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ABSTRACT
Objective  Hypertrophic cardiomyopathy (HCM) is an 
important predictor of long-term outcomes in Friedreich’s 
ataxia (FA), but the clinical spectrum and survival in 
childhood is poorly described. This study aimed to 
describe the clinical characteristics of children with FA-
HCM.
Design and setting  Retrospective, longitudinal cohort 
study of children with FA-HCM from the UK.
Patients  78 children (<18 years) with FA-HCM 
diagnosed over four decades.
Intervention  Anonymised retrospective demographic 
and clinical data were collected from baseline evaluation 
and follow-up.
Main outcome measures  The primary study end-
point was all-cause mortality (sudden cardiac death, 
atrial arrhythmia-related death, heart failure-related 
death, non-cardiac death) or cardiac transplantation.
Results  The mean age at diagnosis of FA-HCM was 
10.9 (±3.1) years. Diagnosis was within 1 year of cardiac 
referral in 34 (65.0%) patients, but preceded the diagnosis 
of FA in 4 (5.3%). At baseline, 65 (90.3%) had concentric 
left ventricular hypertrophy and 6 (12.5%) had systolic 
impairment. Over a median follow-up of 5.1 years (IQR 
2.4–7.3), 8 (10.5%) had documented supraventricular 
arrhythmias and 8 (10.5%) died (atrial arrhythmia-related 
n=2; heart failure-related n=1; non-cardiac n=2; or 
unknown cause n=3), but there were no sudden cardiac 
deaths. Freedom from death or transplantation at 10 years 
was 80.8% (95% CI 62.5 to 90.8).
Conclusions  This is the largest cohort of childhood FA-
HCM reported to date and describes a high prevalence 
of atrial arrhythmias and impaired systolic function in 
childhood, suggesting early progression to end-stage 
disease. Overall mortality is similar to that reported in non-
syndromic childhood HCM, but no patients died suddenly.

INTRODUCTION
Hypertrophic cardiomyopathy (HCM) is charac-
terised by left ventricular (LV) hypertrophy in the 
absence of abnormal loading conditions sufficient 
to explain the abnormality.1

Friedreich’s ataxia (FA) is a progressive neuro-
degenerative movement disorder characterised by 
cerebellar ataxia, dysarthria, areflexia and muscle 
weakness.2 3 HCM occurs in up to 85% of patients 
with FA and cardiac involvement has been shown to 
be an important predictor of long-term outcomes.4–6 
Although HCM usually presents many years after 

the diagnosis of ataxia, small childhood series have 
reported HCM in up to two-thirds of patients, and 
FA accounts for up to 10% of cases of childhood 
HCM.7–10 However, the clinical spectrum of disease 
and survival in childhood onset FA-HCM is poorly 
described, and our understanding of disease progres-
sion is limited. The aim of this study was to describe 
the clinical characteristics of children with FA-HCM 
over four decades in a well-characterised UK cohort.

METHODS
A retrospective, longitudinal multicentre cohort of 
children with FA-HCM diagnosed under the age of 
18 years was identified from a previously published 
national paediatric HCM cohort from the UK.8

Clinical evaluation and data collection
Anonymised, non-invasive clinical data were 
collected from baseline cardiac evaluation and 
during follow-up: demographics, age at diagnosis 
(FA and HCM), family history, cardiac symptoms, 
medical therapy, 12-lead and ambulatory ECG, and 

What is already known on this topic?

►► Hypertrophic cardiomyopathy (HCM) is an 
important predictor of long-term outcomes in 
Friedreich’s ataxia (FA).

►► HCM often presents many years after the 
diagnosis of ataxia but FA accounts for up to 
10% of childhood HCM.

►► The clinical spectrum and survival of HCM 
caused by FA childhood is poorly described.

What this study adds?

►► In this national cohort, age of presentation 
and phenotype were variable, but included a 
high prevalence of atrial arrhythmias and early 
progression to end-stage disease.

