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BEAUTIFUL:lvabradine is first antianginal treatment to reduce myocardial

infarction and revascularization in patients with stable coronary disease and left
ventricular dysfunction
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The landmark BEAUTIFUL (morBidity-mortality EvAIUaTion of the If inhibitor ivabradine in patients with CAD and left
ventricULar dysfunction) trial shows that heart rate reduction with ivabradine reduces myocardial infarction, associated
left ventricular systolic dysfunction and revascularization in patients who are in normal sinus rhythm according to a
featured presentation at the European Society of Cardiology Congress 2008 in Munich.

Commenting after the results presentation, the Chairman of the BEAUTIFUL Executive Committee, Professor Kim Fox
said, "Ivabradine was always known to relieve ischemia. With the BEAUTIFUL results, ivabradine is the first antianginal
treatment shown to reduce myocardial infarction (M) and revascularization and to have a good tolerability profile even

when used with other drugs. This is the gold standard for any antianginal, anti-ischemic drug".

The BEAUTIFUL trial was initiated in December 2004, under the guidance of an independent Executive Committee with
the first patient being enrolled in early 2005. 10,917 patients with left ventricular ejection fractions less than 40% were
recruited in 781 centers in 33 countries across 4 continents. The mean heart rate in these patients was 71 bpm and half
of the patients had a heart rate more than 70 bpm. The results of the BEAUTIFUL study have shown that these patients
with heart rate > 70 bpm are more likely to die or suffer from another cardiovascular event. The increase in risk is 34%
for cardiovascular death, 46% for myocardial infarction, 56% for heart failure and 38% for coronary revascularization.

In the overall study population treatment with ivabradine did not result in a significant reduction of the primary
composite end point (Cardiovascular death, admission to hospital for acute MI and admission to hospital for heart
failure). However in patients with baseline heart rate more than 70 bpm, ivabradine significantly reduced the risk of
hospitalization for fatal and non-fatal myocardial infarction by 36% (p=0.001) and the risk of coronary revascularization
by 30% (p=0.016). What is important to note is that most of these patients were already receiving the guidelines-
recommended cardiovascular therapy: antiplatelet agents (94%), angiotensin-converting enzyme inhibitors or
angiotensin receptor blockers (91%), fA-blockers (87%), as well as lipid-lowering agents (76%). Hence the results of
BEAUTIFUL constitute a step further in the management of these coronary patients with heart rate above 70 bpm
because, for the first time it has been shown that pure heart rate reduction with ivabradine further reduces coronary
events even in patients receiving the current optimal cardiovascular therapy. This study also confirms that ivabradine is
safe and well tolerated and can be used with all routinely prescribed cardiovascular drugs.

Commenting on the results the Chairman of the Steering Committee, Prof Roberto Ferrari said, "Often a lot of
investigations are performed in coronary patients but a simple heart rate measurement is not done. BEAUTIFUL has
reinforced the need to measure heart rate in all CAD patients and if the heart rate is more than 70 bpm to reduce it by
using ivabradine on top of background therapy.”

BEAUTIFUL results with ivabradine can be explained by its well-documented ability to relieve myocardial ischemia in
patients with chronic stable angina. New research has demonstrated that ivabradine improves endothelial dysfunction
and prevents the progression of atherosclerosis.

"Half of the CAD patients have a resting heart rate more than 70 bpm. These patients can now benefit from a treatment
that will greatly reduce their chances of having another heart attack or needing further surgery", concluded Professor
Kim Fox, the Chairman of the BEAUTIFUL Executive Committee.
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SYNTAX: Trial comparing PCI with drug-eluting stent and bypass surgery in the

most complex patients reports comparable safety outcomes but mixed efficacy for
PCI group
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One-year data from the SYNTAX trial comparing percutaneous coronary intervention (PCI) and coronary artery bypass
grafting (CABG) in the most complex patients has produced mixed messages: higher rates of revascularization for
patients randomized to PCI, but lower rates of stroke. There were no statistically significant differences in rates of death
or myocardial infarction between PCl and CABG.

The results of SYNTAX have been eagerly anticipated because the study is the first randomized comparison of PCI
with drug-eluting stents vs. bypass surgery in patients with the most complex coronary artery disease -- left main
stenosis and three-vessel disease. One-year data from the SYNTAX randomized trial were presented by Patrick
Serruys and Friedrich Mohr in a Hot Line session at the European Society of Cardiology Congress 2008 in Munich and
published online in The Lancet. They revealed findings for the primary endpoint, focusing on the safety and
effectiveness of the two therapies and whether either group experienced more heart attack, stroke, or death, or was
more likely to require repeat revascularization procedures (either a second PCI or bypass surgery) by the end of the
first year.

All patients in the trial were assessed by a multidisciplinary team that included an interventional cardiologist and cardiac
surgeon. If both felt they could offer equivalent revascularization, patients were randomized in a 1:1 fashion to PCI
(which used a paclitaxel-eluting coronary stent ) or CABG.

The trial enrolled 1800 patients in its randomized arm from 62 EU sites and 23 US sites.

In its head-to-head comparison of PCI vs. bypass surgery, SYNTAX found no statistically significant difference in risk of
death (4.3% vs. 3.5%, respectively; p=0.37) or heart attack (4.8% vs. 3.2%, respectively, p=0.11). The risk of stroke
was significantly greater for bypass surgery (0.6% for PCI vs. 2.2% for bypass; p=0.003). Taken together as a
composite, these three data points (death, heart attack, and stroke) show that PCI and bypass surgery are equally safe
options for patients with left main and multi-vessel coronary artery disease.

Other findings from the 12-month data showed that the rate of symptomatic graft occlusion was 3.4% in the CABG
group, and the rate of stent thrombosis in the PCI group 3.3% (P=0.89).

"The study failed to meet its primary endpoint for non-inferiority,” conceded investigator Patrick Serruys of Rotterdam,
Netherlands, adding that the outcome was nevertheless "hypothesis generating”. He said: “The results for the first time
open the way for drug-eluting stents in patients with more complex anatomy and advanced disease who have
traditionally been treated with CABG."

"The good news is that both PCl and CABG have improved," said discussant Christian Hamm from Bad Nauheim,
Germany.

The "all comes" design of SYNTAX meant that patients who were not considered "eligible" for the randomized trial were
enrolled into two registries, 192 to a PCI registry and 644 to a CABG registry.

Results from the registry analysis were also presented yesterday and showed that the total MACCE rate in the PCI
registry was 20.4% at 12 months, and in the CABG 8.8%.

"The registry shows that, for patients not considered eligible for CABG, PCl is a viable option," said principal
investigator Friedrich Mohr of Leipzig, Germany. "The surgical results are excellent for patients who are not candidates
for PCL"
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GISSI-HF: Rosuvastatin did not affect clinical outcomes in patients with chronic
heart failure of any cause but a simple fish oil supplement showed benefit
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Rosuvastatin (10 mg daily) did not affect clinical outcomes in patients with chronic heart failure of any
cause, in whom the drug seemed to be safe, but a simple fish oil supplement benefitted these patients
according to results from the GISSI-HF trial presented at the European Society of Cardiology
Congress 2008.

