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Abstract
Heart rate turbulence (HRT) is a relatively new but already well-established non-invasive
ECG risk predictor. It has been confirmed as a strong predictor of mortality in large populations
of post-infarction patients treated with both classical and modern methods. There have been
contradictory results regarding its predictive value in other high-risk populations (idiopathic
dilated cardiomyopathy, hypertrophic cardiomyopathy and low ejection fraction cohorts). It is
important that HRT seems to be particularly useful in identifying high-risk patients with
preserved left ventricular function, the group of patients not covered by current indications for
implantable cardioverter defibrillators. Further studies are needed to establish the need for
correlation with heart rate, number of ventricular premature beats, heart rate variability
parameters or clinical covariates in the process of risk stratification by means of HRT. (Folia
Cardiol. 2006; 13: 359–368)
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Introduction

Despite continuous improvement in the treat-
ment and management of cardiovascular diseases, the
mortality of patients with cardiac disorders remains
high, with sudden cardiac death (SCD) contributing
to over half of deaths in this population [1]. Therefo-
re identification of patients at high risk of mortality,
who might benefit from primary or secondary preven-
tion, is of major importance. Non-invasive ECG me-
thods provide data on myocardial vulnerability, inclu-
ding the frequency and complexity of ventricular pre-
mature beats (VPB), T wave alternans and QT
variability, and on autonomic nervous system imba-
lance in heart rate variability (HRV), both factors con-

tributing to arrhythmogenic conditions. These me-
thods are usually combined with assessment of left-
ventricle function based on ejection fraction, reflec-
ting changes in the myocardial substrate, to give com-
plete insight into the risk of the patients studied.

Heart rate turbulence (HRT), a new heart rate
derived non-invasive parameter tracking the re-
sponse of the heart rate to ventricular arrhythmias,
was introduced into electrocardiology in 1999 as
a strong predictor of mortality in post-infarction pa-
tients [2]. The last few years have brought an in-
creasing interest in the analysis of both clinical cor-
relations and the predictive value of this parame-
ter in different subsets of patients. In this review
we present, on the basis of published data and our
own experience, an overview of the measurement,
pathophysiology and predictive value of HRT, as
well as some of the limitations of this method.

Heart rate turbulence measurement

Schmidt et al. [2] described HRT as a pattern
of response of sinus rhytm (RR) intervals (heart
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rate reflecting sinus node activity) to a premature
ventricular beat (VPB). Physiologically, such a re-
sponse consists of an early acceleration phase and
subsequent deceleration following a VPB. The abo-
ve-mentioned changes in sinus rhythm are obse-
rved within 15 RRs following a VPB. Owing to the
subtle nature of these changes they require com-
puter algorithms for detection. HRT is described
by two numerical parameters: turbulence onset
(TO) to describe the initial acceleration, and turbu-
lence slope (TS) to reflect deceleration of the si-
nus rhythm. TO is a percentage of relative change
of the mean of two RR intervals before and two RR
intervals after a VPB, while TS is described by
a maximum regression line computed in every five
consecutive RR intervals following a VPB and is
expressed in ms/RR (Fig. 1). The above-mentioned
biphasic reaction of a sinus node may be observed
in healthy subjects, while in high-risk patients this
pattern is blunted or entirely missing. High-risk
patients are therefore characterised by a weaker
HRT reaction, expressed as the lack of an imme-
diate acceleration or even deceleration of a sinus
rhythm (positive values of TO) and a weaker rate
of subsequent deceleration with lower TS values
(flattened slope). According to the training samples,
the authors of the HRT method proposed TO ≥ 0%
and TS £ 2.5 ms/RR as abnormal values. For risk
stratification purposes patients are divided into
three groups: HRT0 — both HRT parameters nor-
mal, HRT1 — one of the parameters abnormal, and
HRT2 — both parameters abnormal. Even though

this method was primarily applied to 24-Holter re-
cordings, HRT may also be assessed from shorter
recordings or from RR data retrieved from implan-
ted devices. So-called “induced HRT”, via intracar-
diac pacing during electrophysiological studies or
via an implantable cardioverter defibrillator (ICD),
may also be evaluated [3, 4]. Apart from TO and TS,
which are the standard parameters describing HRT,
additional parameters such as turbulence jump, tur-
bulence dynamics, turbulence timing or HRT ana-
lysis in frequency domain were described and used
for risk stratification [5]. Finally papers also appe-
ared which evaluated HRT after premature atrial
and not only ventricular beats. This turbulence
shows a slightly different pattern, but was also pro-
ven to be a mortality predictor [6, 7].

