Supplementary Figures and Tables:

Figure S1: Co-occurring alterations in patients with a bTMB >10mut/Mb and (A) MSI-Detected or (B) MSI-Not
Detected.

Figure S2: Co-occurring alterations in patients with a bTMB >16mut/Mb and (A) MSI-Detected or (B) MSI-Not
Detected.

Figure S3: Genomic Landscape in cohort of breast cancer with bTMB 210 (A) and bTMB 216 (B); prostate cancer

in with bTMB 210 (C) and bTMB >16 (D). Patients with MSI-Detected have been removed.

Table S1: Source data for Figure 2.
Table S2: Source data and p-values for Figure 3A-B.
Table S3: Source data and p-values for Figure 3C-D.

Table S4: HRR genes by bTMB-H cutoffs and MSI status in patients with prostate cancer: bTMB-16 vs bTMB-10
groups.
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. Figure S2: Co-occurring alterations in patients with a bTMB
>16mut/Mb and (A) MSI-Detected or (B) MSI-Not Detected.
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Figure S3: Genomic Landscape in cohort of breast cancer with bTMB >10 (A) and bTMB 216 (B);
prostate cancer in with bTMB 210 (C) and bTMB 216 (D). Patients with MSI-Detected have been

removed.
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3A

Gene
TP53
PIK3CA
ATM
ESR1
NF1
BRCA2
APC
ARID1A
AR
CHEK2
CDH1
EGFR
NOTCH1
TERT
MTOR
RB1
ROS1
PTEN
BRCA1
ERBB2

*numbers are
percentages

Table S2: Source data and p-values for Figure 3A-B.

bTMB-H*

58.94
34.36
23.38
20.11
19.36
16.62
16.19
16.15
15.55
14.57
14.21
13.57
12.53

11.4

11.3
11.26
10.81
10.62
10.13
10.06

bTMB-L*

49.15
23.08
11.98
14.96
8.31
5.48
6.45
5.08
9.57
8.52
6.53
5.91
3.8
4.7
3.12
4.53
3.73
5.24
3.34
4.05

p value

3.63E-29
2.27E-46
5.77E-67
5.44E-15
1.21E-77
9.65E-98
2.09E-72
2.23E-100
2.25E-25
7.47E-28
1.22E-48
2.01E-51
6.84E-80
3.61E-47
1.92E-79
1.4E-48
2.23E-58
4.75E-31
7.1E-58
5.48E-43

3B

Gene
TP53
ARID1A
AR
NOTCH1
APC
PIK3CA
MTOR
ATM
BRCA2
NF1
PTEN
EGFR
MSH6
MSH2
TERT
MET
BRAF
ERBB2
ALK
RB1

*numbers are
percentages

bMSI-H*

71.38
56.55
54.48
53.45
47.24
43.45
42.07
41.38

40
38.97
37.93
34.14
33.79
31.38
30.69

30
29.31
28.62
27.93
27.59

bMSI-Not Detected*
58.22
13.81
13.29
10.16
14.39
33.83
9.52
22.34
15.27
18.22
9.04
12.38
3.77
2.06
10.28
7.27
5.91
8.98
8.62
10.32

p-value

0.000006896
8.16E-60
5.88E-57
1.55E-68
1.43E-37
0.001145
4.13E-44
3.09E-12
1.02E-22
1.3E-15
3.19E-37
2.39E-20
1.77E-56
7.41E-67
4.24E-20
3.7E-28
2.27E-32
3.27E-20
4.41E-20
2.42E-15



3C 3D

Gene bTMB-H* bTMB-L*  p-value Gene bMSI-H*  bMSI-Not Detected* p-value
P53 65.75 50.72 9.34E-37 e = T YT
Sl ZiEl 9.99 3.43E-89 NOTCH?1 54.39 15.14 2.11E-43
BRCA2 26.34 6.92 2.24E-126 EE ] oV SEEDT
RS 205 212 2B ATM 41.75 25.37 2.1E-08
© kil 2RI s 2225 Sx/it BRCA2 40.35 24.06 1.69E-08
NOTCH1 20.64 4.84 6.00E-108 NF1 - e —
'I:“/IBI'OR 1 Z'gi ! 0'462 j 'ESE';‘; PTEN 38.25 11.66 2.97E-25
e i — Jppe EGFR 34.39 14.51 2.13E-14
: : o MSH6 34.39 6.06 2.83E-36
EGFR 17.3 7.42 3.77E-40 Mo — g ———
S 17 4.05 — TERT 31.23 13.71 3.98E-12
ROST 16.17 4.79 1.15E-64 e — T ——
TERT 16.17 5.75 9.68E-51 SRAE —— — —
ERBB2 16.02 4.7 9.65E-65 Crno — — ——
CHEK2 16.02 9.97 8.89E-15 : : S0
STEN 1o a8 iy ot ALK 28.42 13.09 4.06E-10
' ' ' RB1 28.07 16.11 2.243E-06
*numbers are *numbers are
percentages percentages

Table S3: Source data and p-values for Figure 3C-D.



bTMB-10 bTMB-16 bTMB-10 bTMB-10 bTMB-16 bTMB-16

MSI- MSI- Not MSI- MSI- Not

Detected Detected Detected Detected

ATM 26.26% 32.53% 0.0018 43.17% 24.28% 3.63E-09  43.95% 26.76% 7.23E-06
BRCA1 8.25% 15.36% 3.54E-07 23.35% 6.48% 5.57E-14  23.77% 11.11% 2.41E-05
BRCA2 17.46% 31.02% 3.09E-13 40.53% 14.76% 1.81E-18  40.81% 26.08% 8.80E-05
CDK12 10.09% 13.25% 0.0267 24.67% 8.38% 9.00E-12  25.11% 7.26% 5.25E-10
CHEK?2 14.42% 16.27% 0.2616 14.98% 14.35% 0.432 15.25% 16.78% 0.349

PALB2 5.02% 11.14% 1.12E-07 20.7% 3.19% 6.12E-20  21.08% 6.12% 2.13E-08
RAD51D 1.38% 3.31% 0.0025 5.29% 0.93% 2.00E-05 5.38% 2.27% 0.0323

Table S4: HRR genes by bTMB-H cutoffs and MSI status in patients with prostate cancer:
bTMB-16 vs bTMB-10 groups.
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