Large observational studies, small prospective studies and post-hoc analyses of randomized clinical
trials have suggested that statins could be beneficial in patients with chronic heart failure. However,
previous randomized controlled trials have been methodologically weak. This trial investigated the
efficacy and safety of the statin rosuvastatin in patients with heart failure.

4,574 patients (mean age 68+ 11 yr) with chronic heart failure of New York Heart Association class II--
1V, irrespective of cause and left ventricular ejection fraction, were included in a double-blind
randomized trial testing rosuvastatin 10 mg daily (n=2,285) against placebo (n=2,289). Patients were
followed-up for a median of 3.9 years. Primary endpoints were time to death, and time to death or
admission to hospital for cardiovascular reasons.

According to the intention to treat analysis, 657 (29%) patients died from any cause in the rosuvastatin
group (28.8%) and 644 (28%) in the placebo group (adjusted hazard ratio [HR] 1.00, [95.5% CI 0.898-
-1.122], p=0.943). No differences were found also with respect to the other primary end-point: 1305
(57%) patients in the rosuvastatin group died or were admitted to hospital for cardiovascular reasons
and 1283 (56%) in the placebo group (adjusted HR 1.01, [99% CI [0.908--1.112], p=0.903).

A separate arm of the same study found that a simple fish oil supplement (n-3 PUFA) can benefit
patients with heart failure. Several epidemiological and experimental studies suggested that n-3 PUFA
could exert favorable effects on the atherotrombotic cardiovascular disease including arrhythmias.

The GISSI researchers enrolled 6,975 patients with chronic heart failure of New York Heart
Association class II-IV, assigned to n-3 PUFA 1 g daily or placebo. Patients were followed up for a
median of 3.9 years. Primary end-points were time to death and time to death or admission to hospital
for cardiovascular reasons. Analysis was by intention-to-treat population.

Among the GISSI findings: 955 (27%) patients died from any cause in the n-3 PUFA group and 1014
(29%) in the placebo group (relative risk reduction 9%, p=0.041). 1981 (57%) patients in the n-3 PUFA
group and 2053 (59%) in the placebo group died or were admitted to hospital for cardiovascular
reasons (relative risk reduction 8%, p=0.009). In absolute terms, 56 patients needed to be treated for
3.9 years to avoid one death or 44 to avoid one event like death or admission to hospital for
cardiovascular reasons. In a per-protocol analysis performed in about 5000 full complier patients, the
relative risk of death was reduced by 14% (p=0.004). Safety was excellent.

GISSl is endorsed by the Associazione Nazionale Medici Cardiologi Ospedalieri (ANMCO), Firenze,
Italy; Ist.Ricerche Farmacologiche Mario Negri, Milan, Italy and the Consorzio Mario Negri Sud, Santa
Maria Imbaro, Italy. The GISSI-HF trial was planned, conducted and analyzed by the GISSI group,
which has full ownership of the dat
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LEADERS: Biodegradable biolimus stent appears safe and effective in patients
undergoing percutaneous coronary intervention in 'real world' study
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In the first study of its kind, a drug-eluting stent (DES) with a biodegradable polymer applied only to
the outer surface has been demonstrated as safe and effective as one of the most established and
widely used types of DES with a durable polymer, in equivalent conditions to everyday clinical
practice. Results were presented in a Hot Line session at the European Society of Cardiology
Congress 2008 and published online in The Lancet.

The LEADERS (Limus Eluted from A Durable versus ERodable Stent coating) study randomly
assigned 1,707 patients with 2,472 lesions to treatment with either a biolimus-eluting stent with a
biodegradable polymer or a sirolimus-eluting stent with a durable polymer. The study involved a broad
range of patients for whom a stenting procedure was considered suitable, designed to reflect routine
clinical practice.

Nine months after the procedure, a similar proportion of patients with biolimus-eluting stents and
sirolimus-eluting stents reached the primary endpoint (9.2% vs 10.5%; RR=0.88; 95% CI 0.64 to 1.19;
p=0.003 for noninferiority). Regarding individual safety and efficacy outcomes at 9 months, patients in
the biolimus- and sirolimus groups had similar rates of death (2.6% vs 2.8%; p=0.74), cardiac death
(1.6% vs 2.5%; p=0.22), MI (5.7% vs 4.6%; p=0.30), or clinically indicated TRV (4.4% vs 5.5%;
p=0.29) (p values for superiority). Biolimus-eluting stents were also non-inferior to sirolimus-eluting
stents in in-stent percent diameter stenosis (20.9% versus 23.3%, p=0.001 for noninferiority), the
principal angiographic endpoint of the study.

"The results from LEADERS are significant, as they demonstrate for the first time that a drug-eluting
stent with a biodegradable polymer is just as safe and effective as a conventional drug-eluting stent
with a durable polymer, under conditions which resemble those of routine clinical practice",

commented LEADERS Principle Investigator Professor Stephan Windecker, University Hospital, Bern,

Switzerland. "The next stage will be to investigate whether a biodegradable polymer leads to a lower
risk of stent thrombosis in the longer term".
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TRANSCEND: Telmisartan has modest cardioprotective effect for patients unable
to tolerate ACE inhibitors
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An international study led by Canadian researchers has found that the angiotensin receptor blocker telmisartan reduced
the outcome of cardiovascular death, myocardial infarction or stroke in people who are unable to tolerate angiotensin-
converting enzyme (ACE) inhibitors.

Dr. Salim Yusuf and Dr. Koon Teo, professors in the Michael G. DeGroote School of Medicine at McMaster University
and clinicians at Hamilton Health Sciences, led the study. Results were presented today at the European Society of
Cardiology Congress in Munich, Germany and published online in The Lancet.

The TRANSCEND (Telmisartan Randomized AssessmeNt Study in ACE iNtolerant subjects with cardiovascular
Disease) study enrolled nearly 6,000 people worldwide who are intolerant to ACE inhibitors, and evaluated whether
telmisartan - compared to placebo - would reduce the risk of major cardiovascular events. A high proportion of patients
received proven therapies, such as statins, anti-platelet agents and beta-blockers. Physicians were also free to use
other medications that could lower blood pressure.

The researchers found that the outcome of cardiovascular death, myocardial infarction or stroke was modestly reduced
when patients took telmisartan. In addition, fewer patients receiving telmisartan were hospitalized for any cardiovascular
reason compared to placebo. Telmisartan was also remarkably well tolerated, and fewer patients on telmisartan
discontinued the medication compared to placebo.

The primary endpoint of cardiovascular death, myocardial infarction, stroke, or hospitalization for heart failure was
similar between the ARB and placebo arms (15.7% vs. 17.0%, hazard ratio [HR] 0.92, 95% confidence interval [CI]
0.81-1.05, p = 0.22). However, when the outcome included cardiovascular death, heart attack or stroke (and not
hospitalization for heart failure), the incidence of adverse events was lower in the telmisartan group (13.0% vs. 14.8%,
HR 0.87, 95% CI 0.76-1.0, p = 0.048). The reduction in this composite endpoint was driven primarily by a reduction in
the incidence of myocardial infarction (3.9% vs. 5.0%, p = 0.06), whereas the incidence of cardiovascular death, stroke,
and heart failure seemed to be fairly similar.

