Subject: ELOXATIN™ (OXALIPLATIN FOR INJECTION) RECEIVES FDA APPROVAL FOR THE TREATMENT OF STAGE III COLON CANCER FOLLOWING SURGERY (ADJUVANT TREATMENT)

Dear Healthcare Professional,

I am pleased to announce that the US Food and Drug Administration (FDA) has approved ELOXATIN™, in combination with conventional chemotherapy (infusional 5- fluorouracil/leucovorin, known as 5-FU/LV), for the adjuvant (postsurgical) treatment of patients with stage III colon cancer who have undergone complete resection of the primary tumor. 

The FDA based its decision on results from the MOSAIC study, a large, international, randomized Phase III trial involving 2,246 patients in 146 centers. At a median follow-up of 4 years, there was a statistically significant improvement in the primary end point, disease-free survival (DFS), for the ELOXATIN combination compared with infusional 5-FU/LV, both in the overall study population (4-year DFS: 76% vs 69%; p=0.0008) and in the subgroup with stage III disease (4-year DFS: 70% vs 61% p=0.002). Survival data were not mature at the time of the analysis. No statistical difference in overall survival was shown between the treatment arms in the overall study population or in stage III patients. No statistical difference was observed either in DFS or survival in stage II patients.

These results demonstrated that the addition of ELOXATIN™ (oxaliplatin for injection) to conventional adjuvant chemotherapy for colon cancer (5-FU/LV) reduced the risk of recurrence of cancer by 24% in the overall patient population who had undergone surgery to remove their primary tumor.

Clinical Considerations About ELOXATIN

ELOXATIN™, used in combination with infusional 5-FU/LV, is indicated for adjuvant treatment of stage III colon cancer patients who have undergone complete resection of the primary tumor. The indication is based on an improvement in disease-free survival, with no demonstrated benefit in overall survival after a median follow up of 4 years. 

ELOXATIN should be administered under the supervision of a qualified physician experienced in the use of cancer chemotherapeutic agents. Appropriate management of therapy and complications is possible only when adequate diagnostic and treatment facilities are readily available.

Anaphylactic-like reactions to ELOXATIN have been reported, and may occur within minutes of ELOXATIN administration. Epinephrine, corticosteroids, and antihistamines have been employed to alleviate symptoms and discontinuation of ELOXATIN may be required.

ELOXATIN should not be administered to patients with a history of known allergy to ELOXATIN or other platinum compounds.  Women of childbearing potential should be advised not to become pregnant while receiving ELOXATIN.  ELOXATIN has been associated with pulmonary fibrosis (<1% of study patients), which may be fatal.

The incidence of grade 3 or grade 4 events was 70% and 31% on the ELOXATIN combination arm and infusional 5-FU/LV arm, respectively. Granulocytopenia, paresthesia, diarrhea, vomiting, and nausea were the most common grade 3 or 4 adverse events. Paresthesia was seen in 92% of patients on the ELOXATIN combination; 21% had residual paresthesia at 18-month follow-up. Three percent and 0.5% had grade 2 and 3 paresthesias, respectively, at 18-month follow-up. Grade 3 or 4 hypersensitivity was noted in 3% and may require discontinuation of therapy. Hepatotoxicity, evidenced by increase in transaminases (57% vs 34%) and alkaline phosphatases (42% vs 20%), was observed more commonly in the ELOXATIN arm. The incidence of increased bilirubin was similar on both arms. Hepatic vascular disorders should be considered and investigated if abnormal liver function tests or portal hypertension are present and cannot be explained by liver metastases or other known etiologies.

Full prescribing information, including clinical trial information, safety, dosing, drug-drug interactions, and contraindications, is available at: http://www.fda.gov/cder/foi/label/2004/021492s004lbl.pdf
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