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BACKGROUND
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Adenosine and TGFB are two key immune suppressors in tumor microenvironment
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regulatory T cells (Tregs), inhibiting CD8+ activation and infiltration into TME, and
promoting epithelial-mesenchymal transition (EMT). We observed that TGFB induces
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EIpISCIence proprietary ImmunoShine platform which includes T cell activation and We find that by simultaneously targeting CD39 and TGFB by a novel bispecific molecule ES014, a synergistic anti-tumor
apoptosis assay, iTreg differentiation and suppression assay, NK cell activation assay Binding target KD (M)  kon(1/Ms)  kdis(1/s) v ES014 binds to hTGFB with nM level affinity and neutralizes effects can be achieved. Our pre-clinical data demonstrate that ES014 counteracts TGFB-mediated inhibitory effect and
and DC maturation activity. The in vivo animal efficacy of ES014 was investigated in a TGF-B1 1.17E-09  8.48E+05  9.93F-04 adenosine induced immune tolerance and has a unique ability in protecting T cell from apoptosis. ES014 demonstrated

TGFB activity by SMAD2/3 reporter assay. strong efficacy in in vivo tumor growth inhibition.
human PBMC engrafted cancer model.




