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Abstract

Salmon calcitonin (sCT) Is a polypeptide hormone available in the clinic. sCT Is

degraded in the gastrointestinal tract in minutes. In this work, a stapled analogue

of salmon calcitonin, KaY-1(R24Q), was developed using the cooperative

stapling between Lys and Tyr, with R24Q substitution. The analogue exhibited an

Improved stablility in simulated gastric and intestinal fluid and retain the ability to

activate calcitonin receptor. This work will serve as a starting point for the

development of an oral sCT drug.

Method Designing of analogues using Chemical protein synthesis for macrocyclic peptide
modification and helix stapling
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(A) All analogues obtained a- helicity. (B) KaY-1 and KaY-1(R24Q) have 5 fold longer ti/2 in SGF.
(C) KaY-1(R24Q) has 6 fold longer t1/2 in SIF (D) KaY-1(R24Q) enable cAMP accumulation with

ECs0 2.7 nM. (E) KaY-1(R24Q) enable Ca2+ accumulation in cytoso

As featured in:

ChemComm

B R o

6682-66385.

with ECs0 216 nM
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The present study demonstrated that KaY-1(R24Q) obtained by
stapling reaction between Lysll and Tyr22 retained helical
structure, exhibited increased stability in both SGF and SIF, and
retained activity. Our results provided a starting point for the
development of oral sCT analogue for the treatment of

nostmenopausal 0Steoporosis, Pagets disease and

nypercalcemia.
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