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The Rosiglitazone ( Avandia ) Debate

Aly A. Misha'l

On May 21%, 2007 the New England Journal of
Medicine (NJEM) posted a very disturbing report
on its website, written by Dr. Nissen, head of
Cardiovascular Medicine at the Cleveland Clinic,
which revealed that Rosiglitazone was associated
with a significantly increased risk of myocardial
infarctions and  possible  death  from
cardiovascular causes. These findings were
subsequently published in June 2007 in the same
journal, and stirred a furor among physicians and
patients all over the world.

The authors admitted that their study suffered
from limitations because of their lack of access to
original source data, which would have provided
more meaningful time — to — event analysis.

This study was a meta-analysis of 42 studies,
which, according to the authors, fulfilled their
inclusion criteria, out of 116 studies.

Rosiglitazone (Avandia) is a well-known anti-
diabetes medication manufactured by
GlaxoSmithKline (GSK) company. In 2006
alone, 11 million patients used it in USA alone,
with profit to GSK exceeding 3 billion dollars.
Many physicians were satisfied with this drug
which is used as a long acting pill form and
results in significant improvement of glycemic
control, despite a number of risks described in its
label, which include fluid retension, weight gain
and macular edema. Last year, GSK quietly
added another risk: potential heart attacks.

From June 2007 onwards, a heated debate raged
in the literature and the media, with opponents
and supporters, as outlined in the following
outlines:
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= GSK rejected Nissen’s findings and claimed
that other research indicated no increased risk
of heart attacks. They alluded to an ongoing
study which they termed (RECORD) study,
expected to be completed in 2009.

= The Rosiglitazone was Evaluated for its
Cardiac Outcomes and Regulation of Glycemia
in Diabetes (RECORD) trial: A long term,
multicenter, randomized, open-label study that
compares cardiovascular outcomes in patients
with type 2 diabetes treated with Rosiglitazone.
The trial was designed to compare
hospitalization or death from cardiovascular
causes in subjects receiving Rosiglitazone
added on Metformin or Sulfonylureas, and
subjects receiving Metformin plus
Sulfongylureas (control group). The trial was
supposed to continue its course until 2009. In
response to the Nissen study, an interim
analysis of data from (4447) patients was
published by Philip Home et al. in NEJM on
July 5, 2007, and showed inconclusive results
regarding the effect of Rosiglitazone on the
overall risk of hospitalization or death from
cardiovascular causes. This interim study, as
well as the original ongoing (RECORD) trial,
was both sponsored by GSK.

=In late June, the American Diabetes
Association (ADA) convened its annual
scientific session in Chicago. A heated debate
showed the wide split of opinion regarding this
controversy.

= Jay Skyler, former ADA president, criticized
Nissen’s findings, which used pooled rather
than original patient data that would have
included their baseline cardiovascular status,
and their relationship between time and
occurrence of the heart events.
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= Some analysts pointed out that Nissen’s
reported heart risk sound higher in percentages
than actual. There were 86 heart attacks and 39
heart-related deaths among 15,560
Roglitazone patients, compared with 72 heart
attacks and 22 deaths among 12,283 non-
Rosiglitazone patients. So, the risk is actually
only 0.1% higher. But when the odds ratio was
calculated, the analysis resulted in a 43%
increased risk, with a P value of 0.03.

Others argued that a diabetes drug is only
important and effective if it prevents or
minimizes cardiovascular risk. Rosiglitazone
does not do that. Although the drug resulted in
lowering the glycemic control with lower
glycated hemoglobin, the cardiovascular risk
increased.

Nissen’s study was also criticized in its
selection of only 42 studies out of 116 studies
which tackled this issue. He was accused of
choosing to leave out the studies in which
nobody died, or nobody had a heart attack.
Nissen defended by stating: How can we use
trials which have no evidence?

Dr. John Buse, who later became the president
of ADA, notified the FDA back in 2000,
warning of heart risks of the drug Avandia.
FDA, however took no action. In comparison,
Europe drug regulators had GSK to change
Avandia label in 2006, to include warning
about risk of cardiac ischemic events.

It became clear that the FDA was going along
with GSK suggestion to wait until 2009 when
the completed RECORD study would provide
an answer to the Avandia drug safety question.
Many people wonder: Why such a study,
which is a phase Il clinical trial, had not been
done before the FDA approved Avandia?.
Under pressure, the FDA convened its
Advisory Committee on July 30, 2007 to
discuss this issue. The committee was
composed of 24 experts in cardiovascular
diseases, endocrinology epidemiology and
biostatistics. The committee issued the
following conclusions:

1. Rosiglitazone was associated with a greater
risk of myocardial ischemic events than
placebo, Metformin or Sulfonylureas.

185

A subgroup of patients with type 2 diabetes is
at higher risk, including those with long-
term nitrate use, and those receiving Insulin.
In view of the fact that most clinical trials
continued only for 6 months, and the fact that
the reported myocardial events were actually
relatively few, the committee voted not to
remove Rosiglitazone from the market, but
rather that label warnings and educational
efforts be instituted immediately.

Concluding Remarks

1.

2.

Rosiglitazone, considered a (wonder drug)
was approved prematurely by FDA.

FDA is considered weakened by being
underfunded, and also by pressures from the
drug industry. These factors caused undue
harm to patients.

Prior to approving new drugs, the
pathogenesis of a disease that require certain
drugs must be fully understood. In the
Rosiglitazone affair, lower blood sugar and
glycated hemoglobin by this drug was not
associated with decrease in cardiovascular
events, and may have increased their
incidence.

Treatment options by drugs should depend on
evidence— based system. Drugs are approved,
or removed from the market, on the basis of
evidence from randomized, controlled trials.
Other types of trials, including meta -
analyses and observational studies, have a
lower level of evidence.

The above points led researchers to call for
FDA to oversee phase 4 post — marketing
studies, to use clinical outcomes as true
measures of safety and efficacy of drugs.
Although expensive, in the long run, they
will save time, energy and money.
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