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Number of Genes | Threshold Pearson Pearson
(Panel mean length) | mut/Mb ‘ Pearson | Hioh TMB ‘ Low TMB ‘ PPV ‘ v ‘ TR ‘ NPV ‘ ™ ‘ kP ‘ ™ ‘ FN
5 0.93 0.17 0.83 | 047 | 091 | 0.70 | 11.9 | 29 | 31.3 | 13.1
10 0.90 0.25 0.94 | 0.69 | 098 | 096 | 11.1 | 0.78 | 452 | 1.93
50 (0.27) 20 0.94 0.90 0.31 0.95]0.79 | 096 | 095 | 94 | 0.5 | 46.5 2.5
25.29 0.89 0.36 093 | 087 | 098 | 097 | 9.5 0.8 | 47.1 14
34.66 0.89 0.56 0.88 | 0.84 | 097 | 097 | 84 1.2 | 478 1.5
5 0.96 0.24 0.86 | 0.52 | 0.93 | 0.73 | 13.04 | 2.2 | 31.78 | 11.96
10 0.95 0.34 097 | 092 | 0.99 | 098 | 11.91 | 0.39 | 45.61 | 1.09
100(0.55) 20 0.97 0.94 0.42 0.98 | 0.88 | 0.97 | 0.97 | 10.63 | 0.23 | 46.77 | 1.37
25.29 0.94 0.49 0.95 ] 0.85{ 0.99 | 0.99 | 1049 | 0.64 | 47.36 | 0.5
34.66 0.94 0.69 0911092 | 098 | 098 | 9.2 |1.01 4799 | 0.78
5 0.98 0.33 0.88 | 056 | 094 | 0.75 | 141 | 2.1 | 319 | 109
10 0.97 0.45 0.98 | 0.96 | 0.99 | 0.99 | 12.53 | 0.2 | 4578 | 0.5
200(1.09) 20 0.98 0.97 0.54 0.99 | 0.94 1 0.98 | 11.27 | 0.07 | 46.93 | 0.73
25.29 0.97 0.62 0.96 | 0.99 | 0.99 1 10.88 | 0.52 | 47.48 | 0.12
34.66 0.97 0.80 0.93 1096 | 098 | 0.99 | 9.61 | 0.73 | 48.27 | 0.39
5 0.99 0.39 0.88 | 0.59 | 0.94 | 0.76 | 4.85 | 2.08 | 31.92 | 10.15
10 0.98 0.53 0.99 | 098 | 0.99 | 0.99 | 12.79 | 0.18 | 45.81 | 0.2
300(1.64) 20 0.99 0.98 0.62 1 0.95 1 0.99 | 11.44 | 0.02 | 46.98 | 0.56
25.29 0.98 0.69 0.96 | 0.99 | 0.99 1 10.94 | 0.49 | 47.51 | 0.06
34.66 0.98 0.86 0.95 1097 | 099 | 099 | 9.74 | 0.57 | 4843 | 0.25

Table S1. Table of correlation between WES TMB and TMB computed using random mutated genes panels of different sizes. For each group of panels, we
have calculated the mean of correlation, PPV, TPR, TNR and NPV. The analysis have been performed for each threshold considered in the paper.

Number of Genes | Threshold Pearson Pearson

(Panel mean length) | mut/Mb | Y627 | tigh TMB | Low T™MB | LT Y | TPR | TNR | NPV | TP | FP | TN | FN
5 0.99 0.77 0951|076 | 0.97 | 0.85 | 19 1 33 6 ‘

10 0.98 0.89 1 1 1 1 131]01]46] 0

500 (6.44) 20 0.99 0.98 0.93 1 1 1 1 12101471 0
25.29 0.98 0.95 0.92 1 0.98 1 Iy 114710

34.66 0.98 0.97 1 1 1 1 10 0]49] 0

5 0.99 0.74 091 | 08 | 094|086 |20 | 2 |32] 5

10 0.98 0.88 1 1 1 1 13]01]46] 0

409 (5.49) 20 0.99 0.98 0.92 1 1 1 1 121 0 | 47 0
25.29 0.98 0.94 0.92 1 0.98 1 11 1 47 0

34.66 0.98 0.96 1 1 1 1 10 0 | 49 0

5 0.98 0.70 091 | 0.80 | 094 | 0.86 | 20 | 2 | 32 5

10 0.98 0.85 1 1 1 1 131 0 | 46 0

300 (4.28) 20 0.99 0.98 0.90 1 1 1 1 12101471 0
25.29 0.98 0.93 0.92 1 0.98 1 Iy 114710

34.66 0.98 0.96 091 1 0.98 1 101 48]0

5 0.98 0.65 086 | 0.76 | 091 | 0.84 | 19| 3 | 31 | 6

10 0.97 0.82 1 1 1 1 12| 0 | 47 0

200 (3.05) 20 0.98 0.97 0.88 1 1 1 1 1210 1[47] 0
25.29 0.97 0.91 0.92 1 0.98 1 11 1 47 0

34.66 0.97 0.94 091 1 0.98 1 10 1 48 0

5 0.97 0.60 0.87 | 0.80 | 091 | 0.86 | 20 | 3 | 31 | 5

10 0.97 0.79 1 1 1 1 131 0 | 46 0

100 (1.8) 20 0.98 0.97 0.86 1 1 1 1 121 0 | 47 0
25.29 0.97 0.89 0.92 1 0.98 1 11 1 47 0

34.6 0.96 0.92 091 1 0.98 1 10| 1 ]48] 0

5 0.96 0.55 1 0.76 1 085 |19| 0 | 34| 6

10 0.95 0.73 1 1 1 1 1310146 0

50 (1.08) 20 0.97 0.95 0.81 1 1 1 1 1210 (470
25.29 0.95 0.86 0.92 1 0.98 1 1| 11]147]0

