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Abstract # 5027

Introduction CTX-8371 Treatment Leads to PD-1 Loss In mice

Inhibitors of the immune checkpoint pathway, PD-1/PD-L1, have made a critical advance in the treatment of solid tumors. However, not all
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reporter assay. TCR activation caused by PD-1/PD-L1 blockade is detected in a PD-1* Jurkat-NFAT reporter cell line after incubation with PD- £ 000 e e calculated
L1*CHO-K1 cells in the presence of increasing concentrations of CTX-8371, Anti-PD-1, Anti-PD-L1, or IgG1 isotype control. The luminescence _ . .\ .\ .\ : : . X 100
signal resulting from NFAT activation is plotted as relative light units versus antibody concentration (mean * SD: n = 3). Figure 4. (A) Representative dot plots of cynomolgus macaque PD-1* CD4* and CD8* T gells at baseline and on days 2 and 9 after dosing with 2, O 10-
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(B) CTX-8371 treatment of cynomolgus monkey drives PD-1 loss on peripheral blood T lymphocytes. Analysis of systemic PD-1* CD4* and CD8* T T T T @ T T T F
CTX-8371 Mechanisms of Action T cell frequencies and PD-1 intensity in all monkeys. Data are presented as mean + SEM, n=3. **, P<0.001, *, P<0.05, One-way ANOVA and
Dunnett's multiple comparisons test. Figure 7. (A) Dose-normalized CTX-8371 serum concentrations in cynomolgus macaques following a single 1V dose of 2 mg/kg and repeated IV
doses of 10 mg/kg and 50 mg/kg on Day 1 and Day 8. Data are shown as mean + SD, n=3. (B) Individual CTX-8371 concentration (ug/mL), Black
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Figure 2. S_tudles h_ave shown thqt CT>§-8371 uniquely drives the loss of cell surface PD-1 protein on activated T cells in addition to blocking PD-1 Flgure.5. To gvaluate RO, F_’BMCS frorr_1 human, cynomolgus macaque, or spl_enoqytes from transgenic hPD-1/hPD-L1 mice were stlmulate_d fqr 3 > We thank Biocytogen for the engineered Tg hPD-1hPD-L1 mice, the help with PK/PD study, and the MC38-hPD-L1 cell line.
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was determined by FACS. EC50 values are shown for each antibody. Data shown as mean + SD, n=3.



