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Figure 3: TICAs bound specifically to CD137-expressing immune cells and BT7480 led to a Nectin-4-dependent increase in cytokine was analyzed using nSolver software. (A) Heatmap of pathway scores across MC38-Nectin-4 tumors 144 hours after treatment
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0- Regeneration I Figure 4: Intermittent dosing of BT7480 led to T cell infiltration and robust anti-tumor activity and resistance to re-challenge in a in excess of the predicted efficacious exposure in humans. Further IND-enabling safety studies are ongoing.
SPR Chip surface 5 100 200 30 a0 00 o0 700 s st syngeneic mouse model. A) In syngeneic huCD137 mice carrying MC38-Nectin-4 tumors (MC38 engineered to overexpress Nectin- References: [1] Hinner et al, Clin Cancer Res 25(19): 5878-89 (2019); [2] Claus et al, Sci Trans/ Med 11(496):
Time 4), BT7480 led to complete responses (CRs) in 11/12 mice dosed twice a week (BIW). B) CD8+ T cells in CR mice were depleted _ _ _ _ _
Figure 2: BT7480 can simultaneously bind CD137 and Nectin-4. Biotinylated hCD137 or hNectin-4 was immobilized prior to re-challenge, as indicated by flow cytometry. G) CR mice (with or w/o CD8-depletion) were re-implanted with MC38- eaav5989 (2019); [3] Eskiocak et al, JCI Insight 12; 5(5):e133467 (2020)
on SPR (Surface Plasmon Resonance) chip. Each cycle was setup to capture BT7480 with the immobilized proteins Nectin-4 cells. All tumors were rejected in animals w/o CD8-depletion, indicating an established memory response. Memory
was run on a Biacore T200 at 25°C at a flow rate of 50ul/min with association time of 60 s and dissociation time of  >500/ target coverage for ~25 hours (simulated from PK data). Dosed BIW, plasma exposure of BT7480 is intermittent with <50%
500 s. Data processing and kinetic fitting were performed using Scrubber software (v2.0c, BioLogic Software). target coverage for at least 47 hours. E) Anti-tumor activity was observed also in syngeneic huCD137 mice carrying CT26-Nectin-4

tumors. F) Anti-tumor activity concurred with increased infiltration of CD8+ T cells into the tumor tissue.

Bicycle Therapeutics
4 Hartwell Place, Lexington, MA 02421
www.bicycletherapeutics.com

Questions? Contact maren.killackey@bicycletx.com



	BT7480, a fully synthetic tumor-targeted immune cell agonist (TICA™) induces tumor localized CD137 agonism and modulation of tumor immune microenvironment

