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[Background]

Epstein—Barr virus (EBV), a human gamma herpesvirus, has been implicated as a cause of lymphomas  (e.g. Burkitt’s
lymphoma) and epithelial malignancies. In present study we identified host and EBV micro RNAs (miRNAs) that are
incorporated into the exosomes to further elucidate the roles of exosomes derived from EBV-infected cells in viral life
cycle.

[Methods]

In this study, we isolated the exosomes released from three B cell lines originated from the identical Burkitt’s
lymphoma; EBV-negative Mutu- cell line, type | and Il latently infected Mutu | and Mutu 111

We performed deep sequencing by using illumina Miseq platform to identify micro RNAs (miRNAS) incorporated in
the exosomes. We also examined the formation of multi-vesicular bodies (MVBSs), an organelle that involves in the
biogenesis of exosomes, and efficiency of exosome production from the cells by immunofluorescent staining protein
assay and western blot, respectively.

[Results]

Deep sequencing revealed that some specific host and viral miRNA incorporated into the exosomes derived from
EBV-infected cells, in particular in type Il latency. We also observed that type Il latency promoted MVB formation and
secretion of exosomes. Moreover, an EBV-encoded oncogene, LMP1 was identified as one of responsible genes for
up-regulation of exosome biogenesis.

[Conclusion]

Our findings indicate that type Il latency significantly modulate the exosome biogenesis and incorporation of exosomal
miRNAs, which may contribute to the phenotypic modifications in the recipient cells through transferring specific
miRNAs. The role of exosomes derived from EBV-infected cells in EBV life cycle has been under investigation.