►► Overall mortality was similar to that reported in 
non-syndromic childhood HCM, but no patients 
died suddenly.

►► Routine, serial cardiac screening should be 
performed for all children with a diagnosis of 
FA as the cardiac prognosis is not benign during 
childhood.
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two-dimensional, Doppler and colour echocardiography. The 
diagnosis of FA was made in all cases following clinical assess-
ment and investigation by a paediatric neurologist. The diag-
nosis of HCM was accepted if the maximal left ventricular wall 
thickness (MLVWT) in any myocardial segment was greater than 
2 SD above the body surface area (BSA)-corrected population 
mean (z-score ≥ +2)1 (see online supplemental methods).

Outcomes
The primary study end-point taken from the last clinic appoint-
ment was all-cause mortality (sudden cardiac death (SCD), atrial 
arrhythmia-related death (acute haemodynamic decompensation 
in the presence of an atrial tachycardia), heart failure-related 
death, non-cardiac death) or cardiac transplantation. The 
secondary outcomes were presence of arrhythmias detected on 
ambulatory or inpatient ECG monitoring (atrial or ventricular).

Statistical analysis
BSA was calculated from height and weight.11 MLVWT measure-
ments are expressed in millimetres and z-scores relative to the 
distribution of measurements for BSA in healthy children.12 
Normally distributed continuous variables are described as 
mean±SD and comparisons were made using Student’s t-test or 
Wilcoxon rank-sum. Skewed data are described as median (IQR) 
and comparisons were made using χ2 test or Fisher’s exact test as 
appropriate. Estimates for transplant-free survival and survival 
free from arrhythmias were calculated using the Kaplan-Meier 
product limit method. The association of clinical variables with 
the outcome of interest was assessed in a univariate proportional 
hazards model. All statistical analyses were performed using 
STATA V.14.

RESULTS
Seventy-eight patients with FA-associated HCM were identified 
(male n=42, 53.9%), with a mean age at diagnosis of FA and 
HCM of 9.98±3.08 (n=62) and 10.87±3.08 (n=78), respec-
tively. The diagnosis of HCM was made under the age of 10 
years in 34 (43.6%) patients (figure 1). In four patients (5.1%), 
the cardiac diagnosis preceded the diagnosis of FA by a median 
of 2.9 years (range 5.1–0.2 years) following referral for cardiac 
symptoms (chest pain n=1, palpitations and murmur n=1, 
or heart failure n=2). Of the remaining patients, 34 (65.0%) 

met the diagnostic criteria for HCM within 1 year of cardiac 
referral for confirmed or suspected FA. Data on genetic testing 
were available in 45 patients (homozygous triplet expansion 
n=41, heterozygote n=1, unknown n=3). Two patients had not 
undergone genetic testing, and genetic testing status data were 
not available for the remaining 31 patients. Information on the 
length of triplet expansion was not available.

Baseline clinical assessment
At the time of baseline cardiac assessment, 74 (94.9%) patients 
met the diagnostic criteria for HCM and 48 (66.7%) were 
asymptomatic. Of those with symptoms, 11 (39.3%) had chest 
pain, 6 (21.4%) had palpitations, 6 (21.4%) had presyncope or 
syncope, and 11 (39.3%) had heart failure symptoms. Twelve 
patients (16.4%) were started on cardiac medications (beta-
blockers n=8, diuretics n=2, ACE inhibitors n=1, digoxin 
n=1) and 12 (16.4%) were receiving antioxidants (idebenone 
n=9, coenzyme Q10 n=3). The echocardiographic and ECG 
characteristics at baseline are described in table  1. Of those 
with available echocardiographic assessment of diastolic func-
tion (n=39), heart failure symptoms were not more common 
in those with abnormal diastolic parameters (n=1 (25%) vs 5 
(14.3%), p=0.574) (online supplemental table 1). Twelve-lead 
resting ECG was available for 41 patients (52.5%); only 2 
patients (4.9%) had no ECG abnormalities at baseline. Patients 
presenting in more recent era (2010 onwards) were older but did 
not otherwise differ in baseline characteristics (online supple-
mental table 2).

