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Figure 1 Diagram of productions of plasma kallikrein and brady-

kinin
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Figure 2 Compound 1 docking in PKa with the benzamidine
occupying the S1 pocket, the vinyl group in the S2 pocket, and the
terminal cyclopropyl in the S’ pocket
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Table 1 PKa potency for pyrazole-based benzylamine compounds
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Figure 3  Superposition of modeled compounds 7 (magenta) and
14 (white) in the PKa active site. Compound 13 provided a handle

to reach into the S2 site
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Table 2 SAR exploration of the substituent at biphenyl ring
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Table 3 SAR of oxygen-containing moiety with different position

FsC

H
N,\N\ H R,
o R,
NH, Rs
PKa/
Compd. R, R, R, IC,,
/umol-L"!

15 Ho/k© H H 0.149
HOJ\© H 1.0

Ho’l\© 0.710
17 V/\OJ\Q H H 0.037

18 H

14 H

16 H H

19 H H

Table 4 SAR upon replacement of the hydroxyl group of com-

pound 16
F4C.
M\ K 1
N\N
& ®
e
PKa/ PKa"*™/
Compd. R a -1
IC,/umol-L IC,/umol-L
19 >0 0.006 4 0.287
20 HoC. 2 0.231 Not test
21 e N0 0.134 1.280
22 D/\u)“ 0.009 0.019
A G

44 BETFHMEBMRAL N SHE T 16 E X
PEBISEIE, LA 19 Sy, BRI 52 PR T4 A 2R 78 Ik &
et TR AR/ o R A (R VA N2 N S T S = At
EWHT RS, EHREWAFEF 4T RIFALE (19)
T TR AR

45 MUHKFIPUMER  DHULED 22 AR, ik
S5 K AR IR ST, 6t R i R EAB M, & B &)
FTE 6. XPKMLEY (REMBOCED) ENE T
KEEE M C,, M AUC S 2540 i (Bods ). 3F
2322 RIL (-)-%F WAk (22a) 35 PER T (+)- VR e 44 A
()= 5% R A, 8 7 248 i 110 21 ] B i) S0 6 1 I S T



- 1434 - 242224 Acta Pharmaceutica Sinica 2026, 61(4): 1431-1434

Table 5 SAR of the position of fluorine atom to different posi-

tions at the benzene ring
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Table 6 SARs upon introduction of nitrogen or nitrile to the
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Figure 4 X-ray cocrystal structure of PKa with berotralstat

bound to the active site of the serine protease domain of PKa



