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Long-term outcome of bowel function for 110 consecutive cases of ®L.mm

Hirschsprung's disease: Comparison of the abdominal approach with
transanal approach more than 30 years in a single institution - is the
transanal approach truly beneficial for bowel function?

Shun Onishi, Kazuhiko Nakame, Kouji Yamada, Waka Yamada, Takafumi Kawano, Motoi Mukai,
Tatsuru Kaji, Satoshi leiri *

Purpose

* Long-term outcomes of the bowel function
* SDvs. TA

SD : Soave-Denda

TA : Transanal endorectal pull-through

Patients & Methods

* Period: From 1984 to 2015
* Patient number: 110 (86 boys and 24 girls)

Extent of aganglionosis

SD TA Total (%)
Short segment 57 30 87(79.1)
Long segment 12 7 19 (17.4)
Total colon 2 il 3(2.8)
Unknown 1 0 1(1.0)
Total 2 38 110

We analyzed 106 patients for postoperative anorectal function.

Complication

SD (n=69) TA (n=37)

n (%) n (%) B
Leakage 3(4.3) 0(0.0) n.s
Stenosis(cuff) 10 (14.5) 1(2.7) n.s
Enterocolitis 12 (17.4) 4(10.8) n.s
Achalasia 2(2.9) 0(0.0) n.s
SSI 3(4.3) 0(0.0) n.s
Prolapse 5(7.2) 0(0.0) n.s
Bleeding (cuff) 0(0.0) 1(2.7) n.s
lleus 0(0.0) 1(2.7) n.s

| Total 36 (52.2) 7(18.9) <0.01 |

PAPS Prize (Clinical)-552.15
Long-term outcome of bowel function
for 110 consecutive cases of Hirschsprung’s disease:
Comparison of the abdominal approach with transanal approach
over 30 years in a single institution

Is the transanal approach
truly beneficial for bowel function?

Shun Onishi, Kazuhiko Nakame, Kouji Yamada, Waka Yamada,
Takafumi Kawano, Motoi Mukai, Tatsuru Kaji, Satoshi leiri
Department of Pediatric Surgery fﬂ "’fa(é
Kagoshima University Graduate School of Medicine and Dentistry =

Operative procedure

SD:70 TA:37

(including Laparoscopy assist)

mucosectomy level
treatment of muscle cuff
not changed.

Soave-Denda
(one-step modified )

Original Soave

Operative result

sD TA P
Age (d) 404.7 = 826.7 159.0 & 252.1 p<0.05
BW (g) 7624.9 + 4375.4 5751.7 £ 1826.8 p<0.05
Blood loss/BW(ml/g) 13.5 + 9.8 AR p<0.05
Hospital stay (d) 24.0 £83 178+ 7.2 p<0.05

Time (min) 225.8 +=107.0 2659 *+ 108.4 p=0.07

Evaluation of bowel function

(Japan Society of Ano-Rectal Malformation Study Group )

The maximum score is 8 (excellent).

Frequent
Frequency Sometimes
Absent
Absent
Accidental
Constipation |requi
requirement for colonic irrigation or stool extraction
Absent

Incontinence with diarrhea

Incontinence [Acidental

More than twice a week

for enema or itory everyday

Frequent
Absent
SOIllng Accidental

Frequent

oflr|v|olr|n|w|s|r v w|alo]|r|n
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Frequency
2.5 ns n.s ¥
2 n.s
_15 /)
g / + SD
E 1 72 = TA
0.5
0
3 5 7 9 11
(v-0)
Incontinence
5 n.s n.s
A

e —
B Y

(score)
/-

= TA
1.
0 i
3 5 7 9 11 (y.o0)
Total Score
z n.s n.s n.s n.s n.s
i [
s < —
55 e ~SD
2 4
= =TA
3
2
1
0 T T )
3 5 7 9 11 (v0)
Discussion

* TA approach may affect.......

«

Superficial external
anal sphincter muscle

Anal canal

Constipation
5 n.s n.s n.s n.s n.s
. | I I
e 1)
E +- SD
) = TA
1
0
3 5 7 9 11
(v.0)
Soiling
2.5
n.s n.s
) n.s n.s n.s
15 —
g /~<//\. +- SD
8 1 = TA
0.5
0
3 5 1 9 11
(v.0)
Summary of result

*TA is simple and less invasive, and adaptive
for neonates and small infants.

* Bowel function tends to improve with age.

* As regarding incontinence,

TA is not always superior
to SD.

Discussion

* TA approach may affect.......

Neurovascular band

Deep external anal
sphincter muscle
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Conclusion

*TA approach is simple and less invasive
and can apply even for neonates and
small infants.

* Pediatric surgeons must improve the
surgical technique based on detailed
understanding of fragile anatomical
structure.

