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Sudden cardiac death in sports: could we save Pheidippides?
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ABSTRACT

Hereditary diseases under the age of 35 are the most common underlying heart disease, leading
to sudden cardiac death (SCD) in competitive sports, while in older people, atherosclerotic cor-
onary artery disease (CAD) is the main cause. The following preventive measures are recom-
mended: (a) The pre-participation cardiovascular screening, (b) the genetic testing, (c) the use of
implantable cardioverter-defibrillator (ICD), (d) the prohibition of doping in sports, (e) the pre-
vention of ‘exercise-induced’ cardiac complications, (f) the reduction of high-risk factors for CAD,
and (g) the use of cardiopulmonary resuscitation. The cost-effectiveness of the electrocardio-
grams in the pre-participation screening programs remains questionable. Genetic testing is rec-
ommended in borderline cases and positive family history. Athletes with ICD can, under certain
conditions, participate in competitive sports. Excessive endurance exercise appears to harm the
endothelium, promotes inflammatory processes and leads to fibrosis in the myocardium, and
calcium deposition in the coronary vessels. Cardiac arrest may be reversed if cardiopulmonary
resuscitation is performed and a defibrillator is immediately used. Thus, equipping all fields with
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automatic external defibrillators are recommended.

Introduction

Since the death of Pheidippides (490 BCE), thousands
of young people have died suddenly during physical
activity. It is estimated that sports-related sudden car-
diac death (SCD) accounts for 3-5 cases per million
population per year, with 6% of cases occurring in
young competitive athletes, with a predominance of
men (95%) [1]. In most cases, there is an underlying
heart disease that the athlete may not be aware of.
Cardiac arrest occurs during or shortly after exercise,
usually without precursor symptoms [2]. The question
that remains within the scientific community is
whether we can anticipate the occurrence of SCD in
sports and whether we can drastically reduce the pro-
gression of a cardiac arrest to sudden death.

Seven methods are recommended for the preven-
tion of SCD in sports [3,4]: (1) The proper pre-partici-
pation cardiovascular screening (PPS). (2) The genetic
testing of athletes belonging to high-risk families
for SCD. (3) The use of implantable cardioverter-
defibrillator (ICD) in athletes diagnosed with a predis-
position to malignant arrhythmias. (4) The drastically
decline in the performance-enhancing drugs and diet-
ary supplements improper use. (5) The avoidance of
hard and exhausting exercise training and the use of

protective equipment against cardiac concussion in
specific sports. (6) The early detection and manage-
ment of the major risk factors for coronary artery dis-
ease (CAD), and (7) The presence of SCD rescue teams
and the placement of automated external defibrillators
(AEDs) and the necessary emergency equipment in
sports facilities. The present article will report the pros
and cons of each method recommended to be used,
alone or in combination in young athletes mostly, will-
ing to participate in competitive sports. A competitive
sport organised on individual or team basis and the
participating athlete needs to involve in regular (usu-
ally intense) training. Furthermore, recommendations
for cardiovascular evaluation of middle-aged/senior
individuals engaged, mainly, in endurance or leisure-
time sports activities are reported [5,6]. The financial
implications of each approach will not be addressed
in this review. From the ethical, medical, and athletic
perspective, the value of a life cannot be measured
in money.

Causes and mechanisms of SCD in sports

Apart from the presence of an underlying heart dis-
ease, the use of illegal ergogenic substances, the
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influence of extreme environmental factors, such as
the manifestation of hyperthermia or hypothermia, an
acute mountain sickness, diving disease, rhabdomyoly-
sis, Commotio Cordis, etc., may also lead to SCD [6-9].
Under the age of 35, SCD may occur due to an undis-
covered heart disease, which may be electrical, struc-
tural or acquired in origin, while in older athletes,
mainly atherosclerotic CAD is the cause [10]. The most
common causes of SCD in young athletes are predom-
inantly inherited predisposed. For example, the hyper-
trophic cardiomyopathy (HCM) is considered the
leading cause of SCD in the USA, the sudden arrhyth-
mic death syndrome (SADS) in the UK, and arrhythmo-
genic right ventricular cardiomyopathy (ARVC) in
North Italy (Table 1) [2,8,11,12]. Idiopathic cardiac
hypertrophy, anomalies of the coronary arteries, chan-
nelopathies, acute myocarditis, Marfan syndrome, etc.,
are reported in smaller percentages [13]. Indeed, sys-
tematic reviews suggest that the most common find-
ing on autopsy in young individuals with SCD is a
structurally normal heart (unexplained death or SADS)
[14]. However, the results of most statistics are the
subject of debate, as they come from different geo-
graphical areas, including athletes of varying ethnic-
ities, depend on the experience of the pathologists
and underestimate the issue of doping. Moreover,
exercise itself may lead to fatal tachyarrhythmias as a
result from transient ischaemia due to coronary spasm,
rupture of an insignificant atherosclerotic plaque, elec-
trolyte disturbances, arrhythmogenic remodelling of
the ventricles resulting from intense exercise training,
too much oxidative stress, etc. [15,16].

Ventricular fibrillation (VF) leads to cardiac arrest
and sudden cardiac death in 90% of athletes’ cases
[17,18]. Re-entrant ventricular tachycardia (VT) is the
most common tachyarrhythmia leading to VF. A com-
bination of myocardium repolarization inhomogeneity,
prolongation of the vulnerability period, and the
appearance of extrasystoles is the predominant mech-
anism [19]. Another theory for the apparition of a
monomorphic VT or VF suggests that this is the result
of the explosion of well-organised rapidly rotating spi-
ral waves [20]. In animal studies, an association
between exercise-induced cardiac hypertrophy and
increase duration and inhomogeneity of ventricular
depolarisation, resulting in a longer vulnerability
period, has been observed [21]. The risk for the sud-
den appearance of VT or VF in athletes, based on
repolarization abnormalities in compensatory cardiac
hypertrophy caused by intensive training, could be
suggested [19].

The occurrence of a life-threatening tachyarrhyth-
mia event is based on the classical concept of the
‘arrhythmic triangle’ [22]. Thus, VT or VF may appear
during exercise under a combination of proarrhythmic
substrate, triggers, and modulators. The substrate can
either be permanent (e.g. a non-appropriate cardiac
remodelling, myocardial fibrosis or scar, adverse
effects of anabolic steroids or other performance-
enhancing drugs on cardiac myocytes) or dynamic
(the presence of transient ischaemia) [19,23]. An
ectopic beat may act as a trigger, while acute changes
in cell's membrane properties, electrolyte abnormal-
ities, neurohumoral signalling, specifically a hyperadre-
nergic state, as well as genetic determinants that
predispose to sudden arrhythmic death may act as
modulators [18,19]. Exercise alone, leading to mechan-
ical stimuli, mediated by stretch, might also be a trig-
ger. An immediate blunt impact to the area directly
over the precordial region, as in baseball, at a critical
time during the cycle of a heartbeat (R-on-T phenom-
enon), leads to runs of VT and even VF [24].

Preventive strategies of SCD
The pre-participation cardiovascular screening

The classic Italian study of Corrado et al. [25] accord-
ing to which, after the implementation of PPS, the
annual incidence of SCD in competitive athletes
decreased by 89% is a reliable stronghold of propo-
nents of the value of such screening methods. Since
then, a large number of similar studies have shown
that the implementation of PPS in young athletes, will-
ing to participate in competitive sports, is an essential
tool for the prevention of SCD during exercise
[4,26-29]. However, other studies support that the
results of the PPS are not what is expected to prevent
SCD in athletes, and this is mainly due to the high
percentage of false-positive and false-negative results
[30,31]. False-positive findings usually lead to unneces-
sary additional testing and erroneously increase the
restriction of athletes who are actually at low risk.
Another problem that needs to be considered is the
fact that many athletes may be asymptomatic prior to
SCD [32]. Additionally, there are disorders or condi-
tions that may lead to SCD, such as many cases of
coronary artery anomalies, commotio cordis, rhabdo-
myolysis, and the use of doping substances, which
cannot be predicted [13,33]. Therefore, the PPS
method of young competitive athletes has been the
subject of controversy. The main target of the PPS is
the detection of the high-risk athletes for SCD. The
results of epidemiological studies have shown that



Table 1. Common causes of SCD in athletes in different states.
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In USA* In UK** In ltaly (Veneto)***
1. Hypertrophic cardiomyopathy 36% 1. Sudden arrhythmic death syndrome 42% 1. Arrhythmogenic right ventricular
cardiomyopathy 14%

2. Coronary artery anomalies 19% 2. Idiopathic left ventricular hypertrophy and/or 2. Myocarditis 12%
fibrosis 16%

3. Indeterminant with LVH (possible HCM) 9% 3. Arrhythmogenic right ventricular 3. Mitral valve prolapse 10%
cardiomyopathy 13%

4. Myocarditis 7% 4. Hypertrophic cardiomyopathy 6% 4. Disease of the conduction system 10%

5. Arrhythmogenic right ventricular 5. Coronary artery anomalies 5% 5. Hypertrophic cardiomyopathy 9%

cardiomyopathy 5%
6. lon channelopathies 4%

6. Aortic rupture 5%
7. Dilated cardiomyopathy 4%
8. Coronary artery anomalies 3%

*:8,11; **: 2,14; **%: 12,

after the PPS, about 2-4% of athletes appeared abnor-
malities requiring further testing, while in about 0.3%
of the screened athletes the exclusion from competi-
tive sports is recommended, and that less than
0.001% of the screened athletes may die suddenly
[4,27]. Using the applications of telecardiology, the
PPS can be also applied in sports facilities, leading to
a significant increase of the number of athletes being
examined [34,35]. The screening should be performed
at least 4-6 weeks before the first preseason practice
to allow time to evaluate the athlete and treat any
medical condition found. Depending on each state
law, the PPS is conducted by a cardiologist, paediatri-
cian, sports medicine doctor, and any physician with
training to evaluate and determine the medical eligi-
bility for competition in athletes.

