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Abstract
Diastolic heart failure (HF) as defined by the symptoms and signs of HF, preserved ejection
fraction and abnormal diastolic function is estimated to occur in half of all patients presenting
with HF. Patients with preserved ejection fraction are older and more often female. The
underlying etiology of HF differs, with hypertension being more common in patients with
preserved ejection fraction and ischemic heart disease predominant among those with reduced
ejection fraction. Diastolic HF is associated with high mortality comparable with that of HF
with depressed ejection fraction with a five year survival rate after a first episode of 43% and
a higher excess mortality compared with the general population. Despite significant disease
burden, clinical and biological prognostic factors in diastolic HF remain poorly understood.
There is limited data from well designed studies regarding the effective treatment strategies for
this group of patients. The purpose of this review is to summarize the mortality data and
predictors of mortality in patients with diastolic HF for better understanding of the prognosis.
In patients with diastolic HF older age, male gender, non-Caucasian ethnicity, history of
coronary artery disease and atrial fibrillation are associated with poor prognosis. Anemia and
B-type natriuretic peptide are significant laboratory variable that predict mortality. Two
dimensional echocardiography and tissue Doppler imaging measurements including left
ventricular ejection fraction, E/Ea ratio ≥ 15, restrictive transmiral filling (deceleration time
£ 140 ms) and Em < 3.5 cm/s are predictors of adverse outcomes in diastolic HF patients.
(Cardiol J 2011; 18, 3: 222–232)
Key words: diastolic heart failure, heart failure with preserved ejection fraction
and mortality

Introduction
Diastolic heart failure (DHF) is a clinical syndrome defined by the presence of symptoms and
signs of heart failure (HF), preserved ejection fraction (EF), and abnormal diastolic function [1]. Diastolic dysfunction refers to an abnormality of diastolic distensibility, filling, or relaxation of the left
ventricle [2]. DHF is also known by other terms
such as heart failure with preserved ejection fraction (HFPEF) or HF with preserved systolic function, which describe patients with symptoms and

signs of HF with normal EF. Objective evidence for
diastolic dysfunction is not necessary in using these
terms. It is estimated that approximately half of all
patients with HF have a preserved EF [3]. Although
the prevalence of HFPEF has been increasing, the
survival of this group of patients has not improved
over the past several decades [4].
The syndrome is associated with significant
morbidity. Studies have shown a similar length of
hospitalization, decline in functional status, and rehospitalization in patients with HFPEF compared
to patients with HF and reduced EF [5, 6]. The
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mortality in patients with HFPEF is reported to be
as high as the mortality in patients with HF and
depressed systolic function, although a few reports
have suggested better survival in patients with
HFPEF. The mortality rate for patients with DHF
is reported to be 5–8% annually compared to 10–
–15% in patients with depressed systolic function,
whereas the mortality for age-matched controls approaches 1% [1]. In a nested case control study, the
mortality among patients with HF and normal EF
was 8.7%, as compared with 3.0% among matched
control subjects [7]. In a study of 413 patients hospitalized for HF with EF ≥ 40% from March 1996
through September 1998, a similar number of
deaths were observed among patients with preserved EF compared to those with depressed EF
at the end of a six month follow-up (13% vs 21%,
p = 0.02) [6]. There was no difference in the rates of
functional decline among those with preserved and
depressed EF (30% vs 23%, respectively; p = 0.14).
No significant difference was seen in the risk of
readmission (hazard ratio [HR] 1.01, p = 0.96) or
the odds of functional decline or death (odds ratio
[OR] 1.01, p = 0.97). The results from this study
highlight the significantly high absolute burden from
mortality and morbidity associated with HFPEF.
Tribouilloy et al. [8] described the long-term
prognosis of HFPEF in patients hospitalized for
a first episode of HF. During a five year follow-up,
370 (56%) patients died. Patients with HFPEF had
significantly lower five year survival than the ageand sex-matched general population (43% vs 72%).
Five year survival rates were not significantly different in patients with preserved and reduced EF
(43% vs 46%, p = 0.95). Both groups had similar
relative five year survival rates compared to the
general population. The study concluded that
HFPEF has a poor prognosis, comparable with that
of HF with reduced EF, with a five year survival
rate after a first episode of 43% and a high excess
mortality compared to the general population.
In a population based study, Bhatia et al. [9] reported an unadjusted mortality rate of 5% in patients
with an EF > 50% compared to 7% in patients with
EF < 40% at 30 days (p = 0.08) and at one year (22%
vs 26%, p = 0.07), respectively. Adjusted one-year
mortality rates were also not significantly different
in the two groups (HR 1.13, p = 0.18). The rates of
readmission for HF and of in-hospital complications
did not differ between the two groups. The survival
of patients with HF with preserved EF was similar
to that of patients with reduced EF.
Other reports have suggested a favorable prognosis in patients with HFPEF compared to those

with HF with depressed systolic function. The Irbesartan in Heart Failure with Preserved Ejection
Fraction (I-Preserve) trial annual mortality was
5.2% in patients with HFPEF [10]. The mortality
rates in patients with HFPEF/DHF in epidemiological studies and randomized clinical trials are summarized in Table 1 and Table 2, respectively. The
varying mortality rates are driven by numerous factors including study designs, patient age, EF criteria, and outpatient or inpatient study population.
Patients with DHF tend to be older, more female,
with a higher prevalence of hypertension and less
coronary artery disease (CAD) compared to patients
with HF and reduced EF [3, 11].
In patients with DHF, cardiovascular (CV) diseases (60%) are the leading cause of death including sudden cardiac death (26%), HF (15%), myocardial infarction (5%) and stroke (9%) followed by
non-CV causes (30%) and unknown (10%) [3]. The
prognostic factors in patients with HF and depressed systolic function are well understood. However, there remains uncertainty regarding important prognostic factors in patients with HFPEF.
Knowledge of these important clinical and biological variables will help identify subgroups of patients
at very high risk for adverse outcomes. There is
limited data from well designed studies regarding
effective treatment strategies for HF patients with
diastolic dysfunction. In this review, we describe
from the literature the demographic, clinical and
laboratory variables that significantly affect the outcomes of patients with DHF.