The trial did show a modest benefit of the drug on the prespecified composite secondary endpoints of new diabetes
mellitus (11.0% vs. 12.8%, p = 0.08), left ventricular hypertrophy (5.0% vs. 7.9%, p < 0.001) and any cardiovascular
hospitalization (30.3% vs. 33%, p = 0.025). There was no difference in all-cause mortality (12.3% vs. 11.7%, p=0.49).
"The TRANSCEND study demonstrates the value of telmisartan in people who are unable to tolerate angiotensin
converting enzyme inhibitors," said principal investigator Dr. Yusuf, director of the Population Health Research Institute
at McMaster University.

"Although the benefit is of moderate size, there is an impact on a range of outcomes including the composite of
cardiovascular death, myocardial infarction and strokes, as well as cardiovascular hospitalizations. Given the large
proportion of people who are unable to tolerate an ACE inhibitor, the use of telmisartan would be clinically important.”
"The remarkable tolerability of telmisartan is emphasized by the fact that fewer individuals stop medication if they were
receiving telmisartan compared to placebo," said Dr. Teo, the project director. "This is particularly noteworthy, as all the
individuals enrolled in the study were unable to tolerate an ACE inhibitor, which is a closely related class of agents."
The TRANSCEND study enrolled people with a history of cardiovascular disease or diabetes with end-organ damage
who were intolerant to ACE inhibitors.

The study was conducted in 630 hospitals in 40 countries. It was coordinated by the Population Health Research
Institute at McMaster University and Hamilton Health Sciences. The study was sponsored by Boehringer-Ingelheim, the
manufacturers of telmisartan.
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DECREASE IlI: Fluvasatatin improves perioperative cardiac outcomes after
elective major vascular surgery
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Annually, approximately 40 million people undergo noncardiac surgery in the European Union. Of these patients approximately
400,000 (1%) will suffer a perioperative myocardial infarction (PMI) while approximately 133,000 (0.3%) die because of cardiac
complications. In particular in patients undergoing noncardiac vascular surgery the incidence of perioperative cardiac complications
is high with cardiac mortality rates exceeding 2%. Indeed perioperative cardiac events are the major cause of adverse outcome in
vascular surgery patients.

The pathophysiology of a PMI is complex. While cardiac oxygen demand / supply mismatch in patients with coronary artery
disease might be counteracted by appropriate beta-blocker use or coronary revascularization in these patients, coronary plaque
instability leading to plaque rupture and thrombosis remains a significant problem. Recent retrospective studies suggested a
potential beneficial role of statins in the prevention of PMI, in particular by “stabilizing" coronary plaques due to their pleiotropic, anti-
inflammatory effects. Therefore the aim of the randomized, double blind, Dutch Echographic Cardiac Risk Evaluation Applying
Stress Echo (DECREASE) Il trial was to assess the cardioprotective effect of fluvastatin XL on top of beta-blocker therapy in
vascular surgery patients.

Between June 2004 and April 2008 497 statin-naive patients (median age 65.7 years, 75% men, 39% prior coronary artery
disease, 29% prior stroke, 20% diabetic) scheduled for vascular surgery were included in the trial at Erasmus MC Rotterdam, the
Netherlands. Patients were randomized to receive either placebo or fluvastatin extended at a dose of 80 mg once daily. Treatment
was started at the outpatient clinic on the day of randomization, median 37 days prior to the surgical procedure and was continued
at least during the first 30 days after surgery. Inflammatory markers at baseline, including hs-CRP and IL-6 were assessed in
patients allocated to fluvastatin or placebo. At hospital admission levels of hs-CRP and IL-6 were significantly lower in patients on
fluvastatin (respectively 6.00 mg/L vs 4.66 mg/L, p=0.030 and 8.45 pg/ml vs 5.75 pg/ml, p=0.024). The primary analysis was
intention-to-treat and involved all patients who were randomly assigned to either fluvastatin or placebo. Directly after surgery, study
treatment was temporarily discontinued in 115 (23%) patients for a median duration of 2 days because of the inability to take the
study drug orally. A total of 34 patients discontinued study medication because of laboratory abnormalities; 16 (3.2%) because of
ALAT exceeding 3x upper limit of normal, 13 (2.6%) because of CK exceeding 10x upper limit of normal, and 5 (1.0%) because of a
combination of elevated ALAT and CK.

Myocardial ischemia was detected in 74 (14.9%) patients within 30 days of the initial vascular surgical procedure. A total of 27/250
(10.9%) patients allocated to fluvastatin reached the primary endpoint compared to 47/247 (18.9%) patients allocated to placebo
treatment (OR 0.53; 95% CI 0.32-0.88). Hence, the number needed to treat (NNT) to prevent one patient experiencing myocardial
ischemia was 12.5 patients.

Atotal of 18 (3.6%) patients died within 30 days after surgery of which 12 (2.4%) were attributable to cardiovascular causes. 25
(5.0%) patients experienced a nonfatal myocardial infarction during that same period. The combined endpoint of cardiovascular
death and nonfatal myocardial infarction was reached in 37/497 (7.4%) patients. A total of 12/250 (4.8%) patients allocated to
fluvastatin therapy reached the combined endpoint, compared to 25/247 (10.1%) allocated to placebo. Hence, fluvastatin therapy
was associated with a 52% relative reduction in the incidence of cardiovascular death or MI (OR 0.48; 95% Cl 0.24-0.95). The NNT
for the composite endpoint of cardiovascular death or nonfatal Ml is 18.9 patients.

The proportion of patients experiencing any adverse event was similar between the fluvastatin and placebo groups. The proportion
of patients experiencing a CK rise > 10x the upper limit of normal was 4.1% in the fluvastatin group and 3.0% in the placebo group.
The median peak CK level was 141 U/Lin patients on fluvastatin and 113 U/L in patients on placebo (p=0.24). The proportion of
patients with significant increase in ALAT levels, ie > 3x times upper limit of normal, was 3.1% in the fluvastatin group and 5.2% in
the placebo group. The median peak ALAT level was 23 U/L in patients on fluvastatin and 24U/L in patients on placebo.

