
A global overview of key developments in
Heart Failure: Where are we now?
Kenneth Dickstein MD, PhD – University of Bergen, Stavanger University Hospital, 

Stavanger, Norway

When giving an overview of technical innovations, 

Kenneth Dickstein (Stavanger, Norway) emphasised 

that we do not so much need fancy new technology. 

Rather, the most effective innovations are already within 

our reach, but they may be applied better. Adequate 

implementation of evidence-based medicine recommended 

in guidelines and good communication between the many 

different care professionals involved are, for instance, truly 

effective means towards improved care of HF patients. 

70% of HF patients are managed by primary care (PC) 

physicians, thus it is essential to have well-educated general 

practitioners (GPs) and good referral pathways. The ESC 

Heart Failure Guidelines (2012) recommend for patients 

to be enrolled in a multidisciplinary-care management 

programme, as this has been shown to reduce all cause 

mortality and HF readmission. Multiple devices for HF 

management are in development, for instance to detect 

aberrant parameters that would allow earlier intervention.

The first session served as an inventory of current developments in clinical practice and existing 

challenges in the management of heart failure (HF), from the perspective of both physicians and 

patients. What are currently available effective management strategies, and what is missing?

What key challenges do we face in current clinical practice?

Care professionals involved or specialised in heart failure care from all over 
Europe and beyond convened in Barcelona for an intensive 2-day exchange of 
thoughts and experience. The programme was designed to provide support 
to clinicians in their daily clinical management of heart failure, by alternating 
updates in forefront science with clinical dialogue.
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Obviously, pharmacological interventions form an 

important part of HF management, and an incremental 

clinical benefit is seen with an additive treatment strategy. 

Dr. Dickstein was the first of several speakers who would 

address the need for increased awareness among patients. 

The website heartfailurematters.org has been developed 

by cardiologists, nurses and PC physicians, to educate and 

empower patients (translated into many languages). 

Living with heart failure: a patient perspective
Nick Hartshorne-Evans – Founder Pumping Marvellous Foundation 

Nick Hartshorne-Evans provided a patient’s perspective of 

life after having received a diagnosis of HF. He founded 

the ‘Pumping Marvellous Foundation’, a patient-driven 

HF charity. A poll by this charity among patients revealed 

that they generally feel well looked after in the hospital, 

with an invaluable role for HF nurses. Patients would like 

to see equal access to care and therapies, and better 

initial engagement of patients in self-management. 

Understanding of HF among non-cardiologists could be 

better, including more attention or belief at the emergency 

room if a patient states to have HF. Patients look at care 

pathways too, so it is important that they are followed. 

Less convoluted patient information would be helpful. 

Some wishes of patients may be summarised as that the 

patient community would appreciate a better support

system – who do they turn to the 364 days of the year that 

they do not see the cardiologist? Patient charities like the 

Pumping Marvellous Foundation work to optimise each 

step of the care system to better support HF patients. 

Diagnosing Heart Failure: 
How, where and who?
Burkert M Pieske FESC, FAHA, FACC – Division of Cardiology Charité - University Medicine Berlin 

and Department of Internal Medicine - Cardiology, German Heart Institute, Berlin, Germany 

Burkert Pieske highlighted that HF is a silently progressive 

condition, and that we generally only begin to consider 

the disorder at the end of this cardiovascular (CV) 

continuum, when it is too late. It should be noted that the 

largest population consists of those at risk of developing 

HF. People in earlier or less severe stages of HF often 

remain unidentified. Several definitions of HF have been 

formulated, with the communal notion that it is a CV 

syndrome, with variable phenotypic presentation.

Classifications of HF stages are based on structural 
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abnormalities (ACC/AHA) or by symptoms related to 

functional capacities (NYHA). When diagnosing HF, 

confirming this by ECG or natriuretic peptides, and 

assessing the clinical phenotype (HFrEF vs. HFpEF) 

and aetiology all have equal priority. Important at the 

diagnosing stage is to find treatable causes of HF. Equally 

important are risk stratification and developing a workup 

for targeted therapies. Specific attention should be 

given to assessment of asymptomatic left ventricle (LV) 

dysfunction, as event rates are high in this patient group. 

The prevalence of LV dysfunction in the general population 

has been estimated to be almost 30%. 

With regard to HF with reduced ejection fraction (HFrEF), 

functional regurgitation should also be detected and 

managed, since it impacts the outcome. Similarly, 

inflammatory and LV non-compaction cardiomyopathies 

should be considered. For HF with preserved EF (HFpEF), in 

addition to the diagnostic work up recommended by the 

HFA/ESC, a diastolic stress test (ECG during exercise) can 

be informative, as most HFpEF patients have dyspnoea at 

exertion. This method still needs prospective validation. 

