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Clarifying the significance of Notch signal activation in B-cell lymphomas
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Activating mutations of Notch 1 and 2 are often found in B-cell lymphomas.

We found that B cells with constitutive Notchl activation preferentially induce T-cell responses
that does not involve in the anti-lymphoma immune reaction (type2 helper T-cell and regulatory
T-cells) via IL33 production. On the other hand, loss of CD58 is a common mechanism for tumor immune
evasion in lymphoid malignancies. We performed epigenetic library screening and found that EZH2
inhibitors specifically enhanced CD58 expression of lymphoma cells. Restoring the expression of CD58

in lymphoma cells using an EZH2 inhibitor was shown to enhance immune reaction of T and NK cells
against lymphoma cells. These findings provide a molecular basis for immunotherapy for lymphoma
treatment.
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