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1. We found that a transcription factor HHEX, one of the common integration sites in
the insertional mutagenesis, is able to collaborate with ASXL1-MT (ASXL1 mutant)
in inducing leukemia (Takeda et al. Blood 2020).

2. We cloned cDNAs for Xenopus ASXL1, ASXL3 and BAP1. Interestingly, Xenopus
ASXL1 lacks the C terminal part which is supposed to be deleted in ASXL1-MT
protein while ASXL3 retains that part. We generated polyclonal antibodies against
Xenopus ASXL1 and BAP1. Unfortunately, however, the antibody could not detect
ASXL1 and BAP1 in Xenopus oocyte extracts.

3. We investigated the ASXL1-MT-KI mouse as a model for clonal hematopoiesis, and
found that ASXL1-MT activated Akt by directly binding and stabilizing
phosphorylated Akt and induced DNA damage by enhancing cell cycle progression.
Mitochondria is also activated and ROS is increased. When ROS was neutralized by
N-acetyl cysteine, DNA damage was attenuated. Thus, ASXL1-MT induces DNA
damages via pAKT activation, cell cycle progression, activation of mitochondria and
increased ROS.




