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Development of new anti-influenza molecules
using organocatalyzed Diels-Alder reaction of 1,2-dihydropyridines with dienophiles as a key reaction

Ryohei Takagi'", Chigusa Seki', Haruko Ogawa’®, Kunitoshi Imai’, Koji Uwai' and Hiroto Nakano',
' Department of Bioengineering, Graduate School of Engineering, Muroran Institute of Technology,
?Obihiro University of Agriculture and Veterinary Medicine, Research Unit for Emerging and Re-emerging Discases

Tamiflu is a potent inhibitory neuraminidase that is used worldwide as a drug for influcnza. However, most recently, a microbe resistant
to Tamiflu was confirmed. Therefore, the development of an effcctive new anti-influenza molecules is needed as soon as possible. In this
study, we tried to preparc a new antiviral candidate molecules having the characteristic of both Tamiflu and Relenza by using amino alcohol
organocatalyzed DA reaction of 1,2-dihydropyridines with acrolein as a key reaction. We will describe that the synthesis of both the key
intermediates 5 and 6 that were obtained from the chiral isoquinuclidine deriveative 3, and the preparation of new antiviral candidate
molecules X, Y derived from 5, 6 and its anti-influenza activety.
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