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Figure 1 Crystal structures of Bel-2 with (a) ABT-263 (2) and (b) S55746 (3) indicating the high flexibility of the S2 pocket
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Table 1 Bcl-2 inhibition of compounds with different left headgroup. “The structure of 9j in the original table is phenyl-substituted and is
the same molecule as 4g. Verification against the NMR data in the appendix confirms it is pyridine-substituted
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N-§ N-§ CHg
4d & 11 2915 123 4145 4q Ot 3.0 645 30 5156
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N-§ N-}
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Table 2 Effects of various linkers on Bcl-2 inhibition
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Table 3 Influence of substitutions on the phenyl group of compounds with a spiro linker
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Table 4 Optimization of the right tail to further improve potency and reduce CYP inhibition
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Sonrotoclax (7e)

Figure 2 X-ray chrystallographies of sonrotoclax-Bcl-2 complex
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