According to the Consensus Statement of the
Sports Cardiology Study Group of the European
Society of Cardiology and the International Olympic
Committee [4,36], the recommended screening proto-
col in young athletes includes the evaluation of the
personal and family medical history, the careful phys-
ical rest examination and, the mandatory application
of a 12-lead electrocardiogram (Table 2). Athletes from
the age of 12-34 should perform PPS every second
year, to evaluate their ability to perform the sport of
their preference. In contrast, in the USA, the American
College of Cardiology/AHA, as well as in Canada, the
Canadian Cardiovascular Society [28,37] recommends a
PPS program without including routine ECG in the sys-
tematic assessment of all high school and college-
aged student-athletes. The main reason for this dis-
crepancy is that the application of an ECG seems
highly unlikely given the large size of the US potential
athlete cohort to be screened [38]. In the past, the
ECG has been considered useful but imperfect screen-
ing tool for the detection of cardiac problems in ath-
letes, assuming that the specificity and even especially
sensitivity were low. Thus, there was a remarkable per-
centage of false-positive electrocardiographic findings

in well-trained athletes, mainly due to exercise training
that leads to cardiac adaptations (‘athlete’s heart’) and
caused incorrect diagnostic results [39]. The problem
of borderline or false-positive test results was largely
surpassed by the application of the international con-
sensus standards on the ECG interpretation and evalu-
ation in athletes [40,41]. These standards improve the
distinction between normal and abnormal ECG pat-
terns significantly, i.e. those who should cause no
alarm and those that require additional testing to
exclude (or confirm) the suspicion of an underlying
cardiovascular disease. In case of an athlete with one
borderline ECG finding, with free personal and family
history and no abnormal findings from the clinical
examination, no further investigation is needed, but if
two or more findings are recorded, further evaluation
is required [40-42]. As a result, the number of false
positives ECGs was reduced from 11.2 to 6% with the
Seattle criteria and 4.3% with the 'refined’ rules
[41,42]. Wheeler et al. [43] calculated that the perform-
ance of the PPS, including ECG, has 68% sensitivity
and 95% specificity.

The role of echocardiography in the PPS has been
the subject of discussion among sports cardiologists.
Although pre-participation echocardiography has been
shown to reveal cardiac abnormalities, that are not eas-
ily detectable through conventional screening, many
authors supported that it has limited diagnostic accur-
acy and efficiency in many cardiac disorders and may
lead to a further increase in the false-positive results
[38,44,45]. However, a growing number of cardiologists
are using ultrasound to screen athletes, since it may
reveal cardiac structural and functional disorders, as car-
diomyopathies, valve abnormalities, etc., which could
possibly lead to SCD [46]. Especially, the application of
new echocardiographic techniques and the wider use of
modern portable ultrasound machines contribute to the
distinction between the marginal cardiac adaptations to
intensive sports activities and the beginning state of the
cardiomyopathies [47]. Nevertheless, until today, the
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Table 2. Contents of the pre-participation cardiac screening according to the EACPR®.

Personal history

e List past and current
medical conditions. .

e List all current prescriptions,
over-the-counter medicines,
and performance-enhancing or
other supplements.

e List of symptoms such as chest e
discomfort, pain, tightness, or
pressure, flutter or skip cardiac
beats at rest or during exercise
as well as feeling of light-
headed, seizure or shorter of
breath during exercise

Family history
Information if:

Any family member or relative
died of heart problems or had
an unexpected or unexplained
sudden death before age

35 years.

Any member has a genetic
heart problem such as
hypertrophic cardiomyopathy,
Marfan syndrome,
arrhythmogenic right
ventricular cardiomyopathy,
long QT syndrome, short QT
syndrome, Brugada syndrome,
or catecholaminergic
polymorphic ventricular
tachycardia.
e Any member had a pacemaker

or an implanted defibrillator
before age 35.

Physical examination

e Anthropometric measurements
(height, weight).

e Measurement of
blood pressure.

e Checking the pulses in the
upper and lower extremities.

e Checking for the appearance of
Marfan stigmata

e Checking the heart for murmurs
(auscultation standing,
auscultation supine,
and =+ Valsalva manoeuvre)

Electrocardiogram®

e Normal findings:
Increased QRS voltage.
Incomplete right bundle branch
block.

Early repolarization.

Black athlete repolarization.
Juvenile T wave pattern.
Sinus bradycardia >30 bpm.
Sinus arrhythmia.

Ectopic atrial rhythm.
Junctional escape rhythm.
1° atrioventricular block.

Mobitz type | (Wenckebach) 2°
atrioventricular block.

e Abnormal findings:

T wave inversion.

ST segment depression.
Pathological Q waves.

Complete left bundle branch block.
Profound non-specific
intraventricular conduction delay.
Epsilon wave.

Ventricular pre-excitation.
Prolonged QT interval.

Brugada type 1 pattern.
Profound sinus bradycardia.
Profound 1° atrioventricular block.
Mobitz type Il 2° atrioventricular
block.

3° atrioventricular block.

Atrial tachyarrhythmias.
Ventricular arrhythmias.

The presence of two or more
borderline findings warrant
additional investigation.

e Borderline findings:
Left axis deviation.

Left atrial enlargement.
Right axis deviation.
Right atrial enlargement.
Complete right bundle
branch block

European Association of Cardiovascular Prevention and Rehabilitation [4].

PIn agreement with the International criteria for electrocardiographic interpretation in athletes [42].

use of echocardiography as a first-line PPS tool remains
to be proven in the recommendations, since it increases
costs, requires specialised knowledge from the physi-
cians in charge of the front-line testing, is time-consum-
ing, and in many cases does not offer more information
compared to electrocardiography [38]. Especially, in the
USA, AHA/ACC view still prevails, as non-invasive testing
is performed when warranted by the athlete’s history
and physical examination [38].

According to the recommendations of the
European Association of Cardiovascular Prevention
and Rehabilitation, the PPS in people over 35years
old, willing to engage in competitive activities should
include Systematic Coronary Risk Evaluation (SCORE)
for CAD [5]. In case of normal findings, including a
SCORE 10-year risk of <5%, the participation is

allowed, while in positive findings a SCORE 10-year
risk of >5%, exercise testing is recommended. When
the maximal exercise test is negative, free competition
in sports is allowed; in case of an abnormal result, fur-
ther evaluation is recommended, as a coronary arteri-
ography, a coronary computed tomography with
coronary calcium scoring, and a cardiac magnetic res-
onance imaging. On the other hand, the AHA commit-
tee recommends the addition of the maximal exercise
testing into the PPS for master competitive athletes
(defined as >40years old), with one additional risk fac-
tor and those with symptoms, as well as all for master
athletes above 65 years of age, regardless of risk fac-
tors or symptoms [6].

According to the PPS results, there are three clinical
scenarios: (@) On normal results, physicians allow
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Table 3. Eligibility for participation in competitive sports® of athletes with common cardiovascular problems according to ESC

Guidelines®.
Class of recommendation/
Level of evidence
1. Individuals with asymptomatic CAD without inducible myocardial ischaemia on a functional imaging or conventional lla/C
exercise stress test
2. Asymptomatic individuals with a mild anomalous coronary artery and absence of inducible ischaemia lIb/C
3. Asymptomatic individuals with a myocardial bridging and absence of inducible ischaemia and/or arrhythmias lla/C
4. Asymptomatic individuals with mild aortic stenosis 1/C
5. Asymptomatic individuals with moderate aortic stenosis (normal LV function-normal blood pressure response lIb/C
during exercise)
6. Asymptomatic individuals with mild aortic regurgitation 1/C
7. Asymptomatic individuals with moderate aortic regurgitation (normal LV function-normal exercise test) lla/C
8. Asymptomatic individuals with mild mitral regurgitation 1/C
9. Asymptomatic individuals with moderate mitral regurgitation (EF > 60%-LVDd <60 mm-normal exercise test) lla/C
10. Individuals with hypertrophic cardiomyopathy, with not: (i) cardiac symptoms or history of cardiac arrest or unexplained lb/C
syncope; (i) moderate ESC risk score (>_4%) at 5 years; (iii) LVOT gradient at rest > 30 mmHg; (iv) abnormal BP response
to exercise; (v) exercise-induced arrhythmias
12. Individuals with pericarditis (30 days—3 months after complete recovery) 1/C
13. Individuals with myocarditis (3-6 months after I/C complete recovery) lla/C
14. Individuals with atrial fibrillation (no structural heart disease, well tolerated AF) lla/C
15. Individual with paroxysmal supraventricular tachycardia, after ablation lla/C
16. Asymptomatic individual with pre-excitation syndrome, after ‘normal’ electrophysiological study lla/Clla/C
17. Individual with long QT syndrome (with genotype-positive/phenotype-negative LQTS: i.e. <470/480 ms in men/women) lla/C
18. Asymptomatic individuals with Brugada syndrome llb/C
19. Athlete with BrS and ICD, who not experienced recurrent arrhythmias over 3 months after ICD implantation lla/C
20. Individuals with premature ventricular contractions, without familial or structural underlying disease 1/C

