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DEVELOPMENT OF GS-121 AND GS-123, NOVEL SUSTAINED RELEASE LEUPROLIDE DEPOT PRODUCTS
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Epic Therapeutics, Inc., USA
Sustained release injected depot products for the LHRH agonist leuprolide have been developed using Epic Therapeutics’ ProMaxx( microsphere technology. ProMaxx technology uses an entirely aqueous-based process for the fabrication of protein and/or carbohydrate microspheres. GS-121 and GS-123 leuprolide depot products are prefabricated microspheres into which leuprolide is bound and subsequently delivered in a sustained-release manner.  An aseptic GMP manufacturing process for GS-121 and GS-123 has been developed to a commercial scale. In a Phase II clinical study for the treatment of prostatic cancer, all patients’ serum testosterone concentrations were suppressed to below castrate levels (<50 ng/dL) by day 28 following the first injection of GS-121.  Consecutive monthly administrations showed no evidence of “escape” or acute-on-chronic episodes.  All patients evidenced significant reduction of serum PSA levels during the course of treatment.  Serum leuprolide levels were consistent with the pharmacodynamic data.  No unexpected adverse events or site of injection reactions were observed during the course of therapy.  Additionally a three-month sustained release depot product, GS-123, has been developed and has demonstrated testosterone suppression for >16 weeks in rats.  GS-123 is expected to enter clinical trials by the end of 2002.  Epic Therapeutics and GensiaSicor Pharmaceuticals are developing GS-121 and GS-123 in North America. The data from the GS-121 clinical study support the safety and efficacy of these  sustained release depot leuprolide products and is the first clinical demonstration of the utility of  the ProMaxx( microsphere technology platform.




















