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Radiation Therapy Oncology Group 9910: Phase 3 Trial to Evaluate the Duration of Neoadjuvant (NEO) Total Androgen Suppression (TAS) and Radiation Therapy (RT) in Intermediate-Risk Prostate Cancer (PCa)

T.M. Pisansky, D. Hunt, L.G. Gomella, M.B. Amin, A.G. Balogh, D.M. Chinn, M. Seider, M. Duclos, S.A. Rosenthal, H.M.Sandler

Purpose/Objective(s):To determine primarily if extended duration NEO TAS followed by external RT + concurrent TAS improves disease-specific survival (DSS) compared to standard-duration NEO TAS, and secondarily effects on overall survival (OS), disease-free survival (DFS), clinical and biochemical relapse (BR), and adverse effects (AE).

Materials/Methods: Between February 2000 and May 2004, 152 institutions accrued 1579 patients with intermediate-risk PCa to a North American prospective trial. Patients were stratified and randomly assigned to TAS (luteinizing-hormone releasing-hormone analog + non-steroidal antiandrogen) of 8-week duration (Arm 1) or 28-week duration (Arm 2) prior to RT (prostate [70.2 Gy/39 fractions] ± seminal vesicles ± pelvic nodes) + concurrent 8-week TAS. Assuming 8-year (yr) DSS of 79% (Arm 1), the trial required 270 PCa deaths to detect a 33% reduction in hazard of PCa death in Arm 2 with two-sided α = 0.05 and 90% power. The first of 3 planned interim analyses was specified at 50 PCa deaths. Cumulative incidence estimated and tested efficacy for DSS, ASTRO-consensus (3-rises; 1997) BR and clinical relapse. OS and DFS (clinical relapse, BR or death) were estimated with Kaplan-Meier and efficacy tested using log rank. Arm 1 is reference for hazard ratio (HR). Time to event analysis is based on intent to treat and reported upto10 yr.

Results: One thousand four hundred ninety patients (Arm 1=752; Arm 2=738) were eligible with 8.7-yr median follow-up. Median age = 71 yr, T1b-2 = 94%, Gleason>6 = 73%, PSA>10 = 53%. There were 30 PCa deaths in Arm 1 (10-yr DSS = 95%) and 24 in Arm 2 (96%); HRZ 0.81,p = 0.45. Two hundred additional deaths were not attributed to PCa or cause unknown in Arm 1 (10-yr OS = 66%) with 196 in Arm 2 (67%); HR = 0.95,p = 0.62. Ten-yr DFS was 24% (Arm 1) vs 23% (Arm 2), HR = 0.96,p = 0.47. Ten-yr cumulative incidence of BR in Arm 1 vs Arm 2 was 57% vs 60%, HR = 1.01,p = 0.84; 10-yr local-regional relapse was 6% vs 4%, HR = 0.65,p = 0.07; 10-yr distant relapse was 6% vs 6%, HR = 1.07,p = 0.80. The late RT grade>2 AE incidence was 10% (Arm 1) vs 8%; sexual grade>2 AE in 8% (Arm 1) vs 17%.

Conclusions: Prior studies established short-term NEO TAS with RT + concurrent TAS as standard of care for patients with intermediate-risk PCa. This study confirmed high DSS and low clinical relapse risk through 10 years with this approach using moderate-dose RT. Although BR was common and DFS was low, this must be interpreted cautiously as the ASTRO (1997) definition does not account for androgen recovery. Extending NEO TAS>8 weeks and total TAS duration>16 weeks does not improve the endpoints herein for patients with intermediate-risk PCa as a whole.Konec formuláře