The type of exercise, the environmental conditions and the medications should be under control.

bReference [29].

participation in competitive sports without restrictions.
(b) In case of clear pathological findings, the athlete
may be considered medically eligible for certain sports
or disqualified from any sports activities, in agreement
with the recommendations (Table 3) [29]. (c) An ath-
lete with asymptomatic CAD with no evidence of
inducible ischaemia on the exercise test, may be
allowed to participate in all types of competitive
sports, based on an individual careful evaluation [48].
Specifically, the participation without restrictions could
be allowed if his resting left ventricular ejection frac-
tion is >50% and there is no inducible ischaemia or
electrical instability [49]. Any doubts constitute further
evaluation. However, more diversity of opinion prevails
among physicians whether specific cases of ‘possible
at-risk’ athletes should be disqualified from competi-
tive sports, such as the asymptomatic athletes who
were in the grey zone of cardiac hypertrophy, or those
with abnormal findings on electrocardiogram, such as
the presence of mild negative T waves, etc. In such
cases, a few months of detraining is recommended to
assist in the differentiation between physiologic and
pathologic changes [50,51]. Recent studies have
reported that African/Afro-Caribbean black athletes
appear a significant cohort of striking repolarization
changes or inverted T-waves on the ECG, as well as
the magnitude of LVH in echocardiograms [52,53]. A
question remains whether those inappropriate findings

have ethnic origin or are due to subclinical cases of
cardiomyopathy.

In case of asymptomatic athletes with HCM, the
question exists as to whether participation in competi-
tive sports truly increases SCD risk, and whether exer-
cise restrictions could reduce its incident [54].
However, regarding the low-risk athletes with hyper-
trophic cardiomyopathy, vigorous exercise can act as a
trigger of sudden death, mainly via the activation of
the sympathetic system, while habitual activity
reduces the risk of SCD [55,56]. Interestingly, among
young athletes with hypertrophic cardiomyopathy,
most SCD occurs during sleep [57]. Recently, the ESC
introduced the HCM risk score, which uses seven vari-
ables, to estimate the individualised 5-year risk [29].
According to these Guidelines the risk of SCD is
defined as low if is <4%, moderate if between >4%
and <6%, and high if is >6% in 5years. These
Guidelines advocate a more liberal approach to sports
participation. Similarly, in Brugada syndrome, cardiac
arrest occurs most frequently during sleep [58].
However, patients with definite diagnosis of Brugada
should be restricted from competitive sports, since
regular exercise increases vagal tone at rest and thus
increases the risk of VF [29,59]. Others suggested that
enhanced adrenergic drive, such as occurs during
sports activity, could have an inhibitory effect on
arrhythmias and theoretically reduce SCD risk,
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specifically in athletes without a structural cardiac dis-
ease [60]. Genotype positive young athletes with low-
risk Long QT syndrome (QTc values <480 msec for
females and <470 msec for males) can participate in
competitive and recreational sports activities [61]. For
athletes with high blood pressure, the eligibility for
competing sports should be considered from success-
ful BP-treatment, no target organ damage, the cardio-
vascular risk profile, the blood pressure response to
exercise, and the possible side effects of antihyperten-
sive therapy [62]. It should be borne in mind that a
remarkable percentage of young athletes have white-
coat hypertension and some antihypertensive drugs,
such as diuretics, belong to the World Anti-Doping
Agency Prohibited List [62,63].

Conclusively, in daily medical practice the challenge
to decide if an athlete has a potential risk of SCD
depends on the efficacy and the feasibility of the PPS,
the type of cardiac disorder, and the sport classifica-
tion according to the type and intensity of the exer-
cise performed, usually following the application of an
exercise testing. Often the dilemma remains whether
some of the restrictions are too strict and could be
relaxed in some cases. Significantly, medical decisions
may have dire financial or legal consequences.
Recently, models of empowerment for athletes with
cardiovascular disorders have been suggested, which
allow them to be involved in the decision-making pro-
cess [64].

Genetic testing

In case of an athlete with mild cardiac findings, advo-
cating for the presence of hereditary heart disease
during the PPS, genetic testing is recommended [65].
Moreover, the test is recommended if an athlete’s
family has a history of inherited heart disease or sud-
den cardiac death in a member younger than 35 years
[66]. Post-mortem genetic analyses are useful in cases
of athletes who died suddenly, and the conventional
necropsy demonstrates no abnormal findings (esti-
mated as 10-30% of cases) [14,67].

In cardiomyopathies (hypertrophic, arrhythmogenic
right ventricular dysplasia, dilated) the mode of inher-
itance is autosomal dominant [66,68]. In syndromes, as
long QT, short QT and catecholaminergic polymorphic
ventricular tachycardia, recessive X-linked or mitochon-
drial modes of inheritance, are often detected [69].
However, genetic testing in clinical practice presents
several difficulties. Few laboratories have a high stand-
ard experience, and the introduction of commercially
available genetic tests is not yet widespread, especially

when complete analysis of the genes is required
[60,66]. For example, hypertrophic cardiomyopathy,
affecting approximately 1 in 500 individuals, is charac-
terised by genetic heterogeneity, and displays more
than 900 different mutations observed in more than
13 genes [66,70]. Moreover, the effectiveness of the
genetic test results is not primarily given [66]. Thus, in
individuals with hypertrophic cardiomyopathy genetic
testing is not recommended for exercise risk stratifica-
tion but only for familial cascade screening according
to the current ESC guidelines [29]. In arrhythmogenic
right ventricular cardiomyopathy and long QT syn-
drome, the efficiency of mutation detection is 30-70%
and 40-60% in index cases, respectively [66,71,72].
Thus, in clinical practice, physicians may face dilem-
mas, in case that no mutation is identified in an ath-
lete with borderline abnormalities on ECG or
echocardiography, suggesting the presence of an ini-
tial stage of cardiomyopathy or channelopathy [60].
Even in the absence of abnormal findings in MRI, and
although family history may be negative for the her-
editary cardiac disease, no conclusive diagnosis can be
drawn since a mutation is not always identified [66].
In these cases, long-term follow-up and additional
evaluation is required, while the final decision for par-
ticipation in competitive sports remains a challenge
for the physician and the athlete.

Eligibility for the exercise of athletes with genetic
diseases in specific recreational sports activities as well
as in some cases in competitive sports should be
assessed on an individual basis [66]. Strenuous exer-
cise, sports-focused on achieving higher levels of con-
ditioning and excellence, exercises associated with
high catecholamine release, such as burst exertion or
sprinting, like basketball, soccer, and tennis, and sports
are inducing a Valsalva manoeuvre, such as intense
static exertion, like lifting free weights must be
avoided [59,60]. Moreover, athletes are advised to
avoid activities during extreme environmental condi-
tions, and sports with high risk of injury, such as rock
climbing, downhill skiing, diving, motorcycling, etc,,
especially if they have diseases that may cause
impaired consciousness.

Conclusively, in most cases, the decision may be
more flexible. Thus, the management of the genotype-
positive-phenotype-negative athlete is a particularly
challenging issue. The final decision for participation
or disqualification in competitive sports should
depend on the type of gene and mutation, the sever-
ity of phenotype, the presence of premature cardiac
death in its family, the presence of symptoms, the



mode of exercise activity, and the presence of per-
sonal SCD risk factors [22,29,601.

The use of implantable cardioverter-defibrillator

There is no doubt that the use of implantable cardi-
overter defibrillators (ICD) provides protection against
sudden death in fatal arrhythmias. Many studies have
documented improved survival with ICD therapy
implantable cardioverter-defibrillator devices and
supported the role of ICD devices in primary and sec-
ondary prevention against SCD [73]. The success of
the ICD has offered new opportunities in quality of
life for young people with cardiomyopathies or chan-
nelopathies [73,74]. Specifically, it provides them the
safety to live a more active lifestyle. Initially, young
people with ICD were only allowed to participate in
recreational physical activities, because of the postu-
lated risks of failure to defibrillate in case of VT or VF,
myocardial injury from an inappropriate shock, or
device malfunction [75]. Long-term results of a pro-
spective Multinational Registry regarding the safety
of sports for athletes with ICD supported that many
athletes with implantable defibrillators can partici-
pate in competitive sports which do not pose a risk
of damage to the lead of the device, despite the
occurrence of both inappropriate and appropriate
shocks [76]. Moreover, data from the Implantable
Cardioverter-Defibrillator Sports Registry developed a
high-rate cut off and long-detection duration pro-
gramming of the ICD, which was associated with
reduced risk of total and inappropriate shocks during
sports competition [74]. Recently, the ICD Sports
Safety Registry reported that the participants in recre-
ational sports had less frequent appropriate and
inappropriate shocks during exercise than athletes
engaged in competitive sports [75]. Despite the pos-
sible safety provided by ICD, the participation or not
in competitive sports also depends on the underlying
heart disease. For example, participating in intense
exercise is found to harm the course of the arrhyth-
mogenic right ventricle cardiomyopathy [77]. In con-
clusion, the participation or disqualification of an
athlete with ICD in competitive sports is based on
the type of the underlying disease, the psychological
profile of the athlete, mainly because of the fear of
ICD shocks, and the sport situations where loss of
focus or loss of consciousness could cause harm to a
third party or the athlete. The patient also needs to
participate in the final decision.
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The prohibition of doping

The Anti-Doping Charter of Athlete Rights in WADA's
code contains the rule that the athlete has the obliga-
tion and the right to participate in clean, ethical and
fair sports and obtain a binding commitment that
doping has no place [78]. Thus, the adult athlete is
personally responsible for any substance he or she
consumes in order to increase the performance. There
are cases of athletes taking drugs that belong to the
banned list for health reasons. In such cases of exemp-
tion for therapeutic use, it is necessary to inform the
International Federations or National Anti-Doping
Organisations immediately [79]. Undoubtedly, a
request for an ‘exemption for therapeutic use’ must
be made in advance and not retroactively.

