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Supplementary Figure 1. Distribution of VR:D in somatic mutations categories in CGC vs. 
non-CGC genes based on their predicted effect on the protein function: (a) Premature 
terminating variants, PTVs, (b) Missense variants (c) Non-coding variants. In the majority   of 
the comparisons, higher VR:D was estimated in the CGC genes.
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Supplementary Figure 2. a. 
Correlation between VR:D and 
pathogenicity score predicted 
through FATHMM for non-
CGC variants, and (b) for 
CGC variants. c. Distribution 
of VR:D in pathogenic vs. 
neutral somatic variants as 
assessed by FATHMM. d. 
Correlation between VR:D and 
PolyPhen score for non-CGC 
variants, and (e) for CGC 
variants. f. Correlation 
between VR:D and GERP 
score for non-CGC variants, 
and (g) for CGC variants. h. 
Correlation between VR:D and 
GERP score for non-CGC 
variants, and (i) for CGC 
variants. 



Supplementary Figure 3. Analyses of variant allele frequency adjusted through ESTIMATE-
assessed purity (eVR:D). a. Correlation between variant allele fraction and gene expression 
change. b. Distribution of variant allele frequency  of CGC- and non-CGC somatic variants . 
c. Distribution of variant allele frequency in PTVs in CGC and those in non-CGC. d. 
Distribution of variant allele frequency in somatic variants that generate a new TFBS and 
those that destroy an existing TFBS. The results are co-directional with the other purity 
adjusted estimations.
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Supplementary Figure 4. Analyses of variant allele frequency adjusted through IHC-
assessed purity (iVR:D). a. Correlation between variant allele fraction and gene expression 
change. b. Distribution of variant allele frequency  of CGC- and non-CGC somatic variants . 
c. Distribution of variant allele frequency in PTVs in CGC and those in non-CGC. d. 
Distribution of variant allele frequency in somatic variants that generate a new TFBS and 
those that destroy an existing TFBS. The results are co-directional with the other purity 
adjusted estimations.



Supplementary Figure 5. Analyses of variant allele frequency adjusted through 
ABSOLUTE-assessed purity (aVR:D). a. Correlation between variant allele fraction and gene 
expression change. b. Distribution of variant allele frequency of CGC- and non-CGC somatic 
variants . c. Distribution of variant allele frequency in PTVs in CGC and those in non-CGC. d. 
Distribution of variant allele frequency in somatic variants that generate a new TFBS and 
those that destroy an existing TFBS. The results are co-directional with the other purity 
adjusted estimations.
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Supplementary Figure 6. Analyses of variant allele frequency adjusted through LUMP-
assessed purity (lVR:D). a. Correlation between variant allele fraction and gene expression 
change. b. Distribution of variant allele frequency  of CGC- and non-CGC somatic variants . 
c. Distribution of variant allele frequency in PTVs in CGC and those in non-CGC. d. 
Distribution of variant allele frequency in somatic variants that generate a new TFBS and 
those that destroy an existing TFBS. The results are co-directional with the other purity 
adjusted estimations.
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Supplementary Figure 7. Analyses of variant allele frequency (relative to DNA, cVR:D) 
adjusted for purity using the Consensus Purity Estimation (CPE). a. Correlation between 
variant allele fraction and gene expression change. b. Distribution of variant allele frequency  
of CGC- and non-CGC somatic variants . c. Distribution of variant allele frequency in PTVs in 
CGC and those in non-CGC. d. Distribution of variant allele frequency in somatic variants 
that generate a new TFBS and those that destroy an existing TFBS. The results are co-
directional with the other purity adjusted estimations.
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Supplementary Figure 8. Distribution of 
the absolute values of the segment mean 
(log2(copy-number/2)) assessments for 
CNAs in the loci of the SNVs analyzed in 
our study between CGC and non-CGC 
genes in the entire dataset (a), in the 
subsets of SOM-E (b) and SOM-L (c) 
somatic variants, and in the subsets of 
SOM-E PTVs (d) and SOM-L PTVs (e). 
None of these comparisons showed 
significantly different distribution of the 
segment mean absolute values between 
SNVs in CGC and non-CGC genes.



Supplementary Figure 9a. Correlation between variant allele frequency (VAFtRNA, left, tVR:D, right) in 
all somatic variants (top), CGC  somatic variants (middle) and non-CGC somatic variants (bottom) with 
segment mean (log2(copy-number/2)) assessments for CNAs in the SNV-harboring loci. No positive or 
negative correlation was observed in any of the subsets.



Supplementary Figure 9b. Correlation between variant allele frequency (VAFtRNA, left, tVR:D, right) in 
somatic PTVs in CGC  genes (top) and non-CGC genes (bottom) with segment mean (log2(copy-
number/2)) of the harboring loci. No positive or negative correlation was observed in any of the 
subsets.