Diagnosis of HF is a staged process: starting with risk 

assessment at the preclinical stage, via initial diagnostic 

work up in symptomatic patients, towards more detailed 

examination in case of uncertainty, and identification of the 

underlying pathophysiology and aetiology. The HF diagnosis 

should be considered at all levels of care, and therapy should 

target the specific HF phenotype along with comorbidities. 

Discussion session: What key challenges do we face in current clinical practice?

The discussion at the end of this session started with a question to the audience what they considered the key unmet 

needs in management of HF. Using a dedicated congress web platform, all answers appeared in a word cloud on the 

screen. Prevention, (re)hospitalisation, mortality, and education and awareness were most often mentioned. 

Optimisation of treatment also often appeared, as well as terms related to integrated care. The audience could also 

ask questions through the online platform. For instance, whether there are clues about who will respond to current 

medication. The BioStat programme will give insight into responder and non-responder profiles to currently available 

medication.
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A Global perspective on Heart Failure: 
What needs to change?
Martin R Cowie MD MSc FRCP FRCP (Ed) FESC – National Heart & Lung Institute,

Imperial College London & Royal Brompton Hospital, London, United Kingdom 

Martin Cowie outlined the impact of the large and 

increasing burden of HF. It is not uncommon for elderly 

patients to have multiple other conditions. And as 

patients age, comorbidities will be even more common.

Costs associated with the burden of HF are mainly 

driven by rehospitalisation of patients. Hence, preventing 

readmissions is an area that deserves attention, in order 

to limit healthcare costs. Putting too much focus on how 

expensive drugs are is therefore not so relevant, because 

they may actually lower costs of HF hospitalisations. 

Large differences are seen across Europe in the extent to 

which HF accounts for hospital admissions. Considering 

the increasing disease burden due to the larger elderly 

population, a few lessons to improve HF management

can be learnt from a UK study into adherence to the NICE 

guideline by almost all hospitals in England and Wales. 

Elderly patients were less often prescribed drugs at

discharge, as were patients who had not seen an HF 

specialist. Other studies also showed that adherence 

to guidelines by physicians improved the rate of CV 

hospitalisation. Several countries have therefore installed 

(financial) incentives to stimulate physicians to adhere to 

guideline-recommended care. 

What do the European guidelines tell us?
Adriaan A Voors MD, PhD, FESC – University Medical Center Groningen,The Netherlands 

Adriaan Voors went through the ESC recommendations 

on how to reach a diagnosis of HF and how to manage 

patients after diagnosis. He discussed considerations 

underlying the choice of an optimal cut-off point for 

B-type natriuretic peptide (BNP): the best balance between 

sensitivity and specificity. BNP is helpful to rule out HF due 

Heart Failure Guidance and Policy

This session explored what guidance is available on HF care and treatment. Emphasis was put on 

which recommendations need better adherence to improve outcomes and existing guidance on 

organisation of HF care. 
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Global HF Awareness Policy 
Jillian Riley PhD, RN – National Heart and Lung Institute, Imperial College, London, United Kingdom 

Jillian Riley shared insights derived from a policy initiative 

aimed at improving care for patients with HF, developed 

by an international group of experts in collaboration with 

Oxford Health Policy Forum. One key point is that greater 

HF awareness could improve diagnosis. Symptoms are 

largely unknown to the public, and better awareness may 

also improve risk factors. Subgroups in society may need 

extra attention, as for instance people in socially deprived 

areas develop HF at a younger age. But there is room for 

improvement at all levels; specialists are largely but not 

completely compliant with guidelines, decompensated HF 

is the second most often missed diagnosis by GPs, and the 

knowledge of HF nurses about the disease is often below 

what might be expected based on self-management. 

Quality of care varies substantially, but should be 

independent of access point. Data acquisition about the 

number of diagnostic procedures in relation to admissions 

may highlight differences in practice. Large regional 

variation exists in roles and responsibilities within HFteams, 

as well as in nurse:doctor-ratios. Thus, the local situation

to good sensitivity, but not for rule-in, because of its poor 

specificity. ECG has an even poorer specificity. Diagnostic 

requirements of HFrEF and HFpEF are approximately similar, 

with addition of detection of structural heart disease and/

or diastolic dysfunction for HFpEF, which is best done with 

tissue Doppler. With respect to treatment, dr. Voors noted 

that a large mortality reduction can be obtained with ACE-

inhibitors (ACEi), beta-blockers (BBs) and mineralocorticoid 

receptor antagonists (MRAs). However, surveys reveal 

that these agents are underused, and doses not always 

appropriately adjusted. Devices are also underused, 

although elderly patients may not want to have them 

implanted anymore. The ESC guidelines also recommend 

regular aerobic exercise, and that patients are enrolled in 

a multidisciplinary care-management programme. Patient 

education is particularly important in the vulnerable phase

post-discharge after a diagnosis of acute HF. A small study 

showed a mortality and hospitalisation benefit of a 1-hour 

teaching session with a nurse before discharge. 