The fight against doping is effective not only in the
implementation of prohibited measures but also in
the proper education of athletes, coaches, relatives
and sports actors regarding the health risks posed by
the use of prohibited substances. The main content of
education should focus on the health risks of doping
[80]. Education and training should be continuous,
using all modern teaching aids, starting at an early
age of the athlete and tailored to all levels of learning.
Training should include recommendations to avoid
not only prohibited substances and methods but also
legal ergogenic aid, since firstly their unnecessary use
may carry health risks, and, secondly they are the first
step at a young age to use doping in older ones.

The health side-effects of illicit ergogenic aids
depend on the type and the amount of the consumed
drug, the effects of drug combinations, and the dur-
ation of their use [80,81]. The cardiovascular side-
effects of doping substances are the most deleterious
[81]. The androgenic-anabolic steroids have harmful
effects on the cardiovascular system. Their long-term
abuse may lead to atherosclerosis, arterial hyperten-
sion, cardiomyopathy, heart failure, arrhythmias, etc.
[82] The most dramatic acute side-effects are myocar-
dial infarction and SCD [82]. The use of human growth
hormone or insulin-like growth factor-l may cause
long-term drug-induced cardiomyopathy and arrhyth-
mias [83]. The use of the recombinant human erythro-
poietin, especially in inappropriate doses, increases
both haematocrit and viscosity of the blood and
enhances the risk of thrombosis and embolisms [81].
Moreover, it leads to increased afterload, and, thus, to
hypertension and cardiac failure. Diuretics and other
masking agents may cause dehydration, imbalance of
electrolytes and arrhythmias [81]. Central nervous sys-
tem stimulants, like amphetamines, cocaine and ephe-
drine-containing preparations, such as ma-huang,
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‘herbal Ecstasy’, increase the secretion of dopamine,
norepinephrine and serotonin [81]. Their abuse may
lead to acute coronary constriction and thrombosis
[84]. Moreover, they may cause hypertension and cere-
brovascular accidents, fatal arrhythmias and SCD [81].
Cannabis preparations may cause autonomic imbal-
ance, and lead to increased myocardial oxygen
demand and decreased oxygen delivery to the heart,
and, thus, can lead to acute ischaemia, arrhythmias
and SCD [81].

In addition to illegal substances, the abuse of
energy drinks has been reported to cause fatal
arrhythmias and SCD [85]. Some herbal and weight-
loss dietary supplements may also cause serious
arrhythmias [86]. Finally, high doses of caffeine intake
as well as nicotine may pose heart disorders.

The prevention of ‘exercise-induced’ cardiac
complications

The relationship between exercise and health has
been characterised as ‘exercise paradox’ [87]. It is a
dose-response relationship, which displays a U-shaped
curve [88]. Although mild to moderate exercise train-
ing has beneficial effects on cardiovascular health,
strenuous sports activity may cause harmful cardiac
disorders [3]. On the contrary, some systematic
reviews reported lower mortality rate among Olympic
athletes [89,90].

The cardiovascular system responds to acute iso-
tonic, isometric or mixed exercise, by an increase in
cardiac output, rate-pressure product, and oxygen
consumption, while the total peripheral resistance
may increase or decrease according to the involved
muscle mass and exercise type. The cardiovascular
strain is too high during intense and prolonged exer-
cise and may lead to cardiac ‘fatigue’ [91]. Thus, this
cardiac ‘drift’ may aggravate a pre-existing disorder of
the heart or trigger an abnormal myocardial substrate
[3]. The cardiovascular responses to extreme endur-
ance events, such as marathons, ultramarathons, iron-
man, triathlons, long-distance bicycle races, etc, are
accompanied by excessive secretion of catechol-
amines, a significant increase of the myocardial oxy-
gen demands, electrolyte disturbances, high oxidative
stress and concentration of lactic acid in the plasma,
which may lead to acidification [92,93]. Such competi-
tion in extreme exercises can produce an acute vol-
ume overload of the atria and ventricles, myocardial
edoema, alterations in the systolic and diastolic car-
diac function and increase of the cardiac biomarkers
[93,94]. All the above changes may lead to

arrhythmias, such as extrasystoles, atrial fibrillation and
ventricular tachyarrhythmias [17,95]. Moreover, transi-
ent myocardial ischaemia or even infarction can be
developed [93]. After intense exercise, the levels of
creatine kinase myocardial band and/or troponin are
often increased [92,93]. High-sensitivity cTn (HS-cTn)
assays are used today in the clinical setting. Recent
studies found that a large percentage of the partici-
pants in endurance sports demonstrate a detectable
HS-cTn following the completion of the race, and the
majority have a value above the 99th percentile, the
cut-off used for myocardial necrosis [96]. It is sup-
ported that the cTn kinetics in such cases demon-
strates a pattern of elevation showing a peak within
the first 4 h after exercise and a drop within 24 h. On
the other hand, in cases of myocardial necrosis a later
cTn peak with a slower downslope occurring over sev-
eral days is demonstrated. Disorders that may lead to
acute coronary artery obstruction during physical
activity are usually pre-existing atherosclerosis, con-
genital anomalies, endothelium injuries and spasm of
the artery [97,98]. Acute myocardial infarction may
occur even at a small degree of obstructive injury
(<50%), following the rupture of a vulnerable athero-
sclerotic plaque or spasm [93].

It was reported that a long-standing vigorous exer-
cise could cause adverse electrical and structural
remodelling as well as dysfunction in apparently nor-
mal right and/or left ventricle(s) [99]. Such depressed
right ventricular function results in the development
of a proarrhythmic substrate [94]. Interestingly, it was
suggested that vigorous exercise may lead to exercise-
induced right ventricular cardiomyopathy or ‘unmask’
arrhythmogenic right ventricular cardiomyopathy in
athletes [100]. Other long-term consequences are
myocardial inflammation and fibrosis, small areas of
myocardial scar, cardiomyocyte apoptosis, vascular
endothelial dysfunction, and increased coronary artery
calcification, even without subclinical findings of CAD
or high- risk factors [101,102]. Hyperdynamic coronary
circulation during vigorous exercise, leading to
increased shear stress forces, mechanical bending or
spasm of the coronary arteries, exercise-associated
hypertension, oxidative stress, and systemic inflamma-
tory response after repeated bouts of intensive exer-
cise have been supported as possible factors for these
changes [101,102]. However, in most cases of endur-
ance athletes with coronary calcification in MRI stud-
ies, the intraluminal lesions were purely calcified,
whereas in sedentary people were mixed [103]. The
calcific and stable nature of the plaques among ath-
letes may also be considered as protective against



plague rupture and acute myocardial infarction [103].
The metabolic and mechanical stress to the myocar-
dium and the coronary arteries, generated by exces-
sive endurance sports, may be responsible for the
appearance of complex ventricular arrhythmias,
tachyarrhythmias, sudden cardiac arrest or death
[100,104]. However, a crucial question remains as to
what the ‘red line’ of exercise is, namely which is the
ideal training dose required to reduce heart risk and
mortality factors and which may be accompanied by
acute cardiac disorders [105]. There is no evidence
regarding the dose-response relationship between the
volume of exercise training and cardiovascular health
outcomes and, also, exercise-induced cardiac changes.
A suggested algorithm to prevent complications is pri-
marily focussed on 4 considerable parameters: (1) the
individual’s level of physical fitness; (2) a known car-
diovascular, metabolic, or kidney disease; (3) the pres-
ence of signs or symptoms suggestive of CVD; and (4)
the intensity of exercise the individual is planning to
undertake [106].

A common cause of sudden unexpected cardiac
death in young athletes can be a sudden, blunt, non-
penetrating cardiac concussion (Commotio Cordis),
such as from the ball to baseball or softball, from the
stick to the hockey, etc. [24]. Only impacts on a nar-
row region on the upslope of the T wave (40ms
before the peak of the T-wave peak to the peak of the
T wave) will cause ventricular fibrillation, with a mark-
edly increased likelihood with impacts from 30 to
10ms before the peak of the T wave. To protect
against this potentially deadly impact on the chest,
athletes wear chest protectors [107]. Despite the tech-
nical progress, these protectors do not prevent all fatal
events. Also, another avenue to prevention is the use
of safety baseballs. Link [24] suggested that there may
also be a male favouring biological susceptibility to
chest wall impact-induced SCD. However, misfortune
must be considered as the main contributor factor in
case of SCD after sudden cardiac blow, since the gen-
erated extrasystole needs to trigger the vulnerability
period (during msec), leading to the development of
fatal tachyarrhythmias.

