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INTRODUCTION

Plasma kallikrein (PKa) is a serine protease that is derived from its zymogen, plasma
prekallikrein (PPK), upon activation of the contact system. The contact system is

RESULTS

" In the fluorogenic substrate assay, KVD900 appears as a highly potent inhibitor of
PKa with |7-fold and 20-fold potency vs. exogenously added CI-INH in undiluted
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incubation with DXS compared to HK levels in unstimulated plasma (Table |).

Figure 3 & Tablel: Biochemical profile of the PKa inhibitors analyzed in this study.

Discriminating drug candidates for their K, could be a useful consideration in the

= Plasma free fraction was determined using “Rapid Equilibrium Dialysis™ system - 5 -
optimization PKa inhibitors as treatments for HAE.

(Thermo Scientific), test compounds were prepared at 5 uM in neat human plasma
and dialysed against phosphate buffer for 5 hrs at 37°C. Quantification of the
compound partitioned in two chambers of the dialysis device was performed via LC-
MS/MS. Fraction of compound unbound to plasma proteins presented as % of total.

" The ICs5p of PKa inhibitors on purified PKa was a poor indicator of their efficacy on
PKa activity (Pearson’s r < 0.3) or HK cleavage in undiluted plasma (Figure 4). In
contrast, a fast K, rate correlates with both a lower |Csg for PKa activity in
undiluted plasma (Pearson’s r ~0.7) and improved protection from DXS-stimulated
HK cleavage (Pearson’s r ~0.6).
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