Drug holds promise of new first-line AIDS treatment
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Research into a new family of drugs to be unveiled next month at the International AIDS Conference in Toronto is raising hopes that there could soon be another first-line treatment against HIV.

It has been a decade since a breakthrough class of drugs transformed AIDS from a sure death sentence to a chronic disease for thousands of patients. Yet the human immunodeficiency virus has grown ever more resistant to the drugs while other medication classes have been a long time coming.

But Mark Wainberg, director of the McGill AIDS Centre in Montreal and co-host of the coming conference, said: "I think we're really on the cusp of something as momentous as what we saw when the protease inhibitors debuted [in 1996]. I'm very enthused."

The new drug class is known as integrase inhibitors. They work to block the virus from integrating its genetic material into a host cell and make copies of itself.

Two drugs in the class, one by Merck and Co. and another by Gilead Sciences, have undergone Phase 2 clinical trials in which they have been tested in large groups of patients for safety and efficacy. 

Usually drug trials have three phases, the third of which tests the drug against other medications.

Dr. Wainberg said he suspects that the latest results, which are to be presented at the conference, might be encouraging enough to prompt regulatory authorities to speed approvals. 

The urgent need for new drugs in treatment-resistant patients prompted the U.S. Food and Drug Administration to accelerate approval in June for darunavir, a new protease inhibitor.

"There is precedent for it," Dr. Wainberg said.

Protease is an enzyme that HIV needs to make new viruses. If protease is blocked, HIV makes copies of itself that cannot infect new cells.

However, natural selection has produced HIV strains with protease enzymes less susceptible to these drugs.

Integrase is also an enzyme that HIV needs to turn the host cell into a factory to produce more virus. Research demonstrating this dates back to the early 1990s. Yet developing the drugs to interfere with this enzyme has been a long and difficult process. This, in part, is because it is tricky to trip up the virus inside a human cell without damaging the cell. 

The compounds now being tested are synthetic pieces of genetic material that enter the cell and inhibit integrase. But timing is everything. The drugs have one chance inside a cell to do their work or the virus will continue to replicate.

"It's true," Dr. Wainberg said, "you may miss cell No. 1, but it doesn't mean you will miss cell No. 2."

Still, on-line information sites for HIV patients suggest the optimism around integrase inhibitors remains cautious since hopes have been dashed before. A few years ago, excitement built around another new drug class known as entry inhibitors.

These drugs essentially gum up sites on the surface of the virus, preventing it from attaching to receptors on the host's immune system cell and entering it.

But two major drug companies have recently halted or scaled back the development of these compounds. GlaxoSmithKlein stopped clinical trials of its entry inhibitor after some subjects suffered liver toxicity. Then Schering Plough ended trials of its entry inhibitor Vicriviroc as a first-line treatment after finding it was not potent enough.

Sharon Walmsley, an associate professor of medicine at the University of Toronto who is involved in clinical trials of entry inhibitors, is testing Pfizer Inc.'s entry inhibitor Maraviroc as both a first-line treatment and in patients with experience on other medications. 

"I have a number of patients who are doing well, but I don't know what they're taking," since the trial remains blinded, she said in an interview. The results are also to be presented at the AIDS conference.

The only entry inhibitor currently on the market is Fuzeon and it is not considered a first-line treatment. Dr. Walmsley noted that it is not an easy drug to take.

Patients must inject themselves with the medication twice a day, which leads to pain and rashes at the injection sites, such as the upper arm, abdomen or thigh. As well, side effects include vomiting, difficulty breathing and sleep problems. It is also far more expensive than other drugs.

Dr. Wainberg estimated its cost at $25,000 to $30,000 a year.

Integrase inhibitors, meanwhile, are oral drugs that are expected to cost less, but pricing has not been determined.

As for side effects, Dr. Wainberg said, "So far it looks pretty clean." 