Hypertension
Hypertension is one of the greatest risk factors for diastolic dysfunction. Through a variety of
mechanisms, including increased afterload, left ventricular hypertrophy, myocardial fibrosis and impaired diastolic filling, hypertension may lead to
subsequent HF. Diastolic dysfunction is believed to
be a ‘pathophysiological intermediate’ between hypertension and HF. Studies have indicated that
echocardiographic evidence of diastolic dysfunction
is an independent risk factor for the future development of HF and cardiac death [12].
In a cross-sectional study from Olmsted County, Minnesota, USA, 20.8% of participants had mild,
6.6% had moderate, and 0.7% had severe, diastolic
dysfunction, with 5.6% having moderate or severe
diastolic dysfunction with normal EF. The presence
of mild diastolic dysfunction (HR 8.31, p £ 0.001) and
moderate to severe diastolic dysfunction (HR 10.17,
p £ 0.001) was associated with marked increases in
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Nested case
control

Retrospective
study

Prospective
study

Prospective

Retrospective

Prospective

Vasan et al. [7]

Owan et al. [4]
1/87 to 12/01

O’Connor et al. [21]
1/84 to 12/96

Smith et al. [6]
3/96 to 9/98

Bhatia et al. [9]
4/99 to 3/01

Tribouilloy et al. [8]
1/00 to 12/00

799

2,802

413

2,498

N = 4,596
Preserved EF: 2,167
Reduced EF: 2,429

CHF cases: 73
Age/gender
control: 146

N

LVEF ≥ 50%
Hospitalized

LVEF < 40
LVEF > 50%

LVEF ≥ 40
Hospitalized

LVEF > 40 class II–IV
Had cardiac catheterization

LVEF ≥ 50
Hospitalized

LVEF > 50
51% LVEF > 50
Outpatients

Study population

Preserved EF vs reduced EF:
57% vs 54%

22% vs 26%

Preserved EF vs reduced EF:
13% vs 21%

28% mortality

29% vs 32%

Cases normal EF vs control:
8.7% vs 3.0%
Reduced EF vs control:
18.9% vs 4.1%

Mortality

Five years

One year

Six months

Five years

10.0 ± 4.2 years
(mean)

6.2 years
(median)

Follow-up
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850

3,023

988

4,128

PEP-CHF
[17]

CHARM-Preserve
[18]

Digoxin
trial [19]

I-Preserve
[3]

HF and
LVEF ≥ 45%

HF and
LVEF ≥ 45%

HF and
LVEF > 40%

HF and
LVEF ≥ 45%

Population

Irbesartan 300 mg
vs placebo

Digoxin 0.25 mg
vs placebo

Candesartan 32 mg
vs placebo

Perindopril 4 mg
vs placebo

Protocol

HF — heart failure; LVEF — left ventricular ejection fraction; CV — cardiovascular

N

Trial

All-cause mortality
and CV hospitalization

HF mortality and
HF hospitalization

CV death and
HF hospitalization

All-cause mortality
and HF hospitalization

Primary outcome

Primary outcome
Placebo vs irbesartan: 21.1% vs 21.5%
CV mortality: 14.6% vs 15%
Annual mortality: 5.2%
25% sudden deaths

Primary outcome
Placebo vs digoxin: 24% vs 21%
All-cause mortality: 23.4% vs 23.4%

Primary outcome
Placebo vs candesartan: 24% vs 22%
CV mortality: 11.3% vs 11.2%
All-cause mortality: 16.1% vs 15.7%

Primary outcome
Placebo vs perindopril: 25.1% vs 23.6%
All cause mortality: 13.3% vs 12.4%
Annual mortality: 4.5% vs 4%

Event rate

0.95 (0.35)

0.82 (0.136)

0.89 (0.118)

0.92 (0.5)

Hazard ratio (p)

60 months

37 months

36 months

25 months

Follow-up

Table 2. Summary estimates of mortality from randomized clinical trials in patients with heart failure and preserved left ventricular ejection fraction.

CHF — congestive heart failure; EF — ejection fraction; HF — heart failure; LVEF — left ventricular ejection fraction

Design

Study

Table 1. Summary of mortality rates from epidemiological studies in patients with heart failure with preserved ejection fraction.
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all-cause mortality [13]. Better blood pressure control leads to significant reduction in the development
of new HF. The results from the Systolic Hypertension in the Elderly Program (SHEP) evaluated the
role of anti-hypertensive agents to prevent HF in
4,736 patients with a history of isolated systolic hypertension, randomized to chlorthalidone vs placebo or atenolol vs matching placebo in a step-care plan.
This stepped care treatment of hypertension led to
a significant reduction in the development of new HF.
The relative risk (RR) reduction was approximately
50% (RR 0.51, p < 0.001) [14].
Data from the Anti-Hypertensive Lipid Lowering to Prevent Heart Attack Trial (ALLHAT)
showed that chlorthalidone significantly reduced the
incidence of new onset HFPEF compared to lisinopril. However, the effects of chlorthalidone and lisinopril on reducing the incidence of HF with reduced ejection fraction were similar [15].
Adequate blood pressure lowering improves
diastolic dysfunction irrespective of the type of antihypertensive medications. The hypothesis that rennin–angiotensin–aldosterone system (RAAS) blocking agents improve diastolic dysfunction more significantly than other anti-hypertensive medications
was evaluated in a study of patients with hypertension, left ventricular ejection fraction (LVEF) > 50%
and evidence of diastolic dysfunction [16]. Patients
were randomly assigned to receive either the angiotensin receptor blocker (ARB) valsartan or a matched
placebo. Patients in both groups were also treated
with other anti-hypertensive agents that did not
block RAAS. There was no significant difference in
blood pressure reduction in either group. However,
diastolic relaxation velocity increased by 0.60 cm/s
from baseline in the valsartan group (p < 0.0001) and
by 0.44 cm/s in the placebo group (p < 0.0008) at
the end of 38 weeks of treatment. The study concluded that among patients with hypertension and
diastolic dysfunction, lowering blood pressure improves diastolic function irrespective of the type of
anti-hypertensive.

