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Crosstalk between clonal hematopoiesis and solid tumors

Goyama, Susumu
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Recent sequencing analyses have revealed that clonal expansion of
hematopoietic cells with acquired somatic mutations is common in aged healthy individuals. This
phenomenon is called clonal hematopoiesis (CH). The most frequently mutated genes in CH include
DNMT3A, TET2, and ASXL1. Interestingly, CH is particularly prevalent in solid tumor patients and its

presence has an adverse impact on their overall survival. Using knockin mice that express
CH-associated ASXL1l-mutant (ASXL1-MT), we found that T cell-specific expression of ASXL1-MT
accelerated the growth of melanoma, lung and colon cancer cells in syngraft mouse cancer models.
ASXL1-MT-expressing hematopoietic cells also promoted the development of spontaneous breast cancer
in the MMTV-PyMT model. Furthermore, we found that ASXL1-MT caused T cell population imbalance with
a substantial reduction of naive T cells. Our results raise the possibility that CH has a causal
role to promote the growth of solid tumors.
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Mutant ASXL1 induces expansion of hematopoietic stem cells through activation of Akt/mTOR pathway
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Epigenetic Regulator ASXL1 Promotes Paraspeckle Formation through C-terminal Intrinsically Disordered Region in
Hematopoietic Cells
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Clonal Hematopoiesis Associated with Mutant ASXL1 Accelerates Atherosclerosis in Mice
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