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Abciximab and tirofiban produce similar outcomes in patients who have
angioplasty as treatment for ST-segment elevation myocardial infarctions
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Abciximab and tirofiban produce similar post-procedural outcomes in patients who have
angioplasty as treatment for ST-segment elevation myocardial infarctions, but use of a
sirolimus-eluting stent appears to have advantages over use of an uncoated stent, according to
a presentation at the annual meeting of the American College of Cardiology.

The study was designed to compare use of the two anticoagulants in patients receiving
uncoated stents, as well as to compare sirolimus-eluting and uncoated stents. Infusion with
abciximab and implantation of an uncoated-stent is a common treatment strategy for patients
undergoing angioplasty for ST-segment elevation myocardial infarction. It was unclear whether
there would be similar benefits in use of tirofiban, which could have clinical and economic
implications. Use of drug-releasing stents in this patient population has been discouraged
because of conflicting efficacy results and safety concerns.

Marco Valgimigli, MD, PhD, of the cardiovascular Institute, University of Ferrara, Italy,

and colleagues evaluated high-dose tirofiban and sirolimus-releasing stents compared with
abciximab infusion and uncoated-stent implantation in 745 patients with undergoing
angioplasty. The trial was conducted in Italy, Spain, and Argentina between October 2004 and
April 2007.

Among the 722 patients (97 percent) who had an interpretable electrocardiogram, at least 50
percent resolution of ST-segment elevation at 90 minutes post-procedure occurred in 302 of
361 patients (83.6 percent) and 308 of 361 patients (85.3 percent) in the abciximab and
tirofiban groups, respectively. Ischemic and hemorrhagic outcomes were similar.

At 8 months, the major adverse event rate was similar among patients who received tirofiban
(9.9 percent) and those who received abciximab (12.4 percent), but was higher among patients
who received uncoated stent (54 patients, 14.5 percent) compared with patients who received
sirolimus-releasing stent (29 patients, 7.8 percent).

Revascularization was 10.2 percent for uncoated stents compared with 3.2 percent for
sirolimus-releasing stents.

The article was published online by Journal of the American Medical Association on March 30
and will appear in the April 16 print issue.

"In summary, our study provides evidence that in a broad population of largely unselected
patients undergoing percutaneous coronary intervention for STEMI, tirofiban therapy is
associated with a noninferior resolution from ST-segment elevation at 90 minutes post-
intervention compared with abciximab, and at 8-month follow-up, major adverse coronary
events are approximately halved by sirolimus-eluting stent implantation compared with
uncoated stents," the authors concluded.
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Dutch Stent Thrombosis Study finds that stent thrombosis is common and
that placement of a new stent during repair increases risk for further
recurrence
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Stent thrombosis is relatively common, and treatment that includes placement of another stent
increases the risk for further thrombosis, according to a late-breaking clinical trial presented at
the meeting of the American College of Cardiology.

Jochem Wouter van Werkum, MD, a cardiologist at St Antonius Hospital, Nieuwegein, the
Netherlands, led the Dutch Stent Thrombosis Study. He and his colleagues enrolled a total of
437 consecutive patients who had stent thrombosis confirmed by angiography between
January 2004 and February 2007.

The researchers collected data on clinical characteristics (for example, diabetes, age and
duration of antiplatelet therapy), angiographic characteristics (for example, undersizing of the
stent, dissection and whether the lesion was located at an arterial branchpoint), and procedural
characteristics (for example, whether a drug-eluting or bare-metal stent was used and the
length and diameter of the stent).

The researchers found that 74 of the 437 patients (16.9 percent) experienced multiple episodes
of stent thrombosis. Of these, 61 patients had two episodes of stent thrombosis, 12 patients
had three episodes and one patient had four episodes.

Further analysis revealed three independent predictors of repeat stent thrombosis. Patients
who had an additional stent implanted during emergency treatment for the first episode of stent
thrombosis were 4.2 times as likely as other patients to experience a repeat

episode of stent thrombosis. Patients with a previous myocardial infarction faced 2.6 times the
usual risk of repeat stent thrombosis, and patients who developed thrombosis long after stent
implantation (late stent thrombosis) faced 2.1 times the usual risk of a repeat episode.

Dr. van Werkum and his colleagues concluded that additional stent placement at the time of
emergency treatment for the first stent thrombosis should be avoided.
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ALLAY trial finds that direct renin inhibitor aliskiren is as effective as
losartan in reducing left ventricular hypertrophy in overweight patients with
hypertension
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The direct renin inhibitor aliskiren is as effective as losartan in reducing left ventricular hypertrophy in
overweight patients with hypertension, according to a late-breaking clinical trial presented at the meeting of the
American College of Cardiology.

The ALLAY (The ALiskiren Left Ventricular Assessment of HypertrophY) Trial, conducted at 77 centers in eight
countries, examined whether aliskiren, alone or in combination with losartan, was at least as effective as
losartan in reducing hypertrophy in this patient population.

