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1. Introduction

Electrocardiographic  changes  were  mentioned  in  several  noncardiac  diseases,  due  to
multiple mechanisms: changes of the position of the heart, autonomic imbalance, hormo‐
nal  abnormalities,  interposition  of  fluid  or  tissue  between  the  heart  and the  electrodes,
increased blood pressure, cardiomyopathy of systemic diseases, electrolyte imbalances, or
due to therapy [1, 2].

A  prolonged  ECG  QT  interval  and  an  increased  QT  dispersion  (QTd,  the  difference  be‐
tween the longest  and shortest  QT interval  duration in  all  12  standard ECG leads),  are
markers of ventricular arrythmia risk. Sudden cardiac death, a major public health problem,
is caused, mainly, by ventricular fibrillation [3].

Besides a prolonged QT interval, longer than 450 ms in male and 460 ms in female [4], late
ventricular  potentials  (LVPs),  which  are  low  amplitude  and  high  frequency  waveforms,
appearing in the terminal part of the QRS complex, and are markers of an electrophysiolog‐
ical  substrate  for  reentry  ventricular  arrythmias  in  a  diseased  myocardium,  were  also
detected in several extracardiac diseases using signal averaged ECG [5].

Standard 12-lead ECG provides a bedside snapshot of the electrial activity of the heart, but
Holter electrocardiogarphy enables detection of episodes of arrhythmia and evaluate therapeu‐
tic interventions [6].

2. Objective

The aim of the present chapter was to provide a concise overview of available data regarding
epidemiology  and  pathophysiology  of  ventricular  arrhythmias  in  several  noncardiac
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diseases, to mention the main methods used to assess arrhythmia risk, as well as to elucidate
their  relation  to  long-term  outcome.  Dyslipidemia,  obesity,  diabetes  mellitus,  liver,
hematologic, neurologic and psychiatric disorders, are discussed.

3. Dyslipidaemia and ventricular arrhythmia risk

Elevated LDL cholesterol was associated with all manifestations of coronary artery disease
including sudden cardiac death [7]. Hypercholesterolemia is not only atherogenic, but is also
associated  with  autonomic  imbalance,  alteration  of  the  contractile  properties  of  the
myocardium, increased oxidative stress and ventricular electrophysiological remodeling [8,
9]. Myocardial electrical remodeling due to hypercholesterolemia caused prolonged action
potential  durations,  longer  QTc (heart  rate  corrected QT interval  durations),  conduction
slowing and increased repolarization dispersion [9, 10].

Several  clinical  and  autopsy  studies  demonstrated  an  association  between  elevated
cholesterol levels and sudden cardiac death [11, 12].  Gualdiero et al.  reported a positive
correlation  between  cholesterol  level,  QT dispersion  and premature  ventricular  contrac‐
tions in patients with isolated hypercholesterolemia, and normalization of serum cholester‐
ol  and QT dispersion and improvement of  ventricular  ectopic  activity,  with simvastatin
[13]. Szabo et al. found significant correlations of QT interval duration and QT dispersion
with total and LDL cholesterol, triglycerides and apoplipoprotein B, respectively, in patients
with type IIb hyperlipoproteinemia, without myocardial ischemia, suggesting a direct effect of
hyperlipidemia on ventricular repolarization [14]. LDL increases the cholesterol to phospho‐
lipid ratio in the cell membrane, enhancing membrane rigidity and impairing functionali‐
ty of the ion channels and ventricular repolarization [14, 15]. Ventricular repolarization is
reflected by the QT interval on the ECG, which is regulated mainly by potassium chan‐
nels.  On  the  other  hand,  type  II  hyperlipoproteinemia  is  characterized  by  accelerated
atherosclerosis, related to small dense LDL synthesis.

It  was  also  hypothesized  that  hypercholesterolemia  causes  repolarization  abnormalities,
probably, by beta or IK channel phosphorylation mediated mechanisms [9]. Hypercholester‐
olemia  causes  also  endothelial  dysfunction,  with  impaired  microvascular  vasodilatation,
facilitating vasoconstriction, and electrical heterogeneity and extrasystolic activity [13]. The
increase in the QT interval duration in cholesterol fed rabbits was lesser if L-Arginine was
supplemented,  suggesting  a  beneficial  role  of  L-Arginine  (a  nitric  acid  precusror)  in
hypercholesterolemia  induced  repolarization  characteristics  [9].  L-Arginine  increases
endogenous nitric oxide, which may activate ATP dependent K channels, shortening the
action potential [9].

Late ventricular potentials  were detected in patients with high and moderately elevated
serum cholesterol [5, 16].
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Statins  have  antiarrhythmic  properties,  exhibiting  a  protective  effect  against  the  occur‐
rence of ventricular arrhythmias and atrial fibrillation, in addition to their lipid-lowering
and anti-atherogenic  effects  [5,  12,  13,  17,  18].  The main mechanisms explaining,  proba‐
bly,  the  antiarrhythmic  properties  of  statins  are  as  follows:  prevention  of  ischemia-in‐
duced electrophysiological effects that predispose to ventricular arrhythmias and ischemia-
induced oxidative  stress,  decrease in  ischemia-induced myocyte  hypertrophy,  reverse  of
neural  remodeling  induced  by  hypercholesterolemia,  increase  of  heart  rate  variability,
decrease of QT interval duration and variability, reversion of electrophysiological remodel‐
ing  induced  by  hypercholesterolemia,  increase  in  parasympathetic  tone,  changes  in
transmembrane  ion  channel  properties,  decrease  of  the  incidence  of  late  ventricular
potentials [10, 12].

4. Ventricular arrhythmias in obesity and eating disorders

Morbid obesity  was associated with high rates of sudden cardiac death [19, 20]. Lalani et
al. reported a high prevalence of abnormal signal averaged ECGs in obese without known
cardiovascular  disease  [20].  An  increased  QT  dispersion  was  found  in  obese  women,
associated with left ventricular hypertrophy [21] and prolonged QT intervals were measured
in obese patients [22-24]. Several mechanisms explain the high sudden cardiac death risk
in obese,  including: parasympathetic withdrawal,  conduction abnormalities,  cardiomyop‐
athy of obesity with cardiomegaly and myocyte hypertrohy, lipotoxicity of the myocardi‐
um induced by free fatty acids, released from hypertrophied adipocytes in obese persons
with myocardial steatosis, structural heterogeneity due to fatty infiltration of the heart, focal
myocardial  disarray,  fibrosis and mononuclear cell  infiltration [5,  19,  20,  25,  26].  Prema‐
ture ventricular contractions (PVCs) are very prevalent in obese [27] and sudden cardiac
death risk is increased in obese compared to normal weighted survivors of a myocardial
infarction [28].

Weight loss causes a shortening of the QT interval, correlated with diastolic blood pressure
decrease, and changes in time and frequency domain parameters of heart rate variability,
with  recovery  of  the  physiological  autonomic  control  (increase  in  parasympathetic  and
reduction in sympathetic indices [29].

