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Error bars show standard deviations. A549 epithelial cells were incubated with KLK5 with or
without BCX17725. IL-8 levels were measured by ELISA.
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The different colors represent the KLK5 concentration series used in the injection. i
Ko, equilibrium dissociation constant. LEKTI deficiency

Table 1. Binding Affinity of BCX17725 for KLK5 and KLK14

at pH 7.5 BCX17725 | KLKS | BCX17725
Clg, complement component Clqg; Fc, fragment crystallizable; higGl, human > >
immunoglobulin G1. Binding parameters J_ / ¢ \

K, (1/[M*s]) Ky (1/s) Ko (PM)

KLK14 — @ KLK7
KLK14 113E+09 4.39E-03 4. 52 Skin barrier defect, inflammation, and atopy

* Toassessthe pOtenCy of BCX17725 against KLK5- ana k,, association rate constant; kg, dissociation rate constant.
KLK14-mediated activities.

Table 2. Selectivity of BCX17725: Inhibitory Effect of BCX17725

Against Human Serine Proteases
Enzyme IC.,, NM Fold reduction in potency CONCLUSIONS
relative to IC;, of KLK5

. . o Cls >1000 >455 BCX17725 binds to KLK5 and KLK14 with high affinity

KL,KS and KLK14 enzymatic act|V|t|es.vvere measured , and potently inhibits in vitro activities of KLK5 and

using a Val-Pro-Arg fluorescent peptide substrate Plasmin >1000 >455 KL K14,

(7-amino-4-methylcoumarin) under pH 7.5 and Thrombin ~1000 A

5.5 conditions. ADC 000 Lcc
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e KLK5-mediated cleavage of human desmoglein-1 (DSG-1) Trypsin 311 183 o

was assessed by Western blot. o%3 ~1000 S4ES These data support clinical development of
* KLK5-mediated and PAR2-mediated interleukin-8 (IL-8) FX11a >1000 >455 Sexl772s forthe trestment oF NS

IhdUCthﬂ. In A5é9 Iung eplthe“al cells was measured by APC, activated protein C; Cls, complement component 1s; F, factor; tPA, tissue-type

enzyme-linked immunosorbent assay (ELISA). plasminogen activator.
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