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WFFERCR OB (3530) -
Bink (Bash/SLP-65) encodes an adaptor protein of the B-cell receptor signaling and

functions as a tumor suppressor. Loss of function mutations of BLNK have been observed
in human preB-ALL, however, only a subset of B/lnk ko mice develop preB-ALL, suggesting
that cooperative events with Blnk deficiency are required for complete leukemogenesis.
Retroviral tagging was performed to identify the cooperative genes, and the Cebpb locus
was the most frequent common integration site. Cebpb encodes two protein isoforms of LAP
and LIP. Transgenic mice bearing LAP or LIP were generated, mated with Blnk ko mice,
and transgenic expression of LAP significantly accelerated the ALL onset of Blnkk/k mice.

Moreover, significant decrease of mature B-cells and increase of IL-7Ra-positive fractions
in the bone marrow of non-neoplastic Blnkkoko/LAP tg mice was evident. Knockdown of
C/EBPB in a human preB-ALL cell line lacking BLNK expression suppressed cellular
growth. These results indicate that C/EBPB LAP promotes leukemogenesis in the absence
of BLNK including human B-ALL.
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