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En los últimos 7 años 
hemos asistido a una 
verdadera revolución en  
el tratamiento del Ca de 
próstata. 

En el año 2013 se publica 
el resultado del estudio 
COU-AA-302  

En el año 2014 el estudio 
Prevail pone  a nuestro 
alcance el tratamiento 
con Enzalutamida para 
aquellos pacientes con 
CPRC M+
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ENZALUTAMIDA Y ABIRATERONA INHIBEN LA VÍA DEL SEÑALIZACIÓN DEL RA 
POR MECANISMOS DISTINTOS.



• La inhibición de CYP17 : 

´ reduce la síntesis  del cortisol y de andrógenos suprarrenales produciendo un aumento de la hormona estimuladora 
ACTH1,2. 

´ El aumento de ACTH puede generar un exceso de mineralocorticoides, con síntomas como retención de líquidos, 
hipertensión e hipopotasemia1,2.
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ACTH = hormona adrenocorticotrópica; CYP17 = citocromo P450 17α-hidroxilasa/17,20-liasa; DHEA = 
dehidroepiandrostenodiona; MdA = mecanismo de acción. 
1. Attard G, et al. J Clin Oncol 2008;26:4563−571. 
2. Ang JE, et al. Br J Cancer 2009;100:671-5.
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MECANISMO DE ACCIÓN DE ABIRATERONA



NÚCLEO

RA, receptor androgénico; DHEA, dehidroepiandrosterona; DHT, dihidrotestosterona; T, testosterona

Enzalutamida inhibe la señalización del RA en 3 puntos: 
– Bloquea la unión del andrógeno al receptor 
– Impide la translocación nuclear 
– Bloquea la unión y activación al DNA

Enzalutamida

MECANISMO DE ACCIÓN DE ENZALUTAMIDA

• RA como eje del tratamiento. 
• NO necesario el uso de 

corticoides



Categoría COU-AA-3021 PREVAIL2

Enfermedad Visceral Excluidos Permitidos

Tensión arterial Permitidos pacientes con 
tensión arterial <160/95 

Permitidos pacientes con 
tensión arterial <170/105

Insuficiencia 
Cardiaca Congestiva 
(ICC)

Excluidos pacientes con 
ICC clase 2, 3 y 4 según la 
NYHA (leve, moderada, 
grave).

Permitidos pacientes con ICC 
clase 3 y 4 según NYHA 
(moderada, grave) si FEVI ≥ 
45%

Fibrilación Auricular y 
cualquier arritmia que 
requiere tratamiento

Excluidos Permitidos 

DIFERENCIAS EN LOS CRITERIOS DE ELEGIBILIDAD DE LOS 
ESTUDIOS COU-AA-302 Y PREVAIL

1. Ryan CJ, et al. N Engl J Med 2013;368:138-48. 
2.  Beer TM, et al. N Engl J Med 2014; DOI:. 10.1056/NEJMoa1405095





Zhang et al.Expert Opin. Pharmacother. (2015) 16(4):473-485



SEGURIDAD EN ESTUDIO ENZA VS ABI 
(ASCO 2017)

Abiraterone (N=101) Enzalutamide (N=101)

Grade 1-2 Grade 3-4 Grade 1-2 Grade 3-4

Hypertension 39 (39%) 21 (21%) 31 (31%) 12 (12%)

Hypokalemia 19 (19%) 1 (1%) 3 (3%) 0 (0%)

Peripheral edema 31 (31%) 0 (0%) 35 (35%) 0 (0%)

Elevated ALT 8 (8%) 5 (5%) 0 (0%) 1 (1%)

Elevated AST 11 (11%) 4 (4%) 0 (0%) 1 (1%)

Fatigue 62 (61%) 5 (5%) 78 (77%) 2 (2%)

Seizure 0 (0%) 0 (0%) 1 (1%) 0 (0%)

Kim N. Chi et al, JCO 2017



Hospital admissions (HA) among chemotherapy-naïve metastatic castration-resistant prostate cancer (mCRPC) patients newly treated with enzalutamide (ENZA) or 
abiraterone (ABI). J Clin Oncol 35, 2017 (suppl; abstr e16524)

´ BACKGROUND: ENZA and ABI are approved to treat mCRPC in chemotherapy-naïve patients; few 
real-world analyses exist to compare HA pre- and post-treatment. This study characterized and 
compared incidence and incidence rate ratios (IRRs) of HA pre/post initiation of ENZA or ABI in 
chemotherapy-naïve mCRPC patients in the US. 

´ METHODS: 1603 patients (ENZA, 656; ABI, 947) jan 2014-dec 2015 

´ RESULTS: IRRs of HA (any position) due to cardiac disorder, dyspnea, hypokalemia, liver toxicity and 
pneumonia were significantly higher for post- vs pre-ABI-treated patients (IRR [95% CI]: 1.63 [1.22–
2.17], 1.90 [1.21–2.98], 3.13 [1.46–6.71], 2.24 [1.36–3.69] and 2.40 [1.41–4.10]). IRRs of HA (any position) 
due to cardiac disorder, dyspnea and hypokalemia were significantly lower in the ENZA cohort than 
ABI cohort (1.02 vs 1.63, 0.84 vs 1.90, 0.65 vs 3.13; all P< 0.05).  

´ CONCLUSIONS: Incidence rate ratios (IRRs) were significantly lower for ENZA vs ABI treated patients 
for multiple HA.

