editorial

Sibutramine: balanced judgment or prejudice?

Sibutramina: julgamento equilibrado ou preconceito?

Sibutramine has been used worldwide as an anti-obesity agent
for nearly 15 years. Some concerns were raised because of its
combined peripheral and central sympathomimetic effects and
potential long-term impact on cardiovascular risk.!

To evaluate the long-term effect of sibutramine on the incidence
of cardiovascular outcomes among high-risk subjects, the SCOUT
(Sibutramine Cardiovascular Outcome Trial) was designed as a
double-blind, placebo-controlled study in which all subjects would
be treated with sibutramine before randomization for a lead-in
period of six weeks.?

The average duration of the SCOUT was 3.4 years. Despite the
far lower than expected event rates in each arm of the trial, the risk
of a primary outcome event was 16% higher in the sibutramine
group compared with the placebo group (p=0.02). This increase
was due to a higher incidence of nonfatal events (myocardial
infarction and stroke), but with no significant difference between
the study groups in the incidence of cardiovascular death or death
from any cause.

Mean blood pressure levels fell in both groups, but not to such
low levels in the sibutramine group as they did in the placebo group
after randomization (1 to 2 mmHg difference). The mean pulse
rate was consistently higher in the sibutramine group throughout
the randomization phase. It should be noted, however, that
blood pressure levels remained lower after randomization than at
baseline, even in those randomized to sibutramine.

Four important characteristics of the SCOUT should be
considered when interpreting its results.

First, for ethical reasons, there was no true placebo group
because all subjects were treated with sibutramine during the lead-
in period to allow the exclusion from randomization of subjects
with potentially increased sensitivity to sibutramine appearing as
substantial increases in blood pressure or heart rate.

Because of the sibutramine treatment during this lead-in period,
it seems reasonable to suppose that weight changes seen in the
placebo group after randomization resulted from the initial effects
of sibutramine rather than from diet and exercise alone in this
relatively old patient population where 85% had long-standing
diabetes.

The second important limitation of the trial was its reduced
statistical power caused by the overall event rate, which was initially

only one-third of the expected based on the results of previous
cardiovascular studies. All subgroup analyses were therefore
handicapped by the overall low event rate.

The third feature of the SCOUT, also derived from the low
event rate, was the need to progressively recruit patients with the
highest possible risk in an attempt to reach the required statistical
power for the trial. This resulted in a study population remarkably
different from the patients using sibutramine in daily life. The
vast majority of participants at the entry of the trial would not
meet the treatment criteria specified in the sibutramine label.?

Fourth, the SCOUT subjects continued to receive therapy for
up to six years, regardless of whether they achieved any weight
loss or even put on weight. Yet sibutramine has never been
recommended as a long-term treatment for patients that did not
achieve significant weight loss.

Taking all these characteristics into account, the SCOUT results
should not be extrapolated to the general population of obese
patients using sibutramine in clinical practice. Cardiovascular
risk is known to be far lower in individuals treated according to
the label recommendations, not only in what concerns baseline
differences in cardiovascular risk, but also because no doctor would
continue treatment in those that did not respond with weight loss.

Moreover, there is still much to be learned from the SCOUT
results as decisions in the trial were made on the basis of the
requirements of regulatory agencies who were not interested in
the overall impact of weight loss and were simply concerned with
testing safety in patients at far higher risk than those ever exposed
to sibutramine. These regulatory agencies then extrapolated the
data and conditions to lower-risk patients who do not conform
to the SCOUT conditions. Further appropriate analyses are now
underway by independent investigators.

When the EMA and the FDA (respectively, the European and
North-American regulatory agencies) judged the risk profile of
sibutramine based on the SCOUT results, the limitations of the
study seemed to be disregarded, as well as the known benefits of
weight loss itself in terms of respiratory capacity, mobility, and
back pain. Thus, the risk-benefit balance seems to have been
biased by the recurrent assumption that too many individuals
would be using the medication merely for cosmetic reasons. The
efficacy of the drug in terms of weight loss, supported by a previous
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meta-analysis*, was deemed insufficient to justify the exposure
to potential risks and the recurrent question was “Where was
the observed benefit?” The benefits of weight loss were therefore
dismissed as a criterion, despite this being the primary requirement
for registering a drug for weight loss!

Different criteria seem to apply to different classes of drugs.
There is increasing evidence indicating the association of non-
steroidal anti-inflammatory agents with increased cardiovascular
risk, but for other reasons the risk-benefit profile seems to be still
deemed favorable.>® Drugs used for diabetes are also acceptable
provided the cardiovascular risk is increased by less than 33%; i.e.,
twice the level in the SCOUT trial with its very high-risk patients
not conforming to the label requirements. This raises the question
as to whether the approaches are comparable and based on the
best scientific evidence available or are contaminated by prejudice.

Disclosures

Given the widespread crude interpretation of the significance and
causes of obesity, this is certainly a matter for open discussion and
careful consideration.

There are no new anti-obesity agents currently available to
replace sibutramine. Therefore, if other regulatory agencies decide
for the withdrawal of sibutramine, tens of thousands of patients
are likely to regain weight and to have their absolute cardiovascular
risk significantly incremented as their weight increases.
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