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Activation of Ligand-dependent EphB4 signal in glioma cells
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EphB4 was highly expressed in glioma cell lines and glioma stem cell lines.
EphB4 phosphorylation by ephrin-B2 suppressed migration and invasion and downregulation of EphB4
using small interfering RNA negated the suppression of migration and invasion induced by ephrin-B2.
Stimulation of glioma cells with ephrin-B2 reduced the phosphorylated Akt levels dose dependently,
which was abrogated by siRNA for EphB4. EphB4-positive cells existed only at the tumor core, whereas
Ephrin-B2-positive cells existed both at invasive area and the tumor core. Ligand dependent EphB4

signaling plays a role as “ stay there” signaling. Extinction of its signaling promotes the release
of tumor cell on its location.
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Ligand-dependent EphB4 signaling by ephrin-B2/Fc blocked Akt signaling

We found that ephrin-B2/Fc inhibited p-Akt levels in the U87 and SNB19 cells in a
concentration-dependent manner (left). The si-control-treated U87 and SNB19 cells
demonstrated a similar concentration-dependent tendency for lower p-Akt levels
after ephrin-B2/Fc treatment. In contrast, the p-Akt levels were not altered by
ephrin-B2/Fcin the si-EphB4 #1- and #2-transfected cells..
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The results of experiments using glioma stem-like cell lines, KGS01 and KGS06
Cell migration and invasion were inhibited in a concentration-dependent manner by
ephrin-B2/Fc.
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Immunofluorescent staining of gliomas with antibodies against EphB4 and ephrin-B2

The upper right region of each image shows the tumor core. The lower left area shows the invasion area.
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