REPORT ON THE EUROPEAN SOCIETY OF CARDIOLOGY CONGRESS

Paris  :  27-31 August 2011
My travel, accommodation and registration at this meeting were kindly sponsored by sanofi-aventis.  
The ESC returned to Paris after a 30 year absence, but being held in the new congress centre at Paris Nord Villepinte near Charles de Gaulle Airport and with most delegates being housed in central Paris and with off-site trial meetings also in central Paris, the venue proved to be most unsatisfactory.  The journey from Paris hotels to the congress encompassed at least 75 minutes, effectively committing 2½ hours of each day to travel and making it impossible to get to and from the meeting when midday trial steering committee meetings were held in the city.  As a result, I was able to attend only one session on Saturday and none at all on Sunday.
HYPERTENSION

In hypertension, the exact target blood pressure remains uncertain. However, consistent control of blood pressure remains important. It was shown that the aldosterone-renin ratio is predictive of future events and predicts response to spironolactone. The Saturday session I attended dealt with blood pressure control; whether the right measuring tools and measurements were being used and whether the preferred antihypertensive therapy was being employed. Mancia discussed current levels of BP control.  In the study he quoted, 70% of patients were uncontrolled with 31% having systolic BP’s above 160 mm Hg.  There is however a difficulty in comparing various studies as the devices and types of measurement has differed between them. Although NHANES 1999-2000 showed an improvement in BP recognition, treatment and goal attainment, other studies show that only 3% of diabetics achieve systolic BP control <130 mm Hg.  Control of office BP does not accurately predict ambulatory BP control.  The NICE guidelines now require that hypertension be diagnosed on ambulatory BP recording only. Ruilope made the point that efficacy (as shown in a clinical trial) does not necessarily result in effectiveness (experience in the “real” world). He strongly supported the use of ARB’s as the first and most effective choice of antihypertensive agent. McInnes discussed the need for obtaining blood pressure control quickly, as it has been shown that trial patients who are not controlled early on fail to achieve control in the longer term and have worse outcomes. Laurent discussed a number of new avenues of treatment including renal sympathetic denervation (average drop in BP 33/11; 84% responders) and baroreflex stimulation (reduces both systolic and diastolic BP) and novel agents such as successors to omapatrilat (ACE-NEP inhibitors), aldosterone synthase inhibitors, drugs affecting PPAR-gamma and nephrolysin, endothelin receptor antagonists and  nitric oxide donors that are all in development. 
DIABETES

In a named lecture, Tuomelehto reviewed the use of high risk and population strategies to combat cardiovascular disease.  These two strategies are not mutually exclusive and have to be employed in conjunction with one another.  In respect of Type 2 diabetes, he showed that the bulk of diabetic-related cardiovascular disease arises from dysglycaemia rather than from frank diabetes.  His group has developed a risk score for diabetes.  The same score also predicts the future the incidence of CHD, stroke and death.  His North Karelia project has resulted in an 80% reduction in CHD deaths since the 1970’s.  Controlling the risk factors for diabetes reduces the incidence within 4 years.
PREVENTIVE CARDIOLOGY

Relapse after smoking cessation following ACS occurs early (average 19 days) and carries an increased mortality risk.

Nurse-led clinics improve compliance with treatment and are associated with a reduction in all-cause mortality of 22%.

Rehabilitation post-ACS was shown to be associated with reduction in smoking, improved adherence to drug treatment, non-fatal MI, heart failure and total mortality.

Two separate studies showed that chocolate consumption and high Vit D levels protect against MI.

A study from South America demonstrated a significant improvement in risk factor management in the parents of children receiving guidance in life style aimed at reducing the frequency of atherosclerosis.

IMAGING

A symposium addressed whether imaging can improve patient outcomes.  This is important because, for instance, in the USA imaging costs $150 bn p.a, of which cardiology comprises $4.5 bn.  3 million stress echo’s are performed annually. The various presenters spoke on MRI, radionuclide imaging, echocardiography and CT angiography.  All were of the opinion that it was difficult to accurately assign benefit to an imaging procedure in all cases, as the outcome is influenced by the downstream management of the problem detected.   The challenge is to show that imaging improves outcome, reduces cost and decreases resource utilisation.  However, such outcome studies are predicted to be long, difficult and unlikely to be up-to-date when the results become available.

