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Elucidation of tumor immunity mechanism for clinical application of anti-PD1
antibody in childhood cancer
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We examined how childhood cancer cells evades the attack of immune system
using PAX3-FOX01 positive rhabdomyosarcoma cells as a model. The PAX3-FOXOl gene is a fusion gene
that is characteristically expressed in alveolar rhabdomyosarcoma with poor prognosis. It was
suggested that this gene evades the attack of immune system by enhancing the expression of a gene
called PD-L1. We have also identified agents that reduce the expression of the PD-L1 gene,
suggesting that the combined use of these agents and immunotherapy may enhance the effects of

immunotherapy .

PD-L1 PAX3-FOX01 B7-H3



PD-1 T PD-L1

T
PD-1/PD-L1
1
1 PD-1/PD-L1
T
PD-1 PD-L1
PD-1/PD-L1
PD-1
Topalian SL, et al. N Engl J Med. 2012 PD-L1
Ewing PD-L1
2 EWS-AK 1 mRNA
PCR
2 PD-L1
10000
1000
100 -
10 -
1
\ ) |\ J |\ ]
| | |
TR A i HIEFE  EwingAfE
PD-L1
PAX3-F0OX01
PD-L1
PAX3-F0X01 Rh30 RM2 Rh3 Rh28/L-PAM
y IFN-y PAX3-FOX01 PD-L1
PCR IFN-y PD-L1
MAPK PI3K JAK MEK

uo126  JAK IFN-y PD-L1



PAX3-FOX01 IFN-y PD-L1

100ng/ml IFN-y PD-L1 Rh30 RM2 Rh3 Rh28/L-PAM
4.37 7.41 7.01 4.85
PAX3-FOX01 IFN-y PD-L1
IFN-y PD-L1
SiRNA PAX3-FOX01
PD-L1 3
3. PAX3-F0OX01 PD-L1
SiPF  PAX3-FOX01 SiRNA  siCON SiRNA
SiRNA PD-L1 1
Rh30 RM2 * P<0.05
* % ** P<0.01
1.2 — 1.2 s <
1 1 _ kk
0.8 0.8
S S
a 0.6 a 0.6
(=% (=%
0.4 0.4
0.2 0.2
0 0
siCON siPF siCON siPF
0.5 nM 0.05 nM 0.5 nM 0.05 nM 0.005 nM 0.05 nM
Rh3 Rh28/L-PAM
%k * %
1.2
%k 1.2
1 1
- 0.8 = 0.8
o 06 o 06
0.4 0.4
0.2 0.2
0 0
siCON siPF siCON siPF
0.5nM 0.05 nM 0.5nM 5nM 0.5nM 5nM
PAX3-FOX01 PD-L1 PAX3-FOX01
Rh30 RM2 Rh3
ERK Rh28/L-PAM STAT3
IFN-y PD-L1 MAPK JAK/STAT
MEK U0126 JAK PD-L1 uo126
Rh30 RM2 Rh3 Rh28/L-PAM PD-L1
PAX3-FOX01 3 Rh30 Rh28 Rh41l PAX3-FOX01
PCR
PD-L2 CD155 Galectin-9 HVEM B7-H3 B7-H4 [1COSL CD80 CD86
3 B7-H3
B7-H3 PCR
mRNA B7-H3
PAX3-FOX01 PAX3-FOX01 PD-L1 B7-H3

PD-L1 MAPK
JAK/STAT



1
. PAX3-FOX01 PD-1
. 2016 12 15 17

€y

Hajime Hosoi

8 20238744

Tomoko lehara

8 20285266

Ken Kikuchi

8 40453104

Shigeki Yagyu

8 10572547

Mitsuru Miyachi

8 40584938

58



