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Functional analysis of Adaml0 on the dendritic cell 1in the elucidation of a
pathology for intractable oral mucosa disease
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The purpose of this study was to clarify the immunological mechanism of the
ADAM10(A disintegrin and metalloproteinase).Analysis of dendritic cell (DC) specific ADAM10
deficient mice suggested that ADAM10 is essential for conventional DC2 differentiation in the
spleen.Furthermore, in the analysis of this mouse, the FLT3L concentration in peripheral blood was
decreased.From these results, the experiment of culturing fibroblasts in which ADAM10 was
specifically deleted in mouse fibroblasts was conducted, and it was shown that cDC2 is a new source

of FIt3L.

These results suggest that FLT3L may be involved in the differentiation of DC through ADAM10.

ADAM10

FLT3L




(00)

DC
T
DC T
DC Conventional DC(cDC) cDC1  cDC2 cDC1
T cbC2 CD4' T
cDC
disintegrin and metalloproteinase (ADAM)
ADAM Cleave
Notch Cadherin CD44
ADAM10 9.5
ADAM10 ADAM10
ADAM17 TNF-a ADAM10
ADAM10
ADAM10 DC
DC
DC DC
ADAM10 DC
(cK0) cDC2 Notch
DC ADAM10
ADAM10
Adam10 cKO Cre-LoxP DC
CD1l1lc-Cre ADAM104 °
ADAM1740¢
ADAM10 " in vitro
(mEF) ADAM10  FLT3L
1 Adam102 ™ cDC2
ADAM10A ®° DC CD11b*Esam* DC
CD11b'EsamDC
DC B T
ADAM10
ADAM10A ®¢
cDC2
ADAM10A ®°
ADAM10A ®° cDC2
Cell-autonomous ADAM10 cDC1 cDC2
FACS cDC2 pre-cDC2
cDC2
cDC2 RNA
Pre-cDC2 DC 1d2  Irf4 GATA2
cDC2
WT ADAM1 720 ADAM1 04
" 112 v aa - 437
7 " 1
; - - : ADAM102 B¢
g. . ed B cDC2  FACS
R - - P

CD8*

A

ADAM10

ADAM10

CD11lc

Notch

cDC2
D

cleave

cDC2



CD11b*Esam™DC

Nanostring FACS DC
2 cDbC2 ADAM10
cDbC2 ADAM10 ADAM10% Xt
Poly 1:C I IFN
ADAM10 Poly 1:C 24
cbC2  FACS cbC2 DC ADAM10
notch cDC2
( 2 cbC2 ADAM10
Notch
WT ADANM1 Dot ADAM102 ROS ANt
] 482 1.7 2
} i D 249 |:| 431 (WT) ADAMloA MX1
.[::] _[::J' notch
£ ' ' cDbC2
Q T = el
ESAM
3 cbC2 FLT3L
ADAM10% ¢ cDC2 DC FLT3L
FLT3 ADAM10 ADAM10  FLT3L FLT3
FLT3L ADAM10% o¢
FLT3L FLT3L T
Rag2K0 FLT3L 3 Sort cDC1
cDC2 FLT3L cbC2 cDC1
FLT3L RT-PCR cbC2  FLT3L
cDbC2 FLT3L
500+ *
E : *%
g 4004 (o4, nls
g 0e® - 3 A DC
G 3001 °e A (WT) ADAM10
o ° $
S * _%E;_ A Rag2KO FLT3L
2 200 -
g ]
-
® 100
—
LL
0 T T T
WT  ADAM102°¢ Rag2--
“4) FLT3L  ADAM10
In vitro FLT3L  ADAM10
(mEF) FLT3L (AP)
AP AP ADAM10 KO mEF
ADAM10 AP
FLT3L  ADAM10
cbC2 cell autonomous  ADAM10
cbC2  FLT3L ADAM10 FLT3L
FLT3L  ADAM10*cDC2
FLT3L  ADAM10
cDC2  ADAM10 FLT3L cbC2  cell-autonomous
cbC2 CD4'T



, , 1
1 2018
1-4
DOI
, , , , . . , , s 23 1
6 2017
1-8
DOI
Fujita K, Chakarov S, Kobayashi T, Sakamoto K, Voisin B, Duan K, Nakagawa T, Horiuchi K, Amagai 116(29)
M, Ginhoux F, Nagao K.
2019

Cell-autonomous FLT3L shedding via ADAM10 mediates conventional dendritic cell development in
mouse spleen.

Proceedings of the National Academy of Sciences of the United States of America

14714-14723

DOl

10 0 2

2018




Laugier-Hunziker-Baran

2018

Kohei Fujita, Shin Kato, Kazuhiro lkeura, Yoko Kudo, Taneaki Nakagawa , Kazuyuki Tsunoda

Clinical characterization of oral symptoms in paraneoplastic pemphigus patients

International Association for Dental Research

2018

2019

Stevens-Johnson

2017




2017

2017

2017

2017




Kohei Fujita, Jun Yamagami, Masayuki Amagai, Kazuyuki Tsunoda, Taneaki Nakagawa

Clinical Characterization of Oral Symptoms in 6 Paraneoplastic Pemphigus Patients

The Japanese Society for Investigative Dermatology

2017




