Induction heabting solid-phase strategy to improve the total chemical synthesis of ester insulin
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InGroduction

From insulin, the first therapeutic peptide, to today’s increasingly complex peptide therapeutics, advances in peptide chemistry have enabled the development of modified analogues with improved properties and clinical
performance. This evolution, exemplified by insulin analogues and GLP-1 receptor agonists, highlights the growing need for efficient synthetic strategies capable of accessing complex peptide architectures.
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catalyst of the shift is the a-amino group
of neighboring O-linked Thr residues
within the same solvent-swollen resin
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Conclusions

* The synthesis of the three peptide fragments were sped up by using induction heating at

Conclusions

Best conditions for Fmoc-Lys(Boc)-Pro-OH coupling:

70-90°C overall by around 83%, while keeping a comparable yield of the final products.
« The synthesis of the full ester insulin was then performed according to the reported Native
Chemical Ligation procedures.
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« DIC and OxymaPure instead of HATU/HOBt and DIPEA
* Green binary mixture of EtOAc/DMSO 4:1 as solvent instead of DMF (traces of amine impurities)
* No wait time or drying after Alloc deprotection
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