K
1R AERE(FISL-3E37)

2. PR RED S A 7=t T OB ET A
3. BITHEFDRERETON R

4 BEREFIOEREFHRGREAR

5 MR

AREEFICH T B REE(EFHR R - Optical Biopsy
6. FHirschsprung’ s Disease and the Allied Disorders
- Status Quo and Future Prospects of Treatmenta

@ - - . . -
&) Department of Pediatric Surgery, Kagoshima University, JAPAN K

29th May 2017. PAPS Prize-Clinical 2

The bowel function and quality of life
of Hirschsprung’s disease

who have reached 18 years or older
- Long-term outcomes after

transabdominal Soave Procedure -

Shun Onishi, Kazuhiko Nakame,

Masato Kawano, Tomoe Moriguchi, Koshiro Sugita, Keisuke Yano, Koji Yamada
Waka Yamada, Ryuta Masuya, Takafumi Kawano, Seiro Machigashira,
Motoi Mukai, Tatsuru Kaji, Satoshi leiri
Department of Pediatric Surgery, Kagoshima University, JAPAN

PAPS 50th Annual Scientific Meeting 28" May- 15! June 2017, Seattle

‘: Department of Pediatric Surgery, Kagoshima University, JAPAN K

Method

1984~2016: 110 cases

Transabdominal Soave Transanal Pull-through and others
69 cases 41 cases

Under 18 years old Over 18 years old
5 cases 63 cases
Dead by other cause 2N
Respondents

16 cases (25.4%)
8 male/ 8 female 47 cases
Mean age : 25.4 (19-37)

PAPS 50th Annual Scientific Meeting 28" May- 15! June 2017, Seattle

PAPS2017 in Seattle

K

Technical error of the surgeon causes
damage to the anal canal and produces fecal
incontinence in the treatment of Hirschsprung.

Calisto J, Cogley K, Santos K, Morales O, De La Torre L. Pittsburgh Colorectal Center

Objectives

Fecal incontinence after a pull-through is associated with different factors although the damage of the anal
canal seems to be the most important. The objective of this article is to identify the variables related to the
presence of fecal control and colitis in a homogeneous group of children after pull-through.

Methods

Retrospective cross-sectional study was performed in patients with HD for evaluation of post-operative
problems to the from May 2014 to November 2016. The patients (39) had a transanal approach and were

divided into two groups. Group 1 patients with fecal continence, Group 2 patients with fecal

incontinence.
Results

Group 1 patients (13) had the anastomosis in the rectum, no damage of the anal canal and positive

history of colitis. Group 2 (26) had the

is_at the skin, anoderm

line or a

of these and negative history of colitis.
Conclusions

We demonstrated that patients with a technical error in the anastomosis have fecal incontinence, but not
colitis. Preservation of the anal canal is associated with fecal control, and colitis because it is a high-

pressure zone. Education for a proper identification of the anal canal during a pull-through is an

absolute necessity.

BITHEFIORERETOMR

Journal of
Pediatric
Surgery

RN wr————

Long-term outcomes and the quality of life of Hirschsprung
disease in adolescents who have reached 18 years or

older—a 47-year single-institute experience

Satoshi Ieiri®®*, Takanori Nakatsuji®, Junko Akiyoshi®, Mayumi Higashi®,
Makoto Hashizume *“, Sachiyo Suita®, Tomoaki Taguchi®

pred 12 August 2010

ZEMEWETROMARZEFOQOL  #EMIFik

(e

Introduction

* Department of Pediatric Surgery, Kagoshima University, JAPAN K

« Hirschsprung’s disease is considered curable.
» The post-operative bowel function is not always

satisfactory.

Purpose

* Evaluate the long-term postoperative function in
patients 218 years of age who had undergone
the transabdominal Soave procedure .

i. Bowel function

ii. Social performance

PAPS 50th Annual Scientific Meeting

28" May- 15tJune 2017, Seattle

]
:’ Department of Pediatric Surgery, Kagoshima University, JAPAN K

Extent of aganglionosis

Lower rectum

8 cases
(50.0%)

PAPS 50th Annual Scientific Meeting

Sigmoid colon

4 cases
(25.0%)

Left-right
colon

4 cases
(25.0%)

No cases of total aganglionosis.

28" May- 15! June 2017, Seattle
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Department of Pediatric Surgery, Kagoshima University, JAPAN K

1
Department of Pediatric Surgery, Kagoshima University, JAPAN K

Result 1. The Bowel function

The Bowel function

A. Sense of defecation B. Ability to distinguish stool condition

o Always
M Sometimes

Result 1.

u Always

M Sometimes

-
B owel fu n ctl o n C. Frequency of bowel movements  D. Time required for bowel movements.

W 3/day—1/2days

Y W<5min
4~6/day M <10 min
= 1/3~4days ®<30min
PAPS 50th Annual Scientific Meeting 28" May- 1¢!June 2017, Seattle PAPS 50th Annual Scientific Meeting 28" May- 15t June 2017, Seattle
] ]
kk::s Department of Pediatric Surgery, Kagoshima University, JAPAN K > Department of Pediatric Surgery, Kagoshima University, JAPAN K

Result 1. The Bowel function

Evacuative symptoms

Soiling

Result 2.

Social performance

Incontinence

Constipation

Diarrhea

|.

