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Abstract: Objective To explore the relationship between epidermal growth factor receptor (EGFR) nuclear internaliza-
tion regulated by Tat interacting protein 30 (Tip30) and intranuclear EGFR target molecule or gene to provide a basis for
targeted therapy directing to EGFR molecule. Methods The wild type Balb/c¢ mice ( Tip30 +/ + , control group) and
knockout gene and Balb/c¢ pure background( Tip30 —/ — ) mice (n =6 each) were adopted as animal model. All experi-
mental mice were killed 18 months after feeding, and the lung tissues were taken for preparing tissue section via formalin
fixation, Alcohol dehydration and paraffin embedding. The histological examination,immunohistochemistry assay, immuno-
fluorescence assay, cultured cells in vitro immunofluorescence/laser confocal detection, Western blotting, CCK8 method for
cell inhibition assay in vitro, fluorescence quantitative PCR detection and gene chip database analysis were made. Results
Knockout of Tip30 gene can promote proliferation of lung epithelial cells and up-regulate the expression of cyclin D1. After
transfection , Tip30-SH1 and Tip30-SH2 cells inhibited the expression of Tip30 gene. Tip gene inhibition induced EGFR re-
tention in early endosomes. The epidermal growth factor (EGF) treatment could induce nuclear internalization of Tip30
cells. Tip30 gene inhibition may promote EGF-induced EGFR cell nuclear internalization. Tip30 protein can be gathered in
the early endosomes. Conclusions Tip30 gene inhibits can interfere EGFR sorting, inhibited EGFR degradation induced
by EGF,delay EGFR downstream signaling molecule activation time, promote EGF-induced EGFR cell nuclear internaliza-
tion, promote the growth of lung cancer cells,but its association with the activation of EGFR signaling passage is weak.
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