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Preamble

The current year has been mainly characterized by the 
publication in Europe of the guidelines on the diagnosis 
and treatment of heart failure (HF) and in USA by an up-

-

-

ESC guidelines 2016: the most relevant 
novelties

The most important novel recommendations of the 
2016 ESC guidelines on diagnosis and treatment of HF 

1. A novel algorithm for the diagnosis of HF in the 
non-acute setting has been proposed considering 
the clinical probability of the disease (derived from 
medical history, physical examination and resting 
ECG), the measure of natriuretic peptides and transt-
horacic echocardiography.

(4) is the fact that, in the algorhythm of the use of 
natriuretic peptides (NPs), their measure is recom-

-
ted HF. If at least one element among clinical history, 
physical examination, and ECG is abnormal, plasma 

NPs should be measured, if available, to identify tho-

is indicated if the NP level is above the exclusion th-
reshold or if circulating NP levels cannot be asses-
sed).The role of NP levels is mainly for excluding HF, 
due to the their very high negative predictive value.

pected or established HF for the assessment of myo-

of left ventricular ejection fraction (LVEF) to stratify 
-

ilure reduced ejection fraction (HFrEF) LVEF <40%), 
mid-range (HFmrEF, LVEF: 40-49%) preserved ejec-

The main terminology used to describe HF is histori-
cal and is based on measurement of the LVEF: patients 

-
ced EF (HFrEF)]. The novelty of the updated guideli-

certain degree of variability, therefore to have such a 

to be appropriate; second, EF can relevantly chan-
-

siological model of HF. Future research is needed 
to understand better the clinical epidemiology of the 
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FIG. 1. Therapeutic algorithm for a patient with symptomatic HFrEF (1)

ACE-I: angiotensin-converting enzyme inhibitor; ARB: angiotensin receptor blocker; ARNI: angiotensin receptor neprilysin inhibitor; BNP: B-type 

aSymptomatic: NYHA Class II-IV. bHFrEF: LVEF <40%. cIf ACE inhibitor not tolerated/contra-indicated, use ARB. dIf MR antagonist not tolerated/cont-

place (individualized decision).

This Figure has been reprinted by permission of Oxford University Press on behalf of the European Society of Cardiology
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-
mptomatic HFrEF should receive a combination of an 
Angiotensin-converting enzyme (ACE)-I [or Angio-
tensin receptor blocker (ARB) if ACE-I not tolerated], a 

If a patient still remains symptomatic sacubitril/valsar-
tan is recommended to replace ACE-I. Use diuretics 
in order to improve symptoms and exercise capacity 

Updated guidelines incorporate the results of the PA-

-
matic HFrEF (Figure 1).

-
ties should be taken into account. For diabetes and 

-

severe renal or hepatic impairment. Recently, em-
-

-
betes at high-cardiovascular risk, including patients 

(Figure 2).
from ongoing trials testing this class of antidiabetic 

considered as a proof of a class effect. In addition, 
there are still great uncertainties on the mechanisms 
underlying the favourable effect of this drug in terms 
of early prevention of cardiovascular death and oc-
currence of HF hospitalizations.

the short-term cessation of potassium-retaining agents 
and renin angiotensin aldosterone system (RAAS) inhi-

-
sium binders (patiromer and sodium zirconium cyclosi-
licate) are currently under consideration for regulatory 

-

to assess the role of these drugs in the prevention of re-

inhibitors.

Some new findings on the treatment with 
RAS inhibitors and NEP inhibitors

Another approach to inhibit the RAS is the direct re-

-
-

addition of aliskiren to enalapril did not result in a re-
duction of the risk of death from cardiovascular causes 

-
ril alone, but did cause more hypotension, renal dys-

-
ings do not support the use of a direct renin inhibitor 
as an alternative to an ACE inhibitor, because also the 

the ATMOSPHERE trial.
If the hypothesis to use a direct renin inhibitor in additi-
on or in alternative to ACE-inhibitors/ARBs failed, some 
more papers have been published in 2016 reinforcing 
the favourable evidences on the use of sacubitril/val-

level of EF, age, mode of death, background therapy, 
and level of HF risk can help in selecting patients to be 

With respect to the analysis by age (12), the most 
This Figure has been reprinted by permission of Oxford University Press 
on behalf of the European Society of Cardiology

FIG. 2. Therapeutic algorithm for a patient with symptoma-
tic HFrEF (2)
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considered as a continuous variable. The same 

-
ducing cardiovascular death (either due to sudden 

(Figure 3) (14) and HF hos-
pitalization throughout the LVEF spectrum, conside-

been included in the trial.
Even more relevant for implementing the general 
conclusions of the PARADIGM-HF study in clinical 

according to the different levels of risk, using the MAG-

Although most PARADIGM-HF patients had mild sy-
-

related to the potential risk of combining the more po-
-

primary composite outcome of cardiovascular death or 
HF hospitalization, and cardiovascular death alone, ir-
respective of the background therapy (16, 17). In other 

-

of PARADIGM-HF reinforces the conclusions of the 
trial demonstrating a very homogeneous effect of the 
drug in the different subgroup of patients.

Should an ICD implanted in all patients with 
HFrEF?