34.66 0.95 0.88 0.91 1 0.98 1 10 1[40

Table S2. Most Frequently mutated genes panels correlation. Patients number: Threshold 5 mut/Mb 126 H-TMB, 172 L-TMB; Threshold 10 mut/Mb 66
H-TMB, 232 L-TMB; Threshold 20 mut/Mb 60 H-TMB, 238 L-TMB; Threshold 25.29 mut/Mb 58 H-TMB, 240 L-TMB; Threshold 34.66 mut/Mb 51 H-TMB,
247 L-TMB. PPV, TPR, TNR and NPV of all colon cancer thresholds have been calculated with logistic regression for all panels with the most mutated genes.
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Threshold ‘ Pearson ‘ H‘;geﬁr;g‘q‘]} ‘ [Pearson ‘ PPV ‘ TPR ‘ TNR ‘ NPV ‘ TP ‘ FP ‘ TN ‘ FN

3.6 092 040 086062000 [070 [ 18 3 [26 11
—5 ] 092 042 087 1052 094 [0 T3 T2 132112
— 0 089 04T 1093 T T098 T T3 T 4570
— 20— 093 088 056 T T T (12101470
—203a 088 056 T T T 121047 t0
—2539 087 062 09T 09T [098 098 [T0 1 T 147 1
— 3466 0.86 0751090090 [ 098 098 T 9 T T 148 1

Table S3. Correlation between WES and AmpliSeq for Illumina Comprehensive Cancer Panel. PPV, TPR, TNR and NPV of all colon cancer thresholds have
been calculated with logistic regression for AmpliSeq for [llumina Comprehensive Cancer Panel

Pearson | Pearson
Pearson H-TMB | L-TMB PPV | TPR | TNR | NPV | TP | FP | TN | FN
UCEC-UCS 0.98 0.98 0.77 1.00 | 0.93 1 095 | 42| 0 | 62 | 3
STAD 0.97 0.97 0.79 088 | 094 | 097 | 098 | 15| 2 | 64 1
COAD 0.97 0.96 0.74 1 0.83 1 096 | 10 | O | 46 | 2
SKCM 0.98 0.98 0.86 090 | 0.88 | 0.88 | 0.86 | 45 | 5 | 36 | ©
BLCA 0.93 0.95 0.74 1.00 | 0.78 1 097 | 7 0 | 72 2
CESC 0.99 0.99 0.70 0.87 | 0.87 | 098 | 098 | 7 1 50 1
LUSC 0.91 0.89 0.78 094 |1 072 | 099 | 092 | 16 | 1 75 | 6
LUAD 0.95 0.90 0.89 0.74 | 0.83 | 091 | 094 |20 | 7 | 70 | 4
LIHC 0.90 0.83 0.79 1.00 | 0.50 1 099 | 1 0 | 77 1
THCA 1 1 0.87 1.00 | 0.50 1 099 | 1 0 | 9 1
ov 0.92 0.88 0.80 062 | 071 | 092 | 094 | 5 3 133 2
ESCA 0.84 0.86 0.79 050 | 0.75 | 091 | 097 | 3 3129 1
PRAD 0.99 1 0.55 NA 0 1 099 | O 0 | 97 1
PAAD 1 1 0.65 1 1 1 1 1 0 | 33 0
KIRC 0.98 1 0.60 1 1 1 1 1 0|66 | 0O
KIRP 0.83 0.98 0.74 0 0 096 | 098 | O 2 | 54 1
ACC 0.94 0.93 0.81 NA 0 1 098 | O 0 | 43 1
Table S4. Correlation, Precision, and Recall of each TCGA tumor between TMB analyzed with the panel built with the 44 most mutated genes and WES TMB

using threshold 20 mut/Mb.The table also reports the True Negative Rate, Negative Predicted Value, and the confusion matrix for each cancer type.

1 SUPPLEMENTARY DATA

In Table. [S3]| we describe the results of the AmpliSeq for Illumina Comprehensive Cancer Panel. The
correlation is very high without splitting the patients into H-TMB and L-TMB groups. However, while
it stays stable for the H-TMB patients, the correlation strongly decreases for the L-TMB one. The
comprehensive panel properly partitions the patients into High and Low TMB using logistic regression,
showing high sensitivity and specificity. Therefore, such a panel could suit TMB computation in the clinical
setting.

In what follows, we report the statistical analysis of each tumor.




| Threshold | Pearson | Pearson H-TMB | Pearson L-TMB | PPV | TPR | TNR | NPV | TP | FP | TN | FN

5 0.94 0.57 1 0.6 1 090 ] 3 0 9] 2
0 0.92 0.67 I I I I 3 0 [2I] O
TCGA 126 20 0.96 0.91 0.77 0.75 I 0.95 1 3 I 120 0
25.29 0.91 0.83 I I I I 3 0 12271 0
34.66 0.89 0.94 I I I I 2 0 [23]7 0
5 0.96 0.51 1 1 1 1 3 0 10 | O
10 0.96 0.55 1 I 1 1 3 0 IT] 0
Genentech 20 0.95 0.97 0.92 I I I I 2 0 IT] 0O
25.29 0.97 0.92 NA 0 I 0921 0 0 12 I
34.66 0.99 0.95 NA | NA | | 0 0 1370
5 0.97 0.65 0.84 1067091 | 0.79 | 2 0 [23] 0
10 0.97 0.50 0.83 10671095089 [ 2 0 2310
COCA 20 0.97 0.97 0.64 I 0.50 I 0921 4 0[50 ] 4
25.29 0.97 0.62 0831083098 | 098 | 5 1 51 |
34.66 0.97 0.72 I 0.6 I 096 | 3 0 [ 53] 2
5 0.35 0.47 1 0.33 1 071 | 1 0 5 2
10 NA 0.72 I I NA | NA [NA|[NA|NA | NA
Colonomics 20 0.72 NA 0.72 NA [ NA | NA | NA[NA[NA| 8 | NA
25.29 NA 0.72 I I NA | NA [NA|NA|NA | NA
34.66 NA 0.72 I I NA | NA [NA[NA| 8 | NA
Li-Jp 20 0.99 0.99 0.53 0931083084 06740 ] 3 16 | 8
dbGap* 10 0.77 1 0.79 NA 0 1 095 ] O 0 18 1

Table S5. Correlation between WES TMB and 44 genes panel TMB using all colon cancer thresholds. PPV, TPR, TNR and NPV for the six datasets have been
calculated trough logistic regression. All the colon thresholds have been used for Genentech, Colonomics, TCGA 126, and COCA. For Liver, we used only
threshold 20 mut/Mb and threshold 10 mut/Mb for dbGaP. The table also reports the True Negative Rate, Negative Predicted Value, and the confusion matrix for
each cancer type.