After screening 1,086 patients, 460 patients with a body mass index greater than 25 kg/m* were randomized to
one of three treatment arms: aliskiren 300 mg daily (154 patients), losartan 100 mg daily (152 patients), or
aliskiren 300 mg daily plus losartan 100 mg daily (154 patients), with all patients treated to blood pressure
targets. Treatment with the study drug was continued for 36 weeks.

Researchers compared changes in left ventricular mass index as assessed by cardiovascular magnetic
resonance imaging between baseline and 36 weeks. The researchers also looked at changes in left ventricular
volumes, 24-hour ambulatory blood pressure and electrocardiographic voltage during the same 36-week
period.

Aliskiren was as effective as losartan in reducing left ventricular mass, which improved significantly in all
treatment groups after nine months of therapy. The degree of left ventricular mass reduction was numerically
greater in the combination arm, but it failed to reach statistical significance.

Aliskiren, either alone or in combination with losartan, was very well tolerated with no differences in adverse
events between groups and a very low level of adverse events. There were no increases in hyperkalemia,
hypotension or renal dysfunction in patients receiving aliskiren either alone or in combination.

"Aliskiren inhibits the renin-angiotensin-aldosterone axis at the beginning of the cascade. It is likely that patients
would derive many of the same benefits from inhibiting the renin angiotensin system at this step as they do with
inhibition at more proximal steps in the system," said Scott Solomon, MD, of Brigham and Women's Hospital
and Harvard Medical School, and lead author of the study.

"Moreover, inhibiting the renin-angiotensin-aldosterone (RAAS) system with ACE inhibitors or angiotensin
receptor blockers results in reflexive rises in plasma renin activity. This provides a rationale for combining a
renin inhibitor with another inhibitor of the renin-angiotensin-aldosterone system, as aliskiren has been shown
to reduce plasma renin activity either alone or when combined with other RAAS-blocking drugs. Because
treatment of hypertension can be difficult, physicians and patients will benefit from additional agents that can
not only lower blood pressure, but can affect the end-organ damage that hypertension causes."

"These data suggest that aliskiren, which is the first orally active direct renin inhibitor and is currently approved
for treatment of hypertension, is as effective as an angiotensin receptor blocker for reducing left ventricular
mass. Along with other recently reported studies with aliskiren showing incremental benefits in reducing
abnormal protein excretion in the urine (proteinuria) in diabetic patients and improvements of indicators of heart
function in heart failure patients, these data suggest that aliskiren is efficacious for end-organ protection,
beyond just blood pressure reduction.”

The patients in this study had relatively well-controlled hypertension and thus the overall degree of blood
pressure lowering observed was moderate.

"It is conceivable that treating patients with higher blood pressures or for a longer period of time would have
resulted in greater left ventricular mass reduction with the combination of aliskiren plus an angiotensin receptor
blocker, but this remains to be determined in future studies," he concluded.
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Analysis of data from large registry suggests that drug-eluting stents offer
better outcomes for patients with acute myocardial infarction than
uncoated stents
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Drug-eluting stents appear to offer better outcomes for patients with acute
myocardial infarction than uncoated stents, with similar mortality but
significantly reduced risk for restenosis, according to a late-breaking clinical
trial presented at the meeting of the American College of Cardiology.

"This study confirms that the same benefits that drug-eluting stents offer other
patients in preventing restenosis of the coronary arteries are still there for
patients with myocardial infarction, and there doesn't appear to be any trade-
off in increased risk of repeat MI or death," said Laura Mauri, MD, MSC, an
interventional cardiologist at Brigham and Women's Hospital, an assistant
professor of medicine at Harvard Medical School, and chief scientific officer at
the Harvard Clinical Research Institute, all in Boston.

To evaluate the long-term safety and effectiveness of drug-eluting stents, Mauri
and her colleagues analyzed data from 7,216 patients who underwent stenting
for acute MI in Massachusetts, where hospitals are required to submit data on
all coronary interventions to a state database. Of these, 4,016 patients were
treated with a drug-eluting stent and 3,200 were treated with a bare-metal
stent. To adjust for differences in baseline risk, patients in the two groups were
matched on up to 63 variables.

Researchers found that the two-year, risk-adjusted rate of revascularization
was significantly lower in patients treated with drug-eluting stents when
compared with bare-metal stents (15.5 percent versus 20.8 percent). Mortality
was 10.4 percent and 13.2 percent, respectively, in the two groups, and repeat
Ml occurred in 9.5 percent and 11.0 percent, respectively.

"These findings are reassuring," Mauri said. "Although neither bare-metal
stents nor drug-eluting stents were originally approved in the setting of acute
myocardial infarction, it is probably the most important condition we treat with
stents. | would feel comfortable considering drug-eluting stents on the basis of
these results--with the caveats that treated patients must be able to take
antiplatelet therapy and that we definitely want to see even longer-term follow-

up.”

