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Synthetic studies of prodrugs using the dissociation mechanism of sialic acid by NA (V):
Synthesis of drug linkers ('Graduate School of Science & Engineering, Saitama University,
2Advanced Institute of Innovative Technology (AIIT), Saitama University) ORyo Uchiyama',
Yuga Hoshino, Takahiko Matsushita'?, Tetsuo Koyama', Ken Hatano!?, Koji Matsuoka'~

In order to prepare a prodrug from T-1105 known not only as a precursor of favipiravir but as
Avigan, a unique linker to be coupled with a sialic acid derivative was synthesized. The linker is
including a proline moiety as an SI spacer because of greater reactivity than that of N,N'-dimethyl-
2,3-ethanediamine. Successful introduction of proline moiety into T-1105 for construction of
target compound was accomplished from 1-benzyloxycarbonyl-L-proline amide as a starting
material in 8 steps.
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