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Figure 1 Diagram of productions of plasma kallikrein and brady-

kinin
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Table 2 P4 and core modifications for PKa potency optimization

i, “n,
5 HiC_ %

N/ N~/

'S ¢ UM

2 3
A B
IC,,

Compd. P4 group Het /nmol-L” LE LLE

72 0.32 3.4

O
sf\; B 850 0.29 3.7

17 HaC‘CZV@/ﬂH A 65 0.30 3.8

20 B 11 0.36 5.7

18 B A 110 0.29 4.1
N

21 d VQJ B

6 P1ALZFRIFHIEK

N BEARAA R (B, {3 P1S ot SRS B,
il # 75 ZINC Fr B B vk 17— AN BE G PE , 073 43
FE/NT 250 B %, @ i BAL R 5 PKa $ 55 P1
BHMTR S A oy T B se i kA7 1k g, B4 ake
140 P RAG B, BEAT AT B o

Table 3 Selected SAR from the P1 group library
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Table 4 Selected SARs from substituted phenyl P1 groups
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38 H F OCH, F 3.0 32 36 2.4 6.1
39 CH,OCH, F OCH, F 6.0 18 92 2.8 5.4
40  CHN(CH), F OCH, F 63 14 280 24 5.8
n CH,0CH, F OCH, H 17 25 45 2.6 52
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43 < F OCH, H 23 24 170 32 44
44 CH,OCH, F OH H 440 Not test Not test 2.2 4.2
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Table 5 Selected SARs from substituted heterocyclic P1 groups
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Figure 2
(PDB code 8A3Q)

Crystal structure of sebetralstat complex with PKa



