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Tratamiento 
  ADT     ????? 



Definición de CPRC M0 

Å Rising PSA  [> 2ng/ml , higher 25% than  nadir and confirmed by second PSA at 3 
weeks] 

Å Levels of testosterone < 50 ng/dL or <1.7 nmol/L 

Å No radiographic evidence of metastatic disease 

The Prostate Cancer Clinical Trials Working Group 2 (PCWG2) 

The Prostate Cancer Clinical Trials Working Group 3 (PCWG3) 

A rising PSA with no detectable disease in the primary site, in bone by 
radionuclide bone scan or CT  or in visceral organs 

Nonmetastatic (nmCRPC) 

Scher HI. Design and end points of clinical trials for patients with progressive prostate cancer and castrate levels of testosterone: recommendations of the Prostate 
Cancer Clinical Trials Working Group. J Clin Oncol 2008; 26:1148-59 

Sher HI. Trial Design and Objectives for Castration-Resistant Prostate Cancer: Updated Recommendations From the Prostate Cancer Clinical Trials Working Group 3. 
J Clin Oncol 34:1402-1418.  
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Definición de CPRC M0 
. CPRC M0: 

 St. Gallen 2015.  M0 is an artificial disease stage designation.  

The definition of M0 is dependent upon the imagen technology 
chosenέ. There is a high likelihood that systemic micro-metastases are 
missed by commonly used imaging tools (CT and bone scintigraphy). 
 

 

ïSt. Gallen 2015 (77%): In daily clinical practise a negative CT 
and a negative Bone Scan are suficient for diagnosis of M0 
disease. 
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Only technology limits our 
detection of the extremely 
small or the extremely 
remote.  

Eric Small, 2017 
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Disponibilidad 

1. Wade AA, et al. AJR 2006, 186:1783-86 . 
2. Talbot JN, et al. Q J Nucl Med Mol Imaging. 2011;55: 374-410. 
3. Costelloe  CM, et al. J Cancer 2010; 1: 80-92. 
4. WondergemM , et al. Nucl Med Commun. 2013;34:935-45. Review. 

 
 

 

Papel de distintas técnicas de imagen en la valoración inicial MO.  
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Extensión 
Patrón discordante 
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Diagnóstico de M0.  
 

 

ÅPET con análogos de colina 

    -  Especialmente si los niveles de PSA son > 2 ng/ml o los tiempos de  
duplicación son bajos (<6 meses) o el Gleason inicial es > 71.   

Å  ¿PSMA?  

ïElevada sensibilidad con niveles de PSA de 0,5 ng/ml [ASCO 2018] 

 

 

 

Å   

Lo que debiera hacerse según la 
evidencia. 

 Bauman G, et al. 18F-fluorocholine for prostate cancer imaging:  
 a systematic review of the literature. Prostate cancer and prostatic diseases. 2011:1-11.  
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Prospective data on the natural history of 

M0 CRPC: phase III trials 

Smith. et al. J Clin Oncol. 2005;23:2918-25 (Zoledrónico) Nelson et al Cancer 113:2478, 2008 (Atrasentan) Smith et al; Lancet 2012; 379:39 
(Denosumab) 
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Risk Factors for Bone Metastases: 

comparison of the placebo arms 
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Differences based on PSADT 



Smith MR et al. Denosumab and bone-metastasis-free survival in men with castration-resistant prostate cancer: results of a phase 3, randomised, 
placebo-controlled trial. Lancet 2013; 379: 39-46 

1.432 CPRC 
 

t{! җ у ng/ mL 
PSA-5¢ Җ мл ƳŜǎŜǎ 

 
Factores de estratificación: 

ÅPSA җ у ng/ mL y PSA-DT 
Җ мл meses (sí o no) 

ÅQT previa o actual para 
CaP (sí o no) 
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1:1 

Denosumab 120 mg sc 
cada 4 semanas 

 
N=716 

Placebo 120 mg sc  
cada 4 semanas 

 
N=716 

Objetivo principal: 
 
ÅSupervivencia libre 

de metástasis ósea 
o muerte 
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Shorter PSA Doubling Time is a Predictor of Increasing 
Risk for Bone Metastasis and Death 

PSA Doubling Time in Months 
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Placebo arm, N = 716 

ÅPlacebo arm of the Denosumab study demonstrates shortening PSA doubling time as a 

predictor of increasing risk for bone metastases development 

ÅIn a separate study, PSA was a key risk factor for bone metastasis and a PSADT Ò 

6 months was significantly associated with shorter bone metastasis-free survival1 

Smith et al 15 
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6 months was significantly associated with shorter bone metastasis-free survival1 

Smith et al (2005) 
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MSKCC PSADT calculate 

http://nomograms.mskcc.org/Prostate/PsaDoublingTime.aspx 
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Trial Enrollment Treatment Primary endpoint 

PROSPER (NCT02003924) 1401 
Enzalutamide 160 mg once daily vs 

placebo 
Metastasis-free survival 

SPARTAN (NCT01946204) 1207 
Apalutamide 240 mg once daily vs 

placebo 
Metastasis-free survival 

ARAMIS (NCT02200614) 1509 
Darolutamide 600 mg twice daily vs 

placebo 
Metastasis-free survival 

Positive results from the SPARTAN and PROSPER trials. 
ARAMIS ongoing with recruitment stopped. 

M0 CASTRATION-RESISTANT PROSTATE CANCER:                

PHASE III CLINICAL TRIAL 
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SPARTAN, a Phase 3 Double-Blind, Randomized Study of Apalutamide vs Placebo in Patients With Nonmetastatic Castration-Resistant Prostate Cancer 

Presented By Eric Small at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care 
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