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Background Both the age and number of endurance Masters athletes is increasing; this coincides with increasing cardiovascular risk. The vast
majority of sports-related sudden cardiac deaths (SCDs) occur among athletes >35 years of age. Coronary artery disease (CAD)
is the most common cause of SCD amongst Masters athletes.

Case summary In our prospective screening trial, six asymptomatic Masters athletes with ischaemia on electrocardiogram exercise stress testing
had their coronary anatomy defined either by cardiac computed tomography or coronary angiography. Three patients underwent
coronary angiography, with fractional flow reserve (FFR) testing performed when indicated. Subsequent percutaneous revasculari-
zation was performed in one patient after a shared-decision making process involving the patient and the referring cardiologist.
All six athletes identified with obstructive CAD were male. The mean age and Framingham risk score was 61.8 years (£9.5) and
22.7% (£6.1), respectively. The mean metabolic equivalent of task achieved was 14.4 (£3.8). All athletes were treated with opti-
mal medical therapy as clinically indicated. No cardiac events occured in 4.3 years of follow-up.

Discussion Guidelines recommend revascularization of Masters athletes to alleviate the ischaemic substrate despite a paucity of evidence that
revascularization will translate into a reduction in myocardial infarct or sudden cardiac arrest/death. Herein, although a limited
study population, we demonstrate a lack of clinical events after 4.3 years of follow-up whether or not revascularization was per-
formed. A prospective multicentre registry for asymptomatic Masters athletes with documented obstructive CAD is needed to
help establish the role of revascularization in this population.

Keywords Sports cardiology ® Case series ® Masters athletes ® Sudden cardiac death ® Coronary artery disease ® Exercise
stress testing

Learning points

® Masters athletes (>35 years) can exhibit high cardiovascular risk, significant coronary artery disease (CAD), and silent ischaemia despite
high cardiorespiratory fitness and the number of athletes with this presentation is expected to grow as the number of older competitive
athletes continues to increase.

® Aggressive risk factor modification should be paramount in asymptomatic Masters athletes when obstructive CAD is discovered, and a
shared informed decision to revascularize should be considered.

® The optimal approach to managing ischaemia in asymptomatic Masters athletes is uncertain, and further studies are warranted to establish

the role of revascularization in this population.
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Introduction

There is no disputing the tremendous health benefits of moderate in-
tensity exercise.! Paradoxically, there is a slight increased risk of myo-
cardial infarction (MI) and sudden cardiac death (SCD) during
vigorous activity.” However, regular habitual exercise lessens this risk
and results in an overall marked reduction in the risk of Ml and SCD
compared with sedentary counterparts.® The vast majority of sports-
related SCDs occur among Masters athletes (those >35years of
age).*® In a prospective population study, sports-related SCD in the
young competitive athlete comprised only 6% of the total SCDs.”
Similarly, in a prospective study from Denmark, sports-related SCD
was significantly higher among athletes aged 3649 (6.64 per 100 000
person-years) compared with athletes aged 12-35years (0.47 per
100 000 athlete person-years).®

Both the age and number of endurance athletes is increasing. This
is paralleled with increasing levels of cardiovascular risk (primarily
driven by age).’ Coronary artery disease (CAD) is the most common
cause of SCD amongst Masters athletes.® As demonstrated by
Marijon et al,* CAD was identified as the cause of SCD in 84% of
sports-related SCD. Moreover, 56% (20) of athletes who experi-
enced a sports-related SCD had a prior history of CAD with 12 of 20
having a prior Ml and two athletes with prior revascularization
procedures.

