Anti-SIRPa Antibodies Stimulate Macrophage Phagocytosis to Cancer Cells in Both CD47-
dependent and CD47-independent Manners ’
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BACKGROUND

Signal-regulatory protein alpha (SIRPa), is an inhibitory receptor expressed on myeloid |Figure 2. ES004-B4 and ES004-N2 bind to unique epitopes
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agents have been associated with hemolytic anemia and thrombocytopenia. In | competitor2 1 6 5 5 Bin I: blocker

addition, universal expression of CD47 causes antigen sink, which leads to reduced ::::::: ’ * * 170 Figure 6. ES004-huB4 induces potent phagocytosis

efficacy of anti-CD47 antibody. We therefore consider targeting CD47 receptor, SIRPQ, | oz 4

to achieve an improved efficacy with a better safety profile. We have developed 2 |esoosn : Target Cell: Juriat Target Cell: Ral Target Cell: DLD-1
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classes of anti-SIRPa antibodies: CD47-SIRPa interaction “blocker” and “non-blocker”.
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Using SIRPa extracellular domain (ECD), SIRPa overexpression stable cell line and = Blockers__ Nor-blockers 07 e 1o Blockers  Non-blockers oy e Blockers Non-b:ockers\ v ES004-huB4 induced strong macrophage phagocytosis against multiple tumor cell lines

[ ° ° ° ° . o ;; 80 g N\ TN g ] n g

S 3 inMm IgG > < {3 1nM IgG
plasmld enCOdmg SIRPa as Immunogens, mice were immunized and anti-SIRPa s s Ezo.: v' Competitor anti-SIPRa antibody 4 did not induce phagocytosis against Jurkat and Raji cells
antibodies were generated by hybridoma technology. Pan-allele/SIRP family | : g s |
homologue binding properties, and species cross-reactivity profile were evaluated by | : I Pl HHLHCHCHE B YLl | | Figure 7. ESO04-huB4 shows good safety profile in hSIRPa/hCD47 Double
o . o o . o 2/ 04 L/ KI Mice

ELISA and FACS. In vitro function activity was determined by phagocytosis assay. In
vivo safety profile was assessed in hCD47/hSIRPa double knock-in mice. Lead clone Day R I I I N I I I R S S R A .
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