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Myeloma agent offers new hope 
By David Hodges

TORONTO | Despite encouraging phase III study results showing the cancer drug bortezomib offers relapsed multiple myeloma patients significantly better treatment outcomes than the current standard of care, Ontarians with this condition are unlikely to be celebrating. 

Government funding for bortezomib (Velcade), which was approved in January by Health Canada, is currently available on a special access basis everywhere in the country but the one province that houses one-third of the nation's population. In British Columbia, the drug was recently added to the province's formulary.

In Ontario, frustration over bortezomib has even led to the unprecedented move of a freestanding clinic opening to provide the drug to those who can cover the weighty costs themselves.

Dr. Donna Reece, of the department of medical oncology and hematology at the Princess Margaret Hospital here, was one of the investigators of a recent New England Journal of Medicine study that found bortezomib offers superior survival, time to disease progression and response rates compared with dexamethasone, the commonly used second-line treatment for relapsed multiple myeloma.

Moreover, results from the study—also known as the APEX (Assessment of Proteasome Inhibition on Extending Remission Results) trial—support further investigation of the drug as a potential first-line treatment.

Of bortezomib, Dr. Reece said: "It really is the new kid on the block for a disease where new effective treatments have been desperately needed.

"It's not a substitute for the old drug. It's a brand new drug that offers the opportunity of further disease control for patients whose other option is just supportive care. We just hope it becomes available for our patients in Ontario soon because the patients who can't get it don't have other treatment options," she added.

Dr. Joseph Connor, chairman of the lymphoma treatment group at the B.C. Cancer Agency, said that in younger and older multiple myeloma patients who have failed bone marrow stem cell transplantation or chemo-therapy, bortezomib can help 30% to 40% of these patients get better and stay better for months and possibly years.

"They've reached a stage in their myeloma where there isn't anything else that can make it better like this," he said.

While bortezomib remains under review at the Ontario Ministry of Health and Long-Term Care, Ontarians with multiple myeloma have been left with little choice but to leave the country to receive treatment with the drug at a cost of $7,000 per three-week cycle. In patients for whom the treatment proves effective, bortezomib is used, on average, for a year or more. 

John Leatherby, a ministry spokesman, said it will likely be several months before a decision about funding the drug on a special access basis or as blanket coverage can be made. "Right now, it's Cancer Care Ontario and the Drug Quality and Therapeutics Committee still (deciding) whether or not this is going to take place," he said. 

Dr. Terry Sullivan (PhD), president and CEO of Cancer Care Ontario, could offer no insight as to why bortezomib's funding approval has been delayed beyond saying there was "no clear picture about whether there will be a recommendation to fund it in Ontario."

In lieu of government approval, the Provis Oncology Infusion Clinic is scheduled to open in Toronto by mid-August to save Ontarians the hassle—but not the cost—of crossing the border for bortezomib. 

Although Ontario hospitals will not administer the drug, the clinic will, provided that a patient's own private insurance or chequebook can foot the bill.

The unique operation has precipitated concern among health-care professionals.

"Is that where Ontario wants to go?" asked Dr. Reece. Although quick to point out that the clinic will provide hope to some patients who require bortezomib, she said "it certainly doesn't address the problem of all our patients getting it in whom it's indicated."

Likewise, Dr. Sullivan said he was unnerved by the proposition of a private pay environment versus a public pay environment, in which not all patients would be able to receive treatment.

While he concedes that it is difficult to deny patients the option to pay for available, licensed drugs known to have some medical benefit and that oncologists are willing to prescribe, he said the Provis clinic nonetheless steps into the breach of two-tier healthcare.

"The development of this clinic raises a set of important questions," he said. "Ontario has to come to grips with how we can have a transparent and clear process for the evaluation and determination of new agents."

Right now, the ministry is investigating whether the Provis clinic is even legally permitted to administer bortezomib.

"Certainly, the ministry (would prefer) to have those types of drugs administered in a hospital setting," Leatherby said.

By press time, Dr. Peter Anglin, medical director of the Provis clinic, had not responded to requests for an interview. However, Dr. Sullivan commented that Dr. Anglin and his colleagues "have been at pains to say that they will administer agents only when there's a base of evidence for those agents."

The APEX trial was conducted as part of a 93-centre trial involving Canada, the U.S., Europe and Israel, that enrolled 627 patients with multiple myeloma who had received one to three prior first-line therapies. Of these patients, 315 were randomly assigned to treatment with bortezomib and 312 were randomly assigned to treatment with dexamethasone.

Despite the fact that 44% of patients in the dexamethasone group had crossed over to receive bortezomib after disease progression (as part of a companion study), there was still a survival advantage for patients receiving bortezomib.

After a median followup of surviving patients in both groups that was limited to 8.3 months, the combined complete and partial response rates for all patients receiving bortezomib was 38% compared with 18% in the dexamethasone group. Complete response rates were achieved in 20 patients (6%) who received bortezomib compared with two patients (less than 1%) who received dexamethasone.

Median time to disease progression was also significantly improved by 78% with the use of bortezomib (6.2 months) compared with dexamethasone (3.5 months). As well, one-year survival rates were significantly increased in the bortezomib group (80%) versus the dexamethasone group (66%).

Certain adverse events (including gastrointestinal events, thrombocytopenia and peripheral neuropathy) were more prominent in the bortezomib group, necessitating early discontinuation of treatment in 121 patients (37%), compared with 96 patients (29%) in the dexamethasone group. 

Overall, Grade 3 and 4 adverse events, of which thrombocytopenia, peripheral neuropathy and neutropenia were the most common, were reported by 75% of patients treated with bortezomib compared with 60% in those treated with dexamethasone. 

