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INTRODUCCION

El cancer de prostata es el tumor mas diagnosticado en hombres y la
segunda causa de muerte por cancer.

Enfermedad heterogénea hormono - dependiente que evoluciona
desde patrones indolentes hasta formas letales.




GRUPQOS DERIESGO

Definition

Low-risk Intermediate-risk High-risk

PSA <10 ng/mL PSA 10-20 ng/mL PSA > 20 ng/mL any PSA

and GS < 7 (ISUP grade 1) | or GS 7 (ISUP grade or GS > 7 (ISUP grade 4/5) |[fany GS (any ISUP

and cT1-2a* or cT2b* or cT2c* grade)*

cT3-4* or cN+**

Localised Locally advanced
GS = Gleason score; ISUP = International Society of pecific antigen.
* Based on digital rectal examination. WW
** Based on CT/bone scan. RADIOTERAPIA + ADT,_,,

PR + LDNe




CaP LOCALIZADO DE ALTORIESGO: cirugia

Recommendations

Radical prostatectomy (RP)

Radical prostatectomy can be safely delayed for at least 3 months.

Offer RP to selected patients as part of potential multi-modal therapy.

Extended pelvic lymph node dissection (ePLND)

Perform an ePLND in high-risk PCa.

Do not perform a frozen section of nodes during RP to decide whether to proceed with, or abandon, the
procedure (see Section 6.2.4.1).

Strength rating

Weak

Strong

Strong

Strong

Hasta 3 meses
desde el diagnostico.
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CIRUGIA: PROSTATECTOMIA RADICAL
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CIRUGIA: LINFADENECTOMIA

La linfadenectomia es “gold
estandar” para la
estadificacion, pero no
Influye en supervivencia
global ni cancer especifica.

| = external iliac and obturaig
Il = internal iliac

IIl = presacral and pararectal
IV = common iliac

V = paraaortic/caval

VI = inguinal

external iliac artery and vein

common il







Probability
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Revision sistematica. n = 24 407 pacientes: 40% PRy 60% EBRT

Cumulative Incidence after 1:1 Propensity Score Matching

Cumulstive Incidence sfier 1:1 Propensity Score Matching CSM for RP vs. EBRT in Johns Hopkins very high risk prostate cancer subgroup

CSM for RP vs. EBRT in the combined NCCN high risk prostate cancer population
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EFECTOS SECUNDARIOS

Oncology

Patient-perceived Satisfaction After
Definitive Treatment for Men With o
High-risk Prostate Cancer: Radical
Prostatectomy vs Intensity-modulated
Radiotherapy With Androgen Deprivation
Therapy

Shinya Yamamoto, Hitoshi Masuda, Shinji Urakami, Yasuhisa Fujii, Kimihiko Sakamoto,
Takuyo Kozuka, Masahiko Oguchi, Iwao Fukui, and Junji Yonese
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ONCOLOGY

Revision sistematica. n = 10 439.

Compara CaP de riesgo
intermedio tratado con PR,
EBRT, BTy EBRT + BT.

No diferencias estadisticamente
significativas entre grupos.



;CIRUGIA O RADIOTERAPIA?

A DIA DE HOY NO SE PUEDE
ESTABLECER SUPERIORIDAD
DE UNA SOBRE LA OTRA




NEOADYUVANCIAEN CANCER DE PROSTATA DE ALTORIESGO

- 20 % de los canceres de prostata localizados son de alto riesgo.
- ~ 50% tendran recidiva bioquimica.

- 40 % de estos pacientes mueren de CaP (66% de las muertes en los primeros 10 afios).

- Infraestadificacion del tumor.
- Eliminar micrometastasis.
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RANDOMIZED COMPARATIVE STUDY OF 3 VERSUS 8-MONTH
NEOADJUVANT HORMONAL THERAPY BEFORE RADICAL
PROSTATECTOMY: BIOCHEMICAL AND PATHOLOGICAL EFFECTS
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Agonistas LHRH/GnRH +/- Antiandrégenos 12 Mejoria resultados quirargicos: | R1, N+, pT3.

3 - 8 meses No aumento de SUPERVIVENCIA.
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GUIAS EUROPEAS 2023:

Surgical treatment

Radical prostatectomy (RP) can be safely delayed for at least 3 months from diagnosis in any risk Weak
category.
Inform patients that no surgical approach (open-, laparoscopic- or robotic RP) has clearly shown Weak

superiority in terms of functional or oncological results.

When a lymph node dissection (LND) is deemed necessary based on a nomogram, perform an Strong
extended LND template for optimal staging.

Consider avoiding nerve-sparing surgery when there is a risk of ipsilateral extra-capsular extension Weak
(based on cT stage, ISUP grade, magnetic resonance imaging, or with this information combined in a
nomogram).

Do not offer neoadjuvant androgen deprivation therapy before surgery.