Ten most Mean Patients with | Patients with Mutations in Mutations in Observed | Observed
#mutation | Patients . mutations mutations H-TMB patients - | L-TMB patients - | Expected . .
frequently . . mutations . . . . Mutation | Mutation
mutated in all with the er patient and high and low Mean of mutations | Mean mutations | Mutation rate rate
enes patients | mutations P (gD) TMB level TMB level per high patient per low patient rate H-TMB L-TMB
8 (Out of 60) | (Out of 238) (SD) (SD)
117 3.15 55 62 542 i 1.14 s .
TTN 369 (39%) G.1) 92%) (26%) 298 ' (68) 71 L 04 0.010 0.042 0.002
109 2.76 55 54 L 429 | 1.20 s s
SYNE1 301 (36%) (.5) 92%) 23%) 236 @4 65 ) 0.022 0.084 0.005
91 2.35 45 46 1355 | 1.17 . .
MUC19 214 (30%) 1) (75%) (19%) 160 ! (3.4) 54 ! 0.5) 0.024 0.090%*** | 0.008
92 2.27 53 39 . 313 | 1.10 s -
RYR2 209 G1%) 2.9) (88%) (16%) 166 ' (36) 43 o 03) 0.039 0.155 0.010
68 2.82 46 22 t 361 ! 1.18 s s
NEB 192 23%) G T7%) 9%) 166 (3.6) 26 ! 0.4) 0.021 0.090 0.004
88 1.92 45 43 269 i 1.12 s .
LRP1B 169 29%) (1.9) (75%) (18%) 121 L 24 48 L 03 0.035 0.123 0.012
75 2.24 42 33 . 314 | 1.09 s s
MUCI16 168 25%) 2.9) (70%) (14%) 132 G7) 36 03) 0.013 0.050 0.003
83 183 52 31 289 106
I I
~ - - . N skksk ek
DYNC2H1 152 28%) (1.6) 87%) (13%) 119 ! (1.9) 33 ! 02) 0.034 0.132 0.009
64 223 40 24 | 2.9 | 1.12 s s
RYR3 143 1%) 2.8) 67%) 10%) 116 (34 27 04 0.024 0.095 0.006
74 1.90 35 39 283 ! 1.08 s oo
COL11A1 141 25%) 22) (58%) (16%) 9 3) 42 03) 0.052 0.181 0.019

Table S6. Ten most frequently genes percentage, mean, standard deviation, and expected and observed mutation rate in Colon adenocarcinoma with threshold

20. The statistical significance: ***p-val< 0.001, **p-val< 0.01.The analysis clearly show that the mutation rate within the H-TMB class is much higher and

the expected one. Conversely, the mutation rate within the L-TMB class is lower than the expected.
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Mutations in

Ten most | Patients with Mutations .in high Patients with low. TMB
. TMB patients - . patients -
frequently | mutations and Mean of mutations mutations and Mean of
mutated H-TMB level per high patient low TMB level mutations per
genes (Out of 126) (SD) (Out of 172) low patient
(SD)
82 — 4 35 107
TTN (65%) 328 1 (59 (20%) 410 0.38)
74 355 35 —1.08
SYNE1 (59%) 263y (20%) 381 028)
3 236 73 120
MUCI9 (50%) 180 3 (16%) 31 (0.56)
70 .64 pp) —1.09
RYR2 (55%) 185 (33 (13%) 240 (0.93)
55 321 I3 LIS
NEB (44%) 770 (3.4 (1%) 151 037)
03 225 25 " 1.08
LRP1B (50%) 142 09 (14%) 271 028)
59 258 16 T
MUC16 @T%) 152 (53 O%) 16 1 ()
67 —) 16 .12
52 ) 2 T
RYR3 (41%) 131 (305 (1%) 2 0
51 231 23 —

Table S7. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Colon adenocarcinoma with threshold 5 mut/Mb




Ten most Patients with | Mutations in high | Patients with | Mutations in low
frequent] mutations TMB patients - mutations TMB patients -
m(llltate dy and high Mean of mutations and low Mean of mutations
enes TMB level per high patient TMB level per low patient
g (Out of 66) (SD) (Out of 232) (SD)

58 — 5.19 59 LIS
TTN 8% |01 (67 @s%) | % (04

57 421 59 .03
SYNE1 86%) | 240 (44 @5%) | O (0.5

13 3@ 13 —1.16
MUC19 7% | 1% (34 18%) |99 (0.5

56 3.0 36 LTI
RYR2 8s5%) |19 (3.6 8% |40 (03

16 361 ) .18
NEB 0% |10 36 9%) 26, (04

19 255 39 113

| | .

MUCI16 68%) | 1P 0 36 13%) |3 (03
DYNC2HI | (o [ 121 | 0o e |31 | 03

a1 285 23 .13
RYR3 % |17 (33 0% |20 (04

a0 .60 34 .09

Table S8. Ten most frequently genes percentage, mean, standard deviation, Fisher and Welch test in Colon adenocarcinoma with threshold 10 mut/Mb

Ten most Patients with | Mutations in high | Patients with Mutations

frequentl mutations TMB patients - mutations | in low TMB patients -
m(llltate dy and high Mean of mutations and low Mean of mutations
enes TMB level per high patient TMB level per low patient
g (Out of 58) (SD) (Out of 240) (SD)

53 5.3 o4 ; I.19

TTN (91%) 293 1 (69 (27%) 6 (04

57 435 55 | 1.20

SYNE1 (93%) 235 1 (45) (23%) 66 (05

14 359 7 | I.19

MUC19 (76%) 138 (35 (19%) % (05)

51 321 a1 | I.10

RYR2 88% 164 (37 (17%) B (03)

16 361 ) | I.18

NEB 79% 166 (3 (9%) 26 (04

15 2.6 13 | .17

LRPIB 75% 21 0y (18%) B 03)

