Preclinical characterization of humanized anti-Siglec-15 antibodies that rescue T cells from macrophage-mediated immune suppression
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RESULTS

Abstract #262

Background: Siglec-15 is an immunosuppressive sialic acid-binding Ig-like lectin expressed by

8 SK-MEL-5 tumor model in humanized NSG-SGM-3 mice

2 Rabbit/human chimeric anti-Siglec-15 antibodies relieve 5  Humanized anti-Siglec-15 mAbs rescue CD8* T cells from

myeloid cells, tumor associated macrophages (TAMs), and some human tumors. Interactions

between Siglec-15 on TAMs and sialoglycans on cancer cells contribute to the

Siglec-15-mediated immune suppression of human T cells

M2c macrophage mediated immune suppression
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Results: We have identified a panel of fully humanized anti-Siglec-15 antibodies that bind to
recombinant human and cynomolgus Siglec-15 proteins, to Siglec-15-expressing cell lines and

proliferation, (B) Rescue of exhausted T cell IFN-y response.
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Figure 3. Top antibody clones were selected based on binding to (A) human and (B)
cynomolgus Siglec-15-His.

Humanized Siglec-15 antibodies bind to cell-expressed

Figure 6. Anti-Siglec-15 mAbs (5 upg/mL) relieve M2c macrophage-mediated immune
suppression and enhance IFN-y secretion by exhausted human T cells.
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Summary

* The anti-Siglec-15 antibodies block the interaction of Siglec-15-Fc with an immune
suppressive checkpoint on T cells and restore T cell effector function.
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» Siglec-15 expressed by TAMs inhibits anti-tumor immune responses by engaging
unknown immune checkpoints on T cells.

» Tumor-expressed sialoglycans may bind to Siglec-15 on TAMs and induce the secretion
of Immunosuppressive cytokines.

Anti-Sigleel5 mAb 20 ug/mL

Figure 4. Humanized antibodies bind to Siglec-15 expressed by (A) HEK-293 cells and
(B) human M2c macrophages.

Mice were dosed with 10 mg/kg (i.p.), N = 4 per group, Blood draws at 0.25, 1, 2, 4, 24, 48, 96, 168 and 240 hr.

Figure 7. PK profile of humanized anti-Siglec-15 antibodies in humanized FcRn mice.
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