The study authors conclude that fluvastatin XL therapy was associated with improved postoperative cardiac outcome in high-risk
patients undergoing elective vascular surgery.
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SEAS: Intensive lipid-lowering therapy with simvastatin/ezetimibe combination
does not affect the progression of aortic valve stenosis

EFEREOBE~FEERMARERE BT R IF L LTEF I 7O
FAREICL 557 %7LDLT L R 7 0 — K TESE I IREIMAIRE DEAT 2308 L 4o
HQE R N2 b D) 27 (3888, L 9 %, SEAS : Simvastatin and Ezetimibe in
Aortic Stenosis (REMRAREIHITEL VSR I F UL IEF 7)) RI T4 DfER
#2008%F-European Society of Cardiology 4 T#%& X #1. New England Joumnal of Medicine
ITHEBI N, BE~TEEORGMARE 28 LIREIETREOHBCO L\ BE
1873A (PB593F#867R) *. v/ X ¥+ (1B40mg) ¥ =+tF 17 (1H10mg)
DOBRICTEICT L ZTFO— L KT X 4583 71175 b RBHCEBIEA 122 ) A4
F7ze ME—RITY FRA YV P THEERLQMES NV b (LDUETHEIBAR S
Z+tR355A ; /v — Rk [HR] 096 ; 95%{58X M [Cl] 083~1.12) #7:13=k=T
YRR ¥ b THERYMMAREBA N b ERE (308AXI326A ; HR0.97 ; 95%Cl
083~1.14) [I=B#M THEEI WD > 1o JOPFRFKICL Y EIREEILA N0 LB
JRI38RIE L 7= (15.79%68420.1%. p=0.02). &HBE TILRBEES | D - 7= (1L.1%47.5%.
p=001)#%%. ZAUIBEES Vb - -1 DBRBH LN L EZ LN,

Results from the SEAS (Simvastatin and Ezetimibe in Aortic Stenosis) study indicate that intensive LDL-cholesterol lowering with
the combination of simvastatin and ezetimibe does not affect the progression of aortic valve stenosis, but can reduce the risk of
cardiovascular ischemic events in subjects with mild-to-moderate asymptomatic aortic stenosis, when compared with placebo. The
use of simvastatin and ezetimibe in such patients was generally well tolerated and safe. The results were presented at the
European Society of Cardiology Congress 2008.

The SEAS study is the first large-scale randomized trial to assess the effects of lowering LDL-cholesterol in patients with aortic
stenosis. The study was initiated and designed by academic researchers in Scandinavia, and carried out at 173 clinical centers in
Norway, Denmark, Sweden, Finland, Germany, UK and Ireland. It included 1,873 patients with mild to moderate aortic stenosis
without symptoms who were not considered to have a clear indication for treatment with cholesterol-lowering drugs. Patients were
randomly assigned to receive either intensive cholesterol lowering with the combination of simvastatin (40 mg daily) and ezetimibe
(10 mg daily) or matching placebo. The first patient was included in 2001. The study was completed according to the study plan
when the last patient included had been followed for 4 years (March 2008). Vital status at the end of the study was established for
all patients. All data have been checked for completeness and the data file for analysis was closed on 30 June 2008.

The primary endpoint of the SEAS study was “major cardiovascular events”, which is the composite of events associated with
aortic valve disease and with atherosclerotic disease. The secondary endpoints were the two separate components of the primary
endpoint: "aortic valve disease events" (surgical valve replacement, hospitalization because of heart failure, and cardiovascular
death) and "atherosclerotic disease events" (non-fatal myocardial infarction, coronary artery bypass surgery or percutaneous
coronary intervention, hospitalization because of unstable angina pectoris, non-hemorrhagic stroke and cardiovascular death).
Subsidiary outcomes included echocardiographic evidence of aortic stenosis progression and safety.

Compared with placebo, the combination of simvastatin and ezetimibe reduced LDL-cholesterol by an average of 61%,
corresponding to a reduction of about 2 mmol/L (76 mg/dl), and this effect was sustained throughout the study. 688 patients had
one or more primary endpoint events. No significant difference was observed between the treatment groups for the combined
primary endpoint (333 patients with an event on LDL-lowering treatment versus 355 on placebo; hazard ratio [HR] 0.96; 95%
confidence interval [CI] 0.83 to 1.12). Nor was there a significant difference for the secondary endpoint of aortic valve disease
events alone (308 versus 326; HR 0.97; 95% Cl 0.83 to 1.14). The combination of simvastatin and ezetimibe did, however, produce
a statistically significant 22% (95% CI 3% to 37%; p=0.02) proportional reduction in the secondary endpoint of atherosclerotic
events alone: 148 (15.7%) in the simvastatin plus ezetimibe group versus 187 (20.1%) in the placebo group.

The study therapy was generally well tolerated, with no significant differences between the treatment groups in the proportions of
patients who stopped taking study treatment (irrespective of whether it was active or placebo). In the subsidiary safety analyses, a
total of 175 patients were recorded with a serious adverse event attributed to cancer. More of these events were observed among
patients assigned the combination of simvastatin and ezetimibe than among those assigned placebo (105 [11.1%)] versus 70
[7.5%]; unadjusted p=0.01), this included patients with recurrent cancer and cancer prior to randomization as well as cancer
diagnosed more than 2 weeks after withdrawal from the study. There were also slightly more cancer deaths (39 [4.1%)] versus 23
[2.5%); unadjusted p=0.05). These apparent differences were not related to any particular type of cancer and did not become
significantly larger with more prolonged treatment.

The observed differences in cancer in the SEAS study are based on small numbers and could have occurred as a result of chance.
In order to assess their relevance, the SEAS data have been provided to an independent academic group for combined analysis
with data on cancer from the two other large trials of simvastatin and ezetimibe, which are still in progress. The SHARP (Study of
Heart and Renal Protection) study is a randomized placebo-controlled trial of simvastatin and ezetimibe in 9400 patients with
chronic kidney disease. The IMPROVE-IT (IMProved Reduction of Outcomes: Viytorin Efficacy International Trial) study is a
randomized double-blind trial of simvastatin and ezetimibe compared to simvastatin alone which has recruited 12,000 of a planned
18,000 patients with acute coronary disease.

In combination, the SHARP and IMPROVE-IT studies involve about 4 times as many cancers as in the SEAS study. The analysis
of SHARP and IMPROVE-IT does not support the suggestion of an increase in cancer that was raised by the subsidiary analyses
of the relatively small numbers of cancers in the SEAS study. Independent analysis of these data was initiated and has been
conducted and interpreted by the Clinical Trial Service Unit (CTSU) at the University of Oxford, UK. The CTSU also designed and is
conducting the SHARP trial, which is funded by a research grant to the University of Oxford from MSD and Schering-Plough
academic. Both the SHARP study and the analyses of cancer data have been conducted by the CTSU independently of the
pharmaceutical companies.

The scientific leadership of the SEAS study was a Steering Committee consisting of 14 academic representatives of centers in
each of the participating countries and two members (a statistician and a coordinator) representing the funders. The SEAS study is
funded by the pharmaceutical companies Merck Sharp & Dohme (MSD) and Schering-Plough who market the drugs being tested.
Al clinical endpoint events were adjudicated by an independent committee that was blinded to the study treatment allocation. The
study was monitored by an independent Data Safety and Monitoring Board. Data collection was performed by MSD, and the data
were analyzed by statisticians at Ulleval University Hospital in Oslo, Norway, and at MSD.

