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Aliskiren May Be Safe, Effective in Heart Failure

BY MITCHEL L. ZOLER
Philadelphia Bureau

VIENNA — Treatment with the direct
renin inhibitor aliskiren was safe and effec-
tive for improving surrogate measures of
heart failure when used on top of an opti-
mal regimen in a phase II study with about
300 patients with moderately severe disease.

“The results were encouraging enough to
make the case for a large, phase III trial”
with morbidity and mortality end points,
Dr. John McMurray said at the annual meet-
ing of the European Society of Cardiology.

This is the first report from a study with
a sizable number of patients with heart fail-
ure who received aliskiren. Aliskiren (Tek-
turna), the first direct renin inhibitor, was
approved by the Food and Drug Adminis-
tration last March for treating hyperten-
sion. The drug has also raised interest as a
treatment for heart failure because of the
key role of the renin angiotensin aldos-

Average Reduction in
Plasma B-Type Natriuretic Peptide

Placebo
(n = 146)

Aliskiren
(n = 156)

-12 pg/mL

-61 pg/mL

Note: Based on a study of NYHA class Il
or Ill heart failure patients.
Source: Dr. McMurray

terone system in the disease, and because
ACE inhibitors and angiotensin receptor
blockers (ARBs) have become mainstays of
heart failure treatment.

What's unclear is whether a future phase
III study should test aliskiren as an add-on
treatment to an ACE inhibitor or ARB, or
if aliskiren should be used as an alternative
to these drugs, said Dr. McMurray, profes-
sor of medical cardiology at the Universi-
ty of Glasgow, Scotland. If the new drug
is tested only as an add-on, “patients may
get two drugs when all they need is one.
An ACE inhibitor may not be needed with
aliskiren,” he said in an interview.

The ALOFT (Aliskiren Observation of
Heart Failure Treatment) study enrolled
302 patients with New York Heart Associ-
ation class II-IV heart failure who were al-
ready on optimal treatment with an ACE
inhibitor or ARB as well as with a f-block-
er. About a third of the patients were also
on treatment with an aldosterone antago-
nist, either spironolactone or eplerenone.

All patients had either current or prior hy-
pertension, and their level of plasma B-type
natriuretic peptide (BNP) had to be greater
than 100 pg/mL. The average left ventric-
ular ejection fraction of the group was
31%, and their average age was 67 years.
About 60% of patients had class Il heart fail-
ure and the rest had class III. Patients were
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randomized to either 150 mg oral aliskiren
once daily (156 patients) or placebo (146 pa-
tients), and were treated for 3 months.
Compared with patients in the placebo
group, treatment with aliskiren led to sig-
nificant drops in plasma renin activity,
plasma BNP levels, and urinary aldos-
terone levels. Echocardiography mea-
surements also showed significant reduc-
tions in the prevalence of mitral
regurgitation and in left-ventricular filling
pressure, compared with control patients,

Dr. McMurray said. Treatment with
aliskiren was well tolerated, with no sig-
nificant increase in the rates of renal dys-
function, hypotension, or hyperkalemia.
The reduction in plasma BNP was prob-
ably the best indicator in the study of
aliskiren’s potential clinical efficacy. To
get a better estimate of what this effect on
BNP predicts for clinical end points, Dr.
McMurray compared the cut in BNP seen
with aliskiren treatment in this study (an
average drop of 61 pg/mlL, compared

with an average reduction of 12 pg/mL in
the placebo group) to average reductions
of 15-39 pg/mL in three large, prior trials
of heart failure treatment.

“We saw at least as much BNP lower-
ing with aliskiren as [with any of the oth-
er treatments in the three prior trials],
which were already shown to reduce
morbidity and mortality,” said Dr. Mc-
Murray, who is a consultant to Novartis,
which makes aliskiren and which spon-
sored the ALOFT study. m
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and flatulence (6%).
Relief is defined as 23 SBMs per week.

*In 4-week clinical trials.

*Spontaneous bowel movement.
$Placebo: 32%-37%.
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Predictable onset, continued relief* long-term safety profile™
* The ONLY agent approved for adults that includes those 65 years and older
* In clinical studies, 57%-63% of patients had a first SBM" within 24 hours'

Please see Brief Summary of Prescribing Information on adjacent page.

"Demonstrated in 8-month and 12-month safety studies.

Reference: 1. AMITIZA [package insert]. Bethesda, Md: Sucampo Pharmaceuticals, Inc.; 2007.
AMITIZA is a registered trademark of Sucampo Pharmaceuticals, Inc.
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in Chronic Idiopathic Constipation

» AMITIZA® (lubiprostone) is indicated for the treatment of Chronic Idiopathic Constipation in adults.

Important Safety Information

» AMITIZA is contraindicated in patients with known mechanical gastrointestinal obstruction. Patients with symptoms suggestive of
mechanical gastrointestinal obstruction should be thoroughly evaluated by the treating physician to confirm the absence of such
an obstruction prior to initiating AMITIZA treatment.

» The safety of AMITIZA in pregnancy has not been evaluated in humans. In guinea pigs, lubiprostone has been shown to have the
potential to cause fetal loss. AMITIZA should be used during pregnancy only if the benefit justifies the potential risk to the fetus.
Women who could become pregnant should have a negative pregnancy test prior to beginning therapy with AMITIZA and should
be capable of complying with effective contraceptive measures.

e Patients taking AMITIZA may experience nausea. If this occurs, concomitant administration of food with AMITIZA
may reduce symptoms of nausea. Patients who experience severe nausea should inform their physician.

o AMITIZA should not be prescribed to patients that have severe diarrhea. Patients should be aware of the possible
occurrence of diarrhea during treatment and inform their physician if the diarrhea becomes severe.

* In clinical trials, the most common adverse reactions (incidence >4%) were nausea (29%),
diarrhea (12%), headache (11%), abdominal pain (8%), abdominal distention (6%),
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