Clinical trials in HFPEF and DHF
There is limited data from well-designed randomized clinical trials (RCT) regarding the effectiveness of numerous therapeutic agents in patients
with DHF. Overall, various agents including angiotensin converting enzyme inhibitor and ARB, which
have been shown to improve mortality in patients
with HF and reduced EF, did not show similar results in patients with HFPEF. A brief review of the
RCTs in patients with DHF is presented in Table 2.

Perindopril in Elderly Patients with Chronic
Heart Failure (PEP-CHF) was the first RCT to evaluate the role of adding perindopril to diuretics in
patients with HF and preserved LV function. Elderly patients ≥ 70 years with a diagnosis of HF,
LVEF of ≥ 45% and echocardiographic features
suggesting possible diastolic dysfunction were randomized to receive perindopril at 4 mg/day or a placebo. The study showed no difference in mortality
or HF hospitalization [17].
The Candesartan in Heart Failure Assessment
of Mortality and Morbidity (CHARM) preserved trial showed that candesartan did not reduce mortality
in patients with symptomatic HF and preserved
LVEF. However, there was a significant reduction
in re-hospitalization for HF in the candesartan group
(230 vs 279, p = 0.017). Three thousand and twenty
three patients with a history of congestive heart failure, New York Heart Association (NYHA) class
II–IV symptoms and LVEF > 40% were randomly
assigned to candesartan vs matching placebo in 1999–
–2000. Patients were on other anti-hypertensive
agents as well in both arms. At the end of a 36.6 month
median follow-up, there was no difference in CV
deaths in both groups (170 vs 170) [18].
The ancillary Digitalis Investigation Group
(DIG) study evaluated the role of digoxin in patients
with HFPEF > 45%. In a mean follow-up of
37 months, digoxin did not reduce the risk of death
from any cause, or hospitalization for a CV cause,
compared to a placebo. However there was a trend
in reducing the risk of hospitalization for worsening HF (HR 0.79, p = 0.09) [19].
Most recently, the Irbesartan in Heart Failure
with Preserved Ejection Fraction (I-Preserve) trial
randomized 4,128 patients, aged 60 and above, NYHA
class II–IV HF symptoms, LVEF ≥ 45%, to receive
irbesartan 300 mg/d vs placebo. Annual mortality was
5.2% in the study. There was no difference in mortality in irbesartan vs placebo (HR 0.95, p = 0.35).
Irbesartan did not reduce the primary endpoints of
death and protocol-specified CV hospitalizations,
nor did it significantly benefit pre-specified secondary endpoints. For this large group of patients constituting half of all HF patients, there continues to
be no specific evidence-based therapy [10].

Predictors of mortality in patients
with HFPEF and DHF (Table 3)
Demographics
Age has been recognized as one of the most
important determinants of prognosis in patients
with DHF. The approximate five-year mortality rate
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Table 3. Predictors of mortality in patients with diastolic heart failure.
Clinical parameter

Risk estimates

Age
For every SD increase in the age2 [20]

HR 1.28, p = 0.0019

5 year mortality [1]:
< 50 years

15%

50–70 years

33%

> 70 years

50%

Male gender [20]

HR 1.71

Caucasian race (adjusted risk ratio) [21]

RR 0.75

Coronary artery disease (adjusted risk ratio) [21]

RR 1.1

AF
Five-year survival sinus rhythm vs AF [25]

72% vs 56%, p = 0.0001

LVEF ≥ 55%

62% vs 78%, p < 0.0001

LVEF 41–54%

57% vs 72%, p = 0.02

LVEF ≥ 55% (n = 5130)

HR 1.29, p = 0.0002

Anemia (relative risk of death) [32]

HR 1.57, p = 0.015

BNP
Adjusted OR to predict mortality [37]

OR 2.23, p < 0.0001

To predict the cardiac mortality and
CHF re-hospitalization [39]

Chi-square =17, p < 0.0001

Pre-discharge BNP (for death and re-admission)
(after adjusting for clinical variables) derivation study [38]

HR 1.14 (95% CI 1.02–1.28), p = 0.027

Pre-discharge BNP level > 350 ng/L related to death
or readmission (validation study) [38]

HR 12.6 (95% CI 5.7–28.1), p = 0.0001

Echocardiographic parameters:
LVEF
10% reduction in the EF below 45% [44]

Risk for total mortality increased by up to 39%

E/Ea ratio ≥ 15
Cardiac mortality and CHF re-hospitalization [39]

Chi-square = 13.6, p = 0.0001

Restrictive transmitral filling
DT £ 140 ms [46]

HR 2 (95% CI 1.1–3.4), p = 0.02

Em < 3.5 cm/s [48]

HR 5.29 (95% CI 2.64–10.60)

HR — hazard ratio; OR — odds ratio; RR — risk ratio; CI — confidence interval; CHF — congestive heart failure; DT — deceleration time;
EF — ejection fraction; BNP — brain natriuretic peptide; AF — atrial fibrillation

in patients with DHF who were < 50 years has been
reported to be 15%. For those aged 50–70 years it
is 33%, and for > 70 years it approaches 50% [1].
Older age and male gender were recognized as important predictors of death in patients with HFPEF
enrolled in the Digitalis Investigation Group (DIG)
trial. The adjusted hazard ratio for one standard deviation increase of age was 1.28, p = 0.0019 and hazard ratio for male gender was 1.71, p = 0.0005.
Other determinants of mortality were impaired renal function and worse functional class [20].
There is evidence that patients of non-Caucasian ethnicity have an increased risk of developing
HF with preserved EF and poorer outcomes than
Caucasian patients. In a study by O’Connor et al. [21],
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non-Caucasian ethnicity was a predictor of mortality in patients with HF and EF > 40%. There were
21% non-Caucasian patients in this study. These
findings emphasize the importance of better understanding of the disease process in ethnic minorities
in order to improve outcomes.