0% 20% 40% 60% 80% 100%
m None M Sometimes M Always

PAPS 50th Annual Scientific Meeting 28" May- 15tJune 2017, Seattle PAPS 50th Annual Scientific Meeting 28" May- 15t June 2017, Seattle
9. — " . . 1 P 1
k:s Department of Pediatric Surgery, Kagoshima University, JAPAN K Réj Department of Pediatric Surgery, Kagoshima University, JAPAN K

Result 2. Social performance Result 2. Social performance

Education Occupation

Junior high school 1
Junior high St
f ude
school . High school 3 i Buisinessman 6
() .
6% S':AQOhol Professional school 4  19% e el ERe ey
. uisinessman 2: Nurse
University 19% guniercolioge d 37% 1: Physical therapist 4
44% University 7 1: Clinical nutrition manager
, Pr°fer313i°|”a' rt-timer Part-timer 1
unior  school Academic achievement in Japan 69 Healthcare ;
¢ 25% High school degree : 25.3% 4 profession Housewife 2
Professional school degree : 18.2% 259 Student 3
Junior college degree : 7.1% ¢
University degree : 42.2%
PAPS 50th Annual Scientific Meeting 28" May- 15tJune 2017, Seattle PAPS 50th Annual Scientific Meeting 28" May- 15t June 2017, Seattle
/?3 Department of Pediatric Surgery, Kagoshima University, JAPAN K S Department of Pediatric Surgery, Kagoshima University, JAPAN K
Result 2. Social performance R esu |t
Marriage and Child R
. Ohild *The total bowel function was mostly
Marriage

satisfactory.

Married
31%

*A few patients were still suffering
from chronic symptoms.

Unmarried
69%

Wrenel oo 2 +Reasonable academic backgrounds
e marriage rate in Japan( ) = D :
b Male 26 4%, T:ema‘lje 36.7;?15 T.'r-]";’:e Jé:;:g and JObS contributed to SOCIth.

(25~29 years old )

PAPS 50th Annual Scientific Meeting 28" May- 1°' June 2017, Seattle PAPS 50th Annual Scientific Meeting 28" May- 15! June 2017, Seattle

10
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£) Department of Pediatric Surgery, Kagoshima University, JAPAN

Conclusion

*The bowel function was satisfactory
in adulthood, although some had
chronic abdominal symptoms.

*Pediatric surgeons should continue
trying to achieve a complete bowel
function after definitive surgery for
Hirschsprung'’s disease.

28" May- 15!June 2017, Seattle
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ATHREFREABENTEST. SAREVOHEICTE
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firztic kB RAAGE(E 1k AE

i FR EEsL  EFEH kR

Swenson™  8-16®  NA  67%  37.8%  6.7%
Duhamel® | SO NA 260% d49% o
’ Eg;‘;* , (fg-]g) 7% | 27.0% 200%  20.0%
| Cochaned | (17‘23 L) 48%  381% 190%  167%
Endorectal 5.7m% 36% 25% NA 54%

pull-through® (3.1-13.2)

(1) Bai et al: JPS, 2002, (2) Heij et al: JPS, 1995,

PAPS2017 in Seattle

High Mortality Rate of Hirschsprung's
disease-related Short Bowel Syndrome
-Result from a Nationwide Survey in Japan-

Tomoaki Taguchi, Satoshi Obata, Takashi Akiyama, Naoto Urushihara, Hisayoshi Kawahara,
Masayuki Kubota, Miyuki Kono, Yuji Nirasawa, Shohei Honda, Masaki Nio, Satoshi leiri

(3) S leiri et al: JPS, 2010 (4) Stensrud, et al: JPS, 2010

K

The Japanese Study Group for Hirschsprung's disease
Objectives
Aganglionosis extending orally to 75 cm from Treitz band, called Hirshspurng’s disease-related short bowel syndrome
(HDSBS), has been reported to show the high mortality rate up to 50-80%, because HDSBS is different from standard SBS
due to lack of colon. This study aimed to survey current trends of HDSBS.
Methods
Patient data was extracted from results of a nationwide survey which we conducted collecting the data of total 933 HD
patients from 2008 to 2012 in Japan.
Results
The number of HDSBS was 11 (0.9%). All patients underwent jejunostomy in neonate. Radical procedures performedin 5
patients (4: ascending colon patch method, 1: Duhamel’s procedure extending to sigmoid colon). Extended myotomy-
myectomy (Ziegler’s procedure) and serial transverse enteroplasty (STEP) performed in each patient as the 2nd procedure,
whereas remaining 4 without any radial operations. The mortality rate was 36.4% (4 patients, including 3 without any
radical procedures and 1 with STEP). The causes of death were sepsis due to enterocolitis or central intravenous catheter
infection, and hepatic failure. Meanwhile, all the patients with radical procedures survived following satisfactory

outcomes.
K

RIEMEEN2RTV TR
I3, BEFRITOHR

-Rectosigmoid type RIEFEERMICEHT S
RETOExonsEEkIC & 1T 2R BEFEROFE-

of new

BRBRZ2MHRR EEFEHESR MEARERIHD,
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o &
#PS : 1984F4 A ~20165F 12
BB R 11061 REMHMISSR
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mAEERML. BEFOMHEBRIFET %,
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yiy“iFamin tree
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1 2 3 4 5
v
1 2

®:Short segment Hirschsprung disease
I: 1 andII 3 are probably carner IV1 |s ?

