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the mechanism of RH-RhoGEF activation by G12/13
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RH-RhoGEFs (Rho guanine nucleotide exchange factor containing a regulator of G
protein signaling homology domain) including PDZ-RhoGEF, pl15RhoGEF, and leukemia-associated RhoGEF
potentiated by direct binding with activated heterotrimeric G proteins G12/13 have been thought to play a
pivotal role in malignancy progression through the small GTPase RhoA activation. Here we describe a key
mechanism for GRPR-regulated colon cancer cell migration through the Ga 13~PDZ-RhoGEF~RhoA~ROCK pathway.
We have also found that GEF-independent function of pl15RhoGEF, one of RH-RhoGEFs promotes
differentiation of human leukemic cells. In addition, we successfully solved the crystal structure of
Ga 12 and the RH domain of pll15RhoGEF. We are solving the mechanism gy which pl15RhoGEF is activated by
Ga 13, but not Ga 12.
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