ATRIAL FIBRILLATION

In a session on atrial fibrillation, Hindricks discussed the difficulties of documenting paroxysmal atrial fibrillation and the use of implantable loop recorders (ILR).  Multichannel recorders reduce artefact and misdiagnosis.  Recent miniaturisation has made these units “injectable”.  ILR’s may have particular value in proving the effectiveness of AF ablation.  Wallentin reviewed new developments in anticoagulation for AF. Recently dabigatran (RELY), rivaroxaban (ROCKET AF) and apixaban (ARISTOTLE) trials have been reported, all of which have been shown to be non-inferior to warfarin and apixaban superior.  Given the vicissitudes of trial statistics, it is at present unclear whether there exist the differences between these agents. What is apparent is that all have been associated with a reduction in intracranial haemorrhage and all have tended to reduce mortality.  The benefit of these agents has been shown to diminish in subgroups that have had tight control of the INR. Thus decisions to change to one of these newer agents in certain cases may be based upon a record of poor INR control, the relative convenience of dosage (daily or bd) and the lack of need to monitor treatment balanced against the inevitable increased cost.  
Rate and rhythm control was discussed with emphasis placed upon the better outcomes with sinus rhythm, despite the results of recent trials finding the contrary.  Vernakalant is used in the absence of NYHA Class III / IV heart failure.  Following the cessation of the PALLAS study of dronedarone in permanent AF, the FDA has advised that patients currently on dronedarone should not stop the drug without their physician’s advice and that physicians should not consider prescribing dronedarone for permanent AF. Hospitalisation for AF is associated with a doubling of subsequent mortality.  Evidence was presented that maintenance of sinus rhythm beneficially affects LV remodelling. The disparities in reports on the frequency of progression from paroxysmal to permanent AF relates to the length of observation in each report.  Accelerated progression relates to factors such as age, hypertension, COPD and heart failure. An abstract from a Portuguese author reported improvement in the stroke risk score when LA area / volume and left ventricular dysfunction were taken into account.  The difference between ablation and complete pulmonary vein isolation was emphasised by a German speaker.  She was adamant that greater success in avoiding recurrences of AF is achieved by complete isolation.  She also called for more accurate ways to define the substrate of persistent AF to obtain greater success rates from isolation.
Sub-group analysis of the group with renal insufficiency in ROCKET-AF showed that the protocol mandated dose reduction preserved efficacy in this group.

A further study demonstrated that incidence of atrial fibrillation correlated with the amount of physical exercise in men but not in women. 

HEART FAILURE

In a symposium on heart failure, Zinnat discussed the use of mineralocorticoid receptor antagonists (MRA’s) which in the light of the recently released EMPHASIS-HF study he proposes should be used in all NYHA classes of heart failure with a low ejection fraction, in addition to RAAS inhibition and beta-blockade. A beneficial effect was demonstrable in the sub-groups of patients >75 years of age, with a GFR <60 ml/min, diabetics, ejection fraction <0.30 and with systolic BP <123 mm Hg.   Patients with a GFR <30 ml/min or a potassium >5 mmol should be excluded.  Earlier initiation of treatment has been associated with improved outcome. The dose of spironolactone or eplerenone should not exceed 25 mg per day.  Eplerenone may be preferable to spironolactone as the latter has glucocorticoid-like effects and has been shown to raise HbA1C and to worsen endothelial function.  Borer proposed ivabradine as yet another component of standard therapy of heart failure therapy in those with a heart rate >70 /min whether on beta-blockade or intolerant thereof.  Ivabradine was shown in the SHIFT trial to improve left ventricular remodelling and to improve quality of life for patients with heart failure.

As many as 40% of subjects in one study were found to have diastolic dysfunction, including men.

Myocardial iron depletion develops in swine induced with heart failure. Such deficiency might conceivably affect myocardial mitochondrial function.

