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dissociation, keeping the GTPase in an inactive state.

Figure 4. P-Rex1 as a putative chemotactic scaffold. Directional cell migration is the most
conspicuous consequence of a precise choreography of Rho GTPases activated at the right time
and place by chemotactic GPCR-regulated RhoGEFs. This sophisticated process is putatively
more efficient with the intervention of multidomain proteins acting as chemotactic scaffolds.
Accumulating evidences suggest that P-Rex1, a Racl-specific GEF, which has been associated
with metastatic processes, has the inherent attributes to perform this role. Besides its reported
interactions with phosphoinositides and G (Welch, 2015), it also interacts with additional
signaling proteins having a relevant role in migratory responses. S1P1 receptor carboxyl-terminal
tall interacts with P-Rex1-PDZ domains, maintaining a longer chemotactic effect due to an
internalization delay (Ledezma-Sanchez et al., 2010). G and P-Rex1 interact with mTORC2, a
multimeric serine/threonine kinase involved in AKT activation and cell migration (Hernandez-
Negrete et al., 2007; Robles-Molina et al., 2014). Finally, type | PKA interacts with P-Rex1-PDZ
domains, phosphorylates the GEF at its first DEP domain and exerts an indirect effect on the
carboxyl-terminal region (via a putative PKA-regulated kinase), resulting in inhibitory
intramolecular interactions (Chavez-Vargas et al., 2016). In conclusion, P-Rex1 is a putative
chemotactic scaffold that integrates the actions of diverse signaling proteins including receptors,
G protein subunits, lipid second messengers and important serine-threonine kinases such as

MTOR (mechanigtic target of rapamycin) and PKA (cyclic AMP-dependent protein kinase).
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Figure 2

Chemoattractant gradient
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