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Supplemental Figures 
Figure S1. Knockdown of SREBP1 or SREBP2 inhibits expression of lipogenic genes in colon cancer cells. (a) The real-time PCR analysis of SREBP1 and SREBP2 expression in control and knockdown HCT116 cells. Two different shRNA targeting sequences were used for knocking down SREBP1 or SREBP2. (b) Knockdown of SREBP1 and SREBP2 decreased the expression of genes related to fatty acid synthesis and metabolism in HCT116 cells. Data represent the mean  SD (* p < 0.001 and # p < 0.05 compared to sh-Control). 
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Figure S2. Knockdown of SREBP1 or SREBP2 inhibits cell proliferation and tumor spheroid formation in colon cancer cells. (a) Knockdown of SREBP1 or SREBP2 decreased the rate of proliferation in HCT116 cells. Equal number of control and SREBP knockdown cells were allowed to grow for 4 days and the number of cells were counted each day. Data represent the mean  SD (* p < 0.001 and # p < 0.05 compared to sh-Control).  (b) Knockdown of SREBP1 or SRBEP-2 decreased the formation of tumor spheroids in the stem cell suspension medium. Control and SREBP knockdown HCT116 cells were seeded as single cells in the stem cell suspension medium and the number of colonies formed was determined after 7 days. Data represent the mean  SD (* p < 0.001 compared to sh-Control). 
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Figure S3. Knockdown of SCAP inhibits cell proliferation and tumor spheroid formation in colon cancer cells. (a) Knockdown of SCAP decreased the expression of genes related to fatty acid synthesis and metabolism in DLD1 and Pt130 cells. Data represent the mean  SD (§ p < 0.01 and # p < 0.05 compared to sh-Control).  (b) Knockdown of SCAP decreased the rate of proliferation in DLD1 and Pt130 cells. Data represent the mean  SD (§ p < 0.01 and # p < 0.05 compared to sh-Control). (c) Knockdown of SCAP inhibited the formation of tumor spheroids in the stem cell suspension medium. Control and SCAP knockdown DLD1and Pt-130 cells were seeded as single cells in the stem cell suspension medium and the number of colonies formed was determined after 7 days. Data represent the mean  SD (¶ p < 0.0001 compared to sh-Control). (d) Knockdown of SCAP reduced the expression of genes associated with colon cancer stem cells. The relative expression of CD44, CD133, LGR5 and Axin2 mRNA was determined using real-time PCR in control and SCAP knockdown DLD1 and Pt130 cells. Data represent the mean  SD (§ p < 0.01 and # p < 0.05 compared to sh-Control).
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Figure S4. Gene Set Enrichment Analysis (GSEA) of SREBP expression in CRC patients. TCGA CRC RNA-seq dataset was first used to identify genes that have positive correlations with SREBP1 (gene name: SREBF1) and SREBP2 (gene name: SREBF2) expression. The GSEA was then performed to determine if SREBF1 and SREBF2 expression is associated with gene sets in the REACTOME and KEGG collections. The name of the gene sets and the corresponding normalized enrichment score (NES) and false discovery rate (FDR) are listed in the table (the cutoff for significance is set for FDR < 0.05).
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NAME NES FDR g-val
REACTOME_GLYCOLYSIS 26137 0.0000
KEGG_GLYCOLYSIS_GLUCONEOGENESIS 2.4760 0.0000
REACTOME_CITRIC_ACID_CYCLE_TCA_CYCLE 2.3399 0.0004
REACTOME_GLUCONEOGENESIS 2.3045 0.0004
REACTOME_CHOLESTEROL_BIOSYNTHESIS 2.3072 0.0005
REACTOME_PYRUVATE_METABOLISM_AND_CITRIC_ACID_TCA_CYCLE 2.2228 0.0007
REACTOME_GLUCOSE_METABOLISM 2.1996 0.0008

Gene sets [KEGG_FATTY_ACID_METABOLISM 2.0235 0.0061

associated KEGG_CITRATE_CYCLE_TCA_CYCLE 2.0197 0.0061

with [REACTOME_TRIGLYCERIDE_BIOSYNTHESIS 2.0050 0.0068
SREBF1 [REACTOME_TRIGLYCERIDE_BIOSYNTHESIS 2.0050 0.0068

expression REACTOME_TRIGLYCERIDE_BIOSYNTHESIS 2.0050 0.0068
REACTOME_TCA_CYCLE_AND_RESPIRATORY_ELECTRON_TRANSPORT 1.9912 0.0080
REACTOME_FATTY_ACYL_COA_BIOSYNTHESIS 1.9438 0.0124
REACTOME_SPHINGOLIPID_DE_NOVO_BIOSYNTHESIS 1.9281 0.0145
KEGG_SPHINGOLIPID_METABOLISM 1.9030 0.0173
REACTOME_METABOLISM_OF_LIPIDS_AND_LIPOPROTEINS 1.8701 0.0228
KEGG_ONE_CARBON_POOL_BY_FOLATE 1.8569 0.0251
REACTOME_ACYL_CHAIN_REMODELLING_OF_PG 1.8458 0.0268
REACTOME_CHOLESTEROL_BIOSYNTHESIS 3.0095 0.0000
REACTOME_TRIGLYCERIDE_BIOSYNTHESIS 2.6355 0.0000
KEGG_STEROID_BIOSYNTHESIS 2.5946 0.0000
REACTOME_METABOLISM_OF_LIPIDS_AND_LIPOPROTEINS 2.3273 0.0005
REACTOME_PI_METABOLISM 22763 0.0008
REACTOME_FATTY_ACYL_COA_BIOSYNTHESIS 2.2975 0.0008
REACTOME_FATTY_ACYL_COA_BIOSYNTHESIS 2.2975 0.0008

Gene sets [REACTOME _FATTY ACID_TRIACYLGLYCEROL AND_KETONE_BODY METABOLISM 2.2625 0.0009

ass“l’v‘i’t';ted REACTOME_SYNTHESIS_OF PIPS_AT THE PLASMA_MEMBRANE 20046 0.0019

sREBF2 |REACTOME_PHOSPHOLIPID_METABOLISM 2.0552 0.0074

expression|<EGG_FRUCTOSE_AND_MANNOSE_METABOLISM 2.0474 0.0080
KEGG_FATTY_ACID_METABOLISM 1.9465 0.0158
KEGG_CITRATE_CYCLE_TCA_CYCLE 1.9145 0.0180
REACTOME_PYRUVATE_METABOLISM_AND_CITRIC_ACID_TCA_CYCLE 1.8927 0.0191
REACTOME_GLYCEROPHOSPHOLIPID_BIOSYNTHESIS 1.7657 0.0329
REACTOME_GLUCOSE_METABOLISM 1.7226 0.0411
KEGG_GLYCEROLIPID_METABOLISM 1.7199 0.0412
KEGG_GLYCOLYSIS_GLUCONEOGENESIS 1.7145 0.0421
REACTOME_CITRIC_ACID_CYCLE_TCA_CYCLE 1.6842 0.0476
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