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Supplementary Figure 2. Mutational landscape of KDM6A in UC. (A) Lollipop plot
demonstrating the mutation loci of KDM6A in the FUSCC, TCGA, MSKCC, UC-
GENOME and MSKCC-IMPACT cohorts. (B) Bar plot demonstrating the sexual

distribution of KDM6A mutation status.
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Supplementary Figure 3. Immunohistochemistry characterization of KDM6AMt
samples. (A) Boxplot demonstrating the difference in transcriptomic expression of
KDM6A in KDM6AMt and KDMG6AYT samples. (B) Representative images of

immunohistochemistry of KDM6A in the tissue of urothelial bladder cancer.

Liu Z, et al. BMJ Oncology 2023; 2:€000199. doi: 10.1136/bmjonc-2023-000199



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Oncology

FUSCC cohort
Patients with KDM6AY™, n = 27

100
g
4
£ 5
o
3
o
o
S g5 + +
=
s
s
2
2 2
°
3 Log-rank P= 0.053
0
0 6 12 18 24 30 36 42
Number at risk Time (Months)
Female J4 3 2 2 1 0 0 0
Male 122 23 18 15 11 4 1 o0

4] 6 12 18 24 30 36 42

Supplementary Figure 4. KDM6A" male patients are associated with better
outcome in the FUSCC cohort. Kaplan-Meier analyses of overall survival between

male and female patients with KDM6A mutations of FUSCC cohort.
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Supplementary Figure 5. AR and ESR1 activity in KDM6AY and KDM6A™™

patients. Boxplot demonstrating the difference of AR and ESR1 filtered regulon activity

in KDM6AMt and KDM6AWT patients.
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Supplementary Table 1. Clinical and Demographic Characteristics of the Patients at Baseline of Public Data Sets.

Cohort MSKCC cohort TCGA cohort IMvigor210 cohort UC-GENOME cohort MSKCC-IMPACT cohort
(n=1218) (n=391) (n=274) (n=123) (n=199)
Gender Male Female Male Female Male Female Male Female Male Female
928 290 285 106 218 56 98 25 157 42
Age
. 66 67 68 73 67 72 68 70
Median age (range) — yr.
(18-92) (25-88) (34-90) (43-90) (28-85) (53-83) (32-89) (43-83)
Distribution - no. (%)
65 373 103 108 37 NA 41 6 61 17
= (40.2%) (35.5%) (37.9%) (34.9%) (41.8%) (24.0%) (38.9%) (40.5%)
265 463 148 177 69 57 19 96 25
- (49.9%) (51.0%) (62.1%) (65.1%) (58.2%) (76.0%) (61.1%) (59.5%)
92 39
NA 0 0 0 0 0 0
(9.9%) (13.5%)
Not
. 90.2 35.0 31.2 9.6 9.3 56.1 37.8 16.0 15.0
Median OS (range) — mo. Reached
(0-104.9) (0-103.6) (0.4-165.9) (0.6-163.2) (0.2-24.5) (0.4-23.5) (5.3-209.2) (3.8-88.3) (0-43.0) (0-26.0)
ECOG Performance Status -
no. (%)
o 24 6 84 22 41 9
(8.4%) (5.7%) (38.5%) (39.3%) (41.8%) (36.0%)
1 35 17 120 31 41 10
(12.3%) (16.0%) (55.1%) (55.4%) (41.8%) (40.0%)
NA NA
>2 10 4 14 3 16 6
- (3.5%) (3.8%) (6.4%) (5.3%) (16.4%) (24.0%)
NA 216 9 0 0 0 0
(75.8%) (74.5%)
KDM6A Mutation Status - no.
(%)
KDMEAM 297 113 90 27 41 9 23 7 31 14
(32.0%) (39.0%) (31.6%) (25.5%) (18.8%) (16.1%) (23.5%) (28.0%) (19.7%) (33.3%)
KDMEA™ 631 177 195 79 177 47 () 18 126 28
(68.0%) (61.0%) (68.4%) (74.5%) (81.2%) (83.9%) (76.5%) (72.0%) (80.3%) (66.7%)

Abbreviations: ECOG: Eastern Cooperative Oncology Group; Mut, mutation; WT, wild type; NA, not available.
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Supplementary Table 2. Sources and Details of Gene Signature.

Signature

Source

AR filtered regulon signature

ESR1 filtered regulon signature

Tertiary lymphoid structure signature

Angiogenesis signature
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