Patterns of Response for Combination of
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Extended Abstract and Background

Background Small Molecule Oncolytic Inmunotherapy
PV-10 (rose bengal disodium) is the first small molecule oncolytic immunotherapy in development for solid ] ]
tumors. Intralesional injection of PV-10 can yield immunogenic cell death and stimulate tumor-specific reactivity Primary Oncolysis

in circulating T-cells [1-4]. PV-10 has been administered as a single agent to 130 cutaneous melanoma patients in
Phase 1 and 2 and 180 patients under expanded access, and is currently the subject of a Phase 1b/2 study in
combination with systemic immune checkpoint inhibition (Cl) for patients with advanced melanoma [5-9].

Materials and Methods

Study PV-10-MM-1201 (NCT02557321), an international, multicenter, open-label, sequential phase study, is
assessing safety and efficacy of PV-10 in combination with anti-PD-1 therapy (pembrolizumab). Patients must
have at least 1 injectable lesion, at least 1 measurable target lesion (TL), and be candidates for pembrolizumab. In
the Phase 1b portion of the study, patients receive combination treatment during the induction phase (g3w for 5
cycles) and then pembrolizumab alone in the maintenance phase (total duration of up to 24 months); the primary
endpoint is safety and tolerability with objective response rate (ORR) and progression-free survival as key
secondary endpoints (assessed via RECIST 1.1 after 15 weeks then q12w).
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Results

An initial Phase 1b cohort of predominantly Cl-naive subjects reached full accrual in April 2018 (Main Cohort),
with an intent-to-treat (ITT) population of 20 Stage IV and 3 Stage llIIC/IIID patients (median age 70 years, range
28-90) receiving at least 1 dose of PV-10 and pembrolizumab. All Treatment-Emergent Adverse Events (TEAEs)
were consistent with established patterns for both drugs, with no significant overlap of AEs or unexpected
toxicities. All disease stages exhibited response after minimal PV-10 intervention (median of 4 cycles of PV-10,
range 1 — 5; median of 5 injections of PV-10 per patient, range 1 — 82), with 9% complete response (CR) and 65%

ORR (overall per RECIST) as of a 1 Nov 2018 data cutoff. Response of injected target lesions (77% CR and 80% ORR DAMP and Antigen T-cell Functional T-cell
across all disease stages) was higher than historical data for single-agent PV-10 (46% CR and 53% ORR across all Release Activation Activity
disease stages, NCT00521053)[6]. Although data on the combination for treatment of Stage Ill (MO) disease is APC Recruitment

currently limited, the response rate of injected target lesions was also higher for MO disease in the Phase 1b Main and Antigen Uptake

Cohort than that observed in single-agent use: 67% CR (4 of 6 lesions) vs 54% CR (214 of 395 lesions). + Functional T cell Activation in Peripheral Blood of Melanoma Patients [2]

Conclusion * Immunologic Priming of PV-10 Complementary to Checkpoint Inhibition in Murine
Robust response was observed in injected and non-injected lesions across all disease stages. A first expansion Melanoma Models [4]
cohort in the Phase 1b portion of the study is accruing Cl-refractory patients to further characterize response in
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satellite or in-transit disease [10], but the KEYNOTE-001 study demonstrated lower overall response in MO vs M1 Melanoma Res 2008; 18: 405. 6. Thompson et al., Annals Surg Oncol 2015; 22: 2135. 7. Lippey et al., J Surg
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expansion cohort directed to patients with satellite or in-transit disease will be opened in early-2019. Cell Melanoma Res 2018; 31: 404.

Study Participants and Interim Clinical Data
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