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[ Abstract] Objective To evaluate the efficacy and prognostic factors of '’ Lu-prostate specific
membrane antigen (PSMA ) -I&T targeted radioligand therapy (RLT) in metastatic castration-resistant pros-
tate cancer (mCRPC). Methods A retrospective cohort study was conducted on forty-five patients aged
(67.5£8.9) years and received ' Lu-PSMA-I&T RLT because of mCRPC from August 2017 to July 2023 in
Nanjing First Hospital. Before the intravenous injection of " Lu-PSMA-I&T (single dose: 7.77(6.66, 8.73) GBq)
of each treatment cycle, patients underwent ®Ga-PSMA-11 PET/CT and hematologic assessment ( prostate
specific antigen, PSA). Treatment intervals were 8—12( 10+2) weeks. Using a landmark analysis at the end
of cycle 2, patients were stratified into PSA responders ( =50% decline from baseline) and non-responders.
Prognostic factors were identified using Kaplan-Meier curves and Cox regression. Results During a follow-
up of 19.2(12.9,22.6) months, the median PSA progression-free survival ( PSA-PFS) and overall survival
(0S) of 45 patients were 8.8 and 21.7 months, respectively. The PSA response rates after cycles 1 and 2
were 48.9%(22/45) and 46.7%(21/45) , with a sustained response rate of 77.3% (17/22). PSA response after
cycle 2 was an independent protective factor for PSA-PFS (hazard ratio (HR)= 0.08, 95% CI . 0.03-0.20,
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P<0.001) and OS (HR=0.23, 95% CI. 0.10-0.55, P=0.001). Baseline total bilirubin was an independ-
ent risk factor for PSA-PFS (HR=3.25, 95% CI; 1.52-6.93, P=0.002). Baseline whole-body total lesion-
PSMA (HR=38.18, 95% CI. 3.16-21.17, P<0.001) and age (HR=1.06, 95% CI; 1.00-1.11, P=0.032)
were independent risk factors for OS, while PLT level (HR=0.21, 95% CI. 0.08-0.52, P<0.001) was a
protective factor. Conclusions Favorable biochemical response for ' Lu-PSMA-I&T RLT is found in pa-
tients with a mCRPC. PSA response after cycle 2 is independently associated with survival outcomes and

may serve as an important indicator for prognostic assessment after '’ Lu-PSMA-I&T RLT.
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