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INTRODUCTION UNIQUE TECHNOLOGY PLATFORM PHARMACODYNAMIC EFFECTS IN VIVO EFFICACY
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Days post treatment Figure 7. MC38 tumor-bearing C57BL/6 mice expressing huPD-1 were treated with the indicated molecules (QWx2, i.v., average *

 Using our unique cell-free, chemical engineering
platform, we generated a PD1-IL2 IC (BPT331)
to target an a-dead IL-2 to tumor resident
PD-1Migh effector T cells while simultaneously

Figure 4. Counts of immune cells and their respective PD-1 Figure 5. Absolute counts of naive (CD3*CD8*CD44°"CD62L"igh) SEM of 9 mice per group; CR: Complete Response)

surface expression levels in blood vs. MC38 tumors in  and effector memory (CD3*CD8+*CD44"shCD62L'°w) CD8+ T cells in . . . .
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= “Off-the-shelf” human IgG antibodies, no antibody engineering required. (average of 8 control animals) of BPT331 @ 0.3 mg/Kg i.v., average + SEM of 2-3 mice) > Efficacy of BPT331 is superior to anti-PD-1 Ab, to non-targeted Her2-IL2, and to
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to anti-PD-1 treatment. T CHCI N EC50 on PD-1" cells - PD1-IL2 (BPT282) 1mg/kg - PD1-IL2 (BPT282) 2.5mg/kg -t Her2-1L2 2.5mg/kg A B16F10 melanoma model: tumor size at start of treatment ~75mm? ; single dose i.v.; d7 measurement; n=9 mice/group. B
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y y y Figure 3. STATS phosphorylation in PD-1-vs. PD-1* M-07e cells. carcinoma model: tumor size at start of treatment ~88 mm?3; single dose i.v.; d7 measurement; n=9 mice/group.
simultaneous blockade of PD-1 and enhanced Figure 6. Exposure after a single intravenous (i.v.) injection in CT26 tumor-bearing BALB/c mice. (average + SEM ; One-way Anova test ; **** p-value<0.0001, ns non-significant)

(average * SD of three mice ; MRT: Mean Residence Time)

IL-2 signaling in cis. = Platform enables rapid screening of IL-2 payloads in the context of a PD1-IL2.

= Results in optimal Ab-payload combination for enhanced selectivity & potency. = PD1-IL2 shows significant efficacy in models resistant to anti-PD-1 therapy.

= PD1-IL2 and Her2-1L2 show similar clearance in the blood. : : : : :
DA - T ) . e 1+ =» Superior efficacy is achieved at 3-10x lower doses compared to anti-PD-1 Ab.
> PD1-IL2 exhibits >500-fold selectivity for PD-1" cells. =>» Over time, PD1-IL2 but not Her2-IL2 is retained in the tumor. P g P
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