CHK1 inhibitor combination induces multiple cell death forms Iin melanomas and
modifies the tumour Immune microenvironment
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Background

* Replication stress is a common feature in most cancers, including melanoma and high grade serious ovarian cancer
« (Can effectively target replication stress using Checkpoint kinase 1 inhibitor (CHK1Ii) and low-dose hydroxyurea (LDHU)

Immunogenic|

* CHK11i+LDHU has minimal normal tissue toxicity Ce/(Df'afh-,i‘
« CHKI1i+LDHU treatment is equally effective in treatment-naive and treatment resistant melanomas
« CHK1i+LDHU induces immunogenic cell death and promotes pro-inflammatory cytokine expression 5% {
 CHK1i+LDHU induced anti-tumour IiImmune response is limited by immune suppression in the tumour microenvironment 'ﬁ’ o
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e Question >,
Can we and how to enhance the efficacy and duration of the anti-tumour immune response induced by CHK1i+LDHU? %'
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CHK1i+LDHU induces a non-canonical form of caspase-dependent pyroptosis Fig 4: Enhanced signals from the PD-1/PD-L1 pathway were
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Fig 2: CHK1i+LDHU induced cell death is immunogenic
Fig 5: Anti-PD-1 had little effect on tumour response to our

iment [21 . .
YUMMUV1.71CD Experiment treatment 2], depleting CSF-1R* macrophages and anti-PD-L1
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S 400 C57BL/6J mice were immunised with B16F10 cells treated
’é in vitro with indicated treatments. At 10 days after Current ideas
200 immunisation mice were rechallenged with live B16F10 : : : : . ] .
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2 cells into the opposite flank and tumour growth followed. CHKZ1i combination has the potential to be used along with other iImmunotherapies
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Conclusions 1

e CHK1i+LDHU is selectively cytotoxic to tumour tissues
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e CHK1i+LDHU efficiently kills BRAFi and immune checkpoint inhibitor resistant melanomas
* Triggers proinflammatory cytokine expression, immunogenic cell death and memory immune response

e Effects are mainly dependent on the adaptive immune response
* Modifies the anti-tumour immune microenvironment — myeloid and lymphoid compartments
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