QT prolongation, signal averaged ECG abnormalities and late ventricular potentials were
reported  in  eating  disorders,  including  both  anorexia  and  bulimia  nervosa  [30].  Bulimia
nervosa, an eating disorder characterized by binge eating and purging, was associated with
QT interval  prolongation,  related to  electrolyte  imbalances,  especially  hypokalemia  [31].
Anorexia  nervosa  carries  the  highest  mortality  of  any  psychiatric  disorder,  very  often
attributable  to  sudden  cardiac  death.  Delayed  cardiac  repolarization  and  QT  prolonga‐
tion, not correlated with disease severity, were reported [32]. Any patient with an eating
disorder should undergo standard 12-lead ECG.
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Disease Mechanisms
Methods and

arrhythmia

Obesity

parasympathetic withdrawal, conduction abnormalities,

cardiomyopathy of obesity, lipotoxicity of the

myocardium induced by free fatty acids, structural

heterogeneity due to fatty infiltration of the heart, focal

myocardial disarray, fibrosis, mononuclear cell infiltration

SAECG

QTd

QT

PVCs

Hypercholesterolemia
autonomic imbalance, endothelial dysfunction, oxidative

stress, impaired functionality of ion channels

QTc

QTd

LVPs

PVCs

Anorexia nervosa,

Bulimia nervosa
electrolyte imbalances (hypokalemia) QT, LVPs

Diabetes mellitus

autonomic imbalance, oxidative stress, increased cytosolic

calcium, increased Na current, hyperinsulinemia,

insulinresitance, hypokalemia

QT,

QTd

LVPs

Liver cirrhosis

cirrhotic cardiomyopathy, cardiac ion channel

remodeling, electrolyte imbalances, impaired autonomic

function

QT

Stroke, Subarachnoid hemorrhage

cardiac autonomic imbalance, neural interventions,

norepinephrine, calcium influx, myocytolysis,

hypokalemia, concomitant myocardial ischemia and heart

failure, risk factors for coronary heart disease, aging,

inflammation, Takotsubo cardiomyopathy

QT

QTd

VT, R/T, VF, Vf

Holter monitoring

Intracranial hemorrhage intraventricular blood, hydrocephalus
QTc

PVCs, TdP

Neuromuscular disorders
cardiomyopathy, diffuse cardiac fibrosis and fatty acid

infiltration, myocyte degeneration

QTcd, JTcd

QTc, LVPs

Parkinson’s disease

autonomic disturbance (intrinsic or iatrogenic),

cardiovascular comorbidities, electrolyte imbalances,

degeneration of cardioselective neurons

QT

Epilepsy

sympathovagal imbalance, impaired cardiac

repolarization, dysfunction of cortical networks, ictal

hypoxemia and hypercapnia, stress hormones,

cardiorespiratory interactions, fibrosis (perivascular,

interstitial)

QT

QTd

LVPs

PVCs

Anemia

left ventricular hypertrophy, sympathetic nervous system

activation, oxidative stress, chronic inflammation,

decreased myocardial oxygen supply

QT

QTd

LVPs

Table 1. Mechanisms of ventricular arrhythmias and methods used to assess sudden cardiac risk in some extracardiac
diseases
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5. Glucose metabolism disorders and ventricular arrhythmia risk

Several studies associate diabetes mellitus and hyperglycemia with sudden cardiac death,
related to QT interval prolongation, appearance of late ventricular potentials, impaired
depolarization and repolarization, enhanced sympathetic activity, oxidative stress, increased
cytosolic calcium content, defective phosphoinositide 3-kinase signaling with increased
persistent sodium current, premature and accelerated atherosclerosis, transient hypoglycemic
episodes due to drug therapy, duration of diabetes, and renal failure, as target-organ damage,
causing electrolyte imbalances [5, 33-36]. QT interval prolongation and increase of QT
dispersion are predictive for sudden cardiac death in patients with type 1 and 2 diabetes
mellitus [37]. QT interval duration was independently associated with glycated hemoglobin in
patients with type 1 diabetes mellitus [38], and hyperinsulinemia and insulinresistance can
contribute to QTc prolongation [39]. Li et al found a high prevalence of prolonged QTc
intervals, and low height, high waist circumference, increased diastolic blood pressure levels,
high postprandial glucose levels, high fasting insulin and presence of microalbuminuria, as
risk factors for QTc prolongation among Chinese patients with type 2 diabetes mellitus [40].

Stress hyperglycemia on admission was found to be a predictor of mortality and arrhythmias in
patients with acute myocardial infarction and could be used in the stratification of risk in these
patients [5, 41, 42]. An independent association between hyperglycemia and prolonged QTc
and increased QT dispersion was found in healthy, nondiabetic subjects [39].

Severe hypoglycemia is also associated with ventricular repolarization abnormalities, prolon‐
gation of the QT interval, and ventricular arrhythmias [35]. QTc interval prolongation was
observed during the episodes of sever hypoglycemia compared to the recovered stage, in
patients with type 2 diabetes mellitus, associated with increase in serum catecholamines,
altered neural regulation and hypokalemia [43, 44]. The likelihood of ventricular arrhythmias
is increased, particularly when hypoglycemia occurs in a patient with autonomic neuropathy
[35]. Sudden nocturnal death in young people with type 1 diabetes could be due to cardiac
arrhythmias induced by hypoglycemia [45]. Hypokalemia, caused by hyperinsulinemia and
intracellular shift of potassium, could explain the altered cardiac repolarization during the
episodes of hypoglycemia [43].

6. Liver diseases and ventricular arrhythmia risk

Several cardiac problems have been reported in patienst with liver cirrhosis, including chro‐
notrope incompetence, cardiomyopathy and prolonged QT intervals, proportional to the
Child-Pugh class [46]. A prolonged QT interval represents the most common electrocardio‐
graphic (ECG) finding in patients with liver cirrhosis and is the electrophysiological hallmark
of “cirrhotic cardiomyopathy” [47, 48, 49 ]. Cirrhotic cardiomyopathy can appear in all forms
of cirrhosis and includes systolic and diastolic dysfunction and electrophysiological abnor‐
malities, in the absence of any known cardiac disease [48]. Cardiac ion channels remodeling
has been noticed in patients with liver cirrhosis, with impaired K and Ca channels, due to
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endotoxins and increased biliary acids, which alter beta-adrenoreceptor, G protein and ionic
channels in patients with cholestasis [46].

QT prolongation in liver pathology was first described in alcoholic liver diseases [50]. Alcohol
effects on life-threatening arrhythmias correlate directly with the amount and duration of
alcohol intake; even small quantities are significant in susceptible individuals [35]. Further
studies reported prolonged QT intervals in patients with primary biliary cirrhosis and other
chronic non-alcoholic liver diseases, related to the severity of the autonomic neuropathy, and
could detect patients with increased cardiovascular risk [51]. QT interval prolongation was
related to the pathophysiology of cirrhosis itself and not to a specific cause of cirrhosis [52].
Prolonged QTc intervals were related to the presence of portal hypertension, including mild
portal hypertension, and liver dysfunction [53]. Genovesi et al. reported significant correla‐
tions between QTc and each of the following: plasma calcium level, portal hypertension, and
the hepatic venous pressure gradient [47]. Liver disease severity, alcoholic etiology, and serum
uric acid were associated with prolonged QT interval in patients with liver cirrhosis, according
to another study [48]. Liver transplantation may revert cardiac dysfunction [54] and prolonged
QTc returns to normal values, in most of the patients, after liver transplantation, suggesting
that liver disease may not be the only factor in the pathogenesis of prolonged QTc [52, 55].
Acute gastrointestinal bleeding was found to further prolong QTc in patients with liver
cirrhosis, and QTc prolongation predicted bleeding induced mortality [56].

Concluding, the mechanisms by which liver cirrhosis affects ventricular repolarization are as
follows: electrolyte imbalances, impaired autonomic function, subclinical cardiomyopathy,
reduced β-adrenoreceptor function, postreceptor pathway defects, altered physical properties
of myocyte plasma membrane, elevated levels of cardiotoxins, ion channel remodeling,
portosystemic shunting and systemic circulatory disturbances [46-48, 53, 54, 57].

The clinical significance of QT prolongation in liver cirrhosis is unclear, considering that
sudden cardiac death and torsades de pointes are rare [58].

QTc interval was also measured in patients with chronic hepatitis C, showing non-significant
increases six months after starting combination therapy with pegylated interferon and
ribavirin, in order to achieve sustained virological response [59].

