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Effective strategies for improving the stability of peptides in vivo
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Luoyang 471023, China)

Abstract: Peptides have been extensively used in the fields of gene/drug delivery and disease targeting therapy.
However, natural peptides are sensitive to protease digestion with short circulatory half-lives in vivo. Many studies
on structural modifications of peptides have been reported to improve the delivery or therapeutic effect. In this
review we focus on the recent literature on peptide stability in accordance with different structural modifications
and summarize the methods and influential factors that are involved in the improvement of stability and half-life
in vivo. This review will provide the scientific basis and theoretical references for further investigations and
applications in vivo.
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Figure 1 Molecular structures of linear RGD and cyclic RGD
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Figure 2 Sequence of hymenochirin-1B and H-10 [S; = (S)-N-
Fmoc-2-(4'-pentenyl)alanine]
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Figure 3  Structure of alpha-helical dimer and the sequence of
peptides (No. 6, 7, 8)
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Table 1 Amino acid residue substitution at terminals of TPTPTGTQTPT peptide

Peptide C-terminal N-terminal N- and C-terminal
Pepl TPTPTGTQPTPPPT
Pep2 DTPPPTPTGTQTPT
Pep3 PTPPPTPTGTQPTPPPT
Pep4 PTPTPTGTQTPPPT
Pep5 PTPPTPTGTQTPPPT
HNY NH, H NY NH,
AIFE NH
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Figure 4 Molecular structures of NT and NT analogues
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Figure 5 Molecular structures of Trp and Trp analogues
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Figure 6 Molecular structure of DEAP-C16Y
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Figure 8 Molecular structure of DSPE-PEG (3400)-CTT2
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