Coronary artery disease
The presence of CAD is known to increase the
risk of developing HFPEF and is also associated
with increased mortality. Several studies have suggested that the prevalence of CAD in HFPEF is
lower than that in HF and reduced EF. Among
52,187 patients hospitalized for acute decompensated HF, the prevalence of CAD in HFPEF was re-
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ported as 50%, while in patients with reduced EF
it was 59% (p £ 0.0001) [5].
O’Connor et al. [21] described the prognostic
significance of CAD in a study of 2,498 consecutive
patients with NYHA class II to IV symptoms and
EF > 40%. Sixty five per cent of the patients had
CAD while 62% had a history of hypertension. The
median LVEF was 58% and the overall five-year
mortality for the total study population was 28%.
In multivariate Cox proportional hazard models, the
strongest predictors were age, NYHA class IV
symptoms, and CAD index. Other important predictors included diabetes, peripheral vascular disease, and minority ethnic group.

Atrial fibrillation
Atrial fibrillation (AF) is common among patients with diastolic dysfunction. The study from
Olmsted County, Minnesota showed 41% prevalence of AF among patients with HF and preserved
EF [22]. Age adjusted five-year risk of AF was found
to be 12%, 14%, and 21% in patients with abnormal
relaxation, pseudonormal and restrictive diastolic
filling, respectively [23].
Rusinaru et al. [24] evaluated the relation between AF and long-term survival in patients with
HFPEF. Three hundred and sixty eight patients
with a first episode of HFPEF were followed for five
years. The prevalence of AF was 36% in this study
population. Patients with AF were older and more
often had hypertensive heart disease. AF was associated with an excess mortality mainly related to
advanced age. On univariate analysis, AF was associated with increased five-year mortality (HR
1.36, p = 0.03). After adjustment for the co-morbidities, baseline AF was not a predictor of long-term mortality.
A subgroup analysis of the CHARM study evaluated the effect of AF and risk of clinical events in
HF patients with and without LV systolic dysfunction [4]. Patients were divided by baseline EF
(£ 40% or > 40%) into low or preserved EF groups.
Patients with AF and preserved EF had a higher risk
for adverse CV outcomes (34% with CV death or
HF hospitalization) relative to those with preserved
EF and sinus rhythm (21%). After covariate adjustment, AF at baseline remained an independent predictor of all-cause mortality regardless of baseline
EF. Also, absolute risk of CV death or HF hospitalization increased from 20% to 47% by the new development of AF in the preserved EF group.
Similarly, Pai and Varadarajan [25] investigated the prognostic implications of AF as a function
of LVEF in 8,931 consecutive patients undergoing

echocardiography. The prevalence of AF was 11% in
patients with normal LVEF (≥ 55%, n = 5,130), and
18% each in those with mild reduced LVEF (41–54%,
n = 1,209). The effect of AF on five-year survival
was most pronounced in those with normal LVEF
(62% vs 78%, p < 0.0001) followed by those with
a mild reduction in LVEF (57% vs 72%, p = 0.02).
The discordant results regarding the prognostic significance of AF in HFPEF might be due to
a different patient population in these studies. The
impact of loss of atrial kick might be different among
the patients with LVEF > 50 compared to those
with slightly reduced EF 40–50%. In the study by
Rusinaru et al. [24], the patients had LVEF > 50
while the CHARM study included all patients with
EF > 40%. Furthermore, the impact of AF might
also depend on the etiology of diastolic HF. Raunso
et al. [26] found that in patients with HF with a history of CAD, chronic AF was associated with an increased risk of death. There was no increased mortality in patients with HF and chronic AF who did not
have ischemic heart disease. This study showed a significant interaction between the etiology of HF and
the prognostic importance of chronic AF (p = 0.003).
Mamas et al. [27] carried out meta-analysis of
the prognostic significance of AF in HF [27]. They
looked at 16 studies, of which five studied patients
with preserved LVEF. Analysis of the pooled data
from three of these studies showed 35.3% mortality in patients with HF and AF compared to 20.3%
mortality in patients with HF and normal sinus
rhythm (p < 0.0001). None of these studies addressed the etiology of mortality however, so
whether this excess mortality was due to HF,
stroke, CAD or a non-cardiac cause remains unclear.

Anemia
Anemia is a common co-morbidity in patients
with HF and is defined by the WHO as a hemoglobin level below 12 g/dL in women and below 13 g/dL
in men [28]. A large community study, based on International Classification of Diseases ninth revision
(ICD9) codes, estimated that 58% of patients with
HF had anemia of chronic disease [29]. In a substudy of the CHARM program, the prevalence of
anemia in patients with preserved and systolic EF
was similar: 27% and 25%, respectively. In the
CHARM sub-study, there were 133 vs 69 deaths and
527 vs 352 hospitalizations per 1,000 patient-years
of follow-up in anemic patients vs non-anemic patients (p < 0.001) [30].
The exact underlying mechanisms regarding
the causes of anemia and increased mortality in
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patients with HF are not well understood. Some of
the proposed etiologic mechanisms include hemodilution causing a state of ‘pseudoanemia’, defective
iron utilization, renal dysfunction, insufficient erythropoietin production, neurohormonal and proinflammatory cytokine activation causing anemia of chronic disease [28]. The increased mortality observed
in HF patients with anemia is also complex, with
interplay between many confounding factors. Very
high hemoglobin levels (≥ 17 g/dL) or very low levels (< 13 g/dL) are associated with significantly
higher risk of death and re-hospitalization for HF
regardless of the level of systolic function [31].
Tehrani et al. [32] concluded that the presence
of anemia was associated with increased five-year
mortality in patients with DHF. They reported the
results from a retrospective analysis of 294 patients
with HF and preserved LVEF ≥ 50%, of whom 162
had anemia as defined by the WHO definition. In
the same study, elderly patients (> 75 years) with
diastolic HF and anemia had higher mortality rates
and worse outcomes. The presence of anemia did
not influence re-hospitalization during a mean follow-up of 3.3 ± 1.8 years in this study.
Kerzner et al. [33] in a study of 359 hospitalized HF patients did not find a correlation between
hemoglobin level and mortality in very elderly patients (≥ 75 years). The lower hemoglobin did predict worse survival in patients who were younger
than 75 years.
In this study, 43.5% of patients had preserved
LVEF (≥ 40%). Hemoglobin was divided into three categories: 41% of patients had hemoglobin < 11.5 g/dL;
38.4% had hemoglobin of 11.5–13.4 g/dL; and 17.5%
had hemoglobin ≥ 13.5 g/dL [33].
Despite growing evidence regarding the prognostic significance of anemia in HF patients, there
are no practice guidelines regarding the assessment
and management of anemia in HF. The use of iron
supplements and erythropoietin-stimulating agent
to target the hemoglobin 11.0–12.0 g/dL is only
considered in patients with concomitant chronic
kidney disease as outlined by the National Kidney
Foundation KDOQI guidelines [34].