The researchers plan to continue follow-up in Massachusetts and re-examine
the findings when more data are available.
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PERISCOPE trial finds no progression of coronary plaque with
pioglitazone therapy but significant progression over time with glimepiride
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Pioglitazone appears to be the first diabetes therapy able to reduce progression of coronary
atherosclerosis in patients with type 2 diabetes, according to a late-breaking clinical trial
presented at the meeting of the American College of Cardiology.

The PERISCOPE trial (Pioglitazone Effect on Regression of Intravascular Sonographic
Coronary Obstruction Prospective Evaluation) compared two approaches to management of
diabetes, randomizing 543 patients for 18 months to the thiazolidinedione pioglitazone, which
reduces blood glucose level by increasing insulin sensitivity or the sulfonylurea glimepiride,
which lowers blood glucose by stimulating insulin release by the pancreas).

The prospective, randomized, multicenter, double-blind trial treated patients with coronary
disease and type 2 diabetes for 18 months at 97 academic and community hospitals in North
and South America. Patients underwent intravascular ultrasonography to measure the amount
of plaque volume at entry. Patients received either glimepiride, 1-to-4 mg, or pioglitazone, 15-
to-45 mg, titrated to maximum dosage, if tolerated. After 18 months, a second ultrasound
examination was performed to determine the amount of change in coronary plaque volume.
The primary endpoint was the rate of progression of coronary plaque as measured by the
ultrasound procedure.

The principal finding was an absence of progression of coronary plaque with pioglitazone
(negative 0.16 percent) compared with highly significant progression with glimepiride (positive
0.73 percent) as assessed with intravascular ultrasound.

There were also major differences between treatments in biochemical effects including marked
differences in levels of high-density lipoprotein cholesterol, triglycerides and C-reactive protein.
Other important endpoints included changes in glycohemoglobin levels, insulin levels, other
lipid parameters and blood pressure - all more favorable for patients treated with pioglitazone.

There were adverse effects in both treatment groups: More patients assigned to glimepiride
experienced episodes of low blood sugar or angina and more patients assigned to pioglitazone
experienced edema and fractures.

"Atherosclerosis can be particularly aggressive in patients with diabetes, which is currently
increasing at an alarming rate in the developed and developing world," said Steven Nissen,
MD, Chairman, Department of Cardiovascular Medicine, Cleveland Clinic and lead author. "By
defining the optimal strategy for managing coronary heart disease in this patient population, this
study has major implications for how we will treat diabetics with coronary disease in the future."
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BRAVE-3 trial finds that high loading dose of clopidogrel can eliminate
need for abciximab in patients with ST-elevation myocardial infarction
undergoing angioplasty
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A high loading dose of clopidogrel can eliminate the need for abciximab in
patients with acute ST-elevation myocardial infarction undergoing angioplasty,
according to a late-breaking clinical trial presented at the meeting of the
American College of Cardiology.

The BRAVE-3 study was the first to test the influence of high-dose clopidogrel
on the value of abciximab exclusively in this patient population.

"Acute myocardial infarction is a major medical problem, and the present study
will help to define the optimal treatment strategy," said Julinda Mehilli, MD, an
associate professor and staff cardiologist at Deutsches Herzzentrum, Technical
University, Munich, Germany. "Therapy without abciximab would certainly be
more cost-effective and reduce the risk of bleeding complications."”

The BRAVE-3 researchers enrolled 800 patients with ST-elevation infarctions
who were undergoing angioplasty. All were pretreated with 600 mg clopidogrel
and then randomized to intravenous abciximab or placebo during the
procedure.

The study was designed primarily to compare how the two treatment strategies
affected infarct damage as evaluated by myocardial blood flow on a nuclear
scan conducted 5 to 10 days later. There was no difference between groups:
Damage involved an average 10 percent of the left ventricle with abciximab
and 9 percent with placebo. In addition, the 30-day combined rates of death,
repeat infarction, stroke and urgent revascularization procedure were similar in
the two groups (5 percent and 3.8 percent, respectively).

"For patients with acute ST-elevation myocardial infarction undergoing primary
coronary intervention after pre-treatment with a 600-mg loading dose of
clopidogrel, the additional use of abciximab is not associated with any
measurable benefit after 30 days," Mehilli said.
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HYVET trial finds that reducing blood pressure in elderly patients can
significantly cut both rate of cardiovascular events and total mortality
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| Full Text_

Reducing blood pressure in elderly patients with hypertension can significantly cut both rate of cardiovascular
events and total mortality, according to a late-breaking clinical trial presented at the meeting of the American
College of Cardiology.

