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Figure 1 Cocrystal structure of human factor B (FB) in complex

with compound 1
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Table 2 Initial SAR exploration of compound with indole scaffold

Table 1 SAR exploration related replacement of the imidazoline
of 2-chloro-compound 1. a: Half-maximal inhibition of cobra

venom factor Bb complex (CVF-BDb) in an ELISA format
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Figure 2 Cocrystal structure of 8 (yellow) with the catalytic

domain of FB overlaid with 1 (cyan)
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Table 3 SAR related to the 2- and 4- positions of the piperidine moiety
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Figure 3  Cocrystal structure of indole S-19 (green) with the

catalytic domain of FB
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Figure 4 Cocrystal structure of 2S,45-29 (yellow) bound to the
catalytic domain of human FB, highlighting an interaction with a
sulfate ion from the crystallization buffer (left). The overlay of 28,
48-29 with S-19 (green) from its cocrystal structure (right)
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Table 4 SAR related to efforts to mimic the interactions of the sulfate ion observed in the cocrystal structure of 29 with FB
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Table S In vitro and in vivo profiles of advanced FB inhibitors. a: For human, serum IC,, values reflect inhibition of MAC deposition, and

for mouse C3b deposition; b: % Inhibition of C3d+iC3b formation at 8 h after orally 30 ng-kg’'
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