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This study showed that oxidative tumor microenvironment can generate immunosuppressive element. This

immunosuppression can be altered by inhibiting a particular adhesion protein. This information may
help to revise patient care for immunotherapy.

___ _lnmunotherapy is a promising treatment modality for cancer. In_this study we
showed that inhibition of vascular adhesion protein 1, partly responsible for generating

immunosuppressive microenvironment, can reverse the unfavorable immune-environment and synergize
with current approve immunotherapy.

Tumor immunotherapy

VAP-1 inhibitor Immunosuppression H202 CTLs ICIs



ICI

PD-1/PD-L1 CTLA4 ICI
TME
ICI
-1 VAP-1
TME
VAP-1 ICB
TME VAP-1 2
VAP-1 U-V296 IFN-y CD8
+T U-V296 ICI
U-V296 TME M2
Th2 114 Retnla Irf4 Pecaml Acta2 LoxI2
Thl/ Th2
Th2 IL-4 VAP-1 H202 Thi
IFN-y CD31+
VAP-1 TCGA VAP-1
IL-4 IL4R IL-13

IFN-y VAP-1 H202 Th2 | M2

TME ICI
VAP-1

TAM
VAP-1 2
U-V296
IFN-y CD8+T VAP-1 TAM
MDSC B NK
VAP-1 Th1l/Th2
IL-4 Th2
IL4 M2

VAP-1



M2 IRF4 Flzz1
Retnla M2 IL-4
VAP-1 TME IRF4 Retnla
VAP-1 Th2 /M2
U-V296 ROS Cav3
H202 VAP-1 T
H202 T
H202 CD3-¢
T VAP-1
H202 T H202
TME H202
H202 Th2 IL-4
-12 p40/p70 Th2
BHA GM-CSF M-CSF M2
M1 ROS Thl
Th2
A Thl
VAP-1 H202 IL4 Th2-M2
Thi U-V296 invitro
H202 invivo Thl Thl/Th2
-4 1rf4 Retnla
VAP-1 VAP-1 NH3
TME NH3
NH3
VAP-1 Th2 /M2
H202 MC-38/B6 CT26
/ BALB /¢ TME T
VAP-1 / AOC3 TCGA
VAP-1/AOC3
VAP-1
VAP-1 TME43 H202
Th2 / M2
VAP-1 IFN-y
VAP-1
VAP-1 H202 Th2 /| M2TME

U-V296



Kinoshita Tomonari Sayem Mohammad Abu Yaguchi Tomonori Kharma Budiman Morii Kenji Kato 112

Daiki Ohta Shigeki Mashima Yukihiko Asamura Hisao Kawakami Yutaka

Inhibition of vascular adhesion protein- 1 enhances the anti- tumor effects of immune 2021
checkpoint inhibitors

Cancer Science 1390 1401

DOl
10.1111/cas.14812




