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Immunomodulatory effects of a novel, enhanced potency gibbon ape leukaemia virus
(GALV) fusogenic membrane glycoprotein-expressing herpes simplex virus platform with
Increased efficacy combined with anti PD-1 therapy
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RP1 & RP2 cause large areas of necrosis in syngeneic mouse tumors, even

: The infiltrating PD-L1+ cells in RP1-tr mours are neutrophils.
without any effects of GALV (GALV is non-functional in murine cells) € trat J CElS liggiizd IImeLrs ere el OPhIIS

RP1 RP2 PBS control We next assessed which cells were expressing PD-L1 within these tumours. We designed a separate myeloid panel to
look for monocytes, neutrophils, DC’s and macrophages. By selecting out the PD-L1+ cells from this panel, we
= g8 identified this population of PD-L1+ cells as neutrophils (a). Similarly, by gating on the neutrophils, RP1 injection (vs.
e ' sham injection) elevated PD-L1+ expression was seen on these cells (b).
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MRP1 (HSVMGM-CSF+GALY) has previously been shown to provide potent abscopal effects in immune competent rodent
models (mice & rats). Since a compatible version of the receptor for GALV (PiT1) is not expressed on murine cells, a Tumour samples from the same experiment o . S—
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CD1 nude mice model bearing human A375 bi-flank tumours was used to assess the direct effects of GALV, as well as as above were RNA sequenced (n=3) for o cut off: adj-pvalue 0.05, Log2FC +/- 2 cut off: acj-pvalue 0.05, Log2FC +/- 2
indirect effects. One flank was injected with either 3 doses of mRP1, HSVCGMCSF i e. without the GALV insertion, or analysis of differentially expressed genes. The RP1+ |3 RP1+
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model and in contrast to prior data, increases in PD-L1 were not seen in uninjected
v & tumors as a % of viable cells.
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Oncolytic viruses are an attractive treatment modality because they are self-amplifying, kill through multiple both direct

9 . 30- - and immune mechanisms and can promote anti-tumour immune responses. RP1 & RP2 are novel versions of HSV
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term pathways for the combination treated samples relative to RP1 alone (c).
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4 5 : which cause tumor cell fusion through expression of the GALV protein. Histological examination of injected tumours
< 73 2 3 207 20 revealed large areas of necrosis in syngeneic mouse tumours, even where GALV is not functional, with GALV
s 3 - S % o enhancing both injected (prior data) and contralateral (data presented here & previously) anti-tumor effects in models
s ° E E 10+ 10+ % where GALV is functional, including in nude mice. In nude mice, this was presumed to result from enhanced innate

ol e . : S o * o immune activation. The data described shows that RP1 increases PD-L1 expression, particularly on neutrophils,

_ivehicle +:RP1 L increases CD3 T cell infiltration in injected and contralateral tumors, and that profound effects on the gene expression
BRSNS IIN ERERASINIIEN profile are also seen in both injected and contralateral tumors which are consistent with potent and broad immune
FsC-A FsC-A activation, and which is further enhanced by treatment with anti-PD1.
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alone and combined with anti-PD1 therapy. Poster- 1917



