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Orchestration of memory B cell differentiation controlled by the regulation of
IRF4 protein degradation
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In this study, we focused on the molecular mechanism how transcription
factors Bach2 and IRF4 regulate cell status between memory B cell and plasma cell. Importantly,
Bach2 maintains memorg B cell status and represses plasma cell differentiation. We found that IRF4
protein amount was robustly accumulated in Bach2-deficient mouse splenic B cells. Considering that
high protein amount of IRF4 promotes plasma cell differentiation, it is suggested that Bach2
controls differentiation by regulating IRF4 protein stability. Since protein stability is often
regulated by post-translational modification under signaling pathways, we analyzed
post-translational modification of IRF4 upon differentiation stimuli. Furthermore, we identified
Bach2 target genes which include signaling molecules. These data suggest that Bach2 is required for
the decision whether cell maintains memory B cell status or differentiates to plasma cell by
modulating IRF4 protein stability.
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Ikaros/IRF4 complexes function as gene
repression in plasma cell.
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