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Abstract

Introduction: Migraine is a common neurovascular disease characterised with recurrent attacks
by pain-free periods. It has been suggested that both sympathetic and parasympathetic dysfunc-
tions play a role in its pathophysiology. Aim: The aim of our study was to investigate the ECG
changes during attack-free period in children with migraine, in terms of QTc interval, QTc, and
P-wave dispersion to evaluate the autonomic nervous system disturbance. Methods: Sixty
children who were diagnosed with migraine were included as patient group and 50 healthy,
age- and body mass index-matched children who were examined for innocent murmur were
included as control group. The patients’ routine ECG records were screened from the outpatient
clinic files. The durations of P-wave, QT, and QTc intervals and dispersion values and
heart rates (beats/minute) were compared between the patient and control groups. Results:
P maximum and P dispersion were significantly higher, and P minimum was significantly lower
in the migraine group compared with the control group. QT-QTc maximum and QT-QTc
dispersion were significantly higher and QT-QTc minimum was significantly lower in the
migraine group compared with the control group. Conclusion: According to our findings,
although migraine patients were asymptomatic and no arrhythmia was detected in the surface
ECG, sympathovagal balance in the sympathetic system, which may be disrupted in favour of
the sympathetic system, should continue even in the attack-free period, and we should be
careful in terms of serious arrhythmias that may develop in these patients.

Migraine is a common neurovascular disease characterised with recurrent attacks by pain-free
periods.! It has been suggested that both sympathetic and parasympathetic dysfunctions play a
role in its pathophysiology.? Disturbance of the autonomic nervous system (ANS) may affect
atrial and ventricular repolarisation. Disturbed autonomic innervation of the heart may
cause possible ECG changes in patients with migraine.> Changes in these parameters appear
to correlate with the severity of the autonomic dysfunction.*-

QT dispersion has been suggested to be an ECG parameter that reflects the physiological
variability of ventricular repolarisation. Increased QTc interval (corrected QT) and QTc
dispersion have been reported to be indicators of risk for ventricular arrhythmias and sudden
cardiac death in several studies.”® P-wave dispersion has been shown to be related with inho-
mogeneous and discontinuous propagation of sinus node impulses and atrial fibrillation.*0

Cardiac arrhythmias, QTc, and P-wave dispersion during migraine attack have been
reported in studies on adults.!""!? To the best of our knowledge, there is no information about
QTc interval, QT¢, and P-wave dispersion during attack-free period in children with migraine.

The aim of our study was to investigate the ECG changes during attack-free period in
children with migraine, in terms of QTc interval, QTc, and P-wave dispersion to evaluate
the ANS disturbance.

The data of 110 children who were referred to our pediatric cardiology and pediatric neurology
outpatient clinic between March 2014 and June 2018 were retrospectively analysed from the
outpatient clinic records.

Sixty children who were admitted to the pediatric neurology outpatient clinic with a diagnosis of
migraine, according to the International Classification of Headache Disorders, 3rd edition (beta
version) criteria in 2013,'® were included in the study as the patient group. The outpatient clinic
files recorded by the pediatric neurology physician were screened, and patients with detailed
cardiovascular examination reports were included in the study.
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Table 1. Demographic features of the patient and control groups
Control group Patient group p
Sex Female 30 Female 23 0.76
Male 20 Male 37
Age (months) 148.86 + 33.27 147.93 + 38.14 0.28
BMI (kg/m?) 18.76 + 4.11 18.26 + 4.21 0.54
Systolic blood pressure (mmHg) 112.4 +2.03 110.2 £ 1.8 0.55
Diastolic blood pressure (mmHg) 59.2+5.1 58.4 + 4.4 0.59

BMI, body mass index.

Values are presented as mean + standard deviation. The mean difference is significant at the 0.05 level.

Outpatient clinic files recorded by the pediatric cardiologist were
also screened. Fifty healthy, age- and body mass index-matched
children who had normal cardiovascular examination were included
in the study as the control group. Only children who had standard
12-lead ECG information were included in the study.

