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Abstract:
Large Maf group is a transcription factor having an acidic domain, a
basic domain and a leucine zipper domain, and it is known that there
are four types of MafA, MafB, c-Maf, and NRL in human and mouse.
Among them, MafB is known to express macrophage lineage cells in
the hematopoietic system, but the details of its function have not
been clarified. Therefore, to clarify the function of MafB in vivo,
genetically modified mice were prepared by genome editing
technology in fertilized eggs using CRISPR/Cas9 and their
phenotypes were analyzed. As a result, we identified that MafB is
essential for inducing the expression of C1q which is important for
phagocytosis of dead cells. In addition, MSR1 which is a scavenger
receptor in macrophages was not induced by MafB deficiency and
MafB deficient macrophages could not phagocytose foreign
substances. We also clarified that the expression of AIM (Apoptosis
Inhibitor of Macrophage), which is a molecule that suppresses
apoptosis due to stress in macrophages is not induced. From these
results, MafB is considered to be an essential transcription factor for
macrophages to function as specialized phagocytic cells. In addition,
it was clarified that a point mutation in the MafB gene causes
Multicentric Carpal Tarsal Osteolysis (MCTO) syndrome in human
and the human pathology could be reproduced in mouse by
introducing the mutation. I will present analysis of the molecular
mechanism of MCTO syndrome.
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