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Targeting Cell Surface Receptors with SUPR Peptides

Abstract:

Natural peptides often have poor biostability and natural sequences cannot
readily be converted into drug-like molecules without extensive medicinal
chemistry. We have recently adapted mRNA display to evolve highly stable
cyclic peptides while retaining function toward the intended target. To do
this, we have used a combination of chemical cyclization and an expanded
genetic code to create new functional peptides. These experiments resulted
in a dramatically stabilized SUPR peptides (Scanning Unnatural Protease
Resistant). We have used this approach to target signaling proteins and the
cell surface receptor Her2. The resulting compounds have high affinity and
excellent selectivity toward Her2, enabling orthogonal labeling of the
receptor for imaging and therapeutic applications.
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