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HOW GNRH AGONISTS HAVE MADE POSSIBLE THE CLINICAL TRIALS SHOWING THE MARKED BENEFITS OF ANDROGEN BLOCKADE ON SURVIVAL IN LOCALIZED PROSTATE CANCER
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The major source of uncertainty concerning the early diagnosis and treatment of prostate cancer has been that, until recently, no prospective and randomized trial had shown significant benefits on survival following treatment of localized disease. The reason was that no study had been performed. This situation, however, has changed with the availability of GnRH agonists. In fact, following treatment of the first patient with prostate cancer in 1980 (Labrie et al., J. Androl. 1: 209-228, 1980), it rapidly became clear that medical castration with GnRH agonists has an effect on prostate cancer similar to that of orchiectomy. GnRH agonists, however, have the advantage of being much more acceptable by patients than orchiectomy, especially for localized disease. In fact, the better acceptability of LHRH agonists has been crucial in permitting a series of clinical studies which have clearly demonstrated major benefits of androgen blockade on survival in localized prostate cancer. At 5 years of follow-up, six studies have shown improved cancer-specific survival rates ranging between 37% and 81%. Although most studies performed to date in localized prostate cancer have used monotherapy (castration), there are good reasons to believe that even better results could be obtained with more complete or combined androgen blockade (CAB). The effect of CAB on long-term control or possible cure of prostate cancer was evaluated by the absence of biochemical failure or prostate-specific antigen (PSA) rise for at least 5 years after cessation of continuous treatment. A total of 57 patients with localized or locally advanced disease received CAB for periods ranging from 1 to 11 years. With a minimum of 5 years of follow-up after cessation of long-term CAB, two PSA rises occurred among 20 patients with stage T2-T3 cancer who stopped treatment after continuous CAB for more than 6.5 years, for a nonfailure rate of 90%. For the 11 patients who had received CAB for 3.5 to 6.5 years, the nonfailure rate was only 36%. On the other hand, the serum PSA increased within 1 year in all 11 patients with stage B2/T2 treated with CAB for only 1 year, thus indicating that active cancer remained present after one year of CAB despite undetectable PSA. In all patients who had a PSA rise after stopping CAB, the serum PSA level rapidly decreased again to undetectable levels when CAB was restarted and has remained at such low levels afterward. Of these patients, only 1 patient had died of prostate cancer at last follow-up. CONCLUSIONS: The present data suggest that long-term and continuous CAB offers the possibility of long-term control or possible cure of localized prostate cancer.




