7. Cerebrogenic arrhythmias and ventricular arrhythmia risk in neurologic
diseases

Cardiac diseases are a well-known stroke risk factors and complicate stroke outcome [60].
Cardiac arrhythmias and electrocardiographic abnormalities are frequently observed after
acute cerebrovascular events, even in the absence of structural heart disease [61]. With
improved survival after major cardiovascular events and aging of the population, stroke
followed by myocardial infarction and arrhythmias will be an increasing clinical entity in the
coming decades [60]. The neurologic event is the main cause of death only in the first week
after stroke [62]. After the first year, cardiovascular diseases are the main cause of death in
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stroke patients [63]. Atrial fibrillation, the most common arrhythmia in clinical practice, is a
major risk factor for embolic stroke [60, 64]. Stroke and subarachnoid hemorrhage cause other
cerebrogenic ECG findings as well, prolong the QT interval, increase QT dispersion and
ventricular arrhythmia risk, mainly due to an autonomic nervous system dysregulation [1, 61,
65, 66 ]. Large, inverted T waves following a prolonged QTc interval, common after subar‐
achnoid hemorrhage, are often termed as “cerebral” or “neurogenic” [67]. Brady- and tachyar‐
rhythmia, including polymorphic ventricular tachycardia (PVT), have been also described in
the setting of neurologic injury [68]. The greatest risk of arrhythmias is, probably, within the
first 24 h after stroke, with a marked decline in time [69]. Activation of both sympathetic and
parasympathetic systems has cumulative effect in the development of arrhythmias and
myocardial damage after cerebral incidents, and the damage of the hypothalamic, insular, and
brainstem region is crucial for the genesis of cardiac arrhythmias, due to neural connections
with other cortical sites and the autonomic nervous system [61]. Sander et al, found increased
norepinephrine levels in patients with insular infarction, significantly related to adverse
outcome and QTc [70]. The sympathetic system has a major role in the pathogenesis of
hypokalemia and may indirectly result in QTc prolongation after subarachnoid hemorrhage
[61]. Probably constant catecholamine stimulation of beta-adrenoreceptors linked to mem‐
brane Na+/K+-ATPases causes a potassium influx, resulting in hypokalemia, and thus precip‐
itating ventricular arrhythmias [62]. Both reduced heart-rate variability (HRV) and impaired
baroreceptor reflex sensitivity (BRS) suggest impaired physiological central and cardiac
autonomic reflex function [62]. Ventricular arrhythmogenesis following stroke, related to the
cardiac autonomic imbalance is explained by two hypotheses [62]. The first involves damage
to central nervous structures controlling the autonomic nervous system, resulting in sympa‐
thetic amplification or parasympathetic inhibition, with subsequent ECG changes, without
permanent myocardium damage, and the second hypothesis proposes an augmented sympa‐
thetic discharge, resulting in increased secretion of catecholamine, causing myocytolysis [62].
The insula plays an important role in autonomic nervous function imbalance after stroke [62,
71]. Involvement of the right insula decreases basal sympathetic tone and may result in
parasympathetic hyperactivity, and left insular lesions decrease parasympathetic activity and
augment cardiac sympathetic tone [71]. Sympathetic hyperactivity prolongs repolarization
duration and increases arrhythmogenesis [62].

A concomitant myocardial ischemia or necrosis, elevated blood pressure and heart failure
may  be  also  considered  [1].  Autopsy  of  stroke  patients,  who  developed  repolarization
abnormalities, revealed no obvious coronary artery atherosclerosis in most of them, and the
only findings were petechial subendocardial hemorrhages and focal myofibrillar degenera‐
tion, reproducible with intravenous administration of catecholamines or electrical stimula‐
tion of  the vagus nerve in laboratory animals  [61].  Sudden calcium influx,  mediated by
catecholamines, impairs myocardial relaxation, leads to myocytolysis, myofibrillar degener‐
ation, coronary vasoconstriction, myocardial ischemia and ECG changes, and is proarrhyth‐
mic [61, 62]. Elevated serum uric acid, direct neural interventions, inflammation, reactive
oxygen species, electrolyte imbalances, the structural and electrophysiological changes of a
senescent heart and comorbities can increase sudden cardiac death risk in stroke [61, 66].
Stroke survivors with a prolonged QT in V6,  were identified to have an increased sud‐
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den cardiac death risk [72]. Prolonged QT intervals were associated with decreased survival
rates and worse neurological outcomes at hospital discharge [73]. The prevalence of cardiac
arrhythmias  after  acute  stroke  may  reach  28%,  higher  after  subarachnoid  hemorrhage
(37.5%) and in right sided lesions [61]. The most prevalent ECG findings were, besides atrial
fibrillation,  sinus  tachycardia,  atrio-ventricular  block,  repolarization  changes,  premature
ventricular contractions, R on T phenomenon (R/T), non-sustained, sustained and polymor‐
phic  ventricular  tachycardia  (VT),  ventricular  fibrillation  (VF)  and  flutter  (Vf)  [61,  62].
Independent risk factors for the development of ventricular arrhythmias in patients with
aneurysmal subarachnoid hemorrhage were prolonged QTc and decreased heart rate, and
therapy with angiotensin converting enzyme inhibitors and angiotensin receptor blockers
was protective [74]. Literature data are insufficient to support the hypothesis that subarach‐
noid  hemorrhage  and  stroke  cause  ventricular  arrhythmias,  considering  that  in  most
patients  additional  QT  prolonging  causes  were  mentioned,  including  hypokalemia,
hypomagnesaemia,  and congenital  long QT syndrome,  and patients  with  stroke usually
have risk factors for coronary artery disease, such as hypertension, diabetes mellitus, and
smoking, or advanced age, or left ventricular hypertrophy [61, 62, 75]. Several studies did
not control pre-existing arrhythmias, were of short duration and did not explore the long-
term consequences of ventricular arrhythmogenesis [62].  Another important limitation of
most  of  the  studies  is  the  use  of  single  surface  ECG,  because  it  may  underestimate
arrhythmia incidence in the acute phase of a stroke [62]. Holter monitoring revealed a higher
incidence of ventricular arrhythmias after transient ischemic attacks, cerebral infarction and
intracerebral hemorrhage compared to patients who were not continuously monitored (56%
vs. 8%) [76].

It is also possible that in some cases, prolonged QTc actually existed before the development
of stroke and it could be used as a predictor of future stroke in the general population [75]. The
association of QTc with cardiovascular risk factors does not fully explain the prognostic
significance of QTc as a stroke predictor, but it is possible, that prolonged QTc interval is a
marker of silent undetected atherosclerotic vascular disease [75]. QTc was previously associ‐
ated with markers of subclinical atherosclerosis, including carotid intima media thickness,
arterial stiffness and endothelial dysfunction [77-80]. Probably, QTc prolongation may be a
surrogate indicator of subclinical atherosclerosis and subsequently can be predictive of future
atherosclerotic vascular events such as stroke, but it is not clear if it represents a marker, a
limited adaptive or pathological process [75].

The ECG abnormalities observed in intracranial hemorrhage may also influence clinical outcome.
QTc prolongation correlated with insular cortex involvement, presence of intraventricular
blood, and hydrocephalus on admission CT scans in patients with intracranial hemorrhage
[81]. A case of a 58-year-old woman, with several episodes of self-terminating torsade de
pointes (TdP) following nonspecific ST-T changes, and prolonged QT after brainstem hemor‐
rhage, has been reported in the literature [82]. Maramattom et al. found premature ventricular
contractions and QTc prolongation at 24 hours from admission, not related with the location,
volume and side of the hemorrhage, nor with the presence of hydrocephalus, extraparenchy‐
mal extension or troponin T elevation [83].
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It is uncertain whether ECG abnormalities are caused by the cerebrovascular event itself,
considering that in the majority of studies patients' previous ECG data were unavailable [61].
Current management after stroke focuses mostly on the neurological function [62]. The QT
interval and electrolyte levels should be monitored, and QT prolonging drugs should be
avoided in patients with acute cerebrovascular events, especially for female patients with
insular cortex lesions [61]. Multiple studies recommend continuous ECG monitoring, however,
others believe that only severely QTc interval prolongation predicts cardiac complications [62].
Follow up studies with large sample sizes, considering previous arrhythmias and coronary
heart disease, are needed, to establish the incidence of ventricular arrhythmias after stroke,
and clear guidelines for clinicians approaching stroke patients with increased ventricular
arrhythmia risk [62].

