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Introduction

Nontuberculous mycobacteria (NTM) infections have been increasing worldwide over the last three decades, with Mycobacterium avium complex (MAC) being the most
prominent NTM infection around the world. Infecting immunosuppressed individuals and people with chronic respiratory distress, MAC can cause both pulmonary and
disseminated infections. The existing treatments for these infections are not only highly prone to fail but also long, costly and toxic due to the cocktail of various antibiotics
used. Thus, new therapeutics are required. Antimicrobial peptides (AMP) are a promising alternative approach to these infections not only due to their direct activity by
disrupting the microbial cell envelope but also by their immunomodulatory effects. As such, understanding how the activity of these peptides can be optimized is very
beneficial. Therefore, the aim of this work was, based on previous work by us! and others using AMP against M. avium, to understand not only what are the key structural and
physiochemical properties determining the antimicrobial effect of a peptide. Taking advantage of in silico predictors of AMP’s antimicrobial activity and toxicity, three peptides
were designed. One was chosen for synthesis and subsequent testing against M. avium in vitro.
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