The pathophysiological mechanism
of heart rate turbulence

Heart rate turbulence is believed to be mediated
via the baroreceptor reflex. Baroreceptors, locali-
sed in the aortic arch and carotid sinus, constitute
one of the basic mechanisms of heart rate and blo-
od-pressure control. Being more responsive to sud-
den hypotonia than to an increase in blood pressu-
re, they are constantly stimulated by tonic arterial
blood pressure. VPBs provoke a short temporal
decrease in blood pressure. This triggers activation
of the baroreceptors, which results in a withdrawal
of parasympathetic and a predominance of sympa-
thetic activation, resulting in heart rate accelera-
tion. The subsequent increase in blood pressure,
explained also by augmented myocardial contractili-
ty following the premature contraction, leads to an
opposite reaction — activation of the parasympathe-
tic arch and a decrease in the heart rate, also media-
ted by baroreceptors [8]. These two subsequent
phases are reflected as a curve in the HRT reaction.
A significant correlation between HRT and barore-
flex reaction has been documented in both experi-
mental and clinical studies. Mrowka et al. [9], in
a laboratory model, observed that a blunted barore-
flex response resembles patterns of HRT. These ob-
servations were confirmed by numerous experimen-
tal and clinical studies [9–12]. Strong correlations
between spontaneous as well as phenylephrine-in-
duced baroreflex sensitivity and HRT were also
documented [13]. Further studies confirmed that
HRT is highly vagally dependent, as HRT parame-
ters remain significantly attenuated (decreased TS
and increased TO) after atropine-induced blockade
[14, 15]. Therefore enhanced HRT parameters may
reflect the loss of vagal protection against arrhythmic
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Figure 1. Heart rate turbulence: RR behaviour after ven-
tricular premature beat with turbulence onset (TO) and
turbulense slope (TS) calculated [From: Schmidt G, Ma-
lik M. Heart rate turbulence. In: Zareba W, Maison-
-Blanche P, Locati E (eds). Noninvasive electrocardiolo-
gy in clinical practice. Futura Publishing Company,
Armonk, NY 2001: 207–215].
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events. Post-extrasystolic potentiation is the other
mechanism, possibly interplaying with different
HRT patterns, as documented by Voss et al. [16],
in patients with dilated cardiomyopathy.

Heart rate turbulence in risk stratification

Post-infarction patients
The prognostic value of attenuated parameters

of HRT for predicting mortality was first confirmed
in patients after myocardial infarction enrolled in the
Multicenter Postinfarction Program (MPIP) and Eu-
ropean Myocardial Infarction Amiodarone Trial
(EMIAT) studies [2]. In both populations attenuated
HRT parameters were independently associated with
total mortality. Patients with abnormal TO and TS had
a higher risk of mortality than could be evaluated on
the basis of ejection fraction alone. In the MPIP po-
pulation two-year mortality in patients with both nor-
mal, one abnormal, and both abnormal HRT parame-
ters was 9%, 15% and 32% respectively. In EMIAT,
these values were 9%, 18% and 34% respectively.

Retrospective application of HRT assessment
in the Autonomic Tone and Reflexes after Myocar-
dial Infarction (ATRAMI) trial confirmed a high pre-
dictive value of abnormal HRT parameters in the
prediction of fatal and non-fatal cardiac arrest in low-
risk post-myocardial infarction patients [13]. In this
study the combination of abnormal TO and TS pa-
rameters was found to be the strongest risk pre-
dictor (RR = 4.07), confirming the independent
value of HRT in the prediction of cardiac arrhyth-
mic death. This study also confirmed the strong
correlation between HRT and baroreflex sensitivi-
ty assessed by the phenylephrine test.