Moreover, preventing too early discharge when a patient is 

still congested, can also limit readmission. 

Overall, dr. Voors concluded that there should be no 

compromises on giving the best advice, but that one has 

to be realistic in real life. Treat at least with the three main 

therapies (ACEi, BBs, MRAs) if tolerated, and appreciate 

the benefit of patient care programmes.
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should always be considered when setting up multi-

disciplinary care programmes. Different professionals 

should be involved, and adequate education about self-

care is important. But not all patients are ready for self-

care. And, equally important, are all professionals ready for 

shared decision-making? 

Could care really be personalized:
Genes, biomarkers or just one size fits all?
Aldo P Maggioni MD, FESC – Research Center, Italian Association of Hospital Cardiologists, 
Florence, Italy 

Aldo Maggioni showed that already today, we are 

personalising HF treatment to some extent, by taking 

HF type and levels of some biomarkers into account for 

treatment decisions, as is illustrated by the treatment 

algorithm flowcharts in guidelines. Information predicting 

worsening of HF is warranted, but study designs are 

not always optimised to yield such insights. Studies 

investigating the effect of a biomarker on the subsequent 

effect of a therapy have mostly been disappointing to date. 

Almost all data constituted posthoc analyses, dictating 

cautious interpretation. To date, it is not recommended 

for therapy to be guided by biomarkers. The same is true 

for genetic information. Some genes have been identified 

to be involved in HF, but they have limited use in practice. 

Discussion session on HF Guidance and policy

In answer to the question what the audience wanted policy makers to focus on, prevention, education, nurses, better 

therapies and optimisation of medication and terms related to continuity of care and multidisciplinary programmes 

appeared most often in the word cloud. Life-saving interventions in the hospital need to be elucidated. Targeted care 

could mean that stable patients are seen by the GP, as long as cardiologists take part in the conversation. 

More concrete treatment dilemmas were also raised in this session, such as whether BBs should be the first treatment 

in HFrEF, since they show the largest mortality benefit. Only what has been proven can be recommended in guidelines. 

Historically, BBs have always been added to ACEi, because ACEis were developed first. But in clinical practice, dr. Voors 

admitted that he does not follow the guidelines to the letter, but instead combines these agents at an early stage. One 

should always think along when applying the guidelines. 

The conversation continued about the role of diuretics in addition to the big three agents. The evidence on how much 

diuretics is enough is less clear. It should be noted that most studies evaluated the effect of agents on top of diuretics 

and taking a diuretic away may reduce efficacy of other drugs. Self-management is also part of these considerations, as 

patients are often told to weigh themselves daily. But the evidence for a benefit is not very clear, and weight does not 

precisely reflect intravascular volume. Here it should be noted that the amount of information about self-care should be 

carefully tailored to the patient – a delicate challenge. 

Other treatment-related questions concerned timing and sequencing of different options; how long should one wait for 

EF to improve on optional treatment, before implanting a device? Dr. Voors shared that he is cautious to take this step 

too early: after a diagnosis has been made, treatment with low doses of ACEi and BB is started. He sees patients again 

after about 3-6 months, and assesses EF again. EF improves greatly in some patients, so implanting a device too early 

may not be effective. 

 

What could the future of heart failure management look like?
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What could the future of heart failure management look like?

Given the complex aetiology of HF, it is not surprising 

that the individual genetic variations are associated with 

relatively small risks. A first attempt of gene therapy in 

HF has been employed. In the CUPID trial, intracoronary 

injection of the SERCA2a gene to upregulate calcium 

was safe and possibly beneficial. Further testing of this 

concept in larger trials only in patients with reduced 

SERCA2 expression in myocytes is warranted. Dr. Maggioni 

proposed that we could learn from advances in oncology,

where targeted therapies concentrate on cells that have a 

specific mutation. 