HOSPITALIZACIONES POST ABI O ENZA

MAS HOSPITALIZACIONES 
POR DESORDENES 
CARDIACOS, DISPNEA Y 
HIPOPOTASEMIA CON ABI 
QUE CON ENZA



➢ No se ha alcanzado un consenso sobre cual de los tres nuevos antiandrógenos proporcionaría mejores resultados oncológicos 
favorables.  

➢ El objetivo de este estudio es comparar la eficacia de Enzalutamida, Abiraterona y Orteronel en pacientes con CPRCm  

• Metanálisis de 8 estudios randomizados (COU-AA-301/2, AFFIRM, PREVAIL, TERRAIN, STRIVE, ELM-PC 4/5) 
• Objetivo primario: SG 

• Objetivos secundarios: 

✓ SLP 
✓ Respuesta de PSA 
✓ Tiempo hasta progresión de PSA 
✓ Tiempo hasta el 1er evento óseo 

Kang et al. Oncotarget 2017



• Enzalutamida se clasificó como el agente mas eficaz en mejorar la SG, HR = 
0,71; Abiraterona en segunda posición, HR = 0,78 

• Enza y Abi se asociaron significativamente a prolongación del Tiempo de 
Progresión de PSA 

• Orteronel se asoció a un incremento del riesgo de AEs

Kang et al. Oncotarget 2017



A randomized phase II cross-over study of abiraterone + prednisone vs enzalutamide for patients with metastatic, castration-resistant prostate cancer

Presented By Kim Chi at 2017 ASCO Annual Meeting



Background

Presented By Kim Chi at 2017 ASCO Annual Meeting



Background

Presented By Kim Chi at 2017 ASCO Annual Meeting



Study Schema

Presented By Kim Chi at 2017 ASCO Annual Meeting



Methods: Circulating Tumor DNA

Presented By Kim Chi at 2017 ASCO Annual Meeting



Baseline Characteristics

Presented By Kim Chi at 2017 ASCO Annual Meeting



Best PSA decline: 12 weeks

Presented By Kim Chi at 2017 ASCO Annual Meeting



Genomic Landscape at Baseline

Presented By Kim Chi at 2017 ASCO Annual Meeting



Conclusions

Presented By Kim Chi at 2017 ASCO Annual Meeting



SPARTAN and PROSPER provide the first good estimate of OS in men with M0 CRPC

Presented By Philip Kantoff at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



We know that men who have a more rapid PSADT develop metastases sooner

Presented By Philip Kantoff at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



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



Background

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



Slide 13

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



Conclusions

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



PROSPER: A Phase 3, Randomized, Double-Blind, Placebo-Controlled Study of Enzalutamide in Men With Nonmetastatic Castration-Resistant Prostate Cancer

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



PROSPER Study Design

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Baseline Patient Characteristics (N = 1401)

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Primary Endpoint: MFS

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Time to First Use of New Antineoplastic Therapy

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Overall Survival: First Interim Analysis

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Progression Event by Type

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Adverse Events of Special Interest*

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



Conclusions

Presented By Maha Hussain at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



RESULTADOS TRATAMIENTO 
CON ABIRATERONA Y 
ENZALUTAMIDA
HOSPITAL GENERAL VIRGEN DE LA LUZ



COMPARACIÓN INICIAL DE LOS PACIENTES
ABIRATERONA (N=20) ENZALUTAMIDA (N=14) P

EDAD al dx CPRC(años) 78.5 79.5 0.16

PSA al dx CPRC (ng/dl) 52.4 60.9 0.71

Tº duplicación PSA (meses) 3.33 5.89 0.41

% Gleason >7 33% (6/18) 22% (2/9) 0.68

% metastásico al dx CaP 30% (6/20) 43.9% (6/14) 0.64

% Tto local al dx (sólo RT) 45% (9/20) 35.7% (5/14) 0.71

Tº desde dx hasta CPRC (meses) 52.9 61.4 0.64

% sólo ganglionar en CPRC 25% (5/20) 7.1% (1/14) 0.19

% afectación visceral en CPRC 5% (1/20) 7.1% (1/14) 0.66

Nº lesiones óseas 5.8 7.2 0.35

ECOG al inicio del tto 0.6 1.2 0.07

Nº comorbilidades 1.4 1.4 0.93

Tº seguimiento (meses) 17.1 8.8 0.08



RESULTADOS DEL TRATAMIENTO

ABIRATERONA (N=20) ENZALUTAMIDA (N=14) P

Tº progresión PSA 
(meses)

6 9,8 0.02

Tº progresión rx 
(meses) 

8.2 10 0.13

Tº progresión 
clínica (meses)

10 12 0.88

% muerte CaP 38.9% (7/18) 14.3% (2/14) 0.95

% muerte otros 11.1 % (2/18) 28.6% (4/14) 0.21

% suspensión 
tratamiento por 
efecto 2º

10% (2/20) 7.1% (1/14) 0.63



Progresión de PSA



Progresión radiológica



Progresión clínica



Muerte global



Muerte por cáncer de próstata



TRATAMIENTOS DE SEGUNDA LÍNEA

Tras enzalutamida

50 % 50 %

Radio 223
Docetaxel

Tras Abiraterona

36 %

36 %

27 %

Radio 223
Enzalutamida
Docetaxel


