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Figure 1. BT7480 is a novel, fully synthetic, Nectin-4-dependent Bicycle including an early activation of myeloid cells that preceded the activation of F'gf"'e 3: BT7‘_18_0 treatment Ied_to increased T cell infiltration _anc_l robust
tumor-targeted immune cell agonist® (Bicycle TICA™). A) BT7480 is a cytotoxic cells. A) MC38-Nectin-4 tumor bearing mice (huCD137-C57BI/6) were treated a.ntltumm? activity in a syngeneic mouse mod(.el. A) Represent.atlve .|mages of
heterotrimeric conjugate comprised of 1 Nectin-4 and 2 CD137 binding Bicycles. B) with vehicle or 5 mg/kg BT7480 iv at Oh and 24h. Tumors were harvested at 24, 48, 96, or tlss_ue sections harvested _at 144h from MC_38-_Nect|n—4 tumor bearing mice and
BT7480 led to potent activity (increased IL-2 production) in an in vitro model system 144h as indicated, and processed for transcriptional analysis by NanoString. The cytotoxic cell fs.ta.lned.for.CDS. NB-BCY is a CD137 non-binding anglogue of BT7480' T cell _
that co-cultured primary peripheral blood mononuclear cells (PBMCs) with human score (left y-axis) and Ccl1, Ccl17, and Ccl24 mRNA counts (right y-axis) were overlaid over Infiltration in resp(_)nse to the CD137 mono_clo!w_al antlbo_dy agonlst,_u_reIL.lmab,_ls
tumor cells that express Nectin-4 (right panel). BT7480 did not induce IL-2 production the course of the study (days post dosing). B) Macrophage cell score in response to BT7480 shown for comparison. B) |_3T7480 led to 5|gn|f|.cant antl—tumor.actlv!ty mcludmg-
when PBMCs were co-cultured with tumor cells that did not express Nectin-4 (left or a non-binding control (NB-BCY) in MC38-Nectin-4 bearing mice. C) In the cancer immunity complete responses (CRs) in 11/12 MC38-Nectin-4 tumor bearing mice dosed twice
panel). A non-binding analogue of BT7480 was not active in the assay (black curves). cycle, BT7480 likely acts to both initiate as well as sustain the anti-tumor immune response. a week (BIW).
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« BT7480 is administered as an intravenous infusion QW in
a 28-day cycle
Tumor response assessed per RECIST every 8 weeks
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retrospective assessment of Nectin-4 and CD137
expression in patients treated with BT7480

- Safety and tolerability of BT/7480 as monotherapy
and in combination or in patients with renal
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« Incidence of anti-drug antibody development For investor related information, please contact David Borah, CFA
« CD137 target engagement in peripheral blood - Monotherapy dose escalation is ongoing at david.borah@bicycletx.com
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