ATYR2810, a fully humanized monoclonal antibody targeting the VEGF-NRP2 pathway
sensitizes highly aggressive and chemoresistant TNBC subtypes to chemotherapy
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Abstract Figure 3. ATYR2810 increases chemosensitivity of TNBC patient-derived organoids and down-regulates key CSC/EMT genes
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ATYR2810 in combination with cisplatin as compared to those treated with cisplatin alone. Further, gene set enrichment analysis (GSEA) showed that CXCR4 was
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expressing CXCR4. Furthermore, ATYR2810 monotherapy inhibited spontaneous lung metastasis in experimental models of mesenchymal TNBC. . .
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ATYR2810 -+ - - 4 - -+ ';p'the"a' * A fully humanized anti-NRP2 antibody, ATYR2810, specifically blocks VEGF-NRP2 binding and VEGF-induced NRP2/VEGFR dimerization.
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(3D viability readout) o Log2(FPKM)  ATYR2810 enhances chemosensitivity of more mesenchymal TNBC cells with enriched NRP2 expression.
» Screening of 14 cell lines representing different subtypes of breast cancer (A) in 3D methylcellulose colony formation assay (CFA) demonstrates that ATYR2810 increases chemosensitivity of more » ATYR2810 increases chemosensitivity of TNBC patient-derived organoids (PDOs) in vitro and patient-derived xenografts (PDXs) in vivo.

mesenchymal TNBC cells with enriched NRP2 expression (B: Representative CFA data, C: EMT color scheme based on EMT scores by Le et al.®, NRP2 expression from CCLE database).

* ATYR2810 monotherapy reduces spontaneous lung metastasis in the TNBC MDA-MB-231 xenograft tumor model.

Statistical analysis: Fig. 3B, 3E, 4D by Student’s t test, Fig. 2B, 3A, 3C, 3D by One-way ANOVA, *p<0.05, **p<0.01, ***p<0.001 significantly different from the respective control. .. L. . . . .
 ATYR2810 enhances chemosensitivity and reduces metastasis in highly aggressive TNBC subtypes by repressing aggressiveness-related genes, such as

CSC/EMT pathway genes including the master regulator ZEB1, and CXCR4 which is associated with drug resistance and metastatic potential.
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