Systematic Discovery of Attenuated IL-2 Variants Optimized for Bispecific Antibodies
Enabling Targeted IL-2 Delivery to PD-1" T Cells
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Ill BACKGROUND

Ill RESULTS

Targeted delivery of an interleukin-2 variant (IL-2v) via fusion
to an anti-PD-1 antibody has emerged as a promising strategy
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Figure 1. Hit clones were prioritized based on manufacturability, including expression

Figure 4. IL-2Ra binding affinity critically determines the magnitude and selectivity of
downstream signaling. PD-1 anchoring increased signaling potency for all IL-2 muteins,

) . g | . with differential fold enhancement observed across IL-2v formats.
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Figure 3. Binding affinity analysis of lead candidate IL-2v-fused BsAb constructs.

IL-2 variants were categorized based on IL-2Ra binding properties, and their affinities to

IL-2RBy, and the IL-2Ray complex were further assessed by ELISA.

" The attenuation-based engineering principle is not cytokine-specific. By targeting
receptor-binding interfaces, the same strategy can be extended to other cytokines,
enabling tunable immune modulation across multiple therapeutic contexts.

Our screening approach enabled identification of attenuated IL-2 variants with
reduced IL-2RBy binding across distinct IL-2Ra-binding categories.
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