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BT5528, a Bicycle toxin conjugate is a fully synthetic ~4.4 kDa molecule consisting of a bicyclic peptide targeting comparison to EphA2-ADC administration in EphA2+ tumor bearlng mice timepoint analyzed) and MMAE was detected up to 168 hours (last timepoint analyzed) after BT5528 administration.
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(LEFT) Anti-tumor activity of BT5528 was determined across several cell line derived xenograft (CDX) and patient 0 12 24 36 48 60 72 84 96 s

derived xenograft (PDX) models showing a correlation with EphA2 expression levels. (RIGHT) Both BT5528 (3
mg/kg qw) and EphA2-ADC (1C1-mcMMAF; 3 mg/kg qw) show broadly equivalent anti-tumor activity in small
(~200 mm?3) NSCLC PDX tumors (LU-01-0251) but BT5528 is much more effective than 1C1-mcMMAF in
combating the growth of large (~1000 mm3) NSCLC PDX tumors.

Figure 2: Payload accumulation in tumor tissue after BT5528 and EphA2-ADC dosing. (A) QW 1.5 mg/kg BT5528 or 3 mg/kg EphA2-
ADC (1C1-mcMMAF) administration into PC-3 bearing tumor mice leads to rapid tumor regressions. 15 mg/kg QW Docetaxel showed anti-tumor
activity but was poorly tolerated. (B) In contrast to maximum payload accumulation around 24 hour timepoint from EphA2-ADC, BT5528 delivers
the payload into tumor tissue at much earlier timepoint (Cyayx at 2 hours). (€) Comparison of tumour and plasma shows significant accumulation
of toxin in tumour after dosing BT5528 (compared to toxin present as parent drug in plasma), while concentrations of toxin in tumour after
dosing ADC always remain below the concentration of toxin in plasma (as parent drug).

Bicycle Therapeutics
4 Hartwell Place, Lexington, MA 02421

Questions? Contact IR@bicycletx.com www.bicycletherapeutics.com