11 —3.19 37 | T.09

MUCI6 71% Bl 37 (14%) 30 (03)

5T 231 32 | 1.06

39 7295 25 | .12

RYR3 (67%) 15 34 (10%) 28 (04

33 —2.90 a1 | I.10

COL11Al (57%) % . 3 (17%) a3 (0.3)

Table S9. Ten most frequently genes percentage, mean, standard deviation, Fisher and Welch test in Colon adenocarcinoma with threshold 25.29 mut/Mb
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Ten most Patients with | Mutations in high | Patients with Mutal\(t)iv(‘)]ns in
mutations TMB patients - mutations .
frequently . . TMB patients -
and high Mean of mutations and low .
mutated TMB level hich pati TMB level Mean of mutations
enes cve per high patient eve per low patient
g (Out of 51) (SD) (Out of 247) SD)
79 .77 68 1.6
TTN (96%) 2830 (70 (27%) 86 (07
19 465 60 122
SYNEL (96%) 228 1 (46 (24%) 30 (05)
20 382 51 120
MUCI9 (78%) 153 36 (21%) 61 (05)
16 339 46 —L.I5
RYR2 (90%) 156 (3% (19%) B (04
| 373 pri .17
NEB (86%) 164 (36 (10%) 2 04
11 —2.80 a7 LIS
LRPIB (80%) 15 (25 (19%) M (07)
39 331 36 108
MUCI16 (76%) 129 3 (14%) 30 03)
16 241 37 LI
37 —3.03 27 LIS
RYR3 (72%) 2 35 (11%) 3 0.4
31 —3.03 3 109
COL11A1 (61%) % (32 (17%) T 03)

Table S10. Ten most frequently genes percentage, mean, standard deviation, Fisher and Welch test in Colon adenocarcinoma with threshold 34.66 mut/Mb

Tumor | Genes

COAD TTN — SYNEI — MUCI9 - RYR2 - NEB - LRPIB - MUC16 - DYNC2HI — RYR3 -COLITAI

ESCA TTN — MUC19 - LRP1B — CSMD3 — SNHG14 -SYNEI — MUCI16 - RYR2 - HMCNI - COL11Al

STAD TTN — SYNEI - LRPIB - SNHG14 — CSMD3 - MYHAS - HMCN1 - MUC16 — DNAHS — SPTA1

LIHC ALB - TTN - CSMD3 - RYR2 - MUCI9 - OBSCN - HMCNI - COL11AT - MUCI16 - LRP1B

PAAD TTN - SYNEI - MUC16 - HMCN1 - LRPIB — SNHG14 - MACF1 — RYR3 — USH2A — NEB

BLCA TTN - SNHG14 -SYNEI — CSMD3 - HMCNI - MYHAS -MUC16 -RYR2 -LRPIB -SYNE2

KIRP TTN — LRP2 -SYNEI — CUBN - SYNE2 — UBR4 — NEB -PKHD1 — OBSCN — DST

KIRC TTN — PBRMI - LRP2 - NEB — RNR2 — COLTIAT - HMCNT - VHL — SYNETI — SYNE2

ACC NF1 - MUCI6 - TTN — MUC19 — RYRI - LRPI — CSMDI - ABCA13 - HMCNI - LRPIB

UCEC-UCS | TTN - NEB - RYR2 - DMD - SYNET - MUC16 — CSMD3 - LRPIB — HMCNT - DST

CESC TTN — DMD - MUCI16 - RYR2 — NEB - MUC19 — SNHG14 — CSMD3 — OBSCN - SYNEI1
oV TTN - MUC16 — SYNEI - CSMD3 - MYHAS - LRP2 - UBR4 — RYR2 — PKHDI - DST
PRAD YNEI - TTN - LRPIB - SNHG14 - MUCI16 — CSMD3 - HMCNI1 - MYHAS - KMT2D - WASL

SKCM TTN — MUC16 -SNHG14 - MYHAS - DNAH5 - MGAM - LRPIB — CSMD2 -DNAH9 — RYRI
THCA TTN - SYNET - HMCNI — MACF1 - KTAAT109 - TG -MUC16 -SNHG14 — UTP20 - MYHAS
LUSC TTN — SNHG14 — CSMD3 — LRPIB -SYNET - MUC16 — RYR2 — USH2A — COL22AT1 — SPTAI
LUAD TTN — LRPIB - CSMD3 - SNHG14 - RYR2 - MUCI16 — USH2A - SPTAT - MYHAS — COLTTAI

Table S11. Ten most frequently mutated genes in all cancer types analyzed




Mutations in Mlg?,;%’,ﬁ; in
Ten most #Mutation Patients Mean of Patients with H-TMB Patients with atients -
frequently in all with the mutations | mutations and patients - mutations and Il)\/[ean of
mutated atients mutations | per patient | H-TMB level | Mean of mutations | L-TMB level mutations per
genes p (Out of 302) (SD) (Out of 43) per high patient (Out of 259) ] ti pt
(SD) ow(gil))len
90 231 33 — 439 57 1.1
TIN 208 (30%) (5.6) (T7%) 45 (9 (22%) 63 (03
) 41 29 ‘ 2 33 1,09
DMD 116 27%) (1.2) (67%) B aw (20%) B 03
67 170 77 133 0 127
MUC16 114 (22%) (1.5) (63%) 6. @ (15%) L 0
60 172 26 S—1) 34 .18
) | ) | )
) | ) | )
MUC19 %8 (20%) (1.8) (65%) 60 35 (12%) B 0.5
57 5% 20 S 37 1.0
SNHG14 20 (19%) (1.9) (46%) G (14%) ¥ 0
66 133 73 .83 13 1,07
L L em | 6y | em |7 e | agm % g
) | ) | )
T T e e e  Er
) | ) | )
SYNE1 88 (17%) (1.9) (56%) 90 (26 (10%) 290 (03

Table S12. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Cervical squamous cell carcinoma and Endocervical
adenocarcinoma with threshold 20 mut/Mb

