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Re%ulation of regulatory T cell dynamics by Rapl inactivation regulators and its
effect on the pathogenesis of colitis
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Rapl-GTPase is essential for integrin activation and lymphocyte trafficking.
We showed that Rasa3 and Sipal are crucial lymphocyte trafficking regulators that inactivate Rapl
by using T-cell-specific Rasa3 and Sipal double knockout mice (DKO). DKO T cells induced spontaneous
Rapl activation and adhesion. Due to firm adhesion to capillary beds, DKO T cells were consequently
trapped in the lung, however lung sequestration was rescued by inhibition of LFA1 with neutralizing
antibodies or loss of talinl or Rapl. DKO T cells exhibited normal extravasation into lymph nodes,
rapid interstitial migration, increased chemotactic responses to CCL21 and sphingosine-1-phosphate,
and entry into lymphatic sinuses. However, DKO T cells severely delayed exit. DKO T cells retained
high motility in lymphatic sinuses and frequently returned to the lymph node parenchyma, resulting

in defective egress. These results reveal the critical trafficking processes that require Rapl
inactivation.
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The critical role of RapGAPs in T cell recirculation and egress from lymph node.
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Rap1-GAPs Rasa3 and Sipal are required for pulmonary transit and egress from the lymph nodes in T cells.
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