Goldberger et al. reported an unusual case of idiopathic acute encephalopathy, with persistent
fever, refractory seizure, marked ventricular repolarization with bursts of torsade de pointes,
diffuse ST elevations and Brugada-like pattern, treated with propofol [68].

Two mechanisms connecting cardiomyopathies and neurological diseases have been descri‐
bed: cardiomyopathies may either secondarily cause neurological disease or may represent
the cardiac manifestation of a neurological disease, especially neuromuscular disorders [2].
Sudden cardiac death and ventricular arrhythmias occur mainly in neurological diseases
causing hypertrophic cardiomyopathy (in adolescents and young adults), or dilated cardio‐
myopathy (among which syncope is a common clinical manifestation), or arrhythmogenic
right ventricular dysplasia [2]. Takotsubo cardiomyopathy ("the broken heart" syndrome) was
reported after stroke, subarachnoid bleeding, spontaneous intracerebral bleeding, spinal injury
and head trauma, and the patients are prone to arrhythmias, heart failure or thrombus formation
within the left ventricle during the acute phase [2]. Inherited neuromuscular disorders may
predispose to premature ventricular contractions, monomorphic and polymorphic ventricular
tachycardia and sudden cardiac death, due to degenerative changes in the myocardium [35].
Electrical abnormalities, including QTc and JTc dispersion (the difference between the longest
and shortest JT interval duration), may be the earliest manifestation of cardiomyopathy in
patients with Emery-Dreifuss muscular dystrophy, a hereditary muscle disorder characterized
by slowly progressive muscle wasting and weakness, with humero-peroneal distribution [84].
QTc and JTc dispersions (QTcd, JTcd) reflect ventricular repolarization heterogeneities, due to
diffuse fibrosis and fatty acid infiltration in Emery-Dreifuss muscular dystrophy, and if
elevated, increase the risk of development of malignant ventricular arrhythmias via early
afterdepolarization and reentry (polymorphic ventricular tachyarrhythmia), facilitated by
intramural functional conduction blocks [84]. The mechanisms underlying sudden cardiac
death in myotonic dystrophy type 1 are: bradyarrhythmias due to cardiac conduction abnormal‐
ities, and the increased values of the QT variability index, demonstrating an important heart
involvement, extended beyond the conduction system [85]. Duchenne muscular dystrophy,
related to a mutation in the dystrophin gene, the most common neuromuscular disease, causes
progressive proximal muscle weakness of the legs and pelvis and a loss of muscle mass. It
affects also the heart (myocyte degeneration, fibrosis and fatty infiltration), impairing ventric‐
ular repolarization, causing autonomic dysfunction, QTc prolongation and increase of QT
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dispersion, as an independent risk factor for ventricular arrhythmias of Lown grade III or
higher [86-88]. Late ventricular potentials were reported in patients with Duchenne muscular
dystrophy (31%), indicating the presence of a substrate for reentry ventricular arrhythmias,
associated with local myocardial fibrosis, and identifying patients at high risk for sudden
cardiac death [89]. Cardiac involvement was also mentioned in other dystrophinopathies, due
to the replacement of myocardium by connective tissue or fat, but it remains subclinical in
Duchenne and Becker muscular dystrophy [86]. Patients with primary and secondary neuro‐
muscular disorders need to be obligatorily screened for cardiac disease and ventricular
arrhythmia risk, as soon as the neurological diagnosis is established, and cardiac investigations
should be regularly repeated, especially in the case of severe cardiac involvement [2]. Once
cardiac involvement occurs, the clinician should consider invasive electrophysiological studies
and ICD implantation [35].

In Parkinson’s disease factors affecting cardiac conduction may include intrinsic or iatrogenic
autonomic disturbances, cardiovascular comorbidities (cardiac ischemia, ventricular hyper‐
trophy), and electrolyte imbalances due to diuretics [90]. The most common prescribed drugs
with QT prolonging effect were: Dromperidone, with antiemetic effect and also used to treat
symptomatic postural hypotension, Citalopram, an antidepressant, and some antimicrobial
agents (macrolides, azoles and fluoroquinolones) in a study conducted by Malek et al. [90].
Combining such drugs with some antipsychotics, tricyclic antidepressants, antihistamines and
anti-retrovirals has additive influence on QT interval prolongation [90]. Large epidemiological
studies emphasized the difficulties in detecting transient drug-induced ventricular arrhythmia
in outpatient clinics, due to too few events, despite frequent syncope [91]. Oka et al considered
that QTc intervals are closely related to autonomic nervous system dysfunction in patients
with Parkinson’s disease, related to the progression of the disease [92, 93]. Deguchi et al. found
prolonged QTc intervals in patients with Parkinson’s disease, reflecting the degeneration of
cardioselective sympathetic and parasympathetic neurons [94]. Artifacts related to muscle
tremor may affect ECGs in patients with Parkinson’s disease, but methods were found to
reduce noise and variance of QTc [95]. Drugs known to prolong the QT interval are often
prescribed in patients with Parkinson’s disease, and therapy should consider additional risk
factors, especially comorbidities, autonomic dysfunction and degeneration of cardioselective
neurons [90, 94].

Sudden unexpected death in epilepsy is probably caused by periictal cardiorespiratory
alterations, such as central apnea, bradyarrhythmia, and neurogenic pulmonary edema, and
ventricular arrhythmias [96, 97]. Sudden cardiac death in patients with seizure disorders is
facilitated by associated cardiovascular diseases, pathologic cardiac repolarization, sympa‐
thovagal imbalance and therapy used to treat the disease [35, 96, 97]. A pathologic cardiac
repolarization has been described in epileptic patients, with prolonged intercritical and
periictal QT intervals, increased QT dispersion and shortened QTc after generalized tonic-
clonic seizures, but fatal seizure-related ventricular arrhythmias are very rare [96]. On the other
hand, no LVPs and significant standard ECG abnormalities were recorded in patients with
newly diagnosed epilepsy, without clinical evidence of heart disease, three to nine months
after therapy start, demonstrating lack of antiepileptic drugs induced electrocardiographic
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abnormalities [98]. Rejdak et al. reported abnormal SAECGs and late ventricular potentials in
epilepsy patients, associated with disease duration, higher monthly seizure frequency,
refractory epilepsy and tendency for higher number of generalized tonic-clonic seizures,
polytherapy [99]. Data about intercritical QT intervals in epileptic patients are contradictory;
it was found within normal limits, shorter or longer, and antiepileptic drugs and the ketogenic
diet are potential confounders [96]. Transient dysfunction of cortical networks, as interictal
epileptiform electroencephalographic discharges, can impair cardiac repolarization causing
transient QTc prolongation [100]. Potential mechanisms of periictal QTc prolongation include
cerebral dysregulation, ictal hypoxemia and hypercapnia, cardiorespiratory interactions,
sympathetic stimulation, release of stress hormones and cardiac dysfunction [96, 101].
Generalized tonic-clonic seizures are a risk factor for sudden cardiac death, and cause QTc
shortening due probably to seizure-related release of catecholamines, hyperkalemia, and
acidosis [96]. The increased QT dispersion is explained by autonomic dysfunction with
increased sympathetic tone, and subtle perivascular and interstitial fibrosis, which have been
described in epilepsy [102, 103].

In order to reduce the risk of, or prevent, sudden cardiac death, 12-lead ECG should be
performed in every patient with epilepsy, in order to identify those at high risk, and, therapy
may include antiarrhythmic medication and implantation of cardiac combined pacemaker–
defibrillator devices [96]. Cardiogenic syncope is often a difficult differential diagnosis for
seizures, and long QT with recurrent syncope has been mistaken for epilepsy, and, epileptic
seizures, probably due to cerebral hypoperfusion, have been described in patients with
congenital long QT [96, 104]. Mutations of ionic channels could affect both heart and brain
function, thereby leading to a susceptibility to epilepsy and cardiac arrhythmias [96].