Mutations in Mutations in
. . . high TMB Patients with low TMB
Ten most #mutation Pz'ltlents Meaq of Patlepts with patients - mutations patients -
frequently . with the mutations | mutations and
in all . . Mean of and low Mean of
mutated i mutations per patient | H-TMB level . TMB level s
enes patients (Out of 180) (SD) (Out of 20) m}ltatlon§ per eve mutatlon-s per
g high patient | (Out of 160) low patient
(SD) (SD)
T00 1.85 0 — 274 81 T 1.64
TTN 185 (55%) (1.1) (95%) 20 (14 G1% |3 09
74 177 17 ! 57 163
MUC19 131 @1%) i 85%) B 36%) 9B
79 1.62 14 228 65 147
LRP1B 128 (44%) (11) (70%) 2.0 (1) @% | % 09
69 49 ¥ 233 57 131
CSMD3 103 (38%) (1) (60%) B 19 (36%) 5 ©05)
64 1,50 15 K 49 137
SNHG14 102 (35%) (1) (75%) 30 (14 (31%) 67 (0.7)
66 145 15 22 51 123
SYNE1 96 (37%) (0.8) (75%) 31y ®@% | B (05
o3 135 13 177 30 124
MUC16 85 (35%) 0.7) (65%) B (31%) 62 1 (0.6)
59 135 15 167 v 125
RYR2 80 (33%) (0.6) (75%) B 09 27%) 3 (0.5
) 1,27 2 15 30 )
HMCNI I (34%) 0.6) (60%) 18 (09 Gl | 1 (05
58 129 9 178 49 120
COL11A1 75 (32%) (0.6) (45%) 16, (03 (31%) 590 (04

Table S13. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Esophageal carcinoma with threshold 20 mut/Mb
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Number of Number of

. . mutations . . mutations in

Ten most . . . Patients with | o) v | Patients with |5 g
frequently #mutation | Patients with | Mean of mutations patients mutations patients

in all the mutations and high N and low .

mutated patients mutations per patient | TMB level Me?n of TMB level Mefin of

genes (Out of 38) mutations per (Out of 181) mutations per

high patient low patient
(SD) (SD)

1 2.46 35 3.7 76 185
. | . ! .

wos | w0 | o | Lo (20 0a [ o 70 oy
. | . | .

e (R R R Rl
1) ! ) ! >

CSMD3 84 (29%) 0.6) (47%) 26 (0.6 (25%) B 0.6)

o4 28 23 1,65 a1 1,07

T w09 L e@n (P09 | e (P 0
£ | 9 | 9
B ! ’ ! >

R I A e e L
. | . | .

il o 57 I S T A )

, R R
B I s L e e aE i
. | o ! .

DST 3 (25%) (0.6) 39%) | 221 (08) Q1% |3 (06
Table S14. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Ovarian serous cystadenocarcinoma in threshold 20
mut/Mb

Number of
Number of mutations in
Ten most . Patients Mean of Patients with ml}tatlons n Patlents' with OW.TMB
frequently #miuntztlllon with the mutations | mutations and atigrllgtg -T1\1>[/Ie ];n of Igﬁaalt:)(;‘r’ls Iﬁgﬁgtﬁ{
mugzesd patients (&l:tﬁzigzg) per(gil)t)ient IEI(-)TlltVIo]z ;‘;‘;e)l P mutations per TMB level mutations per
g high patient (Out of 313) | low patient
(SD) (SD)
265 10,36 107 13,54 68 LIS
TIN 2745 (49%) (17.2) (87%) 2667 (18.9) @% | 04
217 6,03 T70 ‘ : 47 123
NEB 1503 (40%) 9.5) (75%) 14465 102 5% |2% 1 (05
233 5,03 175 S 58 S
RYR2 1383 (43%) (8.6) (77%) BIS g4y 8% | %% (04
216 6,36 169 — 47 LT3
DMD 1374 @0%) ©) 4% |32 (@) (15%) |23 03
216 6.17 73 743 43 1,00
SYNEL 1333 (40%) 9) (76%) 1286 (9g) 14% |4 03
193 6.1 153 736 0 127
MUC16 177 (36%) ®) (67%) 1126 (g6) 3% |2 )
215 531 165 6,57 50 114
CSMD3 1141 (40%) (1.7) (73%) 1084, (g4 a6% |71 (05
T8O 5,76 150 697 39 |
LRPIB 1088 (35%) 1.7) (66%) 10457 g2 0%  |P 03
193 5,59 160 6,51 33 LIS
HMCN1 1080 (53%) (7.2) (70%) 1042, (77) 1% | 3® 0 04
18T 5.83 153 6,60 28 P!
DST 1056 (33%) 8.1) (67%) 1024 (g6 (9%) 320 04

Table S15. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Uterine Corpus Endometrial Carcinoma and Uterine
Carcinosarcoma with threshold 20 mut/Mb




Number of

Number of mutations in
. . . mutations in Patients with ow TMB
Tonmost || Patcns | Mool | Pttt | U P e
q y in all . . patients - Mean of and low Mean of
mutated . mutations per patient) | H-TMB level . TMB level .
enes patients (Out of 415) (SD) (Out of 84) ml.ltatlong per eve mutatloqs per
g high patient (Out of 331) low patient
(SD) (SD)
176 22 7T T 3.04 T05 1,63
TTN 387 (42%) 22) (84%) 216, &) &% |7 d
T4 2.18 % 3,06 76 143
SYNE1 308 (34%) (1.8) (T7%) 1997 (23 @3% |19 08
154 73 33 .14 9% S
LRP1B 266 (37%) (1.4) (69%) 1247 @ (29%) 142 0.7)
139 1,87 3 251 76 1,34
SNHG14 260 (33%) (13) (15%) 8 (s @3%) | 192 (06
136 .82 58 259 78 126
CSMD3 248 (33%) (1.7) (69%) 150 (73 3% | % (06
99 101 57 247 i) 1,14
MYHAS 189 (24%) (1.7) (68%) ) (13%) 03
117 1,59 54 SR 63 1,14
HMCN1 186 (28%) (1.5) (64%) 4 @G 19% | 1 04
144 1,46 48 181 66 121
MUcCié 167 27%) (I.1) (57%) 871 (15 20% |80 (©5)
97 7 32 .15 45 LIS
DNAHS 165 (23%) (1.4) (62%) 12 (g (13%) 304
TT0 T34 43 158 67 134
SPTAL 158 (26%) (1) (51%) 68 . (13 (20%) 20 07

