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Summary
Figure S1. Distribution of tumor exonic missense mutational burden (TEMMB) among 31
cancer cohorts in TCGA.

Figure S2. Outliers in exonic missense mutations in red. Outliers were defined as individuals
with the maximum observed TEMMB who had a TEMMB value greater than triple of the next
largest TEMMB value. Overall, 10 (0.1% of total) samples were excluded as outliers.

Figure S3. Correlations of tumor exonic missense mutation burden (TEMMB) to total exonic
mutational burden (TEMB) for each TCGA cancer cohort. Pearson’s r ranges from 0.88 to 1.

Figure S4. Representation of individual missense mutations in the cohort population. High
burden of recurrent mutations is observed among ACC, LAML, LGG, PCPG, THCA, THYM,
and UVM. There are no apparent individual recurrent mutations prevalent among the remaining
cancers.

Figure S5. A. TEMMB survival effects for all cohorts regardless of number of non-censored
events. B. Kaplan-Meier curves for pheochromocytoma and paraganglioma cancer (PCPG). Note
the low number of non-censored data points resulting in biased statistical significance.

Table S1. To test the robustness of the observed correlation, we tested excluding cohorts
at/below the 5™, 10", and 20™ percentiles, and tested two different thresholds of 1% and 5% for
defining mutation recurrence. The correlation was positive and statistically significant at all
tested conditions.
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Supplementary Figure 1. Distribution of tumor exonic missense mutational burden (TEMMB)

among 31 cancer cohorts in TCGA.
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Supplementary Figure 2. Outliers in exonic missense mutations in red. Outliers were defined as
individuals with the maximum observed TEMMB who had a TEMMB value greater than triple
of the next largest TEMMB value. Overall, 10 (0.1% of total) samples were excluded as outliers.
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Supplementary Figure 3. Correlations of tumor exonic missense mutation burden (TEMMB) to
total exonic mutational burden (TEMB) for each TCGA cancer cohort. Pearson’s r ranges from
0.88to 1.



Supplementary Figure 4

Percent of All Missense Mut. Percent of All Missense Mut. Percent of All Missense Mut.

Percent of All Missense Mut.

1

ACC

3 6 9 13 20

Chromosome

CHOL

LT T T T

3 6 9 13

Chromosome

GBM

T

1

T LT T LT LTI

3 6 9 13 20

Chromosome

KIRP

1

1

T T LT LT T LI

3 6 9 13

Chromosome

pual

Percent of All Missense Mut. Percent of All Missense Mut. Percent of All Missense Mut.

Percent of All Missense Mut.

BLCA

13 6

Chromosome

COAD

T LT T LT T T IITITIrTT

1 3 6 9 13

Chromosome

HNSC

T L T T LT T LT T IITITTl

13 6 9 13 20

Chromosome

LAML

PSPPSRy

1°3 6 9 13 20

Chromosome

Percent of All Missense Mut. Percent of All Missense Mut. Percent of All Missense Mut.

Percent of All Missense Mut.

BRCA

1

3

6

Chromosome

TT LT T T TITITIT

DLBC

T LT T LT T T I

6 9 13

Chromosome

KICH

T

1

3

T LT T LT LTIt

6 9 13 20

Chromosome

LGG

T

1

T

T

3

T LT T LT T It

6 9 13 20

Chromosome

Percent of All Missense Mut. Percent of All Missense Mut. Percent of All Missense Mut.

Percent of All Missense Mut.

CESC

1 3 ©

Chromosome

ESCA

T T LT T LT T T TITITITTT

13 6 9 13 20

Chromosome

KIRC

=T L T T

1 3 6

Chromosome

\II\IIIIIIHH(I)II\

LIHC

L T T LT T LT T TITIrari

13 6 9 13 20

Chromosome



LUAD LUSC ov PAAD

5 61 5 61 5 67 5 61
= = = =
g 54 § 51 g 5 g 5
5 41 5 41 3 41 3 41
Z 3- 2 34 2 3 2 34
< < < <
5 21 5 21 5 2 5 27
& 04 i oy & 0 e & 04 b g & 05 e et e
13 6 9 13 20 1 3 6 9 13 20 13 6 9 13 2 1 3 6 9 13 20
Chromosome Chromosome Chromosome Chromosome
PCPG PRAD READ SARC
£ 6 £ 6 £ 6 £ 6
= = = =
§ 5 A g 5 g 51 g 5 A
$ 41 $ 4 $ 4 3 44
7] ] [} 7]
Z 3- 2 34 2 34 2 34
< < < <
5 2 5 2 5 2] 5 2]
8 11 2 1 21 2 11
g O_ g 0_ 1 T T T LT T T T T nq-’ 0_ J) T T T T T T TTTTIITTT & 0_ i T T LT T I T TTTTTITrTT
1 3 6 9 13 20 13 6 9 13 2 1 3 6 9 13 20 13 6 9 13 20
Chromosome Chromosome Chromosome Chromosome
SKCM STAD THCA THYM
5 67 5 67 3 67 5 67
= = = =
8 0 g 0 g O 8 0
8 4- 8 4- 9 4- 2 4-
7] ] [} 7]
2 34 2 3- 2 3- 2 34
< < < <
5 2 5 2 5 2 5 21
g O’ T T T T T T T T T OTTTITTIOrTTT g 07 T T T T T T T T T TTITTImTTT g—’ 07 ) L \I\llf\.IIIIIIIIIIIII\ & O‘ ) 1 III\\II?IIIIIHHHII
1 3 6 9 13 20 13 6 9 13 20 1 3 6 9 13 20 1 3 6 9 13 20
Chromosome Chromosome Chromosome Chromosome
UCEC ucs UVM
5 61 R 3 61
3 5 S 5 35
2 4 2 4- 2 4-
7] ] [
2 34 2 34 2 3
< < <
5 2 5 2 5 2
g 11 g 11 g 11
€ ody i e & 0 o & 0 oo
13 6 9 13 2 13 6 9 13 2 1 3 6 9 13 2
Chromosome Chromosome Chromosome

Supplementary Figure 4. Cumulative missense mutations (with mutations aggregated as
independent variants if they produced identical amino acid changes) as a percent of all missense
mutations in the cohort pool. Pronounced peaks corresponding to mutations frequently recurring
within a particular cohort population are observed in ACC, LAML, LGG, PCPG, THCA,
THYM, and UVM. The remaining cohorts display flatter mutational profiles with fewer
pronounced recurring mutations.
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Supplementary Figure 5. A. TEMMB survival effects for all cohorts regardless of number of
non-censored events. B. Kaplan-Meier curves for pheochromocytoma and paraganglioma cancer
(PCPQG). Note the low number of non-censored data points resulting in biased statistical
significance.
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Supplementary Table 1

Pearson's r

Recurrence Definition

1%

Cohort Percentile g:: 8;3
Excluded by Number of '
10th 0.42
Noncensored Events
20th 0.49

0.43
0.55
0.55
0.66

Oth
5th
10th
20th

p value

Recurrence Definition

1% 5%
0.017 0.036
0.037 0.008
0.029 0.008

0.016 0.002



