p
P02 Discovery of orally available, potent and selective

LHS

plasma kallikrein inhibitors

P1

£=0
IZ/\

&

H,N )

IC,, (PKal) =4787nM
ICy, (KLK1) = 5216nM

Orally efficacious in mouse

permeability model

==

Fokkk

60
=

0—0

) finga o HHII

PBS 0.5h

40

Oedema (u/site)

(LA

(22227227
—————
Tt

N
=

DXS (1000pg/site)

| KalVista

SYGNATURE f:;

[ vehicle
[ KVv123422 (10mg/kg, 0.s.)

KV123422 (25mg/kg, 0.s.)
Bl KVv999280 (30mg/kg, i.p.) :

KV123422

ICc, (PKal) 2nM
ICc, (KLK1) >40000nM
Caco-2 Permeability 95
(nm/s)

Rat IV Clearance 13
(mL/min/kg)

%F (Rat) 21
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