Atypical presentation of FA-HCM
Two patients had an atypical presentation under the age of 5 
years with a dilated hypokinetic cardiomyopathy phenotype, 
both of whom were diagnosed with FA, with genetic confir-
mation, several years later. The first of these patients presented 
with a presumed viral myocarditis and had persistent LV systolic 
dysfunction, for which they underwent heart transplantation. 
Extensive investigation (including viral serology and metabolic 
screen, including muscle biopsy) was performed at presentation 
to identify the underlying aetiology at the time of presentation. 
The results of cardiac biopsy from the time of cardiac transplan-
tation were not available for analysis. The patient subsequently 
developed ataxia and was diagnosed with FA 3 years after the 
diagnosis of HCM. The second patient presented with symp-
toms of heart failure and a dilated and hypertrophied heart on 
echocardiography, with impaired systolic function (fractional 
shortening 8%). She was initially listed for heart transplanta-
tion but systolic function recovered with medical therapy and 
she was removed from the transplant list. A diagnosis of FA was 
made 5 years after presentation. The cardiac phenotype initially 
stabilised, although she remained symptomatic (chest pain and 
palpitations) and had ventricular arrhythmias (non-sustained 
ventricular tachycardia (NSVT)) detected on ambulatory ECG 
monitoring. During adolescence she has had progressive reduc-
tion in LV systolic function (ejection fraction 53%) and LV wall 
thinning (figure 2).

Follow-up
The median length of follow-up was 5.1 years (IQR 2.4–7.3). 
The median age at last clinical follow-up was 16.3 years (IQR 
14.25–18.35); 19 (24.4%) patients had been transitioned to 
adult services. A phenotype of HCM developed in the four 
patients with no hypertrophy at baseline over a median of 2.6 
years (range 1.3–4.8).

Figure 1  Age at the time of (A) hypertrophic cardiomyopathy (HCM) 
diagnosis, (B) ventricular or atrial arrhythmia, and (C) death.
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Follow-up clinical assessment
At last clinical assessment (n=76), 33 (54.5%) were symptomatic. 
Forty patients (56.3%) were taking cardiac medications and 23 
(32.4%) were taking antioxidant medication. Echocardiographic 
and ECG characteristics are described in table 1. Mean MLVWT 
did not differ significantly from baseline assessment (p=0.255). 
Of the five patients with LV systolic impairment at baseline with 
repeat assessment, LV function normalised in three, remained 
mildly impaired in one (ejection fraction 53%) and deteriorated 
necessitating cardiac transplantation at age 4 in one.

Outcomes
Arrhythmic events
One or more ambulatory or inpatient ECG recordings were 
available for 51 (70.8%) patients, of whom 39 (76.5%) had no 
arrhythmias detected. Eight (15.7%) had atrial arrhythmias at a 
median age of 16.3 (IQR 13.4–17.8) (figure 1B): atrial fibrilla-
tion (n=3), atrial flutter (n=1), atrial ectopic tachycardia (n=1) 
and unspecified supraventricular tachycardia (n=3). Two devel-
oped decompensated heart failure secondary to atrial arrhyth-
mias and died. Atrial arrhythmias occurred at an annual rate of 

1.85% (95% CI 0.93 to 3.70). There were no differences in base-
line clinical characteristics between patients with and without 
atrial arrhythmias, but a higher proportion had impaired systolic 
function at last clinical review (n=3 (37.5%) vs n=1 (1.4%), 
p<0.001) (online supplemental table 3). No demographic or 
baseline clinical characteristics predicted survival free from atrial 
arrhythmias on univariable analysis (table 2). NSVT was detected 
in four patients (7.8%). No patients underwent implantation of 
an implantable cardioverter defibrillator device and there were 
no SCDs. The clinical phenotype and outcomes of patients with 
atrial or ventricular arrhythmias are described in table 3.