[News Flash 01]
IvabradinelZ & 2 /DREUETIC & ¢)
TEEHRA >

[News Flash 02]
PCI & CABGDAERIEI & A 1) v M
KEICEHRIATVEW

[News Flash 03]
GISSFHFIDAE b T 1 7ILDIRE
TER

[News Flash 04]
HHADERIBHZT > +D
BHEL» RSN

[News Flash 05]
FILIHILE L ILIREER &
T3

[News Flash 06]
MEFMICH B TN EF >
DIMRFEER

[News Flash 07]
RENRRASKE LREEE T Tldiizs
Lz

[News Flash 08]
FX06ISLEERIGE £ 8RBT %
BIREMED & B

[News Flash 09]
SlE Y BEFEEIEHZE T
B

[News Flash 10]
R RTVIVEDIVD T LFER
EHAICLY FRIAET S

[News Flash 11]
Prasugrell$ #EFRREE (ZERR L
HETHS

[News Flash 12]
Dronedarone $/DEMIEIDEE &
fzEeR D SIRFE S B

[News Flash 13]
FBET X — MIDEBS ERE
NDAXY)—Z TR E

[News Flash 14]
7= HEEIC & V) EAREE bk
TI7—IDFRENB

News 07



ESC 2008

I R Y &
DOL

European Society of Cardiology Congress 2008

FXO06I3 S BEMISE & BT 5 7T M A
5%

FIREN ATV 747 VRO TF RIIKEEEET L2 CICL
V) CEFIEIS T 2R L STEMUZ D mEHREE 2 iRE T ST REMENH S

FIRE: A fibrin-derived peptide may reduce damage to the heart muscle by
inhibiting inflammation and protecting vascular function following STEMI
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Data presented at the European Society of Cardiology Congress demonstrates the effectiveness of a
peptide called FXO06 in preventing reperfusion injury following a myocardial infarction. While
reperfusion is well established as a standard of care, it paradoxically causes additional damage to
heart muscle in patients surviving from these attacks - a phenomenon termed "reperfusion injury".
FXO06 is a novel compound intended to prevent that damage.

Professor Dan Atar, the Coordinating Investigator of the FIRE (FX06 In ischemia and REperfusion)
trial, a Phase Il clinical study of FX06, presented the results of the trial on September 2nd in the Hot
Line Ill Session at the European Society of Cardiology Congress in Munich, Germany.

"Re-establishment of blood flow, either by catheter-based balloon-intervention (PCI) or by
thrombolysis, is necessary and life-saving in the treatment of acute myocardial infarctions. However,
such interventions can lead to further damage to the heart muscle due to blood vessel dysfunction and
inflammation," said Dan Atar, Professor of Cardiology at the Aker University Hospital, University of
Oslo, Norway. "Based on the FIRE results, FX06 has been shown to reduce damage to the heart
muscle by inhibiting inflammation and protecting vascular function. We predict that FX06 may become
a novel treatment for STEMI patients undergoing PCI, representing a major advance in acute cardiac
care."

The Phase Il clinical trial was completed in March 2008, with data indicating a statistically significant
reduction in myocardial necrosis following intravenous application of FX06 concurrent with
reperfusion. FX06 is a peptide that binds to VE-cadherin, a target on the surfaces of endothelial cells,
which form the inner cell layer of blood vessels, thereby preserving blood vessel function. This leads
to reduced inflammation, reduced edema and reduced infarct sizes.

The FIRE trial was conducted between October 2006 and March 2008 as a randomized, double-blind,
placebo-controlled study involving 234 patients from 26 leading centers of interventional cardiology in
Europe. The study evaluated infarct size in patients undergoing percutaneous coronary intervention
(PCI) for acute ST-segment elevation myocardial infarction (STEMI). FX06 was administered
intravenously to patients during reperfusion treatment, and the effect on heart muscle preservation
was then assessed using cardiac magnetic resonance imaging. The primary endpoint was reduction in
infarct size at five days after myocardial infarction.

While FX06 reduced the total infarct size by 21%, this difference between the FX06 and placebo
groups was not statistically significant (21.68 g vs. 27.34 g; p=0.21). However, FX06 significantly
reduced the necrotic core zone by 58% compared with placebo (1.77 g vs. 4.2 g; p=0.019). At 4
months, there were no longer significant differences between FX06 and placebo in total infarct size
(15.37 g vs. 19.32 g; p=0.36) or scar mass (1.79 g vs. 2.84; p=0.16). Major adverse cardiac events in
the FX06 group were also lower compared to the placebo group, which may indicate an effect of the
drug on adverse patient outcome after an infarction.
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TIME-CHF: Elderly patients with heart failure do not benefit from intensive medical
therapy

TIME-CHF : Trial of Intensified (BNP-guided) versus standard (symptom-guided)
Medical therapy in Elderly patients with Congestive Heart Failure (9 - foE SR 205
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Intensified, BNP-guided therapy was no more effective than a standard, symptom-guided approach in
elderly heart failure patients in reducing the number of deaths and all-cause hospitalizations. However,
the response to this intervention differed significantly between patients aged 60-74 years and those
aged >75 years. This indicates the need for specific data in this large subset of very old heart failure
patients who have been largely excluded from large treatment trials.

The study was carried out in 15 hospitals in Switzerland and Germany and included 499 heart failure
patients with reduced pump function of the heart aged ?60 years. The study was called TIME-CHF,
standing for the Trial of Intensified (BNP-guided) versus standard (symptom-guided) Medical therapy
in Elderly patients with Congestive Heart Failure. Patients in both groups were well treated according
to current guidelines, but doses of medication were significantly increased in the BNP-guided group.
Increase in medication took place within the first 6 months after study inclusion and patients were
followed up for another 12 months. This study has several aspects that may be relevant for the
treatment of heart failure patients, particularly since it included a population that is representative for
patients as seen in daily practice. Patients were on average 77 years old (82 years in the group aged
> 75 years) and had many diseases other than heart failure, i.e. app. 80% had 2 or more additional
diseases. Previous studies had largely excluded such patients.

Symptoms and quality of life of patients in both intervention groups improved with treatment,
irrespective of age. Death rate in all patients was lower than expected. This indicates that all patients
with heart failure seem to profit from current standard therapy. With more intensified therapy, younger
patients showed lower death rate and less hospitalizations due to cardiac reasons, including heart
failure, than with standard therapy. However, this was not the case in older patients, where patients
with intensified therapy had similar death and hospitalization rate, but worse quality of life than with
standard treatment. Therefore, general treatment recommendations, which are based on results in
younger patients, may not necessarily be directly applicable to very old patients. This particularly
applies to patients with relevant diseases other than heart failure. Studies testing interventions in
these very old patients, such as TIME-CHF, are needed to define the best therapies. In addition, it may
not be beneficial to push doses to the limits in the very elderly and in those with other relevant health
problems.

The intervention reduced the disease specific endpoint of death and heart failure hospitalizations, but
not all-cause hospitalizations. This study indicates that the net benefit of treatment might be smaller
than expected from the large treatment trials, particularly in patients who are likely to be hospitalized
or die due to reasons other than heart failure. This might explain why death and hospitalization rates in
the general heart failure community over the last two decades decreased at a lesser rate than was
expected based on results from studies. In addition, TIME-CHF shows how important it is to study
patients as seen in daily practice since the conclusion may not be exactly the same.

