SUPPLEMENTAL FIGURE LEGENDS

Supplementary Figure S1. Hyperactivation of Ras or MEK signaling leads to cell division defects. (A) Representative examples of abnormal cell divisions in IEC-6 cells infected for two weeks with H-RasV12. (B) Quantification of cell division defects in IEC-6 cell populations expressing empty vector (n=44), MEK1DD (n=80) or H-RasV12 (n=92) two weeks post-infection. Arrow, intercellular bridge.

Supplementary Figure S2. Oncogenic activation of Ras upregulates Aurora A expression in Cdh1GT/GT MEFs. (A) Immunoblot analysis of proliferating control (WT) or Cdh1GT/GT MEFs infected with vector or H-RasV12 (n=3). (B) Representative cell cycle profiles of MEFs infected for 7 days with vector or H-RasV12 (n=3). (C) Proportion of cells with >4N DNA content (n=3). ***, P < 0.005.

Supplementary Figure S3. Hyperactivation of ERK1/2 signaling by oncogenic Ras downregulates Fbxw7 expression in mammary epithelial MCF10A cells. Immunoblot analysis of MCF10A cells infected with vector or H-RasV12 and treated or not with PD184352.

Supplementary Figure S4. Generation of a transgenic mouse model conditionally expressing activated MEK2DD in the intestine. (A) Schematic diagram of the doxycycline-inducible MEK2DD transgenic construct. (B) Immunoblot analysis of intestinal tissue extracts from Villin-rtTA;MEK2DD bitransgenic mice treated as follow: not induced (NI); induced with 100 g/ml doxycycline for 7 days followed by removal of  doxycycline for 14 days (100-R); induced with 100 g/ml (100) or 500 g/ml (500) doxycycline for 7 days.

Supplementary Figure S5. Fbxw7 isoforms regulate the accuracy of cell division. (A) Representative cell cycle profiles of IEC-6 cells transfected with siRNAs targeting Fbxw7 or Fbxw7 isoform (n=4). (B) Proportion of cells in each cell cycle phase (n=3). ns, non significant; *, P < 0.05; **, P < 0.01; ***, P < 0.005.

Supplementary Figure S6. Fbxw7 isoform specifically regulates Aurora A levels in MCF10A cells. (A) Immunoblot analysis of proliferating MCF10A cells transfected with siRNAs targeted to Fbxw7, Fbxw7, Fbxw7 or Fbxw7 common exon 10 (n=3). (B) Quantitative PCR analysis of Fbxw7 isoforms mRNA levels in MCF10A cells treated as in A. Mean ± SEM (n=3). (C) Representative cell cycle profiles of MCF10A cells transfected with siRNAs specifically targeting Fbxw7 isoforms or the common exon 10 (n=3). (D) Proportion of cells in each cell cycle phase (n=3). (E and F) Proportion of cells expressing p-H3 (E) or having >4N DNA content (F) in MCF10A cells transfected with indicated Fbxw7 siRNAs. Results are expressed as mean ± SEM (n=3). ns, non significant; *, P < 0.05; **, P < 0.01; ***, P < 0.005.
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