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Escenarios clínicos en cáncer de próstata 

Figura modificada de Scher et al, J Clin Oncol 2016 
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Androgen deprivation therapy (ADT)

• ADT has been the cornerstone of the systemic
treatment for metastatic hormone-sensitive prostate
cáncer (mHSPC) during the past 8 decades

• Orchiectomy Huggins 1941

• LHRHa/GnRHa Standard of care until recently

• Alternatives:

• Maximun Androgen Blockage (MAB)

• Intermitent blockage

• ADT may induce responses >90% of patients, but after
a median of 24-36 months progression to CRPC occurs

Huggins C, Can Res, 1941;2 Messing EM, N Eng J Med, 1999; 

Prostate cancer trialists collaborative group, Lancet,2000; 4. Hussain, N Eng J Med, 2013; 



Survival for ADT in SWOG 9346 trial 

Hussain M, et al. N Engl J Med 2013;368:1314-1325



2015: PFS with newly diagnosed metastatic prostate cancer: Data from
917 patients in the control arm of the STAMPEDE trial

James ND, et al. Eur Urol 2015;67:1028-1038



Overall survival with ADT

Trial Nº of patients Median OS (mo)

SWOG 9346 765 68.4

GETUG 15 193 48.6

STAMPEDE 917 42.1

CHAARTED 393 47.2

LATITUDE 602 36.5

Hussain M, et al. N Engl J Med 2013;368:1314-1325
Gravis G, et al. Eur Urol 2016;70:256-262 

James ND, et al. Eur Urol 2015;67(6):1028-1038
Kyriakopoulos CE, et al. J Clin Oncol 2018;36:1080-1087

Fizazi K, et al. Lancet Oncol 2019;20:686-700



CaP metastásico. Enfermedad Heterogénea
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Silke Gillessen at ESMO 2022 Congress Paris
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ENSAYOS PIVOTALES EN CÁNCER DE PRÓSTATA HORMONOSENSIBLE METASTÁSICO

2015 2016 2017 2018 2019 2020 2021 2022  1980s1940s

Orchiectomy LHRH agonists
NSAA

CHAARTED
Docetaxel

STAMPEDE
Arm C

Docetaxel

LATITUDE
Abiraterone

STAMPEDE
Arm G

Abiraterone

STAMPEDE
Arm H

RxT to primary

ENZAMET
Enzalutamide

ARCHES
Enzalutamide

TITAN
Apalutamide

PEACE-1
Abiraterone + 
Docetaxel +/-

RxT

ARASENS
Darolutamide + 

Docetaxel

Sweeney CJ, et al. N Engl J Med. 2015;373:737-746.  James ND, et al. Lancet. 2016;387:1163-1177. Fizazi K, et al. N Engl J Med. 2017;377:352-360.
James ND, et al. N Engl J Med. 2017;377:338-351. Armstrong AJ, et al. J Clin Oncol 2019;37:2974-2986. Davis, ID, et al. N Engl J Med. 2019;381:121-131. 
Chi K, et al. N Engl J Med. 2019 381:13-24. Fizazi K, et al Lancet 399:1695-1707. Smith MR, et al. N Engl J Med. 2022;386:1132-1142.​





DOCETAXEL TRIALS IN METASTATIC HSPC 

GETUG-15 CHAARTED STAMPEDE

Study N Follow up OS docetaxel HR OS 95% CI

GETUG-15 385 84 mo 62.1 mo 0.88 0.68-1-14

CHAARTED 790 54 mo 57.6 mo 0.72 0.59-0.89

STAMPEDE M1 2962/1817 M1 78 mo 60 mo 0.76 0.62-0.92
Gravis G, et al. Eur Urol 2016;70:256-262

Kyriakopoulos CE, et al. J Clin Oncol 2018;36:1080-1087
Clarke NW, et al. Ann Oncol 2019;30:1992-2003



mHSPC: Meta-analysis of ADT + docetaxel trials

Vale CL et al. Lancet Oncol 16: 243-256, 2016

M1 overall survival

M1 failure-free survival

M0 overall survival

M0 failure-free survival

Adding docetaxel to SOC improves survival of men with M1 disease with
an absolute improvement of around 9% at 4 years