A large benefit of BNP-guided heart failure treatment was shown for patients <75 years of age, with mortality reduced by 41% (HR 0.33).  No benefit was found in the older group.

PERCUTANEOUS INTERVENTION
In the Rene Laennec lecture Steg addressed the development of an evidence base for PCI.  Although not solely due to reperfusion therapies, he noted a falling incidence of CHD in both Europe and the US from 13% in 1995 to 4% at present.  The effectiveness of PCI is undoubted in STEMI and non-STEMI.  Drug-eluting stents have vanquished the former problems with restenosis. However, inappropriate use of PCI in stable CAD remains an important problem.  Unnecessary PCI in stable patients has persisted despite evidence showing a lack of patient benefit and excessive cost.  For instance, over-liberal use of drug-eluting stents entails a cost of $400 000 / quality of life year gained.  The solution lies in correct stratification of therapeutic choices and further additions to the evidence base.

A study of radial artery access from Leipzig evaluated 514 consecutive patients finding a higher rate of complication when 6F catheters rather than 5F were used.  A higher than usual radial artery occlusion rate (as assessed by Doppler) was reported (29% and 18.5%) with numerically more false aneurysms and a-v fistulae with the 6F catheter.
CONTRAST-INDUCED NEPHROPATHY

CIN, defined as a fall in GFR of >25% in patients with a baseline GFR <60 ml/min, occurs in 3-13% of patients during hospitalisation.  The mechanism is unclear.  A large series found an incidence of 8.5% with 8% requiring haemodialysis.  Risk factors included age, sex, BMI, baseline GFR, low ejection fraction, hypertension, diabetes, ST elevation MI and use of metformin or diuretics.  The use of statins, nitrates or calcium channel blockers are protective.  A simple risk score calculator is available online at http://bil.ly/riskofcin. 

The ARMYDA-CIN study randomised 270 patients with ACS not requiring emergency catheterisation to atorvastatin 80 mg given 12 hours before the procedure and 40 mg 2 hours before vs. placebo. 29% had previous chronic renal failure. The contrast volume averaged 200 ml.  Atorvastatin reduced the frequency of CIN by 56% (5% vs. 13.2%).  A second study aimed at preventing CIN evaluated fluid loading (50-120 ml 0.9% NaCl / hour for 12 hours vs. fluid loading + N-acetyl cysteiene (NAC) 1 200 mg IV in 250 ml over 5-10 minutes followed by 1 200 mg orally bd for 2 days vs. fluid loading + NAC + Vit C 3 gm IV followed by 2 gm orally daily for 2 days.  All patients were already on atorvastatin 80 mg daily. Contrast volume averaged 160-185 ml.  The frequency of CIN was reduced from 17.5% with fluid alone to 4% with the triple therapy.

ACUTE CORONARY SYNDROMES
A recent study found that troponin remains the best marker for the diagnosis of ACS.
An Italian study of ACS in the elderly enrolled 300 patients, randomising them to an early PCI arm or medical therapy with PCI as required for recurrent ischaemia.  The patients were followed for 1 year.  55% and 23% were revascularised during their index admission.  There was a non-significant 20% reduction in the combined endpoint in the interventional arm, with the benefit confined to those with a raised troponin T on admission.
In a study examining continuation of treatment post-ACS, it was shown that there was a greater tendency to discontinue clopidogrel than statin within the first year.  This was more likely in patients over 60 years of age, those experiencing a bleed and after CABG rather than PCI.  The death and MI rate was 2.6X higher in those who discontinued clopidogrel.  In contrast, the PRODIGY study prospectively randomised 2 013 patients (2/3 presenting with ACS) to an everolimus eluting stent vs. a paclitaxel eluting stent vs. a bare metal stent and then gave clopidogrel and aspirin for either 6 or 24 months post-procedure.  Stent length averaged 30 mm.  There were no differences in the outcomes of death, MI or stroke between the 2 groups.  Bleeding complications and transfusion were halved by the shorter treatment period.
The RUBY-1 Phase 2 study examined the effect of the oral anti-Xa darexaban after ACS, finding a 2-4X increased risk of bleeding which was greater when the daily dose was divided.  There was no indication of improved clinical outcomes.  

