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Clinical correlations and long-term survival in PROTA: platinum-resistant or refractory ovarian cancer
treated with an oncolytic adenovirus encoding ITNF and IL2 in combination with pembrolizumab %tilt -
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# Platinum-resistant and refractory ovarian cancer present major therapeutic challenges, characterized by limited ,
response rates to current treatments, particularly to immunotherapies including immune checkpoint inhibitors. ;;Ezusr biopsy Cohort 4 4x10'2 5x10" 200
TILT-123 (igrelimogene litadenorepvec) is an oncolytic adenovirus, engineered to improve T-cell therapies. Blood and Serurm
In PROTA, phase 1a clinical trial, TILT-123 was evaluated in combination with anti-PD-1 pembrolizumbab in
patients with platinum resistant or refractory ovarian cancer.
# In this trial, 15 patients were treated with intravenous as well as intratumoral and/or intraperitoneal injections of
TILT-123.

Figure 2 — Treatment schedule Figure 3 — Dosing strategy for cohorts 1 to 4.

# On day 1: Patients receive an intravenous dose of TILT-123 ranging from 3x10" to 4x10'? VPs.
# On days 8, 22, 36, 57, and 78: Patients receive intratumoral or intraperitoneal doses of TILT-123 ranging from 1x10'" to 5x10"" VPs.

# Every three weeks: Patients received 200mg intravenous doses of pembrolizumab at three-weeks intervals (Q3W) up to 2 years/35 cycles, starting on day 36.
# Samples collected included four tumor biopsies, seven serum samples, and five PBMC samples.
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Antitumor efficacy and OS data
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Figure 5 — Detection of TILT-123 DNA in tumors is associated with longer overall esions
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Figure 4 — Overall response rate, disease control rate, and overall survival summary for all patients. day 92. 6 patients (40%) were alive after 300 days. LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

v" Overall response rate was 20% in the highest dose cohort. We thank the patients and staff at HUS, Docrates, and Mayo Clinic.
A) Overall response rate (ORR) by RECIST1.1 included a confirmed PR, 8 SD, and 5 PD. Overall ORR was 7.1%,

ORR in highest dose cohort was 20%, and exploratory disease control rate (SD+PR) was 64%. P Lymphocyte re dIStrIbutl.OH from cwculatlon_ may act a.s a marker of tr.eatment benefit.
B) RECIST1.1 response by dose cohort. Longer OS correlated with slower coagulation, and higher target lesion counts. These results

may help identify patients likely to benefit from combined TILT-123 and pembrolizumab.

C)Kaplan-Meier graph showing overall survival for all patients, and comparisons between patients with and without
\v' Aphase 1b is ongoing (NCT05271318). -/

disease control. Inter-group significance was calculated with log-rank test.
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