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    SUMMARY
Previous studies have found that activation of EphB2 and ephrinB1 that drives cell segregation leads to phosphorylation of the phosphoinositide phosphatase SHIP2 downstream of forward (EphB2) but not reverse (ephrinB1) signaling. We have analysed whether SHIP2 interacts with EphB2 and contributes to cell responses to EphB2-ephrinB1 signaling. We confirm that EphB2 activation leads to SHIP2 phosphorylation on Y1135 and find that they interact through the SH2 domain of SHIP2. There is thus a distinct mode of interaction from EphA2, which binds SHIP2 via its SAM domain. Knockdown of SHIP2 in EphB2 cells leads to decreased segregation from ephrinB1 cells, and a decrease in the repulsion response of EphB2 cells. SHIP2 knockdown in ephrinB1 cells also decreases their repulsion response, but does not disrupt segregation which is largely driven by forward signaling. These findings show that activation of EphB2 leads to recruitment and phosphorylation of SHIP2, and that SHIP2 contributes to cell repulsion responses that underlie cell segregation.
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