Acta Chimica Slovenica Editorial Board


Dear Editor,								Ljubljana, April 26, 2018


Please find attached the manuscript “Carboxypeptidase activity of cathepsin X is not controlled by endogenous inhibitors”, by Urša Pečar Fonović, Milica Perišić Nanut, Nace Zidar, Brigita Lenarčič and Janko Kos, to be considered for publication as “Short communication” in Special issue of ACSi – dedicated to Igor Kregar.

Carboxypeptidase cathepsin X regulates cell migration, adhesion and proliferation. Its increased expression and/or activity are associated with several pathological states like cancer, neurodegenerative disorders and inflammatory diseases. Previous studies using native or recombinant cathepsin X, presumably contaminated with other cathepsins as well as non-specific substrates, gave contradictory results. In this study, using recombinant cathepsin X with no detectable content of other cathepsins and cathepsin X specific substrate we show that none of the tested endogenous inhibitors from cystatin and thyropin families inhibits cathepsin X in vitro. This is very interesting since these inhibitors are supposed to act in a non-specific fashion. Besides, the escape from the inhibitor control is another feature which makes cathepsin X distinct from other cysteine peptidases.

As potential scientific reviewers we are recommending the following experts in the field:
1. dr. Michael Gütschow (guetschow@uni-bonn.de), University of Bonn, Institute of Pharmacy, Germany; 
- fields of expertise: Inhibitors of proteases and esterases, Medicinal chemistry, ...; 
- references: 1. ACS Med Chem Lett. 2015 Dec 28;7(3):211-6 (Cathepsin B Inhibitors: Combining Dipeptide Nitriles with an Occluding Loop Recognition Element by Click Chemistry); 2. Biol Chem. 2016 Aug 1;397(8):777-90 (The intact Kunitz domain protects the amyloid precursor protein from being processed by matriptase-2)
2. dr. Tamara Lah (Tamara.Lah@nib.si), National Institute of Biology, Department of Genetic Toxicology and Cancer Biology, Slovenia;
- fields of expertise: the role of proteolytic enzymes and their inhibitors in pathophysiological conditions
- references: 1. Biological chemistry 2017, 398 (7), 709-719 (Proteases and cytokines as mediators of interactions between cancer and stromal cells in tumours); 2. International journal of cancer 2012, 131 (8), 1779-1789 (The regulation of cysteine cathepsins and cystatins in human gliomas) .
3. dr. Cornelis van Noorden (c.j.vannoorden@amc.uva.nl), University of Amsterdam, Academic Medical Center, The Netherlands;
- fields of expertise: activity of proteins and particularly enzymes in their natural microenvionment, the cell or the extracellular matrix and in pathophysiological conditions
- references: 1. Biochim Biophys Acta 2017, 1864(3), 594-603 (Cathepsin K cleavage of SDF-1α inhibits its chemotactic activity towards glioblastoma stem-like cells); 2. Int Rev Cytol. 2003, 222, 197-236 (Proteinases and their inhibitors in the immune system).
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Sincerely,

Urša Pečar Fonović, Ph.D. 
On behalf of authors
Department of Pharmaceutical Biology
University of Ljubljana, Faculty of Pharmacy
SI-1000 Ljubljana
Slovenija
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