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More than 50% of the world population is infected with
Helicobacter pylori (H. pylori) and the actual H. pylori
treatments fail with increased regularity because of con-
tinuously rising antibiotic resistances. To meet this chal-
lenge, we focus on the development of a new anti-
infective therapy against H. pylori by targeting a secreted
enzyme, high temperature requirement A (HtrA).
Release of the serine protease HtrA near the host’s gas-
tric epithelial cells leads to loss of cellular adhesion due
to E- cadherin cleavage [1]. We investigated the sub-
strate cleavage sites of HtrA in its natural substrate
E-cadherin performing a label-free mass spectrometry-
based proteomic analysis and identified preferred
cleavage positions by Edman sequencing. Further, we
developed the first HtrA peptide inhibitor by synthesiz-
ing cleavage site fragments and analogues. Surface plas-
mon resonance (SPR) was used to perform binding
studies. In vitro substrate cleavage assays as well as cel-
lular infection assays fully support the biophysical data.
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