ABIRATERONE TRIALS IN METASTATIC HSPC 

LATITUDE STAMPEDE

Study N Follow up OS abiraterone HR OS 95% CI

LATITUDE 1199 52 mo 53.3 mo 0.66 0.56-0.78

STAMPEDE 1917 40 mo NR 0.63 0.52-0.73

James ND, et al, N Engl J Med 2017;377(4):338-351
Fizazi K, et al. Lancet Oncol 2019; 20: 686-700



ENZALUTAMIDE TRIALS IN MET HSPC 

ARCHES ENZAMET

Study N Follow up HR OS (95% CI) HR PFS (Rx/Clinical)

ARCHES 1150 52 mo
Immature data
0.52 (0.33-0.80)

0.39 (0.30-0.50)

ENZAMET 1125 40 mo 0.67 (0.52-0.86) 0.40 (0.33-0.49)

Armstrong AJ, et al. J Clin Oncol 2019;37:2974-2986
Davis ID, et al. N Engl J Med 2019;381:121-131



APALUTAMIDE TRIAL IN MET HSPC 

TITAN - rPFS TITAN - OS

Study N Follow up HR OS (95% CI) HR rPFS (95% CI)

TITAN 1052 40 mo 0.67 (0.51-0.89) 0.48 (0.39-0.60)

Chi KN, et al. N Engl J Med 2019;381:13-24



Radiotherapy to the primary tumor +ADT in mHSPC

HORRAD study

No OS benefit

only PSA-PFS 

STAMPEDE study

OS benefit in
low-volumen disease







HETEROGENEIDAD EN INTRA E INTER PACIENTE
• Identificación del riesgo individual del paciente

Alto y Bajo volumen
Metacrónico vs sincrónico
Debut complicación aguda

• Beneficio de QT en alto volumen
• Beneficio de QT en debut m1 (independiente de la carga)



Silke Gillessen at Prostate Perceptorship 2021 LUGANO



ALTO VOLUMEN TUMORAL BAJO VOLUMEN TUMORAL

Median OS in the overall population was 60.4 and 47.2 months in the

ADT + docetaxel and ADT arms respectively (HR 0.77, 95% CI 0.65, 0.92; 

p=0.004):

CHAARTED long follow up
8-year survival rates

Tripathi ASCO 22















Cáncer de próstata resistente a castración. CPRC.

 Definición.

◉ Mal pronóstico

• Se asocia a deterioro rápido de la calidad de vida.
• Más del 80% de los pacientes presentan dolor óseo asociado a metástasis ósea con 

disminución de la calidad de vida y mayor riesgo de muerte. 
• El 20-30% presentan metástasis visceral (pulmón y/o hígado), que se asocia con peor 

pronóstico
• Mediana desde la progresión hasta la muerte 30 meses Sandford M et al. Drugs 2013;73:1723. 

Evans CP, et al. Eur Urol 2016;70(4):675. 

Shore ND, et al. Lancet Oncol 2016;17(2):153.  







Elena Castro at ESMO Preceptorship on Prostate cancer. Lugano 28 October 2021
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PRIMERA LÍNEA DE TRATAMIENTO EN CPRCm. 
BENEFICIO DE SUPERVIVENCIA

Tannock IF, et al. N Engl J Med 2004;351(15):1502-1512
Ryan CJ, et al. N Engl J Med 2013;368:138-148
Beer TM, et al. N Engl J Med 2014;371:424-433
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SEGUNDA LÍNEA DE TRATAMIENTO EN CPRCm.
BENEFICIO DE SUPERVIVENCIA

de Bono JS, et al. Lancet 2010;376:1147-1154
de Bono JS, et al. N Engl J Med 2011;364:1995-2005
Scher HI, et al. N Engl J Med 2012;367(13):1187-1197



Therapeutic options in mCRPC: Wich trials support the use of
an agent in 1st line?
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THIRD LINE IN mRPC – CARD TRIAL

de Wit R, et al. N Engl J Med 2019 Dec 26;381(26):2506-2518



¿Donde posicionar
Radium 223?

Pacientes sintomáticos 
sin metástasis viscerales
Con/sin Docetaxel previo





IMPORTANCIA DE LA SALUD ÓSEA

Pérdida progresiva de DMO en pacientes tratados con TDA 

Las fracturas 
patológicas o por 

fragilidad son factores 
de riesgo para 

disminución de 
supervivencia en CaP. 

