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ABARELIX, A GNRH ANTAGONIST, FOR THE INITIAL TREATMENT OF ADVANCED SYMPTOMATIC PROSTATE CANCER PATIENTS COMPLETELY AVOIDS THE REQUIREMENT FOR SURGICAL CASTRATION
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OBJECTIVE: Patients with advanced, symptomatic prostate cancer risk disease exacerbation and the requirement for immediate bilateral orchiectomy if they experience a disease flare following administration of an LHRH agonist.  Abarelix, a GnRH antagonist, rapidly induces medical castration and completely avoids the initial testosterone surge characteristic of LHRH agonists.  METHODS: 77 patients with advanced symptomatic prostate cancer (painful bony metastases, ureteral obstruction, impending spinal cord compression, bladder neck outlet obstruction) were treated with abarelix (100 mg/every 28 days, with an additional dose on day 15). The primary endpoint measured whether bilateral orchiectomy could be avoided at one and three months of treatment. Other endpoints included endocrinologic, biochemical and clinical assessments of disease responsiveness and anticancer activity.  RESULTS: 72 patients, median age 73 (range 40-94), median PSA of 90.5 ng/mL (0.8-7626) with 47% of patients with Gleason 8-10 were entered.  No patients required a bilateral orchiectomy at one and three months. Overall median follow up was 40 weeks; all patients continued to demonstrate avoidance of bilateral orchiectomy.  Abarelix treatment resulted in an 88% (38/43) objective response rate (ORR) (using NPCP criteria) by week 12 in evaluable D1 and D2 patients.  At 24 weeks of treatment, the ORR was 75%.  Of 18 patients who developed progressive disease or died during the study, all were castrate at time of progression or death, indicating transition to a hormonally refractory state. Substantial improvements were seen in pain reduction and narcotic usage requirements, improvement in neurological compromise, and urinary obstructive symptoms.  Median reduction from baseline PSA was 75% on day 15 and ?95% from day 57 onward.  Reasons for patient withdrawals included adverse events (including allergic reactions); or withdrawals that were voluntary, due to progressive disease or physician decision. CONCLUSIONS:  Abarelix, as used in this study in highly advanced, symptomatic prostate cancer patients, completely avoided the requirement for bilateral surgical castration, and was associated with high objective response rates, and meaningful improvements in clinical symptoms including pain relief, urinary obstructive symptoms and avoidance of spinal cord compression in at risk patients.
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