The 3,845-patient Hypertension in the Very Elderly Trial (HYVET), which was coordinated by scientists from
Imperial College London, is the largest ever clinical trial to look at the effects of lowering blood pressure solely
in patients age 80 years and over. Patients were given either a placebo or the diuretic indapamide slow release
1.5 mg, with the addition of the angiotensin-converting enzyme inhibitor perindopril in tablet form once a day.

Benefits of treatment included a 21 percent reduction in total mortality rate, a 39 percent reduction in stroke
mortality rate, a 64 percent reduction in fatal and non-fatal heart failure, and a 34 percent reduction in
cardiovascular events, with benefits apparent within the first year of follow-up.

The reduction in overall mortality was a novel and unexpected result. Earlier trials had demonstrated that
reducing blood pressure in the under-80 population reduces incidence of stroke and cardiovascular events.
However, previous smaller and inconclusive studies also suggested that lowering blood pressure in those aged
80 or over reduced the number of strokes, but did not reduce, and even possibly increased, total mortality.

In July 2007 the trial was stopped early on the recommendation of an independent data monitoring committee
after they observed significant reductions in overall mortality and stroke in those receiving treatment. The final
results of the trial showed a significant reduction in stroke mortality rate, but the reduction in all strokes of 30
percent did not quite reach statistical significance (p=0.06).

Emeritus Professor Christopher Bulpitt, the lead investigator on the study from the Care of the Elderly Group at
Imperial College London, said: "Before our study, doctors were unsure about whether very elderly people with
high blood pressure could see the same benefits from treatment to lower their blood pressure as those we see
in younger people. Our results clearly show that many patients aged 80 and over could benefit greatly from
treatment. Populations are living longer and we have growing numbers of people living well into their 80s and
beyond, so this is good news. We are very pleased that cardiovascular events were reduced safely with a
reduction in total mortality."

The researchers hope that their findings will clear up uncertainty among clinicians about the benefits of treating
patients aged 80 and over for high blood pressure.

Dr Nigel Beckett, the trial coordinator from the Care of the Elderly Group at Imperial College London, added
"Many very elderly people with high blood pressure are not being treated for it at the moment, because doctors
are unsure about whether or not treatment will help them. We hope that following our study, doctors will be
encouraged to treat such patients in accordance with our protocol.”

As the trial was stopped early, an extension involving patients receiving active treatment is now underway to
assess the longer-term benefits of treatment.

Patients with high blood pressure (defined as a systolic blood pressure between 160-199 mmHg), from thirteen
countries across the world, were randomized for the double-blind, placebo-controlled trial, which began in 2001.
The mean age of participants was 83 years and 7 months.

Patients were given either placebo or indapamide slow release (SR) with the addition of perindopril, in tablet
form once a day as required, to achieve a target blood pressure of 150/80 mmHg. The average follow-up of
patients was just over 2 years, by which time 20 percent of placebo subjects and 48 percent of those taking
medication had achieved the target blood pressure of 150/80 mmHg. In those patients who were followed up
for longer, a larger number of patients receiving active treatment achieved target blood pressure.
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ACCOMPLISH study ends early after angiotensin-converting enzyme
inhibitor plus calcium channel blocker shows large benefits for patients
with hypertension

Tyoh 7y yRBEER (ACE) MERY 7L L7 LREMEOHAILS
MEREICKH LIEFISHHN TH - 7~7-%phase Lk 74 TILHZHRIHKT
XM 7. ¥ DLate-Breaking Clinical Trial®&®& 4 American College of
Cardiology% & T#% I #72. ACCOMPLISHZ ¥ 7 4 TI310,700A D &
FERNFET)VNLT Lo EVHR T AIINFET )L E R 7 oo
FT Y RHRBICEIES ICEI VAT 2. HEBFDIZD2[ER I 7 14 1T
LAENLMDERTERTFLMET Y b — o FLN LD 2495, &
PERBHEL L ICHhEDL L O aBEREF 2 H T 5 8F 0RO
BEERTADIERATH >0 REERLIXIC, ACEREE A/ >
VLREMELHA L ABRE IO ARE L Z T AR B L, SaFR
L OHEE, MEF. FEERUEICL ANES L U aiTBRATEITE %
SUCHRE#EA NV 520% Y W h > 12,

Combined therapy with an angiotensin-converting enzyme inhibitor plus a calcium channel
blocker was so effective for patients with hypertension that a phase Il trial was ended early,
according to a late-breaking clinical trial presented at the annual meeting of the American
College of Cardiology.

The international ACCOMPLISH study (Avoiding Cardiovascular Events through Combination
Therapy in Patients Living with Systolic Hypertension) compared two single-pill combinations of
two medications: either an angiotensin-converting enzyme inhibitor and calcium channel
blocker or an enzyme inhibitor and diuretic.

The randomized study of 10,700 adults showed that both drug combinations helped people
who had hypertension and other cardiovascular risk factors recommended blood pressure
levels despite the fact that two thirds of participants had been unable to achieve good blood
pressure control with other medications prior to enroliment in the study.