EVIDENCIA: ENSAYOS CLINICOS CLASICOS VS ACTUALES

CLASICOS ACTUALES

Antiandrogenos 22G +/- Agonistas

- Periodos de seguimiento cortos.
LHRH/GnRH

L m— Periodos de seguimiento largos.
- No evaluacion sistemica de la _ _ |
respuesta patoldgica. - Evaluacion sistemica de la respuesta

patologica.

¢ PODEMOS CURAR A ESTOS PACIENTES




ARTICLE OPEN Prostate Cancer and Prostatic Diseases
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Clinical Research

NEAR

NEAR trial: A single-arm phase Il trial of neoadjuvant
apalutamide monotherapy and radical prostatectomy in
intermediate- and high-risk prostate cancer

Lui Shiong Lee'**'°™ Adelene Y. L. Sim*3?, Chee Wee Ong*®, Xinyan Yang*®, Cedric C. Y. Ng?, Wei Liu?, Vikneswari Rajasegaran?,
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Kae Jack Tay (5%*, John Shyi Peng Yuen®*, Tsung Wen Chong®*, Sun Sien Henry Ho**, Bin Tean Teh**'? and Melvin L K. Chua (5**#°

Apalutamida oral 240 mg/dia durante 12 semanas seguido de PRR +LDN.

Resultados:

25 pacientes cumplieron el tratamiento: {

n = 30 pacientes (20 alto riesgo y 10 intermedio).

Objetivo principal: Respuesta patoldgica completa (I margenes, N, pT ) y respuesta
bioquimica (PSA < 0,03 ng/mL).

- Ningun paciente presento respuesta patoldgica.
- 72% presentaron respuesta bioguimica.




PROTEUS

Patients
High-risk disease defined by a total Gleason sum score
2 4 + 3 (=Grade Groups [GG] 3-5) and = 1 of the following:
* Any combination of GS 4 + 3 (=GG3) and GS8

(4 + 4 0or5 + 3)in 2 6 systematic cores
(with = 1 core GS8 [4 + 4 or 5 + 3] included)

Treatment Prior to RP 'I'mtmont After RP
(C1 through C6) through C12)

APA (240 mg QD) APA (240 mg QD) * PSA levels monitored
<: + ADT + ADT every 3 months for BCF
T T

Z0==P>PN-Z00Z>»2

+ Any combination of GS 4 + 3 (=GG3) and Lo daboisapirls o

228;43;: ;5 ¥ 3)m2 318”‘”;& ek PSA testing and radiological Adjuvant or salvage RT absolute PSA valueof 2 0.2 ng/mL)

4+40r5 3'3“,"' =5 NS assessment for progression post RP at

[4 + 4 or 5 + 3] included) in necadjuvant setting investigator's discretion
* GS z 9 (=GGS5) in = 1 systematic or targeted core

. Stratification: * Treatment duration: 12 months
SE2 Gl okt e v L Tdown - Fremryand i pCRL S
; 11 * Gleason score (7 vs 8-10) * Secondary end points: PSA-free survival, PFS
N=1500 |, Region (NA, Europe, ROW) * Total time to final: 7.5 years (3 years accrual plus 4.5 years follow-up)

G4 Gheanon sccee; MA, prostate-1peciic antigen; C, cypcke; QD daly: PFS, progrestion-tree servival NA, North Amwenca, SOW. rest of workd RT, radkation theragy.




Results of a Randomized Phase Il Trial of Intense Androgen @Cmmk
Deprivation Therapy prior to Radical Prostatectomy in Men
with High-Risk Localized Prostate Cancer
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MET), Boston, Massachusetts, University of California Los Angeles (HY, CC), Los Angeles, California, Memorial Sloan Kettering Cancer Center (DR, VPL), New York,
New York, and Beth Israel Deaconess Medical Center (CC, GJB, DJE, PKC, AAW), Boston, Massachusetts

,/THE JOURNAL
UROLOGY

www.auijournals.org/journal/juro

Julio 2021

Apa + Abi + Leuprolide

EC Fase 2

n=118. CaP alto riesgo \ Abi + Leuprolide

Marcadores de presencia de tumor
Objetivo principal: Respuesta patologica completay — [issieie

enfermedad minima residual (tumor <Gmm).

Resultados EMR + RPC: 22% Apa+Abi y 20% Abi.

Pérdida de PTEN.
ERG positivo.
Carcinoma intraductal.




CONCLUSIONES

Actualmente no existen datos que justifiquen el tratamiento
neoadyuvante a la cirugia en pacientes con cancer de prdstata
localizado de alto riesgo.

Ensayos clinicos con nuevos antiandrogenos son prometedores.

v" Nuevas combinaciones: iIPARP, terapia dirigida.

v’ Estratificacion por biomarcadores.
v PSMA-PET como marcador de respuesta.
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