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Treatment Options for mCRPC Patients Post-
ARPI: Pre-PSMAfore Era

Limited 
Options



Treatment Options for mCRPC Patients Post-
ARPI: Pre-PSMAfore Era

But…what about patients who refuse/unable to tolerate taxanes and 
do not harbor a BRCA mutation?

Limited 
Options



Can We Move 177Lu-PSMA ‘Up’ the Treatment 
Algorithm?
• Prior to 2025: 177Lu-PSMA approved for mCRPC pts post-ARPI and 

taxanes

VISION
177LuPSMA-617 + SOC vs SOC

TheraP
177LuPSMA-617 vs Cabazitaxel

Sartor et al. N Engl J Med, 2021. Hofman et al. Lancet, 2021.



September 2024



PSMAfore Study Design



Median rPFS (final analysis)
11.6 vs 5.6 mo (HR 0.49, p<0.0010)

Median OS (interim analysis; f/u: 18 mo)
23.7 vs 23.9 mo (HR 0.98, p=0.44)

57% of patients in APRI switch arm 
crossed over to receive LuPSMA at 

radiographic progression



March 2025



Study Objective

To report:
1. Final OS analyses of PSMAfore based on the ITT 

principle
2. Crossover-adjusted OS analyses

• Inverse probability of censoring weighting (IPCW)
• Rank-preserving structure failure time (RPSFT)

3. Updated safety outcomes, including exposure-
adjusted outcomes



Overall Survival



Crossover-Adjusted OS by IPCW and RPSFT

Assumes there are 
no unmeasured 

confounders

The common treatment assumption was likely not met and the 
method fails to adjust for confounding in the context of 

overlapping ITT survival curves



Time to Soft Tissue Progression



Time to Radiographic Disease Progression After 
Crossover (rPFS2)



Time to Chemotherapy



Treatments 
Received After 

Discontinuation 

177Lu-PSMA-617 Arm

ARPI Change Arm



Exposure-Adjusted Safety 
During Randomized 

Treatment
* 59.5%



Time to Onset and Resolution of Dry Mouth, 
Hematologic AEs, and Renal Toxicity



Proportion of Pts with Hematologic TEAEs at 1-4 
vs 1-6 Doses of 177Lu-PSMA-617



Proportion of Pts with Hematologic TEAEs 
According to # of Bone Metastases at Baseline



Discussion (1)

• In the final OS analysis, there was no statistically significant difference in OS between 
treatment arms based on the ITT principle
• IPCW crossover-adjusted OS analyses (HR 0.59, 95% CI 0.38-0.91) suggested crossover confounded 

the OS analysis

• Rate of crossover was high: 60.3% of pts in ARPI arm (75.4% with confirmed radiographic 
progression) crossed over 
• Majority of pts in the ARPI arm received investigational drug, and received it early in the study (median 7.66 mos)

• Overall safety profile of 177Lu-PSMA-617 at the final OS was favorable and similar to 
previous analyses → no new safety signals
• Overall exposure-adjusted incidence of dry mouth in the 177Lu-PSMA-617 arm (59.5%) was higher 

than previously observed in VISION (38.8%)
• Most events were grade 1-2, did not lead to dosage modifications, and had resolved by the time of final OS analysis

• Rates of renal toxicity were low and comparable between treatment arms 



Discussion (2)

• Important limitations/considerations:
1. Selection bias and unmeasured variables may have further affected outcomes in the crossover 

group because this was a post-randomization event → likely confounded ITT analysis of OS

2. Other variables, such as PSMA expression, may have influenced outcomes and were not 
accounted for in the correction models

3. Pts with known genomic alterations conferring eligibility for other Rx (ie. PARPi) were excluded

4. The trial may have been underpowered to detect an OS difference (power for OS: 80%), which 
may have been further reduced by crossover

• All pts in active therapy or follow-up upon closure of the trial will be eligible for a 
further long-term follow-up study (NCT05803941), which will provide insights into the 
long-term safety outcomes of patients receiving 177Lu-PSMA-617



Take Home Messages

• In the final OS analysis of PSMAfore, OS was not statistically 
significantly different between 177Lu-PSMA-617 and ARPI 
change

• Safety profile: acceptable and consistent with previous reports

•Given that 177Lu-PSMA-617 prolonged rPFS, time to PSA 
progression, and time to worsening HRQoL and pain, these 
results support the use of 177Lu-PSMA-617 for PSMA-positive 
mCRPC pre-chemotherapy


	Slide 1: Final OS and Safety Analysis of the Phase 3 PSMAfore Trial of [177Lu]Lu-PSMA -617 vs Change of ARPI in Taxane-Naïve Patients with mCRPC
	Slide 2
	Slide 3: Treatment Options for mCRPC Patients Post-ARPI: Pre-PSMAfore Era
	Slide 4: Treatment Options for mCRPC Patients Post-ARPI: Pre-PSMAfore Era
	Slide 5: Can We Move 177Lu-PSMA ‘Up’ the Treatment Algorithm?
	Slide 6: September 2024
	Slide 7: PSMAfore Study Design
	Slide 8
	Slide 9: March 2025
	Slide 10: Study Objective
	Slide 11: Overall Survival
	Slide 12: Crossover-Adjusted OS by IPCW and RPSFT
	Slide 13: Time to Soft Tissue Progression
	Slide 14: Time to Radiographic Disease Progression After Crossover (rPFS2)
	Slide 15: Time to Chemotherapy
	Slide 16: Treatments Received After Discontinuation 
	Slide 17: Exposure-Adjusted Safety During Randomized Treatment
	Slide 18: Time to Onset and Resolution of Dry Mouth, Hematologic AEs, and Renal Toxicity
	Slide 19: Proportion of Pts with Hematologic TEAEs at 1-4 vs 1-6 Doses of 177Lu-PSMA-617
	Slide 20: Proportion of Pts with Hematologic TEAEs According to # of Bone Metastases at Baseline
	Slide 21: Discussion (1)
	Slide 22: Discussion (2)
	Slide 23: Take Home Messages

