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Chemistry

Improved circulatory 
half-life of therapeutic 
proteins with post-
translational sialic acid 
additions

In vitro and mouse studies identified a method to link sialic acid groups 
to proteins that could increase the half-life of protein therapeutics. In 
culture, bacterial sialyltransferase and polysialyltransferase enzymes 
were used to add sialic acid to the N-linked glycan of α1-antitrypsin 
(AAT; A1AT; SERPINA1). In mice, the polysialylated A1at had 18-fold 
better bioavailability and a 27-hour increase in half-life compared 
with unmodified A1at. Next steps include testing the strategy on other 
proteins.
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