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Agenda
1. Oligometastatic Castrate Sensitive Prostate CA 
◦ STOMP, Oriole Trial (ASCO 2022)

2. Nonmetastatic Castrate Sensitive Prostate CA
◦ PRESTO Study (ESMO 2022)

3. Metastatic castrate sensitive Prostate CA
◦ ARASENS Update (ASCO 2022)

4. Metastatic castrate resistant Prostate CA
◦ PROpel Update (ESMO 2022)
◦ VISION Update, TheraP (ASCO 2022)



Systemic therapy of prostate cancer 2022
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Non-Metastatic CRPC
• apalutamide
• enzalutamide
• darolutamide

Metastatic CSPC
• Docetaxel
• abiraterone
• apalutamide
• Enzalutamide
• Docetaxel 

+Abiraterone
• Docetaxel + 

Darolutamide

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

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. 



1. Oligometastatic Prostate Cancer

� Clinical Problem
� Are we over treating patients with ADT?
� ADT side effects for patients



ASCO 2022: Poster 5025
Pooled analysis STOMP + Oriole study

� Phase II STOMP and ORIOLE trials to 
examine long term outcomes of MDT in 
patients with oligometastatic castration 
sensitive prostate cancer

� In pooled analysis, evaluated ability of a 
high-risk (HiRi) mutational signatures to 
provide prognostic and predictive 
information



ASCO 2022: Poster 5025  

� omCSPC (defined as less than 3 lesions) 
enrolled on STOMP (n = 62) and 
ORIOLE (n = 54). 

� Patients were randomized to MDT or 
observation. 

� Primary endpoint was progression-free 
survival (PFS) defined as either PSA 
progression, initiation of androgen 
deprivation, or death.



ASCO 2022: Poster 5025 
(Primary Endpoint) 



ASCO 2022: Poster 5025
� Secondary endpoint was radiographic PFS 

(rPFS) defined as radiographic progression 
or death. 

� Identify a high risk mutational signature 
defined as pathogenic mutations

� ATM, BRCA1/2, Rb1, pTEN, and TP53 
evaluated using next generation 
sequencing (NGS).



ASCO 2022: Poster 5025
(Secondary Endpoint/Radiographic)



My Practice based on Poster 5025

� Next generation sequencing for all 
metastatic prostate cancer patients (liquid 
and tissue). 

� Prioritize MDT for patients with 3 or fewer 
lesions if they do NOT have homologous 
recombination repair deficiency (rPFS 22.6 
months vs 10 months)

� Keeps patients off of ADT and the side 
effects associated with treatment



2. Nonmetastatic prostate cancer

� Clinical Problem
� Watch and worry after 

radical prostatectomy
� Increased PSA
� Patient Anxiety
� Testosterone 

Suppression with 
associated side effects

� Life Long Treatment?



PRESTO design



Cohort Groups



PRESTO Study
� Median follow-up 

21.5 months
� both experimental 

arms significantly 
prolonged 
biochemical 
progression-free 
survival compared 
to the control arm

� median 24.9 months 
for ADT + 
apalutamide vs 20.3 
months for ADT, HR 
0.52 (95% CI 0.35–
0.77):



PRESTO Study



Most common adverse effect was 
hypertesion



PRESTO Study
� Median time to testosterone recovery was 4.0, 

3.9 and 4.8 months in ADT, ADT + apalutamide, 
and ADT + apalutamide + abiraterone acetate 
plus prednisone arms, respectively. 

� Study Limitations
◦ A. PSA-based rather than metastasis-free survival 

endpoints
◦ B.  Metabolic imaging (PSMA PET) were not used at 

screening (M0 biochemically recurrent CSPC 
population maybe seen with PSMA PET)
◦ C.  Metastasis-directed therapy in oligometastatic 

CSPC in conjunction with ADT remains to be 
defined.



My Practice based on PRESTO

� Not practice changing at this time.  

� I am intrigued with 1 year fixed treatment 
with ADT and Androgen pathway 
inhibitor.  

� Patient’s testosterone level recovered. 



3. Metastatic Hormone Sensitive 
Prostate Cancer

� Clinical Problem

� Triplet vs Doublet Treatment

� Heterogenous Group (Synchronous vs 
Metachronous)



Historical Data: CHAARTED Study



Androgen Pathway Inhibitors



ARCHES and ENZAMET



PEACE -1 



ARASENS Study





ARASENS



Overall Survival



Adverse Events



ARASENS Update ASCO 2022



ARASENS Conclusion
� Darolutamide, Docetaxel, and ADT significantly 

increased OS vs placebo + ADT + docetaxel in patients 
with metastatic castrate sensitive prostate cancer

� Median OS: NE vs 48.9 mo (HR: 0.68; 95% CI: 0.57-0.80; 
P <.001)

� Every patient with metastatic hormone sensitive 
prostate adenocarcinoma should receive androgen 
pathway inhibitor with ADT at a bare minimum.

