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Abstract
IncreasedQT /RR and Tpe/RR slopes have been shown

to be independent predictors of sudden cardiac death
(SCD) when analyzed over a 24-hour ECG recording. The
circadian influence on theQT /RR slope is well-known but
it has never been tested on the Tpe/RR slope. This work
studied the inter-individual variability of the curvature and
slope of QT /RR and Tpe/RR, as well as their circadian
pattern in women and men. Holter ECG recordings of 385
patients with chronic heart failure (CHF) from the “MU-
SIC” database were analyzed. ECGs were delineated us-
ing a single-lead procedure over the first principal compo-
nent lead derived to emphasize the T-wave. RR, QT and
Tpe series were obtained and for each patient, a regression
equation was fitted, where γ is theQT /RR or Tpe/RR cur-
vature, and Δ is the slope of the regression pattern eval-
uated at the medium RR value. The median (IQR) slope
was ΔQT = 0.194 (0.11), and ΔTpe = 0.018 (0.04). The
median (IQR) curvature was γQT = 0.993 (0.17) and γTpe
= 1.000 (0.04), respectively. The circadian pattern modu-
lated the QT /RR and Tpe/RR curvature and slope, with
statistically significant differences between day and night
for QT /RR slope. No statistically significant differences
in gender were found in this study. According to the re-
sults in this work, the time of the day should be considered
when using QT /RR slope for SCD risk prediction, but the
Tpe/RR slope is less sensitive to the circadian pattern.

1. Introduction
The QT interval and its correction for heart rate

(HR), QTc, are the most extensively used indices of ven-
tricular repolarization, but other T-wave-based electrocar-
diogram (ECG) indices have been investigated, including
the interval between the T-wave peak and the T-wave end
(Tpe) [1]. Increased QT /RR and Tpe/RR slopes have
been shown to be independent predictors of sudden car-
diac death (SCD) in patients with chronic heart failure

(CHF) [2, 3]. The majority of previous studies investi-
gated the QT /RR and Tpe/RR relationships by means of
fixed regressions between simultaneously measured QT ,
Tpe and RR intervals. However, the QT /RR and Tpe/RR
patterns do not necessarily follow the same regression re-
lationship in different subjects. A recent study proposed
numerical measurements of the curvatures of QT /RR and
Tpe/RR patterns, after compensation forQT hysteresis ef-
fects [3, 4].

The circadian pattern has shown to be a strong mod-
ulator of ventricular repolarization, with previous studies
demonstrating that the slope of the regression line between
QT andRR intervals is steeper during the day than at night
[5], and higher in women than in men [6, 7].

In this work, we study the inter-individual variabil-
ity of the curvature and slope parameters of the QT /RR
and Tpe/RR patterns, as well as their circadian pattern in
women and men with CHF.

2. Materials and Methods
2.1. Materials

Consecutive patients with symptomatic CHF corre-
sponding to New York Heart Association (NYHA) classes
II and III were enrolled in the MUSIC (MUerte Súbita en
Insuficiencia Cardiaca) study, a prospective, multicenter
study designed to assess risk predictors for cardiovascu-
lar mortality in ambulatory CHF patients [8]. A two- or
three-lead Holter ECG sampled at 200 Hz was recorded in
each patient at enrolment. No medications were withdrawn
during the Holter monitoring. The study protocol was ap-
proved by institutional investigation committees and all pa-
tients gave written informed consent.

The study population consisted of 625 patients but
only 385 had ECG signal in every 6-hour segment consid-
ered for the circadian analysis. Therefore, the sample pop-
ulation consisted of 385 patients with sinus rhythm (243
men and 107 women) aged 18 to 89 years (mean 63 ± 12
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Figure 1. Histogram of slope (a) and curvature (b) values, and their scatter diagram (c) for QT /RR (blue) and Tpe/RR
(green) regression patterns.

years).

2.2. Methods
2.2.1. ECG preprocessing and delineation

Preprocessing of the ECG signals included low pass
filtering at 40 Hz to remove electric and muscle noise, cu-
bic splines interpolation for baseline wander removal and
ectopic beats detection.

Principal Component Analysis was applied over the
three leads to emphasize the T-wave and improve delin-
eation [3]. The first principal component was delineated
using a single-lead technique [9] and, from the delineation
marks, the RR, QT and Tpe interval series were obtained
and subsequently interpolated at a sampling frequency fs

= 1 Hz.

2.2.2. Curvatures and slopes from ECG seg-
ments with unstable heart rate

To cope with measurements preceded by unstable
HR, a previously proposed individual-specific model was
used to quantify the hysteresis of QT and Tpe rate adap-
tation [10]. For this purpose, the 400-s history of RR in-
tervals preceding each QT or Tpe interval measurement
was obtained. Each time that the RR interval durations
or HR are presented in the following text, the hysteresis
compensated values are shown. Therefore, every QT or
Tpe measurement is linked to its corresponding hysteresis-
compensated RR value.