During a brief discussion, dr. Maggioni added that studies could yield better insights if patients are selected based on 

the likelihood to benefit from an agent, with respect to the proposed mechanism or effect of an agent. It could be 

argued that the complex aetiology of HF makes it inherently different from oncology, but dr. Maggioni thinks that 

multidisciplinarity is a key word in the lack of genetic success stories in HF.
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A Cardiologist view 
Patrick Jourdain MD, FESC – Centre Hospitalier René-Dubos, Pontoise, France 

Mortality is particularly high in the first month after 

discharge. Much could be gained if high-risk patients 

could be identified and LV dysfunction picked up before 

decompensation. Moreover, starting treatment quickly 

after admission, in the emergency department rather than 

in the in-patient ward, can positively impact outcomes.

Natriuretic peptides are helpful to focus on high-risk 

patients and reduce clinical indecisiveness. Good and 

speedy intra-hospital pathways can facilitate management 

of patients. This includes direct access to cardiology 

departments for ambulatory patients, and access to 

diagnostic and high care facilities and patient information 

by all disciplines involved.

Length of hospital stay is correlated to mortality, thus 

efforts to reduce length may pay off. Bridging the 

transition from hospital stay to patient home may be 

facilitated by educating the patient, optimising therapy 

and analysing the risk profile and identifying the GP and 

cardiologist before discharge, and phoning the patient 

after discharge and making a medical appointment 

depending on the risk profile. National quality control 

programmes can stimulate adherence to guidelines, or 

even a personal/departmental checklist. 

Telemedicine in different forms could further contribute 

to reducing heterogeneity of care, and facilitate access 

ofpatients to expertise and to improve daily follow-up of 

chronic patients.

Improving Heart failure management: 
10 things I would like to change – A multidisciplinary view

As an introduction to this session, dr. Aldo Maggioni once more emphasised that readmissions for 

HF form a large challenge in clinical practice, with half of the causes being CV reasons, and the rest 

consequences of comorbidities. What solutions do the different disciplines envisage to reduce this?
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European heart failure nurse view 
Tiny Jaarsma RN NFESC FAHA FAAN – Faculty of Medicine and Health Sciences of the University of 

Linköping, Sweden 

Organisation of dedicated HF care has evolved over time, 

and varies substantially between countries. ESC guidelines 

have been formulated on HF management programmes, 

prescribing a multidisciplinary approach, which should 

involve professionally educated and competent staff, 

and focus on high-risk symptomatic patients. Among 

other components, it is advised that patient education 

emphasises self-care and adherence, albeit with support 

from the HF care professionals. It is important to realise 

that the extent of reflection and decision-making and 

combinations thereof show a large individual variation 

among patients, amounting to reflective or unreflective, 

insufficient or sufficient self-care. Patient characteristics 

should guide which education and counselling is needed. 

Tools for the patient such as to remember to take their 

medication, possibly targeted at specific patient groups 

would be helpful.

A European Primary Care physician view 
Richard Hobbs FRCGP, FRCP, FESC, FMedSci, MA – Nuffield Department of Primary Care Health

Science, University of Oxford, Oxford, United Kingdom

Education is key, also in primary care (PC): both the 

understanding of the increasing burden of HF for PC, 

including associated costs, and the impact of the disease 

on patients needs attention. Quality of life (QoL) with 

severe HF is considered worse by patients than many other 

chronic illnesses. Open access to natriuretic peptide assays 

and echocardiography could help identification of patients 

at high risk and diagnosis in PC. It could be argued that 

referral to a specialist is only relevant after diagnostic triage 

by the GP. The value of screening strategies needs to be 

evaluated. 

GPs could do a better job at implementing the use of 

evidence-based therapies as well. HF management is quite 

well elucidated, but under-utilised. Still, more and better 

treatment options are welcome.

www.PACE-CME.org/hfsummit2015 9

>



H E A R T  FA I LU R E  SU M M I T  2 015

Innovation in Clinical Care in Heart Failure

From a nurse perspective, more clarity on division of roles 

and responsibility would be appreciated. Nurses can play a 

bridging role between the hospital, GPs and HF outpatient 

clinic nurses. Jaarsma advocated the development of a 

clear European HF nurse educational programme and 

profile, including training on the main comorbidities and 

challenging subjects such as motivational interviewing and 

end-of-life conversations. 

A successful model for a heart failure clinic 
Josep Comin-Colet MD – Hospital del Mar, Barcelona, Department of Medicine, Autonomous 

University of Barcelona, Spain 

Josep Comin-Colet shared his experiences as director 

of the Integrated HF Management Programme at the 

Barcelona Litoral Mar integral health Area. Among 

published models, a large heterogeneity is seen in both 

organisation and outcomes; no ‘class effect’ is observed. 

