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Regulation of hematopoietic cell differentiation by Mediator transcriptional coregul
ator complex

Urahama, Norinaga

3,300,000 990,000
DNA RNA
MED1 GATAL GATAL MED1
GATA1 MED1 GATA1 MED1 GATAl
CCAR1 CoCoA GATA
1 GATA1 MED1 CoCoA CCAR1

The MED1 subunit of the Mediator transcriptional coregulator complex coactivates G
ATA1l and induces erythropoiesis. Here, we show the dual mechanism of GATAl- and MEDl1-mediated transcriptio
n. An N-terminal fragment of MED1, which is incapable of interacting with GATAl, enhanced GATAl-targeted g
ene transcription and erythroid differentiation. The C-terminal zinc-finger domain of GATAl interacts with
the MED1(1-602)-interacting coactivator CCAR1, CoCoA, and MED1(681-715). CCARL and CoCoA synergistically
enhanced GATAl-mediated transcription. Recombinant GATA1, CCAR1, CoCoA, and MED1(1-602) formed a complex i
n vitro, and GATAl, CCAR1, CoCoA, and MED1 were recruited to the gamma-globin promoter during erythroid di
fferentiation. Therefore, in addition to the direct interaction between GATA1 and MED1, CoCoA and CCAR1l ap
pear to relay the GATAL signal to MED1, and multiple modes of the GATA1-MED1 axis may help to fine-tune GA
TAl function during GATAl-mediated homeostasis events.
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