The reduction of high-risk factors for CAD

In recent years, there has been a sharp rise in the par-
ticipation of individuals over the age of 35years in
competitive endurance sports, such as half marathon,
marathon and super marathon races. The incidence of
SCD was estimated at 0.39 per 100,000 participants in
such competitions [108]. The SCD rate for the London
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Marathon was 1 in 80,000 finishers [109]. In a retro-
spective Web-based survey in the USA, the CAD was
reported as the most often cause of death (70%) at
autopsies in  marathon runners’ deaths [110].
Moreover, the leading cause of death in 92% of cases
was the CAD during running in Rhode Island Jogging
[111]. Thus, CAD is the prime cause of SCD in middle-
aged or aged athletes. Importantly, premature athero-
sclerotic CAD accounted for 2% to 3% of SCD in
young athletes [11,112]. In a large cohort of young
Olympic athletes, CAD was found in 0.430/1000 [113].

Vigorous exercise, exceeding the threshold of
ischaemia, increases the risk of myocardial infarction
in people with CAD even in subclinical condition
[112-114]. Malignant arrhythmias primarily originate in
areas of myocardial ischaemia, fibrosis or scar [19,114].
Fatal events may usually be triggered by hyperadre-
nergic activation, artery spasm, precipitating plaque
disruption, hypercoagulability, or endothelial erosion
[92,114]. Strenuous endurance exercise alone can lead
to early coronary atherosclerosis and calcification in
athletes, even without pre-existing CAD [115].

The assessment of risk factors for CAD in people
over the age of 35years who want to is a necessary
element of PPS [5]. In a cohort of middle-aged ath-
letes (aged 46.8+7.3years) after health evaluation
only the 4,1% required additional examination due to
high cardiovascular risk. The detection of risk factors is
not only crucial for the eligibility for sports, but also
for the primary prevention of CAD. The Framingham
Risk Score and the European Systematic Coronary Risk
Evaluation are the most commonly used tools, that
through mathematical equations estimate percentages
of 10-year cardiovascular CAD mortality risk [116,117].
However, in clinical practice, the use of any risk score,
correctly methodological and optimally calibrated, is
encouraged. In general terms, the risk stratification is
based on traditional risk factors, such as age, sex,
hyperlipidaemia, arterial hypertension, obesity, dia-
betes mellitus, and smoking. Moreover, others non-
traditional risk factors and clinical conditions, such as
family history, ethnicity, stress, coronary artery calcium
scoring, carotid plaque, periodontitis, sleep apnoea,
autoimmune diseases, erectile dysfunction, ergogenic
aids, etc., are considered potentially useful [118]. Many
of these factors could be present in athletes and con-
tribute to the development of CAD. In Olympic level
athletes, 39% had one or more risk factors, such as
dyslipidemia (32%), increased waist circumference
(25%), positive family history (18%), smoking habit
(8%), hypertension (3.8%) and diabetes (0.3%) [119].
From the cardiovascular evaluation of middle-aged
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athletes, a high-cardiovascular risk was detected in
about 4% of participants; of the total population, 49%
had pre-hypertension, and 60% were overweight
[120]. There is a reverse J-shaped relationship between
some of these factors and the level of exercise [114].
Regular moderate physical activity contributes to their
suppression, while strenuous endurance exercise can
make them worse.

Significant strategy for CAD prevention and reduc-
tion of SCD risk during sports, are individual-based
interventions, such as bodyweight reduction, smoking
cessation, healthy nutrition, lipid control, control of
diabetes mellitus and hypertension, stress manage-
ment and avoidance of any performance-enhanced
drugs abuse. A major challenge for athletes is to fol-
low an appropriate behaviour to maintain a
healthy lifestyle.

The use of cardiopulmonary resuscitation

This section will focus on the management measures
of an athlete who had a cardiac arrest on the field.
The case of English soccer player Muamba in 2012,
who finally recovered completely from a cardiac
attack, which occurred during a match, after a 78-min
cardiac arrest and in which repeated defibrillations
were performed on the field and in the ambulance,
shows the great importance for the ultimate survival
of immediate and appropriate resuscitation. Besides, it
emphasises that resuscitation efforts should continue
until the victim responds or the care is transferred to
an emergency centre.

When an athlete collapses on the field, other ath-
letes, medical staff, coaches, and others often run to
offer help. The overcrowding of so many people is not
so useful in cardiac emergencies to compare to what
it offers a rescue team. The optimal outcome in a car-
diac arrest with a shockable rhythm (VF/VT) is offered
with the immediate use of an automated external
defibrillator (AED) [121]. Therefore, the rapid recogni-
tion of cardiac arrest, a comprehensive and rehearsed
emergency action plan, the early intervention with car-
diopulmonary resuscitation (CPR) techniques, and the
use of the defibrillator play a vital role in the prompt
and appropriate care of the collapsed athlete.

The presence of a physician in any official sports
event is considered obligatory. However, it is equally
necessary for every sports club and every sports venue
to have a rescue team trained in CPR. An AED can be
safely and efficiently used by non-health professionals
also. Therefore, it is mandatory to equip all sports
facilities with AEDs, which are visible to the public and

easily accessible. The survival rate after resuscitation
can be up to about three times higher when it occurs
in sports field compared to those in which CPR occurs
outside (e.g. in ambulance) [23,44]. A recent study
from the St George's University of London reported
that 100% of Premiership clubs provided AED training
to designated staff. On the other hand, 30% of lower
division clubs with AEDs available did not provide for-
mal training [122]. The American Heart Association has
recommended placing an AED within a 3-min walk of
locations where the incidence of cardiac arrest is
higher [123]. The European Society of Preventive
Cardiology recommended in a consensus document
the existence in every significant venue of at least a
physician and a nurse, as well as 1-2 AED if the cap-
acity is <10,000 spectators and athletes. The rescue
team must have the appropriate training to be able to
begin CPR in the arena, within <5 min [124]. Such pro-
cedures can lead to significant successful outcomes.
Drezner et al. [125] reported that 89% of students-ath-
letes and adults, who arrested during physical activity,
survived in school-based AED programs. In similar,
Marijon et al. [10] demonstrated a survival rate of
about 87% for sports-associated SCA and supported
that bystander cardiopulmonary resuscitation and ini-
tial use of cardiac defibrillation were the strongest
independent predictors for survival to hospital dis-
charge. Interestingly, most subjects who experience
SCA during sports activity are generally perceived as
previously healthy individuals. Finally, the presence of
AEDs in sports centres was associated with neurologic-
ally intact survival after an exercise-related SCA [126].
Therefore, establishing effective resuscitation protocols
and increasing the availability of automated external
defibrillators in settings, where competitive sport is
undertaken, are the most effective strategies in help-
ing reduce the incidence of SCD among ath-
letes [121,1271.

In conclusion, by using all means we have, to pre-
vent cardiac disorders during exercise, in clinical prac-
tice, we may find ourselves in a dilemma. There may
be a question of whether we have taken the right
decision. There are still several inquiries about the
effects of long-term strenuous and intense exercise on
the heart, the best screening strategy in the attempt
to distinguish pathology from physiology (athlete’s
heart), the recommendations on safe exercise training
in athletes with cardiovascular problems, which are
based on expert opinion (level of evidence C), etc. The
application of the pre-participation cardiovascular
screening is challenging to prevent SCD in sports.
Nevertheless, it remains controversial whether it is



part of an optimal strategy to detect athletes with car-
diac disorders at risk of SCD. Prompt resuscitation in
cardiac arrest cases and the use of ICD in high-risk
athletes with cardiac diseases are treatments that aim
to prevent SCD. Thus, they play a crucial role mainly
in the secondary prevention of SCD, following an epi-
sode of life-threatening arrhythmias and syncope.
Besides, the value of the increased availability of AEDs
in sports facilities is widely supported. Thus, in an
attempt to answer the question in the title, having in
mind to look at the best effective manner, debate
remains as to whether the application of the
Hippocrates’'s maxim ‘prevention is better than cure’ is
more successful in preventing SCD in comparison with
the option to place AEDs in any athletic centre.
Rational application of both measures will undoubt-
edly lead to more positive results.

Disclosure statement

No potential conflict of interest was

the author(s).

reported by

ORCID

Evangelia Kouidi http://orcid.org/0000-0002-5023-2542

References

[11  Mohananey D, Masri A, Desai R, et al. Global inci-
dence of sports-related sudden cardiac death. J Am
Coll Cardiol. 2017;69(21):2672-2679.

[2] Finocchiaro G, Papadakis M, Robertus JL, et al.
Etiology of sudden death in sports: insights from a
United Kingdom Regional Registry. J Am Coll
Cardiol. 2016;67(18):2108-2115.

[31 Sharma S, Merghani A, Mont L. Exercise and the
heart: the good, the bad, and the ugly . Eur Heart J.
2015;36(23):1445-1453.

[4] Corrado D, Pelliccia A, Bjegrnstad HH, et al.
Cardiovascular pre-participation screening of young
competitive athletes for prevention of sudden death:
proposal for a common European protocol.
Consensus Statement of the Study Group of Sport
Cardiology of the Working Group of Cardiac
Rehabilitation and Exercise Physiology and the
Working Group of Myocardial and Pericardial
Diseases of the European Society of Cardiology. Eur
Heart J. 2005;26(5):516-524.