In a randomized controlled trial, the DANISH trial (8, 19), 

care (control group). In both groups, 58% of the patients 
received cardiac resynchronization therapy. The primary 

the primary outcome had occurred in 120 patients 
(21.6%) in the ICD group and in 131 patients (23.4%) 
in the control group [hazard ratio (HR), 0.87; 95% 

cardiac death occurred in 24 patients (4.3%) in the 
ICD group and in 46 patients (8.2%) in the control 

(Fi-
gure 4)

-
sed by coronary artery disease, did not reduce the 
rate of long-term all-cause mortality. These impor-

-
emporary pharmacological and non-pharmacological 

this context, ICD implantation cannot make the diffe-
rence in terms of all-cause mortality, frequently due 

-
ld setting, to non-cardiovascular causes. Consequ-

-

reasonable to better identify those at higher risk of 

Prevention of HF: the role of an intensive 
treatment of blood pressure and some addi-
tional evidences on new anti-diabetic drugs

There is considerable evidence that the onset of HF 
may be delayed or prevented through interventions ai-
med at modifying risk factors for HF or treating asymp-
tomatic LV systolic dysfunction.

FIG. 3. PARADIGM-HF trial: Kaplan–Meier survival curve for 
(A) sudden death, (B) worsening heart failure, by treatment (14)

This Figure has been reprinted by permission of Oxford University Press 
on behalf of the European Society of Cardiology



90

Cardiologia Hungarica

pressure (SBP) to be reached to prevent HF and other 
cardiovascular events. In the SPRINT trial, 9361 sub-

-

randomly assigned to a SBP target of less than 120 mm 
Hg (intensive treatment) or a target of less than 140 mm 
Hg (standard treatment) (20). The primary composite 

-

ronary syndromes, stroke, HF, or death from cardio-

-
tensive-treatment group than in the standard-treatment 

-

patients allocated to the intensive harm, HF occurred in 
62 (1.3%) cases vs. 100 (2.1%) in the usual care group 

-
rious adverse events such hypotension, syncope, elect-
rolyte abnormalities, and acute kidney injury or failure, 
but not of injurious falls. Further, in just about 50% of 

-

costs and clinic visits.
More recently, the HOPE 3 trial randomized 12,705 pa-

-
diovascular diseases to receive either candesartan at 
a dose of 16mg per day plus hydrochlorothiazide at a 
dose of 12.5mg per day or placebo. In this population 

-

cardiovascular events, including HF (21).

Diabetes mellitus
After some disappointing results obtained in trial test-
ing inhibitors of dipeptidyl peptidase 4 (DPP-4) inhibi-

-

more reassuring. Besides the favourable results obtai-

-
logues, liraglutide and semaglutide, reduced the rate of 

-

death from cardiovascular causes, non-fatal myocar-

-

liraglutide vs. those in placebo.

rate of cardiovascular death, non-fatal myocardial in-

among patients receiving semaglutide than among tho-

in terms of hospitalization for HF (23).

more therapeutic options for the treatment of patients 
-

FIG. 4. DANISH trial: time-to-event curves for death from 
any cause (A), cardiovascular death (B), and sudden cardiac 
death (C) (18)

This Figure has been reprinted by permission of Oxford University Press 
on behalf of the European Society of Cardiology
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offer better opportunities of prevention of overt HF oc-
currence.

Influenza vaccination: an old story never 
appropriately implemented

-
ing cardiovascular and respiratory-related hospitaliza-

-

-
-

tion in HF, clinical practice guidelines recommend this 
procedure. The UK National Institute for Health and 
Care Excellence (NICE) (24) and the American Heart 

To improve the level of evidence on this topic, prima-

the same individuals (25). Among 59,202 HF patients, 

of hospitalization due to cardiovascular disease (inci-

more modest effects for hospitalization due to respi-

0.98]). Authors of this observational study support the 
-
-

-

risk subgroups.

TRUE-AHF – Challenging the early-inter-
vention hypothesis in acute heart failure

-

48-h infusion of ularitide on the short-term clinical course 
of patients and the long-term risk of cardiovascular death. 
The study drug ularitide, a chemically synthesized analo-
gue of urodilatin, leads to systemic and renal vasodilation, 
diuresis and natriuresis, inhibition of the renin-angiotensin 

TRUE-AHF trial randomized 2157 patients at 156 cent-

(i)  the risk of cardiovascular death over the entire dura-
tion of the trial and

-
sessed by the hierarchical clinical composite endpoint.

-

decongestion but did not differ in degree of change in 
high-sensitivity-assay cardiac troponin over 48h (26, 27).
The 1069 patients receiving placebo experienced more 

than did the 1088 patients receiving ularitide The HR 
for the co-primary end point, cardiovascular mortality, 

question the concept that early (and short-term) inter-

myocardial injury during the critical initial period of acute 
HF and therefore that an early treatment is able to dec-
rease the long-term risk of cardiovascular death (27).
A further insight on the concept of the early-injury/early 

-
-

te HF. The primary outcomes of cardiovascular morta-

expected to become available during the course of the 
next year.
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2016 ESC Guidelines for the diagnosis and treatment of acute and 
chronic heart failure: The Task Force for the diagnosis and treat-
ment of acute and chronic heart failure of the European Society of 

The mention of trade names, commercial products organizations, and the inclusion of advertisements in the journal does not 

-
-

dical practitioner, and the editors and publisher cannot accept liability for damages arising from any error or omissions in the journal. Please inform the editors of 
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-
date of the 2013 ACCF/AHA Guideline for the Management of Heart 
Failure: A Report of the American College of Cardiology/American 
Heart Association Task Force on Clinical Practice Guidelines and 

2096.

Practice Guidelines. ESC Guidelines for the diagnosis and treatment of 
acute and chronic heart failure 2012: The Task Force for the Diagnosis 
and Treatment of Acute and Chronic Heart Failure 2012 of the Europe-

-

doi: 10.1093/eurheartj/ehs104. No abstract available. Erratum in: Eur 

-
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-
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-
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