1. Guise TA. Oncologist. 2006 Nov-Dec;11(10):1121-31
2. Morin JP. et al. Asian J Androl 2012; 14:670-5.
3. Oefelein MG, Ret al. Skeletal fractures negatively correlate with overall survival in men with prostate cancer. J Urol. 2002;168:1005-7
4. Roghmann F, et al. The burden of skeletal-related events in patients with prostate cancer and bone metastasis. Urol Oncol. 2015;33:17 e9-e18

El riesgo de fractura debido 

a pérdida de DMO es un 

problema clínico importante 

en los pacientes de mayor 

edad con cáncer de 

próstata.

SM



FDA-Approved Agents for mCRPC

20202005

Sipuleucel-T  
(2010)

Enzalutamide  

Cabazitaxel (2012)

Docetaxel  
(2004)

2010

Olaparib 
Rucaparib  

(2020)

2015

Estramustine  
(1981)

Mitoxantrone  
(1996)

Abiraterone Radium-223 
(2011) (2013)

1981 1996

Pembrolizumab 
dMMR or MSI-H only 

(2017)

 Dates are for initial approvals
Abiraterone PI. Enzalutamide PI, Docetaxel PI. Cabazitaxel PI. Mitoxantrone PI. Estramustine PI. Sipuleucel-T PI. 
Pembrolizumab PI. Radium-223 PI. Olaparib PI. Rucaparib PI.

2021

177Lu-PSMA-617
(2021)



Cáncer de próstata avanzado

HETEROGENEIDAD EN INTRA E INTER PACIENTE

Caracterización molecular 
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PROFOUND trial
Cohort A: BRCA1/BRCA2/ATM – Overall survival

Hussain MA, et al. N Engl J Med 2020;383:2345-2357
Fizazi K, et al. N Engl J Med 2023;388:719-732

TRITON-3 trial
Cohort BRCA1/BRCA2 – Progression-free survival

PROFOUND
HRR alterations
Previous Tx with 1 ARTA +/- docetaxel

TRITON-3
HRR alterations
Previous Tx with 1 ARTA

iPARP 2L CPRCm HRR mutados
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PARPi + ARTA demonstrate better PFS than
ARTA alone in 1st line in HRR-mutated

mCRPC patients

PROPEL

TALAPRO-2

MAGNITUDEClarke NW, et al. NEJM Evid 2022; 1 (9). DOI: 10.1056/EVIDoa2200043
Chi KN, et al. J Clin Oncol 2023;41:3339-3351
Fizazi K, et al. J Clin Oncol 41, 2023 (suppl 16; abstr 5004)

iPARP en 1ª línea en CPRCm HRR mutados
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PARPi + ARTA demonstrate better PFS than ARTA 
alone in 1st line in all-comers mCRPC patients in 

PROpel and TALAPRO-2, but controversial. 
No benefit for HRRwt patients in MAGNITUDE.

PROPEL

TALAPRO-2

MAGNITUDEClarke NW, et al. NEJM Evid 2022; 1 (9). DOI: 10.1056/EVIDoa2200043
Chi KN, et al. J Clin Oncol 2023; 41:3339-3351
Agarwal N, et al. Lancet 2023 Jun 2;S0140-6736(23)01055-3. doi: 10.1016/S0140-6736(23)01055-3

iPARP en 1ª línea en CPRCm. All comers





Prostate cancer cell and neighbouring 
cell death 
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Sartor O, et al. N Engl J Med 2021;385(12):1091-1103

VISION trial – 177Lu-PSMA-617



PSMAfore Phase 3 Trial of [177Lu]Lu-PSMA-617 in Taxane-
Naive Patients with mCRPC





Elena Castro MD PhD

MSI-H/dMMR may predict response to anti 

PD1/PD-L1 therapy

Abida et al, JAMA Oncol 2019



Mensajes para casa

• El CaP avanzado es una muy enfermedad heterogénea. 
Imprescindible adecuada estratificación del riesgo. 

• La intensificación de tratamiento (ADT+ARTA+QT docetaxel) ha 
cambiado la supervivencia del CaP avanzado.

• La caracterización genético-molecular del CaP tiene utilidad 
terapéutica y pronóstica

• Garantizar que el paciente reciba la secuencia terapéutica adecuada 
con una monitorización estrecha que precisa un abordaje 
multidisciplinar en donde la oncología médica es clave 


