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To investigate the mechanism of cell-contact-mediated viral reactivation of
KSHV, a co-culture experiment was conducted involving adherent cells and PEL cells, with or without
the use of Transwell equipment. HelLa and HEK293 cells were cultured as adherent cells, while TY-1,
BCBL-1, and Spel cells were cultured as KSHV-infected B cells. Bjab cells were utilized as KSHV
non-infected B cells for control purposes. Total RNA was subsequently extracted. Transcriptome and
gene ontology analysis revealed distinct functional enrichment of genes related to hypoxia
signaling. Importantly, this finding was consistent across different adherent cell types and
independent of the KSHV infection status in the B cells. Thus, the cell contact between adherent

ce}ls and B cells induces activation of the hypoxia signaling cascade, irrespective of viral
infection.
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