� Consider Darolutamide, Docetaxel,  and ADT as new 
standard of care for mCSPC with high risk and/or high 
volume disease.  

� Triplet vs Double treatment for all patients?



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 in 
prognostication

� Are all 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

~8 y

Relapsed High
Volume

4.5

De Novo Low 
Volume

4.5

De Novo High 
Volume

3



My Practice

Metachronous 
High Volume

Darolutamide, 
Docetaxel, and 

ADT

Synchronous
Low  Volume

Consider 
Darolutamide, 
Docetaxel, and 
ADT for p53, 
RB1, PTEN 
mutation

Synchronous 
High Volume

Darolutamide, 
Docetaxel, and 

ADT

Metachronous 
Low Volume

Androgen 
Pathway 

Inhibitor and 
ADT



4. Metastatic Castrate Resistant 
Prostate Cancer

� Clinical Problem

� When do you use PARP inhibitors?

� Which patients should we prioritize 
for PARP inhibitors?



Jacob et al. UCC December 2020,Volume 09, Issue 04



PROpel Study



PROpel Study



PROpel study



PROpel Study



PROpel Study



ESMO 2022 Update



ITT Population



ESMO 2022 BRCA mutation group



ESMO 2022 PROpel
Non BRCA group



PROpel ESMO 2022 Update



Jacob et al. UCC December 2020,Volume 09, Issue 04



MAGNITUDE study (HRR-)



Magnitude study





Take Home
◦ TALAPRO-2

Enzalutamide and Talazaparib Positive for HRR (+) and 
HRR (-). Announced October 4, 2022. 
Paper not released yet. 

◦ PROpel
� rPFS benefit for olaparib + Abi/Pred vs placebo + Abi/Pred in 

overall population 
� (24.8 vs 16.6 mo; HR: 0.66; P <.0001)
� Patients were not stratified by HRR status

◦ MAGNITUDE Study
� rPFS benefit for niraparib + Abi/Pred vs placebo + Abi/Pred
� Patients with HRR alterations (16.5 vs 13.7 mo; HR: 0.53; P = 

.0014)
� No benefit in HRRmut -ve cohort



My practice
� Practice changing
◦ I consider Olaparib + Abiraterone + ADT for 

patients with metastatic castrate resistant 
prostate cancer with BRCA1 and BRCA2 
mutation the new standard of care

� Will await data for Enzalutamide + Rucaparib
(CASPAR trial) for unselected patients since 
there appears to be discordance with 
MAGNITUDE and PROpel for unselected 
patients



Prostate Cancer Treatment Sequencing?

� Clinical Problem

� What is the best treatment after patients 
receive Docetaxel, Androgen pathway 
inhibitor, and ADT?

� Lutetium 177, Cabizitaxel, or PARP 
inhibitor?





VISION Study



Mechanism of Action



VISION Study



Primary endpoints: 177Lu-PSMA-617 improved rPFS<br />

Morris MJ, ASCO 2021



Primary endpoints: 177Lu-PSMA-617 prolonged OS<br />

Morris MJ, ASCO 2021



Treatment-emergent adverse events grouped as topics of interest: no unexpected or concerning safety signals

Morris MJ, ASCO 2021



VISION study

� 177Lu-PSMA-617 significantly prolonged vs 
standard care

� Imaging-based progression-free survival 
(median, 8.7 vs. 3.4 months; hazard ratio 
for progression or death, 0.40;)

� Overall survival (median, 15.3 vs. 11.3 
months; hazard ratio for death, 0.62;)

� Clinical Question: 177Lu-PSMA-617 vs 
Cabizitaxel?



TheraP Trial Study Design



TheraP



TheraP



ASCO 2022: TheraP Study



ASCO 2022: TheraP Study



My practice 3rd Line Treatment

� Every patient should have a somatic and germline mutational 
studies to look for HRR deficiencies

� Patients with BRCA2 mutations, I would favor Olaparib (2nd
line as well) and Rucaparib before Lutetium 177 and 
Cabizitaxel

� Patients without mutations, I would consider Lutetium 177 
vs Cabizitaxel based on PSMA PET avid disease ie SUV 
greater than 10

� Also consider, CARD inclusion criteria.  Progression less 
than 12 months on novel androgen pathway inhibitor



Norton Cancer Institute


