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Clarifying the function of inflammatory cells with epigenomic abnormalities in
angioimmunoblastic T-cell lymphoma
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Angioimmunoblastic T-cell lymphoma (AITL) is proposed to be initiated by
age-related clonal hematopoiesis (ACH) with TET2 mutations, whereas G17V RHOA mutation in immature
cells with TET2 mutations promotes the development of T follicular helper-like tumor cells. Here, we

investigated the mechanism by which TET2-mutant immune cells enable AITL development. Among 2 mouse
models, mice lacking Tet2 in all blood cells spontaneously developed AITL, while mice lacking Tet2
only in T cells did not. Therefore, Tet2-deficient immune cells function as a niche for AITL
development. In silico analysis using scRNA-seq data identified Cd40-Cd40lg as a possible mediator
of aberrant expanded GCB and tumor cell interactions. Treatment of AITL mice with anti-Cd40lg
inhibitory antibody prolonged survival. Therefore, ACH-derived GCB cells could undergo independent
clonal evolution and support the tumorigenesis in AITL via the CD40-CD40LG axis.
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