ﬂiﬁlﬂﬁ?@& DAHDTGE K

‘ Exonic or splicing variants ‘

> Remove synonymous variant

‘ Non-synonymous or splicing site variants

IE

Novel or rare variant

Remove variants recorded in the doSNP
Remove variants with MAF>1% in 1000 Genomes Project

[:> Remove variants with over 0.7 and under 0.3 allele frequency

X7
Heterozygous variant

Common among patients and genetic carriers
[:> Remove variants observed in unaffected

) ,‘CandidateVariants List [

Predicting tools % AL 2= ¥ E&K

P osn Pathogenicity predicting
Chromos original | changed tools
ome mutahon allele | allele

GERP SIFT Polvghen

43617428  C A 5.43 0 1
“ 52573747  C T AMCF 587 012 0984
TR 45203382 T c PROM11 278 0 0.954
I 6747457 G A F2 1.47 0 0.001

11 56431339 T © ORSAR1 525 0 1
T 64366349 C T SLC22A12 -139 007 0096
P 67047365 T c ADRBK1 513 011  0.199
74554918 G c XRRA1  -236 017 0993

RET. OR5AR1 (IR#hiE) HRHMEEF
RETO DI THERIIMR LHWME > L0,

=

RREICHT 6%&?2501&!@4

cllc rs2435357
C1{C RET s922Y

%)

I Bile
AtiC .
o ¢
FrV7— REBEHIC. ILER%EH5. K

ICOBRET FRBABRETE L, O,

12

4
BIEFET
Next-generation-sequenceric & % £exomefiZih

~
ROV AH (narrowing down)

-

RWEERICHL T, 3DdDprediction tool
o
Sangerikic &K 2 @ifIc &k BT8R

EREETIRAORDAS 4

unaffected unaffected
Status camier  unaffected TR

Exonic/splicing 20,845 20,840 20,838 20,919 20,599 20,710 20,931 20,845 20,922 20,879 20,837

";’jﬂ%’;’o‘“p“ 10,599 10,522 10,580 10,701 10,327 10,582 10,563 10,599 10,683 10,553 10,544

Unrecordedin
dbSNP

unaffected
unaffected affected affected unaffected affected affected Mo OIS affected

14,7231 11,5851 116151 81,7811 11,5861 11,7201 11,6174 ¥1,723 | 11,723 | 51,6521 1,6 79

1000geromes 1660 1,511 1556 1716 1,522 1666 1534 1660 1,660 1581 1613
Helerozygous 324 305 352 356 287 320 323 324 375 334 363

IV:1 was excluded for filtering to narrow down the candidate mutaions

Common among affected and genetic carriers

8
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~
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BRROFEED K

THEDAT. HBUTshort segment typeTdh
BRIEIC. RET (Exon) M922EB N7 = / BEIC
g;&éﬁ”r:o

RET (Exon) p. $922YD ERIZ. HRDREEREF
ELTORSH L,

Intron1$EIBEMDRET enhancer (rs2435357:
sporadic & male dominant) DERE&BH 7=,
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ExonfEIEOERICEL T

In silicoMRETEIEF ORI TIE. 922BBO7 = /BHE
Ry3&. BEHHARBDSL. BKESEMT ZREBEEICE
HEEABTREMOHIEREBEEA TS,

| George Priya Doss, et al. Mol Biosyst, 2014
IntronfEiziod ERICEAL T

Intron 15818k Drs24353571%. RET enhancerTa 4.

HBEDY XI5, 0dds ratioT298E LR T B ELEEEINT

(AY-N 0
BEANIO%UAEDOEREZFOMETHY . COERI. H

AICEL TlksporadicTmale dominant& qE SN THW. &
NDEERDHTIRHAHSTE L,
74

Emison, et al. Nature, 2005

&

RET®Exon. Intrond) 24E1kICEE
HIRIERIEG ZEERL 7=,

Sk, BEFERIVIALEICELDR
REBOEBETOVENHDIEER
S5hi.

