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                Palleonâ€™s approach builds on the work of Stanfordâ€™s Carolyn Bertozzi, who studies the complex sugars that coat cells. Sialoglycans, which abundantly coat many cancer cells, bind to a family of cell-surface receptors called siglecs on immune cells. This results in T cell immunosuppression, resembling somewhat the action of the immune checkpoint inhibitor PD-1. To alleviate the sugarâ€™s dampening effect on T cells, Bertozziâ€™s group fused a sugar-cleaving sialidase enzyme to an anti-HER2 antibody, which trimmed the sialoglycans on breast cancer cells, boosted immune activation and prolonged survival in mice with cancer, she reported.
Palleon, co-founded by Bertozzi, ran with these findings. Its E-602 (bi-sialidase) consists of two engineered human sialidase molecules fused to an Fc antibody domain and removes immunosuppressive sialoglycans that are densely coated on cancer cells and exhausted T cells. The Fc domain does not target, but improves retention in the tumor, half-life and manufacturability, says Palleon CSO Li Peng. A phase 1/2 trial is testing E-602 with Merckâ€™s PD1-blocking agent Keytruda (pembrolizumab) in various cancers.
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