Mortality and cardiac transplantation
Seventy patients (89.7%) were alive at last clinical review. 
Eight patients (10.6%) died (figure  1B): atrial arrhythmia-
related (n=2), heart failure-related (n=1), non-cardiac (n=2) 
and unknown cause (n=3). Overall mortality or cardiac trans-
plantation rate was 1.72 per 100 patient years (95% CI 0.86 
to 3.44). Freedom from death or transplantation at 5 and 10 
years was 96.5% (95% CI 86.4% to 99.1%) and 80.8% (95% CI 
62.5 to 90.8), respectively. No demographic or baseline clinical 

Table 1  Clinical phenotype at baseline and follow-up

Echocardiographic characteristics Baseline, n=76 Follow-up, n=64

LV hypertrophy Mean MLVWT, mm (±SD, range) (n=71) 12.8 (±2.6, 8.0–19.0) 13.0 (±3.0, 7.0–24.0)

Mean MLVWT z-score (±SD) (n=34) 6.6 (±3.4) NA*

Pattern of hypertrophy (n=72) Concentric, n (%) 65 (90.3) 58 (90.6)

ASH, n (%) 7 (9.7) 5 (7.8)

 �  Eccentric, n (%) 0 1 (1.6)

Median maximal LVOT gradient (mm Hg) (IQR) (n=50)/(n=45) 6 (4–9) 6 (4–9)

LV end diastolic dimension Mean LVEDd, mm (±SD, range) (n=56) 36.0 (±6.2, 25–54) 37.9 (±6.3)

 �  Median LVEDd z-score (IQR) −1.5 (−2.5 to −0.5) NA*

Impaired LV systolic function (n=49), n (%) 6 (12.5) 3 (6.3)

Impaired LV diastolic function (n=39), n (%) 6 (15.4) 6 (18.2)

 � ECG characteristics Baseline, n=76 Follow-up, n=29

Axis Normal, n (%) 33 (82.5) 19 (70.4)

Right, n (%) 6 (15.0) 7 (29.2)

Left, n (%) 0 0

Extreme, n (%) 1 (2.5) 1 (3.4)

PR interval Mean (ms) 136 (±24.3) 137.5 (±25.7)

Range 104–200 93–200

Sokolow-Lyon score Mean±SD (range), mm 38.5±13.9 (14–67) 31.5±14.5 (9–70)

≥35 mm, n (%) 25 (64.1) 10 (34.5)

Dominant S wave in V4 n (%) 11 (27.5) 7 (24.1)

QT interval Mean (±SD) 316.1 (46.3) 322.3 (50.0)

Corrected QT interval Mean Qtc (±) 375.7 (46.1) 370.1 (40.3)

≥440 ms, n (%) 3 (7.3) 2 (6.9)

T wave inversion Present, n (%) 30 (73.2) 25 (86.2)

Location of T wave inversion Inferior 4 3

Lateral 2 0

Inferolateral 20 18

Anterior 3 1

Anterolateral and inferior 1 3

ST segment changes Elevation, n (%) 5 (12.2) 6 (20.7)

Depression, n (%) 2 (4.9) 1 (3.4)

Pathological Q waves Present, n (%) 11 (26.8) 13 (44.8)

Location of pathological Q waves Inferolateral 5 1

Inferior 6 12

ASH = asymmetric septal hypertrophy, LVEDd = Left ventricular end diastolic dimension
*The z-scores for MLVWT were not available for follow-up echocardiograms (missing weight and height data).
LV, left ventricular; LVOT, left ventricular outflow tract; MLVWT, maximal left ventricular wall thickness; NA, not available.
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characteristics predicted transplant-free survival on univariable 
analysis (table 2 and online supplemental figure 1).

DISCUSSION
This study describes the clinical presentation, phenotype and 
outcomes of a large national cohort of patients with FA-HCM. 
Novel findings include a high prevalence of atrial arrhythmias 
and impaired systolic function in childhood, suggesting early 
progression to end-stage disease. Overall mortality was compa-
rable with non-syndromic childhood HCM, but no sudden 
deaths occurred.