Rzl

BN 2ZRT N FREICHT BB HIE

HERARBMICEZEN 12TV TRRED

o CLEF | {EFYNI— SR RILICET 2R
CaseNo | &A% BEHE CLENo
= BSAEHFDRABFLFWRBICTRETFE
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= o) ) OEF. BrHF. RIS
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wrre| ERO @ BUS IR 2 EINE TR K AR S Confocal laser
Cese 2-2 e ® 1| ndomicroscopy: CLE)IC kM #8122 YR~ 70T LI DL TH
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s @ BT, EBI 128~ 137 A (495198 ) Thofe, LIRBHICIL
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eV AT N GRS S URBRRIC
W9 BuihRERRSHICE DR
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PIRSE R /Optical Biopsy@o A7 A
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Hirschsprung’ s Disease and the Allied Disorders
- Status Quo and Future Prospects of Treatment
Editors: Dr Tomoaki Taguchi, Dr Hiroshi Matsufuji and Dr. Satoshi leiri
Springer

13

CORRICHEVTIER. SED2ODERAH.
BOREICEAELTWVREEASN S,

SkOBHA
RETORIREHNIONETETIDE. HEHH
ETHEVS8EHNH B,

RETORBREIC & 1T 2 RIRE H'female dominantic
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HELRBARRKICSES
HIEEMERISH > AT LDTEIL

Technical Feasibility of Visualizing Myenteric Plexus Using
Confocal Laser Endomicroscopy

LA

1R AER(FISL - 33Z)

2. PR AAGFE I RED S A /-t X OB EL M
SBITHIEFIOMERET DR
4 BEEFOEREHMN ARG

5. MR
R TR H S 5 RERIE T MR- Optical Biopsy

6. FHirschsprung’ s Disease and the Allied Disorders

Status Quo and Future Prospects of Treatmenta

1A AR (L - 33T )

2. P RIAGEERAE D S A =X O T
TR OMERET O R

4 BEREFOEB MM ERFR

S.HMEh%

AURAERIIC X9 2 R ELE {EF4% %R - Optical Biopsy
6. FHirschsprung’ s Disease and the Allied Disorders

Status Quo and Future Prospects of Treatments
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FAX
SLCO2A1
30
138 2 1 FAX
2
3
DNA
FAX
1
2
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1 SLCO2A1
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C.940+1G>A c.664G>A

1 SLCO2A1 C-940+1G>A

160
SLCO2A1

Chronic  Enteropathy Associated with

SLCO2A1 gene (CEAS SLCO2A1 )

1.

Umeno J, Esaki M, Hirano A, Fuyuno Y,
Ohmiya N, Yasukawa S, Hirai F, Kochi S,
Kurahara K, Yanai S, Uchida K, Hosomi S,
Watanabe K, Hosoe N, Ogata H, Hisamatsu
T, Nagayama M, Yamamoto H, Abukawa D,
Kakuta F, Onodera K, Matsui T, Hibi T, Yao
T, Kitazono T, Matsumoto T; CEAS study
group. Clinical features of chronic
enteropathy associated with SLCO2A1 gene:
a new entity clinically distinct from
Crohn®s disease. J Gastroenterol. 2018 Jan
8. doi: 10.1007/s00535-017-1426-y.
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26-28
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12

23-25,
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26~28
10
28

29 10 3
20

toddler®s diarrhea,

B

tufting enteropathy neurogenin-3
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IDI1 ver.3.3
IDI 1
IDI 2

ID1 3
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1968

Avery

1)

2

intractable diarrhea of infancy ”

2)

3)
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(3] bacterial overgrowth

blind loop
bacterial overgrowth

small intestinal bacterial overgrowth: SIBO

(bacterial overgrowth) bacterial
translocation
1 ml 109 104
SIBO bacterial
overgrowth SIBO
10° Escherichia coli,

Streptococcus. Lactobacillus, Bacteroides Enterococcus



(chronic idiopathic intestinal pseudo-obstruction
syndrome (CIIPS)
megacystis-microcolon-intestinal hypoperistalsis syndrome (MMIHS)
(immature ganglionosis)
(hypoganglionosis, oligoganglionosis)
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i) CRP

i) IgE 1gERAST
i) PAH/ConA FCM

MR-enterography

IPEX

k*hkkkhkkkkhkhkkkikhkkkihkkkiikikkik

(5]
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Na K /CI
Ca2 Cl CLCAI
Cl
Na /H
Cl /HCO3
Cl
Na+ (ENaC)
Na
K
H ,K -ATPase
Na / SGLTI
cyclic AMP  cyclic GMP

Cl
Na
Na /H
NacCl
Na
K
K
K
Na /
Na
Na
Na Cl

Na

Cl
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Na
Na Na 60mEg/L
100 mOsm/L 260mOsm
pH 6
20ml/BW/day
Cl Na
Cl ( Cl 90mEq/L)
SLC26A3 SPINT2
GUCY2C SLC9A3

vasoactive intestinal polypeptide VIP

congenital chloride diarrhea; CCD

VIP

k*hkkkhkhkkkhkhkkkikhkkkihkkkihikkiikk
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mEg/L

280—~290 mOsm/L

Na, K



mOsm/L

A Osm 100 mOsm/L

2 x (Na + K)
2 X (Na + K)

Na 70mEg/L
Na 70mEg/L

i) pH

pH

i)

1)

