INTRODUCTION

+  Resistance to immunotherapy develops in most advanced non—small-cell lung cancer (NSCLC)
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patients treated with immune checkpoint inhibitors (ICI) with very limited treatment options for
patients who progress. Ramucirumab and docetaxel combination in 2L showed an improvement
in Disease Control Rate (DCR) (64%) and Overall Response Rate (ORR) (23%) compared to
docetaxel (DCR (53%) and ORR (14%) respectively). In addition, ramucirumab-docetaxel
combination showed OS improvement of 1.4 months (10.5 vs 9.1 months) and PFS improvement
of 1.5 months (4.5 vs 3.0 months) over docetaxel single agent. However, 79% of patients treated
in the combination arm developed Grade = 3 TEAE", therefore there’s a high need for new safer
and more active treatments.
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BASELINE CHARACTERISTICS

* 49 subjects with advanced NSCLC received at least one dose of the study drug (cutoff date

13-Sep-2023)

+ All subjects had previously failed at least 1 prior line of ICI +/- chemotherapy in the advanced
setting and had documented disease progression at study entry

. 51% of patients had 2 or more prior treatments lines at study entry

TABLE 1. Study Baseline Characteristics

CONCLUSIONS

In this ongoing Phase 2 study, THIO has been investigated in sequence
with cemiplimab in doses ranging from 60 — 360 mg/cycle in 49 subjects
in 2L+ NSCLC who have failed prior treatment with an ICIl. Enroliment is
ongoing to assess preliminary safety and efficacy of THIO + cemiplimab
by dose level.

DCR across all dose levels met the pre-determined statistical
requirements to proceed to Stage 2, dose expansion cohorts.

DISEASE CONTROL RATES

. DCR, [defined as CR, PR, or SD per RECIST 1.1 at Cycle 3 Day 1 (6 weeks)] met the pre-
determined statistical requirements per protocol to proceed to Stage 2. However, the data is not
mature yet to assess the ORR

. Disease control was reported in 34 of 37 subjects (92%) with at least one post baseline
assessment, including 19 of 19 subjects (100%) in 2nd line and 14 of 16 subjects (88%) in 3rd
line

+ By dose level, Disease control was reported in 11 of 13 subjects (85%) assigned THIO 360
mg/cycle, 11 of 11 subjects (100%) assigned THIO 180 mg/cycle, and 12 of 13 subjects (92%)
assigned THIO 60 mg/cycle

BIOMARKERS

+ THIO is expected to induce Telomere Damage Induced Foci (TIF) in circulating tumor cells
(CTCs) in whole blood patient samples as evidence of on target effect

+  Aggregate data from all 3 dose-levels demonstrated statistically significant increase in TIF levels
at C1D5 (prior to cemiplimab administration) as compared to baseline (pre-dose C1D1)

FIGURE 5. Treatment with THIO induces TIFs formation in patient-derived CTCs
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METHODS EFFICACY SAFETY REFERENCES
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