[image: F:\0 实验\The therapeutic effect of NEDD4 targeting in gastric cancer with high activation of IGF signaling\投稿\oncogene\figures\fig.s1.tif]
Figure. S1. An IRS1-PTEN axis is required for proliferation of IGF1R-dependent GC cells. A Western blot analysis of p-Akt s473, t-Akt, PTEN, and β-actin expression in BGC823 treated with DMSO and OSI906 (2μg/ml, 48h). B Western blot analysis of IRS1 in the IRS1 stable knockdown cell lines BGC823 and SGC7901. C Cell viability detection of BGC823 and SGC7901 cells after IRS1 knockdown by CCK-8 assay. Cell proliferative capacity detection of BGC823 and SGC7901 after IRS1 knockdown by D plate clone formation assay and E EdU assay. ***p < 0.001, **p < 0.01, *p < 0.05.
[image: F:\0 实验\The therapeutic effect of NEDD4 targeting in gastric cancer with high activation of IGF signaling\投稿\CDD\figures\The therapeutic effect of NEDD4 targeting in gastric cancer with high activation of IGF signaling\3\fig.s2.tif]

Figure. S2 NEDD4 promotes proliferation of IGF1R-dependent GC cells. Cell viability detection of BGC823 cells after NEDD4 knockdown by CCK-8 assay (A) and EdU assay (B). ***p < 0.001, **p < 0.01, *p < 0.05, ns >0.05.
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Figure. S3 The prognostic value of the IGF1-R/NEDD4/IRS1/PTEN/AKT axis in GC. A Correlation of NEDD4 with the IGF1/IGF1R/IRS1 axis in GC in TCGA dataset. B Kaplan–Meier analysis of the correlation between IGF1, IGF1R, IRS1, and NEDD4 expressions and FP and PPS of GC patients. ***p < 0.001, **p < 0.01, *p < 0.05, ns p>0.05.
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