(FEH4)

WFFERR FE AR 4

WFFERR FEAH 2 3

Frig Bk KA

ES TR U I
Sy AT
PERRE A
WFFEBR %8 53 1A

e ek K4

[17¢k0106169h0003])
VR 294 5 H 29 H

o228 £ ZGE M JE B R K R W EF

(B AGE) Hoaren v EEERC TS 2E
(3 EE) Practical Research for Innovative Cancer Control

SR FL (0 i R FT O B/ N R BR B D AR BE MR B 12 J D < HOFTHY 28 A iR R Tk

DB

SE ) Development of novel cancer immunotherapy based on tumor

(H A

(%

microenvironment analyses of Melanoma

( H 2!&%%) jﬁ%%%{i]\jﬁi NG 2 — Hi%ﬁ&cﬁ%ﬁi? H%E
AR
(I& EE) National Cancer Center Research Institute, Division of Cancer I

mmunology, Assistant member, Yuka Maeda

PRk 28 £ 4 A 1 B ~ B 29 £ 3 A 31 H

(BAGER) A BAEOMS & OF L O B %

(& FE) Provide Melanoma samples and develop novel combination therapy

(HAGE) ENLAFZERRRIE NE NS AP TEE v 2 — hIRIERL R SRR B R
LR (B

(g& FE) National Cancer Center Central Hospital, Department of Dermatologic

Oncology, Chief, Naoya Yamazaki



AR (HARFE) BEBRIKROSE - HELVEMFRAT, A AN 7Y
BT L - (I FE) Classification of Melanoma samples and pathological analyses, biobank

contact person

WFERHE o E  (AAGE) ESZAFEBEIEANE LA AW 7 — TRl st EE & RE

e &k K4 : (@ F&) National Cancer Center Central Hospital, Department of Pathology,
Medical staff, Taisuke Mori

II. RROBME (RIEHFERE)

3

HEMERAEICRT 550 CTLA4 Bk, #i PD-1Hilk/e EOREF = v 7 FA v MEEFNC L 50340
ﬁﬁﬁ%ﬁ\ﬁﬁﬁibﬁﬁﬁﬂﬁﬁ$ﬁiﬁbkoLﬂbﬁﬁE\@%ﬁﬁ%ﬂﬁw%%%%¥
iz B, 4 Treg (2 X 2 BB GEISEOMENZ L v | ﬁ&ﬁﬁ%%®@%ﬁ+”l%@éﬂf
WRNWZ ERER SN TV D, ABFZEIT, EEMUNREE TO Treg (2 X 2 HUlEIG 505252 O Ml & 5

T#%EOMBBRER S ICL, JFRIEICB T2 ESE LM ESE L2 L, o, AWM

fmﬁﬁmﬁﬁﬁmﬁﬁfwﬁﬁmﬂ% EZXH OGN L, OWTIESEAIM MRS 2 =2 > b —1
AR OFIERIE OB Z BHIF L T\ 5, #FFERES Ik, #liEME T Mifa(Regulatory T cell:Treg) 3
H O OGHE CD8T Mifld 2 2 LI AIGE (T R X —)IREBICH DR 2 Z S Ic L BRI A %
AL SHETNWDZ &, FINbORIREMSE T RN FEN 27 = /2 % A4 7(CCRT*CTLA-4*) % Ff
S L aWE L, SHIEGRFT~D Treg & CD8*TMIADRMELEN TR EFMAEL TVDH LWND
Wb H D, AFFETIE, EHEREAERKEZAWVT, EER/NEETO Treg il kb= 7 27 4 —T
Hifa(Ec CDST M) ~DORISEIRIEZ Ko~ —H —CTHRHFN LTV D, 51T, fEmikGuET =
v 7 RA 2 NREAD OIS A OREERATC O A(H 2)PURFE R CDS8T Mild D RSB & 7% -
TREESHEB L CW O DONBIEE=F U L 7T TH D,

rm!*

3

Cancer immunotherapies are becoming important strategies to treat cancer. Particularly,
immune checkpoint inhibitors such as anti-CTLA-4 mAb and anti-PD-1 mAb have opened a new
era of cancer immunotherapy. However, the clinical effects of the immune checkpoint inhibitor
are still limited, and immune mediated adverse effects are also observed. Therefore, identifying
biomarkers to stratify responders to cancer immunotherapy and to predict adverse effects is
urgently required. In this study, we investigated correlation between clinical courses and Treg
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suppression to anti-tumor immune responses in tumor microenvironment to develop novel
combination therapies such as immune resistant mechanisms. We have reported a specific
anergic phenotype of self-tumor-antigen-specific CD8* T cells suppressed by Tregs
(i.e.,hypo-proliferative, cytokine hypo-producing upon antigen re-stimulation) owing to
inhibition of co-stimulation via antigen-presenting cells. These Treg-suppressed T cells were
identified by expression of CCR7 and CTLA-4. Furthermore, it has been reported that the ratio
of CD8 and Tregs in tumor local site correlates with prognosis of various types of cancer patients.
In the present study, we examined how Tregs regulated effector T cells in tumor
microenvironment focusing on anergic phenotypes of CD8+ T cells. Additionally, We
investigated the correlation between anergic state of tumor(self)-antigen-specific CD8 T cells

and clinical responses for immune checkpoint inhibitors using pre- and post treatment samples.
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