2) 30 120~180

1 g/kg

NacCl K
=2 X (Na + K)
A Osm 50 mOsm/L
pH 5.5
2 g/kg
100—~200 mL
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20 mg/dL
3) * 15
H2 H2 20
ppm
i
* (hydrogen breath test; HBT)
Clostridium o L
blood Me " “® Ha bood
He :
1
F >
He
S ] blood
Unabsorbable "
gﬁlﬁo—-
Quintron (
Breath Tracker H2®
i)
1. congenital lactose intoleranace
2. congenital sucrase-isomaltaase
deficiency; CSID
3. secondary disaccharide malabsorption
i)
1. glucose-galactose

malabsorption; GGM

2.

fructose malabsorption

k*hkkkhkhkkkhkkhkkkhkkhkkkhkkikkhkkikkhkkihkikkiikk




69

van de Kamer

van de Kamer

100 125g

1

69

140g



i)

Sudan 111

Sudan 111

10

Blind loop

Short bowel syndrome

100

2)
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iii)

Orlistat



3
IBS) 6-7
1BD 5~25%
IBS 60
Elongating

toxin

acquired immunodeficiency
syndrome; AIDS

CMV

CMV
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CMV
CMV
CMV
real-time PCR viral load

Giardia lamblia

oral-anal sex

*kkkhkkkkikk

(aganglionosis)
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pseudo-obstruction syndrome (CIIPS)

hypoperistalsis syndrome (MMIHS)
(immature ganglionosis)

(hypoganglionosis, oligoganglionosis)

bacterial translocation

*hkkkhkhkkkhkhkkkhkhkhkkihkiik

IPEX

Unsworth

endotoxic shock

(chronic idiopathic intestinal
megacystis-microcolon-intestinal

endotoxic shock
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2 X
IPEX(immunodysregulation, polyendocrinopathy,
enteropathy, X-linked)

3. IPEX
4, 3
APECED(Autoimmune polyendocrinopathy-candidiasis-ectodermal
syndrome)
1/100,000
T
IPEX
FOXP3 T
FOXP3
IPEX APECED
AIRE
IPEX 1
3 /
APECED (Autoimmune
polyglandular syndrome)1
3
IgE
(B T )
( ) AIE-75 villin

APECED
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TPH(tryptophan hydroxylase)

FOXP3 IPEX AIRE
APECED
IPEX
A
IPEX
APECED
IPEX

1) Nicole M et al. Autoimmune enteropathy; a review and update of clinical
management. Curr Gastroenterol Rep. 2012;14;380-85.

2) Akarm et al. Adult autoimmune enteropathy; Mayo Clinic Rochester
experience. Clin Gastroenterol Hepatol. 2007;5:1282-90.

3) Singhi et al. Pediatric autoimmune enteropathy; an entity frequently
associated with immunodeficiency disorders. Mod Pathol. 2014:27:543-53.
4) Barzaghi et al. Long-term follow up of IPEX syndrome patients after
different therapeutic strategies; an international multicenter retrospective
study. J Allergy Clin Immunol, Advance online publication. doi:
10.1016/j.jaci.2017.10.041.

5) . . . 2009;12:1751-53.

6) . IPEX FOXP3+ T

2015;33:1915-19.

7) Nedelkopoulou et al. (2016). The spectrum of autoimmune enteropathy. In
Textbook of Pediatric Gastroenterology, Hepatology and Nutrition.
Switzerland: Springer International Publishing, pp.13-22.

K*hkkkhkhkkkhkkhkkkhkkikkkkikkhkkihkkikkiikk
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VIP
WDHA watery-diarrhea-hypokalemia-achlohydria syndrome
VIP

VIP

NacCl

24

VIP
VMA HVA NSE

CT

somatostatin analogue
somatostatin analogue VIP
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B 3 Zollinger-Ellison 25%
multiple endocrine neoplasia type 1 MEN1
MEN1
pH
CT MRI
percutaneous transhepatic portal venous
sampling PTPVS selective arterial

calcium injection test SACI test

H2
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60 70%

5-HIAA 5-
5-HT ACTH

*hkkkhkhkkkhkhkkkhkhkhkkihkhkihkiik

20 1

CT MRI

ACTH NSE
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Myosin- b MYO5B 2008
Mueller T

PAS
CD10
MYO5B

1) Ruemmele FM, Schmitz J and Goulet O. Review: Microvillousinclusion disease
(microvillous atrophy). Orphanet Journal of Rare Diseases 2006, 1:22

2 Miiller T, Hess MW, Schiefermeier N, Pfaller K, et al. MYOS5B mutations cause
microvillus inclusion disease and disrupt epithelial cell polarity. Nat Genet. 2008
Oct;40(10):1163-5.

3 Koepsell SA, Tamon G. Light microscopic diagnosis of microvillusinclusion disease
on colorectal specimens using CD10. Am J Surg Pathol. 2010 Jul;34(7):970-2.

