MedicalZpress

US overturns safety limits on diabetes drug

November 25 2013, by Matthew Perrone

The U.S. Food and Drug Administration is lifting severe safety
restrictions on the former blockbuster diabetes pill Avandia, citing
recent data suggesting that the much-debated medication does not
increase the risk of heart attack.

The repeal means patients will no longer have to enroll in a special
registry to be eligible to receive the drug. Additionally, the drug will be
available at most pharmacies, whereas it was previously limited to
certain registered pharmacies. Those safety restrictions and others were
put in place in 2010, severely curbing U.S. prescriptions for the
GlaxoSmithKline drug.

Monday's ruling is a belated victory for the British drugmaker, which has
spent more than a half-decade defending the safety of Avandia, once the
best-selling diabetes drug in the world. Sales began plummeting in 2007
after researchers first raised questions about possible links to heart
attacks. After three years of debate, the FDA limited access to the drug
in 2010.

But FDA regulators said Monday a more recent analysis of a key
Avandia study shows that the drug's heart risks are no greater than other
diabetes drugs.

Dr. Steven Nissen of the Cleveland Clinic, whose research first raised

concerns about Avandia, said the announcement "is about the FDA's
effort to save face."
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"This is about appearances, not changing medical practice," said Nissen,
who chairs the Cleveland Clinic's department of cardiology. "A single
reanalysis of a trial does not exonerate a drug where all the other data
point to increased cardiovascular risks." Nissen said he doesn't expect
doctors to return to prescribing the drug, considering how many newer
diabetes drugs are now available.

Nissen drew attention to Avandia's safety in a 2007 study pooling
thousands of reports of heart attack and stroke from dozens of unrelated
studies involving the drug. His so-called meta-analysis combined 42
studies and showed a higher risk of heart attack among patients taking
Avandia compared to other diabetes drugs.

The FDA eventually agreed to restrict use of the drug, while noting the
shortcomings of the analysis that first raised the concern. FDA policy
generally holds that mixing data from multiple studies can lead to
misleading trends and conclusions.

That focused the agency's attention on a study known as RECORD, the
only trial to specifically compare heart attack rates in patients taking
Avandia versus other standard drug treatments for diabetics.

Under instructions from the FDA, Glaxo hired Duke University to
reanalyze the RECORD study, reviewing each report of heart attack or
stroke at a patient-by-patient level. Duke's findings, released last year,
matched Glaxo's initial conclusion on the study: Avandia did not appear
to increase the risk of heart attack compared to standard treatments.

Last June a panel of outside experts voted to recommend easing the
safety restrictions on Avandia. The FDA is not required to follow the
guidance of those experts, though it often does.

In 2012 Glaxo pleaded guilty to failing to report safety problems with
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Avandia to government officials over a seven-year period. The guilty
plea was part of a larger $3 billion settlement with the Department of
Justice for various criminal and civil violations involving 10 of the
company's drugs.

Despite the ruling, GlaxoSmithKline PLC's U.S. shares fell 61 cents, or
1.2 percent, to $52.75 in afternoon trading. Its U.S. shares had risen
almost 23 percent this year.
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