B-type natriuretic peptide
B-type natriuretic peptide (BNP) is a neurohormone synthesized by the ventricular myocardium
that plays an important role in volume homeostasis [35]. It is released in response to myocardial wall
stretch, either by increased volume or pressure. It
helps prevent volume overload by inhibiting the
RAAS and initiating natriuresis, diuresis and vasodilatation [36]. Recent studies have evaluated the

228

prognostic value of plasma BNP level alone or in
combination with echocardiographic parameters in
patients presenting with decompensated DHF.
The role of plasma BNP to predict in-hospital
mortality in acute decompensated HF was evaluated in 48,629 patients from the ADHERE (Acute
Decompensated Heart Failure National Registry)
database. The BNP was measured within 24 hours
of the presentation of patients for acute decompensated HF. In-hospital mortality was assessed by
BNP quartiles in the entire cohort and in patients
with both reduced LVEF < 40% (n = 19,544) as
well as preserved LVEF ≥ 40% (n = 18,164) and
LVEF > 50% (n = 12,631). It was reported that
there was a near-linear relationship between BNP
quartiles and in-hospital mortality for the entire
cohort: (Q1 [1.9%], Q2 [2.8%], Q3 [3.8%], and Q4
[6.0%], p < 0.0001). BNP quartiles independently
predicted mortality in patients with both reduced
and preserved systolic function, and these findings
for BNP and mortality were independent of significant clinical and laboratory variables (adjusted
OR 2.23, p < 0.0001) [37].
Logeart et al. [38] evaluated the prognostic
value of serial BNP assay for the prediction of early death or re-admission for HF in patients hospitalized for HF exacerbation. In this study, 114 patients were included from the derivation study and
109 from the validation study. Plasma BNP measurements were obtained upon hospital admission
and subsequently on the day of discharge, or on the
day before discharge. All patients also underwent
Doppler echocardiograms to assess LVEF, Doppler
mitral inflow pattern and systolic pulmonary artery
pressure. High pre-discharge BNP level was the
most significant predictor of short-term death or readmission after an acute exacerbation. The study
also showed that the prognostic information of predischarge BNP assay was greater than most common clinical variables and Doppler echocardiographic findings.
Dokainish et al. [39] reported that pre-discharge BNP levels and tissue Doppler derived
transmitral early diastolic velocity/tissue Doppler
early diastolic annular velocity E/Ea ratio in patients
who had been admitted for acute exacerbation of HF
were strong predictors of cardiac mortality and readmission for HF.

Echocardiographic parameters
The American Heart Association and the
American College of Cardiology recommend initial
clinical assessment of patients with HF using two-dimensional echocardiography with Doppler to as-
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sess LVEF, LV size, wall thickness, and valve function [40]. Echocardiography not only provides
diagnostic information regarding LV function and
valvular dysfunction, its parameters can be used for
prognostic value as well [41, 42].

Left ventricular ejection fraction
LVEF is a widely used clinical measure to assess LV function and has been shown to predict
mortality in HF patients with low EF [43]. The relationship between a wide range of LVEF and both fatal
and non-fatal outcomes was assessed in 7,599 patients enrolled in the CHARM study population [44].
The mean LVEF was 38.8 ± 14.9%. The study concluded that LVEF predicts mortality with overall
better survival in patients with increasing EF up to
45%. For each 10% reduction in the EF below 45%,
the risk for total mortality increased by up to 39%.

Mitral flow velocities
and tissue Doppler imaging
Doppler recordings of ventricular filling velocities, and more recently tissue Doppler imaging
(TDI) derived parameters, have been studied for
prognosis in patients with systolic and diastolic HF
[39, 45]. Akkan et al. [46] evaluated the prognostic
value of deceleration time (DT) in 972 patients with
symptomatic HF. Restrictive transmitral filling, as
defined by DT £ 140 ms, was an independent predictor of mortality at 51 months of follow-up. For
patients with LVEF ≥ 50, hazard ratio for DT £ 140
was two (confidence interval: 1.1–3.4, p = 0.02).
Moller et al. [47] studied pseudonormal and
restrictive filling patterns in patients with myocardial infarction. Echocardiography was performed in
125 patients with first myocardial infarction within
24 hours. Normal filling was defined as DT 140 to
240 ms and color M-mode flow propagation velocity (Vp) ≥ 45 cm/s. Impaired relaxation was DT
≥ 240 ms; pseudonormal filling was DT 140 to 240 ms
and Vp < 45 cm/s; and restrictive filling was DT
< 140 ms. During a follow-up of 12 ± 7 months,
33 patients died. No patients with normal filling pattern died. Five patients with impaired relaxation,
11 patients with pseudonormal filling, and 17 patients with restrictive filling died during the followup. Pseudonormal filling pattern, a restrictive filling pattern and Killip class ≥ II proved to be independent predictors of cardiac death. LVEF did not
provide independent prognostic information after
the LV filling pattern was included in the model.
These results indicate that assessment of LV filling patterns provide superior prognostic information, compared to systolic variables.