The American Heart Association/American College of Cardiology
guidelines on sport participation in athletes with CAD permit partici-
pation in all competitive sporting activities provided no ischaemia is
present” The European Association of Preventive Cardiology
(EAPC) guidelines explicitly recommend revascularization if ischae-
mia is present8 The evidence for both recommendations is lacking.
When obstructive CAD is discovered in middle-aged athletes who
exercise at high intensities (and frequently push their ischaemic
thresholds), should more aggressive revascularization strategies be
pursued in addition to optimal medical therapy (OMT) vs. OMT
alone? For athletes who exercise at a high intensity, is any ischaemia
tolerable? Herein, we report a case series that helps focus attention
on this clinical uncertainty/question.

Timeline

Timing Relevant data

Screening Seven hundred and ninety-eight recreationally com-
petitive and high-performance Masters athletes
screened

Initial screen included history and personal symp-

toms questionnaire, physical exam, and
Framingham Risk Score calculation (FRS)

Investigations  Athletes with a positive screen (i.e. concerning his-

tory and/or personal symptoms questionnaire, ab-
normal physical exam, >65 years of age or FRS
>10%) underwent exercise stress testing (EST)

Continued

Continued

Timing Relevant data

Six asymptomatic athletes demonstrated ischaemia
on electrocardiogram EST

Five of six patients underwent coronary computed
tomography angiography as their initial follow-up
test. One patient went directly to coronary
angiogram

Ultimately, three of the six patients underwent cor-
onary angiography and two underwent fractional
flow reserve testing

Athletes were educated about revascularization and
optimal medical therapy (OMT) for coronary ar-
tery disease (CAD)

Two of six athletes demonstrated a moderate
amount of psychological distress from their diag-

nosis of asymptomatic CAD

Treatment All six athletes received OMT
One athlete was revascularized via percutaneous
coronary intervention with drug-eluting stents
after a shared decision-making process
Follow-up Annual clinical follow-up with EST

No cardiac events over a period of 4.3 years

Secondary prevention targets achieved

Case presentation

We screened 798 recreationally competitive and high-performance
Masters athletes as part of the Masters Athlete Screening Study,’
designed to assess cardiovascular risk and ascertain the prevalence of
cardiovascular disease in athletes >35years of age in British
Columbia, Canada. Those athletes with a Framingham risk score
(FRS) >109%, symptoms, abnormal electrocardiogram, family history,
or abnormal physical examination underwent exercise stress testing
(EST). This case series includes six of the athletes screened who
were asymptomatic with no angina, anginal equivalents, or decreases
in performance despite demonstrating ischaemia on EST.

Athletes that demonstrated ST depression on EST were coun-
selled regarding OMT and further evaluation procedures. Athletes
were educated about OMT with or without revascularization in a
shared decision-making approach. Coronary anatomy was initially
defined either by coronary computed tomography angiography and/
or invasive coronary angiography. Ultimately, three patients under-
went invasive coronary angiography with fractional flow reserve
(FFR) testing performed when indicated; subsequent percutaneous
revascularization with drug-eluting stents were performed after con-
sultation with both the patient and referring cardiologist in one pa-
tient. Descriptive results were presented as absolute numbers,
means, and standard deviations.

All of the athletes identified with obstructive CAD were male.
Their mean age and FRS was 61.8 years (£9.5) and 22.7% (£6.1), re-
spectively. Their mean metabolic equivalent of task (METS) achieved
on EST was 14.4 (£3.8). All were able to achieve >85% maximum
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Master athletes’ clinical characteristics

Table |

IMPACT
score summary

Cardiac catheterization Intervention

MiIBI

CCTA

Gender FRS Score METS DTS
(%) (%)

Age

Patient

No impact

No DES—shared

Proximal RCA 80% (non-dominant)

NA

Proximal RCA

-3

134

294

Male

67

decision-making

DES to LAD

70%
Proximal LCx 70%

Straight to cardiac

No impact

LAD 80% (FFR 0.77)

85
-9

18.7

21.0

Male
Male

55

Moderate impact

No DES—shared

79 Normal LAD 60% (FFR 0.79); OM2 60%

294

77

decision-making

NA

catheterization
100% CTO mid

No impact

NA

Normal

3

17.0

21.6

Male

60

RCA
Distal LAD >90%

Moderate impact

NA

NA

Normal (exercise

16.0

21.6

Male

62

stress ECHO)

