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New class of anti-hypertensives offers smooth BP levels 
Ed Susman 

Long half-life allows for once-daily dosing with no build-up in body
NEW YORK | The first drug in a new class of agents for the treatment of high blood pressure—the oral direct renin inhibitor aliskerin—appears to take advantage of a long half-life to give patients blood pressure control all day, all night and especially in the morning.

“Aliskerin has the potential to protect the heart and other organs by continuous, smooth blood pressure lowering,” said Dr. Jerry Mitchell, chairman of the Texas Centre for Drug Development, a Houston-based research company involved in clinical trials with the drug, which is being developed by Novartis.

Dr. Mitchell said aliskerin’s 40-hour half-life will provide for once-daily dosing.

In Dr. Mitchell’s study, 672 patients were treated with either placebo or three different doses of aliskerin: 150 mg, 300 mg or 600 mg. About one-third of the patients from each group were provided with 24-hour ambulatory blood pressure monitors so researchers could track how the drug acts all day long. He presented the results at the recent meeting of the American Society of Hypertension here.

Lasting control

He said blood pressure control was maintained virtually the entire day with the 300 mg dose—a dose he believes will be the one doctors are likely to select in treating patients once the pill is available.

Dr. Mitchell noted aliskerin kept patients under control during the morning hours, known to be a time of greater risk for spikes in blood pressure associated with increases in heart attacks and strokes.

“Blood pressure varies all day long,” said Dr. Kenichi Sakakura, a staff physician in Kumano City, Japan, who commented on the study. “What we want to do is to prevent blood pressure from varying excessively and outside the normal range.”

Dr. Sakakura said a long-lasting, effective medication is needed to maintain blood pressure within normal ranges and suggested aliskerin, when approved, may do that.

In another study, Dr. Alberto Villamil, president of the cardiovascular research clinic Fundapres in Buenos Aires, said combining aliskerin with a diuretic allowed doctors to provide blood pressure control for up to 80% of patients.

Dr. Villamil enrolled 2,776 patients in a study comparing aliskerin alone, placebo alone, diuretic alone, and aliskerin and diuretic combo. There were 15 different treatment arms in the study (a placebo, three aliskerin doses, three diuretic doses and eight combination doses).

About 45% of patients with mild to moderate high blood pressure who were given the placebo were able to keep their blood pressure under control, compared with 80.6% of those on the combination of 300 mg aliskerin and 12.5 mg diuretics.

This was done by analysing the data recorded on the 24-hour ambulatory blood pressure monitors. Doctors were thus able to determine which patients remained under control through the day for both the placebo and aliskerin-treated groups.

“In combination with diuretics, aliskerin provides significant additional blood pressure reductions (compared with either of the single agents by themselves),” Dr. Villamil said.

Dr. Steven Zelenkofske, senior medical director of the aliskerin project for Novartis, said the drug’s long half-life has been a milestone in the development of a renin inhibitor.

“For decades scientists have tried to develop a direct renin inhibitor for the treatment of high blood pressure, but previous attempts could only be used as intravenous infusions and they were effective for minutes.

“This new drug is a breakthrough in that it binds tightly to renin and appears to continue to work even when the drug is gone from the blood stream,” Dr. Zelenkofske said. “It is ideal for once-daily dosing. There is no apparent buildup in the body.”

