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Effects of functional regions of LRIG1 on signaling of EGFR and cell proliferation of gliomas
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[Abstract] Objectives To investigate whether the sub-regions of leucine-rich repeats and immunoglobulin-like domains 1
(LRIG1) interact with the downstream signaling of epidermal growth factor receptor (EGFR) and whether they inhibit cell proliferation of
human gliomas. Methods Two chimeric eukaryotic expression vectors, pIRES2-LRIG1-A cyto and pFLAG-LRIGI-A ecto were
constructed. The former encoded LRIG1, but lacked the cytoplasmic region (LRIG1-ET). The latter encoded LRIG1, but lacked the
extracellular region (LRIG1-TC). These two plasmids and the full length LRIG1 (LRIG1-FL) plasmid were transfected into human
glioma U251 cells and primary astrocytoma cells. After the transfection, the phosphorylation levels of mitogen—activated protein kinas
MAPK/EPK kinase MEK were detected by Western blot. The cell proliferation of the transfected cells was evaluated by MTT assay.
Results Both the phosphorylated-MEK (p-MEK) and cell proliferation of the transfected cells were inhibited as compared with the
non—transfected cells. For the primary astrocytoma cells, the p~MEK decreased by 13.0%, 34.3%, and 48.0% and the cell proliferation
decreased by 26.0%, 32.5% and 39.0% respectively in the LRIG1-Acyto, LRIG1-Aecto, and LRIG1-FL vectors transfected cells. The
proliferation of U251 cells decreased by 30.4%, 39.1%, and 47.3% upon the three vectors transfection, respectively. Conclusions All
the three forms of LRIG1 are capable of suppressing cell proliferation of gliomas via down-regulating signaling of EGFR. Both the
extracellular domains and the cytoplasmic domains of LRIG1 have independent biological functions, which give us an image of using
these fragments for human gliomas treatments.
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1.2 mfedd b4k NP2 TRk 20 i U251 48
AR e [ A SR O b AR I
JEPR A AR (WHO T2 3k H IRBHRR A . P FR 4
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