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How does aberrant B lymphocyte produce a origin of multiple myeloma cells?

Sakai, Akira
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The onset of MM is often caused by a reciprocal chromosomal translocation
(cTr) between chr 14 with IgH and chr 11 with CCND1. We propose that mature B cells gain potential
to transform by reprograming, and then chromosomal aberrations cause the development of abnormal B
cells as a myeloma-initiating cell during B cell redifferentiation. To study myeloma-initiating
cells, we have already established normal B cell-derived induced pluripotent stem cells (BiPSCs).
Here we established two BiPSCs with reciprocal cTr t(11;14) using the CRISPR/Cas9 system.
Furthermore, p53 was deleted using the CRISPR/Cas9 system in BiPSC13 with t(11;14). These BiPSCs
differentiated into hematopoietic progenitor cells (HPCs). However, unlike cord blood, those HPCs
did not differentiated into B lymphocytes by co-culture with BM stromal cell. Therefore, further
ingenuity is required to differentiate those BiPSCs-derived HPCs into B lymphocytes.
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