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Figure S1. miRNA metric (A) Heatmap depicting the interactions between the experimentally validated miRNAs and
their targets in READ data. Here we show a small subset of the genes and miRNAs that make up our miRNA metric
for the TCGA-COAD dataset. These were acquired by first taking the overlap of the miRNAs from miRMap and
dbDEMC 2.0. Then these common miRNAs were submitted to the TargetScan database, and these miRNAs’ top N gene
targets were returned. The number of times each miRNA interacted with each gene was then calculated by simply
increasing the number for a gene by one if it interacted with a particular miRNA. Red is high binding; blue is low
binding. Once all miRNA-target pairs were evaluated, the genes were ranked from the greatest number of interactions
to the fewest. This score was then normalized to between 0 and 1. (B) Example of some of the top gene targets for the
COAD dataset.
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Figure S2. Pseudo-temporal ordering analysis. (A) UMAP of gene expression of 30 randomly selected epithelial (E)
annotated genes (left panel). UMAP of gene expression of 30 randomly selected mesenchymal (M) annotated genes
(center panel). UMAP of gene expression of 4 hallmark EMT genes that represent E (CDH1) or M (VIM, VIMP, ZEB1)
gene expression states in the Li et al data (right panel). (B) UMAP of Li et al data colored by pseudotime values based
on the gene expression profile of VIM (left). Histograms of the distributions of the Spearman correlation coefficients
between gene expression levels and pseudotime values for all E annotated (center) or M annotated (right) genes.
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Figure S3. LASSO regularization gives the best performance. Heatmaps showing our grid searches at several different
values of alpha for (A) 0, (B) 0.5, and (C) 1. We plot the mean 10-fold cv at each combination of miRNA and miRNA

target number.
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Figure S4. Determination of Ideal miRNA and miRNA target values. Heatmaps showing our grid searches of many
combinations of miRNAs and miRNA targets for (A) TCGA-COAD and (B) TCGA-READ. We send each combination
of miRNAs and miRNA targets through our pipeline, and then we send the ideal number of genes in each integrated
list of genes from our model into the LASSO Cox model for TCGA-COAD and TCGA-READ datasets. The gene size
for TCGA-COAD is 2,500, and the gene size for TCGA-READ is 600. We then plot the concordance index of each
combination.
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Figure S5. CCsc MMS Uses Comparable Gene Set Size to Existing Methods. (A) We ran each method at optimal gene
set size and then extracted the non-zero betas from the LASSO penalized Cox model (i.e., Active genes). We see that,
on average, CCsc has a much higher concordance index than other methods while using approximately the same

number of genes. We also see this in TCGA-READ (B)
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Figure S6. CCsc MMS Outperforms other Methods in Non-TCGA CRC Data. We performed the same analysis on a
non-TCGA CRC dataset. We found that CCsc MMS continues to outperform its individual components (A).
Additionally, it outperformed all other methods on this new dataset (B).
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Figure S7. Highly Ranked Gene Targets Show Reduced Expression Level. Each of the top performing genes in our
signatures showed much reduced expression compared to the mean of all genes present in the (A) TCGA-COAD and
(B) TCGA-READ datasets respectively. This was true for both the top genes that were found to increase patient risk
(left panels) and to decrease patient risk (right panels). Horizontal red line denotes the mean expression of each dataset.



Gene Directly Regulated Indirectly Regulated Citation
ZNF705D N N N/A
UNC5D Y N [1]
TP53TG3D Y Y 2]
ST6GALNAC3 Y N [3]
RSPH10B N N N/A
KCNC1 Y N [4]
HS6ST3 Y N [5]
FAM182A N N N/A
FABP7 N Y 6]
DNAJC5G N N N/A
ZNF425 N N N/A
UMODL1 N N N/A
RN7SKP203 N N N/A
PPIAP16 N N N/A
PLXNA4 Y N [7]
MFAP3L Y N 8]
LGSN N N N/A
GRAMDA4P2 N N N/A
FMO1 N N N/A
ENPP7P6 N N N/A
DUSP26 N Y [9]
DGKB Y N [10]

Table S1. Genes Identified by Model Regulated by miRNA. Genes are either directly or indirectly regulated by

miRNAs.
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