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The relevance of human leukocyte antigen in the development and progression of
latently infected virus-associated lymphoid malignancies.
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Human leukocyte antigen (HLA) plays a critical role in the immune response,
and reduced expression of HLA is associated with poor prognosis in various types of cancers. We
explored the relevance of HLA in the pathogenesis and progression of adult T-cell leukemia lymphoma
(ATL). Using a next-generation sequencing (NGS)-based high-resolution HLA DNA typing method, which
successfully covers the entire region of HLA genes, we analyzed eight classical HLA loci in 25 pairs

of ATL and non-ATL cells from the same patients. Multiple HLA gene alterations were concurrently
observed in ATL cells within the same patients, possibly reducing cell-surface expression of HLA
class I molecules. In contrast, no HLA alterations were detected in five patients with chronic-type
ATL. HLA alterations were associated with aggressive phenotypes, raising a possibility that ATL
cells can develop immune escape mechanisms through a variety of acquired alterations in HLA genes.
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