Supplementary Figure 1
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Supplementary Figure 1. Distribution of correlation coefficients and mutation counts for
all tested genes within 33 tumor types. For each tumor type, correlation coefficients and p-
values between all observed genes and total mutation counts are shown (left axis for p-values,
red dot: 77N, black dot: others) (right axis for mutation number, blue dot: 77N, grey dot:

others).
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Supplementary Figure 2
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Supplementary Figure 2. Simulations using random combinations of multiple genes (100,000
times for each set) in comparison to TTN-TMB. N* indicates the number of genes in a given
combination.



Supplementary Figure 3

Pan-cancer correlation analysis* (n=10,224, 33 cancer types)
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Supplementary Figure 3. Overall study design. Detailed correlation analysis (*) procedures
are described in Supplementary Figure 4.



Supplementary Figure 4

Correlation analysis

18t step. Generate Genes x Samples matrix.

2"dstep.

Total mutation counts

Sample #1 Sample #2 Sample #n

Gene #1 _

Gene #2

Gene #m

Total
mutation _
count

Evaluate correlation, and repeat for all genes.

rho=xx
P=XX

Mutation counts of Gene #1

3" step. Summarize rho and p for m genes.

rho p
Gene #1 XX XX
Gene #2
Gene #m

Supplementary Figure 4. Detailed procedure of the correlation analysis.
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Supplementary Table 2. Comparison between TTN sequencing and targeted gene panel sequencing

TTN sequencing

Targeted sequencing (OncoPanel
AMC v3)

Cost

| 300 USD (352,850 KRW) |

300 USD (352,850 KRW)

Size

Target territory (base pair)

107,976

903,542

Total reads (mean + SD)

2,422,547 + 430,671.9

9,015,647 + 1,205,894

Mean target coverage (mean = SD)

296.7652 + 102.4071

165.5416 + 42.42927)

Percent target bases of 100X (mean

0.953154 + 0.1122055

0.7386273 + 0.1345896

+ SD)
Time
From raw fastq to final bam 5m 35s + 58s 9m 7s £ 1m 21s
(8 cores used in mapping)
Variant calling 44s + 12s 3m 20s + 42s

SD, standard deviation




Supplementary Table 3. The 33 cancer types from TCGA.

Cancer types Disease name No. of patients .MSl stat_us . MSI N tatus . Note
information  without NA, indeterminiate
1 ACC Adrenocortical carcinoma 92
2 BLCA Bladder urothelial carcinoma 411
3 BRCA Breast invasive carcinoma 1,020
4 CESC Cervical and endocervical cancers 289
5 CHOL Cholangiocarcinoma 36
6 COAD Colon adenocarcinoma 406 yes 402 CRC
7 DLBC Lymphoid neoplasm diffuse large B-cell lymphoma 37
8 ESCA Esophageal carcinoma 184
9 GBM Glioblastoma multiforme 393
10 HNSC Head and neck squamous cell carcinoma 507
11 KICH Kidney chromophobe 66
12 KIRC Kidney renal clear cell carcinoma 369
13 KIRP Kidney renal papillary cell carcinoma 281
14 LAML Acute myeloid leukemia 141
15 LGG Brain lower grade glioma 512
16 LIHC Liver hepatocellular carcinoma 363
17 LUAD Lung adenocarcinoma 567
18 LUSC Lung squamous cell carcinoma 485
19 MESO Mesothelioma 82
20 oV Ovarian serous cystadenocarcinoma 412
21 PAAD Pancreatic adenocarcinoma 177
22 PCPG Pheochromocytoma and paraganglioma 179
23 PRAD Prostate adenocarcinoma 497
24 READ Rectum adenocarcinoma 150 yes 150 CRC
25 SARC Sarcoma 236
26 SKCM Skin cutaneous melanoma 466
27 STAD Stomach adenocarcinoma 439 yes 439
28 TGCT Testicular germ cell tumors 145
29 THCA Thyroid carcinoma 492
30 THYM Thymoma 123
31 UCEC Uterine corpus endometrial carcinoma 530 yes 520
32 ucs Uterine carcinosarcoma 57 yes 56
33 UVM Uveal melanoma 80
10,224 1,567




Supplementary Data 1. Correlation coefficient of all tested genes for each tumor type.

Supplementary Data 2. The most highly mutated genes for each tumor type.

Supplementary Data 3. Result of correlation analysis in TCGA colorectal cancer (CRC)

cohort.