The findings need to be confirmed before it can be generally recommended to use different therapies
in heart failure patients depending on their age. Nevertheless, it may help to better define individual
needs for heart failure patients and to boost the urgently needed studies in this large heart failure
population of very old patients.
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EUROPA: Patients with stable coronary artery disease already receiving a
calcium channel blocker may benefit from adding perindopril

EUROPAt 74 TILO#i7- Mt L Y. BRE L ABIMEREZ BTS2
Y LFEHE (CCB) X)) v K7 LD MR ER"HSR X M-, EUROPA :
EUropean trial on Reduction Of cardiac events with Perindopril in stable coronary Artery
discase (RETBEMEREZIIHFEN) Y F7)ILOLA XY MBI HRICET
23—9 v/ 3D 54 TL) 1TBWTIELI7%DEHZH X 7 7 1 #AM+ 238 L TCCB
R XN, 1,022A03RY) 2 K7 ILEEICL10AIE 75 £ BB SR Y AT S 4
7:o 2% 1Y), 30BAILT T L EEHE XNCCBIIHS I NF. 3326A1FXY) U F
TV ERE X NCCBIEBRG XN Ah 1 FFATAD—KRIY FELV F2E
BERELTAS Y., SmEF. SRR, F7-138E XNALEIEIINY) V7
VY CCBEBHA X NABEITBW T h 57, (BERARE489%HXY) ~ K7 )L
B 584658% ; 77 £ R X CCBHHRBET.A5% ; 75 & REMIX5EE7.98% ; £7T
DHIITH\Tp<0.05), X)) ¥ F 7)) ILYCCBOHAICL Y £ /2. BT RH46%

(p<0.01) . EEFTHEH41% (p=0.09) . FILES L VIR CAEES
28% (p=0.01) . SFRITL BNBEH54% (p=0.25%) BY L 7=,

The EUROPA trial (EUropean trial on Reduction Of cardiac events with Perindopril in stable coronary
Artery disease, Lancet 2003;362(9386):782-8) showed that perindopril significantly reduced the
primary composite end point of cardiovascular (CV) death, myocardial infarction (M), and cardiac
arrest, in patients with stable coronary artery disease (CAD) in comparison with placebo and on top of
other therapies. In the ASCOT-BPLA trial in hypertensive patients at risk of CV events, amlodipine %
perindopril therapy reduced risk of death and CV events in comparison with beta-blocker =+ thiazide.

The goal of this study was to study the effect of the ACE inhibitor perindopril compared with placebo in
patients with stable CAD receiving calcium channel blockers (CCB) on the risk reduction in major
cardiac events and death and to assess the synergistic effects between perindopril and CCB. Among
12,218 EUROPA patients, 2,122 patients received CCB throughout the study: 1,022 patients in the
perindopril group (Per/CCB+) and 1100 patients in the placebo group (PI/CCB+).

Baseline characteristics were similar in all groups. Looking at the trial's primary endpoint, the
percentage of patients experiencing cardiovascular death, Ml, or resuscitated cardiac arrest was
lowest in those who were given perindopril plus CCBs (4.89% vs. 6.58% for perindopril with no CCBs;
7.45% for placebo plus CCBs; 7.98% for placebo with no CCBs; p<0.05 for all comparisons).
Perindopril plus CCBs also reduced the risk for all-cause mortality by 46% (p<0.01), cardiovascular
mortality by 41% (p=0.09), fatal and nonfatal MI by 28% (p=0.10), and hospitalization for HF by 54%
(p=0.25).

Synergy was considered when Hazard ratio (HR) of perindopril+CCB was inferior to HR (Perindopril
alone) x HR (CCB alone). The calculation showed that the effect between perindopril and CCB was
synergistic for all end points studied.

In patients with stable CAD already receiving a CCB, addition of perindopril provides significant
reduction in all-cause mortality and major cardiac events. The synergistic action between perindopril
and CCB, which underlies the clinical benefit, deserves further investigation.

Conference

[News Flash 01]
Ivabradine(Z & 6/D?EI§5(1EE—FLC &0
TEENAR A N> MDD T

[News Flash 02]
PCI & CABGOFEXREI %G A 1) v b
KEICEHRIATVEW

[News Flash 03]
GISSFHFIDAE b T 1 7ILDIRE
TER

[News Flash 04]
FHADFERBHZ T > FD
BN RS Wiz

[News Flash 05]
FILI YL G REER %
T3

[News Flash 06]
MEFMICH B TN EF >
DIMRFEER

[News Flash 07]
RENRRASKE LREEE T Tldiizs
L&

[News Flash 08]
FX06(3 DEERIES € BB Y 2
AJEEMED B B

[News Flash 09]
SHE IS T S EHABRIIAERT
B

[News Flash 10]
Y RTYIEDIVD g LIER
EHAICLY FRIAET S

[News Flash 11]
Prasugrel (3 ¥EFRIREE (“BRAR L
HETHS

[News Flash 12]
Dronedarone (3/{LEEIDEE %
Rizeep b S1RFET B

[News Flash 13]
FBET X — MIDEBS ERE
DRAT) ==L TIRE

[News Flash 14]
¥ﬁf BiaEIC & V) BHIREE b1t
— P FEEhB

News 10




ESC 2008

I R Y &
DOL

European Society of Cardiology Congress 2008

Prasugre I3 RIREE ICERERA R TH 5

TRITON-TIMI38 k 7 4 T/L © 2MEEIEIREF 7 ¢ S0 mEH (4
prasugrel X5 X 15 2 X IT L) SERERIE AR S S

TRITON-TIMI 38: Diabetics with acute coronary syndromes are less likely to suffer
a myocardial infarction if treated with prasugrel

TRITON-TIMI38 k 54 TILDH 7 7N — 7R DER. ENTEFERLIH X NI
ERWBEE L. prasugrel £S5 XN B X ICL ) OHEE L RET SRS /0
K7 UL R G I N DIK LAOWIET L 7 (8.29%%113.2%. p<0.001) I YLASRX
Mo X515 —RIY KAV L ThHBOnBIE, FEBTEECHIEEDS L UIEK
FEMERGSE T (Iprasugrel THB I N BHICBWTZOE R LIV THERINER
L) $30% P -7 (122817.0%. p<0.001) . I DL@mBEAL NV b DB L.
RRRERVERI D Db LT ETORRREEICBWTIRRICED LN (7
2 ) vEEREA R ) viEHE, p=0.001) . Prasugrel THER X N7 PERRBEE <
BOWTEZOERZ UL TERINABE LT L, 27V N aRERRERIEE
14 <. ABXEY) R 71348%BY L 72 (3.6%%2.0%. p=0.007) . ZDFERITI 2~
~ ¥ THfE X 117220085 European Society of Cardiology® 4 dHot Linet v >~ 3 » T
F& XM, EBEFICirculationZ&I1TBE| X 1L 7=,

Patients who were diabetic and diagnosed with acute coronary syndromes were 40 percent less likely
to suffer a myocardial infarction if they were treated with prasugrel vs. clopidogrel, according to a sub-
group analysis of the TRITON-TIMI 38 trial (8.2 percent vs. 13.2 percent, p<0.001). In addition,
according to this same analysis, the combined rate of cardiovascular death, non-fatal myocardial
infarction and non-fatal stroke was reduced by 30 percent in diabetes patients treated with prasugrel
compared to those treated with clopidogrel (12.2 percent vs. 17.0 percent, p<0.001). In patients
without diabetes, there was also improvement in outcomes with prasugrel, with the primary endpoint
occurring in 9.2 percent of patients treated with prasugrel and 10.6 percent of patients treated with
clopidogrel (p=0.02).

