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Health Canada has approved Sutent (sunitinib) capsules to treat GIST for patients who have failed imatinib mesylate treatment due to resistance or intolerance.

Gastrointestinal stromal tumours (or GIST) represent a rare, extremely hard-to-treat type of stomach and intestinal cancer. For newly diagnosed patients, the primary treatment option is surgery, and after surgery, GIST patients with advanced disease receive Gleevec (imatinib), currently the standard of medical care.

For many patients, Gleevec works well—for a time. However, most GI stromal tumours develop resistance to Gleevec after two years of therapy (and often before); sunitinib can then provide life-extending second-line treatment. One phase III study of Gleevec-resistant gastrointestinal stromal tumours was ended in January 2005, earlier than planned, so impressive was the efficacy data for Sutent.

Sutent’s action is anti-angiogenic; it works by blocking certain signalling enzymes that promote tumour blood supply and tumour growth. The drug both inhibits new vessel formation and impedes the maturation of existing tumour vessels. Tumours, researchers believe, are thus starved of the blood and nutrients they need to flourish. 

The approval of Sutent was based on the results of a randomized double-blind, placebo-controlled phase III clinical trial involving 312 patients with GIST who were resistant to or intolerant of standard treatment with imatinib mesylate. Analysis of the study demonstrated Sutent significantly prolonged time to tumour progression in patients with imatinib-resistant GIST by 27.3 weeks compared with 6.4 weeks in the placebo group.

In the United States, Sutent obtained priority review status and received FDA approval in less than six months (January 2005). Simultaneously, the FDA also approved Sutent to treat advanced kidney cancer, making Sutent the first oncology drug ever to be approved for two indications at once. Ongoing clinical studies are now evaluating Sutent as treatment for a number of solid tumours, including cancers of the breast, colon, lung and prostate. Drug industry analysts are predicting Sutent will reach about $200 million US in sales this year and will become a billion-dollar blockbuster drug within five years.

In GIST trials, the most common adverse events included fatigue, diarrhea, nausea, stomatitis, altered taste, skin abnormalities, hypertension and bleeding. Only 9% of patients discontinued treatment of Sutent versus 8% on placebo during the phase III GIST study. Treatment-related tumour hemorrhaging was also observed in patients receiving Sutent. No patients discontinued treatment due to tumour hemorrhage.

The supplier of Sutent is Pfizer Canada Inc.

