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Fully synthetic, faster, more versatile production than antibodies or ADCs
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Figure 3: Optimization of Bicycles and BTCs. Bicycles were identified through phage screening (a). Initial hits were identified and conjugated to DOTA for imaging and to toxin-linker for efficacy studies. PET imaging shows clear
INTRODUCTION visualization of tumour and clearance through kidney to bladder, but with evidence of binding in liver (c). Efficacy was seen in HT-1080 xenograft study, but with dose-limiting weight loss (d). Liver toxicity was seen in rat studies
(as shown by elevated AST & ALT, (e)). Re-screening a more diverse library identified binders with improved physico-chemical properties (f) and different binding motifs (b). Structure-based modifications resulted in Bicycles with
Ephrin receptor A2 (EphA2) is a member of the Ephrin receptor family of cell-cell junction proteins highly improved affinity and physico-chemical properties (f,b). Clear visualization of tumour was seen by PET, without liver binding (g). Efficacy of toxin conjugate was seen in HT-1080 model without affecting body weight (h). No effect is
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Figure 4: Efficacy of Bicycle Toxin Conjugates with different linker-toxin constructs in HT-1080 xenograft model. BTCs containing
hindered disulphide-DM1 (-SS-DM1) or peptide linker-MMAE (vcMMAE= Val-Cit-PABC-MMAE; vkMMAE=Val-Lys-PABC-MMAE) sho

marked efficacy, producing complete regression of tumours within 14d. www.bicycletherapeutics.com
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