Tissue Doppler imaging measures the velocity of the myocardium during the cardiac cycle. Early
diastolic velocity measured at mitral annulus (Ea)
or myocardial segments (Em) are relatively preloadinsensitive and reflect myocardial relaxation. Wang
et al. [48] evaluated the incremental value of TDI
for prognosis in addition to standard mitral flow
velocity in patients with hypertension and left ventricular hypertrophy. The pseudonormal and restrictive filling patterns were associated with cardiac mortality. Em was the most powerful predictor of cardiac death. Em < 3.5 cm/s provided the
prognostic utility incremental to clinical information
and standard echocardiographic parameters of left
ventricular hypertrophy and diastolic filling pattern.
Incremental predictive power of TDI was evaluated in a small study of 110 patients with HF [39].
This study included patients with LVEF < 35%
(54 patients), 36% to 49% (15 patients) and LVEF
≥ 50% (41 patients). Ratio of transmitral flow to early mitral annulus diastolic velocity (E/Ea) and BNP
were among the significant predictors of re-hospitalization for HF or cardiac death. BNP ≥ 250 pg/mL
and mitral E/Ea ≥ 15 had incremental predictive
power, to which conventional predictors, such as
LVEF and mitral flow velocity, did not add further
prognostic information.
In another study of 239 consecutive patients
admitted for acute coronary syndrome who underwent echocardiography, the ratio of early transmitral flow to early mitral annulus velocities was calculated. At two year follow-up, ratio of transmitral
flow to early mitral annulus velocity ≥ 15 was an
independent predictor of cardiac death [49].
In summary, pseudonormal flow pattern, restrictive flow pattern, Em < 3 cm/s and E/Ea ≥ 15
provide independent prognostic information in patients with both systolic and diastolic HF and patients with a history of myocardial infarction and
hypertensive heart disease. These parameters predict cardiac mortality. Further studies are needed
to understand the mechanisms underlying these
findings, and whether they derive from HF mortality or sudden cardiac death.

Electrocardiograms and Holter parameters
There are differences in electrocardiogram
(ECG) parameters in patients with DHF vs those
with systolic HF [50]. Patients with DHF are reported to have more AF, a slower heart rate, shorter QRS (102 ± 35 ms vs 122 ± 41 ms, p < 0.001)
and shorter QTc interval than patients with systolic HF. The prevalence of left bundle branch block
(LBBB) was reported as 25% in patients with HF.
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However, among patients with LVEF ≥ 40%, the
prevalence of LBBB was reported as 12.3% [51].
The presence of complete LBBB was associated
with a 70% increase in all-cause mortality in patients with HF. The impact of LBBB on mortality
in patients with HFPEF remains unknown.
There have been reports of novel Holter parameters regarding their prognostic significance in
patients with HFPEF. Cygankiewicz et al. [52] evaluated 112 patients with HF and preserved LV function for heart rate turbulence (HRT). Abnormal
HRT was found in 49% of patients. The mean values of turbulence onset and slope in this group of
patients were 0.87% and 6.05 ms/RR, respectively. Abnormal HRT reflected the severity of the HF.
In another study of 651 patients, 24-hour Holter
monitoring was performed to assess the prognostic value of QT/RR slope on mortality in patients
with HF [53]. Forty four per cent of patients had
LVEF > 35%. Increased QT/RR slopes were independently associated with increased total mortality. Further studies are needed to evaluate the roles
of abnormal HRT and QT/RR slope on mortality in
patients with HFPEF.
Cardiac resynchronization therapy (CRT) is
currently limited to those with LVEF £ 35%. There
has been growing interest in evaluating the role of
CRT in patients with DHF. A recent retrospective
analysis from the PROSPECT trial evaluated the
predictors of response to CRT in patients with HF
and LVEF > 35%. The study showed that patients
with LVEF > 35%, NYHA functional class III–IV
symptoms, and QRS > 130 ms appeared to derive
clinical and structural benefit from CRT [54]. Penicka et al. [55] demonstrated a reduction in dyssynchrony, and an improvement in functional class and
exercise capacity, with the use of CRT in patients
with DHF. CRT, a valuable option for patients with
DHF and LBBB, should be formally tested in a prospective, randomized multi-center trial.

ploration of novel treatments and strategies, including medications, ECG, Holter parameters and cardiac implantable devices, in DHF patients. One such
possibility is the newer anti-anginal drug ranolazine
which blocks inward sodium current and reduces
intracellular calcium. Ranolazine could potentially
emerge as a treatment for DHF.

Acknowledgements
Dr Sherazi has been supported by an award
from the Empire Clinical Research Investigator
Program.
The authors do not report any conflict of interest regarding this work.

References
1. Zile MR, Brutsaert DL. New concepts in diastolic dysfunction
and diastolic heart failure: Part I diagnosis, prognosis, and measurements of diastolic function. Circulation, 2002; 105: 1387–
–1393.
2. Aurigemma GP. Diastolic heart failure. N Engl J Med, 2008;
359: 103.
3. Zile MR, Gaasch WH, Anand IS, et al. Mode of death in patients
with heart failure and a preserved ejection fraction: Results from
the Irbesartan in Heart Failure With Preserved Ejection Fraction Study (I-Preserve) trial. Circulation, 2010; 121: 1393–1405.
4. Owan TE, Hodge DO, Herges RM, Jacobsen SJ, Roger VL,
Redfield MM. Trends in prevalence and outcome of heart failure with preserved ejection fraction. N Engl J Med, 2006; 355:
251–259.
5. Yancy CW, Lopatin M, Stevenson LW, De Marco T, Fonarow GC,
ADHERE Scientific Advisory Committee and Investigators.
Clinical presentation, management, and in-hospital outcomes of
patients admitted with acute decompensated heart failure with
preserved systolic function: A report from the Acute Decompensated Heart Failure National Registry (ADHERE) Database.
J Am Coll Cardiol, 2006; 47: 76–84.
6. Smith GL, Masoudi FA, Vaccarino V, Radford MJ, Krumholz HM.
Outcomes in heart failure patients with preserved ejection fraction: Mortality, readmission, and functional decline. J Am Coll
Cardiol, 2003; 41: 1510–1518.
7. Vasan RS, Larson MG, Benjamin EJ, Evans JC, Reiss CK, Levy D.
Congestive heart failure in subjects with normal versus reduced

Summary and conclusion

left ventricular ejection fraction: Prevalence and mortality in a po-

Diastolic heart failure currently accounts for
more than 50% of all HF cases. The mortality and
morbidity in patients with DHF is comparable with
those of patients with reduced EF. Pharmacologic
agents that have been shown to benefit patients
with HF and reduced EF have failed to show similar results in DHF patients. However, the management of these patients should include the treatment
of hypertension, maintenance of normal sinus
rhythm, and the prevention of myocardial ischemia
and diabetes mellitus [56]. There is a need for ex-

