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Analysis of Regulatory B cell Distribution and Function in Primary Biliary
Cirrhosis (Cholangitis) Model Mice and Optimization of B cell Targeted Therapy

Moritoki, Yuki
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We have conducted a model mice study of human Primary Biliary Cirrhosis
(Cholangitis) to propose a highly effective and safe therapeutic strategy using regulatory B cells. In
order to identify and analyze regulatory B cells that produce Interleukin (IL)-10, one of the
immunosuppressive cytokines, IL-10-GFP reporter mice were crossed with the model mice of Primary Biliary
Cirrhosis (Cholangitis) to develop IL-10-GFP expressing model mice. The developed model mice demonstrated
liver inflammation histopathologically, serum positivity of anti-mitochondrial autoantibody, and elevated
levels of total IgA and 1gG, which were equivalent to those found in the original model mice. In
addition, it was revealed that distribution of IL-10 producing regulatory B cells differ extremely among
the physical areas.

( ) B IL-10




1 2015
9 Primary
Biliary Cirrhosis Primary Biliary
Cholangitis

(UDCA)
30
90-95
B
2
(dnTGF-B RII )
B
B
dnTGF-B RII
CD4+ CD8*T
CD4+Foxp3+T

Interleukin(IL)-6, Tumor Necrosis Factor
(TNF)-a

B T
B
IL-10
B
B
IL-10
B
CD8+T
B
B
B
CD8*T B
B T

Gastroenterology 2009 B

B
B
, dnTGF-f
RII CD20
CD20
Hepatology 2009
UDCA
CD20
B CD4+CD25*T
messenger RNA Foxp3,
TGF-B
ALP B
Hepatology 2012
B
IL-10 B
B
IL-10 B
B
1 dnTGF-B RII IL-10
GFP (IL-10-GFP)
2 IL-10-GFP-dnTGF-B RII
3 IL-10-GFP-dnTGF-3 RII
AMA
ELISA

4 |L-10-GFP-dnTGF-B RII

ELISA



5 IL-10-GFP-dnTGF-3 RII 2 IL-10-GFP-dnTGF-( RII

IL-10 B dnTGF-B RII
CD19
IL-10-GFP
IL-10-GFP
1
1 dnTGF-B RII IL-10 3 IL-10-GFP-dnTGF-B RII
GFP (IL-10-GFP) dnTGF-B RII
IL-10-GFP
IL-10 (AMA)
IL-10 GEP
ELISA
AMA
IL-10-GFP
1

2 ELISA (AMA, IgA, 1gG)

IL-10-GFP IL-10-GFP
Model Mice
Mode! Mice Control Mice

IgA
50 *

IL-10-GFP IL-10-GFP
Model Mice 00 Mic® o ntrol Mice

lgG
157 *

IL-10-GFP IL-10-GFP
Model Mice
Model Mice Control Mice




4 |L-10-GFP-dnTGF-$ RII

dnTGF-3 RII
ELISA IgM, IgA,
19G
IgM, IgA, 1gG
IL-10-GFP IgA,
1gG 2
5 IL-10-GFP-dnTGF- RII
IL-10 B
B
CD19
CD19 IL-10-GFP
Area 1 Area 2
IL-10-GFP B
3
3 B
IL-10
= , Area2
50 J | I'-_I/
o 60— | \
[ ]
40 = |
20 1
: A | T LA | Ty
IL-10-GFP
IL-10 B
B
3
( ), 71(5)

2015, 831-837.

Kikuchi, K., Tsuneyama, K., Yamada, H.,
Kajiyama, Y., Matsumoto, K., Tsunashima,

H., Yamashita, R., Takai, A., Negishi,
M., Hara, M., Moritoki, Y., Miyakawa, H.
Splenic lymph follicles generate
immunoglobulin M-producing B cells in
primary biliary cirrhosis. Hepatol
Res.( ), 44(10), 2014, E253-E6.
doi: 10.1111/hepr.12231.

Jin,Q., Moritoki,Y., Lleo,A.,
Tsuneyama,K., Invernizzi,P.,
Moritoki,H., Kikuchi,K., Lian,Z.X.,
Hirschfield,G.M., Ansari,A.A.,

Coppel ,R.L., Gershwin, M.E.and Niu,J.
Comparative analysis of portal cell
infiltrates in antimitochondrial
autoantibody-positive versus

antimitochondrial
autoantibody-negative primary biliary
cirrhosis. Hepatology ( ),

55(5), 2012, 1495-506. doi:
10.1002/hep.25511.

1
Moritoki,Y. B cell immunity in Primary
Biliary Cirrhosis, First China-Japan
Symposium on Autoimmune Liver Disease.
May 4%, 2012,Hefei,China.

3
(2015)
2 - -
369-374.
(2015)
)
373-377.

Moritoki, Y. and Ueno, Y. (2014)
Autoimmune Liver Diseases.
Perspectives from Japan. Part 11,
Chapter 14. Animal Models for Primary
Biliary Cirrhosis. 2014:171-199.
Springer



@
MORITOKI, Yuki

90585522
@

(CHIHARA, Junichi)
(

)
80197615

®



