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Evaluation of iron-sulfur proteins in hematopoietic cells through anamorsin

Shibayama, Hirohiko
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Anamorsin (AM) was cloned as a cell-death-defying factor. AM-deficient mice
are embryonic lethal. To overcome the embryonic lethality, we generated AM conditional KO
(AMflox/flox) mice. CD19-Cre/AMflox/flox mice, with AM deleted specifically in CD19+ B cells,
exhibited fewer B220+ B cells in spleen, peripheral blood, and LN. CD19-Cre/AMflox/flox mice showed
significantly fewer follicular type I (FO-1) cells, which are the most matured FO-B cells, and
greater apoptotic cell accumulation in spleen. This suggested that AM deficiency affected terminal
differentiation of B cells by increased apoptosis. Furthermore, CD19-Cre/AMflox/flox mice lacked
splenic CD19+B220 /low cells. The reduction of p38MAPK, the downstream molecule of BCR signaling,
in CD19-Cre/AMflox/flox mice might account for the lack of FO-1 cells and splenic CD19+B220 /low
cells. Overall, our results suggest that AM plays essential roles in B-cell terminal
differentiation.
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Anamorsin (AM) was cloned as a cell-death-defying factor. AM-deficient mice
are embryonic lethal, which impedes detailed analysis of the roles of AM in
the various types of adult cells. To overcome the embryonic lethality, we
generated AM conditional KO (AM™T) mice. CD19-Cre/AM™™/™** mice, with AM
deleted specifically in CD19" B cells, exhibited fewer B220' B cells in spleen,
peripheral blood, and LN, compared with control CD19-Cre mice. Categorizing
bone marrow and spleen cells into B-cell subsets by flow cytometry, CD19-
Cre/AM™oMo mjce showed significantly fewer follicular type 1 (FO-1) cells,
which are the most matured FO-B cells, and greater apoptotic cell accumulation
in spleen. This suggested that AM deficiency affected terminal differentiation
of B cells, especially from transitional type 1 (T1) to FO-1 by increased
apoptosis. Furthermore, CD19-Cre/AM™*™> mice lacked splenic CD19'B220 /' cells,
which display plasmablast phenotype. B-cell fate decision to develop into
either FO or MZ B cells from T1 depends on the strength of BCR signaling. The
reduction of p38MAPK, the downstream molecule of BCR signaling, in CD19-
Cre/AN™™x mice might account for the lack of FO-1 cells and splenic CD19'B220
7o cells. Overall, our results suggest that AM plays essential roles in B-
cell terminal differentiation.
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