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Influenza viral hemagglutinin-targeted macrocyclic peptides as an antiviral agent
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To devise smaller molecules capable of binding to the influenza viral HA and have
the potential as an antiviral agent, we used an emerging technology, RaPID (Random non-standard Peptide
Integrated Discovery) system. After five rounds selection of H5N1 HA-binding peptides, we found a total
of 24 candidates for inhibitor HA (iHA).
iHA inhibited plaque formation against different clade H5N1 viruses, A/whooper swan/Mongolia/3/05
(H5N1/Mongolia; clade 2.2) and A/whooper swan/Hokkaido/1/08 (HS5N1/Hokkaido; clade 2.3). Intriguingly, iHA
was effective against pandemic (HIN1) 2009 viruses more than zanamivir. These results suggest that iHA is
able to inhibit replication of a wide range of Hl and H5 influenza viruses via a mechanism of its
interaction with HA. Polykaryon formation mediated by various clade H5 HAs were also inhibited by iHA in
a dose-dependent manner.
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