230

pulation-based cohort. J Am Coll Cardiol, 1999; 33: 1948–1955.
8. Tribouilloy C, Rusinaru D, Mahjoub H et al. Prognosis of heart
failure with preserved ejection fraction: A 5 year prospective
population-based study. Eur Heart J, 2008; 29: 339–347.
9. Bhatia RS, Tu JV, Lee DS et al. Outcome of heart failure with
preserved ejection fraction in a population-based study. N Engl
J Med, 2006; 355: 260–269.
10. Massie BM, Carson PE, McMurray JJ et al. Irbesartan in patients with heart failure and preserved ejection fraction. N Engl
J Med, 2008; 359: 2456–2467.
11. Hogg K, Swedberg K, McMurray J. Heart failure with preserved
left ventricular systolic function; epidemiology, clinical characteristics, and prognosis. J Am Coll Cardiol, 2004; 43: 317–327.

www.cardiologyjournal.org

Saadia Sherazi, Wojciech Zaręba, Diastolic heart failure: Predictors of mortality

12. Aurigemma GP, Gottdiener JS, Shemanski L, Gardin J, Kitzman D.
Predictive value of systolic and diastolic function for incident
congestive heart failure in the elderly: The cardiovascular health

atrial fibrillation in chronic heart failure. Eur J Heart Fail, 2009;
11: 676–683.
28. Anand IS. Anemia and chronic heart failure implications and
treatment options. J Am Coll Cardiol, 2008; 52: 501–511.

study. J Am Coll Cardiol, 2001; 37: 1042–1048.
13. Redfield MM, Jacobsen SJ, Burnett JC, Jr, Mahoney DW, Bailey KR,

29. Ezekowitz JA, McAlister FA, Armstrong PW. Anemia is com-

Rodeheffer RJ. Burden of systolic and diastolic ventricular dys-

mon in heart failure and is associated with poor outcomes: In-

function in the community: Appreciating the scope of the heart

sights from a cohort of 12,065 patients with new-onset heart
failure. Circulation, 2003; 107: 223–225.

failure epidemic. JAMA, 2003; 289: 194–202.
14. Kostis JB, Davis BR, Cutler J et al. Prevention of heart failure by

30. O’Meara E, Clayton T, McEntegart MB et al. Clinical correlates

antihypertensive drug treatment in older persons with isolated

and consequences of anemia in a broad spectrum of patients

systolic hypertension. SHEP Cooperative Research Group.

with heart failure: Results of the Candesartan in Heart Failure:

JAMA, 1997; 278: 212–216.

Assessment of Reduction in Mortality and Morbidity (CHARM)

15. Davis BR, Kostis JB, Simpson LM et al. Heart failure with pre-

program. Circulation, 2006; 113: 986–994.

served and reduced left ventricular ejection fraction in the anti-

31. Go AS, Yang J, Ackerson LM et al. Hemoglobin level, chronic

hypertensive and lipid-lowering treatment to prevent heart at-

kidney disease, and the risks of death and hospitalization in

tack trial. Circulation, 2008; 118: 2259–2267.

adults with chronic heart failure: The Anemia in Chronic Heart

16. Solomon SD, Janardhanan R, Verma A et al. Effect of angiotensin receptor blockade and antihypertensive drugs on diastolic function in patients with hypertension and diastolic dysfunction: A randomised trial. Lancet, 2007; 369: 2079–2087.
17. Cleland JG, Tendera M, Adamus J et al. The perindopril in elderly people with chronic heart failure (PEP-CHF) study. Eur Heart J,

Failure: Outcomes and Resource Utilization (ANCHOR) study.
Circulation, 2006; 113: 2713–2723.
32. Tehrani F, Phan A, Morrissey R, Chien C, Rafique A, Schwarz ER.
The prognostic value of anemia in patients with diastolic heart
failure. Tex Heart Inst J, 2009; 36: 220–225.
33. Kerzner R, Gage BF, Rich MW. Anemia does not predict mortality in elderly patients with heart failure. Am J Geriatr Cardiol,

2006; 27: 2338–2345.
18. Yusuf S, Pfeffer MA, Swedberg K et al. Effects of candesartan in

2007; 16: 92–96.

patients with chronic heart failure and preserved left-ventricular

34. National Kidney Foundation Kidney Disease Outcomes Quality

ejection fraction: The CHARM-Preserve Trial. Lancet, 2003;

Initiative. KDOQI clinical practice guideline and clinical practice

362: 777–781.

recommendations for anemia in chronic kidney disease: 2007 up-

19. Ahmed A, Rich MW, Fleg JL et al. Effects of digoxin on morbidity and mortality in diastolic heart failure: The ancillary Digitalis
Investigation Group trial. Circulation, 2006; 114: 397–403.
20. Jones RC, Francis GS, Lauer MS. Predictors of mortality in

date of hemoglobin target. Available at: http://www.kidney.org/
/professionals/KDOQI/. Accessed June, 2008. 2008.
35. Levin ER, Gardner DG, Samson WK. Natriuretic peptides.
N Engl J Med, 1998; 339: 321–328.

patients with heart failure and preserved systolic function in the

36. Parekh N, Maisel AS. Utility of B-natriuretic peptide in the eva-

Digitalis Investigation Group trial. J Am Coll Cardiol, 2004; 44:

luation of left ventricular diastolic function and diastolic heart
failure. Curr Opin Cardiol, 2009; 24: 155–160.

1025–1029.
21. O’Connor CM, Gattis WA, Shaw L, Cuffe MS, Califf RM. Clinical

37. Fonarow GC, Peacock WF, Phillips CO, Givertz MM, Lopatin M,

characteristics and long-term outcomes of patients with heart

ADHERE Scientific Advisory Committee and Investigators. Ad-

failure and preserved systolic function. Am J Cardiol, 2000; 86:

mission B-type natriuretic peptide levels and in-hospital morta-

863–867.

lity in acute decompensated heart failure. J Am Coll Cardiol,

22. Olsson LG, Swedberg K, Ducharme A et al. Atrial fibrillation

2007; 49: 1943–1950.

and risk of clinical events in chronic heart failure with and with-

38. Logeart D, Thabut G, Jourdain P et al. Predischarge B-type

out left ventricular systolic dysfunction: Results from the Can-

natriuretic peptide assay for identifying patients at high risk of

desartan in Heart failure-Assessment of Reduction in Mortality

re-admission after decompensated heart failure. J Am Coll Car-

and morbidity (CHARM) program. J Am Coll Cardiol, 2006; 47:

diol, 2004;43: 635–641.
39. Dokainish H, Zoghbi WA, Lakkis NM et al. Incremental predic-

