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Clinical application of cancer therapy targeting newly discovered T-cell inhibitory
pathways
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We investigated the functions of herpesvirus entry mediator (HVEM) in vitro and in
vivo using the small interfering RNA (siRNA) silencing technique. HVEM gene silencing significantly inhib
ited cancer cell proliferation through cell cycle arrest in vitro. HVME gene silencing significantly inhib
ited tumor growth in mice models. The percentage of Ki-67-positive cells was found to be significantly dec
reased in tumors treated with HVEM siRNA compared with control specimens. In tumors treated with HVEM siRN
A, CD8+ lymphocytes infiltrating into the surrounding are of the tumor were found to be significantly more
abundant compared with control specimens. The antitumor effect of HVEM blockade was associated with reduc
ed cell proliferation activity and the induction of CD8+ cells.
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