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In this study, in order to elucidate the replication mechanism of hepatitis

E virus (HEV), we constructed an HEV replicon that can multiplicate full-length genomic RNA but
cannot produce virions in transfected cells. We could obtain evidence that a 2.2-kb subgenomic RNA
was transcribed, from which ORF3 proteins were translated. Obtained results suggested that we could
establish a replicon-based method to analyze the replication mechanism of the HEV genomic RNA in
cultured cells. In addition, since rat HEV ORF3 protein lacks an amino acid sequence motif of
proline, serine, alanine and proline (PSAP) that has been demonstrated to be essential for release
of human HEV particles from infected cells, various infectious rat HEV cDNA clones with mutations in

proline residues were constructed. Obtained results indicated that two proline residues of the PxYP

sequence play a pivotal role for egress of rat HEV particles.
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