8. Hematologic diseases and ventricular arrhythmia risk

Anemia and red blood cells transfusions have been associated with arrhythmias. Several
electrocardiographic changes were previously mentioned in patients with anemia, including
prolonged QT intervals, ST segment depression, inverted T waves, increased R amplitude after
stress test [105]. Anemia was associated with prolonged QT intervals in hypertensive [106] and
end stage renal disease patients [107], as well. Associations between the QT interval and serum
ferritin level [108] and anisocytosis [106], respectively, were mentioned. Scheller et al. [109]
reported a gradual prolongation of the QT and QTc interval in normovolemic anemia. Anemia
may increase cardiac output and heart rate, may lead to eccentric left ventricular hypertrophy,
activation of the sympathetic nervous system, stimulation of the renin angiotensin aldosterone
system, and is closely associated with chronic inflammation and increased oxidative stress
[106, 110]. Tissue hypoxia and changes in blood flow patterns due to low hemoglobin may
play an atherogenic role [110]. The pathophysiological link between anemia and prolonged
QT intervals and ventricular arrhythmia risk is, probably, hypoxia and decreased myocardial
oxygen supply [106].

Jaja et al [111] reported a blunted autonomic cardiovascular response to changes in posture in
patients with sickle cell anemia. Left ventricular systolic and diastolic dysfunction, increased
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QTc intervals and QT dispersions and late ventricular potentials were found in patients with
beta-thalassemia, a genetic cause of anemia, due to reduced synthesis of beta-globin chains [112,
113]. Several mechanisms explain increased sudden cardiac death in patients with thalassemia,
including iron overload thalassemic cardiomyopathy, with patchy cardiac iron depostition
(due to intensive blood transfusions), changes in calcium homeostasis, elevated prostaglandin
E2 to prostacyclin ratio, increased interleukin 1 level and lipid peroxidation [106, 113, 114].

Athar et al. reported that packed red blood cells (PRBC) transfusions were independently
associated with an increased risk of new onset cardiac arrhythmias and conduction abnor‐
malities in patients with acute myocardial infarction [64]. Multiple factors contributed to the
development of atrial fibrillation in the setting of acute myocardial infarction, including
pericarditis, atrial ischemia, infarction, changes in autonomic tone, metabolic abnormalities,
increased atrial pressures and inflammation [64]. The inflammatory process, exacerbated by
PRBC transfusion, tissue hypoxia, exacerbations of cardiac ischemia and reinfarctions result‐
ing from deficiencies in the ability of stored packed red blood cells to deliver oxygen to tissue,
may explain the appearance of ventricular arrhythmias [64].

A significant correlation was found between QT dispersion and platelet count in healthy
centenarians, hypothesizing that a reduced number of platelets and the maintenance of normal
QT dispersion may contribute to the extreme longevity and protects centenarians from
cardiovascular events [115].

Anthracyclines, used in therapy of patients with hematological malignancies, may have cardio‐
toxic effects, and the typical cardiac manifestations include cardiomyopathy, QT prolongation,
ventricular ectopy and torsade de pointes [35, 116]. High intermittent doses and excessive
cumulative doses increase the risk of cardiomyopathy and fatal arrhythmias, risk factors
including age, female gender, hypertension, preexisting cardiac diseases, electrolyte imbalan‐
ces, associated therapy with other QT prolonging drugs [35, 117]. Long term cardiac monitor‐
ing of patients is needed, in order to prevent sudden cardiac death and cardiac
decompensation.

9. Conclusions

Sudden cardiac death, due to fatal ventricular arrhythmias, continues to be an important public
health problem in developed countries. A high ventricular arrhythmia risk has been reported
in several noncardiac diseases, including metabolic, liver, blood, neurological and psychiatric
disorders. The most common mechanisms were: autonomic and electrolyte imbalances, ion
channel remodeling, cardiomyopathies, increased oxidative stress and QT prolonging drugs.
Most of the mentioned studies used standard 12-lead ECG and surrogate markers of ventric‐
ular arrhythmia risk (QT interval duration, QT dispersion and signal averaged ECG), but
several papers reported ventricular arrhythmias, as well.

Considering that there are no guidelines for the prevention and therapy of arrhythmias
appearing in most of extracardiac disorders, the present review highlighted important
epidemiological and pathophysiological issues related to this topic.
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Selected patients could benefit from electrocardiographic monitoring, specific therapy and
avoidance of QT prolonging drugs, decreasing the burden of sudden cardiac death. Large
follow up studies are needed, controlling for previous QT interval durations, arrhythmias,
coronary heart disease and cardiovascular risk factors, in order to assess the prevalence of
ventricular arrhythmias in noncardiac diseases, to identify further mechanisms and risk factors
for arrhythmogenesis, and to elaborate clear guidelines for clinicians approaching the men‐
tioned pathology.

Author details

Ioana Mozos*

Address all correspondence to: ioanamozos@umft.ro

"Victor Babes" University of Medicine and Pharmacy, Department of Functional Sciences,
Timisoara, Romania

References

[1] Pollack ML. ECG Manifestations of Selected Extracardiac Diseases. Emerg MedClin.
2006;24:133-143.

[2] Finsterer J, Stöllberger C, Wahbi K. Cardiomyopathy in neurological disorders. Car‐
diovascular Pathology 2013; http://dx.doi.org/10.1016/j.carpath.2012.12.008

[3] Tereshchenko LG. Electrocardiogram as a screening tool in the general population: A
strategic review. J Electrocardiol. 2013;doi:10.1016/j.jelectrocard.2013.07.005

[4] Rautaharju PM, Surawicz B, Gettes LS, et al. AHA/ACC/HRS recommendations for
the standardization and interpretation of the electrocardiogram. Part IV: The ST seg‐
ment, T and U waves, and the QT interval: A scientific statement from the American
Heart association Electrocardiography and Arrhythmias Committee, Council on
Clinical Cardiology; the American College of Cardiology Foundation; and the Heart
Rhythm Society; Endorsed by the International Society for Computerized Electro‐
cardiology. Circulation 2009;119:e241-e250.

[5] Mozoş I, Şerban C and Mihăescu R. Late Ventricular Potentials in Cardiac and Ex‐
tracardiac Diseases. In: Breijo- Marquez FR (ed). Cardiac Arrhythmias - New Consid‐
erations. Rjeka:InTech; 2012, p227-256. Available from: http://www.intechopen.com/
books/cardiac-arrhythmias-new-considerations/late-ventricular-potentials-in-car‐
diac-and-extracardiac-diseases (accessed 15 September, 2013).

Ventricular Arrhythmia Risk in Noncardiac Diseases
http://dx.doi.org/10.5772/57164

101



[6] Su L, Borov S, Zrenner B. 12-lead Holter electrocardiography. Review of the litera‐
ture and clinical application update. Herzschrittmacherther Elektophysiol.
2013;24(2): 92-6.

[7] Priori SG, Aliot E, Blomstrom-Lundqvist C, et al. Task Force on Sudden Cardiac
Death of the European Society of Cardiology. Task Force Report. Eur Heart J.
2001;22(16):1374-1450.

[8] Liu YB, Wu CC, Lu LS, et al. Sympathetic Nerve Sprouting, electrical remodeling,
and increased vulnerability to ventricular fibrillation in hypercholesterolemic rabbits.
Circ Res. 2003;92:1145-1152.

[9] Kumar P, Goyal M, Agarwal JL. Effect of L-arginine on electrocardiographic changes
induced by hypercholesterolemia and isoproterenol in rabbits. Indian Pacing Electro‐
physiol. 2009;9(1):45-52.

