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Development of next-generation immunosuppressive therapy in organ
transplantation using anti-CD70 antibody

Ichimaru, Naotsugu
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Anti-CD70 antibody treatment induced permanent acceptance (>100 days) of
allogeneic cardiac grafts in mice, while median cardiac graft survival of no treatment group was 8
days after transplant surgery. Anti-CD70 antibody treatment induced regulatory dendritic cells in
spleen and graft. The splenocytes from anti-CD70 antibody treated C3H recipients bearing B6 grafts
were adoptively transferred into naive C3H mice, and then the C3H mice were given B6 or Balb/c
allografts. Histologic studies of harvested cardiac grafts revealed few mononuclear cell
infiltration in B6 allografts, which suggested donor specific tolerance. The regulatory dendritic
cells generated following anti-CD70 antibody treatment were actively immunosuppressive. These
results showed that anti-CD70 antibody treatment induced regulatory dendritic cells in recipient
mice and effectively prevented rejection in cardiac transplantation model.

CD70



TNF

CD70

CD70

CD70 B

CD70

RT-PCR

CD70 TNF-SF7

CD27-CD70
CD20
B T CD70
CD70
T
CD708514: #HAa
GETEMEB - THERE)
| |
VYR=7 | J
HLCD20HT A HLCDTOHLA
T
B T CD70
CD70
CD70
FACS
CD70
CD70

CD70

CD20



C57BL/6 (B6)

CD70
CD70
CD70
B6
FACS
RT-PCR
MRNA

GIL (graft infiltration lymphocyte)

100

C3H
day 0)
day -1, dayO 5004 g
C3H 60

C3H B6

T (CD4 CD8  Treg) B

FACS CD70
RT-PCR

CD70

CD8-CTL

Hematoxyl in-Eosin

day 1,3,5 250u g

C3H
Balb/c

DC MDSC

Foxp3-Treg

CD70



-+- Control
Treatment

e, ——————————f

I
(@]
o
-

Q
o

[eAIAINS JUBDJ8d

40 60 80 100

20

Days

<
K
2,
7,
%
<,
%
0\0\0
7
>
T o
(14W)s 19 u198ad 4o uorssaidx3 (1I4W)s 19 Ul 3-1/v-1 Jo worssaidx3
<,
7,
2,
\ovx
W
<,
K
S
e & z ) z >
&€ § § B § 8 8§ §
(14W)ST19 U1 08D Jo woissaidx3 (14W)ST1D Ul oA Jo uoissaidx3
<
< B,
\@@0? 0,
g "9,
& (3
S
S
<
“g, B,
“,
%
(1I4W)usa|ds U1 31y o uoissaidx3
(19w)usaids u1 98aD Jo uoissaidx3
< c
c
K3 %
%,
%
< c
% <,
%, %
K78
= «
10800 Jo ulovas jo

8
(14W)udads U1 TT-ad Jo uoissaidxg

B6

X
™
1 (&}
s g
o
™ ©
m
“a,
2,
ovx@\v
“,
@c\\v %
g g & ° 3
b S ©
(I4W)sT19 I T1-ad Jo uoissaidx3
X
o™
(&)
O
~
o
©
m
s »
(&}
(&3]
-—
o
o X
~ 3
4 ~
é\vvx
W
Cy
%,
O
8 g 8 om

CD70

CD70



1. , , , , . .
(2018)2017
53 2-3 : 89-108
2. , , , , . .
(2017)2016
52 2-3  113-133
2
1. ) ) 14
) 84 426-428, 2018
2. ) ) 262 9 815-819,
2017
€Y
RIT KO
8 60321890

TAKAHARA SHIRO

8 70179547



KAIMORI JYUNYA

8 70527697

@