Dr. Comin-Colet therefore stressed that a framework 

should always be developed based on local unmet needs 

in HF care. Many of the aspects mentioned by the other 

speakers can, however, be recognised in the Barcelona 

model though, with a focus on a multidisciplinary 

approach, and a central role for HF nurses and PC Case 

Managers. Shared electronic medical records and services 

facilitate the care pathway. Nurse-based structured 

follow-up and telemedicine ensure continuity of care 

and smooth transitions. An open access Primary Care 

Emergency Centre and HF Day hospital is available in case 

of worsening of HF, and community resources such as 

community-based fitness centres are benefitted from for 

exercise training programmes. Continued education and 

training ensure competent staff and regular meetings are 

held to update the programme if needed. 

And all of this is paying off; HF readmissions and mortality 

were reduced in the Barcelona region already in the 

beginning years of the programme, as compared with the 

rest of Catalonia, where no such programme has been set 

up. For a model to be successful, dr. Comin-Colet identifies 

several types of barriers that need to be overcome: 

systemic, related to awareness among the public and 

policy makers; institutional, related to facilitation of truly 

integrated healthcare pathways; and professional barriers, 

to stimulate teamwork and shared leadership. 

Discussion session on improving HF management

All speakers had stressed the importance of good cooperation between nurses and doctors, and this was re-emphasised 

during the discussion, and in a word cloud in answer to the question what the audience would like to change in clinical 

practice. Also the need for good patient education about self-management as an integrated aspect of HF management 

was repeated. Education involves emphatically motivating the patient to have an active, positive attitude in self-

management. Enough time and attention should be dedicated to the transition of an acute setting into an ambulatory 

chronic disease. Installing a multidisciplinary HF unit could greatly facilitate most of these care processes. 

A question from the audience concerned the use of BNP in PC. Dr. Hobbs thinks that, with the increasing availability of 
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Novel insights and innovations in targeting the 
neurohumoral system
Peter van der Meer MD, PhD – University Medical Center Groningen, The Netherlands 

Peter van der Meer gave a comprehensive overview of 

the latest developments in pharmacologically targeting 

the neurohumoral system. Despite improvements made 

in the past 15 years in the treatment of HFrEF, mostly by 

add-on treatments, mortality remains high. BBs, ACEis 

(or angiotensin-receptor blockers (ARBs)) and MRAs 

form the cornerstone of therapy, and additive use has 

an incremental benefit on mortality. Still, about 50% of 

patients die within 5 years of diagnosis.

Over-activation of the renin-angiotensin aldosterone 

system (RAAS) and the sympathetic nervous system is 

central to HFrEF. The latter implies that therapy may also be 

targeted at the natriuretic peptides. Although we mostly

know them as a biomarker of damage, they have a 

vasorelaxing action. Previously, the Octave trial therefore 

assays, BNP should be measured at the first minor suspicion of HF. A low cut-off point (125) should be applied in PC, 

irrespective of age, in order not to miss patients. The training and level of confidence of the GP likely determine the 

moment that a patient is referred to a cardiologist. As yet, the benefit of repeated natriuretic peptide measurements in 

follow-up of patients in PC is largely unknown.

The audience wanted to know one key recommendation on how to start up a HF clinic. Dr. Comin-Colet advised to 

place the initial focus on the inpatient phase: from good identification of patients during admission through discharge 

planning. For outpatient care, he suggested to have at least one dedicated and well-educated nurse, but possibly also 

a cardiologist and internist. There is no single answer to the question of how to go about it. Everything depends on the 

local facilities, doctor-nurse-ratio, budgets and of course the local needs. 

The use of telemedicine is equally dependent on the local situation. Dr. Jourdain distinguished two types: tele-expertise, 

to bring expertise to GPs and local hospitals, and telemonitoring, to get data from the patient home to the cardiologist. 

To date, little proof exists of the benefit of telemonitoring. There are too many different systems, and it is a process to 

define what works and for whom, which cannot be captured in an RCT. It is acknowledged that telemonitoring will not 

suit all patients. Outcomes will probably be better if the right patients are selected. 

New science changing heart failure practice

In addition to well organising multidisciplinary HF care, ensuring adequate diagnosis and management 

treating patients with evidence-based medicine is crucial to reduce HF morbidity and mortality. The 

rationale behind the newest treatment options was discussed, as well as considerations on how to 

manage different HF subtypes or comorbidities. 
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evaluated double blockade of neprilysin and RAAS with 

omapatrilat in patients with hypertension. Superior blood 

pressure reduction was seen as compared with enalapril, 

but more angioedema occurred with double blockade. 