The following years brought further evidence
that HRT is also an independent predictor when
assessed in an acute phase of myocardial infarction
in patients treated with modern reperfusion stra-
tegies [17–22]. Barthel et al. [17] documented a high
predictive value of abnormal HRT parameters in
1455 patients with acute myocardial infarction
(ISAR study) with reperfusion obtained in a majo-
rity (90%) by percutaneous coronary angioplasty (of
this 80% with stenting) and then by thrombolysis
and acute coronary artery bypass graft (CABG) sur-
gery. Patients from this population were treated
according to recent guidelines; therefore 93% re-
ceived b-blockers, 90% ACE inhibitors and 85%
statins. In this study HRT was evaluated with other
classical markers of mortality, such as age, diabe-
tes, left ventricular ejection fraction (LVEF), mean
heart rate, HRV and ventricular arrhythmias. HRT2
(both variables abnormal) was found to be an inde-

pendent predictor of two-year mortality, providing
the highest hazard ratio (5.9), followed by decreased
LVEF, age, diabetes and HRT1 (one abnormal pa-
rameter). Two-year mortality in patients with both
abnormal, one abnormal and both normal HRT pa-
rameters was 15%, 6% and 1% respectively. The
other important finding of this study is that HRT
was an independent predictor of death in patients
with a significantly decreased LVEF of below 30%
and those with a LVEF of over 30%. Therefore this
observation confirmed that HRT analysis might give
us significant information on mortality risk when
added to LVEF, identifying high-risk subsets of
patients in both subgroups. HRT2, analysed in com-
bination with LVEF, increased the positive predic-
tive value up to 40%. Therefore the simultaneous
assessment of HRT with other parameters, espe-
cially those reflecting the myocardial substrate,
could be recommended. This observation was also
confirmed by the study of Sade et al. [18] who found
that HRT assessed within the first 24 hours of my-
ocardial infarction was a significant predictor of long-
term mortality in patients with an acute myocardial
infarction undergoing percutaneous coronary inte-
rvention. As with a paper of Barthel et al. [17], it was
observed in this study that a combination of LVEF
(in this case below 40%) with abnormal HRT para-
meters increases the positive predictive value, even
up to 60% [18]. Regarding the ECG risk parameters
assessed in this study, although decreased HRV pa-
rameters were found to be significant univariate pa-
rameters, multivariate analysis showed that blunted
HRT reaction is the only predictive ECG-derived
index of mortality in patients with an acute myocar-
dial infarction. Summarizing, in all the above-men-
tioned studies (MPIP, EMIAT, ATRAMI, and ISAR)
a similar pattern was observed, with the highest
mortality rate related to HRT2 class (Fig. 2).

Furthermore, analysis of data from the studies
of Barthel et al. [17], Sade et al. [18], and Jokinen et
al. [19] shows that HRT may be used for risk stratifi-
cation in patients in the era of primary angioplasty and
the broad use of b-blocker therapy, which confirms
the superiority of HRT over standard HRV analysis.

Even though numerous studies have demon-
strated the usefulness of HRT in the prediction of
total mortality, little data existed on HRT as a sud-
den death risk predictor. Finally the results of
a FINGER study published in 2005 documented that
HRT, together with non-sustained ventricular ta-
chycardia is a strong risk predictor of both non-sud-
den and sudden cardiac death in post-infarction pa-
tients [21]. In this group of patients TS was a parti-
cularly strong SCD predictor among patients
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without significantly impaired LVEF. Patients with
preserved LVEF but abnormal TS values have a hi-
gher SCD ratio than those with significantly impa-
ired left ventricular function (£ 35%) [21]. Similar-
ly, in a paper by Bauer et al. [22], HRT2 was a strong
risk predictor of SCD in patients with LVEF over
30%, with a hazard ratio (HR) similar to that of post-
infarction patients with significantly impaired LVEF
(£ 30%) (HR 10.8 vs. 10.4 respectively). It is plau-
sible that HRT is predictive both for total mortality
and for SCD in patients with preserved LVEF, whe-
reas it might have a predictive value for cardiac
death but a limited value for SCD in post-infarction
patients with a depressed ejection fraction.