Normal

No impact

NA NA

OM3 70-99%; IR

EQ

1341

133

Male

50

>90%

CCTA, coronary computed tomography angiography; DES, drug-eluting stent; DTS, Duke treadmill score; FFR, fractional flow reserve; FRS, Framingham Risk Score; IMPACT score, Impact of Event Scale-Revised (IES-R) assesses psycho-

logical response to a diagnosis®% IR, intermediate ramus; LAD, left anterior descending artery; LCx, left circumflex artery; METS, metabolic equivalents; OM, obtuse marginal; RCA, right coronary artery.

age-predicted heart rate. All athletes were treated with acetylsalicylic
acid, statin, beta-blockade, and angiotensin-converting enzyme inhibi-
tor where clinically indicated. In 4.3 years of follow-up no cardiac
events occurred, and secondary prevention targets were achieved. A
description of each athlete’s clinical profile, investigations, and man-
agement can be seen in Table 1.

Discussion

Herein, we present a case series of middle-aged athletes who were
found to have ischaemia on EST and obstructive CAD on subsequent
testing. These athletes represent an interesting, emerging clinical di-
lemma. Should asymptomatic middle-aged athletes with obstructive
CAD and demonstrable ischaemia be revascularized? Is any degree of
ischaemia too much for an athlete with an ischaemic substrate who
routinely pushes his or her physiologic limits?

The COURAGE trial demonstrated no difference in all-cause mor-
tality between an initial strategy of percutaneous coronary interven-
tion (PCI) plus OMT vs. OMT alone." Efforts to identify subgroups
of COURAGE patients who may have a survival advantage after an
initial strategy of PCl + OMT have been unsuccessful.'"'* The level
of cardiorespiratory fitness prior to randomization in the COURAGE
study, and the effect on outcomes has been examined."® No signifi-
cant differences in death and/or Ml were observed between patients
<7 and >7 METS on initial exercise testing. Is it fair to extrapolate the
findings of COURAGE onto middle-aged athletes who frequently
push their physiologic limits? An argument could be made that if a
middle-aged athlete can achieve >10 METS, which most athletes can
do with ease, that their prognosis is excellent regardless of the pres-
ence of CAD. By virtue of these athletes’ high cardiorespiratory fit-
ness their prognosis in terms of cardiovascular and all-cause
mortality should be quite favourable irrespective of the presence or
severity of CAD." Radford et al."® demonstrated in a large cohort
study that higher cardiorespiratory fitness results in an attenuation of
cardiovascular disease risk. Furthermore, the prognosis of subjects
with profound ST depression (>2mm) with good exercise capacity
(>9min) is good in medically treated CAD patients.'® However, it
could be countered that the presence of ischaemia coupled with
high-intensity exercise may potentially increase the risk of a cardiac
event in these individuals despite their expected favourable
prognosis.

A number of changes and physiologic stressors that occur during
vigorous activity or shortly thereafter can convert a stable substrate
with underlying disease into an unstable one. The mechanisms of
SCD in Masters athletes with underlying CAD include: plaque rup-
ture and its sequelae, demand ischaemia leading to ventricular ar-
rhythmia, or ventricular arrhythmia from a prior scar." In a study of
marathon runners who experienced SCD in whom serious CAD was
discovered, not a single runner had evidence of plaque rupture or
thrombus, suggesting mismatch or demand ischaemia may have been
the underlying aetiology that leads to the scD.'® Although revascula-
rization can improve blood flow and lesson or abolish ischaemia, it
does not ameliorate the underlying atherosclerotic substrate of the
athlete. Non-flow-limiting plaques (which would not be mechanically
intervened upon) have the potential to lead to acute coronary

eve nts.1 ?
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Table 2 Considerations of revascularization with percutaneous coronary intervention in Masters athletes

