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Anti-influenza 2009 pandemic virus activity of azithromycin
derivatives

1. Asia International Institute of Infectious Disease Control (ADC), Teikyo Univ., Tokyo
2. Kitasato Inst. for Life Sciences, Kitasato Univ., Tokyo

3. Dept of Pediatrics, Teikyo University Medical School, Tokyo

*Present address: Graduate School of pharmaceutical Science and Faculty of
Pharmaceutical Science, Tohoku Univ. Sendai, Miyagi

(OTran Huu Dat', Ryuichi Sugamata’, Akihiro Sugawara?’, Tomoyasu Hirose?,
Yoshihiko Noguchi?, Shoji Kawachi', Tomoko Yamamoto', Kiyoko S. Akagawa?,

Satoshi Omura?, Masakazu Mimaki®, Toshiaki Sunazuka?, and Kazuo Suzuki'

[Objective] The influenza A(H1N1) pandemic 2009 virus firstly emerged in Mexico with
18,449 deaths, and the most common causes of death were ARDS. The general use of
anti-influenza drugs has resulted in a drug-resistance to the virus. The development
and/or re-positioning of new drugs for treatment has been required. In this project, we
aim to discover new anti-A(H1N1)pdm09 agents based on macrolide derivatives.
[Methods] Human epithelial A549 cells were infected with A(H1N1)pdmOQ9 virus, and
then co-cultured with azithromycin (AZM) or its derivatives. We evaluated the anti-viral
activities by following methodologies: the infectious titer of the viruses released into the
culture supernatant was determined by viral plaque assay; the expression of the viral
M1 gene in host cells was analyzed by gPCR. We further examined a cytotoxic effect
on the A549 cells of these macrolides using a MTT assay.

[Results] AZM and its derivatives showed the inhibitory effect on the viral proliferation
without cytotoxicities in the infected-host cells.

[Discussion] AZM and its derivatives are expected as candidates for therapeutic drugs
against the influenza pandemic 2009 virus infection. The project is now in progress in

animal models.
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