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Clarification of the regulatory mechanism of Racl in podocytes
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Rho GTPases, including Racl, play important roles in actin cytoskeletal
remodeling required for cell morphology. While previous studies have shown that Racl activation in
podocytes causes foot process effacement and proteinuria, the regulatory mechanism of Racl remains
unknown. In the current study, using proximity-dependent biotin identification, we identified that
Racl in immortalized human podocytes (HP) interacts with GIT ArfGAP 2 (GIT2). GIT2 localized with
paxillin in focal adhesions. GTP-bound (active) Racl levels were higher in GIT2 knockdown (KD) HP
than in controls. GIT2 KD elicited cell spreading with marked lamellipodial protrusions, which was
significantly attenuated by the Racl inhibitor. Our findings demonstrate that GIT2 localizes in the
focal adhesion in podocytes and plays a critical role in podocyte cytoskeletal dynamics. Racl
regulation by GIT2 may offer a new therapeutic target.
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GIT2 regulates Racl activity and is critical for cytoskeletal dynamics in podocytes
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