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Peptides are notoriously known to display very short in vivo half-lives often measured in minutes, which 
in many cases greatly reduces or eliminates sufficient in vivo efficacy. To obtain long half-lives allowing 
for up to once-weekly dosing regimen, fatty acid acylation (lipidation) have been used to non-covalently 
associate the peptide of interest to serum albumin thus serving as a circulating depot1.  

In the design of potent PYY3-36 analogues2,3 we performed a deep mutational analysis of PYY3-36 with the 
aim to identify hot spots that could improve potency and selective of Y2 versus Y1, Y4 and Y5 receptors, 
while at the same time display long half-life and excellent formulation properties. Highly potent and 
selective analogues were identified and in combination with GLP-1 demonstrate superior weight loss in 
animal studies   

The knowledge gained from the SAR activities furthermore led to the design of potent dual GLP-1/PYY 
agonists, that displayed improved in vivo activity compared to their mono-agonist counterparts4. 
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