophiliain
eosinophilic
esophagitis
suspected cases.
KinoshitaY, Ishimura | Recent progressin Digestion
N, OshimaN, Mikami | research of 93 7-12 2016
H, Okimoto E, Jiao eosinophilic
DJ, Ishihara S. esophagitis and
gastroenteritis:
review.
Mishimay, Ishihara Decreased PL0S One.
S, OkaA, FukubaN, | Frequency of 11(1) E0146191 | 2016
Oshima N, Sonoyama | Intestinal Regulatory
H, YamashitaN, Tada | CD5+ B Cdllsin
Y, Kusunoki R, Colonic
Moriyamal, Yuki T, Inflammeation.
KawashimaK,
KinoshitaY.
Suzuki Y, Matsui T, Circulating Inflamm Bowel Dis. 29(1) 2114-2122 | 2015
Ito H, AshidaT, interleukin 6 and
Nakamura S, Motoya | albumin, and
S, Matsumoto T, Sato | infliximab levels are
N, OzakiK, good predictors of
Watanabe M, Hibi T. recovering efficacy
after dose escalation
infliximab therapy
in patients with loss
of response to
treatment for
Crohn'sdisease: A
prospective clinical
trial.
Ueki T, Kawamot Prevalence and clin | Pancreas 44 434-440 2015
o K, Otsuka Y, icopathological feat
Minoda R, Maruo ures of autoimmune
T, Matsumura pancreatitis in Jap
K, Noma E, Mits anese patients with
uyasu T, Otani inflammatory bow
K, Aomi Y, Yan el disease.
oY, Hisabe T, M
atsui T, Ota A, |
washita A.
Hirai F, Matsui T. Status of food inta | Integr Food Nutr Me | 2 148-150 2015

ke and elementa n
utrition in patients
with Crohn's diseas
e

tab




Beppu T, Ono Y, M
atsui T, Hirai F, Ya
no Y, Takatsu N, Ni
nomiya K, Tsurumi
K, Sato Y, Takahash
i H, Ookado Y, Kog
a A, Kinjo K, Naga
hama T, Hisabe T,
Takaki Y, Yao K.

Mucosal healing of
ileal lesions is ass
ociated with long-te
rm clinical remissio
n after infliximab
maintenance treatm
ent in patients with
Crohn's disease.

Dig Endosc.

27

73-81

2015

Sato Y, Matsui T, Y
ano Y, Tsurumi K,

Okado Y, Matsushim
aY, Koga A, Takah
ashi H, Ninomiya K,
Ono Y, Takatsu N,
Beppu T, Nagaham
a T, Hisabe T, Taka
ki Y, Hira F, Yao

K, Higashi D, Futam
i K, Washio M.

Long-term course 0
f Crohn's disease i
n Japan: Incidence
of complications, ¢
umulative rate of i
nitial surgery, and
risk factors at diag
nosis for initial sur

gery.

J Gastroenterol Hepat
ol.

30

1713-1719

2015

Hira F, Watanabe

K, Matsumoto T, Ii
muro M, Kamata N,
Kubokura N, Esaki

M, Yamagami H, Ya
no Y, Hida N, Naka
mura S, Matsui T.

Patients' assessment
of adalimumab sel
f-injection for Croh
n's disease: a multi
center questionnaire
survey (The PEA
RL survey)

Hepatogastroenterolog
y

61

1654-1660

2014

Mitsuyama K, Niwa

M, Masuda J, Yamas
aki H, Kuwaki K, T
akedatsu H, Kobayas
hi T, Kinjo F, Kishi
moto K, Matsui T,

Hirai F, Makiyama

K, Ohba K, Abe H,
Tsubouchi H, Fujita
H, Maekawa R, Yo
shida H, Sata M, Th
e Kyushu ACP grou

p

Possible diagnostic
role of antibodies t
o Crohn’s disease
peptide (ACP): resu
Its of a multicenter
study in a Japanes
e cohort.

J Gastroenterol

49

683-691

2014

Yamada Y, Toki F,
Yamamoto H, Nishi
A, and Kato M

Proton pump inhibi
tor treatment decrea
sed duodenal and e
sophageal eosinophi
lia in a case of eo
sinophilic gastroent
eritis

Allergol Int.

64 Suppl

S83-S85

2015




Kato M, Suzuki K, | Virus detection and | Allergol Int. 64 Suppl | S64-70 2015
Yamada Y, Maruyam | cytokine profile in
a K, Hayashi Y, Mo | relation to age am
chizuki H ong acute exacerbat
ions of childhood a
sthma
Moriyama K, Watana | Protein-losing enter | Pediatric Neurology volume 5 | 526-528 2015
be M, Yamada Y, S | opathy as a rare co 2, Issue 5
hiihara T. mplication of the k
etogenic diet
Shoda T, Matsuda | Sera of infantile eo | J Allergy Clin Immu in press 2016
A, Arai K, Shimizu | sinophilic gastroent | nol
H, Morita H, Orihara | eritis patients show
K, Okada N, Narita | ed specific elevati
M, Ohya Y, Saito | on of both thymic
H, Matsumoto K, No | stromal lymphopoie
mura | tin and interleukin-
33
Ito J, Fujiwara T, K | Racial differences i | Allergol Int 64:253-9 2015
ojima R, Nomura I n eosinophilic gastr
ointestinal disorders
among Caucasian
and Asian
35 742-746 2015
45(7) 841-847 2015
103 665-669 2015
Gastroenterological 57 128-133 2015
. Endoscopy
12 13-18 2015
27 479-482 2015




116 1150-1154 [ 2015
Medical Practice 32 1373 2015
35 203-207 2016

2
(0385-6313) | &7 353357 | 2015
47 P341-344 2015
78 pl1247-1253 | 2015




