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Current Treatment Paradigms for LuPSMA  

  Hennes et al, Curr Opin Urol. 2025



177Lutetium-PSMA-617 (Pluvicto)
  



177Lu-PSMA-617 in Castrate Resistant Prostate Cancer
  

  UroToday 2024

 PSMAfore Trial Design
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 Primary Endpoint: Radiographic Progression Free 

Survival 
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177Lu-PSMA-617 in Castrate Resistant Prostate Cancer
  

  UroToday 2024



Conclusions

 77Lu-PSMA-617 treatment prolonged rPFS versus 
ARPI change in taxane-naïve mCRPC patients.

 Secondary and exploratory endpoints also 
favored 177Lu-PSMA-617 treatment.

 There was no difference in OS with 177Lu-PSMA-617 
versus ARPI change, but results are likely confounded 
by substantial rate of crossover.

 177Lu-PSMA-617 had a favorable safety profile and 
was well-tolerated.

 

  UroToday 2024



Enzalutamide and 177Lu-PSMA-617 in Poor-Risk Metastatic 
CRPC, a Randomized, Phase 2 Trial

  
 Clonal Adjustment Theory

 Enza Increases Androgen Resistance, Allowing Lu-PSMA to 

have Increased Activity

 



ENZA-p: Primary Endpoint
  

 PSA-PRS (Median)

 Enza   8 mo

 Enza + Lu-PSMA 13 mo 
  

 
  Emmett et al, Lancet Onc. 2024



ENZA-p: Overall Survival
  

 Median Follow-up

 34 months

 OS (Median)

 Enza    26 mo

 Enza/Lu-PSMA    34 mo  
 

 

  Emmett et al, Lancet Onc. 2025



ENZA-p: QOL
  

 Deterioration-Free Survival (12 mo)

 EORTC QLQ-C30

 Physical Function

 10.6 mos vs. 3.4 mo

 Overall Health and QOL

 8.7 mos vs. 3.3 mo

   

 

  Emmett et al, Lancet Onc. 2025



ENZA-p: QOL
  

 Mean Scores for Fatigue and Pain Favored Enza/Lu-PSMA

 

  Emmett et al, Lancet Onc. 2025



ENZA-p: Toxicity
  

  Increased with Lu-PSMA

 Anorexia/Nausea

 Dry Eye/Mouth

 Fatigue

 Hematologic

 High Grade Toxicity (Gr 3-5)

 Enza    44%

 Enza/Lu-PSMA    46%  
 

 



  Hofman et al, Lancet. 2021

177Lu-PSMA in CRPC
  

 TheraP Trial

 



  UroToday 2024

177Lu-PSMA in CRPC
  



177Lu-PSMA in CRPC
  

  Hofman et al, Lancet. 2021



177Lu-PSMA in CRPC
  

  Hofman et al, Lancet Oncol. 2024





LuTectomy Trial 
 

  Eapen et al, Eur Urol. 2024
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LuTectomy Trial 
 

  Eapen et al, Eur Urol. 2024



  Kishan et al, JCO. 2025

177Lu-PSMA in Oligorecurrent Prostate Cancer
  

 LUNAR Trial

 



  Ma et al, BJU Int. 2023

177Lu-PSMA in Oligorecurrent Prostate Cancer
  

 LUNAR Trial
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  UroToday. 2025
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  UroToday. 2025

177Lu-PSMA in Oligorecurrent Prostate Cancer
  

 Median FU

 20 mos

 PFS (Median)

 SBRT 
  

 7.4 mos

 SBRT/Lu-PSMA

 17.6 mo 
  

 

 Vast Majority of Progressions Corresponded to New Lesions!

 



  UroToday. 2025

177Lu-PSMA in Oligorecurrent Prostate Cancer
  

 HTFS (Median)

 SBRT 
  

 14.1 mos

 SBRT/Lu-PSMA

 24.3 mo 
  

 



  UroToday. 2025

177Lu-PSMA in Oligorecurrent Prostate Cancer
  

 Lymphopenia (Gr 3)

 SBRT 
  

 5%

 SBRT/Lu-PSMA

 7%  
 

 



The Future

 Adding two cycles of 177Lu-PSMA to SBRT significantly 
improved PFS presumably by treating occult 
metastatic disease, without attendant increase in 
toxicity

 64% of patients on the 177Lu-PSMA + SBRT arm still 
progressed, suggesting that more cycles might have 
improved benefit

 



Alpha Therapy

● Feuerecker et al, J Nucl Med 2023



Alpha Therapy
  

  Hennes et al. Curr Opin Urol 2025

 Potential Benefits and Risks

 Benefit

 Short Path Length

 Treat Micro-metastases (- PSMA Scan)

 Risks

 Increased Xerostomia/ Marrow Suppression

 As We Treat Younger/Healthier Patients, 
Concerns About Late Toxicity Increase



The Future!

  Hennes et al, Curr Opin Urol. 2025



Physiologic PSMA Uptake

● Lisney et al, Cancers 2022 ● Kallam et al, Cureus 2025

  Quality of Life Variables Assessed by 

FACT RNT Questionnaire 



Radiolabled Monoclonal Antibodies Targeting PSMA
  

  Abusalem et al. Cancers 2023

 Variable Physiologic Uptake with Potential Differences in Clinical Efficacy and Toxicity

 



ProstACT GLOBAL:  A Phase 3 Study of 177Lu-

Rosopatamab (TLX591)
  

  UroToday 2025

 Presented at ASCO-GU 2025
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Comparative Dosimetry
  

  Ells et al. J. Nuc. Med. 2024

 Will Become More Important as Treatment Moves to More 

Favorable Disease!

 



Radiolabled Monoclonal Antibodies Targeting PSMA
  

  Abusalem et al. Cancers 2023

 Potential Benefits

 Significantly Different Targeting and Pharmacology from 

PSMA Receptor Binding Small Molecules

 Primary Liver Excretion

 High Internalization Rate Requiring Lower Radiation Doses

 Longer Retention Requiring Fewer Injections and Less 

Radiation Protection Requirements

 High Tumor Selectivity

 



Thank You for Your Attention!
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