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BACKGROUND: Neuropilin-2 (NRP2) is a single transmembrane pleiotropic receptor that utilizes co-receptors for signal Fig 8. ATYR2810 Treated TAMs are Less Suppressive to T Cells
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RESULTS: NRP2 is highly expressed on TAMs, which suppress T cell proliferation, activation and cytokine release. When D25 Activation W .10 © IL1RA & IP-10
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CONCLUSIONS: We show here for the first time that ATYR2810, known to bind NRP2 on tumor cells, can also bind and Z 500000- Q 2. 1000+ 2 1000+
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nature, pointing to a novel role of NRP2 in TAMs. These findings indicate ATYR2810’s potential to be an effective anti- v W W ¥ ¥
cancer agent, with one potential mechanism being through regulation of ZEB1 in both TAMs and tumors.
B) ATYR2810 treatment during T cell suppression assay reduces the supressiveness of TAMs
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« ATYR2810 is a monoclonal antibody developed by aTyr Pharma, that specifically binds and blocks the VEGF binding
domain of NRP2 Fig 8. A) TAMs treated with 2810 during differentiation are less suppressive than untreated or higG4 treated TAMSs, shown by an increase in % proliferating T cells,
increased CD25 expression on T cells. Cytokine (IL-6, TNFa, IL10, IL1RA, IP-10) and Chemokine (MCP-1) are represented in graph format in the right panel. Graphs
| B, Clacs 2 represent a single donor with significant effects seen in an n=3. B) ATYR2810 presence during co-culture of TAMs with T cells causes TAMs to be less suppressive
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C) ATYR2810 reduces the expression of ZEB1, SNAI & SIRP1A
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Figs 4-5. Schematic representation showing the experimental procedures to generate human TAMs from MDA-MB-231 conditioned media (Figure 4) and Fig 9. A) Graph representation of T cell proliferation ability of Donor 1 vs Donor 2. B) Gene expression profile Donor 1 vs Donor 2. Expression of NRP2, MRC1, IL10,
determine suppression of T cells by TAMs (Figure 5) . NRP2 levels, T cell proliferation and activation were measured using flow cytometry and analyzed using ZEB1, SNAI are represented in bar graphs. C) Gene expression of NRP2, ZEB1, SNAI, SIRP1A, MRC1 and STAT3 profile of TAMs generated from 3 separate donors in
FlowJo. Cytokine levels were measured utilizing the Mesoscale Discovery UPLEX platform. Statistical analysis was performed using Prism. the presence or absence of either higG4 or ATYR2810.
Conclusions
Fig 6. Immunophenotyping & NRP2 Expression on TAMs Fig 7. TAMs Ratio Dependently Suppress T Cells e NRP2 has been shown to be highly expressed on CD163+CD206+ TAMs differentiated using MDA-MB-231 conditioned media and
A) B) A) B) demonstrated to highly suppress T cell proliferation, activation and cytokine secretion
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Fig 6. A) Dot plot representation of CD206+CD163+ TAMs generated as | |Fig 7. Histogram representation of TAM suppression of T cells shown by * These findings indicate ATYR2810’s potential to be an effective anti-cancer agent, with one potential mechanism being through
described in Fig. 4. B) Histogram representation of NRP2 expression detected proliferation profiles, CD25 and CD69 expression. regulation of ZEB1 in both TAMs and tumors.
on TAMs differentiated as described in Fig. 4
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