1997–2004.
23. Tsang TS, Gersh BJ, Appleton CP et al. Left ventricular diastolic

tive power of B-type natriuretic peptide and tissue Doppler

dysfunction as a predictor of the first diagnosed nonvalvular

echocardiography in the prognosis of patients with congestive

atrial fibrillation in 840 elderly men and women. J Am Coll Car-

heart failure. J Am Coll Cardiol, 2005; 45: 1223–1226.
40. Hunt SA, Abraham WT, Chin MH et al. ACC/AHA 2005 Guide-

diol, 2002; 40: 1636–1644.
24. Rusinaru D, Leborgne L, Peltier M, Tribouilloy C. Effect of

line Update for the Diagnosis and Management of Chronic Heart

atrial fibrillation on long-term survival in patients hospitalised

Failure in the Adult: A report of the American College of Cardio-

for heart failure with preserved ejection fraction. Eur J Heart

logy/American Heart Association Task Force on Practice Guide-

Fail, 2008; 10: 566–572.

lines (Writing Committee to Update the 2001 Guidelines for the

25. Pai RG, Varadarajan P. Prognostic significance of atrial fibrilla-

Evaluation and Management of Heart Failure): Developed in

tion is a function of left ventricular ejection fraction. Clin Cardiol,

collaboration with the American College of Chest Physicians

2007; 30: 349–354.

and the International Society for Heart and Lung Transplanta-

26. Raunso J, Pedersen OD, Dominguez H et al. Atrial fibrillation in
heart failure is associated with an increased risk of death only in
patients with ischaemic heart disease. Eur J Heart Fail, 2010;

tion: Endorsed by the Heart Rhythm Society. Circulation, 2005;
112: e154–e235.
41. Levy D, Garrison RJ, Savage DD, Kannel WB, Castelli WP. Prognostic implications of echocardiographically determined left ven-

12: 692–697.
27. Mamas MA, Caldwell JC, Chacko S, Garratt CJ, Fath-Ordoubadi F,
Neyses L. A meta-analysis of the prognostic significance of

tricular mass in the Framingham Heart Study. N Engl J Med,
1990; 322: 1561–1566.

www.cardiologyjournal.org

231

Cardiology Journal 2011, Vol. 18, No. 3

42. Rihal CS, Nishimura RA, Hatle LK, Bailey KR, Tajik AJ. Systolic

49. Richardson-Lobbedez M, Marechaux S, Bauters C et al. Prog-

and diastolic dysfunction in patients with clinical diagnosis of

nostic importance of tissue Doppler-derived diastolic function in

dilated cardiomyopathy. Relation to symptoms and prognosis.

patients presenting with acute coronary syndrome: A bedside
echocardiographic study. Eur J Echocardiogr, 2008; 9: 594–598.

Circulation, 1994; 90: 2772–2779.
43. St John Sutton M, Pfeffer MA, Moye L et al. Cardiovascular

50. Zareba KM, Shenkman HJ, Bisognano JD. Comparison of acute

death and left ventricular remodeling two years after myocardial

electrocardiographic presentation in patients with diastolic vs

infarction: Baseline predictors and impact of long-term use of
captopril: Information from the Survival and Ventricular Enlarge-

systolic heart failure. Congest Heart Fail, 2009; 15: 165–169.
51. Baldasseroni S, Opasich C, Gorini M et al. Left bundle-branch
block is associated with increased one-year sudden and total

ment (SAVE) trial. Circulation, 1997; 96: 3294–3299.
44. Solomon SD, Anavekar N, Skali H et al. Influence of ejection

mortality rate in 5,517 outpatients with congestive heart failure:

fraction on cardiovascular outcomes in a broad spectrum of heart

A report from the Italian network on congestive heart failure.
Am Heart J, 2002; 143: 398–405.

failure patients. Circulation, 2005; 112: 3738–3744.
45. Xie GY, Berk MR, Smith MD, Gurley JC, DeMaria AN. Prog-

52. Cygankiewicz I, Zareba W, Vazquez R et al. Relation of heart

nostic value of Doppler transmitral flow patterns in patients

rate turbulence to severity of heart failure. Am J Cardiol, 2006;

with congestive heart failure. J Am Coll Cardiol, 1994; 24: 132–

98: 1635–1640.
53. Cygankiewicz I, Zareba W, Vazquez R et al. Prognostic value of

–139.
46. Akkan D, Kjaergaard J, Moller JE et al. Prognostic importance of
a short deceleration time in symptomatic congestive heart fail-

QT/RR slope in predicting mortality in patients with congestive
heart failure. J Cardiovasc Electrophysiol, 2008; 19: 1066–1072.
54. Chung ES, Katra RP, Ghio S et al. Cardiac resynchronization

ure. Eur J Heart Fail, 2008; 10: 689–695.
47. Moller JE, Sondergaard E, Poulsen SH, Egstrup K. Pseudonor-

therapy may benefit patients with left ventricular ejection frac-

mal and restrictive filling patterns predict left ventricular dila-

tion > 35%: A PROSPECT trial substudy. Eur J Heart Fail,

tion and cardiac death after a first myocardial infarction: A serial
color M-mode Doppler echocardiographic study. J Am Coll Car-

diac resynchronization therapy for the causal treatment of heart

diol, 2000; 36: 1841–1846.
48. Wang M, Yip GW, Wang AY et al. Peak early diastolic mitral

failure with preserved ejection fraction: Insight from a pressure-

annulus velocity by tissue Doppler imaging adds independent

-volume loop analysis. Eur J Heart Fail, 2010; 12: 634–636.

and incremental prognostic value. J Am Coll Cardiol, 2003; 41:

56. Kazik A, Wilczek K, Poloński L. Management of diastolic heart

820–826.

232

2010; 12: 581–587.
55. Penicka M, Kocka V, Herman D, Trakalova H, Herold M. Car-

failure. Cardiol J, 2010; 17: 558–565.

www.cardiologyjournal.org

