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Legend
braf gene analysis result g abnormal normal null
colon polyps present [ no yes null
histological type  Jj colon mucinous adenocarcinoma null
history of colon polyps  Jij no yes null
history of neoadjuvant treatment g no yes null
kras mutation found g no yes null
expression of mismatch repair genes [j msh2-expressed msh6-expressed [ msh6-not expressed pms2-expressed [ pms2-not expressed null
lymphatic invasion no yes null
microsatellite instability i no yes null
pathologic m m0 m1 g mia g mib g mx null
pathologic n n0 ni nia n1b nic n2 [ ] n2a ] n2b null
pathologic t t1 t2 3 t4 t4a t4b p tis null
perineural invasion present i no yes null
synchronous colon cancer present [ no yes null
gender g female male null
tumor stage stage i stage ia stage ii stage iia stage iib stage iic | stageiii g stageiia g stageiib g stage iiic
I stageiv g stageiva g stage ivb null

tumor stage simplified

stage 1 stage 2 | stage 3 g stage 4 null

sample type | metastatic g primary tumor g recurrent tumor solid tissue normal
copy number T -2: homozygous deletion = -1: single copy deletion = 0: diploid normal = +1: low-level amplification * +2: high-level amplification
statistics p>=005 *p<005 *p<0.01 ***p<0.001



Figure S1. The EMILIN-2 gene is methylated in CRC. Epigenetic landscape of the EMILIN-2 gene and clinical and
molecular parameters characterizing the COAD cohort (477 colorectal cancer patients) from the Cancer Genome Atlas
(TCGA), as assessed by MEXPRESS (accessed on 12 March 2021). The analyses are in relation to the levels of
EMILIN-2. The Pearson correlation coefficients are reported on the right and highlight a significant correlation between

the expression of the EMILIN-2 gene, the methylation probes, and the corresponding clinical parameters.
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Figure S2. The expression of EMILIN-2 is variable among CRC patients. Stratification of the patients of the TCGA
COAD cohort based on the EMILIN-2 protein levels; molecular and clinical parameters are indicated and detailed on

the bottom. The heat map shows the levels of the 2000 most variable genes.
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Figure S3. The higher tumor rate in Emilin-2"- mice does not hinge on the activation of the Wnt/B-Catenin
pathway. A, Representative Western blot analyses (left) and quantification (right) of B-catenin activation in the healthy
(h) and tumoral (t) colonic mucosa of wild type (wt) and Emilin-2"~ (E2”") mice; n=3. B, Relative expression levels of
c-Myc (left) and Cyclin D1 (CycD1, right) in the healthy and tumoral colonic mucosa of wild type (wt) and Emilin-2""
(E277) mice. C, Representative images (left) and quantification (right) of the Ki67 stainings performed on adenomas
developed in wild type (wt) and Emilin-2"~ (E2”") mice. Blue: nuclei; green: Ki67, scale bar=50 um. Graphs represent
the mean + SD of at least three independent experiments; in A and B, P values were obtained using the one-way

ANOVA test and in C the paired Student’s t-test; *P<0.05, **P<0.01, n.s.: P>0.05.



