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VISTA-16: Trial halted early after varespladib is linked with increased risk of myocardial
infarction
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The experimental drug varespladib, a secretory phospholipase A2 inhibitor, doesn't prevent
cardiovascular events from recurring and is linked to increased risk of myocardial infarction
(MI) in patients with acute coronary syndrome (ACS), according to a late-breaking clinical
trial presented at the American Heart Association's Scientific Sessions 2013 and
simultaneously published online in JAMA.

These findings led to the early conclusion of VISTA-16, a large clinical trial examining
whether the drug, varespladib, a secretory phospholipase A2 inhibitor, could prevent future
events among patients hospitalized with ACS.

Researchers studied more than 5,000 patients, 40 years and older with symptoms of
decreased blood flow to the heart at 362 sites in 17 countries in May 2010-March 2012.
They randomly assigned patients to receive 500 milligrams of varespladib or placebo daily
for 16 weeks.

All patients also received established medications for treating blocked blood vessels to the
heart. Treatment began within 96 hours of patients' arrival at the hospital with symptoms.

At the study's early termination in March 2012, 6.1 percent of patients in the varespladib
group had recurrent events including heart attacks, other heart complication, or death, as
compared to 5.1 percent among the placebo group.

Patients who received varespladib were significantly more likely to have a recurrent heart Ml
(3.4 percent) than those who received placebo (2.2 percent).

"Varespladib was not associated with improvement of severe heart disease and resulted in a
greater rate of heart attacks," said Stephen Nicholls, M.D., Ph.D., the study's lead author
and deputy director of the South Australian Health and Medical Research Institute.

Previous laboratory studies had revealed that varespladib inhibits tissue inflammation —
possibly preventing heart events related to a decrease in blood and oxygen flow to the heart.

"That theory didn't play out in our study," said Nicholls, professor of cardiology at the
University of Adelaide and consultant cardiologist at the Royal Adelaide Hospital in Australia.
"In fact, our results suggest the drug could be more harmful for these patients."

Co-authors are J.J. Kastelein, M.D., Ph.D.; Danielle Brennan, M.S. and Gregory G.
Schwartz, Ph.D.

Anthera Pharmaceuticals funded the study.
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