[5] Borjesson M, Urhausen A, Kouidi E, et al
Cardiovascular evaluation of middle-aged/ senior
individuals engaged in leisure-time sport activities:
position stand from the sections of exercise physi-
ology and sports cardiology of the European
Association of Cardiovascular Prevention and
Rehabilitation. Eur J Cardiovasc Prev Rehabil. 2011;
18(3):446-458.

(6]

[7]

(8l

9

(o

(1l

[12]

[13]

[14]

[15]

el

(7]

8]

[19]

[20]

ACTA CARDIOLOGICA 11

Bolognesi M. Pre-participation screening of competi-
tive of middle-aged athletes: certainties and doubts
in daily practice. J Integr Cardiol. 2016;1(6):1000142.
Colivicchi F, Ammirati F, Biffi A, et al. Exercise-related
syncope in young competitive athletes without evi-
dence of structural heart disease. Clinical presenta-
tion and long-term outcome. Eur Heart J. 2002;
23(14):1125-1130.

Maron BJ, Haas TS, Ahluwalia A, et al. Demographics
and epidemiology of sudden deaths in young com-
petitive athletes: from the United States National
Registry. Am J Med. 2016;129(11):1170-1177.

Maron BJ, Udelson JE, Bonow RO, et al. Eligibility
and disqualification recommendations for competi-
tive athletes with cardiovascular abnormalities: task
force 3: hypertrophic cardiomyopathy, arrhythmo-
genic right ventricular cardiomyopathy and other
cardiomyopathies, and myocarditis: a scientific state-
ment from the American Heart Association and
American College of Cardiology. J Am Coll Cardiol.
2015;66(21):2362-2371.

Marijon E, Uy-Evanado A, Reinier K, et al. Sudden
cardiac arrest during sports activity in middle age.
Circulation. 2015;131(16):1384-1391.

Maron BJ, Doerer JJ, Haas TS, et al. Sudden deaths
in young competitive athletes: analysis of 1866
deaths in the United States, 1980-2006. Circulation.
2009;119(8):1085-1092.

Corrado D, Basso C, Rizzoli G, et al. Does sports
activity enhance the risk of sudden death in adoles-
cents and young adults? J Am Coll Cardiol. 2003;
42(11):1959-1963.

Harmon K, Drezner J. Evolving etiology of sudden
cardiac death in adolescent and young adult ath-
letes. https://www.acc.org/latest-in-cardiology/
articles/2018/03/05.

Harmon KG, Asif IM, Maleszewski JJ, et al. Incidence,
cause, and comparative frequency of sudden cardiac
death in National Collegiate Athletic Association
Athletes: a decade in review. Circulation. 2015;
132(1):10-19.

La Gerche A, Heidbuchel H. Can intensive exercise
harm the heart? You can get too much of a good
thing. Circulation. 2014;130(12):992-1002.

Shave R, Oxborough D. Exercise-induced cardiac
injury: evidence from novel imaging techniques and
highly sensitive cardiac troponin assays. Prog
Cardiovasc Dis. 2012;54(5):407-415.

Biffi A, Pelliccia A, Verdile L, et al. Long-term clinical
significance of frequent and complex ventricular
tachyarrhythmias in trained athletes. J Am Coll
Cardiol. 2002;40(3):446-452.

Heidbuchel H, Prior DL, La Gerche A. Ventricular
arrhythmias associated with long-term endurance
sports: what is the evidence? Br J Sports Med. 2012;
46(Suppl 1):i44-i50.

Varré A, Baczké |. Possible mechanisms of sudden
cardiac death in top athletes: a basic cardiac electro-
physiological point of view. Pflugers Arch. 2010;
460(1):31-40.

Samie F, Jalife J. Mechanisms underlying ventricular
tachycardia and its transition to ventricular



12 A. DELIGIANNIS AND E. KOUIDI

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

fibrillation in  the structurally normal heart.
Cardiovasc Res. 2001;50(2):242-250.

de Groot SHM, Schoenmakers M, Molenschot MMC,
et al. Contractile adaptations preserving cardiac out-
put predispose the hypertrophied canine heart to
delayed afterdepolarization-dependent ventricular
arrhythmias. Circulation. 2000;102(17):2145-2151.
Jordaens LA. A clinical approach to arrhythmias
revisited in 2018: from ECG over noninvasive and
invasive electrophysiology to advanced imaging.
Neth Heart J. 2018;26(4):182-189.

Vancini RL, Nikolaidis PT, Barbosa de Lira CA, et al.
Prevention of sudden death related to sport: the sci-
ence of basic life support—from theory to practice. J
Clin Med. 2019; 8:556-569.

Link M. Commotio cordis: ventricular fibrillation trig-
gered by chest impact-induced abnormalities in
repolarization. Circ Arrhythmia Electrophysiol. 2012;
5:425-432.

Corrado D, Basso C, Pavei A, et al. Trends in sudden
cardiovascular death in young competitive athletes
after implementation of a preparticipation screening
program. JAMA 2006;296(13):1593-1601.

Deligiannis A, Anastasakis A, Antoniades L, et al.
Recommendations for the cardiovascular screening
of athletes. Hellenic J Cardiol. 2010;51(6):530-537.
Deligiannis AP, Kouidi EJ, Koutlianos NA, et al.
Eighteen years’ experience applying old and current
strategies in the pre-participation cardiovascular
screening of athletes. Hellenic J Cardiol. 2014;55(1):
32-41.

Maron BJ, Zipes DP, Kovacs RJ. Eligibility and dis-
qualification recommendations for competitive ath-
letes with cardiovascular abnormalities: preamble,
principles, and general considerations: a scientific
statement from the American Heart Association and
American College of Cardiology. Circulation. 2015;
132(22):e256-e261.

Pelliccia A, Sharma S, Gati S, et al. 2020 ESC
Guidelines on sports cardiology and exercise in
patients with cardiovascular disease. Eur Heart J.
2020; 00:1-80.

Steinvil A, Chundadze T, Zeltser D, et al. Mandatory
electrocardiographic screening of athletes to reduce
their risk for sudden death proven fact or wishful
thinking? J Am Coll Cardiol. 2011;57(11):1291-1296.
Mosterd A. Pre-participation screening of asymptom-
atic athletes: "Don’t do stupid stuff'. Neth Heart J.
2018;26(3):123-126.

Benton NG, Maginot KR. Sudden cardiac death in
young athletes: trying to find the needle in the hay-
stack. Wisconsin Med J. 2007; 106:335-342.

Lobo SW, Pant S, Kharoshah MA, et al. Can rhabdo-
myolysis be a cause of sudden death in young ath-
letes? Med Hypotheses. 2011;77(5):935-936.

Samaras T, Karavasiliadou S, Kouidi E, et al.
Transtelephonic electrocardiographic transmission in
the preparticipation screening of athletes. Int J
Telemed Appl. 2008;2008:217909-4. vol

Assanelli D, Ermolao A, Carre F, et al. Standardized
pre-competitive screening of athletes in some

[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

(48]

[49]

European and African countries: the SMILE study.
Intern Emerg Med. 2014;9(6):709-434.

Ljungqvist A, Jenoure P, Engebretsen L, et al. The
international olympic committee (IOC) consensus
statement on periodic health evaluation of elite ath-
letes March 2009. Br J Sports Med. 2009;43(9):
631-643.

Johri AM, Poirier P, Dorian P, et al. Canadian
Cardiovascular ~ Society/Canadian  Heart Rhythm
Society joint position statement on the cardiovascu-
lar screening of competitive athletes. Can J Cardiol.
2019;35(1):1-11.

Maron BJ, Friedman RA, Kligfield P, et al. Assessment
of the 12-lead ECG as a screening test for detection
of cardiovascular disease in healthy general popula-
tions of young people (12-25 years of age): a scien-
tific statement from the American Heart Association
and the American College of Cardiology. Circulation.
2014;130(15):1303-1334.

Wexler R, Estes M. lll. No: there is not enough evi-
dence to support including ECG in the preparticipa-
tion sports evaluation. Am Fam Physician. 2015;92:
343-344.

Corrado D, Pelliccia A, Heidbuchel H, et al
Recommendations for interpretation of 12-lead elec-
trocardiogram in the athlete. Eur Heart J. 2010;31(2):
243-259.

Drezner JA, Ackerman MJ, Anderson J, et al
Electrocardiographic interpretation in athletes: the
‘Seattle criteria’. Br J Sports Med. 2013;47(3):122-124.
Drezner JA, Sharma S, Baggish A, et al. International
criteria for electrocardiographic interpretation in ath-
letes: consensus statement. Br J Sports Med. 2017;
51(9):704-731.

Wheeler MT, Heidenreich PA, Froelicher VF, et al.
Cost-effectiveness of preparticipation screening for
prevention of sudden cardiac death in young ath-
letes . Ann Intern Med. 2010;152(5):276-286.

Maron BJ, Estes NA, Ill, Maron MS. Is it fair to screen
only competitive athletes for sudden death risk, or is
it time to level the playing field? Am J Cardiol. 2018;
121(8):1008-1010.

Lucas C, Kerkhof D, Jacilyn B, et al. The use of echo-
cardiograms in preparticipation examinations. Curr
Sports Med Rep. 2017;16:77-83.

Grazioli G, Merino B, Montserrat S, et al. Usefulness
of echocardiography in preparticipation screening of
competitive athletes. Rev Esp Cardiol. 2014;67(9):
701-705.

