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Elucidation of the molecular basis_of chemokine networks and identification of
potential therapeutic targets in diffuse large B-cell lymphoma associated with
chronic inflammation
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Epstein-Barr virus (EBV)-positive diffuse large B-cell lymphoma associated
with chronic inflammation (DLBCL-CI) develops in the setting of long-standing inflammation.
EBV-positive pyothorax-associated lymphoma (PAL) is a prototype of DLBCL-CI. Using a panel of PAL
cell lines, we found that PAL cells expressed and secreted CXCL9 and CXCL10 chemokines, the ligands
of CXCR3. Culture supernatants from PAL cell lines attracted CXCR3-expressing CD4-positive T cells,
CD8-positive T cells, and CD56-positive natural Killer cells from human peripheral blood mononuclear

cells. PAL cells injected into mice also attracted CXCR3-positive cytotoxic lymphocytes that
expressed interferon-gamma. The expression of CXCL9 and CXCL10 was detected in tumor biopsy samples
from patients with PAL, and CXCR3-positive lymphocytes were abundant in the tissues. Collectively,
these findings suggest that CXCL9 and CXCL10 are produced by PAL cells and can elicit cytotoxic

responses via CXCR3.
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