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Background 
Germline mutations in DNA repair genes have been associated with poor prostate cancer 

outcomes and progression to metastatic disease, but no conclusive data are available regarding 
survival from mCRPC and response to currently approved survival-prolonging therapies (SPT). 
 
Methods 

Prospective multicentre observational study of newly diagnosed mCRPC patients with unknown 
germline mutation status at study entry. Patients were treated at physician choice’s with 
currently approved SPTs. Primary endpoint was to assess the impact or BRCA1, BRCA2, ATM 

and PALB2 germline mutations on cause-specific survival (CSS) from diagnosis of mCRPC. 
Secondary endpoints included the association of those mutations to the response to SPT. 
 
Results 

From Jan-2013 to Apr-2016, 419 eligible patients were enrolled. Identified C were 14 BRCA2, 8 
ATM and 4 BRCA1 (6.2%). Median time from ADT initiation to mCRPC in C and NC was 23.7 vs 
26.7 m (p=0.22); in the BRCA2 subgroup was 18 m (p=0.24). Other baseline characteristics 

were also NS different between C and NC at 1st SPT initiation: ECOG 0-1 (92% vs 88%), 
median PSA (27.9 vs 31.0), bone (96% vs 86%), nodal (48% vs 52%) and visceral (12% vs 
16%) metastasis.  
 

After a median follow-up of 36 m, 207 prostate-cancer deaths were observed. Median CSS from 
mCRPC was 28.5 m in C vs 36.0 m in NC (p=0.5), and 17.4 m in the BRCA2 subgroup 
(p=0.02). Median CSS and PFS from 1st taxane in C and NC were 17.3 vs 24.5 m, p=0.6 

(BRCA2 12.8 m, p<0.01) and 7.8 vs 7.1 m, p=0.4 (BRCA2 5.7 m, p=0.3), respectively. CSS and 
PFS from 1st ART in C and NC were 25.4 vs 26.6 m, p=0.9 (BRCA2 27.6 m, p=0.5) and 8.2 vs 
9.4 m, p=0.8 (BRCA2 5.8 m, p=0.4), respectively. 
 

Conclusions 
When all C considered, non-significant trends to worse CSS from mCRPC, from 1st taxane and 
from 1st ART were observed. Nonetheless, pre-planned subgroup analyses suggest that BRCA2 
mutations are associated with significantly worse outcomes. 
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