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e CD137 (4-1BB/TNFRSF9) is a costimulatory receptor belonging to the TNF receptor BCY/838 Tetramer Lysine 3 PEG23 13816
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CONCLUSION/SUMMARY

Figure 1: Bicycles® are a new class of drugs - fully synthetic, constrained bicyclic peptides that show multimers show dose responsive agonistic activity in the CD137 reporter assay. BCY7340 is a CD137 monomer and is not e Bicycle® peptides specific for human CD137 protein were identified by phage screening.

biological activity in vitro (data not shown). There is trend towards tetramers being more potent than trimers. The
multimer matrix enabled rapid generation of molecules with a broad range of cell activity properties. B) CD137 Bicycle

antibody-like high affinity binding and exquisite target specificity (2). The Bicycle platform uses phage active.
display and chemical optimization to rapidly identify and improve CD137 binders for affinity and

physicochemical properties. Through novel chemical approaches, peptides can be attached to

generate agonistic multimers that cross-link and thus activate the trimeric CD137 receptor complex on

immune cells.

e CD137 trimers and tetramers showed cell potent agonism that was comparable or better than the natural
ligand and clinical antibodies.
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Figure 5: CD137 Bicycle multimers lead to increased
cytokine secretion in a primary T cell assay. CD137
expression is induced on T cells (isolated from human

PBMCs) using anti-CD3 antibody. T cells are then e Reference (1) Melero et al, Nat Med 3(6): 682-5 (1997).

f,:iit::,::'fgffolfgzf“n"e'ga“:f‘,r: é:ﬁ::i’,c :”1:)7 E:.Cyde e Reference (2) Heinis et al, Nat Chem Biol 5(7): 502-7 (2009).

Urelumab (0.5uM) for 48 hours and IL-2 levels were
measured in the supernatant using a HTRF assay.
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e Bicycle® technology generated potent, compact, and fully synthetic CD137 multimeric agonists, which
represent novel cancer immunotherapeutic candidates.
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- Large (>1015) & diverse libraries generate multiple chemical start points.

* Fully synthetic, faster, more versatile production than antibodies.

* Bicyclic multimers have a different in vivo profile compared to antibodies. The clinical development
of Urelumab has been hampered by on-target hepatotoxicity. We expect the risk of liver
inflammation to be minimal with CD137 synthetic multimers.
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