An interesting study of COPD showed that there is a higher incidence inter alia of MI and of depression in these patients.  Another study demonstrated a higher mortality in post-MI patients taking anti-depressants.
A 3 year follow-up of the GRACE registry showed that the outcome of NSTEMI is worse than that of STEMI or unstable angina.  40% of the mortality is due to non-cardiac causes.

The outcome of procedure-related MI is better than that of spontaneous MI (cumulative CV deaths 5% vs. 22%). 
Comparison of the Xience V everolimus-eluting stent to the Vision cobalt chromium stent in 1 504 patients presenting in <48 hours after STEMI showed identical outcomes for cardiac death and MI.  The drug-eluting stent reduced target vessel revascularisation from 5.!% to 2.1% and stent thrombosis by an absolute 1% (98.5% vs. 99.5%).

The Bern-Rotterdam Cohort study reported on their results of sirolimus (3 819 patients), paclitaxel (4 308) and everolimus (4 212) drug-eluting stents. Although the everolimus group was older, sicker and had more extensive disease, the ARC definite stent thrombosis rate, MI and cardiac death rates were lowest in this group.
From Duke University, Patel reported on the results of routinely initiating intra-aortic balloon counterpulsation in STEMI patients with large anterior MI’s but without shock prior to PCI.  IABP could not be shown to benefit these patients.  IABP was numerically associated with more bleeding.  

Addressing the problem of slow flow after primary PCI, a Polish group reported on the results of 1-2 mg intracoronary adenosine by rapid hand injection given immediately after wire crossing and again immediately after the first balloon inflation in 70 patients with TIMI 0-2 flow..  Thrombectomy was not performed in these patients.  Transient bradycardia and complete a-v block was encountered in 8 patients after injection into the right coronary artery, leading the authors to reduce the RCA injection to 1 mg. Patients receiving adenosine had greater myocardial blush scores, better ST segment resolution, improved LV ejection fraction and a reduced 30 day event rate.

TRANSCUTANEOUS AORTIC VALVE IMPLANTATION

In Europe, it is estimated that 1-2% of patients over 70 years have moderate-to-severe aortic stenosis.  From the PARTNER study, the survival of patients with severe AS who were treated medically was 40% at 1 year.  30% of patients with severe AS are not referred for surgery.  Amongst the reasons for non-referral operative risk was mentioned in only 15%. Left ventricular dysfunction and age increased the risk of non-referral 3.6X and 2.4X respectively, effectively denying these patients life-saving treatment.   The French TAVI registry reported on 2 419 patients accrued until July 2011.  68% received the Edwards valve and 32% Core valve.  75% were implanted by the transfemoral route.  Average age was 83 years and 1.4% had previously undergone an aortic valve replacement.  Their Euroscore was 22%. 75% were in NYHA Class III/IV. 75% were implanted in a catheterisation laboratory and 16% in a hybrid theatre.  Device implantation success was 97%.  Although aortic regurgitation was frequent it was infrequently more than mild (12% moderate and 1% severe).  The 30 day mortality was 9.9% and was 17.2% at 6 months.  The prosthetic valve gradient averaged 10 mm Hg with no progression seen out to 1 year. Amongst the complications, there were vascular problems in 10%, permanent pacing was required in 13% (more frequently with the Core valve), bleeding occurred in 17% and stroke in 4% (the minority within the first 2 days).  Outcomes were similar for both valve types. The results were not as good when a transapical or subclavian route were necessary.  Stroke tripled the mortality rate. Mortality rate was unaffected by LV function.  50% of the mortality was the result of non-cardiac disease.  Amongst the risk factors analysed, only the Euroscore and NYHA class were predictive of outcome.  In France, the cost of TAVI is equivalent to that of high risk AVR.
CARDIAC RESYNCHRONISATION THERAPY

A “real world” survey of cardiac resynchronisation therapy (CRT) which included elderly patients and those in AF showed 90% survival at 1 year with a 10% device-related complication rate and an improvement of NYHA class, paralleling the results from randomised trials.
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