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Figure 3: Single agent IC50 distribution — Debio 1143 and SOCs

INTRODUCTION

Resistance to apoptosis is a typical hallmark of cancer. Inhibitor of Apoptosis Proteins (IAPs) block caspase
activation, modulate NF-kB signaling pathways, and are involved in resistance to standard chemo and
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dose matrix design. For each agent, IC50s were calculated, and sensitivity cut-offs based on the observed
distribution were selected to categorize cell line response (Figure 3). Drug combination synergy was analyzed,
and several cell lines were found to have a Synergy Score >10 (Figure 4). SOC sensitization by Debio 1143 was
calculated using specific concentration ranges (Figure 5). Sensitization was defined as an increase in affected
cells of at least 25% upon addition of Debio 1143 (Figure 6). A signature predictive of response to Debio 1143
was derived at Intomics by combining response and gene expression data from the cell lines with data from
patient derived xenograft models. The signature was successfully tested in patient samples from a clinical trial
(Figures 7, 8).

log(IC50 paclitaxel, uM); 5=resistant

the cells: when 3.7-11 uM of Debio 1143 are added, 73% log(C Carboplatin)

of the cells are affected. Thus the sensitization is of 69%.
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» Sensitization was observed more frequently in cell lines with relatively

low Debio 1143 IC50.

> No desensitizations were observed.

log(IC50 Debio 1143, uM); 10=resistant
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