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Chronic active EBV infection (CAEBV) is a neoplasm of EBV-infected T- or
NK-cells. It was newly defined as a disorder including conventional CAEBV, severe mosquito bite
allergy, and hydroa vacciniforme-like lymphoproliferative disorder according to the WHO
classification of lymphoid neoplasms revised in 2017. CAEBV is resistant to chemotherapies, and the
only curative treatment strategy thus far has been hematopoietic stem cell transplantation. We found
that APOBEC3B expression was iIncreased in the EBV-positive T- or NK-cell lines cells from patients
of CAEBV, one of EBV-positive T or NK-cell lymphoproliferative diseases. A proteasome inhibitor,
bortezomib suppressed APOBEC3B expression in these cells and inhibited proliferation and cytokine
production in these cells. In addition, bortezomib administration decreased EBV-DNA load in the
peripheral blood of CAEBV xenograft models. Based on the results, we started an
investigator-initiated clinical research of bortezomib for CAEBV.
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