Molecular desigh of CD80 variants with increased affinity for PD-L1 and wild-type or lower affinity for CD28
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BACKGROUND CONCLUSIONS AND OUTLOOK RESULTS

CD80 can be engineered for customized binding affinities for PD-L1 while
essentially maintaining wild-type affinity for CD28.

representing a > 130-fold increase—the highest among the aforementioned mutations (Figure 6).

and thereby full effector cell activation. However, safe therapeutic targeting of
CD28 is challenging as superagonistic stimulation of CD28 can induce

are being evaluated. | affinity for CD28 (KD WT: 421 nM, KD DG0E: 416 nM; Figures 5-7).
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« V8W, V11K, D60E, T61W, V68F, V68M, E160C, E160H, E160I, E160L, E160R, E160V, E160W, V8W/V68M, D60E/E160R, and V68M/E160R mutations increased the
affinity for PD-L1 as assessed by SPR. Wild-type (WT) affinity (KD) for PD-L1 was in most SPR experiments > 30 uM. V68M/E160R yielded an affinity of 0.23 uM,
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