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Abstract

Irritable bowel syndrome (IBS) and inflammatory bowel diseases (IBD) are chronic gastrointestinal disorders
affecting over 10% of the global population. Despite their growing prevalence, effective treatments remain
limited, and disease mechanisms are poorly understood. Our research focuses on new therapeutic strategies to
treat these disorders using orally active and gut-restricted peptides, a new frontier in peptide drug
development.t?

In recent work, we targeted oxytocin receptors upregulated in colonic nerves in IBS/IBD-associated abdominal
pain. Using state-of-the-art medicinal chemistry, we developed gut-stable oxytocin-based drug leads that
potently alleviated pain in preclinical mouse models when administered orally.?

We are also interested in the underlying causes of gut disorders. In a clinical study, we revealed a high prevalence
of bacterial biofilms in IBS and IBD patients linked to gut microbiome dysbiosis and disease development.3* We
are now targeting these gut biofilms with nature-derived antibiofilm peptides and developing them for oral
administration.

Another strategy is understanding how endogenous peptides can function in the hostile environment of the gut.
The trefoil factor family (TFF) is particularly interesting as these disulfide-rich mini-proteins play key roles in
gastrointestinal protection and repair.> Studying the TFF and other stable peptide scaffolds has led to new
strategies for developing gut-specific peptide therapeutics,6 representing a major step forward in the field of oral
peptide drug development and holding great promise for improving the lives of patients suffering from chronic
gastrointestinal disorders.
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