We recently studied the predictive value of
HRT parameters in the MADIT II trial, which en-
rolled post-infarction patients with an EF £ 30% [23].
However, the option of calculating HRT parameters
based on just a 10-minute resting ECG with a limi-
ted number of VPBs was limited. Such a short
recording is under criticism for HRT analysis;
nevertheless, one can assume that the observed
presence of 20 VPBs on average during these
10 minutes should be sufficient to obtain represen-

tative values of HRT parameters. Although in uni-
variate analysis there was a trend toward an asso-
ciation between TS levels and mortality in MADIT II
patients, TS was not significant as a predictor of
mortality after adjustment for relevant clinical co-
variates. Similarly, there was no association betwe-
en TS or TO levels and arrhythmic events docu-
mented by ICD interrogation. It is most likely that
the substantial damage to the myocardium and the
associated impairment of baroreflex response contri-
buted to these unexpected findings. The MADIT II
population, with a mean value of TS = 3.9 ms/RR, was
in much poorer health than the ATRAMI (mean
TS = 12 ms/RR), MPIP (mean TS = 8.5 ms/RR) or
EMIAT (mean TS = 6.3 ms/RR) populations and the-
refore the predictive value of HRT was diminished.

Other populations
Heart rate turbulence, which was primarily

designed to predict mortality in post-infarction pa-
tients, was subsequently applied in different sub-
sets of patients. Blunted HRT parameters were
found to predict mortality in patients with chronic
coronary artery disease out of the acute phase of
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myocardial infarction. In a study of 146 patients with
angiographically documented coronary artery dise-
ase undergoing coronary artery bypass grafting we
observed that an abnormal TS (analysed both as con-
tinuous and low-quartile-based dichotomised valu-
es) was predictive for cardiac death during a one-year
follow-up after cardiac surgery (Fig. 3) [20].

In post-infarction patients HRT was predicti-
ve for total mortality, cardiac death and arrhythmic
events [2, 13]. Contradictory results are obtained
from patients with chronic heart failure and non-
ischaemic cardiomyopathies. In a study by Koyama
et al. [24] in a population of 50 patients with heart
failure (72% with non-ischaemic cardiomyopathy),
HRT was highly predictive for death as regards
heart failure progression and the rehospitalisation
rate but failed to predict arrhythmic events. Similar-
ly, in a study by Moore et al. [25], TS was an indepen-
dent predictor of death from decompensated heart
failure in a group of 533 outpatients with mild-to-
moderate heart failure. The Magdeburg study [26]
showed that HRT was predictive for total mortality

and heart transplantation in a group of 242 patients
with idiopathic dilated cardiomyopathy. Neverthe-
less, no significance was found which would predict
arrhythmic events in this group of patients. On the
other hand, there are data that the ICD-induced
HRT reaction is predictive for cardiac mortality and
appropriate ICD-discharge in patients with idiopa-
thic dilated cardiomyopathy and an implanted car-
dioverter defibrillator device [27]. In patients with
hypertrophic cardiomyopathy HRT parameters ne-
ither differed from the control group nor proved
predictive for clinical prognosis [28].

Table 1 summarises the predictive value of
HRT parameters in risk stratification in different
subsets of patients.

What are the cut-off values
for predicting outcome?

As shown in the above comparison of TS valu-
es between various post-infarction populations, it
is difficult to define normal values of HRT or the
cut-off values used for risk stratification. Cut-off
values of 0% for TO and 2.5 ms/RR, as proposed by
the authors of the method [2], are widely accepted,
although these were developed following myocar-
dial infarction in patients not treated with modern
strategies. It is probable that other values should
be applied for risk stratification in coronary patients
widely treated with pharmacology and interventio-
nal strategies. Similarly, other values might be used
in patients with non-ischaemic dilated cardiomyopa-
thy or hypertrophic cardiomyopathy. A high number
of false-positive abnormal TO parameters (19%)
defined as over 0% was reported by Grimm et al. [29]
in patients with no structural heart disease. The cut-
off value of 3 ms/RR for TS was proposed as the
optimal stratification value for patients with conge-
stive heart failure [24]. Therefore quartile values,
the lower quartile for TS and upper quartile for TO,
might be considered more adequate [20, 23].

