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Overcoming radiation-induced immune suppression by targeting the PD1/PDL1 axis

James Welsh
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trategies for overcoming tumor evasion of the immune system have already started to translate into improved outcomes

for lung cancer. Because most patients with unresectable lung cancer patient are treated with radiation, now is the time to
expand our understanding of how radiation can influence immune evasion. Radiation is known to be a potent antigen stimulator,
which can serve to prime the immune system to attack cancer cells. However, radiation was recently discovered to induce
PDLI expression by lung tumors, and PDL1 can blunt this immune response. Studies in melanoma have shown that combining
radiation with new immunomodulating therapies, such as ipilimumab can result in immune-mediated responses at sites outside
the irradiated area, a phenomenon described as the abscopal effect.

Radiation therapy can be highly effective in achieving local tumor control in lung cancer. However, until now it has not
been able to control metastatic disease, the cause of death for most patients with lung cancer. We hypothesize that by combining
inhibitors of the PD1/PDLLI axis with radiation; we can not only enhance local control but also reduce or eliminate the spread of
metastatic disease. Anti-PDLI therapies are already being tested as monotherapy or in combination with chemotherapy for lung
cancer, and as such this is an excellent time to investigate the molecular basis for how these therapies work in combination with
radiation. This talk will review the prior preclinical data describing the abscopal phenomena, along with our current laboratory
work on this topic, followed by on overview of our clinical trial strategy for combing immunotherapy with radiation.
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