Kidney Cancer
On December 20, 2005, the FDA granted approval for sorafenib for the treatment of patients with advanced renal cell carcinoma (RCC), a type of kidney cancer.

This indication is based on the demonstration of improved progression-free survival (PFS) in a large, multinational, randomized double-blind, placebo-controlled phase III study and a supportive phase II study. Overall survival results from the phase III study are preliminary at this time.

The sorafenib tosylate phase III study was conducted in patients with advanced (unresectable or metastatic) renal cell carcinoma who had received one prior systemic treatment. Eligibility also included ECOG performance status (PS) 0 or 1, and MSKCC (Memorial Sloan Kettering Cancer Center) RCC prognostic risk category of low or intermediate.

Patients with brain metastases, MSKCC high risk score, or advanced cardiac conditions were not eligible. Study endpoints included overall survival, progression-free survival, and response rate.

Among 769 patients randomized, the median age was 59 years and 70 percent were male; there were approximately equal patient numbers in each arm for each category of PS and MSKCC prognostic risk category. Baseline patient and disease characteristics were well balanced. Regarding prior therapies, 93 percent had prior nephrectomies; 99 percent had received prior systemic therapies, including interleukin-2 (44 percent) and an interferon (68 percent).

PFS (time from randomization to progression or death from any cause), progression and response rate were determined by independent blinded radiologic review. The median PFS was 167 days in the sorafenib tosylate group versus 84 days in the placebo control group (HR 0.44, 95 percent CI for HR: 0.35 - 0.55), logrank p < 0.000001). Results were similar regardless of MSKCC prognostic risk category, ECOG PS, age, or prior therapy.

Time-to-progression was similarly improved. Tumor response was determined by independent radiological review according to RECIST criteria. Overall, of 672 patients who were evaluable for response, seven (2 percent) sorafenib tosylate patients and no (0 percent) placebo patients had confirmed partial responses.

Sorafenib tosylate toxicities (based on an updated phase III study database of 902 patients) included reversible skin rashes in 40 percent and hand-foot skin reaction in 30 percent. Diarrhea was reported in 43 percent, treatment-emergent hypertension in 17 percent, and sensory neuropathic changes in 13 percent.

Alopecia, oral mucositis, and hemorrhage also were reported more commonly on the sorafenib tosylate arm. The incidence of treatment-emergent cardiac ischemia/infarction events was higher in the sorafenib tosylate group (2.9 percent) compared with the placebo group (0.4 percent). Grade 3 and 4 adverse events were unusual; only hand-foot skin reaction occurred at 5 percent or greater frequency in the sorafenib tosylate arm.

Laboratory findings included asymptomatic hypophosphatemia in 45 percent versus 12 percent and serum lipase elevations in 41 percent versus 30 percent of sorafenib tosylate versus placebo patients, respectively. Grade 4 pancreatitis was reported in two sorafenib tosylate patients, although both patients subsequently resumed sorafenib tosylate, one at full dose.

Physicians should be aware of the importance of frequent blood pressure monitoring and management, especially during the first six weeks after starting sorafenib tosylate, and the unusual laboratory alterations on sorafenib tosylate therapy.

The recommended dose is 400 mg (two 200 mg tablets) twice daily taken either one hour before or two hours after meals. Adverse events were accommodated by temporary dose interruptions or reductions to 400 mg once daily or 400 mg every other day.

Sorafenib tosylate metabolism is principally hepatic via CYP3A4 and UGT1A9 pathways. Sorafenib tosylate is an inhibitor of UGT1A1.