Recently, a similar approach was followed in the 

PARADIGM-HF trial, in which LCZ696, or now known as 

sacubitril-valsartan, was evaluated for its benefit in HF. 

Sacubitril is a pro-drug of a neprilysin inhibitor, which 

prevents natriuretic and other vasoactive peptides from 

disintegrating into inactive fragments. Thus, sacubitril 

boosts the protective neurohormonal systems of the heart, 

while simultaneously valsartan inhibits the overactive RAAS 

(angiotensin receptor-neprilysin inhibitor: ARNI). Patients 

with chronic HF (NYHA class II-IV, LVEF <40%, BNP>150 

pg/mL or NT-proBNP>600 pg/ml and on stable treatment 

with ACEi or ARB and BB) were enrolled if they tolerated 

the study drug in a single-blind run-in period (first enalapril 

10 mg BID for 2 weeks, then LCZ696 100 mg BID for 1-2 

weeks, then 200 mg BID). After a median follow-up of 

27 months, significant reductions in the primary (absolute 

risk reduction 4.7%) and secondary endpoints were seen 

with sacubitril-valsartan as compared with enalapril, with 

numbers needed to treat (NNT) for the duration of the 

study being 21 for mortality or hospitalisation for HF and 

32 for death from CV causes. Thus, replacing ACEi by 

an ARNI further improved morbidity and mortality in the 

PARADIGM-HF trial, with a generally favourable safety 

profile.

Another approach to inhibit RAAS is via direct renin 

inhibition. The ongoing ATMOSPHERE trial compares the 

effect of direct renin inhibitor aliskiren with enalapril, and 

the combination of the two agents, in a set-up similar to 

the PARADIGM-HF, with an open label run-in period. 

In the run-in phase of the PARADIGM-HF trial, some 

patients were excluded because they had high potassium 

levels. 

A prospective, observational study examined whether 

hyperkalaemia is a problem when patients with new-onset 

or worsening HF are treated with RAAS inhibition, but 

receiving <50% of target doses of ACEi/ARBs. Patients 

with high potassium levels were less often treated at target 

dose and dose was less often increased than in those with 

lower potassium. 

Potassium binders have been shown to lower potassium 

levels in patients with chronic HF. Thus, potassium binders 

may form a solution for patients who could not tolerate 

RAAS blockade due to hyperkalaemia, although as yet it is 

unknown whether this will affect outcomes. 

How to classify your HF patients? 

Understanding HFpEF versus HFrEF 

Carolyn SP Lam Su Ping MBBS, MRCP, MS, FACC, FESC – National Heart Centre, Singapore 

Carolyn Lam focussed on the mechanisms underlying 

HFpEF. Only since about two decades, it has been 

appreciated that HF could also occur when pump function 

is normal (HFpEF, previously also called diastolic HF or DHF). 

Community-based studies revealed that HFpEF actually 

makes up for at least half of HF cases. No improvement 

in outcomes has been achieved over the past decades, as 

understanding of its pathophysiology is lacking. 

HFpEF patients typically are older, hypertensive females, 

often obese and with diabetes. Dr. Lam set out to answer 

the controversial question ‘is HFpEF “real” HF or just a 

collection of comorbidities?’. Her answer is ‘yes, it is real’, 

as it has been shown that the classic domains of HFrEF, 

reduced exercise capacity, abnormal endocrine activity 

(raised angiotensin and norepinephrine) and lower QoL, 

are also present in HFpEF, as in HFrEF, as compared to 

controls. When a study compared risk factor-matched 

clinical trials with HFpEF trials, mortality was higher in 

HFpEF studies. This suggests that it is more than an 

amalgamation of comorbidities. HF-specific hospitalisation 
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gave an even stronger increase in HFpEF studies than in 

elderly cohorts with risk factors. The majority of deaths in 

HFpEF have a cardiac cause, with the commonest cause 

being sudden cardiac death. The rate of sudden cardiac 

deaths, true pump failure deaths and MI are however 

lower in HFpEF than in HFrEF. 

This raises the second question whether HFpEF and HFrEF 

are part of a spectrum or two separate entities. Different 

interpretations of the data exist. In a community-based 

study, almost 40% of HFpEF patients transitioned into 

HFrEF, and a similar proportion of HFrEF patients moved 

towards HFpEF. The explanation may lie in the presence 

of coronary artery disease (CAD), possibly because 

patients are treated after having experienced a myocardial 

infarction. In older HFpEF patients with CAD, EF may 

decline to below the threshold of 50% and become HFrEF, 

while in those without CAD this is uncommon. Similarly, 

EF may improve in HFrEF in women, younger patients and 

patients without CAD, and those treated. 