La Gerche A, Baggish L, Knuuti J, et al. Cardiac imag-
ing and stress testing asymptomatic athletes to
identify those at risk of sudden cardiac death. JACC
Cardiovasc Imaging. 2013;6(9):993-1007.

Borjesson M, Dellborg M, Niebauer J, et al
Recommendations for participation in leisure time or
competitive sports in athletes-patients with coronary
artery disease: a position statement from the Sports
Cardiology Section of the European Association of
Preventive Cardiology (EAPC). Eur Heart J. 2019;
40(1):13-18.

Thompson PD, Myerburg RJ, Levine BD, et al
Eligibility and disqualification recommendations for



[50]

[51]

[52]

[53]

[54]

[55]

[56]

[57]

[58]

[59]

[60]

[61]

[62]

competitive athletes with cardiovascular abnormal-
ities: task force 8: coronary artery disease: a scientific
statement from the American Heart Association and
American College of Cardiology. J Am Coll Cardiol.
2015;66(21):2406-2411.

Basavarajaiah S, Wilson M, Junagde S, et al.
Physiological left ventricular hypertrophy or hyper-
trophic cardiomyopathy in an elite adolescent ath-
lete: role of detraining in resolving the clinical
dilemma. Br J Sports Med. 2006;40(8):727-729.
Vessella T, Cardillo R, Bianco M, et al. Marked nega-
tive T waves in athletes: ECG normalization after
detraining. J Sports Med Phys Fitness. 2013; 53:
520-523.

Basavarajaiah S, Boraita A, Whyte G, et al. Ethnic dif-
ferences in left ventricular remodeling in highly-
trained athletes relevance to differentiating physio-
logic left ventricular hypertrophy from hypertrophic
cardiomyopathy. J Am Coll Cardiol. 2008;51(23):
2256-2262.

Riding NR, Sharma S, McClean G, et al. Impact of
geographical origin upon the electrical and struc-
tural manifestations of the black athlete’s heart. Eur
Heart J. 2019;40(1):50-58.

Saberi S, Day SM. Exercise and hypertrophic cardio-
myopathy: Time for a change of heart. Circulation.
2018;137(5):419-421.

Klempfner R, Kamerman T, Schwammenthal E, et al.
Efficacy of exercise training in symptomatic patients
with hypertrophic cardiomyopathy: results of a struc-
tured exercise training program in a cardiac rehabili-
tation center. Eur J Prev Cardiol. 2015;22(1):13-19.,.
Dias KA, Link MS, Levine BD. Exercise training for
patients with hypertrophic cardiomyopathy: JACC
review topic of the week. J Am Coll Cardiol. 2018;
72(10):1157-1165.

Maron BJ, Semsarian C, Shen WK, et al. Circadian
patterns in the occurrence of malignant ventricular
tachyarrhythmias triggering defibrillator interven-
tions in patients with hypertrophic cardiomyopathy.
Heart Rhythm. 2009;6(5):599-602.

Matsuo K, Kurita T, Inagaki M, et al. The circadian
pattern of the development of ventricular fibrillation
in patients with Brugada syndrome. Eur Heart J.
1999;20(6):465-470.

Pelliccia A, Solberg EE, Papadakis M, et al.
Recommendations for participation in competitive
and leisure time sport in athletes with cardiomyopa-
thies, myocarditis, and pericarditis: position state-
ment of the Sport Cardiology Section of the
European Association of Preventive Cardiology
(EAPC). Eur Heart J. 2019;40(1):19-33.

Maron BJ, Chaitman BR, Ackerman MJ, et al.
Recommendations for physical activity and recre-
ational sports participation for young patients with
genetic cardiovascular diseases. Circulation. 2004;
109(22):2807-2816.

Schnell F, Behar N, Carré F. Long-QT syndrome and
competitive sports. Arrhythm Electrophysiol Rev.
2018;7(3):187-192.

Fagard RH, Bjornstad H, Borjesson M, et al. ESC
Study Group of Sports Cardiology recommendations

[63]

[64]

[65]

[66]

[67]

[68]

[69]

[70]

[71]

[72]

[73]

[74]

[75]

[76]

ACTA CARDIOLOGICA 13

for participation in leisure-time physical activities
and competitive sports for patients with hyperten-

sion. Eur J Cardiovasc Prev Rehabil. 2005;12(4):
326-331.
Kouidi E, Fahadidou-Tsiligiroglou A, Tassoulas E,

et al. White-coat hypertension detected during
screening of male adolescent athletes. Am J
Hypertens. 1999;12(2 Pt 1):223-226.

Providencia R, Teixeira C, Segal O, et al
Empowerment of athletes with cardiac disorders: a
new paradigm. Europace. 2018;20(8):1243-1251.
Ingles J, Zodgekar PR, Yeates L, et al. Guidelines for
genetic testing of inherited cardiac disorders. Heart
Lung Circ. 2011;20(11):681-687.

Richard P, Denjoy |, Fressart V, et al. Advising a car-
diac disease gene positive yet phenotype negative
or borderline abnormal athlete: is sporting disqualifi-
cation really necessary? Br J Sports Med. 2012;
46(Suppl 1):i59-i68.

Tan HL, Hofman N, van Langen IM, et al. Sudden
unexplained death: heritability and diagnostic yield
of cardiological and genetic examination in surviving
relatives. Circulation. 2005;112(2):207-213.

Charron P, Arad M, Arbustini E, et al. Genetic coun-
selling and testing in cardiomyopathies: a position
statement of the European Society of Cardiology
Working Group on myocardial and pericardial dis-
eases. Eur Heart J. 2010;31(22):2715-2726.

Cerrone M, Priori SG. Genetics of sudden death:
focus on inherited channelopathies. Eur Heart J.
2011;32(17):2109-2118.

Marian AJ. Hypertrophic cardiomyopathy: from gen-
etics to treatment. Eur J Clin Invest. 2010;40(4):
360-369.

Schwartz PJ, Priori SG, Spazzolini C, et al. Genotype-
phenotype correlation in the long-QT syndrome:
gene-specific triggers for life-threatening arrhyth-
mias. Circulation. 2001;103(1):89-95.

Fressart V, Duthoit G, Donal E, et al. Desmosomal
gene analysis in arrhythmogenic right ventricular
dysplasia/cardiomyopathy: spectrum of mutations
and clinical impact in practice. Europace. 2010;12(6):
861-868.,

Maron BJ, Spirito P, Shen WK, et al. Implantable car-
dioverter defibrillators and prevention of sudden
cardiac death in hypertrophic cardiomyopathy.
JAMA 2007;298(4):405-412.

Olshansky B, Atteya G, Cannom D, et al. Competitive
athletes with implantable cardioverter-defibrillators-
How to program? Data from the Implantable
Cardioverter-Defibrillator ~ Sports  Registry. Heart
Rhythm. 2019;16(4):581-587.

Heidbuchel H, Willems R, Jordaens L, et al. Intensive
recreational athletes in the prospective multinational
ICD Sports Safety Registry: results from the
European cohort. Eur J Prev Cardiolog. 2019;26(7):
764-775.

Saarel EV, Law |, Berul Cl, et al. Safety of sports for
young patients with implantable cardioverter-defib-
rillators: long-term results of the Multinational ICD
Sports Registry. Circ Arrhythm Electrophysiol. 2018;
11(11):e006305.



14 A. DELIGIANNIS AND E. KOUIDI

[77]

[78]

[79]

[80]

[81]

[82]

[83]

[84]

[85]

[86]

[87]

[88]

[89]

[90]

[91]

[92]

[93]

[94]

Wang W, Orgeron G, Tichnell C, et al. Impact of exer-
cise restriction on arrhythmic risk among patients
with arrhythmogenic right ventricular cardiomyop-
athy. J Am Heart Ass. 2018;7:e008843.

WADA: anti-doping charter of athlete rights-draft-16
May 2019. https://www.wada-ama.org/en/resources/
anti-doping-community/anti-doping-charter-of-athlete-
rights-draft-16-may-2019

Dvorak J, Kirkendall D, Vouillamoz M. Therapeutic
use exemption. Br J Sports Med. 2006;
40(Supplement 1):i40-i42.

La Gerche A, Brosnan M. Cardiovascular effects of
performance-enhancing drugs. Circulation. 2017;
135(1):89-99.

Deligiannis A, Bjornstad H, Carre F, et al. ESC study
group of sports cardiology position paper on
adverse cardiovascular effects of doping in athletes.
Eur J Cardiovasc Prev Rehabil. 2006;13(5):687-694.
Hernandez-Guerra Al, Tapia J, Menéndez-Quintanal
LM, et al. Sudden cardiac death in anabolic andro-
genic steroids abuse: case report and literature
review. Forensic Sci Res. 2019;4(3):267-273.

Siebert D, Rao A. The use and abuse of human
growth hormone in sports. Sports Health. 2018;10(5):
419-426.

Reece AS, Norman A, Hulse GK. Acceleration of car-
diovascular-biological age by amphetamine expos-
ure is a power function of chronological age. Heart
Asia. 2017;9(1):30-38.

Khan R, Osman M, Zafar S, et al. Energy drink
induced ventricular fibrillation and cardiac arrest: a
successful outcome. J Med Cases. 2015;6(9):409-412.
Inayat F, Majeed CN, Ali NS, et al. The risky side of
weight-loss dietary supplements: disrupting arrhyth-
mias causing sudden cardiac arrest. BMJ Case Rep.
2018;11(1):e227531.