The diabetic sub-group analysis was presented by Stephen Wiviott, M.D., Assistant Professor of
Medicine at Harvard Medical School and investigator with the Thrombolysis in Myocardial Infarction
(TIMI) Study Group, Brigham & Women's Hospital, Boston, USA, at the Congress of the European
Society of Cardiology (ESC) in Munich, Germany. In addition, the manuscript was simultaneously
published online in Circulation, the medical journal of the American Heart Association.

"The results observed from this sub-group analysis showed that antiplatelet therapy with prasugrel
resulted in significantly greater reduction of cardiovascular events among patients with diabetes when
compared to those who were treated with clopidogrel,” said Wiviott.

The reduction of cardiovascular events was consistent across the sub-group of diabetes patients
regardless of diabetic therapies (insulin versus no insulin). The study showed a significant relative risk
reduction in the primary endpoint of cardiovascular death, non-fatal heart attack and non-fatal stroke
with prasugrel, 37 percent for insulin treated and 26 percent (p=0.001) for non-insulin treated
diabetics. There was also a significantly lower rate of stent thrombosis among diabetes patients
treated with prasugrel, resulting in a 48 percent relative risk reduction in stent thrombosis compared
with clopidogrel (3.6 percent vs. 2.0 percent, p=0.007).

"These findings are interesting in view of previous studies that showed higher levels of platelet
aggregation in insulin-treated diabetes patients after dual antiplatelet therapy compared to diabetes
patients not treated with insulin," said Dr. Wiviott.

The main TRITON-TIMI 38 clinical trial, previously published in the New England Journal of Medicine
in November 2007 (Vol. 357, No. 20), compared prasugrel with clopidogrel in patients with ACS
undergoing percutaneous coronary intervention (PCI). In the primary analysis of the trial, prasugrel
reduced the risk of the composite endpoint of cardiovascular death, heart attack or stroke by 19
percent, with an increased risk of major bleeding compared with clopidogrel (2.4 percent vs. 1.8
percent).

In this sub analysis, the rates of major bleeding events were similar for prasugrel (2.5 percent) and
clopidogrel (2.6 percent) among patients with diabetes, regardless of diabetes therapies (insulin
versus no insulin).
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ATHENA: Dronedarone reduced the risk of stroke in patients with atrial fibrillation
in post-hoc analysis of ATHENA study

ATHENA : ATrial with dronedarone to prevent Hospitalization or dEath in patieNts with
Atrial fibrillation/flutter (dronedarone % FA\ \ TS/ #EE), FASI BB DXNBE F 7= I8 T %
FHT BRI 7 4) DN OER. donedaronel 12 R % & UAZESR T
FYBRIN T B U548) T 7 (TRERE BV TREFD) X7 #KT X4
% 2 X HSRI M. ¥ 20085 European Society of Cardiology¥ & THR& X N7, B%K
DR F 57 4 Tlidronedarone # 2GBTS 2 XIS Y. FItR%28Imd 3
DYHEL, HE—RTVFERA Vb THEOhBEREICLEINRE - EHLD S
RREIC L B HsTFE R & 1224%8D L 7= (p=0.00000002) 2 ¥ SR X M7=,
SENR Y7 4 TlE, TSRREDEE (QhE)RT7 7779 —DHEILH D DL
1) . FRIISE S, B A SRE) R 77 77 5 — (BhE FERR. R
@A N b OBYE, A A X>50mmE £ LA R EEKA0%) EULONER
+ B70mAB D £%4,628 A Zdronedarone 400mg #1822 & 7- 13 7' £ KAAREE I &
fE& 128 )4+ 720 T Dnon-prespecified =R T > K KA ~ b ISE$ 5 Rt&+post-
hocf#fr D&, dronedaronelIMZEs (Rt F 7-13dhd) DY X7 %7 TR
ELER L 34K X472 (AR A N2 kT NE N6t *F 708, p=0.027). D%}
RIIR 774 ORISR L, BBHEMMPHEE SN (12~304 ) .

The results of a post-hoc analysis of the data from the ATHENA study were presented at the clinical trial update session
of the European Society of Cardiology Congress 2008, in Munich, Germany. Previous results from the landmark
ATHENA study have shown that the investigational medicine dronedarone on top of standard therapy decreased the
combined primary endpoint of the risk of cardiovascular hospitalizations or death from any cause by a statistically
significant 24% (p=0.00000002) as compared to placebo.

The ATHENA stroke post-hoc analysis on non-pre-specified secondary endpoints showed that dronedarone decreased
the risk of stroke (ischemic or hemorrhagic) compared to placebo by 34% (46 vs. 70 stroke events respectively;
p=0.027) in atrial fibrillation / atrial flutter patients adequately treated by standard therapy including antithrombotics.
The significant reduction in stroke risk with dronedarone was incremental to background anti-thrombotic therapy like
oral anticoagulants and / or anti-platelet agents. Similar to the ATHENA primary endpoint of CV hospitalizations or
death, this effect appeared early and was maintained during the study follow-up (12 to 30 months).

"ATHENA is a landmark trial that will lead to a paradigm shift in the management of atrial fibrillation as it is the first time
that an anti-arrhythmic drug has shown a significant impact on cardiovascular outcomes. As stroke is one of the leading
complications of atrial fibrillation, and a major cause of death and long-term disability, these new results demonstrate
the unique profile of dronedarone beyond its pure rhythm and rate-controlling effects," said Professor Stuart Connolly,
Mc Master University, Department of Cardiology, Hamilton Canada, co-principal investigator of the ATHENA study.

The most frequently reported adverse events of dronedarone vs. placebo in the ATHENA trial as seen in the pre-
specified safety analysis, were gastrointestinal effects (26% vs. 22%), skin disorders (10% vs. 8%, mainly rash) and a
mild increase in blood creatinine (4.7% vs. 1%) due to inhibition of tubular secretion of creatinine in the kidneys. The
mechanism of blood creatinine increase was well defined in a separate study of healthy volunteers. In the ATHENA trial,
compared to placebo, dronedarone showed a low risk of pro-arrhythmia and no excess of hospitalizations for
congestive heart failure. There was a similar rate of study drug discontinuation between the 2 study groups.

The landmark ATHENA study is the only double-blind, anti-arrhythmic, morbidity-mortality study in patients with atrial
fibrillation. It was conducted in more than 550 sites in 37 countries and enrolled a total of 4,628 patients.

