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Cancer microenvironment, including immune environment, are composed of
various cells and deeply involved in the progression, regression, and metastasis of cancer. The
purpose of this study is to elucidate the biological reactions in cancer tissues changing with the
progression, regression, and metastasis of the cancer. And, the ultimate goal is to develop
innovative treatments that lead to the rejection of cancer by clarifying the biological condition of

cancer tissue. In this study, | have reported the following findings. 1)IL-23 produced in
metastatic lungs augments lung metastasis by inhibition of IFN-y -producing NK cell induction. 2)
PD-1, TIGIT, and CD96, that inhibit the immune activity, were expressed on cytotoxic CD8 T cells in

cancer tissues. And, strategical suppression of these molecule-mediate signals is an effective
antitumor immunotherapy.
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D) BB S ez 2 i3 5 1L-23 OIEAMF %2, 1L-23 72013 1L-23 L7 X —DOHEIC L Y i
Bride, IL-23 L7 ¥ —/ 770 b~ AT, IL-23 /v 77U b~ A L0 EOiES
OIHB A ST, [FERIZ IL-23 L7 ¥ —OEFURDOEE1L, 1L-23 O ko b X
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<0 CDAT Mif, FEME(L Fe Ly 7% — TL-12 [ZI3FREFEN ThH o172, - T, IL-23 [TER A
Th HMMIZIBWT IFN-y ZFEAT 2 NK M OFELHET 5 2 & T, BmOMMiERE 4 HE L T
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2)CD96 (I NK AL DOTFENE A 4MH LY 2 832 Z & mbh Tnd, B FThv U A
T EE IR L 72 CDST #lfRIL PD-1 & CD96 %[RRI L TRV, TV X T=AT 4 v/
1 CD96 FUARDFG-1F, Fe HALIZ K 5 0RITIKAFE 71T CDST AN KAFRICHUIG N R 2 S5 L
7oo T OHLCDI6 HUARIZ X D FUEELNRIL, Batf3 [GPYEDORBRRMIE, TL-12 36 KT IFN-y ITH&AF
BTHoTz, E5HIT, PLPD-1 HFUE, HUCTLA-4 HUEK, HLTIGIT HFUADEEZR immune checkpoint
blocking Hifk & @ 2 PUAGHRIREIL. L0 BOHUBEE R 2 564 L=, HICHiPD-1 PiikE X
O TIGIT Hifl & @ 3 i Of AL, CDST MlfaFs & O IPN- v RAFAIC IR IS 38 ) 72 BB 4D
RAER LT, 26 ORERIT. BN CIEMIR A 55 5 CDST Mfaicx L CIiEME A FRE S
DMHERAKEICHFEINTEY | BN IC B CTRIEMTHIR 2 KRS S - i r 72
TBHRIC K VRBRT 2 2 L DSE R G ik L 72 D Z L A RB LT D,
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