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The enhancement of anti-tumor immune response and application to a therapy with
the IDO inhibitor
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i i Indoleamine 2,3-dioxygenase 1 (IDO) is one of enzyme catabolizing tryptophan
into the kynurenine pathway, and recognized as an important microenvironmental factor suppressing

antitumor_immune responses. Quantification of serum Kyn and Trp is useful for ?redictin? prognosis
of an individual patients with hematological malignancy, such as adult T-cell leukemia/lymphoma,

Hodgkin lymphoma, and follicular lymphoma. Furthermore, it is thought that IDO is an attractive
novel cancer immunotherapies target in various hematological malignancy.

ID0 Malignant lymphoma Tumor immunity



Indoleamine 2,3-dioxygenase

1(IDO)
T
IDO
T /
(ATL)
T
(CTL)
ATL
ATL HTLV-1
IDO
IDO HTLV-1 AC
ATL
HTLV-1 AC
ATL
IDO PS
sIL2R Alb
IDO PS
ATL
IDO IDO ATL
Hodgkin
B
ATL
IDO
IDO
IDO ATL
IDO ATL
IDO ATL

Hodgkin

B
(HPLC/MS)
1DO
1DO
Kyn/Trp
1DO
Kyn/Trp
(0S)
IDO Kynurenine
L-Trvotoohan N-Formyl- formylase .
yRop kynurenine L-Kynurenine
(Trp) (Kkyn)

l (rep mp
e
Kyn/Trplb @ £ 7
1D0
ATL
HPLC/MS
Kyn/Trp Kyn/Trp
100 ATL
ATL ATL
ATL
(PBNC)
PBMC ATL CTL
ATL
NOG ATL
ATL PBMC
1D0
ATL
(

IL-2 ) ELISA




Overall Survival

ATL

CTL
ATL CTL
Hodgkin
1D0 Hodgkin
IDO
Hodgkin
IDO
Cancer
Science (
)

OS of the HL patients
according to serum Kyn/Trp ratio

1.04 -
0.8 _l—|_\—
Kyn/Trp x 103 < 42.57
0.6
Kyn/Trp x 103 > 42.57
0.4
0.2-{ 0OSatSyears P=0.018
(92.2 vs 60.0 %)
0 —

I I I I
0 2 4 6 8 10

No. at risk Time
— 44 32 20 14 g9 2 (vears)
8 3 2 2 2 1
Cancer Sci. 2018,109:74-83
1DO
1DO
1DO ATL
1DO
1DO
ATL
1D0 ATL
ATL ATL

8
Masaki A, Ishida T, Maeda Y, 14 (1
). Clinical significance of

tryptophan catabolism in Hodgkin lymphoma.
Cancer  Sci. 2018,109:74-83. doi:
10.1111/cas-13432.

Han S, Masaki A, Sakamoto Y, 4 (2

). Improved clonality detection in

Hodgkin [lymphoma using a semi-nested
modification of the BIOMED-2 PCR assay for
1GH and IGK rearrangements: A
paraffin-embedded tissue study. Pathol
Int. 2018,68:287-293. doi:
10.1111/pin.12660.

Aoyama S, Masaki A, Sakamoto Y, 6
(2 ). Achromobacter Infection Is Rare
in Japanese Patients with Pulmonary B-cell
Lymphoma. Intern Med. 2018,15;57:789-794.
doi: 10.2169/internalmedicine.9430-17

Sakamoto Y, Masaki A, Aoyama S, 7
(2 ). Improved clonality detection in
B-cell lymphoma using a semi-nested
modification of the BIOMED-2 PCR assay for
IGH rearrangement: A paraffin-embedded
tissue  study. Pathol Int. 2017
Sep;67(9):453-460. doi:
10.1111/pin.12566.

Narita T, Ishida T, Ito A, Masaki A,
16 (4 ). Cyclin-dependent kinase 9 is
a novel specific molecular target in adult
T-cell
leukemia/lymphoma.
2017,130:1114-1124.
10.1182/blood-2016-09-741983

Beppu S, 1to Y, Fujii K, 13 (6 )-
Expression of cancer/testis antigens in
salivary gland carcinomas with reference
to MAGE-A and NY-ESO-1 expression in
adenoid cystic carcinoma. Histopathology.
2017,71:305-315. doi: 10.1111/his.13226

Kato J, Masaki A, Fujii K, 7

). Quantitative PCR for HTLV-1 provirus
in adult T-cell leukemia/lymphoma using
paraffin tumor sections. Pathol Int. 2016

Blood.
doi:

Nov;66(11):618-621. doi:
10.1111/pin. 12462
Fujii K, Ishibashi KI, Kato J, 7 (8

). Cellular-1level characterization of
B cells infiltrating pulmonary MALT
lymphoma tissues. Virchows Arch. 2016
Nov;469(5) :575-580.

5
Masaki A, Ishida T, Maeda ¥, 10 (1
). Prognostic significance of
tyrptophan catabolism in newly diagnosed
Hodgkin lymphoma. 106



. 2017

12
¢! )-
79
. 2017
Masaki A, Ishida T, Natrita T, 11
(1 ). Prognostic significance of

tryptophan catabolism in newly diagnosed
Hodgkin lymphoma. 75
. 2016
Masaki A, Ishida T, Maeda Y, 17 (1
). Prognostic significance of
tryptophan catabolism in newly diagnosed
Hodgkin lymphoma. 78
. 2016
Masaki A, Ishida T. T-cell receptor
repertoire diversity in patients with ATL

who receive mogamulizumab. 78
. 2016
0
o 0
o 0

http://ww.med.nagoya-cu.ac. jp/patho2.d
ir/mysitel/index.html

@
MASAKI Ayako
40648044
@
©)

*



