Resistance to cancer therapy via upregulation of the NRP2/VEGF-C axis can be neutralized
by ATYR2810
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INTRODUCTION: Intrinsic or acquired resistance to cancer therapy is a major problem faced by many current cancer therapeutics. Therapy-resistant cancer cells are Figure 2. VEGF-C stable A549 cells exhibit increased tumor growth
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RESULTS: We generated a stable VEGF-C overexpressing non-small cell lung cancer (NSCLC) cell line and found that tumor growth was enhanced by increased VEGF-
C signaling. Importantly, ATYR2810 monotherapy counteracted this VEGF-C-driven enhanced tumor growth as tumor growth inhibition was increased in the VEGF-C Figure 3. ATYR2810 enhances tumor growth inhibition in A549-VEGF-C xenografts and inhibits VEGF-C-driven chemoresistance
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* While only a modest monotherapy effect can be detected in A549 xenografts, VEGF-C overexpression results in a pronounced increase in tumor v @9 Q\Q
growth inhibition with ATYR2810 monotherapy (A). RS
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Introd uction * VEGF-C expression has been reported to correlate with features of aggressive cancer including chemoresistance (B). A549-VEGF-C tumors are resistant W
to cisplatin treatment, however ATYR2810 combination treatment resensitizes chemoresistant A549-VEGF-C tumors to cisplatin (C).
Figure 1. ATYR2810 blocks VEGF-NRP2 binding and synergizes with VEGF-targeting agents in vitro and in vivo
Figure 4. ATYR2810 synergizes with sunitinib in the ccRCC xenograft model
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SEES  ATYR2810 monotherapy inhibits VEGF-C-induced tumor growth.
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