Table S16. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Stomach adenocarcinoma with threshold 20 mut/Mb

Number of Number of
mutations in mutations in
. Patients high TMB Patients with low TMB
f’ll,‘gnulgl?tslt #mutation 5?353:: xﬁt}igﬁs with mutations patients - mutations patients -
q Y in all . . and high Mean of and low Mean of
mutated . mutations | per patient TMB level . TMB level s
enes patients (Out of 398) (SD) eve ml}tatlong per evel mutatloqs per
g (Out of 12) high patient | (Out of 386) low patient
(SD) (SD)
133 T41 5 24 128 137
ALB 187 (33%) (0.8) (42%) AN 33% |1 08
T09 138 9 —) T00 132
TTN 150 27%) 0.7) (15%) 8. 16 6% | 13?1 (06
86 T.41 7 257 79 13
CSMD3 121 (22%) 0.8) (58%) ) 2% |18 (06
90 T3 8 — £9) .18
RYR2 17 (23%) 0.7) (67%) ) 21%) 1 (04
g7 .28 9 Y 78 119
MUCI9 12 (22%) 0.7) (15%) 197 (16 (20%) B (04
133 T4 5 24 128 !
OBSCN 187 (33%) 0.8) (42%) R 3% | 08
70 T.44 7 3.8 63 124
HMCNI1 101 (17%) ) (58%) B 23 (16%) B (05
76 1.26 7 243 %9 1.4
COLHAL |~ 96 (19%) 0.7) (58%) 177 (16 (18%) 0 04
79 21 8 175 7T 115
Mucie 96 (20%) 0.5) (67%) 14 09 8% | 82 (04
76 125 7 T 69 —1.16
LRP1B 95 (19%) 0.7) (58%) 150 (139 (18%) 80\ (0.4

Table S17. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Liver hepatocellular carcinoma with threshold 20 mut/Mb
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Number of
nl:llilt]eiltli):rl;s()iﬁl mutations in
. Patients s Patients with low TMB
Ten most #mutation Patients Mean of with mutations high TMB mutations patients -
frequently in all with !he mutations and high patients - and low Mean of
mut::ted patients ((r)n lita;lggg) per(gin)t)lent TMB level ml\t/ﬁ?(l)ln(s)f er TMB level | mutations per
genes uto (Out of 2) u S p (Out of 494) low patient
high patient (SD)
(SD)
33 45 T 17 37 —T1.03
SYNE1 55 (8%) (2.6) (50%) 7 (A (1%) 3102
33 T.64 2 105 31 T.06
TTN >4 (1%) G.1) (100%) 2L (12 (6%) 3102
31 132 2 —3 29 —T.07
LRP1B 41 (6%) (1.4) (100%) 101 (56 (6%) 310 03)
25 148 2 65 23 T.04
SNHG14 37 (5%) 2.2) (100%) 3 173 (5%) 24102
b} .50 2 35 20 12
Mucié 35 (4%) (1.9) (100%) 0 (62 (4%) 241 04
30 .07 T 3 29 |
CSMD3 32 (6%) (0.4) (50%) 31 (NA) (6%) 2 0
27 T.11 2 2 25 T1.04
HMCNI1 30 (5%) (0.4) (100%) S (5%) 261 (0.2
21 143 2 35 0 121
MYHAS 30 (4%) (1.1) (100%) T @35 (4%) 2104
by} 123 T — 21 1.0
KMT2D 27 (4%) 0.7) (50%) 4 NA) (4%) 2103
25 T.04 0 — 25 104
WASL 26 (5%) 0.2) (0%) 0 v (0 (5%) 261 (0.2

Table S18. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Prostate adenocarcinoma with threshold 20 mut/Mb

Number of Number of
. . mutations in . . mutations in
Ten most . Patients Mean of Pat1ent§ with high TMB Patlents. with low TMB
#mutation . . mutations . mutations .
frequently in all with the mutations and high patients - and low patients -
mutated . mutations | per patient g Mean of Mean of
enes patients (Out of 408) (SD) TME level mutations per TMB level mutations per
g (Out of 46) | "t SPET | Out of 362) S p
igh patient low patient
(SD) (SD)
130 1,63 32 25 98 1,35
L L o | G L e P e | am L od)
, | 7 7 1
SNHG14 127 (24%) 0.7) 61%) | (12 (19%) 0 01
32 1,54 24 2,29 58 1,22
e e
) | ) | B
e
> | ) ! )
e e B L P 1
’ ! ) ! )
T A
[l | ) | B
Mucts % 13%) ©08) 65%) 35 (i) 15%) 61 . ©.15)
7 127 T, L1
I L R
> ! ) ! )
I I e P
37 | 7 0,
SYNE2 89 (16%) ©.7) 50%) |40 (08 (12%) 90 (16N
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Number of Number of
. . mutations in . . mutations in
Ten most #mutati Patients Mean of Patients with high TMB Patients with low TMB
utation . . mutations . mutations .
frequently in all with the mutations and high patients - and low patients -
mutated . mutations | per patient & Mean of Mean of
patients TMB level . TMB level s
genes (Out of 176) (SD) (Out of 4) mutations per (Out of 172) mutations per
high patient low patient
(SD) (SD)
%) 314 3 175 8 117
TTN ol (12%) (1.7 100%) |70 (@s8) 10%) |2 04
15 32 7} 925 T |
SYNEI 48 (8%) a7 100%) |37 (146 (6%) )
15 3 2 16 13 —
MUC16 45 (8%) (1.5) 0% |32 198 (1%) B 0
1 3,36 3 933 8 112
HMCN1 37 (6%) (72) 5% | *1 136 (5%) o (03
T8 2,05 1 55 14 1,07
LRP1B 37 (10%) (3.8) 100%) | a1 (8%) 157 003
15 ) 1 — T L
SNHG14 36 (8%) 4.9) 100%) | % (93) (6%) 120 (03
9 3.89 7} S 5 T
MACF1 3 (5%) ©.1) 100%) |30 (83 (3%) > (0)
14 25 3 767 T 1,00
RYR3 35 (8%) ) (75%) B (12 (6%) 120 03
13 2,61 3 — 9 LI
USH2A 34 (1%) (5) 100%) | % 87 (5%) 10 033
T 3 7} R 7 T
NEB 3 (6%) 6.3) 100%) |21 (103) (4%) T 0

Table S20. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Pancreatic adenocarcinoma with threshold 20 mut/Mb

. . mutations in . .
frequently . with the mutations . patients - p

in all . . and high and low Mean of

mutated . mutations | per patient Mean of .
patients TMB level . TMB level mutations
genes (Out of 494) (SD) mutations .

