Development of Thrombospondin-1 as a clinical pharmacodynamic biomarker for V11021, a first-in-class therapeutic agent that
reprograms the tumor microenvironment
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Background TSP-1 induction as a potential pharmacodynamic biomarker for VT1021 in various tumor types

VT1021 is a first-in-class therapeutic agent tested in a Phase | clinical study in solid A) TSP-1 protein induction fold in PBMCs B) TSP-1 protein induction fold in platelets C) TSP-1 protein induction fold in plasma D)  TSP-1 mRNA induction fold in whole blood
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. . Figure 1. Up-regulation of TSP-1 levels have been observed in all evaluable subjects post-dosing with VT1021 across multiple indications in a phase 1 clinical study. A) TSP-1 protein levels in PBMCs. B) TSP-1 protein levels in platelets. C) TSP-1
VT1021: Binds to MDSCs and Induces TSP-1 EXpre55|0n protein levels in plasma samples. D) ) TSP-1 mRNA levels from whole blood. Count refers to the number of subjects available for the analysis. Fewer plasma samples were analyzed due to sample deviation. Median refers to median TSP-1

induction fold. GBM: Glioblastoma cohort. Pancreatic: Pancreatic cancer cohort. Others include cancer types other than GBM and pancreatic cancer.

VT1021: a 5-amino acid cyclic peptide

VT1021 Receptor Glioblastoma: Basal TSP-1 level as a potential predictive Pancreatic cancer: TSP-1 induction as a potential prognostic
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TSP-1: A Multi-faceted Tumor Suppressor Protein* SRS = S CR/ PR SD PD SD PD - o0
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s RFK and other cell surface Figure 2. Higher basal TSP-1 in PBMCs has been observed in CR/PR subjects compared to SD or PD subjects. A) Basal TSP-1 Figure 3. Higher TSP-1 induction fold in PBMCs has been observed in SD subjects compared to PD subjects. A)
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TSP-1 000609 ’“‘l’ :‘” se TP mRNA levels in GBM subjects. B) Basal TSP-1 protein levels in GBM subjects. CR: complete response. PR: partial response. Induction fold of TSP-1 mRNA in pancreatic cancer subjects post-VT1021. B) Induction fold of TSP-1 protein in
‘ / /] tﬁrﬁﬁf;affdpjfﬁji;”, cells SD: stable disease. PD: progressive disease. pancreatic cancer subjects post-VT1021. SD: stable disease. PD: progressive disease.
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Figure 4. Increased colocalization of TSP-1 and >
CD11b (MDSCs) was observed in the tumor
microenvironment in tumor biopsy samples

A) Pre-treatment Based on both protein and mRNA levels, TSP-1 induction has the potential to be a useful

pharmacodynamic biomarker for VT1021 in various tumor types.
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