[10] Liu YB, Lee YT, Pak HN, et al. Effects of simvastatin on cardiac neural and electro‐
physiologic remodeling in rabbits with hypercholesterolemia. Heart Rhythm 2009;
61(1):69-75.

[11] Burke AP, Farb A, Malcom GT, et al. Coronary risk factors and plaque morphology
in men with coronary disease who died suddenly. N Engl J Med. 1997;336(18):
1276-82.

[12] Kostapanos MS, Liberopoulos EN, Goudevenos JA, et al. Do statins have an antiar‐
rhythmic activity? Cardiovasc Res. 2007;75(1):10-20.

[13] Gualdiero P, Esposito K, Ciotola M, et al. (2002). Simvastatin normalizes QTc disper‐
sion and reduces ventricular electrical instability in isolated hypercholesterolemia. J
Endocrinol Invest. 2002;25:RC16-RC18.

[14] Szabo Z, Harangi M, Lörincz I, et al. Effect of hyperlipidemia on QT dispersion in pa‐
tients without ischemic heart disease. Can J Cardiol. 2005;21(10):847-850.

[15] Paragh G, Nagy JT, Szondy E, et al. Immunomodulating effect of low density lipo‐
protein on human monocytes. Clin Exp Immunol. 1986;64:665-672.

[16] Mozos I & Hancu M. High serum cholesterol and electrical instability in patients
with an old myocardial infarction. Atherosclerosis Supplements 2010;11(2):109-222.

[17] Chu CS, Lee KT, Lee ST, et al. Effects of atorvastatin on ventricular late potentials
and ventricular late potentials and repolarization dispersion in patients with hyper‐
cholesterolemia. Kaohsiung J Med Sci. 2007;23:217–24.

[18] Abuissa H, O’Keefe JH, Bybee KA.Statins as anti-arrhythmics: a systematic review
part II: effects on risk of ventricular arrhythmias. Clin Cardiol. 2009;23(10):542-52.

[19] Duflou J, Virmani R, Rabin L, et al. Sudden death as a result of heart disease in mor‐
bid obesity. Am Heart J. 1995;130:306-13.

Cardiac Arrhythmias - Mechanisms, Pathophysiology, and Treatment102



[20] Lalani AP, Kanna B, John J, et al. Abnormal Signal-Averaged Electrocardiogram
(SAECG) in Obesity. Obesity Research 2000;8(1):20-28.

[21] Mizia-Stec K, Mandecki T, Zahorska-Markiewicz B, et al. The QT interval dispersion
and ventricular late potential in obese women. Pol Merkur Lekarski. 2000;8(44):84-6.

[22] Gamal A, Gallagher D, Nawras A, et al. Effects of obesity on QT, RR, and QTc inter‐
vals. Am J Cardiol. 1995;75:956-959.

[23] Carella MJ, Mantz SL, Rovner DR, et al.Obesity, adiposity, and lengthening of the QT
interval: improvement after weight loss. Int J Obes Realat Metab Disord.
1996;20:938-942.

[24] Queen SR, Smulevitz B, Rentfro AR, et al. Electrocardiographic abnormalities among
Mexican Americans: correlations with diabetes, obesity, and the metabolic syndrome.
World J Cardiovasc Dis. 2012;2(2):50-56.

[25] Alexander JK. The cardiomyopathy of obesity. Prog Cardiovasc Dis.1985;28:325-34.

[26] Bharati S & Lev M. Cardiac conduction system involvement in sudden death of
obese young people. Am Heart J. 1995;129:273-81.

[27] Schunkert H. Obesity and target organ damage: the heart. International Journal of
Obesity 2002;26 (Suppl 4):S15 – S20.

[28] Mozos I, Hancu M, Chiulan C, et al. Aspects of Electrical Instability in Obese Chronic
Myocardial Infarction Patients, In: Strbak V (ed). Joint Meeting of the Slovak Physio‐
logical Society, the Physiological Society and the Federation of European Physiologi‐
cal Societies. Bratislava (Slovak Republic), September 11-14, 2007. Bologna, Italy:
Medimond International Proceedings. Monduzzi Editore; 2007. p.95-98.

[29] Pontiroli AE, Merlotti C, Veronelli A, et al. Effect of weight loss on sympatho-vagal
balance in subjects with grade-3 obesity: restrictive surgery versus hypocaloric diet.
Acta Diabetol. 2013;doi: 10.1007/s00592-013-0454-1

[30] Takimoto Y, Yoshiuchi K, Kumano H, et al. Bulimia nervosa and abnormal cardiac
repolarization. J Psychosom Res. 2006;60(1):105-7.

[31] Buchanan R, Ngwira J, Amsha K. Prolonged QT interval in bulimia nervosa. BMJ
Case Reports 2011;doi: 10.1136/bcr.01.2011.3780.

[32] Krantz MJ, Sabel AL, Sagar U, et al. Factors influencing QT prolongation in patients
hospitalized with severe anorexia nervosa. Gen Hosp Psychiatry. 2012;34(2):173-7.

[33] Pacher P, Ungvari Z, Nanasi PP, et al. Electrophysiological changes in rat ventricular
and atrial myocardium at different stages of experimental diabetes. Acta Physiol
Scand. 1999;166(1):7-13.

Ventricular Arrhythmia Risk in Noncardiac Diseases
http://dx.doi.org/10.5772/57164

103



[34] Kowalewski MA, Urban M, Florys B, et al. Late potentials: Are they related to cardio‐
vascular complications in children with type 1 diabetes? J Diabetes Complications.
2002;16(4):263-270.

[35] Zipes D, Camm AJ, Borggrefe M et al. ACC/AHA/ESC 2006 guidelines for manage‐
ment of patients with ventricular arrhythmias and the prevention of sudden cardiac
death: a report of the American College of Cardiology/American Heart Association
Task Force and the European Society of Cardiology Committee for Practice Guide‐
lines. Europace 2006;8:746-836.

[36] Lu Z, Jiang YP, Wu CY, et al. Increased persistent sodium current due to decreased
PI3K signaling contributes to QT prolongation in the diabetic heart. Diabetes
2013;doi: 10.2337/db13-0420

[37] Kumar R, Fisher M, Macfarlane PW. Diabetes and the QT interval: time for debate. Br
J Diabetes Vasc Dis. 2004;4:146-50.

[38] Veglio M, Borra M, Stevens LK, et al. The relationship between QTc interval prolon‐
gation and diabetic complications: the EURODIABIDDM Complication Study
Group. Diabetologia 1999;42:68-75.

[39] Marfella R, Nappo F, De Angelis L, et al.The effect of acute hyperglycemia on QTc
duration in healthy men. Diabetologia 2000;43:571-5.

[40] Li X, Ren H, Xu ZR, et al. Prevalence and risk factors of prolonged QTc interval
among Chinese patients with type 2 diabetes. Exp Diabetes Res. 2012;doi:
10.1155/2012/234084

[41] Marfella R, Siniscalchi M, Esposito K, et al. Effects of stress hyperglycemia on acute
myocardial infarction: role of inflammatory immune process in functional cardiac
outcome. Diabetes Care 2003;26(11):3129-35.

[42] Sanjuan R, Nunez J, Blasco ML, et al.Prognostic implications of stress hyperglycemia
in acute ST elevation myocardial infarction. Prospective observational study. Rev
Esp Cardiol. 2011;64(3):201-7.

[43] Laitinen T, Lyyra-Laitinen T, Huopio H, et al. Electrocardiographic alterations dur‐
ing hyperinsulinemic hypoglycemia in healthy subjects. Ann Noninvasive Electro‐
cardiol. 2008; 13:97-105.

[44] Beom JW, Kim JM, Chung EJ, et al. Corrected QT interval prolongation during severe
hypoglycemia without hypokalemia in patients with type 2 diabetes. Diabetes Metab
J. 2013;37:190-195.