(Out of 19) per high patient (Out of 475) | per low patient
SD)
(SD) (
341 3.00 g 71 322 2.6
TTN 1055 (69%) 2.3) 100%) |31 32 6% |70 @
296 108 15 42 281 —1.86
SNHG14 585 (60%) (15) (719%) B 34 9% |92 12
259 82 16 360 243 17
CSMD3 473 (52%) (13) 4% |2 (33 Gley |4
254 .84 17 347 237 172
LRPIB 468 (51%) (1.3) (89%) 2 0% |40
275 182 8 S 207 )
SYNE1 410 (45%) (L1) (95%) R @we | P 0
209 T84 7 T 92 172
MUC16 384 (42%) (1.2) (89%) M (23 I )
224 .64 15 203 209 154
RYR2 367 (4251,10) 1(1)3 (7920) 44| (1'86) (414;?) 323 | (O'?
3 T 181 —

USH2A 327 (43%) 0.8) (84%) 2 (08 @% | 08
189 51 1 3 178 S
COL22A1 | 285 (38%) (1) 8% | 33 (e (1% | 2% (08)
o7 148 3 102 178 f—
SPTAL 282 (39%) 0.8) (68%) W 31%) | BT (07

Table S21. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Lung Squamous Cell Cancer with threshold 20 mut/Mb
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Number and Number and Number of Number and nl:lliltgltli):;s()iﬁl
percentage of mutations in percentage of
Ten most . percentage of | Mean of . . . . . low TMB
#mutation . . patients with high TMB patients with .
frequently in all patients mutations mutations atients - mutations patients -
mutated . with the per patient . P . Mean of
patients . and high Mean of mutations and low N
genes mutations (SD) s . mutations per
(Out of 512) TMB level per high patient TMB level low patient
(Out of 29) (SD) (Out of 483) (ED)
TIN 531 (3199%) (22.677) (1023%) 19 (64.575) (3]57%) 341 (1?3)
231 2.08 27 407 204 T 1.82
LRP1B 481 (45%) (1.7) (93%) o3 (42%) 3 (13
225 2.02 27 415 198 173
CSMD3 435 (44%) (1.6) (93%) 12 a7 41%) SASIR0))
224 1.97 25 332 199 18
SNHG14 | 441 (44%) (1.4) (86%) 8 1 2 41% 38112
209 21 29 3903 180 1.8
RYR2 439 (41%) (1.6) (100%) ) (37%) S )
171 213 27 " 3.89 144 18
MUC16 365 (33%) (1.4) 93%) 105 1 ) (30%) 2601 (i)
179 191 25 392 154 138
USH2A 342 (35%) (1.4) (86%) B 4 (32%) 244109
174 .75 26 288 143 135
SPTA1 305 (34%) (1.1) (90%) B (1) (31%) 201 08
167 .43 19 174 148 145
MYHAS 248 (33%) (0.9) (65%) B 09 (31%) 2151 0.9
144 1.59 25 248 19 14
COoL11Al | 229 (28%) 0.9) (86%) 62 (13 (25%) 167 1 (0.6
Table S22. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Lung Adenocarcinoma with threshold 20 mut/Mb
Number and Numbi:r andf Nutmtl_)er O.f Numbeir andf nl:lllltgltli)(frll.soifn
percentage o mutations I percentage o R
Ten most #mutation percentage of Mean of patients with high TMB patients with L-TMB
frequently in all patients mutations mutations atients - mutations patients -
mutated . with the per patient . P . Mean of
patients . and high Mean of mutations and low .
genes mutations (SD) TMB level high patient TMB level mutations per
(Out of 494) eve per high patien eve low patient
(Out of 13) (SD) (Out of 481) SD)
TIN 105 (73%) (37'.138) (827/0) 7, (172) (Zé;) 28, (1(5.257)
27 211 8 ; 4725 19 120
SYNEI >7 (5%) 2.7) 61% |3* @4 (4%) 204
23 243 9 | 411 4 136
HMCNI >6 (5%) 3.7) ©% |3 55 (3%) 197 (08)
22 2.14 7 ‘ ! 135 127
MACF1 47 (4%) 3.2) (54%) B 54 (%) 197 (0.6)
19 237 1T ; 327 8 )
KIAA1109 45 ( Zggo ) (12_115) (854% ) 36 | (% g) (23? ) 9 | (10_131)
. | . | .
TG 45 (8%) (0.5) (31%) 6 (1) (7%) 390 (04
17 239 10 ‘ 37 7 ‘ T
MUC16 44 (3%) @1) (77%) 3T 5 (1%) T 0
25 16 7 ; 271 18 167
SNHG14 40 (5%) (1.5) (54%) 197 @5 (4%) 2L (0.5
16 237 10 | 3 6 133
UTP20 38 (31% ) (22162) (73? ) 30 (2322) 1 ZG ) 8 | (015)
7 . ; 7 ;
MYHAS | 36 (3%) (2.3) &% [0 (1%) L)

Table S23. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Thyroid carcinoma with threshold 20 mut/Mb

