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Resistant Hypertension Responds to Novel Drug

BY BRUCE JANCIN

Denver Bureau

CHICcAGO — The investigational drug
darusentan achieves impressive blood
pressure reduction in patients who re-
main hypertensive despite full-dose ther-
apy with three or more concurrent anti-
hypertensive agents, Dr. Michael Weber
said at the annual scientific sessions of the
American Heart Association.

In the first-ever clinical trial of the oral
type-A—selective endothelin receptor an-
tagonist as adjunctive therapy in treat-
ment-resistant hypertension, darusentan
also proved “extraordinarily well tolerat-
ed” with the exception of an increase in
peripheral edema, a side effect intrinsic to
the pharmacology of the entire drug
class, according to Dr. Weber, professor of
medicine and associate dean for research
at State University of New York, Brook-
lyn.

He reported on 115 patients whose
blood pressure
remained ele-
vated despite
baseline use of
three full-dose

Systolic blood
pressure lowering
was comparable in

men and women, antihyperten-
. . sive drugs in 65
in patients cases ond at

least four drugs
in 50 others. All
were on a di-
uretic and ACE
inhibitor or an-
giotensin-2 re-
ceptor blocker
in addition to
one or more drugs from other classes.

Participants in the multicenter, double-
blind, 10-week, phase II trial were ran-
domized 2:1 to once-daily darusentan or
placebo. The darusentan group began
on 10 mg/day, titrating up at 2-week in-
tervals to 50, 100, 150, and finally 300 mg
per day as tolerated.

The primary study end point was re-
duction from baseline sitting systolic
blood pressure (SBP) with darusentan
minus the change with placebo, an out-
come measure chosen because elevated
SBP is the usual cause of failure to con-
trol blood pressure. The placebo-cor-
rected change in SBP from a baseline
mean of 149 mm Hg was 7.3 mm Hg
with darusentan at 8 weeks and 11.5 mm
Hg at 10 weeks. Comparable SBP lower-
ing was obtained in women and men, in
patients younger or older than 65 or even
75 years, and in patients with or without
diabetes or chronic kidney disease.

Patients with more severe resistant hy-
pertension as shown by baseline use of
four or more antihypertensive medica-
tions seemed to obtain greater benefit
from darusentan, Dr. Weber noted. Their
mean placebo-corrected reduction in SBP
at 10 weeks was 18.0 mm Hg, compared
with 8.7 mm Hg in patients taking exact-
ly three other antihypertensive drugs.

The placebo-corrected reduction in
mean 24-hour SBP with darusentan by
ambulatory blood pressure monitoring
was 9.2 mm Hg. This reduction was cou-
pled with a 7.2-mm Hg placebo-adjusted

younger or older
than 65, and in
those with or
without diabetes
or kidney disease.

decrease in mean 24-hour diastolic blood
pressure.

“I've always felt change in mean 24-
hour blood pressure is the most robust
way of looking at results,” he added.

Audience member Dr. Elijah Saunders,
professor of medicine at the University of
Maryland, Baltimore, zeroed in on the
racial disparity in outcome.

Given the recent evidence that hyper-
tensive African Americans have higher en-
dothelin levels than whites, he observed,

one would expect an even better response
to darusentan in blacks than whites. Yet
the placebo-corrected SBP reduction with
darusentan was a mere 5.0 mm Hg in
black patients, compared with 13.5 mm
Hg in whites.

Dr. Weber agreed that this result is
counterintuitive but he cautioned that
those present should not make too much
of it. The study included fewer than 30
black patients. In addition, some of the
other drugs patients were on could affect

endothelin levels, further muddying the
waters.

Endothelin receptor antagonists need
to be studied as monotherapy in order to
learn whether darusentan’s efficacy varies
by race, but that’s not immediately in the
cards. Next up will be a large phase III tri-
al of darusentan in resistant hyperten-
sion.

Dr. Weber disclosed that he is a consul-
tant to Myogen Inc., which sponsored the
phase II trial. L]

Levemir is indicated for once- or twice-
daily subcutaneous administration for the
treatment of adult and pediatric patients

with type 2 diabetes mellitus who require

hyperglycemia.
Important safety information

with any other insulin preparations.
Levemir is contraindicated in patients
hypersensitive to insulin detemir or one
of its excipients.

Hypoglycemia is the most common
adverse effect of all insulin therapies,

insulin dose should be made cautiously

with type 1 diabetes mellitus or adult patients

basal (long-acting) insulin for the control of

Levemir should not be diluted or mixed

including Levemir. As with other insulins,
the timing of hypoglycemic events may
differ among various insulin preparations.
Glucose monitoring is recommended for
all patients with diabetes. Any change of

Discover Levemir"”:
a long-acting basal insulin
with a light touch

Levemir: for your patients who need a safe and

effective way to improve A1C control

With proven reductions in A1C and FPG levels over time, Levemir

can help your patients get to goal with up to 24 hours of glycemic

control. Patients with diabetes can experience a consistent blood

glucose response from injection to injection. Less weight gain was

observed with Levemir in 12 of 12 clinical trials.* And Levemir is

available in the Levemnir® FlexPen®. FlexPen™ is the world's #1 selling

prefilled insulin pen.' So start your patients with diabetes on Levernir,

and help them experience the light side of basal insulin.

and only under medical supervision.
Concomitant oral antidiabetes treatment
may require adjustment.

Levemir is not to be used in insulin
infusion pumps. Inadequate dosing or
discontinuation of treatment may lead to
hyperglycemia and, in patients with type 1
diabetes, diabetic ketoacidosis. Insulin may
cause sodium retention and edema,
particularly if previously poor metabolic
control is improved by intensified insulin
therapy. Dose and timing of administration
may need to be adjusted to reduce the risk
of hypoglycemia in patients being switched
to Levemir from other intermediate or long-
acting insulin preparations. The dose of
Levemir may need to be adjusted in patients
with renal or hepatic impairment.

Other adverse events commonly associated
with insulin therapy may include injection site
reactions (on average, 3% to 4% of patients

in clinical trials) such as lipodystrophy, redness,
pain, itching, hives, swelling, and inflammation
*Whether these observed differences represent
true differences in the effects of Levemir and
NPH insulin is not known, since these trials
were not blinded and the protocols (eg, diet
and exercise instructions and monitoring)
were not specifically directed at exploring
hypotheses related to weight effects of the
treatments compared. The clinical significance
of the observed differences in weight has

not been established.
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