[45] Tattersall RB, Gill GV. Unexplained deaths of type 1 diabetic patients. Diabet Med.
1991;8:49-58.

[46] Wong F. Cirrhotic cardiomyopathy. Hepatol Int. 2009;3:294-304.

Cardiac Arrhythmias - Mechanisms, Pathophysiology, and Treatment104



[47] Genovesi S, Prata Pizzala M, Pozzi M, et al. QT interval prolongation and decreased
heart rate variability in cirrhotic patients: relevance of hepatic venous pressure gradi‐
ent and serum calcium. Clin Sci. 2009;116:851-9.

[48] Mozos I, Costea C, Serban C, et al. Factors associated with a prolonged QT interval in
liver cirrhosis patients. J Electrocardiol. 2011;44:105-108.

[49] Bernardi M, Maggioli C, Dibra V, et al. QT interval prolongation in liver cirrhosis: in‐
nocent bystander or serious threat? Expert Rev Gastroenterol Hepatol. 2012;6(1):
57-66.

[50] Day CP, James OF, Butler TJ, et al. QT prolongation and sudden cardiac death in pa‐
tients with alcoholic liver disease. Lancet 1993;341:1423-1428.

[51] Kempler P, Szalay F, Varadi A, et al. Prolongation of the QTc-interval reflects the se‐
verity of autonomic neuropathy in primary biliary cirrhosis and in other non-alco‐
holic liver diseases. Z Gastroenterol. 1993;31(Suppl 2):96-8.

[52] Zamirian M, Tavassoli M, Aghasadeghi K. Corrected QT interval and QT dispersion
in cirrhotic patients before and after liver transplantation. Arch Iran Med. 2012;15(6):
375-377.

[53] Ytting H, Henriksen JH, Fuglsang S, et al. Prolonged Q-Tc interval in mild portal hy‐
pertensive cirrhosis. J Hepatol. 2005;43(4):637-44.

[54] Moller S, Hove JD, Dixen U, et al. New insights into cirrhotic cardiomyopathy. Int J
Cardiol. 2013;167(4):1101-1108.

[55] Bal JS, Thuluvath PJ.Prolongation of QTc interval: relationship with etiology and se‐
verity of liver disease, mortality and liver transplantation. Liver Int. 2003;23(4):243-8.

[56] Trevisani F, Di Micoli A, Zambruni A, et al. QT interval prolongation by acute gas‐
trointestinal bleeding in patients with cirrhosis. Liver Int. 2012;32(10):1510-5.

[57] Zambruni A, Trevisani F, Caraceni P, et al. Cardiac electrophysiological abnormali‐
ties in patients with cirrhosis. J Hepatol. 2006;44:994-1002.

[58] Baik SK, Fouad TR, Lee SS. Cirrhotic cardiomyopathy. Orphanet J Rare Dis. 2007; 2 :
2-15.

[59] Almawardy R, Elhammady W, Mousa N, et al. Is combination therapy for chronic
hepatitis C toxic for cardiac function? Hepat Mon. 2012;12(8):6254.

[60] Basile AM, Di Carlo A, Lamassa M, et al. Selective risk factors profiles and outcomes
among patients with stroke and history of prior myocardial infarction. The European
Community Stroke Project. J Neurol Sci. 2008;264:87-92.

[61] Katsanos AH, Korantzopoulos P, Tsivgoulis G, et al. Electrocardiographic abnormali‐
ties and cardiac arrhythmias in structural brain lesions. Int J Cardiol. 2013;167:
328-334.

Ventricular Arrhythmia Risk in Noncardiac Diseases
http://dx.doi.org/10.5772/57164

105



[62] Koppikar S, Baranchuk A, Guzman JC, et al. Stroke and ventricular arrhythmias. Int J
Cardiol. 2013; http://dx.doi.org/10.1016/j.ijcard.2013.03.058

[63] Dennis MS, Burn JP, Sandercock PA, et al. Long-term survival after first-ever stroke:
the Oxfordshire Community Stroke Project. Stroke 1993;24:796-800.

[64] Athar MK, Bagga M, Nair N, et al. Risk of cardiac arrhythmias and conduction ab‐
normalities in patients with acute myocardial infarction receiving packed red blood
cell transfusions. J Clin Care. 2011;26:335-341.

[65] Dogan A, Tunc E, Ozturk M, et al. Electrocardiographic changes in patients with is‐
chemic stroke and their prognostic importance. J Clin Pract. 2004;58(5):436-440.

[66] Mozos I, Costea C, Costea S. Intervalul QT la pacienţii cu accident vascular cerebral.
Infomedica 2008;1(143):32-36.

[67] Sommargren CE. Electrocardiographic abnormalities in patients with subarachnoid
hemorrhage. Am J Crit Care. 2002;11(1):48–56.

[68] Goldberger ZD, Creutzfeldt CJ, Goldberger AL. Catastrophic neurologic syndrome
with dramatic ECG changes. J Electrocardiol. 2013;doi: 10.1016/j.ielectrocard.
2013.07.014

[69] Kallmunzer B, Breuer L, Kahl N, et al. Serious cardiac arrhythmias after stroke: inci‐
dence, time course, and predictors—a systematic, prospective analysis. Stroke
2012;43: 2892–7.

[70] Sander D, Winbeck K, Klingelhofer J, et al. Prognostic relevance of pathological sym‐
pathetic activation after acute thromboembolic stroke. Neurology 2001;57(5):833–8.

[71] Oppenheimer SM, Kedem G,MartinWM. Left-insular cortex lesions perturb cardiac
autonomic tone in humans. Clin Auton Res. 1996;6:131–40.

[72] Wong KYK, Mac Walter RS, Douglas D, et al. Long QTc predicts future cardiac death
in stroke survivors. Heart 2003;89:377–381.

[73] Stead LG, Gilmore RM, Bellolio MF, et al. Prolonged QTc as a predictor of mortality
in acute ischemic stroke. J Stroke Cerebrovasc Dis. 2009;18(6):469–74.

[74] Frangiskakis JM, Hravnak M, Crago EA, et al. Ventricular arrhythmia risk after sub‐
arachnoid hemorrhage. Neurocrit Care. 2009;10(3):287–94.

[75] Soliman EZ, Howard G, Cushman M, et al. Prolongation of QTc and Risk of Stroke.
The REGARDS (REasons for Geographic and Racial Differences in Stroke) Study.
JACC. 2012;59(16):1460-67.

[76] Di Pasquale G, Pinelli G, Andreoli A, et al. Holter detection of cardiac arrhythmias in
intracranial subarachnoid hemorrhage. Am J Cardiol. 1987;59:596–600.

Cardiac Arrhythmias - Mechanisms, Pathophysiology, and Treatment106



[77] Festa A, D’Agostino R, Rautaharju P, et al. Is QT interval a marker of subclinical
atherosclerosis in nondiabetic subjects? The Insulin Resistance Atherosclerosis Study
(IRAS). Stroke 1999;30:1566 –71.

[78] Strohmer B,Pichler M, Iqlseder B, et al. Relationship of QT interval duration with car‐
otid intima media thickness in a clinically healthy population undergoing cardiovas‐
cular risk screening. J Intern Med. 2005;257(3):238-46.

[79] Maebuchi D, Arima H, Ninomiya T et al. Arterial stiffness and QT interval prolonga‐
tion in a general population: The Hisayama study. Hypertension Res.
2008;31:1339-45.

[80] Mozos I, Filimon L. The QT interval, arterial stiffness, endothelial function and vas‐
cular age. J Electrocardiol. 2013;46:e20.

[81] Van Bree MD, Roos YB, van der Bilt IA, et al. Prevalence and characterization of ECG
abnormalities after intracerebral hemorrhage. Neurocrit Care 2010;1:50–5.

[82] Chao CL, Chen WJ, Wu CC, et al.Torsade de pointes and T-wave alternans in a pa‐
tient with brainstem hemorrhage. Int J Cardiol. 1995;51(2):199–201.