4 Thoeni CE, Vogel GF, Tancevski | et a. Microvillusinclusion disease: loss of Myosin
vb disrupts intracellular traffic and cell polarity. Traffic. 2014 Jan;15(1):22-42.

k*hkkkhkhkkkikhkkkikhkkkihkkkihkkkik

congenital chloride diarrhea; CCD
CI-/HCO3
Cl Cl
HCO3-
Na*t/H+ Na* Na



Na*t/K+* Na+
K 7022-q31
CI-/HCOs SLC26A3
Na*t/H+
Na
Na ClI SPINTZ2 Gcucyzc
SLC9A3
complex1 Nat/H+*
Na ClI (100mEg/L )

glucose-galactose
malabsorption; GGM

SLC5A1
SGLT1
(sodium/glucose cotransporter)

https://www.shouman.jp/details/12_1_3.html

(fructose malabsorption)

6 3
OO TERIND-HHE - “HHBLOAY T v B T4 RRRV v T
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GLUTS

GLUT-2

(hydrogen breath test: HBT)
HBT

*hkkkhkhkkkhkhkkkhkkhkhkkhkkhkhkkhkhkhkhkiikik

(congenital lactose intolerance)

60,000 1

LCT
LCT

LCT MCM6
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LCT

pH 5.5 Na+ 70 mEq/L
20 mg/dL
20 ppm
B - ® ®
Lactaid®
B R T T T T P S P S P P S P S S S P P P P P S P P S S P P P P P S S S S o
(congenital sucrase-isomaltase
dificiency)

CSID



CSID

(S1)

Sl

CSID

pH

5,000 1
20 1
2
sucrase-isomaltase
3026.1
CSID
pH <5.5
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H2
H2
20ppm
2012
University of Washington
Molecular Development Laboratory

Sucraid®

*hkkkhkhkkkhkkhkkkkihkkhkkikkhkkikkhkkihkkkihkikkik

Shwachman-Diamond syndrome

Shwachman-Diamond
syndrome: SDS
SBDS

90 SBDS
SBDS

75,000 20

A D E K

G-CSF



15~30 MDS
AML

o0k whRE

90 SBDS
SBDS
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Toddler's diarrhea
toddler
toddler’ s diarrhea

10

(MRCD) (mitochondrial respiratory chain
disorders -related enteropathy)
ATP

MRCD

PDF
http://www.nanbyou.or.jp/upload_files/mt_handbook.pdf



g
B B
B VLDL LDL
1993
MTP MTP
MTP MTP
B
VLDL MTP
VLDL
MTP
B
E
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1/4 2 1/2 5 10 9/10 10 15
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PRSS7

1969

50g/m2

Hadorn

2002

MCT

Holzinger

in vitro
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3. PRSS7

1) Hadorn B, Tarlow MJ, Lloyd JK, Wolff OH. Intestinal enterokinase deficiency.
Lancet. 1969 Apr 19;1(7599):812-3.

2) Holzinger A, Maier EM, Biick C, Mayerhofer PU, Kappler M, Haworth JC,
Moroz SP, Hadorn HB, Sadler JE, Roscher AA. Mutations in the
proenteropeptidase gene are the molecular cause of congenital
enteropeptidase deficiency. Am J Hum Genet. 2002 Jan;70(1):20-5.

Tufting enteropathy
Tufting enteropathy

1 /50,000 100,000

(tufts) epithelial cell
adhesion molecule EpCAM Kunitz-type 2
serine-protease inhibitor SPINTZ2

1) Goulet et al. Intestinal epithelial sysplasia (tufting enteropathy). Orphanet
Journal of Rare Disesases. 2007;2:20.
2) Wu et al. Matriptase-mediated cleavage of EpCAM destrabilizes claudins and

dysregulates intestinal epithelial homeostasis. The Jounal of Clinical
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Investigation. 2017;127(2):623-634.

3) Sivagnanam et al. Identification of EpCAM as the gene for congenital tufting
enteropathy . Gastroenterology. 2008;135: 429-37.

4) Salomon et al. Genetic characterization of congenital tufting enteropathy:
Epcam associated phenotype and involvement of SPINT2 in the syndromic form.
Human Genetics. 2014;133:299-310.

5) : : . 2009;12:1751-53.

Neurogenin-3
Neurogenin-3 (NEUROG23)
helix-loop-helix (bHLH)
Panrth NEUROG3
Neurogenin-3 2006 Wang J
chromogranin A

enteroendocrine cells B3

1) Wang J, Cortina G, Wu SV et. al. Mutant neurogenin-3 in congenital malabsorptive
diarrhea. N Engl J Med. 2006 Jul 20;355(3):270-80.

2) Pinney SE,* Jennifer Oliver-Krasinski J* LindaErnst L, et. a. Neonatal diabetes and
congenital malabsorptive diarrhea attributable to a novel mutation in the human neurogenin-3
gene coding sequence. J Clin Endocrinol Metab, July 2011, 96(7):1960-1965.

