Supplementary Figure 1. (A) Representative bolts and quantification to show the protein levels of SIAH1. (B) Image and quantification of the EdU incorporation assay performed in HCC cells upon downregulation of SIAH1. (C) Image and quantification of the colony formation assay with SIAH1 downregulated Huh7 and MHCC97H cells. (D) Image and quantification of the transwell migration and invasion assay with SIAH1 downregulated Huh7 and MHCC97H cells. (E) Image and quantification of the wound healing assay performed in Huh7 and MHCC97H cells upon downregulation of SIAH1. (F) Representative bolts and quantification to show the protein levels of SIAH2. (G) Image and quantification of the EdU incorporation assay performed in HCC cells upon overexpression of SIAH2. (H) Image and quantification of the colony formation assay with SIAH2 upregulated Huh7 and MHCC97H cells. (I) Image and quantification of the transwell migration and invasion assay with SIAH2 upregulated Huh7 and MHCC97H cells. (J) Image and quantification of the wound healing assay performed in Huh7 and MHCC97H cells upon overexpression of SIAH2. *P < 0.05, **P < 0.01, ***P < 0.001.
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Supplementary Figure 2. (A and B) Representative bolts and quantification to show the protein levels of SIAH1. (C) Image and quantification of the EdU incorporation assay showed overexpression of PEG10 effectively restored the cell proliferation induced by upregulation of SIAH1. (D) Image and quantification of the wound healing assay showed overexpression of PEG10 effectively restored the cell migration induced by upregulation of SIAH1. (E) Image and quantification of the EdU incorporation assay showed knocking down of PEG10 effectively inhibited the cell proliferation induced by downregulation of SIAH1. (F) Image and quantification of the wound healing assay showed knocking down of PEG10 effectively inhibited the cell migration induced by downregulation of SIAH1. *P < 0.05, **P < 0.01, ***P < 0.001.
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Supplementary Figure 3. (A and B) Representative bolts and quantification to show the protein levels of SIAH1. (C) Image and quantification of the EdU incorporation assay showed knocking down of PEG10 effectively inhibited the cell proliferation induced by upregulation of SIAH2. (D) Image and quantification of the wound healing assay showed knocking down of PEG10 effectively inhibited the cell migration induced by upregulation of SIAH2. (E) Image and quantification of the EdU incorporation assay showed overexpression of PEG10 effectively restored the cell proliferation induced by downregulation of SIAH2. (F) Image and quantification of the wound healing assay showed overexpression of PEG10 effectively restored the cell migration induced by downregulation of SIAH2. *P < 0.05, **P < 0.01, ***P < 0.001.
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Supplementary Figure 4. (A) Representative bolts and quantification to show the protein levels of PEG10 in cells expressing wild-type SIAH1 or SIAH1-C44S. (B) Representative bolts and quantification to show the protein levels of PEG10 in cells expressing wild-type SIAH2 or SIAH2-H99A/C102A. (C) Image and quantification of the Transwell assays in cells expressing wild-type SIAH1 or SIAH1-C44S. (D) Image and quantification of the Transwell assays in cells expressing wild-type SIAH2 or SIAH2-H99A/C102A. (E) Image and quantification of the colony formation assay in cells expressing wild-type SIAH1 or SIAH1-C44S. (F) Image and quantification of the colony formation assay in cells expressing wild-type SIAH2 or SIAH2-H99A/C102A. *P < 0.05, **P < 0.01, ***P < 0.001.
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Supplementary Figure 5. (A) Representative bolts and quantification to show the protein levels of PEG10 in cells expressing His or His-SIAH1 and wide-type PEG10 or PEG10 mutant K36R or K170R. (B) Representative bolts and quantification to show the protein levels of PEG10 in cells expressing His or His-SIAH2 and wide-type PEG10 or PEG10 mutant K19R or K36R or K155R. (C) CHX chase assay to test the protein stability of wide-type PEG10, PEG10 mutant K36R, and K19R&K155R&K170R. (D and E) Image and quantification of the Transwell assays in cells expressing wild-type PEG10 or PEG10 mutant K36R, and K19R&K155R&K170R. (F) Image and quantification of the colony formation assay in cells expressing wild-type PEG10 or PEG10 mutant K36R, and K19R&K155R&K170R. *P < 0.05, **P < 0.01, ***P < 0.001.
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