Pro for revascularization

Athlete preference

Superior reduction in anginal symptoms

Potential avoidance of beta-blocker therapy

Removal of an ischaemic substrate with potential reduction
of ventricular arrhythmia

May allow for participation in regulated sporting events

Con for revascularization

No evidence that revascularization decreases mortality in this setting

Expensive procedure

Early procedural risks (death, M, stroke, vascular injury, bleeding, and renal injury)

Downstream risks of PCI (in-stent restenosis, in-stent thrombosis)

Cost and increased risk of bleeding with DAPT

Does not ameliorate the athlete’s underlying atherosclerotic substrate

Possible false reassurance

DAPT, dual anti-platelet therapy; MI, myocardial infarction; PCI, percutaneous coronary intervention.

However, revascularization may favourably alter flow dynamics
and lessen supply demand disparities and reduce a susceptible sub-
strate thereby decreasing the potential for ventricular arrhythmia.
This dilemma is further complicated by the suggestion that current
FFR cut-off values may not be appropriate to assess for a flow-
limiting lesion at the extremes of physiologic stress endured by high-
level athletes. Considerations for revascularization are presented in
Table 2.

Regardless of the decision to revascularize or not, aggressive risk
factor modification is paramount, and a shared-informed decision
with the athlete should take place. Despite recommendations by the
EAPC supporting revascularization in individuals with CAD experi-
encing continued ischaemia, one must acknowledge and disclose to
the athlete that the clinical benefit to revascularize an asymptomatic
athlete with high fitness has not been demonstrated. The question
remains: Do athletes play by different rules when it comes to revas-
cularization? Are they at higher risk than the non-athlete COURAGE
patient and we should empirically suggest revascularization? Or
should we take comfort in the fact that an athletes’ superior cardio-
respiratory fitness affords them a favourable prognosis irrespective
of revascularization?

The athletes who made the decision not to have a stent placed
have not experienced any cardiac events to date, nor has the athlete
who underwent left anterior descending artery stenting. The small
numbers of athletes included in this case series, and the duration of
follow-up limits our ability to make firm conclusions. Rather, the in-
tent of this case series is to shine light on this emerging clinical situ-
ation and re-focus our attention on whether or not we should be
empirically revascularizing these fit asymptomatic athletes without
firm evidence that revascularization procedures will translate into a
reduction of morbidity and mortality.

Conclusion

Despite high cardiorespiratory fitness Masters athletes are not im-
mune to elevated cardiovascular risk and cardiac disease. In addition
to aggressive risk factor modification, the optimal approach to man-
age their ischaemia is uncertain. Providing clarity to this clinical di-
lemma is a challenging endeavour. A randomized control trial would
likely not be feasible given the low number of patients currently fulfill-
ing the above criteria, and the expected low number of cardiac

events in this population with high cardiorespiratory fitness. Given
the interest in this expanding population, a prospective multicentre
registry for asymptomatic competitive endurance Masters athletes
with documented obstructive CAD is needed to help answer these
crucial unresolved questions.

Lead author biography

Dr James McKinney is a Clinical
Assistant Professor in the Division of
Cardiology at the University of
British Columbia. Dr McKinney
obtained his degree in medicine from
the University of Toronto. He subse-
quently completed internal medicine
and cardiology fellowship at the
University of British Columbia. Dr
McKinney then completed subspeci-
alty fellowships in cardiac rehabilita-
tion and sports cardiology. Presently,
he is the director of research at SportsCardiologyBC. Dr McKinney’s
clinical and research interests focus on pre-participation screening of
young and Masters athletes and improving the safety of exercise in
persons with underlying cardiac conditions.

Supplementary material

Supplementary material is available at European Heart Journal - Case
Reports online.

Acknowledgements

We would like to thank Daniel Lithwick for his assistance with co-
ordination of the Masters screening study.