(Miinchausen syndrome by proxy : MSBP)

MSBP Miinchausen syndrome
factitious disorder
14—~30
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MSBP

~N oo g~ WN

10

4 Minchausen syndrome

5 MSBP

7 MSBP
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1)
https://beams.childfirst.or.jp/shared/pdf/ BEAMS_Stage2.pdf
2) Munchausen 79(suppl.) :134,

2016
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DIC

26 28

29 50 2017 11 79
2017 11

DIC

Hensen' s node
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https://jspho.jp/index.html

79
2017 11 25
26 28
2
59
2017 11 9
HP
2017 4 28
3.3 1
http://www.f.kpu-
m.ac.jp/k/pedsurg/news/#52
HP
http://www.jsps.gr.jp/member/guideline

HP
http://www.jsps.gr.jp/member/guideline



1)

2)

3)

4)

5)

6)
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22 B

Pp328-334 2017
22 G

pp359-360 2017
22 |

7
Pp366-367 2017

ppll-14 2017

80

Pp305-308 2017

49 465-469 2017

7)

8)

9)

10)

11)

12)

Fumino S, Sakai K, Higashi M, Aoi S,
Furukawa T, Yamagishi M, Inoue M, lehara
T, Hosoi H, Tajiri T: Advanced surgical
strategy for giant mediastinal germ cell tumor
in children. J Pediatr Surg Case Rep, 27: 51-
55, 2017.

Uryu K, Nishimura R, Kataoka K, Sato Y,
Nakazawa A, Suzuki H, Yoshida K, Seki M,
Hiwatari M, Isobe T, Shiraishi Y, Chiba K,
Tanaka H, Miyano S, Koh K, Hanada R, Oka
A, Hayashi Y, Ohira M, Kamijo T, Nagase H,
Takimoto T, Tajiri T, Nakagawara A, Ogawa
S, Takita J: Identification of the genetic and
clinical characteristics of neuroblastomas
using genome-wide analysis. Oncotarget, 8:
107513-107529, 2017.

Li Y, Ohira M, Zhou Y, Xiong T, Luo W,
Yang C, Li X, Gao Z, Zhou R, Nakamura Y,
Kamijo T, Kaneko Y, Taketani T, Ueyama J,
Tajiri T, Zhang H, Wang J, Yang H, Yin Y,
Nakagawara A: Genomic analysis-integrated
whole-exome sequencing of neuroblastomas
identifies genetic mutations in axon guidance
pathway. Oncotarget, 8: 56684-56697, 2017.

solid-pseudopapillary
neoplasm

53 938-943 2017

Yumoto Y, Jwa SC, Wada S, Takahashi Y,
Ishii K, Kato K, Usui N, Sago H: The
outcomes and prognostic factors of fetal
hydrothorax associated with trisomy 21.
Prenat Diagn, 37: 686-692, 2017.

Wada S, Jwa SC, Yasuo Y, Takahashi Y, Ishii
K, Usui N, Sago H: The prognostic factors
and outcomes of primary fetal hydrothorax



13)

14)

15)

16)

17)

18)

19)

20)

21)

4-6

with the effects of fetal intervention. Prenat
Diagn, 37: 184-192, 2017. 2.
Hattori T, Hayakawa M, Ito M, Sato Y, 1)
Tamakoshi K, Kanamori Y, Okuyama H,
Inamura N, Takahashi S, Fujino Y, Taguchi

T, Usui N: The relationship between three

signs of fetal magnetic resonance imaging and
severity of congenital diaphragmatic hernia. J
Perinatol, 37: 265-269, 2017.

Okuyama H, Usui N, Hayakawa M, Taguchi 2)
T, Japanese CDH study group: Appropriate
timing of surgery for neonates with congenital
diaphragmatic  hernia: delayed
repair? Pediatr Surg Int, 33: 133-138, 2017.

Terui K, Nagata K, Kanamori Y, Takahashi

early or

S, Hayakawa M, Okuyama H, Inamura N,
Yoshida H, Taguchi T, Usui N: Risk
stratification for congenital diaphragmatic 3)
hernia by factors within 24 hours after birth.
Journal of Perinatology 37: 805-808, 2017.

Bochodalek (
7)) ppl57-161 2017
4)
47 544-548 2017
( 7 ) ppl66-167
2017
5)
29 13-
16 2017
58:73-79 2017
49 6)

810-814 2017

Fumino S, Sakai K, Higashi M, Aoi S,
Furukawa T, Yamagishi M, Inoue M, lehara T,
Hosoi H, Tajiri T: Advanced Surgical Strategy
for Giant Mediastinal Germ Cell Tumor in
Children. 50th Annual Meeting of the Pacific
Association of Pediatric Surgeons, 2017 May
28-June 1; Seattle, USA.

Fumino S, Sakai K, Higashi M, Aoi S,
Furukawa T, Yamagishi M, Inoue M, lehara T,
H, Tajiri T: Current
intervention for pediatric giant mediastinal

Hosoi surgical
germ cell tumors. 49th Congress of the
International Society of Paediatric Oncology
(SIOP), 2017 Oct 12-16; Washington DC,
USA.

79
2017 11 25
117
2017 4 27
AYA
117 2017 4 27
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54
2017 5 11
7)
54
5 13
8)
53
2017 7 16
9)
1 37
2017 10 27
10)
2017 11 9
11)
Altman2

Altman

30
2017 12 8

2017

59
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validation

DB

2018 9
10

HP
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