Rational combination of cancer
thera pies With PD1 aXiS blOCkade promote anti-tumourimmunity, withICB | often conventional chemotherapy or

ofthe PD1-PDLlinteractionbeinga radiotherapy. Here, we highlight setbacks.
prime example. However, for most combinations with new therapeutic
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Technological advances haveincreased withinthe TME that curtail effective
our mechanistic understanding of immuneresponses. Therefore, many
cancer-immune interactions and clinical trials are ongoing to combine PD1

enabled thediscovery of treatmentsthat | axis blockade with other therapies, most

advanced cancers, the benefit of single- targets and modalities. Importantly, the
agenttherapyislimitedby mechanisms | number of potential combinationsis far

Targeting innate immune cells and regulatory cells

greater thanthe number of patients
available for clinical trials, resultingin
missed possibilities, clinical failure,
unnecessary side effects, inadequate
patient recruitment and financial

Itis crucial thattherapiesare

combined inamorerational manner,
translating fundamental biological
insights and mechanistic understanding.
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Immunotherapies show remarkable clinical benefit in some
patients with cancer, but lack of therapy response and e o A
on-treatment resistance remain complex problems for many Explmtmg cancer cell SpeCIfICItIeS and dependenmes
patients. The response to ICB can fail in several ways — for
example, at the level of effector T cells (CD4*, CD8" and 1 Tumour immunogenicity

yo T cells); suppression of CD8* T cells by other immune cells
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tumour recognition by T cells; or T cell-suppressive factors in
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The process of manufacturing CAR T cells for
cancer therapies or other applications may
require the isolation, activation, and expansion
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