Most importantly, the study revealed that patients taking the enzyme inhibitor/channel blocker
combination had 20 percent fewer cardiac-related events than patients taking the other
combination. Those events included cardiovascular deaths, myocardial infarctions, strokes,
hospitalizations for unstable angina and revascularization procedures

One treatment arm received benazepril plus amlodipine, whereas the other pill combined
benazepril and hydrochlorothiazide.

"These results demonstrate the superiority of an angiotensin-converting enzyme
inhibitor/calcium channel blocker pill fixed-dose combination treatment strategy for reducing
cardiovascular morbidity and mortality, and provides evidence that should modify future
guidelines for the treatment of hypertension,” says Kenneth Jamerson, M.D., the leader of
ACCOMPLISH. Jamerson is a professor of internal medicine at the University of Michigan
Medical School and a member of the Cardiovascular Center.

Results from the ACCOMPLISH trial show that just six months of treatment with either drug
combination was enough to bring the blood pressure of 73 percent of patients into an
acceptable range. However, by the end of the trial blood pressure control rates were 80
percent, with mean systolic blood pressure less than 130 mm Hg. This represents exceptional
blood pressure control when contrasted to the current control rate of approximately 30 percent
in the United States.

All patients in the study received no more than 40 milligrams of benazepril in each dose;
amlodipine doses began at 5 mg and could be increased to 10 mg, while hydrochlorothiazide
doses began at 12.5 mg and could be increased to 25 mg.

"These ACCOMPLISH results shake the foundations of current recommendations and define a
new standard which will enhance the achievement of the primary goal and assist clinicians in
meeting the daily challenges of hypertension management,” said ACCOMPLISH executive
committee member Eric J. Velazquez, MD, an Associate Professor of Medicine at Duke
University Medical Center.
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TRITON-TIMI 38 trial shows that prasugrel is superior to clopidogrel in patients
with acute coronary syndrome regardless of stent timing and type
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Prasugrel appears to be superior to clopidogrel as an antiplatelet agent in patients with acute coronary
syndrome regardless of type of stent placed during angioplasty or timing of the procedure, according to
a late-breaking clinical trial presented at the annual meeting of the American College of Cardiology.

Prasugrel reduced by more than half the risk of thrombosis inside the stent. Now a new analysis of
data from the Trial to Assess Improvement in Therapeutic Outcomes by Optimizing Platelet Inhibition
with Prasugrel (TRITON-TIMI 38) reveals that the investigational drug maintains its edge over
clopidogrel regardless of the type of stent, the amount of time since the stenting procedure, or the way
stent thrombosis is defined.

For the main TRITON-TIMI 38 study, researchers recruited 13,608 patients who needed a stent from
707 medical centers in 30 countries. Patients were randomized to anti-platelet therapy consisting of
either a 300-mg loading dose of clopidogrel before the procedure, followed by a maintenance dose of
75 mg daily for one year, or to a loading dose of 60 mg of prasugrel, followed by 10 mg daily for one
year.

Stephen D. Wiviott, MD, Brigham and Women's Hospital, Boston, led the new stent analysis. Of the
12,844 patients who ultimately were treated with at least one coronary stent, 6,461 patients received
only bare-metal stents and 5,743 patients received only drug-eluting stents. Overall, prasugrel reduced
both 30-day stent thrombosis when compared with clopidogrel (0.64 percent vs. 1.56 percent) and late
stent thrombosis (0.49 percent vs. 0.82 percent).

For bare-metal stents, the respective rates of stent thrombosis with prasugrel and clopidogrel were 1.3
percent vs. 2.4 percent, and for drug-eluting stents, 0.8 percent vs. 2.3 percent. Prasugrel's advantage
remained highly statistically significant across a broad array of patient and procedural characteristics.
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ASTEROID trial shows that aggressive rosuvastatin therapy can induce
regression of atherosclerotic plaque in the coronary arteries
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In a first-of-its-kind finding, aggressive rosuvastatin therapy has been shown to cause regression of
atherosclerotic plaque in the coronary arteries, according to a late-breaking clinical trial presented at the annual
meeting of the American College of Cardiology.

"Previous studies have shown that statin therapy can slow the development of plaque in the coronary arteries,"
said Christie Ballantyne, MD, director of the Center for Cardiovascular Disease Prevention at the Methodist
DeBakey Heart & Vascular Center and lead author of the study. "However, no statin monotherapy study has
stopped the growth of plaque--- or actually reduced the amount of plaque in the arteries in areas with narrowing
or stenosis, as this study shows."

A Study to Evaluate the Effect of Rosuvastatin on Intravascular Ultrasound-Derived Coronary Atheroma Burden
(ASTEROID) was designed to determine effects of treatment with rosuvastatin on progression of coronary
atherosclerosis in patients who had a clinically indicated cardiac catheterization that showed angiographic
evidence of coronary artery disease. Coronary atherosclerosis was assessed by intravascular ultrasound
(IVUS, the primary endpoint) and quantitative coronary angiography (QCA, a secondary endpoint).

