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Role of intestinal bacteria in the pathogenesis of autoimmune pancreatitis
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Autoimmune pancreatitis (AIP) is an autoimmune-mediated pathology of unknown

etiology characterized by elevated serum 1gG4 levels. The purpose of this study is to analyze the
state of intestinal immunity against intestinal bacteria in AIP and clarify its relationship with
the pathology of AIP.

In this study, we analyzed the amount of each isotype of immunoglobulin secreted in the intestinal
tract of AIP patients and clarified that the intestinal secretion of 1gG4 is enhanced in AIP
patients. Microbiome that bind to 1gG4 abnormally secreted in the intestinal tract were isolated by
MACS and FACA and analyzed by next-generation sequencing. In this study, changes in the state of
intestinal immunity against microbiota in AIP were clarified, providing basic knowledge of the
pathogenesis of AIP.



AlP

(AIP) 1gG4
AlIP 30-40%
AlIP AlIP
AlIP
AlIP 1gG
Gut 2016;65:1322-1332.
AlIP 511
Sci Transl Med. 2018 Aug 8;10(453).
AlIP
E.coli
AIP E.coli Flic AIP
(Pancreatology 14(2014)100-106) AIP
(Tohoku J Exp Med.2018 Feb;244(2):113-117)
AlIP
AIP
AIP
AlIP
(@ AIP
AIP IgA 1gG(classl—4)
ELISA AIP
() AIP
AIP MACS FACS
16SrRNA
PCR
(c) AIP
(@ AIP
AIP AIP
AIP 1gG4 ( )
ELISA IgA 1gGl 1gG2 1gG3
AIP 19G4 AIP
( ) AIP 19G4
(H2) AIPEELBEEDEDDOREITOITVVRE
(E1) mEFEPOREITOTIVRE vy 6O by 602
IgA IgG1 IgG4 e S
5 5
o e g e s ok -
{:JL i I ;JL: | ; w00 - healthy AP . healthy AP .
w00 1 t o . 400 | . 10 D) 0015+ e oy _ % (P<0.05)
,yt, . w : 200 i ' = E , Eamo— & %“‘
@aE AP ®EE AIP maE AP || | o B




() AIP
AIP 4 4
MACS FACS (
) 16SrRNA PCR
AIP 1gG4 «C ) 1964
1gA AIP
(B3) BmEREI DI HEAHBEOSHERES & (E4) MACS TlgG4 sortingL =12 M
RETOTVUREEEHE IgGAlE 1 D E D8 * & D L # (qPCR)
»
77 800000~
Y=Y AR \ 165 285/ L
Specirmen 001591904 poi* fud ste V=TV R o0
BrInEn T & 600000
Miseq M
. ¢
2, £ 400000
4 §
— 200000
1 &l bl
e o) ' L=
MACS, FACS BEE AP
RET AT EEEHEE
(c) AIP
DNA
( ) « ) 1964
( ) 1G4
(E5) REEELAPOBREEEDEL (26) 1gGa LHEALTLAHDREE
| avka—am D e C ave—r N
100% — — - - _ - i Z '-.
90% . : B s 2 : - o ! l ! !! \\I
70% 0% . ;‘1 ‘7.‘,‘\- 4 /M ‘\ . \
0% / - I \ 50X ." \ /" \ .
501/‘:0 J ‘-u‘ - . - ' ,/ - I q |
40% = - a - . :‘ !
30% 7 \ - L g
- R - y 8/ I \ § & iR I
. I b g ! . ! ~ - = o% - ‘ = | 74 |
o gt 88 et B> et IR S U A
AIP 1gG4 (=7) IgGAIHEELPT L EEDEE
AP & Control {8 1gGA+E D
18G4+ Vgﬁ_d‘%} :;m"m ¥t score
AI P IgG4 Fiemicutesc_...Lachnospiraceseg_Blautiais__ = 39 15
Firmicutes <. RUminococcaceseigis.. 969 . 3 0.41
1gG4 vt ot %Z i m% :;:
ICI mmﬂ:wmxm_mm_ . 3.42 41‘3*
AIP  1gG4 e e —
AIP  1gG4+ —— = = -
1964 ] =
1gG4+ e i #
Alp/control ICI ——— S N T
I C I S CO re A I P I G 4 Firmicutesic_ Costricia;o_ Clostridialesit_Lachnospiracese;g Doreais 150 079 082
4 g Abundance 0% I W 0% |C|=Iog[m]
4 Blautia Haemophilus parainfluenzae Streptococcus

Veillonella disper
AIP

AIP




6 5 0 0

Asaji Naoki Inoue Jun Hayashi Hiroki Tokunaga Eri Shimamoto Yusaku Kinoshita Masato 6

Tanaka Takeshi Sakai Arata Yano Yoshihiko Ueda Yoshihide Kodama Yuzo

Constitution of mucosa- associated microbiota in the lower digestive tract does not change in 2022

early stage of non- alcoholic fatty liver disease with fecal dysbiosis

JGH Open 677 684
DOl

10.1002/jgh3.12803

Hoshi Namiko Inoue Jun Sasaki Daisuke Sasaki Kengo 105

The Kobe University Human Intestinal Microbiota Model for gut intervention studies 2021

Applied Microbiology and Biotechnology 2625 2632

DOl
10.1007/s00253-021-11217-x

(Sakai Arata)

(50792636) (14501)

(Kodama Yuzo)

(80378687) (14501)