The patients studied in ATHENA were either 75 years of age or older (with or without cardiovascular risk factor) or
above 70 years of age with at least one additional cardiovascular risk factor (hypertension, diabetes, previous
cerebrovascular event, left atrium size greater than 50 mm or left ventricular ejection fraction lower than 40%). Patients
were randomized to receive dronedarone 400 mg BID or placebo, with a maximum follow-up of 30 months.

The ATHENA study objectives were to show a potential benefit of dronedarone on the primary composite endpoint of
all-cause mortality combined with cardiovascular hospitalization as compared to placebo. The pre-specified secondary
endpoints were death from any cause, cardiovascular death and hospitalization for cardiovascular reasons. The pre-
specified safety endpoint was the incidence of treatment emergent adverse events (between first study drug intake and
last study drug intake plus 10 days) including: all adverse events, serious adverse events, adverse events leading to
study drug discontinuation.

The ATHENA stroke post-hoc analysis on a non-pre-specified secondary endpoint was conducted in order to confirm
the consistent benefit of dronedarone in atrial fibrillation or atrial flutter patients in reducing major cardiovascular
complications like stroke, which is a leading cause of cardiovascular hospitalizations or death in this patient population.
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Pre-participation program, including echocardiography, is an efficient way to
identify young athletes with cardiac disease but 12-lead ECG may be sufficient

L) T THRATXINSR I 7 4 DFER. BFETR) — FOKRERER ICOBIBER
RE2SU 7V EMT0 7 I LIIHRLFETIEIS 20 RFHSERTHLTH S
¥ 20084 European Society of Cardiology ¥4 TH & I M7z, BRADERRE X 4 505K
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Studies conducted in Italy suggest that a pre-participation program, including echocardiography, is an
efficient way to identify young athletes with cardiac disease.

Sudden and unexpected deaths in young competitive athletes are uncommon but highly visible
events, which raise concern and ethical issues in both the lay public and medical community. Which is
the best strategy to timely identify individuals with cardiac disease responsible for sudden death
(primarily, hypertrophic cardiomyopathy - HCM) is largely debated. Namely, the extent to which
sophisticated testing, such as echocardiography, is needed is still undefined.

To address this question, researchers carried out an echocardiographic assessment of the structural
cardiac diseases in a population of 4,450 athletes, initially judged free of cardiac disease and eligible
for competition on the basis of pre-participation screening with 12-lead ECG.

None of the 4,450 athletes showed evidence of HCM. Other cardiac abnormalities were detected in
only 12 athletes, including myocarditis (n=4), mitral valve prolapse (n=3), Marfan's syndrome (n=2),
aortic regurgitation with bicuspid valve (n=2), and arrhythmogenic right ventricular cardiomyopathy
(n=1). In addition, 4 athletes were identified with borderline left ventricular wall thickness (i.e., 13 mm)
in the "gray-zone" between HCM and athlete's heart. In 2 of these athletes, subsequent genetic
analysis or clinical changes over an average 8-year follow-up resulted, respectively, in a diagnosis of
HCM.

The pre-participation screening program including 12-lead ECG appears to be efficient in identifying
young athletes with HCM, leading to their timely disqualification from competitive sports. These data
also suggest that routine echocardiography is not an obligatory component of large population
screening programs designed to identify young athletes with HCM.

Conference

[News Flash 01]
IvabradinelZ & 2 /DREUETIC & ¢)
BEIRA N> MHEDT B

[News Flash 02]
PCI & CABGOFEXREI %G A 1) v b
KEICEHRIATVEW

[News Flash 03]
GISSFHFIDAE b T 1 7ILDIRE
TER

[News Flash 04]
HEADOERBHZ T > b D
BHEL» RSN

[News Flash 05]
FILIHILE L ILIREER &
T3

[News Flash 06]
MEFMICH B TN EF >
DIMRFEER

[News Flash 07]
RENRRASKE LREEE T Tldiizs
L&

[News Flash 08]
FX06(3 DEERIES € BB Y 2
AJEEMED B B

[News Flash 09]
SHE IS T S EHABRIIAERT
B

[News Flash 10]
Y RTYIEDIVD g LIER
EHAICLY FRIAET S

[News Flash 11]
Prasugrel (3 ¥EFRIREE (“BRAR L
HETHS

[News Flash 12]
Dronedarone &/ LEEIDEE %
Rizeep b S1RFET B

[News Flash 13]
FBET X — MIDEBS ERE
DRAT) ==L TIRE

[News Flash 14]
7= HEEIC & V) EAREE bk
T3P FREhB

News 13




ESC 2008

I R Y &
DOL

European Society of Cardiology Congress 2008

B 1B LY SRR TS — 7 A
FHxN5

Darapladib % Fi\ 7-Lp-PLA2IRE (C L ). 77— 7 DIEFFED F—r #0 5%
I T T DIBKRATH S M5

Lp-PLA2 inhibition with darapladib prevented necrotic core expansion, a key
determinant of plaque vulnerability

Darapladib % Fi\ /- ") KEGRER X K1)/ S—EA2 (Lp-PLA2) PREICL Y. 75
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(p<0.001%Iplacebo) o 12% A4, 75— 7 B £ 7= |2 fn#hsCRPILBEBER T2
Bhh 51 (FNENP=02B L Up=035) . LA L. 75 tREEBITH N TUL
BN TEIFEIEML A 45+£17.9mm°, p=0.009) NI L. darapladibld
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A twelve month study of treatment with darapladib concluded that, Lp-PLA2 inhibition with darapladib
prevented necrotic core expansion, a key determinant of plaque vulnerability. These findings suggest
that Lp-PLA2 inhibition may represent a novel therapeutic approach. In contrast, despite adherence to
a high level of standard of care treatment, necrotic core continued to expand among patients receiving
a placebo.

Lipoprotein-associated phospholipase A2 (Lp-PLA2) is expressed abundantly in the necrotic core of
coronary lesions and products of its enzymatic activity may contribute to inflammation and cell death,
rendering plaque vulnerable to rupture.

This study compared the effects of 12 months of treatment with darapladib (oral Lp-PLA2 inhibitor, 160
mg daily) or placebo on coronary atheroma deformability (IVUS-palpography) and plasma hs-CRP in
330 patients with angiographically documented coronary disease. Secondary end points included
changes in necrotic core size (IVUS-radiofrequency), atheroma size (IVUS-greyscale), and blood
biomarkers.

Background therapy was comparable between groups, with no difference in LDL-cholesterol at 12
months (placebo: 88 =34 and darapladib: 84 31 mg/dL, p=0.37). In contrast, Lp-PLA2 activity was
inhibited by 59% with darapladib (p<0.001 versus placebo). After 12 months, there were no significant
differences between groups in plaque deformability (p=0.22) or plasma hsCRP (p=0.35). In the
placebo-treated group, however, necrotic core volume increased significantly (4.5+£17.9 mm3,
p=0.009), whereas darapladib halted this increase (-0.5+13.9 mm3, p=0.71), resulting in a significant
treatment difference of -5.2 mm® (p=0.012). These intra-plaque compositional changes occurred
without a significant treatment difference in total atheroma volume (p=0.95).
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