A previous report had shown ultrasound assessment of single coronary arteries with less than 50 percent
angiographic luminal narrowing showed regression of atheroma volume. The new findings showed that
treatment also produced regression by decreasing percent diameter stenosis and improving minimum lumen
diameter as measured by angiography.

ASTEROID was a prospective, multi-center, international open-label trial that enrolled men and women 18
years or older with a clinical indication for coronary catheterization and angiographic evidence of coronary
disease who met specific angiographic and ultrasound criteria. Inclusion required demonstration of at least one
obstruction causing more than 20 percent angiographic luminal diameter narrowing in any coronary vessel.

The left main coronary artery had to have at most 50 percent reduction in lumen diameter by visual estimation,
and the target vessel for ultrasound interrogation could not have undergone angioplasty or bypass surgery nor
have more than 50 percent luminal narrowing throughout a target segment with a minimum length of 40 mm.
Segments for angiographic analysis could not have undergone angioplasty or bypass surgery.

ASTEROID treated 507 coronary disease patients with rosuvastatin 40 mg/day for 24 months. Of these
patients, 379 had evaluable angiograms at baseline and at study end. Blinded angiography analysis of percent
diameter stenosis and minimum lumen diameter was performed for up to 10 segments of the coronary arteries
and their major branches with greater than 25 percent diameter stenosis at baseline. For each patient, the
means of all matched lesions at baseline and study end were calculated. There were 292 patients with 613
matched segments that met the criterion of greater than 25 percent stenosis.

Rosuvastatin reduced low-density lipoprotein cholesterol by 53.3 percent to 61.1+20.3 mg/dL; high-density
lipoprotein cholesterol increased by 13.8 percent to 48.3+12.4 mg/dL.

Meanzstandard deviation percent diameter stenosis decreased from 37.3%8.4 percent (median [minimum-
maximum] 35.7 percent [26-73 percent]) to 36.0+10.1 percent (median 34.5 percent [8-74 percent]). minimum
lumen diameter increased from 1.65+0.36 mm (median 1.62 [0.56-2.65] mm) to 1.68+0.38 mm (median 1.67
[0.76-2.77] mm; p<0.001).

In summary, ASTEROID data show that patients with heart disease who take the maximum dose of
rosuvastatin (40 mg per day) for 24 months and achieve an average low-density lipoprotein cholesterol level
below 70 mg/dL and a significant increase in high-density lipoprotein cholesterol had a mean reduction in
coronary plaque volume.
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ARMYDA-RELOAD study finds benefit in giving patients with acute
coronary syndrome a loading dose of clopidogrel even when they are
already taking it
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Patients with acute coronary syndrome who take clopidogrel achieve significant benefit from a
‘reloading' dose prior to angioplasty, according to a late-breaking clinical trial presented at the
annual meeting of the American College of Cardiology.

Patients typically take 75 mg clopidogrel daily; in the Antiplatelet Therapy for Reduction of
Myocardial Damage During Angioplasty-RELOAD (ARMYDA-RELOAD) study, such patients
who were about to undergo angioplasty for an acute coronary syndrome event were given a
‘reloading' dose of 600 mg.

Researchers found that the extra medication was associated with a nearly two thirds reduction
in post procedural major adverse coronary event rate (combination of death, myocardial
infarction, or repeat revascularization) without increase in risk for bleeding.

Prior to the current trial, no study has ever specifically examined the effect of clopidogrel
reloading on patients with acute coronary syndrome.

"The implications of the study are self-evident: When a patient with acute coronary syndrome is
undergoing percutaneous coronary intervention and has been taking clopidogrel before, it is a
very good idea to give a further loading dose of 600 mg prior to the procedure. This will protect
against ischemic complications, without fear of more bleeding," said Germano Di Sciascio, MD,
professor and chairman of cardiology at Campus Biomedico, University of Rome, Italy.

"In patients with stable syndromes, ongoing preexisting clopidogrel may supply sufficient anti-
platelet effect to safely undergo the procedure.”

Researchers recruited 436 patients who had been taking clopidogrel for more than 10 days
before their procedure. Of these, 167 (38 percent) had acute coronary syndrome. Patients were
randomized to receive an additional 600-mg loading dose of clopidogrel or placebo four to eight
hours before their procedure. Blood tests confirmed that platelet reactivity was significantly
lower in the reload group compared with the placebo group in patients with acute coronary
syndrome.

After 30 days, the overall rates of major adverse cardiac events were the same in the two
groups: 7 percent in patients who received clopidogrel reloading versus 9 percent in the
placebo group. A similar finding was observed in patients with stable chest pain (8 percent
versus 4 percent, respectively).