Similarly, no consensus exists on when HRT
parameters should be assessed. Temporal and circa-
dian changes in HRT parameters have been observed.
TS values have been reported to be lowest in the after-
noon hours in coronary in-patients, while no signifi-
cant changes in TO values have been observed [30].
According to Hallstrom et al [31], daytime (8 am –
– 6 pm) ECG recording should be chosen in TS eva-
luation for prognostic purposes. HRT parameter dy-
namics after the acute phase of myocardial infarction
were evaluated in a study by Jokinen et al. [19].
Restoration of blunted TO values was observed in
the 12 months after acute myocardial infarction,
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while TS remained unchanged over this period.
Nevertheless, HRT retained its prognostic value,
assessed either in the early or in the late phases of
myocardial infarction. Changes in HRT values du-
ring the acute phase of infarction were observed in
patients undergoing percutaneous coronary inte-
rvention. Revascularisation resulted in the restora-
tion of HRT parameters assessed within 12 hours of
the procedure when comparison was made with pre-
procedure values, but only in patients who retained
TIMI-3 flow. In patients with TIMI-2 coronary flow
no improvement in HRT was observed [32]. It was
postulated that attenuated microcirculation might be
responsible for this finding. Significant attenuation of
HRT parameters was observed in patients undergo-
ing CABG surgery [33]. Revascularisation significan-
tly attenuated both HRT parameters, which might be
explained by impairment of autonomic nervous fibres
in the course of aorta clamping; a similar mechanism
was postulated to explain postoperative impairment
of the HRV parameters. TO returned to preoperative
values after 12 months, while TS remained attenu-
ated. This observation suggests that HRT should not
be used for risk stratification purposes during the
12 months following CABG surgery.

Other applications of heart rate turbulence

Heart rate turbulence was primarily designed as
a predictor of mortality. However, it has also been used
as a simple marker of autonomic nervous system ba-
lance. An alteration in heart rate dynamics, expressed
as increasing TO after premature atrial beats, was fo-
und in the hours before atrial fibrillation onset, sugge-
sting enhanced vagal activity in this period [34].

Heart rate turbulence was also suggested as an
autonomic nervous system marker in patients with
congestive heart failure. Abnormal HRT parameters
attributed to heart failure were restored by three-
month beta-blocker therapy in ten patients with he-
art failure. The evolution of TS was accompanied by
parallel changes in HRV parameters reflecting pa-
rasympathetic tone [35]. Our own experience (data
not published) showed that HRT may be considered
as a marker of congestive heart failure advancement,
giving insight into haemodynamic changes as well
as changes to the autonomic nervous system.

Clinical and ECG covariates
of heart rate turbulence

Heart rate turbulence has been found to cor-
relate with several clinical (age, LVEF, coexisting
diabetes) and ECG factors (mean heart rate, HRV,

BRS) [36–38]. TS decreases and TO increases with
age. Lower TS values and higher TO values are
observed in patients with decreased LVEF. Age-
related changes might be explained as an effect of
a reduced arterial compliance. Lower HRT parame-
ters are observed in patients with attenuation of the
autonomic nervous system, as in diabetes.

Heart rate turbulence parameters, especially TS,
have been found to correlate with mean heart rate and
the number of VPBs [31, 38]. Patients with a lower
heart rate and a low number of VPBs have steeper
(better) values of TS. Whether this is a purely ma-
thematical relationship or the expression of real lo-
wer risk remains controversial. HRT was also found
to correlate significantly with HRV parameters both
in the time and the frequency domains [38] (Fig. 4).