Children with a known history of cardiovascular disease,
arrhythmias, diabetes, hypertension, obesity, hyperlipidaemia,
metabolic disorders, significant blood chemistry abnormalities,
smoking, congenital or acquired heart disease, renal failure,
chronic inflammatory disease, and those under medical treatment,
especially taking arrhythmogenic medication, were excluded.
A detailed cardiac examination, including ECG evaluation, in
healthy controls and migraine patients, was normal. All the
patients had sinus rhythm in ECG measurement.

The patients’ routine ECG records were screened from the outpa-
tient clinic files. A standard 12-lead ECG is defined as the ECG that
is obtained in supine position at a paper speed of 25 mm/second
and an amplitude of 10 mm/mV (NihonKohden ECG 1250K,
Tokyo, Japan). All of the measurements were performed by the
same pediatric cardiologist, and only the beats with normal sinus
rhythm morphology were used. We used magnifying glass and
compasses to increase sensitivity.

The beginning of the P-wave is defined as the first elevation
from the isoelectric line for the positive waves and depression from
the isoelectric line for the negative waves. The point of return to the
isoelectric line is defined as the end of the P-wave. The longest
P interval is defined as P maximum (milliseconds), and the shortest
P interval is defined as P minimum (milliseconds). The difference
between P-max and P-min durations on the ECG is defined as
P-wave dispersion. For P-wave dispersion, at least three P-wave
durations are averaged.

The distance from the beginning of the Q-wave to the last
point where the T-wave returned to isoelectric line is defined
as the QT interval (milliseconds). If U-waves are present, the
shortest points between the T- and U-waves are accepted as
the end of the T-wave. Biphasic T-waves are measured as the time
of final return to baseline. The longest QT interval is defined as
QT maximum (milliseconds), and the shortest QT interval is
defined as QT minimum (milliseconds). QT dispersion is defined
as the difference between QT maximum and QT minimum on a
standard 12-lead ECG. QTc intervals (milliseconds) are calcu-
lated using Bazett’s formula (QTc = QT interval/,/RR interval).
Patients whose QTc interval could be calculated in at least eight
leads were included.
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All measurements were done by the same experienced pediatric
cardiologist. The durations of the P-wave, QT, and QTc¢ intervals
and dispersion values and heart rate (beats/minute) were
compared between the patient and control groups.

Statistical data were evaluated using the Statistical Package for the
Social Sciences for Windows software package (version 15.0; SPSS
Inc., Chicago, IL, USA). Descriptive statistical methods (mean +
standard deviation) were used for the assessment of data.
Student’s t-test for the comparison of dual groups and chi-square
test for the comparison of qualitative data were employed. P values
<0.05 were considered statistically significant.

Sixty children diagnosed with migraine (23 males, 37 females;
mean age 147.93 + 38.14 months; range 76-204 months) (patient
group) and 50 healthy children (20 males, 30 females; mean age
148.86 + 33.27 months; range 77-205 months) (control group)
were enrolled. None of the subjects in both the patient and control
groups reported a family history of arrhythmias. Transthoracic
echocardiography and 12-lead ECG were normal in all children.
None of the patients were receiving any treatment. No significant
difference was detected between the patient and control groups in
terms of age, sex, and body mass index. The demographic features
of the patient and control groups are presented in Table 1.

P-wave, QT, and QTc interval durations and dispersion param-
eters, and heart rate values (beats/minute) were compared between
the patient and control groups (Table 2).

P maximum was significantly higher and P minimum was
significantly lower in the patient group compared with the control
group (p < 0.001 and < 0.001, respectively). P-wave dispersion was
significantly higher in the patient group as well (p < 0.001).

QT and QTc maximum were significantly higher, and QT
and QTc minimum were significantly lower in the patient group
(p < 0.001, <0.001; and p < 0.001, p = 0.005, respectively). QT
and QTc dispersions were significantly higher in the patient group
as well (p < 0.001, <0.005, respectively).