However, in patients with acute coronary syndromes, clopidogrel reloading significantly reduced
the major adverse cardiac event rate (7 percent versus 18 percent, respectively). There was no
difference in the rates of bleeding (5 percent in both groups).

Fundamental differences in the cardiovascular conditions that characterize acute and stable
chest pain may explain the effectiveness of clopidogrel reloading in patients with acute
coronary syndrome, Dr. Di Sciascio said.

"Patients with acute coronary syndrome have higher platelet reactivity, higher inflammatory
status and more intracoronary thrombus," he said. "This may make them more prone to benefit
from clopidogrel reloading."

ACC2008 &

[News01]
&7 AT e 1T DER D Hu e E
D L8

[News02]
ATV bMEEBRFED T

[News03]
Aliskiren & ZEZ=E X

[News04]

ERBFERTY FEDBHEE
[News05]
EFTVRIETIAEY R
()ad 3

[News06]
Abciximab & IR FEZE

[News07]

=l O S I E AR

[News08]
SMED LY RUNVEE

[News09]
Prasugrel& 2 BE RS LIL

[News10]
BRI S —V DETEELT S

[News11]
R/MREEDHE

[News12]
Rimonabant & 7B k& 8 D E 1T

[News13]
I & RIE I8 FHEE 17 D FTAE

[News14]

A LRBHATUME
AT MAREIZHT S
B SHERE

News11




ACC2008

Rimonabant ¥ & &) ik &k B D AT

STRADIVARIUS F A4 TIL DR LIX. BERERBEEFTLIEFRE
FOERT 57— 7 DHEITE) TF/ N/ MEEICLVBRETT 30 4EH
MFFEZ 2l TEARW

STRADIVARIUS trial is inconclusive regarding ability of rimonabant therapy to
slow progression of arterial plaque in obese patients with coronary disease
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New study data are inadequate to prove whether rimonabant therapy can slow progression of arterial
plaque in obese patients with coronary disease, according to a late-breaking clinical trial presented at
the annual meeting of the American College of Cardiology.

In STRADIVARIUS (the Strategy to Reduce Atherosclerosis Development Involving Administration of
Rimonabant -The Intravascular Ultrasound Study), ultrasonographic coronary imaging was used to
assess atherosclerotic progression. Steven E. Nissen, MD, of the Cleveland Clinic and colleagues
conducted a randomized, double-blinded clinical trial from December 2004 to December 2005
comparing rimonabant with placebo in 839 patients at 112 centers in North America, Europe and
Australia.

Patients were randomized to rimonabant (20 mg daily) or matching placebo for 18 to 20 months.
Patients were eligible to participate in the study only if they also required coronary angiography for a
medical reason. The patients returned for scheduled clinic visits at 3, 6, 12, and 18 months following
randomization. The main outcome the researchers were observing was a change in the percent
atheroma volume (PAV) and the secondary outcome was a change in normalized total atheroma
volume (TAV). PAV and TAV are different measurements of plaque build-up in an artery.

"In the rimonabant versus placebo groups, PAV increased 0.25 percent versus 0.51 percent,

3

respectively, and TAV decreased -2.2mm° vs. an increase of 0.88mm®" the researchers reported.

"Rimonabant-treated patients had a larger reduction in body weight (-4.3kg [-9.5 Ibs.] vs. -0.5 kg [-1.1
Ibs.]) and greater decrease in waist circumference (-4.5 cm [-1.77 inches] vs. -1.0 cm [- 0.39 inches]).
In the rimonabant vs. placebo groups, high-density lipoprotein cholesterol levels increased 5.8mg/dL
(22.4 percent) vs. 1.8mg/dL (6.9 percent) and median (midpoint) triglyceride levels decreased -24.8
mg/dL (20.5 percent) vs. -8.9 mg/dL (6.2 percent)." However, LDL-C ("bad" cholesterol) levels and
blood pressure changes did not differ significantly between treatment groups.

"Psychiatric adverse effects were more common in the rimonabant group (43.4 percent vs. 28.4
percent)," the researchers note. Anxiety and depression were the most often reported adverse effects.
"Administration of rimonabant, 20mg, daily for 18 months did not significantly reduce the rate of
progression of coronary disease for the primary IVUS (intravascular ultrasound) end point, the change
in PAV," the authors said. "However, the secondary endpoint, change in TAV, showed a statistically
significant treatment effect favoring rimonabant.”

The authors concluded that because the current study failed to achieve a statistically significant effect
for the primary efficacy measure, additional studies will be required to further define the role of
rimonabant in the treatment of abdominally obese patients with coronary disease and metabolic risk
factors.”
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EVEREST trial finds that endovascular edge-to-edge repair can reduce mitral
regurgitation and help relieve symptoms of heart failure
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Endovascular edge-to-edge repair can reduce mitral regurgitation and help relieve symptoms of heart
failure, according to a late-breaking clinical trial presented at the annual meeting of the American
College of Cardiology.

