Preclinical development of CR-001, a novel tetravalent PD-1 x VEGF bispecific antibody with
Crescent cooperative pharmacology and potent anti-tumor activity
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Results — Cooperative pharmacology

Background

« Immune checkpoint inhibitors, like PD-1 or PD-L1 inhibitors, have changed the Figure 3. Increased PD-1 binding of CR-001 in presence of VEGF Figure 4. Increased potency of CR-001 to block PD1/PD-L1 signaling in presence of VEGF Figure 5. Increased ability of CR-001 to promote T-cell activation in the presence of VEGF
standard of care in multiple tumors, but durable responses have only been observed
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Results — Target binding and signaling blockade _ Y
Table 1. CR-001 binds to PD-1 and VEGF with high affinity ]
_ _ Results — Anti-tumor activity Results — PK and receptor occupancy (RO) Conclusions
Target EC;, (nM) via ELISA KD (nM) via SPR
CR-001 Ivonescimab’ CR-001 Ivonescimab’ Figure 6. CR-001 exhibits potent anti-tumor activity in mice in two donors (A and B) Figure 7. Pharmacokinetics and PD-1 receptor occupancy after a single dose of CR-001 « CR-001 demonstrated cooperative pharmacology with increased
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» Pharmacokinetics (A) and PD-1 receptor occupancy in CD3+/CD95+ T cells (B) after a single o
« Inhibition of VEGF/VEGFR2 signaling by CR-001 and ivonescimab in a reporter assay of « SCID mice were co-injected with human PBMCs and HCC827 cells followed by intravenous administration in 5 naive male cynomolgus monkeys. Error bars represent 1. Zhong T, et al. iScience 2024;28:111722.
VEGFR2-expressing HEK293 luciferase reporter cells in presence of recombinant VEGF weekly IV dosing of CR-001 and ivonescimab for 6 consecutive weeks at 14 mg/kg. standard deviation (SD) and standard error of the mean (SEM) in panel A and B, respectively. 2. Xiong A, et al. Lancet 2025;405:839-49.
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