New drug marks COX-2 comeback 
November 21, 2006 | Andrew Skelly 



Lumiracoxib launch expands options for osteoarthritis Rx; post-marketing study a condition of approval
TORONTO | With the approval earlier this month of lumiracoxib (Prexige), Canadian physicians have a new COX-2-selective inhibitor at their disposal for the first time since safety concerns led to the withdrawal of two previous medications in this class.

Lumiracoxib will be available in pharmacies across the country by the end of November, according to manufacturer Novartis, and will be indicated for acute and chronic treatment of osteoarthritis (OA) of the knee in adults, in a once-daily 100 mg tablet.

While it is too early to say how physicians and patients will respond to the arrival of lumiracoxib, rheumatologists who spoke with the Medical Post were happy to have another option to offer their patients.

COX-2-selective inhibitors were first marketed in Canada in the late 1990s. However, Merck & Co. pulled rofecoxib (Vioxx) from the market in September 2004 after data indicated an elevated risk of cardiovascular events; and Pfizer Canada suspended sales of valdecoxib (Bextra) in April 2005 over concerns about rare but serious skin reactions as well as cardiovascular problems. Recent meta-analyses have also suggested that even the traditional non-steroidal anti-inflammatory drugs (NSAIDs) may increase the risk of cardiovascular events at high doses.

In a sign of this altered landscape, Novartis will be conducting, as a condition of the drug’s approval, a post-marketing study involving 10,000 patients on lumiracoxib and 10,000 on celecoxib and other NSAIDs, with results sent periodically to Health Canada. The company will also be providing continuing medical education for physicians and pharmacists, has set up a prexige.ca Web site for health professionals and patients, and is sending a patient selection guide? to 70,000 health-care professionals.

“Novartis Pharmaceuticals Canada is committed to ensuring that Prexige is prescribed appropriately with a full understanding of the risks and benefits of therapy,” Rajiv De Silva, president of the Dorval, Que.-based company, said in a Toronto press conference.

De Silva said Prexige would be priced about 10% lower than Celebrex and the company would be making the appropriate applications for provincial formulary coverage. He added the company was in the process of filing data with Health Canada to support other indications besides knee OA.

“From a rheumatologist’s perspective, today is a new dawn in the treatment of osteoarthritis,” said Dr. William Bensen, a rheumatology consultant at McMaster University and St. Joseph’s Healthcare in Hamilton who spoke at the press conference. He estimated 20% of OA patients, or about 600,000 Canadians, are not getting sufficient symptom relief. “We need new options because there are different responses to drugs in different patients.”

Dr. Bensen was involved in the key safety study of lumiracoxib, the Therapeutic Arthritis Research and Gastrointestinal Event Trial (TARGET), which was published in the Aug. 21, 2004, issue of the Lancet, and involved 18,325 patients, about 700 of them Canadian. He described TARGET as the “largest trial in history to evaluate the safety of an anti-inflammatory drug before it was launched.”

The study randomized patients with OA of the hip, knee, hand or spine to a supratherapeutic 400 mg dose of lumiracoxib or standard doses of naproxen (500 mg twice daily) or ibuprofen (800 mg three times daily) and followed them for one year. Patients at high cardiovascular risk could enter the trial if they had been on low-dose ASA (75 to 100 mg/day) for at least three months, but people with a range of cardiovascular conditions, such as a history of myocardial infarction, stroke, bypass surgery or angioplasty were excluded.

Among patients not taking ASA, the cumulative one-year incidence of ulcer complications was 1.09% in the traditional NSAID group and 0.25% in patients on lumiracoxib—a 79% reduction. In the overall population, the decrease in ulcer complications in lumiracoxib patients versus those on a traditional NSAID was 66%, but the 19% reduction among patients on ASA did not reach statistical significance.

The proportion of patients who suffered a myocardial infarction, stroke or cardiovascular death was statistically no different in the traditional NSAID and lumiracoxib groups, at 0.55% and 0.65%, respectively, and patients on the COX-2 inhibitor had significantly smaller mean changes from baseline in systolic and diastolic blood pressure compared with the patients on the traditional NSAIDs.

The trial did show elevated liver enzymes in patients on 400 mg lumiracoxib, but Dr. Bensen said this would not be a significant issue at the 100 mg dose. He added that the absence of a sulfa group in the drug’s chemical structure reduces the likelihood of allergic reactions.

“I think that as family doctors learn more about it, as they get more re-engaged in the management of osteoarthritis . . . this is going to offer them the potential of a simpler solution. . . . They’re not going to have to bring people back and do blood tests and worry about their ulcers and get those callbacks that we always get and fear where a patient calls with indigestion.”

Dr. Gunnar Kraag, president of the Canadian Rheumatology Association (CRA) and a professor of medicine at the University of Ottawa, described the TARGET data as “pretty impressive,” but said the manufacturer will nevertheless have to be “very vigilant in terms of post-marketing surveillance. I think most people will say ‘Let’s take a wait-and-see attitude.’ ”

However, he added that restricting lumiracoxib’s indications to knee OA was overly cautious and would not likely reflect the way the drug will be used in practice.

“My prediction would be, unless we get a news flash that there’s been an increased number of deaths due to this agent, that you’ll see this used for all kinds of osteoarthritis . . . that it will be used at increased dose, and . . . be used in other inflammatory conditions.”

Unmet patient need could fuel some of that expanded use. “The patients are much less wimpy than the doctors,” Dr. Kraag said. “They’re quite willing to take chances, because they realize that doing nothing has significant side-effects.”

Dr. Dianne Mosher, a rheumatologist and professor of medicine at Dalhousie University in Halifax, described the approval of lumiracoxib as good news. “The patients I see often have had disease for decades, so they’ve gone through all the traditional anti-inflammatories, and the only coxib being Celebrex, they’re left without choices.”

She agreed lumiracoxib would find application in various forms of OA as well as in rheumatoid arthritis, but said physicians are more cautious now about prescribing NSAID therapy in general. “People are doing a lot more thinking about when they use it instead of just slapping (patients) on it now, and that’s good.”

“Just like with (traditional) NSAIDs, coxibs should be used with caution if at all in cases of cardiovascular disease, hypertension or renal disease,” wrote Dr. Vivian Bykerk, chairwoman of the CRA’s therapeutics committee and director of the Early Arthritis Program at Mount Sinai Hospital in Toronto, in an e-mail interview.

“Similar to other NSAIDs and coxibs, patients should be monitored for blood pressure, weight gain and renal function on lumiracoxib.”

