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Pathological analysis and evaluation of a novel therapeutic target using a
humanized mouse model in EBV-associated lymphoproliferative disorder
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Epstein-Barr virus (EBV) is implicated in_immunodeficiency-associated
lymphoproliferative disorders. We have previously shown that cyclin-dependent kinase (CDK)
inhibitors are able to specifically suppress the expression of viral late genes, particularly those
encoding structural proteins. In this study, we examined whether CDK inhibitors confer a therapeutic

effect against LPDs in vivo. Treatment with an inhibitor of the CDK2 complex resulted in a survival
benefit and suppressed tumor invasion in a mouse model of LPDs. Inhibition of CDK efficiently
induced G1 cell cycle arrest and apoptosis in EBV-positive B cells. These results suggest that CDK
inhibitors suppress cell cycle progression, resulting in the antitumor effect.
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