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Investigation of the immunotherapy targeting WT1, and its promoting and inhibiting m
echanism in the brain
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The frequency of WT1l-specific cytotoxic T lymphocytes in blood was increased durin
g the WT-1 vaccination for the patients with brain tumors. But the clinical response was divided into 60 %
of effected group and 40% of ineffective group. During the combined treatment of TMZ/RT, the frequency of
WT1l-specific cytotoxic T lymphocytes in blood was increased from 0.196% to 0.256%.Immunohistochemical ana
lysis of the sections obtained by surgery during the WT1 vaccination revealed that WT1-immunodetected cell
s were both glioma cells and neo-vascular endothelial cells. Accumulation of T cells was divided into two
?roups. One was the group around the tumor cells and the other was the group near the neo-vascular endothe
ial cells, those were facilitating the immune response. In the 203G-bearing C57BL6 mouse model, CD4+ and
CD8+ T cells were detected but Treg cells were not increased in the brain. In the mouse model, the accumul
ation of immune cells was not related well with the immune response.



(Tumor Associated Antigens; TAAS)

Wilms’tumor

1(WT1) TAA
WT1
96
WT1
/
2009
75
WT1
WT1
WT1
6 4
Treg
WT1
WT1
WT1
T Treg

WT1

T FCM
TMZ WT1
WT1
€Y
WT1 T
TMZ/RT
22 TMZ/RT
6
CD8 T T(Treg)
(NK)
T(NKT)
12 WT1 T
4 (
)
WT1
1300cel Is/mm? TMZ/RT
6 631cells/mm?
CD8 T NK NKT
Treg WT1
4_.83% TMZ/RT 6
7.50%
WT1 T
0.196%  TMZ/RT 6
0.256% WT1
T 4



Treg
TMZ/RT
WT1 T
TMZ/RT
™Z
™Z WT1
WT1
22 5
7
TMZ/RT TMZ5
1
WT1 7
2 1
wT1 wT1
CD4 T
WT1 CTL
epitope WT1
CD4 T IFN-y
IL-10 RT-PCR
WT1
4
IL-10type T
IFN-y type T
wT1 T TMZ/RT
™Z
™Z
WT1

WT1 T

FCM

WT1 T
WT1
T
WT1
WT1
WT1
)
203G WT1
(C57BL6)
203G
WT1 CTL
CD4 CD8
Treg
Treg
interferony
WT1
8

(1) Hori M, Oji Y, lzumoto S 26
Comparison of Gwet’ s AC1 with Fleiss’ s
kappa as an index for inter-examiner
reliability of diagnosis in
immunohistochemical evaluation of WT1
expression in tumors. Japanese Journal
of IT Healthcare ( ) (in press).
(2) Oji Y, lzumoto S, Sugiyama H 25



The translation elongation factor
eEF2 is a novel tumor-associated antigen

overexpressed in various types of

cancers. Int J Oncol( )
44:1461-1469, 2014.
®) 4
Gerstmann
( )38:89-96,
2014.
(4)Yamamoto A, Mori K, Arita N 3
Steroid responsive

anti-Hu-associated paraneoplastic
encephalitis with bilateral frontal lobe
lesions. Clinical neurology (
)53:273-277,2013.
(5) Tomokane Y, Mori K, lzumoto S 7
Usefulness of PRESTO-MRI study for

the differentiation between schwannoma

and meningioma in the cerebellopontine
angle. Neurol Med Chir (Tokyo) (
) 53:482-489, 2013.

(6) Morimoto S, Oka Y, lzumoto S (18
Biased usage of T cell receptor

-chain variable region genes of WT1

(Wilms" tumor gene)-specific CD8(+) T

cells in patients with solid tumors and

healthy donors. Cancer Sci 103:

408-414,2012.

(7) lzumoto S. Peptide vaccine. Review

Adv Exp Med Biol 746: 166-177,

2012.

(®) C
Geriatric

Neurosurgery 24: 15-20,2012.

10
(1DOji Y, lzumoto S, Sugiyama H 28

Harmonization of
immunohistochemical evaluation of WT1

expression and monitoring of

WT1-specific humoral immune response.
The 7™ International Conference on WT1

in human neoplasia 2013 4 22-23 ,
Barcelona, Spain
¢) , , 7
WT1 .17
2013 7 13 15
3 , , 4
MRI1
(PRESTO ) .72
72
2013 10 16 18
4 , , 5
MRI
(PRESTO )
31 2013 5
24 25
5
6
PRESTO . 72
2013 4 11 14

(6)lzumoto S, Hashimoto N, Arita N (4
Clinical and immunological
evaluation of WT1(Wilms tumor gene 1)
peptide vaccination for patients with
recurrent adult PNET and glioblastoma.
19th International Conference on Brain
Tumor Research and Therapy,2012 6
21-24
(MAritaN, Uchida K, lzumoto S, Tomogane

Niagara Falls, Canada

Y(3 Late radiation injury
evaluated by MR susceptibility weighted
images in long-term survivors of
intracranial germ cell tumors. 19th
International Conference on Brain Tumor
Research and Therapy, 2012 6 21-24
Niagara Falls, Canada



(8)0j1 Y, Berneman, lzumoto S (14
International Harmonization on
Evaluation of WT1 Positivity in Solid
Cancers. 6th international conference on
WT1 in human neoplasia. 2012 11 22-23

Kyoto, Japan

©) @ )
WT1
30
2012 11 25

-27

(10) : .

7 WT1

50 2012 10 25
27
1

(D 1zumoto S. Peptide Vaccine In;
Glioma: Immunotherapeutic Approach.
chapter.13(ed. Yamanaka R) ppl66-177
April 23, 2012. Landes Bioscience,
Austin, TX.

@
1ZUMOTO, SHUICHI
40324769
@)
MORI, KANJI
50360269

TOMOGANE, YUSUKE

10412008
(ARITA, NORIO)

80159508