Differences also exist in cardiac remodelling, and also at 

the ultrastructural level. Most importantly, HFpEF responds 

differently (neutral) to therapy known to work in HFrEF. 

To dr. Lam, this argument shifts the balance towards 

considering HFpEF as a distinct entity from HFrEF, since it 

affects clinical practice.

Concerning the pathophysiology of HFpEF, the end-

diastolic pressure-volume relationship is shifted towards 

higher filling pressures at any given volume, leading to 

increased diastolic stiffness, hence diastolic dysfunction. 

But there is also arterial and ventricular stiffening in 

HFpEF. This is relevant because it determines that HFpEF 

patients respond very differently to vasodilators than 

HFrEF patients: HFpEF patients experience a large drop 

in blood pressure, with a potential reduction in stroke 

volume, while in HFrEF vasodilators only mildly reduce 

blood pressure, but give a substantial improvement in 

stroke volume. 

Another important difference is that it is currently 

appreciated that in HFrEF, the problem originates in 

cardiomyocytes. In contrast, in HFpEF, the initial insults 

begin in the endothelium (related to comorbidities), 

which triggers a response in the NO-cGMP pathway 

cardiomyocytes in second instance. Thus, even if you 

address the neuroendocrine abnormalities in HFpEF, there 

is a continuing insult if you do not target the endothelial 

dysfunction. Studies have shown that endothelial 

dysfunction was highly prevalent, and independently 

related to CV and HF-specific events in HFpEF. This may be 

explained by the intimate vascular and capillary endothelial 

crosstalk, since cardiomyocytes are in very close contact 

with endothelial cells, just as many of the organs involved 

in the manifestation of HFpEF.

Comorbidities are thought to drive endothelial dysfunction. 

On the one hand this leads to fibrosis, via inflammation 

and fibroblast activation, and on the other hand it 

induces changes in the phosphorylation status of titin, 

due to oxidative stress and reduced NO production and 

downregulation of cGMP. Both pathways lead to diastolic 

dysfunction. These pathophysiological insights open 

up new avenues for treatment. Serelaxin for instance 

targets endothelial signalling pathways and stimulates 

NO production. In the RELAX-AHF, patients with acute 

HFpEF experienced just as much symptom reduction 

and outcomes with serelaxin as patients with HFrEF. 

The on-going SOCRATES programme evaluates the 

effect of an oral sGC stimulator to increase cGMP in the 

cardiomyocyte. The ARNI sacubitril-valsartan met the 

primary endpoint of change in NT-proBNP in HFpEF in the 

phase II PARAMOUNT study, as compared with valsartan 

treatment, after 12 weeks. The HFpEF equivalent of the 

PARADIGM-HF trial is the ongoing PARAGON-HF; the 

largest RCT in HFpEF to date. 

Komajda and Lam EHJ 2014
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Where are we with HF patients with AF?

Dipak Kotecha MBChB PhD MRCP FESC FHEA – University of Birmingham Institute of 

Cardiovascular Sciences, Birmingham, United Kingdom; Sandwell & West Birmingham Hospitals NHS 

Trust and University Hospitals Birmingham NHS Trust, Birmingham, United Kingdom; Monash Centre 

of Cardiovascular Research & Education, Monash University, Melbourne, Australia

Dipak Kotecha discussed clinical considerations in patients 

who have both HF and atrial fibrillation (AF). Judging from 

the word cloud in answer to the question which challenges 

people face when treating this patient group, many 

physicians struggle with rate, rhythm and symptom control, 

anticoagulation and prevention of AF. HF and AF show a 

large interdependence between the signs and symptoms, 

and one may lead to the other. Concomitant HF and AF are 

associated with poor clinical outcomes, not only more and 

longer hospital admissions, but also worse functional status 

and QoL. Considering polypharmacy in elderly patients, 

pharmacological management of AF in HF requires specific 

attention. Moreover, HFrEF patients in AF may respond to 

usual therapies differently from those in sinus rhythm. 

