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What's on the horizon for immunotherapy?

There's an old adage in medicine that no sick patient should die without a trial of steroids. We are, perhaps,
moving towards a similar paradigm in oncology, where everyone with advanced cancer receives a trial of

immunotherapy.

There are two key challenges currently facing immunotherapy: identification of responders and improvement of res-
ponse rates

Regarding response prediction, there are three biomarkers linked to immunotherapy approvals: tumour mutational bur-
den (TMB), microsatellite instability (MSI) and PD-L1 expression. TMB and PD-L1 are continuous variables; however,
they are currently used as binary (positive or negative) biomarkers. PD-L1 expression correlates with response to im-
munotherapy, but has little utility as a binary biomarker?, Similarly, TMB predicts response to both PD-(L)1 and CTLA-4
inhibition?, but is suboptimal as a positive/negative test3. The future will see more studies exploring combinations of
biomarkers to generate response prediction scores that can be interpreted in the context of an individual patient's clini-
cal characteristics and treatment preferences.

The drive to increase response rates is now focussing beyond T cells to other parts of the immune system. These in-
clude myeloid cells, which can dampen the anti-tumour immune response, and NK cells, whose anti-tumour activity

can be enhanced by therapeutic intervention.

The future of immunotherapy will likely comprise combinations of agents targeting different aspects of the immune

response, potentially given with anti-tumour chemotherapy and/or molecularly targeted drugs.
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