MCLA-145 is a bispecific IgG1 antibody that inhibits PD-1/PD-L1
signaling while simultaneously activating CD137 signaling on T cells

Merus closing in on cancer
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Introduction MCLA-145 epitope on CD137

MCLA-145 induces CD137 internalization

MCLA-145 mediates CD137 receptor internalization in human CD8+ T cells co-cultured with accessory cells

MCLA-145 activates T cells and reverses

suppression by M2 macrophages and Tregs

Domain swap and alanine scanning approaches mapped the MCLA-145 epitope on
CD137 to cysteine rich domain (CRD) 2

Hydrogen/deuterium exchange liquid chromatography mass spectrometry (HDX-MS)
confirmed the epitope in CRD2, however, several protected peptides also covered part
of CRD3

CD137 (4-1BB) is a transmembrane costimulatory receptor on T and NK cells
that enhances adaptive immune responses and is a critical mediator of
antitumor immunity

The development of CD137-targeted agents for cancer therapy has been
hampered by on-target off-tumor toxicity
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Magenta — CD137, green — CD8, blue — nuclear (DAPI)
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Change in cytokine production by anti-CD3/CD28 activated human T cells upon
culturing with human regulatory T cells or M2-polarized macrophages

Unbiased screening of Biclonics® library

MCLA-145 translocates PD-L1 and CD137 to cell contact zone

Reversal Treg suppression Reversal M2 suppression

A library of 192 CD137 X PD-L1 Biclonics® was produced and purified

CD137 X PD-L1 Biclonics® were screened in reporter and/or T cell CD137-eXpreSSing Jurkat T cells and PD-Ll-eXpreSSing CHO cells cocultured with test antibOdy were
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