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Talazoparib interacts with oncolytic reovirus to enhance death-inducing signalling
complex (DISC)-mediated apoptosis and immune response
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PARP-1 interacts with the DISC components following RT3D infection and loss

Background of this interaction in the presence of talazoparib leads to enhanced apoptosis
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RT3D + talazoparib

Proteomic analysis of A375 cells treated with RT3D (MOI of 0.1) in combination with 0.1 uM talazoparib to show upregulation (red) and down-
A375 were seeded onto 384 wells at 500 cells/well RT3D RT3D L D regulation (green) of the apoptotic death domain pathway 48 hours post-treatment. Data are an average of 3 independent experiments (A).
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oo Proteomic analysis of A375 cells treated with RT3D (MOI of 0.1) in combination with 0.1 uM talazoparib to show upregulation (red)
A375, MeWo and DO4 melanoma cells were treated with 0.1 uM of talazoparib and increasing doses of RT3D. At 72 hours post-infection, o and down regulation (green) of RIG-I mediated pathway (A). A375 cells were transfected with scramble control (SC) or siRNA
cell survival was assessed by SRB assay. targeting RIG-I and then treated with talazoparib and RT3D at an MOI of 0.1 for 48 hours and assessed for cell viability as shown
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by crystal violet staining (B). IFN-B production was assessed by ELISA (C) and Western analysis was carried out on cell lysates
and probed for RIG-I, PAR, as well as cleaved PARP and loss of full length caspase 8 (D). A375 cells were treated with 0.1 yM
talazoparib and infected with RT3D (MOI of 0.1) for 48 hours. A PARP trap pull-down assay was carried out with the aim of
assessing if RIG-I interacts directly with PARP-1.
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MOl of RT3D and this correlated with an increase in an immune response

RT3D sensitivity was assessed in HeLa PARP-1 paired cells. PARP-1 wt and PARP-1 null (clone G3 and G9) and cytotoxicity carried out by C on ClUSI on
MTT 72 hours post-infection (A). Cell viability was carried out to assess RT3D and talazoparib in HeLa PARP-1 paired models (PARP1** &
PARP17) as shown by crystal violet assays (B) and SRB cell viability assays (C). Western analysis was carried out to assess apoptosis as
shown by cleavage of caspase 3 and PARP as markers of apoptosis and PAR expression following RT3D infection. Equal loading was

Our data provide a strong rationale for the combination of oncolytic viruses with PARP1 inhibitors to exploit immunogenic

measured by probing for B-tubulin (D). response in cancer treatment
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