One-year findings from the EVEREST trial were reported at the meeting. The Endovascular Valve
Edge-to-Edge Repair Study (EVEREST) evaluated use of the MitraClip for treatment of mitral
regurgitation. The new sub-analysis focused on 23 patients treated at 15 medical centers either during
the EVEREST | study or during the "roll-in" phase of the ongoing EVEREST Il study, which is
comparing MitraClip therapy to open-chest surgery.

All patients in the new analysis had functional regurgitation. Before the procedure, all patients had
moderately severe or severe mitral regurgitation, and 83 percent of patients had heart failure ranked
as New York Heart Association (NYHA) functional class Ill or IV.

After the procedure, mitral regurgitation was mild to modest in 19 of 22 patients (83 percent) treated
with the MitraClip. After one year, 12 patients had completed follow-up and had matched data from
both baseline and follow-up. Ten of the 12 patients (83 percent) continued to have only mild to modest
mitral regurgitation and nine of 12 (75 percent) continued to enjoy an improvement in symptoms and
daily function of at least one NYHA class.

In addition, heart size was significantly smaller. For example, the left ventricular internal diameter
during diastole fell from an average of 6.0 cm at baseline to 5.4 cm at 12 months and left ventricular
end-diastolic volume fell from an average of 208 mL at baseline to 178 mL at 12 months.

"This is a small study, but it demonstrates a proof of principle that the MitraClip can reduce mitral
regurgitation and improve heart function in patients with functional mitral regurgitation,” Hermiller said.
"These findings are promising and interesting, but clearly we need a lot more data."
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SISR trial suggests sirolimus-eluting stents are superior to brachytherapy as
treatment for patients with thrombosis in a bare metal stent

BN IATILDOF—I55, >0 LZRBRZTFY MIXT A I ILZAF >~ FAf
ROBEIH LAERRERLY BN TS I YASTE XM/, ¥ American
College of Cardiology¥& THE I # 7z SISRF 74 TILICHE\WT3BAADEE N
TAZIVRAT v b Nt 2 miTERMNICK L X7~ b & A LaiERebREr
FAT X M ABEITEAES IS8 AT b, 3FKIC. BABHER 7TV P 2EE XN/
BEILAHRBIRELZ I ARBLRER L, X505 0THRENEXBE LT SR
HEEIED - 72 GEIOREMERLBY Luh - -RITR T FBET8I%. HIER
HHREBETTLIO% Ch »72) o« RTXLUHEEL LY ORSENT Y FEAL V MIFH
B THEED 4 - /-, Academic Research Consortium®E# T [REE]| £ 7-14
[ ) EED ] C XNt BREIRBM TEI LD 72 (RTV F3.7%. 653
BB842.6%)

A new analysis of long-term trial data suggests sirolimus-eluting stents are superior to brachytherapy
as treatment for patients with thrombosis in a bare metal stent, according to a presentation at the
annual meeting of the American College of Cardiology. The SISR trial had randomized 384 patients to
stenting or brachytherapy for revascularization.

At three years, 81 percent of patients who received the stent had not required target lesion
revascularization compared with 71.6 percent of patients receiving brachytherapy. Among patients who
did require target vessel revascularization, the survival free rates were 78.2 percent for sirolimus-
eluting stent and 68.8 percent for brachytherapy.

Stent thrombosis rates, defined as definite and probable per the Academic Research Consortium
definitions, were not significantly different (3.7 percent for the stent versus 2.6 percent for
brachytherapy).

Differences in three-year rates of target vessel failure (stent, 75.1 percent; brachytherapy, 67.9
percent) and major adverse cardiac events did not reach statistical significance, likely reflecting
progression of coronary artery disease at sites other than the original location of bare metal stent
restenosis. Rates f major adverse events were 75.5 percent for the stent and 70.5 percent for
brachytherapy.

Patients who received the drug-eluting stent were significantly less likely to need target lesion
revascularization at three years compared to patients who received brachytherapy. In addition, there
were no significant differences in safety endpoints, such as the rates of death, myocardial infarction, or
stent thrombosis between the two treatment arms of this study.

The original trial was designed for nine months of follow-up. This longer-term, follow-up analysis
focused on pre-specified safety endpoints, namely death, myocardial infarction and stent thrombosis,
as well as target lesion revascularization, an efficacy endpoint, to determine whether any new safety
issues emerged and whether the major benefit of the drug-eluting stent, reduction in repeat
revascularization procedures, was maintained.

"These data continue to favor the CYPHERR Stent compared to radiation therapy in these patients
with complex coronary artery disease," said David R. Holmes Jr., MD, Principal Investigator and
Professor of Medicine, The Mayo Clinic College of Medicine, Rochester, MN. "Neither treatment
modality in this study was associated with any new safety issues or concerns."
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