Incident AF can be prevented in patients with HFrEF in 

sinus rhythm if they are treated with ACEi, ARBs and 

BBs. Management of HFrEF plus AF should include 

anticoagulation. No direct trials have been performed, but 

subgroup data suggest that anticoagulation is effective for 

stroke prevention in these patients. Concerning rhythm 

control: to date no advantage has been shown over rate 

control in HFrEF patients, in cardioversion with anti-

arrhythmic drug trials. Catheter ablation is currently for 

symptomatic relief only, as improvement of CV outcomes 

remains to be determined, possibly only in selected 

patients. Whether or not rhythm control is successful, does 

not affect the need for anticoagulation. Most patients with 

AF require rate control, but little evidence is available on 

its effect. Only the RATE II trial showed no benefit of strict 

heart rate control vs. lenient, but since only 15% of 614 

patients had LVEF<40%, it is unclear what this means for 

patients with both HF and AF. Guideline recommendations 

are limited due to lack of (ACEi) or sparse or conflicting 

trial data (ARBs, MRAs). The mortality benefit of BBs seen 

in patients in sinus rhythm, does not apply for patients 

with AF. A meta-analysis of observational data on cardia 

resynchronisation therapy suggests that it works, although 

improvement in function and QoL was less than in those 

in sinus rhythm, and non-responder rate was somewhat 

higher.

Overall, dr. Kotecha advocates a pragmatic approach, given 

the biological plausibility for use of these agents, whether 

or not a patient has AF. We probably should not expect 

the same prognostic benefit as in patients in sinus rhythm. 

It should be considered that AF is an umbrella term, thus 

individual characteristics will determine effectiveness of 

therapy and prognosis. Suggested treatment of patients 

with HF and AF is summarised in the CAN-TREAT HFrEF + 

AF algorithm. 

Little is know about AF and HFpEF, but diuretics can 

reduce signs and symptoms of fluid overload, and 

hypertension and other comorbidities should be optimised. 

Anticoagulation is important to reduce the risk of stroke, 

but there is reason to think that many HFpEF patients are 

not optimally anticoagulated.

Kotecha&Piccini, EHJ 2015, NICOR, National HF Audit 2012, Chiang, 

Circ Arrhythm EP 2012
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How to improve symptoms, exercise capacity 
and QoL in patients with chronic HF?

Stefan Anker PhD FESC MD PhD FESC – University Medical Center Göttingen, Germany 

Stefan Anker focussed on the patient’s well-being in the 

last plenary talk. Improving symptoms does not get a lot 

of attention in guidelines and treatment development 

programmes. The only IA recommendation to improve 

functional capacity and symptoms in the ESC guideline is 

regular aerobic exercise. Dr. Anker beliefs that targeting 

some of the comorbidities specifically, will improve 

symptoms.The need to discuss the balance of improving 

prognosis vs. improving symptoms with the patient is 

illustrated by addressing sleep apnoea. The SERVE-HF 

trial observed that it improved with mask ventilation, but 

prognosis was reduced. It is up to the patient to consider 

how much time he/she is willing to give away, to feel 

better.

A relevant aspect of aging is the loss of skeletal muscle. 

Both muscle and fat are important for survival in HF 

patients. Slightly overweight patients have better prognosis 

than skinny patients or those loosing weight. This is a 

largely unexplored topic of research, but pathophysiology 

likely involves a catabolic/anabolic imbalance. Dr. Anker 

predicts that in the future treatments will be targeted 

at catabolism, inflammation, anabolism and fatigue, to 

improve symptoms. He also thinks that patient assessment 

will change: physicians treating HF need to acknowledge 

that they are geriatrists, and assess relevant outcomes. For 

instance, measuring 4 meter gait speed or the time to climb 

10 steps may give more insight than the 6 minute walking

test. The former tests can also give a good impression of 

the impact of frailty. 

Another comorbidity that requires attention is anaemia, 

and iron deficiency. Iron is important for energy production 

in cells, thus the basis for performance. Iron deficiency, 

without anaemia, also reduces exercise capacity and QoL 

and gives poor outcome. Food intake may affect iron 

uptake, for instance black tea with or just before a meal 

will largely reduce absorption. Vegetables contain a lot 

of iron, but it is in in a non-haem form, which has much 

lower iron uptake than iron found in meat. Discussing this 

with patients can improve iron deficiency. Intravenous iron 

is the easiest way to treat iron deficiency, which has been 

shown to improve symptoms, irrespective of its effect on 

haemoglobin. Data suggest that iron supplementation may 

even have prognostic benefit. 

In the final panel discussion after this session, several concrete treatment dilemmas were discussed, as well as specifics of 

the trials mentioned in the talks. 

The summit concluded with parallel clinical master classes; practical discussions in smaller groups about HF management; 

shared decision-making, Telemedicine in HF and Preventing HF readmissions. 
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