Maron BJ. The paradox of exercise. N Engl J Med.
2000;343(19):1409-1411.

Merghani A, Malhotra A, Sharma S. The U-shaped
relationship between exercise and cardiac morbidity.
Trends Cardiovasc Med. 2016;26(3):232-240.
Teramoto M, Bungum TJ. Mortality and longevity of
elite athletes. J Sci Med Sport. 2010;13(4):410-416.
Takeuchi T, Kitamura Y, Sado J, et al. Mortality of
Japanese Olympic athletes: 1952-2017 cohort study.
BMJ Open Sport Exerc Med. 2019;5(1):e000653
Alexiou S, Kouidi E, Fahadidou-Tsiligiroglou A, et al.
Cardiac function after exhaustive open-sea swim-
ming. J Sports Med Phys Fitness. 2005;45(1):98-104.
Eijsvogels TMH, Fernandez AB, Thompson PD. Are
there deleterious cardiac effects of acute and
chronic endurance exercise? Physiol Rev. 2016;96(1):
99-125.

Tahir E, Scherz B, Starekova J, et al. Acute impact of
an endurance race on cardiac function and bio-
markers of myocardial injury in triathletes with and
without myocardial fibrosis. Eur J Prev Cardiolog.
2020;27(1):94-104.

Vezzoli A, Dellanoce C, Mrakic-Sposta S, et al.
Oxidative stress assessment in response to ultra-
endurance exercise: Thiols Redox status and ROS

[95]

[96]

[97]

[98]

[99]

[100]

[101]

[102]

[103]

[104]

[105]

[106]

production according to duration of a competitive
race. Oxid Med Cell Longev. 2016;2016:1-13.

La Gerche A, Claessen G, Dymarkowski S, et al.
Exercise-induced right ventricular dysfunction is
associated with ventricular arrhythmias in endurance
athletes. Eur Heart J. 2015;36(30):1998-2010.

Baker P, Leckie T, Harrington D, et al. Exercise-
induced cardiac troponin elevation: an update on
the evidence, mechanism and implications. Int J
Cardiol Heart Vasc. 2019;22:181-186.

Mittleman MA, Maclure M, Tofler GH, et al.
Triggering of acute myocardial infarction by heavy
physical exertion. Protection against triggering by
regular exertion. Determinants of myocardial infarc-
tion onset study investigators. N Engl J Med. 1993;
329(23):1677-1683.

Corrado D, Basso C, Poletti A, et al. Sudden death in
the young. Is acute coronary thrombosis the major
precipitating factor?  Circulation. 1994;90(5):
2315-2323.,.

Christou G, Pagourelias E, Anifanti M, et al. Exploring
the determinants of the cardiac changes after ultra-
long duration exercise: the echocardiographic
Spartathlon study. Eur J Prev Cardiolog. 2020; 27(14):
1467-1477.

Heidbuchel H, La Gerche A. The right heart in ath-
letes. Evidence for exercise-induced arrhythmogenic

right ventricular cardiomyopathy.
Herzschrittmacherther  Elektrophysiol.  2012;23(2):
82-86.

Mohlenkamp S, Lehmann N, Breuckmann F, et al.
Running: the risk of coronary events: prevalence and
prognostic relevance of coronary atherosclerosis in
marathon runners. Eur Heart J. 2008;29(15):
1903-1910.

Wilson M, O’Hanlon R, Prasad S, et al. Diverse pat-
terns of myocardial fibrosis in lifelong, veteran
endurance athletes. J Appl Physiol. 2011;110(6):
1622-1626.

Lechner K, Spanier B, Lechner B, et al. Your athlete-
patient has a high coronary artery calcification
score-'Heart of Stone’. What should you advise? Is
exercise safe? Br J Sports Med. 2020;0:1-2. DOl
10.1136/bjsports-2019-100769

Mont L, Sambola A, Brugada J, et al. Long-lasting
sport practice and lone atrial fibrillation. Eur Heart J.
2002;23(6):477-482.

Pelliccia A, Fagard R, Bjernstad H, et al
Recommendations for competitive sports participa-
tion in athletes with cardiovascular disease: a con-
sensus document from the Study Group of Sports
Cardiology of the Working Group of Cardiac
Rehabilitation and Exercise Physiology and the
Working Group of Myocardial and Pericardial
Diseases of the European Society of Cardiology. Eur
Heart J. 2005;26(14):1422-1445.

Franklin B, Thompson P, Al-Zaiti S, et al. Exercise-
related acute cardiovascular events and potential
deleterious adaptations following long-term exercise
training: placing the risks into perspective-an
update: a scientific statement from the American



[107]

[108]

[109]

[110]

[111]

[112]

[113]

[114]

[115]

[116]

[117]

Heart Association. Circulation. 2020;141(13):
e705-e736.
Kumar K, Mandleywala S, Gannon M, et al

Development of a chest wall protector effective in
preventing sudden cardiac death by chest wall
impact (Commotio Cordis). Clin J Sport Med. 2017;
27(1):26-30.

Hart L. Marathon-related cardiac arrest. Clin J Sport
Med. 2013;23(5):409-410.

Tunstall Pedoe DS. Marathon cardiac deaths: the
London experience. Sports Med. 2007;37(4-5):
448-450.

Webner D, DuPrey KM, Drezner JA, et al. Sudden car-
diac arrest and death in United States marathons.
Med Sci Sports Exerc. 2012;44(10):1843-1845.
Thompson PD, Funk EJ, Carleton RA, et al. Incidence
of death during jogging in Rhode Island from 1975
through 1980. JAMA 1982;247(18):2535-2538.
Chandra N, Bastiaenen R, Papadakis M, et al. Sudden
cardiac death in young athletes: practical challenges
and diagnostic dilemmas. J Am Coll Cardiol. 2013;
61(10):1027-1040.

Pelliccia A, Adami PE, Quattrini F, et al. Are Olympic
athletes free from cardiovascular diseases?
Systematic investigation in 2352 participants from
Athens 2004 to Sochi 2014. Br J Sports Med. 2017;
51(4):238-243.

Eijsvogels T, Thompson P, Franklin B. The “extreme
exercise hypothesis”: Recent findings and cardiovas-
cular health implications. Curr Treat Options
Cardiovasc Med. 2018; 20(10):84-89.

Merghani A, Maestrini V, Rosmini S, et al. Prevalence
of subclinical coronary artery disease in masters
endurance athletes with a low atherosclerotic risk
profile. Circulation. 2017;136(2):126-137.

D’Agostino R, Vasan R, Pencina M, et al. General car-
diovascular risk profile for use in primary care: the
Framingham Heart Study. Circulation. 2008;117(6):
743-753.

Piepoli MF, Hoes AW, Agewall S, et al. 2016
European Guidelines on cardiovascular disease pre-
vention in clinical practice: The Sixth Joint Task
Force of the European Society of Cardiology and
Other Societies on Cardiovascular Disease Prevention
in Clinical Practice (constituted by representatives of
10 societies and by invited experts) Developed with

[118]

[119]

[120]

[121]

[122]

[123]

[124]

[125]

[126]

[127]

ACTA CARDIOLOGICA 15

the special contribution of the European Association
for Cardiovascular Prevention & Rehabilitation
(EACPR). Eur Heart J. 2016;37(29):2315-2381.

Piepoli M, Abreu A, Albus C, et al. Update on cardio-
vascular prevention in clinical practice: a position
paper of the European Association of Preventive
Cardiology of the European Society of Cardiology.
Eur J Prev Cardiol. 2020;27(2):181-205.

D'Ascenzi F, Caselli S, Alvino F, et al. Cardiovascular
risk profile in Olympic athletes: an unexpected and
underestimated risk scenario. Br J Sports Med. 2019;
53(1):37-42.

O'Riordan CN, Newell M, Flaherty G. Cardiovascular
disease risk factor profile of male Gaelic Athletic
Association sports referees. Ir J Med Sci. 2018;187(4):
915-924.

Siebert DM, Drezner JA. Sudden cardiac arrest on
the field of play: turning tragedy into a survivable
event. Neth Heart J. 2018;26(3):115-119.

Malhotra A, Dhutia H, Gati S, et al. Emergency
response facilities including primary and secondary
prevention strategies across 79 professional football
clubs in England. Br J Sports Med. 2019;53(13):
813-817.

Placing AEDs: where and how many. American Heart
Association Web site. 2015. http://www.quickmedi-
cal.com/downloads/pdf/zoll/placing_aeds.pdf.
Borjesson M, Serratosa L, Carre F, et al. Consensus
document regarding cardiovascular safety at sports
arenas: position stand from the European
Association of Cardiovascular Prevention and
Rehabilitation (EACPR), section of Sports Cardiology.
Eur Heart J. 2011;32(17):2119-2124.

Drezner J, Toresdahl B, Rao A, et al. Outcomes from
sudden cardiac arrest in US high schools: a 2-year
prospective study from the National Registry for
AED use in sports. Br J Sports Med. 2013;47(18):
1179-1183.

Aschieri D, Penela D, Pelizzoni V, et al. Outcomes
after sudden cardiac arrest in sports centres with
and without on-site external defibrillators. Heart.
2018;104(16):1344-1349.

Basso C, Rizzo S, Carturan E, et al. Cardiac arrest at
rest and during sport activity: causes and preven-
tion. Eur Heart J. 2020;22(Supplement_E):E20-E24.