Resting heart rate (beats/minute) was found to be significantly
higher in children with migraine as well (p < 0.001).

It has been suggested that both sympathetic and parasympathetic
dysfunctions play a role in migraine pathophysiology.? Disturbed
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Table 2. Comparison of ECG parameters between the patient and control
groups

Control group Patient group p
Heart rate/minute 76.80 + 14.65 104.49 £ 20.44 <0.005
P duration (minimum), ms 70.31 £ 7.35 62.21 + 8.84 <0.001
P duration (maximum), ms 95.35 + 8.09 110.33 £ 6.09 <0.001
P dispersion, ms 23.851 + 12.06 48.26 + 9.86 <0.001
QT (minimum), ms 314.19 £ 9.49 307.68 + 10.44  <0.001
QT (maximum), ms 347.68 + 8.31 358.37 +16.37  <0.001
QT dispersion, ms 33.62 + 6.55 50.72 £ 10.11  <0.001
QTc (minimum), ms 337.65 + 11.79 361.61 + 11.65 <0.005
QTc (maximum), ms 389.60 + 14.61 400.75 + 13.8 <0.001
QTc dispersion, ms 37.57 + 14.6 48.13 +12.04 <0.005

ms, millisecond; QTc, corrected QT.
Values are presented as mean + standard deviation. The mean difference is significant at the
0.05 level.

autonomic innervation of the heart may cause possible ECG
changes in patients with migraine, and changes in these parameters
appear to correlate with the severity of the autonomic dysfunc-
tion.?~¢

Previous studies on adults'! have reported ECG changes, such
as sinus bradycardia, ventricular extrasystoles, and non-specific
ST-T segment changes, during migraine attacks and migraine-free
period. Aygun et al.'* reported prolonged QTc interval during
migraine attacks. A study by Appel et al.'* showed increased sym-
pathetic activity and decreased parasympathetic activity in patients
with migraine.

To the best of our knowledge, there are no studies evaluating the
ECG aspects of pediatric patients with migraine during attack-free
period.

It has been shown that QT dispersion is an ECG parameter that
reflects the physiological variability of ventricular repolarisation,
and prolonged QTc interval and QTc dispersion have been
reported to be an indicator of risk for ventricular arrhythmias
and sudden cardiac death in several studies.”® Also, P-wave
dispersion has been shown to be related with inhomogeneous
and discontinuous propagation of sinus node impulses and atrial
fibrillation.”1°

In our study, during the attack-free period, mean QT and mean
QTc dispersion (50.72 + 10.11, 48.13 + 12.04 ms, respectively) in
children with migraine were significantly higher compared with
the control group. QT dispersion >40 ms was reported to have
88% sensitivity and 57% specificity for the development of ven-
tricular repolarisation heterogeneity and is considered a marker
for the prediction of inducibility of sustained ventricular tachy
cardia.'® In our study we found a significant decrease in the mini-
mum (QT and QTc¢) intervals and increase in the maximum
(QT and QTc) intervals in the migraine group. We assumed that
these findings are related to sympathetic hyperactivity that can be
seen even during the attack-free period in migraine patients. Heart
rate values were significantly higher in the migraine group. This
finding also represents sympathetic hyperactivity, which is known
to be a factor affecting changes in QT and QTc¢ intervals.'®

In our study, children with migraine showed significantly lower
duration of P minimum and significantly higher duration of
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P maximum and P dispersion compared with the control group.
It has been shown that P dispersion >40 ms is a marker of the risk
of atrial arrhytmias.!” So, we thought that these patients have
increased sympathetic activity and impaired sympathovagal
balance even during an attack-free period, and these changes
can suggest a risk for atrial arrhythmias.

Long-term follow-up of patients with migraine for arrhythmias
is needed.

According to our findings, although the patient group was
asymptomatic and no arrhythmias were detected in their surface
ECG, sympathovagal balance disrupted in favour of the sympa-
thetic system continued even during the attack-free period, and
we should be careful in terms of serious arrhythmias that may
develop in these patients.
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