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- Integrating structure activity relationship (SAR) data from biochemical binding studies as well as in 04’\ N W WK R G(\ N W W R Figure 6: Dosing of EphA2/CD137 Bicycle TICAs led to significant anti-tumor activity in MC38 tumor model
vitro and in vivo models led to an understanding of the relationship between plasma exposure, ¥V P P P P Y P F in huCD137-C57BIl/6 mice. (A) No anti-tumor activity was observed with BCY7985, a molecule with weaker potency

target engagement and efficacy in mouse tumor models. The findings from these analyses suggest
a strong rationale to develop EphA2/CD137 Bicycle TICAs with non-continuous plasma exposure
(Cmin=0) to potentially treat EphA2 expressing cancers.

(EC50 of 5 nM) and very short in-vivo exposure (t;,, of 0.2 h), when dosed at 20 mg/kg daily (QD) while 3mg/kg twice

Figure 2: The modular nature of Bicycle® platform enabled generation of EphA2/CD137 Bicycle TICAs a week (BIW) anti-CD137 mAb demonstrated robust anti-tumor activity (B) Anti-tumor activity of BCY10575 (0/6

with a range of potencies in the reporter assay. NF-kB-Luc2/4-1BB Jurkat reporter cells were co-cultured with
EphA2 expressing cancer cells (A549) and the downstream CD137 mediated NF-kB activation was measured by Complete Responses on day 28, CR), BCY12491(4/6 CR), BCY12723 (2/6 CR) and BCY12730 (3/6 CR) when dosed at

luminescence after treatment with EphA2/CD137 TICAs. EC50 and Emax (fold induction over background) from 15 mg/kg Q3D (once every 3 days) show that molecules with sub-nanomolar potency in the reporter assay and half-ife

, T : : f >1 h have robust efficacy. (C and D) Anti-tumor activity of (C) BCY13048 (5/6 CR), BCY13050 (3/6 CR), BCY13340
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INTRODUCTION Bicycle® platform enabled generation of molecules with varying potencies as shown above. The non-binder (NB) (0/6 CR) at 5 mg/kg BIW and (D) BCY124931 at 0.56 (0/6), 1.7(1/6 CR), 5 (2/6 CR) and 15 (3/6 CR) mg/kg BIW.

control incorporating non-binding versions of either the EphA2 or CD137 binders shows minimal activity in this (B,C,D) Studies were run for total of 4 weeks with dosing stopped after week 3.
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would result in a multivalent array of CD137 engaging Bicycles,
enabling the clustering of the CD137 receptors in a tumor antigen
dependent manner.

activation. Figure 4: Pharmacokinetics of EphA2/CD137 Bicycle TICAs in mice. (A) Plasma concentration-time profile

and (B) PK parameters of EphA2/CD137 Bicycle TICA™ after administration of 5 mg/kg via intravenous dose (IV
Bolus) in CD-1 mice. The half-life of these molecules range from 0.12-4 h allowing us to explore the optimal
exposure required for anti-tumor activity in MC38 syngeneic tumor model.
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