[83] Maramattom BV, Manno EM, Fulgham JR, et al. Clinical importance of cardiac tropo‐
nin release and cardiac abnormalities in patients with supratentorial cerebral hemor‐
rhages. Mayo Clin Proc. 2006;81(2):192–6.

[84] Russo V, Rago A, Politano L, et al. Increased dispersion of ventricular repolarization
in Emery Dreifuss muscular dystrophy patients. Med Sci Monit.
2012;18(11):CR643-647

[85] Magri D, Piccirillo G, Bucci E, et al. Increased temporal dispersion of myocardial re‐
polarization in myotonic dystrophy type 1: beyond the cardiac conduction system.
Int J Cardiol. 2012;156(3):259-64.

[86] Finsterer J, Stöllberger C. The heart in human dystrophinopathies. Cardiology
2003;99(1):1-19.

[87] Yotsukura M, Yamamoto A, Kajiwara T, et al. QT dispersion in patients with Duch‐
enne-type progressive muscular dystrophy. Am Heart J. 1999;137:672-7.

[88] Santos MAB, de Assis Costa F, Ferreira Travessa A, et al. Distrofia Muscular de
Duchenne: analisis electrocardiografica de 131 pacientes. Arq Bras Cardiol.
2010;94(4):602-606.

[89] Kubo M, Matsuoka S, Taguchi Y, et al. Clinical significance of late potentials in pa‐
tients with Duchenne muscular dystrophy. Pediatr Cardiol. 1993;14(4):214-9.

[90] Malek NM, Grosset KA, Stewart D, et al. Prescription of drugs with potential adverse
effects on cardiac conduction in Parkinson’s disease. Parkinsonism Relat Disord.
2013; 19(6):586-9.

Ventricular Arrhythmia Risk in Noncardiac Diseases
http://dx.doi.org/10.5772/57164

107



[91] Woodford H, Walker R. Emergency hospital admissions in idiopathic Parkinson’s
disease. Mov Disord. 2005;20:104e8.

[92] Oka H, Mochio S, Sato H, et al. Prolongation of QTc interval in patients with Parkin‐
son’s disease. Eur Neurol. 1997;37(3):186-9.

[93] Oka H, Mochio S, Inoue K. Relation between autonomic dysfunction and progression
of Parkinson’s disease. Rinsho Shinkeigaku 2001:41(6):283-8.

[94] Deguchi K, Sasaki I, Tsukaguchi M, et al. Abnormalities of rate-corrected QT inter‐
vals in Parkinson’s disease e a comparison with multiple system atrophy and pro‐
gressive supranuclear palsy. J Neurol Sci. 2002;199(1e2):31e7.

[95] Bloomfield DM. Evaluating QTc in patients with advanced Parkinson’s disease:
Overcoming artefacts. Clin Pharmacol Ther. 2009;85(4):365-6.

[96] Surges R, Taggart P, Sander JW, et al. Too long or too short? New insights into abnor‐
mal cardiac repolarization in people with chronic epilepsy and its potential role in
sudden unexpected death. Epilepsia 2010;51(5):738-744.

[97] Lotufo PA, Valiengo L, Bensenor IM, et al. A systematic review and meta-analysis of
heart rate variability in epilepsy and antiepileptic drugs. Epilepsia 2012;53(2):272-82.

[98] Svalheim S, Aurlien D, Amlie JP, et al. Signal-averaged and standard electrocardiog‐
raphy in patients with newly diagnosed epilepsy. Epilepsy Behav. 2012;25(4):543-5.

[99] Rejdak K, Rubaj A, Glowniak A, et al. (2011). Analysis of ventricular late potentials in
signal-averaged ECG of people with epilepsy. Epilepsia 2011;52(11):2118-24.

[100] Tavernor SJ, Brown SW, Tavernor RM, et al.Electrocardiograph QT lengthening asso‐
ciated with epileptiform EEG discharges–a role in sudden unexplained death in epi‐
lepsy? Seizure 1996;5:79–83.

[101] Damasceno DD, Ferreira AJ, Doretto MC, et al. Cardiovascular dysautonomia after
seizures induced by maximal electroshock in Wistar rats. Seizure 2012;21(9):711-6.

[102] Schraeder PL, Lathers CM. Cardiac neural discharge and epileptogenic activity in the
cat: an animal model for unexplained death. Life Sci. 1983;32:1371–1382.

[103] Natelson BH, Suarez RV, Terrence CF, et al. Patients with epilepsy who die suddenly
have cardiac disease. Arch Neurol. 1998;55:857–860.

[104] Betge S, Schulze-Bahr E, Fitzek C, et al. Long-QT-Syndrom als Differenzialdiagnose
einer Grand-Mal-Epilepsie. Fallbericht, Stammbaum, Therapieoptionen und Litera‐
turübersicht. Nervenarzt 2006;77:1210–1217.

[105] Stanojevic M, Stankov S. Electrocardiographic changes in patients with chronic ane‐
mia. Srp Arh Celok Lek. 1998;126(11-12):461-6.

Cardiac Arrhythmias - Mechanisms, Pathophysiology, and Treatment108



[106] Mozos I, Serban C, Mihaescu R. Anemia and the QT interval in hypertensive patients
International Journal of Collaborative Research on Internal Medicine and Public
Health 2012;4(12):2084-2091.

[107] Ijoma CK, Ulasi II, Anisiuba BC. Anemia predicts prolonged QT interval in predialy‐
sis chronic kidney disease patients. The Internet Journal of Cardiovascular Research
2010:7(1): doi: 10.5580/1d12.

[108] Khode VH, Kammar KF. QTc changes in non-pregnant females with severe iron defi‐
ciency anaemia. Journal of Clinical and Diagnostic Research 2012;6(5):777-779.

[109] Scheller B, Pipa G, Kertscho H, et al. Low hemoglobin levels during normovolemia
are associated with electrocardiographic changes in pigs. Shock 2011;34(4):375-81.

[110] Zoppini G, Targher G, Chonchol M, et al. Anemia, in dependent of chronic kidney
disease, predicts all-cause and cardiovascular mortality in type 2 diabetic patients.
Atherosclerosis 2010;10:575-580.

[111] Jaja ST, Kehinde MO, Ogungbemi SI. Cardiac and autonomic responses to change in
posture or vitamin C supplementation in sickle cell anemia subjects. Pathophysiolo‐
gy 2008;15:25-30.

[112] Garadah TS, Kassab S, Mahdi N, et al. QTc interval and QT dispersion in patients
with thalassemia major: electrocardiographic (EKG) and echocardiographic evalua‐
tion. Clinical Medicine Insights: Cardiology 2010;4:31-37.

[113] Isma' eel H, Shamseddeen W, Taher A, et al. Ventricular late potentials among tha‐
lassemia patients. Int J Cardiol. 2007;132(3):453-5.

[114] Lekawanvijit S & Chattipakorn N. Iron overload thalassemic cardiomyopathy: Iron
status assessment and mechanisms of mechanical and electrical disturbance due to
iron toxicity. Can J Cardiol. 2009;25(4):213-218.

[115] Gangemi S, Basile G, Merendino RA, et al. Lower platelet count in healthy centenari‐
ans correlates with dispersion on the QT interval. Aging Clin Exp Res. 2004;16(2):
169-71.

[116] Mornos C, Petrescu L. Early detection of anthracycline-mediated cardiotoxicity: the
value of considering both global longitudinal left ventricular strain and twist. Can J
Pharmacol. 2013;91(8):601-7.

[117] Arbel Y, Swartzon M, Justo D. QT prolongation and Torsades de Pointes in patients
previously treated with Anthracyclines. Anti-Cancer Drugs 2007;18:493-498.

Ventricular Arrhythmia Risk in Noncardiac Diseases
http://dx.doi.org/10.5772/57164

109