TS
 [m

s/
R

R
]

TS
 [m

s/
R

R
]

50

50

20

20

10

10

5.00

5.00

2.00

2.00

1.00

1.00

0.50

0.50

50

5020

100

100 200

SDNN [ms]

LF [ms ]2

150

500 1000 2000

200

5000

r = 0.41
p < 0.001

r = 0.66
p < 0.001

Figure 4. Relationship between turbulence slope (TS)
and standard deviation of all RR intervals of sinus rhy-
thm (SDNN) and low frequency power (LF) parameters
[From: Cygankiewicz I et al. Relationship between heart
rate turbulence and heart rate, heart rate variability, and
number of ventricular premature beats in coronary pa-
tients. J Cardiovasc Electrophysiol, 2004; 15: 731–737].
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A strong correlation between TS and low frequency
power may confirm that HRT reflects baroreflex sen-
sitivity.

Heart rate turbulence dependence on heart rate
and number of VPBs and the strong correlations with
baroreflex sensitivity and HRV should not be surpri-
sing, as HRT combines all these factors. Whether
these correlations strengthen or weaken the predic-
tive value of HRT remains controversial. On the one
hand the optimal risk predictor should be independent
overall, while on the other a combination of risk pre-
dictors reflecting different mechanisms participating
in the chain of events leading to sudden death may
increase the positive predictive value and lead to
a more accurate identification of high-risk patients.

Heart rate turbulence assessment:
limitations and questions

Heart rate turbulence is considered one of the
most useful Holter-derived risk predictors. Never-
theless, HRT-based risk assessment has several li-
mitations. The first and most important of these is
that this method is limited only to patients with
a sinus rhythm presenting with a VPB and charac-
teristics which allow for HRT calculation. An ECG
strip, including a VPB with neighbouring 20 RR in-
tervals free of artefacts and other premature beats,
is required for HRT analysis. Additionally, as it is
considered that only a VPB provoking a correspon-
dingly long compensatory pause may trigger the
classical biphasic HRT reaction, different algori-
thms were applied to exclude interpolated VPBs [2].
Therefore a high percentage of patients (ranging
from 20% to 40%) may be encountered in whom,
despite the presence of sinus rhythm and a VPB de-
tected on Holter monitoring, HRT analysis cannot
be performed because of the elimination of all VPBs
by filtering algorithms. Nevertheless, as documen-
ted in the ISAR study, patients with no VPBs on
Holter monitoring had similar survival rates as tho-
se with HRT0 (both parameters normal) [17].

Similarly, no agreement exists on the number
of VPBs required for proper HRT analysis. As pro-
posed by the authors of the method, at least one VBP
is sufficient. However, data exist indicating that HRT
parameter values strongly depend on the number
of VPBs as well as the mean heart rate [31, 38].
Significantly higher values of TS were observed in
patients with fewer than 10 VPBs and in those with
a lower heart rate. Whether this is due to the fact
that patients with fewer VPBs or a lower heart rate
really present a lower risk of death or whether it is
a purely mathematical association is not clear.

Figure 5. Heart rate turbulence parameters and heart
rate. Relationship between mean heart rate (expressed
as mean RR) and turbulence onset (TO) (A), turbulence
slope (TS) (B) and corrected turbulence slope (CTS) (C)
[From: Cygankiewicz I et al. Relationship between heart
rate turbulence and heart rate, heart rate variability, and
number of ventricular premature beats in coronary pa-
tients. J Cardiovasc Electrophysiol, 2004; 15: 731–737].
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Therefore we suggest that HRT should only be calcu-
lated for stratification purposes in patients with
more than 10 VPBs on Holter monitoring.
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Whether HRT should be corrected for heart
rate is a matter of debate. Our own data indicate that
there is a significant correlation between TS and
heart rate, indicating the need for such correction.
It is difficult to propose a universal correction but
one could consider a population-based correction as
an option (Fig. 5).

In summary, heart rate turbulence was esta-
blished as effective method predicting mortality in
patients with cardiovascular disorders. By virtue of
combining predictive value of frequent premature
ventricular beats with predictive value of barore-
flex sensitivity, heart rate turbulence indicates
high-risk subset of patients who might require more
aggressive treatement toward preventing sudden
death (ICD) and/or preventing progression of he-
art failure. Current mostly research use of the me-
thod should be followed by clinical use based on
standard algorithm posted on the HRT website.
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