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Increasing attention has been paid for organoboron compounds not only as synthetic
intermediates but also as new types of bio-active agents. A phenylalanine mimetic
boronic acid, p-bronophenylalanine (BPA), for boron neutron capture therapy, a
peptidomimetic anti-tumor drug, bortezomib and ixazomib, and some other boronic
acids are approved. It is expected that further exploration of the boron-containing
amino acid mimetics and peptidomimetics opens discovery of safe, bio-active
compounds with protease resistance.

We have been recently developed an aza-amino acid (azaBPA) in which the a-C atom
of BPA was replaced with N atom. Herein we report the synthesis of novel analogs and
derivatives of azaBPA. The N-termini of peptides prepared on solid-phase were activated
with di(N-succinimidyl)carbonate, followed by condensation with a benzophenone
hydrazone possessing a protected dihydroxyborylbenzyl moiety. After deprotection of
the N-termini, the peptides were elongated at the N-termini with Fmoc-amino acids to
afford 4 new azapeptides including Gly-azaBPA-Ser-Leu-Leu. We also developed rigid
azaBPA analogs and examine their derivatization to boron-containing peptidomimetics.
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