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Development of IrAE management strategy based on immuno-senescence, and novel
cancer immunotherapy balancing augmented anti-tumor immunity and decreased risk
of adverse events
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To establish cancer immunotherapy as an effective and safe treatment, it is
essential to elucidate the pathogenesis of immune-related adverse events (irAE). In this research
project, we found that anti-PD-(L)1 therapy induced the formation of tertiary lymphoid tissue-like
structures with ectopic infiltration of T and B cells, antibody deposition, and organ damages in the

lung, liver, and kidney of tumor-bearing aged mice. These research findings, and related
pre-clinical study has been published as two scientific literatures. Therefore, we utilized this
experimental system as novel experimental animal model for anti-PD-(L)1 therapy-induced irAEs.
Furthermore, we found that anti-PD-1 therapy induced CD4 T cells with a certain characteristic trait
in damaged lung of tumor-bearing aged mice, and_that this population could be a candidate biomarker
for predicting the development of IrAE symptom including pneumonitis.
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