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eTable 1. Baseline Characteristics for All Cohorts

Cohort 1: DNA | Cohort 2: DNA P@Il3 |P
repair defects | repair defects | Cohort 3: DNA | cohorts) | (cohort
assessed, assessed, not | repair defects 1vs.2)
present (N = present (N = not assessed
80) 98) (N =330
N (%) N (%) N (%)

At diagnosis

Gleason Score (median, range) 8 8 8 0.7 0.6
(6-10), 8NA (5-10), 10NA (5-10), 22NA

PSA (median, range) 33 17.5 18.4 0.3 0.2
(2.1-1759), (1.1-1530), (0.7-7577),
5NA 15NA 57NA

Age at diagnosis (median, range) 59 60 61 0.1 0.2
(37-78), ONA (46-80), 1INA (40-88), 2NA

Metastatic situation (de-novo

versus after local treatment)

e After primary local therapy | 38 (47.5%) 58 (59.2%) 196 (59.4%) 0.2 0.1
e Atdiagnosis 42 (52.5%) 40 (40.8%) 134 (40.6%)

mCRPC treatment before

platinum-based chemotherapy

Abiraterone 33 (23.6%) 47 (27.3%) 97 (19.1%) 0.001 0.5

Cabazitaxel 22 (15.7%) 30 (17.4%) 79 (15.6%) 04 0.8

Docetaxel 40 (28.6%) 39 (22.7%) 205 (40.4%) <.0001 0.2

Enzalutamide 29 (20.7%) 39 (22.7%) 88 (17.3%) 0.02 0.7

PARP inhibitor 7 (5%) 1(0.6%) 0 <.0001 0.04

Radium-223 9 (6.4%) 16 (9.3%) 38 (7.5%) 04 0.5
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eTable 2. Baseline Characteristics, by DNA Repair Alteration

Other P

BRCA 1 (n=3) BRCA 2 (N=44) | ATM(N=12) | (n=21)

At diagnosis

Gleason Score (median, range) 9 (8-10), ONA 9 (6-10), 3NA 7(6-9), 3NA 223[\(&10), 0.1

PSA (median, range) 148 (6.5199), | 17.1(21-1440), | 12.8 (4- 1;29()69 0.01
ONA 4ANA 57.42), INA ONA :

Age at diagnosis (median, range) 60.5 (37-78), 55 (46-69), 57 (44- | 0.09
65 (64-67), ONA 1 ona ONA 67), ONA

Metastatic situation (de-novo

versus after local treatment)

o After primary local therapy 1(33.3%) 23 (52.3%) 5 (41.7%) ?42 %) 0.8
* Atdiagnosis 2 (66.7%) 21 (47.7%) 7 (58.3%) (1527 ")

mCRPC treatment before platinum-

hased chemotherapy

Abiraterone 1(33.3%) 19 (43.2%) 5 (41.7%) a8 1%3 50.99

Cabazitaxel 0 (0%) 8 (18.2%) 4B | 6013 0.07

Docetaxel 2 (66.7%) 17 (38.6%) 6 (50%) - 401/3 0.08

Enzalutamide 1(33.3%) 17 (38.6%) 7 (58.3%) 4(19%) | 0.1

PARP inhibitor 0 (0%) 5(11.4%) 2 (16.7%) 0(0%) | 03

Radium-223 1(33.3%) 6 (13.6%) 2 (16.7%) 0(0%) | 04
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eFigure 1. Median Treatment Duration, Cohort 1 vs 2
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eFigure 2. OS by DNA Repair Alteration
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eTable 3. Multivariable Analysis OS, Cohort 1 and 2
N (used) = 121 (only patients with all available data included)

OS (overall survival), vs. (versus), DNA (deoxyribonucleic acid)

Variable HR 95% ClI p-value
Age at diagnosis (years) 0.984 0.950-1.018 |0.4
Visceral metastases Yes vs. No 0.834 0.298 -2.338 |0.7
DNA repair gene aberrations: Yes vs. No 0.753 0.466 - 1.217 0.2
Type of platinum therapy combination vs. 0.516 0.310 - 0.859 0.01
monotherapy

Treatment line (>1 vs. 1) 0.800 0.499-1.280 |04
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eTable 4. Antitumour Activity of Platinum-Based Combination vs Monotherapy, Cohort 1 and 2

Platinum p-value Platinum p-value
monotherapy combination therapy
Cohort 1 Cohort 2 Cohort 1 Cohort 2
(n=31) (n=11) (n= 49) (n= 87)
PSA decline 10 (32.3%) | 3 (27.3%) | >0.99 23 (46.9%) | 23 0.02
250% from (26.4%)
baseline
Soft tissue 14 (45.2%) | 3 (27.3%) | 0.5 14 (28.6%) | 18 0.3
response (20.7%)
Median OS 6.4 6.7 0.8 15 9.8 0.02
from start of (IQR 3.6- (IQR 3.5- (IQR 10- (IQR 6.1-
platinum 15) 15) 34) 19)
therapy
(months)
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eFigure 3. OS of Combination vs Monotherapy, Cohort 1 vs 2
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eFigure 4. Waterfall Plot of PSA Decline, Cohort 3
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eTable 5. Antitumour Activity of Platinum-Based Combination vs Monotherapy, Cohort 3

DNA (deoxyribonucleic acid), PSA (prostatic specific antigen), IQR (interquartile range), NA (not

available), m (months)

Overall Cohort 3 | Platinum Platinum

(N =330) Monotherapy Combination
(N=58) therapy (N=272)

N (%)

PSA decline on platinum therapy

PSA decline = 50% from baseline

81 (28.5%)

12 (25.0%)

69 (29.2%)

NA

46

10

36

Soft tissue response on platinum

4NA

therapy
No 147 (79.5%) 36 (87.8%) 111 (77.1%)
Yes (investigator assessed) 38 (20.5%) 5(12.2%) 33 (22.9%)
NA 145 17 128
Time on treatment and survival
Median time on platinum therapy (m, |3 24 (IQR0.85-4) |3 (IQR 1.9-4.6)
IQR) (IQR 1.7 to 4.6),
13NA
Median OS from start of platinum 10 8.1 10
therapy (m, IQR) (IQR 5.7 to 18), (IQR 4.7-13) (IQR 6.1-18)
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eFigure 5. Median Treatment Duration, All Cohorts

No. at risk
Present
Absent

Not assessed 305 260 216
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eFigure 6. Median OS, All Cohorts
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