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Agenda
� Targeted Therapy in Prostate Cancer
◦ Androgen Pathway Inhibitor
◦ Radioligand Therapy
◦ PARP inhibitor

� Targeted Therapy in Urothelial Cancer
◦ FGFR 2/FGFR 3 inhibitor
◦ Nectin-4 directed therapy
◦ TROP 2 directed therapy
◦ HER 2 directed therapy



Systemic therapy of prostate cancer 2023

© 2020 Dana-Farber Cancer Institute, Inc. All rights reserved.

Non-Metastatic CRPC
• apalutamide
• enzalutamide
• darolutamide

Metastatic CSPC
• Docetaxel
• abiraterone
• apalutamide
• Enzalutamide
• ADT+Docetaxel

+Abiraterone
• ADT+Docetaxel + 

Darolutamide

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



1. Androgen Pathway Inhibitor





Androgen Pathway Inhibitors



ARCHES and ENZAMET



PEACE -1 





ARASENS 2023 Update
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Overall Survival



ARASENS Update 
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ARASENS Update



Adverse Events



ARASENS Conclusion
� Darolutamide, Docetaxel, and ADT significantly 

increased OS vs placebo + ADT + docetaxel in high risk 
and low risk with metastatic castrate sensitive prostate 
cancer

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

� Adverse events comparable between arms,
� 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 mHSPC









2.  Radioligand Therapy



Radioligand Therapy



VISION Study



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 treatment

� 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;)



ASCO 2022  TheraP



TheraP Trial Study Design



ASCO 2022: TheraP Study



177Lu-PSMA-617 vs Cabizitaxel. 

� PSMA PET scan is a biomaker.  If SUV >10 
I favor Lu-PSMA 617

� If patient progresses in less than 12 
months on androgen pathway inhibitor I 
favor Cabizitaxel based on CARD Trial

� Phase III PSMAfore trial met primary 
endpoint.  (pre-taxane indication)



3. PARP inhibitor



Mechanism of Action



PROpel Study
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Magnitude Study



Magnitude study



Magnitude Study



MAGNITUDE study (HRR-)



ASCO GU 2023



TALAPRO-2



TALAPRO-2
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TALAPRO-2



TALAPRO-2



TALAPRO-2



TALAPRO-2



PARP + Androgen Pathway Inhibitor
◦ PROpel

� rPFS benefit for olaparib + Abi/Pred + ADT vs placebo + 
Abi/Pred + ADT in overall population 

� Patients were not stratified by HRR status
� Benefit across unselected patients

◦ MAGNITUDE Study
� rPFS benefit for niraparib + Abi/Pred + ADT vs placebo + 

Abi/Pred + ADT
� No benefit in HRRmut -ve cohort

� TALAPRO-2 Study
� rPFS benefit for Talazoparib + Enzalutamide + ADT vs 

Enzalutamide +ADT
� Benefit across unselected patients



My practice

� I would consider PARP + Androgen 
Pathway Inhibitor + ADT for patients with 
metastatic castrate resistant prostate 
cancer with BRCA2 mutation

� Will await follow up studies with 
Enzalutamide + Rucaparib (CASPAR trial) 
since there appears to be discordance 
with MAGNITUDE, PROpel, and 
TALAPRO-2 for unselected patients



Targeted therapy in 
Urothelial Cancers

�FGFR 2/FGFR 3 inhibitor
�Nectin-4 directed therapy
�TROP 2 directed therapy,
�HER 2 directed therapy



Urothelial Cancer Algorithm



Targeted Therapies



Erdafitinib



Erdafitinib
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Erdafitinib



HER 2 Targeted treatment



HER2 antibody drug conjuage



Antibody drug conjugate



ASCO 2022
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Antibody drug conjugate



Sacituzumab Govitecan



ASCO GU 2023



TROPHY-U-01 Cohort 2



TROPHY-U-01 Cohort 2



TROPHY-U-01 Cohort 2
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TROPHY-U-01 Cohort 2



TROPHY-U-01 Cohort 2
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