O Modulation of Immune gene expression by intra-tumoral oncolytic adenovirus ONCOS-102 Is
assoclated with clinical response in anti-PD-1 refractory/resistant melanoma
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INTRODUCTION RESULTS - Clinical efficacy RESULTS - Transcriptome profile

Defining molecular parameters of clinical response to immuno-modulatory compounds may lead to Twenty patients were evaluable for efficacy. Across the study, 7 of 20 patients (35%) achieved a best objective Modelling change in gene expression between disease control patients (CR+PR+SD) and progressors (PD)
development of novel biomarkers, identification of new therapeutic targets and development of more response (BOR) during the treatment period using both RECIST 1.1 and irRECIST, including 1 patient with a across time shows similar tendency at D22 with notable increase in expression of immune-related groups of
efficacious drug combinations in cancer treatment. We recently completed a pilot study of ONCOS-102, a complete response in recurrent in-transit lesion. In Part 1, 3 patients had CR or PR during the study according genes in both patient categories (Fig. 4A). In fact, progressors exhibit higher upregulation of certain pathways
granulocyte-macrophage colony stimulating factor (GM-CSF)-expressing oncolytic adenovirus (Ad5/3-D24- to RECIST 1.1 and irRECIST resulting in a BOR of 38%. In Part 2, 4 of 12 patients had CR or PR during the study compared to disease control patients at D22, suggesting a promising early response in most patients.
GMCSF), for therapeutic efficacy and capacity to remodel tumor micro-environment in combination with according to RECIST 1.1 and irRECIST resulting in a BOR of 33% (Fig 2A-B). Reduction in size of non-injected Comparing D64 with baseline (D1) expression, disease control patients maintain high expression of immune-
pembrolizumab in patients (pts) with non-resectable, stage IlI-IV, anti-PD-1 resistant/refractory (R/R) lesions was seen in 12/36 (33%) of target non-injected lesions with examples of complete disappearance of related pathways, whereas progressors show declining levels (Fig. 4B), consistent with the IHC analysis. The
melanoma (NCT03003676). lesions in two patients (data not shown). expression-signature of individual genes within cytotoxicity shows persistent upregulation in disease control

patients particularly at day 64 compared to progressors (Fig. 4C), and, consistently, quantification of viral

particles from tumor biopsies indicates continuous viral replication in the disease control group (Fig. 4D)
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