In order to quantify the curvature of the individual
QT /RR and Tpe/RR patterns, the data of each subject
were fitted with a non-linear regression function of the
form [4]:

QT [i] = χ+ φ(1−RR[i]γ), (1)

where QT [i] and RR[i] are individual QT and RR mea-
surements, for each second “i”, respectively, and γ is the
numerical characteristic of the QT /RR curvature [4]. The

Figure 2. Circadian pattern of the curvature of QT /RR
(a) and Tpe/RR (b).

same regression formula was applied to the Tpe interval
series. χ and φ were derived from linear regression anal-
ysis and γ was optimized such that the regression leaded
to the lowest residual error by using the so-called golden
cut algorithm [4, 11], using the whole recording for each
series of measurements in each subject independently, or,
for the circadian pattern analysis, using 6-hour segments
with a 3-hour overlapping.

The slope of theQT /RR and Tpe/RR pattern can be
obtained via the derivative of equation (1) with respect to
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RR[i]:

Δ[i] = −φγRR[i](γ−1) (2)

Previously [3],Δ was shown to be predictor of SCD
when evaluated at the averaged RR duration of the com-
plete recording (RR = RR). In this study, the slope was
also evaluated at RR = RR.

2.2.3. Statistical Analysis
Data are presented as median (IQR). In figures,

data are presented as median (95% confidence interval).
Day and night comparisons were performed by Mann-
Whitney’s U-test. Statistical significance was considered
as p<0.05.

3. Results and Discussion
3.1. Inter-individual variability in 24 hours

The median (IQR) value of the curvature forQT /RR
was γQT = 0.993 (0.17), and for Tpe/RR was γTpe = 1.000
(0.04). These values were ΔQT = 0.194 (0.11) for QT /RR
slope and ΔTpe = 0.025 (0.004) for Tpe/RR slope.

The histograms of slope and curvature distributions
showed non-normally distributed values (Figure 1). The
curvature of QT /RR and Tpe/RR showed that the regres-
sion QT /RR and Tpe/RR patterns are not very different
from a line in CHF patients, as opposed as in [4], where
the curvature parameter spanned a wider range. The val-
ues of slopes showed higher inter-individual variability.

3.2. Analysis of circadian pattern
Figures 2 and 3 show the circadian modulation of

the curvature and slope, respectively, for QT /RR and
Tpe/RR, where the horizontal axis shows the central hour
of the 6-hour analyzed segment. The “15:00” hour was
chosen as the “day” segment and the “03:00” hour as the
“night” segment, for statistical comparison.

The curvature of both QT /RR and Tpe/RR regres-
sion patterns changed along the time of the day, with lower
values at night than during the day. However, no statisti-
cally significant values were found between day and night
(Table 1).

In accordance with [6], the values of slope for
QT /RR were higher during the day than at night, with
these day-night differences for ΔQT being statistically sig-
nificant (Table 1). The slope of Tpe/RR did not follow a
circadian pattern as clearly as the slope of QT /RR did,
with flatter values at night and steeper values during the
day, but not reaching the statistical significance.

Considering the value of QT /RR and Tpe/RR slope
in predicting SCD [2,3], the peak observed at 06:00 h (Fig-
ure 3) would indicate a higher incidence of cardiac arrhyth-
mias and SCD in the morning hours, as suggested by pre-
vious studies [12].

Figure 3. Circadian pattern of the slope ofQT /RR (a) and
Tpe/RR (b).

day night p-value
γQT 0.999 (0.06) 0.998 (0.08) 0.130
ΔQT 0.183 (0.13) 0.161 (0.11) 0.003
γTpe 1.000 (0.02) 1.000 (0.02) 0.238
ΔTpe 0.023 (0.04) 0.019 (0.04) 0.181

Significant differences between day and night are indicated in bold.

Data are represented as median (IQR).

Table 1. Circadian modulation of QT /RR and Tpe/RR
curvature and slope.

3.3. Gender differences
Females had QT /RR and Tpe/RR regression pat-

terns more curved than men both during the day and at
night (Table 2), but this difference did not reach statisti-
cal difference (Figure 4). The slope for QT /RR regres-
sion pattern was higher in women, as suggested by [7],
but without reaching significant levels. Tpe/RR slope was
mildly steeper during the day and flatter at night in females
than in males.

4. Conclusions

The curvature parameter, measured using 24-hour
Holter ECG showed that CHF patients have almost linear
QT /RR and Tpe/RR regression patterns. The circadian
pattern modulated the QT /RR and Tpe/RR curvature and
slope, with statistically significant differences between day
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Figure 4. Circadian pattern of the curvature of QT /RR
(a) and Tpe/RR (b) in women (black) and men (red).

