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• Valor pronóstico de alguna de las variantes
(Prophecy Study. Amstrong AJ, et al.  J Clin Oncol 2018)

• ¿Selección de la terapia dirigida al RA de primera línea?
• F877L mutation: Potencial Resistencia a tratamientos dirigidos al AR, 

específicamente Apa/Enza, pero no Darolutamida
• Selección de pacientes para Qt (Scher et al. JAMA Oncol 4:1179-1186, 2018)

• Desarrollo de fármacos cuya diana sea el fragmento N-terminal

Implicaciones terapéuticas
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ATM/BRCA1/BRC2
33.2 vs 28.3
p=0.264

BRCA2
35.2 vs 17.4
p=0.026

gDDR+
33.1 vs 26.6
p=0.548



BRCA1/BRCA2/ATM: m-rPFS HR 0.34 (7 vs 4 m); mOS HR 0.69 (19 vs 15m); ORR: 33%vs 2%
HRR+: m rPFS HR 0.49. 

BRCA1/2: ORR: 44% (CR: 11%); DOR≥6m: 54%; m-rPFS 9 m; 12m-OS: 73%

BRCA1/2: ORR: 34.2% (CR: 3%); m-rPFS 8 m; mOS: 13m

HRR+: ORR : 33%
BRCA2: ORR: 46% (post-hoc)

• Abiraterona + Olaparib (PROPEL)

• Abiraterona + Niraparib (MAGNITUDE)

• Enzalutamida + Talazoparib (TALAPRO-2)





Failed: 181
Screened: 765

HRR-: 32% → Futility analysis
HRR+: 68%
BRCA1/2: 36%

37%
34%
29%

53%

Screening



Outcomes

BRCA1/2 arm subgroup:
• ORR: 52% (CR: 18%) vs 31% (CR: 14%)
• TSP: HR 0.85 (NR vs 24 m)
• TCC: HR 0.56 (NR vs 27 m)
• OS: HR 0.88 (95% 0.55-1.34) 

HRR+ subgroup:
• ORR: 62% (CR: 22%) vs 28% (CR: 11%)
• TCC and TSP analysis were not significant.

HRR+
m rPFS: 16 vs 14 m
HR: 0.73



Crossover was not allowed

• Enrollment was not based on HRR status.
• Borh tumour tissue (archival) and blood sample were collected retrospectively in 98%.
• Genes assesed (14): ATM, BRCA1, BRCA2, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D, and RAD54L 
• Thre groups:  HRRm, non-HRRm, and HRR unknown.



Outcomes HRRm
m rPFS: NR vs 14 m
HR: 0.50

Non-HRRm
m rPFS: 24 vs 19 m
HR: 0.76

All comers
m rPFS: 25 vs 17 m
HR: 0.66



OLAPARIB (Lynparza) – Astrazeneca 
Oncologic Drugs Advisory Committee Meeting - April 28, 2023

FDA analyzed PROpel data for 
subgroups based on likelihood of 
BRCA mutation.

• BRCAm: positive by either tumor 
tissue or ctDNA tests.

• Non-BRCAm: negative positive 
by either tumor tissue or ctDNA 
tests.

• Undetermined BRCA: negative 
results by only one test or 
unknow results for both tests
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Awaiting results from ongoing trials:
 

➢ CCTG Umbrella Trial. NCT03385655

➢ RE-AKT Ph II: ENZA +/- Capivasertib in mCRPC. NCT02525068

➢ CAPItello-281: ABI +/- Capivasertib in mCSPC. NCT04493853

➢ CAPItello-280: Docetaxel +/- Capivasertib in mCRPC
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Criterio Inclusión
AP compatible
Expresión de marcadores
Progresión en el contexto de no elevación de 
PSA
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