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Conformational Change of Measles Virus Fusion Protein (‘Graduate School of Engineering,
The University of Tokyo, *Institute for Frontier Life and Medical Sciences, Kyoto University)
OZiwei Gao,' Jumpei Morimoto,' Jiei Sasaki,” Tateki Suzuki,” Takao Hashiguchi,? Shinsuke
Sando'

MeV-F is a fusion protein located on measles virus (MeV) envelope. MeV-F undergoes a
conformational change to fuse host cell membrane and virus envelope, which leads to virus
infection. FIP (fusion inhibitor peptide)' binds to a hydrophobic pocket located at the region
connecting the head and the stalk of MeV-F’s pre-fusion state and stabilizes the pre-fusion state,
which inhibits membrane fusion. FIP is potentially useful as an orally available drug candidate
with small side effects because it binds to a protein unique to MeV and the molecular weight
is small. However, the inhibitory activity of FIP is relatively weak and needs to be improved.

In this study, we optimized the chemical structure of FIP based on the co-crystal structure of
MeV-F complexed with FIP? to design a membrane fusion inhibitor that has an improved
inhibitory activity. In this presentation, the results of evaluation of the inhibitory activity and
physical properties of designed FIP derivatives are shown.
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