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Progression of Prostate Cancer



Advanced Imaging 

• PSMA PET-CT 

• Much more accurate (92% vs 65%) at detecting metastases than 
conventional imaging. 

• Decreasing non-metastatic, biochemical recurrence cases, and 
increasing oligometastatic disease.  
• EA8191 / INDICATE Trial – evaluating targeted XRT and apalutamide in this setting 



Theranostics

• Lutetium-177 vipivotide tetraxetan PSMA therapy



https://www.nejm.org/doi/full/10.1056/nejmoa2107322



PARP inhibitors 



Rate of HRR gene mutations in men with metastatic prostate cancer

https://www.researchgate.net/figure/Landscape-of-HRR-related-gene-mutations-in-mCRPC-A-Frequency-of-mutations-for-the_fig2_365315921



Somatic vs Germline Mutations 



Single agent PARPi

• Rucaparib – BRCA mutations
• Olaparib – HRR gene mutations  



Triton3 Study 











PARPi+NHT Combos

• Olaparib/abiraterone – BRCA mutations
• Niraparib/abiraterone – BRCA mutations
• Talazoparib/enzalutamide – HRR gene mutations  



PROpel Study 





MAGNITUDE Study









Immunotherapy for advanced prostate cancer

• Pembrolizumab for MSI-H, dMMR, or TMB ≥10 mut/Mb



Immunotherapy for advanced prostate cancer

• Combination immunotherapy in prostate cancer:

• Phase 3 KEYNOTE-641 and KEYNOTE-789 (pembrolizumab + 
enzalutamide) were discontinued early due to lack of efficacy 

• Phase III KEYLYNK-010 (pembrolizumab + olaparib) did not meet PFS 
or OS endpoints

• Phase II trial of pembrolizumab + Lu177 is currently enrolling 



Conclusions

• New treatment modalities (theranostics, targeted therapy, and 
immunotherapy) offer new hope to patients with advanced 
prostate cancer. 

• Defining novel molecular targets and new biomarkers of response 
will allow us to better personalize innovative treatments options 
for patients with advanced prostate cancer.  


