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B-la B cells have been demonstrated to develop during the embryonic period
and play a major role in natural antibody secretion and immune regulation. In the present study, we
created a highly efficient temporally controllable RAG2-based lymphoid lineage cell labeling and
tracking system to understand the biological properties of B-la cells generated during the embryonic

period. This approach revealed that many B-la cells with a history of RAG2 expression during the
embryonic period persist in the adult B-la compartment. Furthermore, neonatal depletion of B cells
caused the loss of bone marrow IgM+ plasmablasts/plasma cells that had expressed RAG2 during the
embryonic period, indicating a continuous replenishment from the adult B-la cell compartment with
RAG2 expression history during the embryonic period. These findings define the importance of B-la
cells generated during the embryonic period for natural IgM production under native hematopoietic
conditions.
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