Funding
This work was supported by the University of British Columbia Division
of Cardiology Academic Practice Plan.

Slide sets: A fully edited slide set detailing this case and suitable for local
presentation is available online as Supplementary data.


https://academic.oup.com/ehjcr/article-lookup/doi/10.1093/ehjcr/ytaa016#supplementary-data
https://academic.oup.com/ehjcr/article-lookup/doi/10.1093/ehjcr/ytaa016#supplementary-data

Ischaemia in the Masters athlete

Consent: The author/s confirm that written consent for submission and
publication of this case report including image(s) and associated text has
been obtained from the patient in line with COPE guidance.

Conflict of interest: none declared.

References

1.

N

w

wv

o

oo

Warburton DE, Nicol CW, Bredin SS. Health benefits of physical activity: the
evidence. CMAJ 2006;174:801-809.

. Albert CM, Mittleman MA, Chae CU, Lee IM, Hennekens CH, Manson JE.

Triggering of sudden death from cardiac causes by vigorous exertion. N Engl |
Med 2000;343:1355-1361.

. Chugh SS, Weiss |B. Sudden cardiac death in the older athlete. | Am Coll Cardiol

2015;65:493-502.

. Marijon E, Tafflet M, Celermajer DS, Dumas F, Perier M-C, Mustafic H, Toussaint

J-F, Desnos M, Rieu M, Benameur N, Le Heuzey J-Y, Empana J-P, Jouven X.
Sports-related sudden death in the general population. Circulation 2011;124:
672-681.

. Risgaard B, Winkel BG, Jabbari R, Glinge C, Ingemann-Hansen O, Thomsen L,

Ottesen GL, Haunsg S, Holst AG, Tfelt-Hansen ). Sports-related sudden cardiac
death in a competitive and a noncompetitive athlete population aged 12 to 49
years: data from an unselected nationwide study in Denmark. Heart Rhythm
2014;,11:1673-1681.

. Marijon E, Uy-Evanado A, Reinier K, Teodorescu C, Narayanan K, Jouven X,

Gunson K, Jui J, Chugh SS. Sudden cardiac arrest during sports activity in middle
age. Circulation 2015;131:1384-1391.

. Thompson PD, Myerburg R|, Levine BD, Udelson JE, Kovacs R|. Eligibility and dis-

qualification recommendations for competitive athletes with cardiovascular
abnormalities: task force 8: coronary artery disease: a scientific statement from
the American Heart Association and American College of Cardiology. | Am Coll
Cardiol 2015;66:2406—2411.

. Borjesson M, Dellborg M, Niebauer ], LaGerche A, Schmied C, Solberg EE, Halle

M, Adami E, Biffi A, Carré F, Caselli S, Papadakis M, Pressler A, Rasmusen H,
Serratosa L, Sharma S, van Buuren F, Pelliccia A. Recommendations for participa-
tion in leisure time or competitive sports in athletes-patients with coronary ar-
tery disease: a position statement from the Sports Cardiology Section of the
European Association of Preventive Cardiology (EAPC). Eur Heart | 2019;40:
13-18.

. Morrison BN, McKinney J, Isserow S, Lithwick D, Taunton ], Nazzari H, De

Souza AM, Heilbron B, Cater C, MacDonald M, Hives BA, Warburton DER.
Assessment of cardiovascular risk and preparticipation screening protocols in
masters athletes: the Masters Athlete Screening Study (MASS): a cross-sectional
study. BMJ Open Sport Exerc Med 2018;4:¢000370.

. Boden WE, O'Rourke RA, Teo KK, Hartigan PM, Maron D), Kostuk W],

Knudtson M, Dada M, Casperson P, Harris CL, Chaitman BR, Shaw L, Gosselin

1.

12

13.

14.

15.

16.

17.

18.

19.

20.

