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SORT OUT llI: Endeavor has higher rates of death, myocardial infarction, and target
vessel revascularization than Cypher in head-to-head comparison
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In a head-to-head 18-month comparison, researchers found that implantation with the Endeavor stent led to more cases of
myocardial infarction, death and target vessel revascularization than the Cypher stent, according to research presented at the
American College of Cardiology's 59th annual scientific session. This study is simultaneously published in the Lancet and will
appear in the March 2010 print edition and was released online at the time of presentation.

The trial was conducted by researchers from the university hospitals in Denmark under the auspices of the Danish Organization
for Randomized Trials with Clinical Outcomes (SORT OUT). The SORT OUT lll trial randomized patients with coronary artery
disease to either the Endeavor (1,162 patients) or the Cypher (1,170 patients) stent. Both stents are drug eluting, but the
Endeavor is a second-generation zotarolimus-eluting stent, while the Cypher is a first-generation sirolimus-eluting stent.

The researchers found that after 18 months, significantly more patients with the Endeavor experienced the primary composite
endpoint of cardiac death, myocardial infarction or target vessel revascularization than patients with the Cypher stent, at 9.7
percent and 4.5 percent, respectively. Patients with the Endeavor also experienced the secondary endpoints more frequently
than those with the Cypher, including myocardial infarction (2.1 percent versus 0.9 percent); target vessel revascularization (7.9
percent versus 3.3 percent); and all-cause death (4.4 percent versus 2.7 percent).

"Based on the Endeavor Il trial findings showing that the Endeavor stent had a more uniform layer of neointimal coverage, we
and many others believed it would provide strong protection against general stent thrombosis and myocardial infarction, but we
found there is a high risk of early stent thrombosis and early myocardial infarction in the Endeavor, which may be related to the
faster elution of the drug," said Dr. Michael Maeng, Ph.D., of the Department of Cardiology at Aarhus University Hospital in
Denmark and the lead researcher. "If you have to compare the two stents, the Cypher stent is a better stent." Maeng added that
based on the Endeavor Ill trial's findings, many interventional cardiologists may be surprised by the 18-month outcomes of
SORT OUT Ill, as many had expected the Endeavor to show superior performance in the long-term.

While the inferiority of the Endeavor stent for these outcomes is similar to the trial's 9-month findings, the researchers did find
two main differences between the two sets of SORT OUT Il data: the outcomes for stent thrombosis and all-cause mortality. In
the 9-month findings, a statistically significant difference existed for stent thrombosis between the two stents in favor of the
Cypher (13 events compared with 4). However, in the 18-month findings, there was no longer any statistically significant
difference (13 events versus 6), although the Cypher still recorded a lower number of stent thrombosis cases. Alternately, the
all-cause mortality rates between the two stents were not statistically significant at 9 months (2.2 percent compared with 1.5
percent for the Endeavor and the Cypher, respectively) but the 18-month data showed a statistically significant difference (4.4
percent versus 2.7 percent, respectively).

In addition, both sets of SORT OUT Ill data differ from the only other large, published trials to compare the two stents: the
Endeavor Il trial and the ISAR-TEST-2 study. Endeavor Ill and ISAR-TEST-2 did not find statistically significant differences in
safety between the Endeavor and the Cypher at 9 months, although the Endeavor did have significantly higher late lumen loss
and binary restenosis rates.

According to Maeng, two main characteristics of the SORT OUT Il trial could have caused the difference: the SORT OUT trial
was an all-comer trial that accepted nearly all patients receiving a drug eluting stent, and it was powered to assess clinical
endpoints.

“If you want to assess clinically relevant differences between the various drug-eluting stents, you have to compare the stents in
routine clinical care patients," Maeng said. “The Endeavor Ill was performed in 436 low-risk patients with a single non-complex
lesion and was only powered to assess an angiographic endpoint. SORT OUT Il randomized 2,332 all-comers and was
powered to assess a clinical endpoint.”

The study was supported by unrestricted grants from Cordis and Medtronic. Neither company had access to the clinical trial
database. Dr. Maeng has received speaking honoraria from Cordis, consulting fees from Medtronic, and travel grants from both
companies.
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