12



Number of Nutmtl? er of
mutations in Patients with n}u a%oMniln
Ten most #mutation Patients Mean of Patients with high TMB z:r:li?a:i(‘:gs Ozzzients 3
frequently p with the | mutations per | mutations and patients - P
in all . . . and low Mean of
mutated atients mutations patient high TMB level Mean of TMB level mutations per
genes p (Out of 227) (SD) (Out of 3) mutations per S p
. s (Out of 224) low patient
high patient (SD)
(SD)
7 123 3 —2 13 1,07
MUCI16 21 (1%) (0.6) (100%) 6 0 (6%) 503
7 123 2 —3 5 T
TTN 21 (1%) 0.7) (67%) 6 s (1%) 50
™ 133 3 133 9 133
MUCI19 16 (5%) (0.6) (100%) 4106 (4%) 120
T0 16 3 233 7 128
RYR1 16 (4%) (0.7) (100%) 706 (3%) 105
9 7 T 7 g 14
LRP1 15 (4%) (1) (33%) 4 NA) (%) 05
T 127 2 _—) 9 FTIT
CSMD1 14 (5%) (0.6) (67%) 419 (4%) 10 03
¥ T.08 2 15 T0 -
ABCAI13 13 (5%) 0.3) (67%) 307 (4%) 101 (0
¥ T.08 2 1 10 T
HMCNI 13 (5%) 0.3) (67%) 2 0 (4%) 03
T0 T3 2 —) g Y112
LRP1B 13 (4%) 0.7) (67%) 4 (3%) 103

Table S24. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Adrenocortical carcinoma with threshold 20 mut/Mb

Mutations in nl:lliltl;tli)(flll’soifn
Ten most #mutati Patients with | Mean of Patletn tts with hlg:! TItVIB Patletntts' with low TMB
frequently mutations the mutations mutations patients - mutations patients -
mutated in all mutations er patient and high Mean of and low Mean of
enes patients (Out of 338) p (IS)D) TMB level | mutations per | TMB level mutations per

g (Out of 3) high patient | (Out of 335) 1 ti pt
(SD) ow(g:il);en
78 T54 3 667 75 12

TTN 74 (14%) 23) 100%) |20 (9 2% [>*1 (06
61 T.05 T 2 60 —T1.03

PBRMI 64 (18%) 0.2) (33%) 2 NA 8% | %% (02
13 116 2 — a1 a2

LRP2 50 (13%) (0.5) (67%) Y 12%) |40 (04
77 T44 3 467 g1 —T.04

NEB 39 (8%) (1.9) 100%) |4 (55) a% | P (02
37 T.03 0 0 37 —1.03

RNR2 38 (11%) 0.2) (0%) O () (11%) B 02
30 123 1 - 29 107

COLHIAL 37 9%) (0.9) (33%) 6 NA) 9%) 3L 03
76 42 2 S 27 121

HMCNI 37 (8%) (1.2) ©1% |8 @2 a% | ? 1 (05

37 T 0 — 37 —

VHL 37 (11%) ) 0% |91 1% |7 ©
30 T2 1 s 29 107

SYNEL 36 9%) (0.8) (33%) > (NA) 9%) 310 03)
28 T8 2 25 76 108

SYNE2 33 (8%) (0.6) (67%) So@ (8%) 203

Table S25. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Kidney renal clear cell carcinoma with threshold 20

mut/Mb

Frontiers
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Number of Number of
. . mutations in . . mutations in
Ten most # . Patients Mean of Pat1ent§ with high TMB Patlents- with low TMB
mutation . . mutations . mutations .
frequently in all with the mutations and high patients - and low patients -
mutated . mutations | per patient g Mean of Mean of
patients TMB level . TMB level .
genes (Out of 287) (SD) (Out of 4) mutations per (Out of 283) mutations per
high patient low patient
(SD) (SD)
56 132 3 — 25 62 124
TTN 87 (23%) 0.7) 100% |10 (13 % |7 (06
5T 21 3 167 a8 L9
LRP2 62 (18%) (0.5) 0% | 1 1% |37 (04
36 133 3 123 32 134
SYNEIL 48 (12%) 0.5) (100%) > (0.5 1% | ¥ (©05)
37 I.19 1 —) 36 Y
CUBN 44 (13%) (0.4) @5% |2 NA 3%  |** (04
39 .13 3 —) 36 —T1.05
SYNE2 44 (13%) (0.5) (75%) SR 3% | 3® 02
35 .17 2 T 33 115
UBR4 4l (12%) (0.4) (50%) 30 0.70) 0% | 3® 04
31 I.16 2 S 29 LI
NEB 36 (11%) (0.4) 0% |2 10% |3* (04
33 T.00 2 1 31 |
PKHD1 30 a1%) ©.3) (50%) 2 © a1%) 3 ©03)
: 1.67 {
OBSCN 3 (11%) 0.2) (75%) > (0.6) 1% |30
29 T I ) 78 107
DST 32 (10%) 0.3) @5%) |21 (NA) 10%) |30 (03
Table S26. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Kidney renal papillary cell carcinoma with threshold 20
mut/Mb
Mutations in | Number and Mll;:?tr}g\r/}sBin
. Patients with | high TMB | percentage of . >
ff:gulzll?flgf #m.utation 5?:#3:: r}:ﬁ:gtﬁfs mutati-ons patients - patients' with %?Itéaegt(s)f
mutated in all mutations | per patient T?I{I/I‘i}hllghl Mean of mut;ll:lons mutations per
enes patients (Out of 465) (SD) eve mutations per anc oW low patient
g (Out of 256) | high patient TMB level (SD)
(SD) (Out of 209)
350 5,36 239 7,05 1 — 1,73
TTN 1877 (75%) (7.2) ©3%) | 19851 (82 3% | 1920
286 3.7 210 453 76 |
— L @n L dp L @m - Gy e o dg
) ! > ! >
) | B | >
I I - L.
87 .3, R
) ! B ! B
I I R B o P
> | ) | 3>
S R R N
) ! ) ! >
T e | e
) ! ) ! >
) | ) | B
RYR1 448 (46%) 2.4) (62%) 385 2 (25%) 63 (0.4

Table S27. Ten most frequently genes percentage, mean, standard deviation, fisher and welch test in Skin Cutaneous Melanoma with threshold 20 mut/Mb

14



	Supplementary Data