G, Nawaz S, Title LM, Gau G, Blaustein AS, Booth DC, Bates ER, Spertus JA,
Berman DS, Mancini GBJ, Weintraub WS. Optimal medical therapy with or with-
out PCl for stable coronary disease. N Engl | Med 2007;356:1503-1516.

Mancini GBJ, Hartigan PM, Shaw LJ, Berman DS, Hayes SW, Bates ER, Maron
D), Teo K, Sedlis SP, Chaitman BR, Weintraub WS, Spertus JA, Kostuk WJ,
Dada M, Booth DC, Boden WE. Predicting outcome in the COURAGE trial
(Clinical  Outcomes Utilizing Revascularization and Aggressive Drug
Evaluation): coronary anatomy versus ischemia. JACC Cardiovasc Interv 2014;7:
195-201.

Mancini GBJ, Hartigan PM, Bates ER, Chaitman BR, Sedlis SP, Maron D}, Kostuk
W], Spertus JA, Teo KK, Dada M, Knudtson M, Berman DS, Booth DC, Boden
WE, Weintraub WS. Prognostic importance of coronary anatomy and left ven-
tricular ejection fraction despite optimal therapy: assessment of residual risk in
the Clinical Outcomes Utilizing Revascularization and Aggressive DruG
Evaluation Trial. Am Heart | 2013;166:481-487.

Padala SK, Sidhu MS, Hartigan PM, Maron D), Teo KK, Spertus JA, Mancini GBJ,
Sedlis SP, Chaitman BR, Heller GV, Weintraub WS, Boden WE. Effect of baseline
exercise capacity on outcomes in patients with stable coronary heart disease (a
post hoc analysis of the clinical outcomes utilizing revascularization and aggres-
sive drug evaluation trial). Am | Cardiol 2015;116:1509—-1515.

Vanhees L, Fagard R, Thijs L, Staessen J, Amery A. Prognostic significance of peak
exercise capacity in patients with coronary artery disease. | Am Coll Cardiol 1994;
23:358-363.

Radford NB, DeFina LF, Leonard D, Barlow CE, Willis BL, Gibbons LW, Gilchrist
SC, Khera A, Levine BD. Cardiorespiratory fitness, coronary artery calcium and
cardiovascular disease events in a cohort of generally healthy, middle aged men:
results from the Cooper Center Longitudinal Study. Circulation 2018;137:
1888-1895.

Thompson CA, Jabbour S, Goldberg RJ, McClean RYS, Bilchik BZ, Blatt CM,
Ravid S, Graboys TB. Exercise performance-based outcomes of medically treated
patients with coronary artery disease and profound ST segment depression. | Am
Coll Cardiol 2000;36:2140-2145.

van Rosendael AR, de Graaf MA, Scholte AJ. Cardiac arrest during vigorous ex-
ercise: coronary plaque rupture or myocardial ischaemia? Neth Heart | 2015;23:
130-132.

Kim JH, Malhotra R, Chiampas G, d’Hemecourt P, Troyanos C, Cianca J, Smith
RN, Wang TJ, Roberts WO, Thompson PD, Baggish AL. Cardiac arrest during
long-distance running races. N Engl | Med 2012;366:130-140.

Stone GW, Maehara A, Lansky A, de Bruyne B, Cristea E, Mintz GS, Mehran R,
McPherson ], Farhat N, Marso SP, Parise H, Templin B, White R, Zhang Z,
Serruys PW. A prospective natural-history study of coronary atherosclerosis. N
Engl | Med 2011;364:226-235.

Morrison B, Zwaiman |, Isserow S, Tauton J, MacDonald M, Cater C, Velghe |,
Hirsch A, Warburton DER, Mckinney ). Masters Athlete Screening Study
(MASS): Insights into the psychological impact of cardiovascular pre-participation
screening. Clin | Sport Med 2019;in press.



	ytaa016-TF1
	ytaa016-TF2

