#4334

AR170, a novel PD-1xVEGFxIL-2v tri-specific immunocytokine to redefine next generation cancer immunotherapy oo

Seon-Mi Yu, Jaeho Song, Bum-Chan Park, Wooick Jang, Young woo Park, Chonghun Rhee, Jihye Yoon, Da-Mi Kim, Wanki Park, Yeung-chul Kim, Juhan Yoon

\‘(/ Y-Biologics Inc., Daejeon, Republic of Korea
BIOLOGICS T

O O O O [ ) + [ ) [ ) [ ) [ ) [ )
I II Introduction AR170 retains VEGF/VEGFR blockade comparable to a competitor PD-1xVEGF BsAb and, in the AR170 preferentially expands PD-1" T cells by inducing IL-2R/pSTATS5 signaling through its
presence of VEGF, shows enhanced PD-1 binding and markedly increased PD-1/PD-L1 inhibitory cis-acting IL-2v, and this activity is further augmented in the presence of VEGF
Bispecific antibodies (BsAbs) that simultaneously target PD-1 and VEGF have activity
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Incorporating an optim ized cis-acti Ng IL-2 variant (l L-ZV) and com plEte Fc- H| Competitor:VEGF |||| | veGF only " " - was analyzed by flow cytometry after AR170 exposure, following co-culture with either unlabeled PD-1* T cells or CTV-labeled PD-1-preblocked T
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SiMUItGﬂEOUSIy bind to both hPD-1 and hVEGF with complete Fc-silencing assays Epruﬁling o dosing. Mixed-effects analysis followed by Tukey’s multiple comparisons test was used (n = 7-14 per group); *p < 0.05 and ****p < 0.0001 versus
e the indicated groups. (C) Kaplan—Meier survival curves were compared using the log-rank (Mantel-Cox) test with Holm-Sidak’s multiple
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A B (E) Intratumoral PD-1*TCF-1*TIM-3" stem-like T cells, PD-1*TCF-1"GrB* effector T cells, and PD-1*GrB* NK cells were quantified by flow cytometry
Binding affinity to hVEGF C. D and compared with the competitor group (one-way ANOVA followed by Dunnett’s multiple comparisons test; *p < 0.05, **p < 0.01, ***p
AR170 I — 15t activated hPBMC-mediated cytotoxicity . . 2"d activated hPBMC-mediated cytotoxicity < 0.001).
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A— p— R T R—_—" Figure 5. Effect of AR170 on primary and secondary SEB-induced activation of PBMCs and tumor cell killing in a tumor-PBMC co-culture system measured after a single dose of AR170. (C) Fold changes in circulating CD4" T cells, CD8" T cells, and NK cells were measured. This study is on
(A) Schematic of the hPBMC-mediated cytotoxicity assay. (B) Cytokine production by human PBMCs after primary and secondary SEB stimulation. soIng.
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Figure 2. AR170 dual-target binding properties and silenced Fc-mediated effector functions Conclusion
(A) Binding kinetics of AR170 and a competitor PD-1xVEGF antibody to human VEGF and human PD-1 as measured by BLI. (B) AR170 was supernatants via ELISA and compared to competitor (unpaired two-tailed Student’s t-test, *p < 0.05). (C and D) hPBMCs were primed once (1% C) or

sequentially exposed to hPD-1 and hVEGF (left) or to hVEGF and hPD-1 (right) as analyzed via BLI. (C) ADCC (V158/F158 variants), ADCP, restimulated (2"%; D) with SEB and co-cultured with tumor cells in the presence of isotype control, anti-PD-1, competitor, or AR170. Tumor cell AR170 | : : h h |12y fusi h
and CDC activities were determined by measuring luminescence (RLU) as a readout of effector function following incubation of target cells viability was quantified by live-cell imaging, CD8" T cell division index was determined by flow cytometry, and levels of IFN-y and granzyme B were Is a next-generation cancer immunotherapy that uses a novel IL-Zv Tusion approach to

with serial dilutions of each antibody. measured using ELISA (one-way ANOVA followed by Dunnett’s multiple comparisons test, *p <0.05, **p <0.01, ***p < 0.001, ****p < 0.0001). surpass the efficacy limitations of PD-1xVEGF bispecific antibodies.
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