A New Workflow to Purify Peptides
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Abstract

Peptides are increasingly used for medicinal compounds and for research; some examples include the antibiotic cyclosporin and GLP-1 traditional preparative gradients, saving time and solvent. Stacked injections increase throughput, eliminate time and solvent needed to
agonists. Peptides are also used for agonist/antagonist assays, where a peptide is used as a model for larger compounds to evaluate their .re.—eq.umbrate the colgmn, and maximize t.he column CapaCIt.y .by using the elution time for the first sample injection to perform other
interaction with small molecules or other peptides for medicinal activity. Synthetic peptides are commonly purified using reverse phase injections. Scale-up simply means increasing the number of injections.

columns. some purifications require several tens of minutes using a gradient, limiting the peptide throughput This poster explores how scouting runs are used to determine if a peptide mixture is suitable for a stacked injection, how to rapidly clean a

A faster method to purify peptides makes use of an isocratic method using stacked injections. Although stacked injections are commonly peptide. for stac;ked injections, and how to quickly determine a solvent system for stacked injections. The scouting runs are used to
used for chiral purifications, they also work well for the purification of achiral compounds including peptides. This technique is faster than determine the isocratic method.
Background Cleanup

Peptides are commonly purified with a solvent system consisting of water/acetonitrile with 0.1% trifluoroacetic
acid as a solvent modifier using long gradients. Using these methods, scaling up a particular peptide production
requires larger columns. Another problem is loss of peptides due to incorrect buffering, where a peptide can
elute as multiple peaks. Without a mass spectrometer, these multiple peaks seem to be impurities (top figure,

e A cleanup run removes early and late eluting peaks that extend run time

e An extra step that may save time

Peptide Purification

e Little method development needed—run a standard gradient
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