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Non-Metastatic CRPC
• apalutamide
• enzalutamide
• darolutamide

Metastatic HSPC
• Docetaxel + 

Abiraterone + ADT
• Docetaxel + 

Darolutamide + 
ADT 

• Apalutamide
• Enzalutamide

1st line Metastatic CRPC
• sipuleucel-T
• abiraterone
• enzalutamide
• docetaxel
• radium-223
• PARP + Abiraterone + ADT
• PARP + Enzalutamide + ADT

Refractory mCRPC
• Cabazitaxel 
• Lutetium 177
• olaparib (HRR mut), rucaparib 

(BRCA1/2 mut)
• pembro (MMR deficient)

Alkhudair NA. Saudi Pharm J. 2019 Mar;27(3):368-372. 

Non-Metastatic HSPC
• enzalutamide



Prostate Cancer Axis

⚫ Testosterone

1. GnRH pathway
2. Adrenal Gland
3. Testis
4. Prostate Cancer



Metastatic Hormone Sensitive 
Prostate Cancer
▪ Clinical Problem
▪ Triplet vs Doublet Treatment
▪ NCCN Guidelines 1.2023



Historical Data: CHAARTED Study



Androgen Pathway Inhibitors



ARCHES and ENZAMET



PEACE -1 
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         Practice Confirming
⚫ My practice based on PEACE-1 study

⚫ Metastatic hormone sensitive prostate 
cancer based on STAMPEDE trial.  
Radiation to primary prostate cancer 
showed overall survival.

⚫ Peace-1 may not have shown overall 
survival however decreased GU events 
such as hydronephrosis, TURBT etc



ARASENS Study (Triplet) 





ARASENS



Overall Survival



ASCO GU 2023 Update



ASCO GU 2023 Update



How do you decide? 
           Triplet vs Doublet



Prostate Cancer 
Classification

High Volume
⚫Visceral 
⚫Greater than 3 

bone lesions with 1 
extra-axial 

High Risk
Gleason 8-10
At least 3 bone 
lesion
Measurable 
visceral lesions



Synchronous vs Metachronous 
Prostate Cancer

Synchronous
◦ Patients diagnosed with a primary prostate 

cancer and metastases simultaneously

Metachronous
◦ Patients diagnosed with nonmetastatic  

disease at initial diagnosis and develop 
metastases during follow up 



Staging  
prognostication

l prostate cancers the same?

Halabi, JCO, 2016; Gravis Eur Urol 2018; Kyriakopoulos JCO 2018

ADT Alone (using 
CHAARTED and 
GETUG)

Median 
OS

Relapsed Low Volume 
(Metachronous)

~8 y

Relapsed High Volume
(Metachronous)

4.5

De Novo Low 
Volume
(Synchronous)

4.5

De Novo High 
Volume 
(Synchronous)

3



My Practice

Metachronous 
High Volume

Darolutamide, 
Docetaxel, and 

ADT

Synchronous
Low  Volume 
(exceptions)

Darolutamdie, 
Docetaxel, and 
ADT (p53, RB1, 

PTEN, BRCA
Liver Mets)

Synchronous 
High Volume

AR Pathway 
inhibitor, 

Docetaxel, and 
ADT

Metachronous 
Low Volume

AR Pathway 
Inhibitor and 

ADT



NCCN guidelines mCRPC 1.2023



Prostate cancer genetics



ASCO 2023 PROpel 
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ASCO 2023 TALAPRO-2



ASCO 2023 PROpel
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⚫ Patients with metastatic castrate resistant 
prostate cancer (mCRPC) with BRCA1 
and BRCA2 have a poor prognosis

⚫ In my practice, patients with mCRPC with 
BRCA1 and BRCA2 mutation I will treat 
with PARP inhibitor, AR pathway inhibitor, 
and ADT.

         



Post Androgen receptor pathway 
inhibitor and Taxane



VISION Study



Mechanism of Action



VISION Study



How do I treat post taxane and AR 
pathway inhibitor

1. Review somatic mutation, germline 
mutations. 

2. If somatic mutation checked in metastatic 
hormone sensitive state, recheck now in 
metastatic castrate resistant state. 

3. Lutetium 177 vs Cabzitaxel vs 
Cabizitaxel/Carboplatin vs PARP inhibitor

4. Oral cyclophosphamide (ESMO 2023) ?
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