Women Men p-value
γQT

Day 0.997 (0.08) 0.999 (0.05) 0.569
Night 0.996 (0.11) 0.998 (0.07) 0.959

ΔQT
Day 0.194 (0.11) 0.176 (0.13) 0.167
Night 0.167 (0.14) 0.159 (0.09) 0.331

γTpe
Day 1.000 (0.02) 1.000 (0.02) 0.330
Night 1.000 (0.02) 1.000 (0.01) 0.655

ΔTpe
Day 0.026 (0.06) 0.022 (0.04) 0.872
Night 0.017 (0.05) 0.020 (0.03) 0.448

Significant differences between day and night are indicated in bold.

Data are represented as median (IQR).

Table 2. Gender differences for day and night values of
QT /RR and Tpe/RR curvature and slope.

and night for QT /RR slope. No statistically significant
differences in gender were found in this study. According
to the results in this work, the time of the day should be
considered when usingQT /RR slope for SCD risk predic-
tion, but the Tpe/RR slope is less sensitive to the circadian
pattern.

Acknowledgements
This work was supported by projects TEC2013-42140-R and

TIN2013-41998-R from Spanish Ministry of Economy and Competitive-

ness (MINECO), Spain and performed inside BioSignal Interpretation
and Computational Simulation (BSICoS) group. J. R. acknowledges the
financial support of Centro de Investigación Biomédica En Red (CIBER).
E.P. acknowledges the financial support of Ramón y Cajal program from
MINECO.

References
[1] Couderc J, Zhou M, Sarapa N, Zareba W. Investigating the

effect of sotalol on the repolarization intervals in healthy
young individuals. J Electrocardiol 2008;41(6):595–602.

[2] Pathak A, Curnier D, Fourcade J, Roncalli J, Stein P, Her-
mant P, Bousquet M, Massabuau P, Sénard J, Montastruc J,
Galinier M. QT dynamicity: a prognostic factor for sudden
cardiac death in chronic heart failure. Eur J Heart Fail 2005;
7(2):269–75.

[3] Ramı́rez J, Laguna P, Bayés de Luna A, Malik M, Pueyo
E. QT/RR and T-peak-to-end/RR curvatures and slopes
in chronic heart failure: Relation to sudden cardiac
death. Journal of Electrocardiology 2014;In Press. DOI:
10.1016/j.jelectrocard.2014.08.013.

[4] Malik M, Hnatkova K, Kowalski D, Keirns J, van Gelderen
E. QT/RR curvatures in healthy subjects: sex differences
and covariates. Am J Physiol Heart Circ Physiol 2013;
305(12):H1798–806.

[5] Browne K, Prystowsky E, Heger J, Chilson D, Zipes D. Pro-
longation of the Q-T interval in man during sleep. Am J
Cardiol 1983;52(1):55–9.

[6] Extramiana F, Maison-Blanche P, Badilini F, Pinoteau J,
Deseo T, Coumel P. Circadian modulation of QT rate de-
pendence in healthy volunteers: gender and age differences.
Journal of Electrocardiology 1999;32(1):33–43.

[7] Sredniawa B, Musialik-Lydka A, Jarski P, Kalarus Z, Polon-
ski L. Circadian and sex-dependent QT dynamics. Pacing
Clin Electrophysiol 2005;28 Suppl 1:S211–6.

[8] Vázquez R, Bayés-Genı́s A, Cygankiewicz I, Pascual-Figal
D, Grigorian-Shamagian L, Pavon R, Gonzalez-Juanatey J,
Cubero J, Pastor L, Ordonez-Llanos J, Cinca J, de Luna AB.
The MUSIC Risk score: a simple method for predicting
mortality in ambulatory patients with chronic heart failure.
European Heart Journal 2009;30:1088–1096.

[9] Martı́nez J, Almeida R, Olmos S, Rocha A, Laguna P.
A wavelet-based ECG delineator: Evaluation on standard
databases. IEEE Transactions on Biomedical Engineering
2004;51:570–581.

[10] Malik M, Hnatkova K, Novotny T, Schmidt G. Subject-
specific profiles of QT/RR hysteresis. Am J Physiol Heart
Circ Physiol 2008;295(6):H2356–63.

[11] Press W, Teukolsky S, Vetterling W, Flannery B. Numerical
Recipes in C. The Art of Scientific Computing. 1992.

[12] Valladares E, Eliammal S, Motivala S, Ehlers C, Irwin M.
Sex differences in cardiac sympathovagal balance and vagal
tone during nocturnal sleep. Sleep Med 2008;9(3):310–6.

Address for correspondence:
Julia Ramı́rez
c/ Mariano Esquillor s/n, Lab. 04.0.04, Zaragoza, Spain
Julia.Ramirez@unizar.es

176