Clinical presentation
Retrospective population-based studies have described FA-HCM 
to present in late childhood or early adulthood, in contrast to 
other syndromic causes of HCM, such as the RASopathies.8–10 
The largest childhood series to date described the longitudinal 
course of 28 patients, not all of whom developed HCM during 
follow-up.7 The present manuscript describes a unique national 

cohort of patients with childhood FA-HCM and represents the 
largest reported study of this disease. In keeping with previous 
reports, the mean age of presentation was over the age of 10 
and no patients presented in infancy. Nevertheless, two-fifths 
of patients presented in preadolescence (<10 years of age) and 
three (4%) presented under the age of 5 years. In addition, a 
small proportion of patients were diagnosed with HCM prior 
to the diagnosis of FA. These findings highlight the importance 
of including FA in the differential diagnosis for all childhood 
HCM, regardless of the age of presentation and presence of 
neurological features. Two-thirds were asymptomatic when 
first seen, which supports the practice of routine serial cardiac 
screening for all patients with FA.

Phenotype of childhood FA-HCM
In agreement with previous retrospective studies,5 7 10 13 14 the 
predominant phenotype at baseline was that of concentric left 
ventricular hypertrophy (LVH) with no left ventricular outflow 
tract obstruction, and no patient had extreme LVH. No signif-
icant progression of hypertrophy was seen during follow-up, 
which supports previous reports of childhood being a time of 
phenotype stability in FA-HCM.7 15 However, a higher propor-
tion of patients had impaired LV systolic function compared 
with non-syndromic childhood HCM populations,9 10 16 and two 
patients had an atypical presentation with a dilated hypokinetic 
cardiomyopathy phenotype. FA-HCM is known to progress to a 
hypokinetic dilated phase over follow-up14 17 and heart failure 
is one of the most common causes of mortality in adults,6 but 
this has not been previously described in childhood series.7 Our 
results support the hypothesis that childhood FA-HCM could 
be associated with a more severe phenotype, with early progres-
sion to, or more rarely presentation with, end-stage disease in 
childhood.17 18 LV function recovered in half of the patients with 
systolic impairment at baseline. This could be explained by the 
introduction of medical therapy, such as heart failure pharmaco-
logical treatments, but could also reflect a waxing and waning 
of disease severity as observed in other mitochondrial diseases.

Outcomes
This study shows that overall mortality or cardiac transplanta-
tion rates in FA-HCM are similar to unselected childhood HCM 
populations,8–10 but the causes of death differed. Although FA 
is a multisystemic disease, cardiovascular involvement is an 
important contributor to long-term outcomes, and the most 
common causes of death reported in postmortem studies are 
heart failure and arrhythmic events.6 19 20 Cardiac mortality 
is described to occur at a younger mean age compared with 
non-cardiac deaths, but has rarely been reported to occur 

Figure 2  Clinical phenotype of a patient with atypical presentation 
of Friedreich’s ataxia-associated hypertrophic cardiomyopathy. (A) 
Transthoracic echocardiogram at presentation at age 5 shows dilated 
and hypertrophied phenotype with impaired systolic function. (B) 
Transthoracic echocardiogram at age 15 shows concentric hypertrophy 
with maximal left ventricular wall thickness of 14 mm. (C) 12-lead ECG 
at age 15 shows small voltages, right axis deviation and widespread 
repolarisation abnormalities (flat or inverted T waves inferiorly and 
V2–V6).

Table 2  Univariate Cox regression analysis for predictors of outcomes

Clinical predictor

Mortality or cardiac transplantation Atrial arrhythmia

HR (95% CI) P value HR (95% CI) P value

Male gender 0.495 (0.11 to 2.21) 0.357 0.483 (0.11 to 2.11) 0.324

Any symptoms at baseline 1.053 (0.19 to 5.79) 0.953 0.904 (0.16 to 4.95) 0.907

Heart failure symptoms 0.888 (0.11 to 7.41) 0.912 0.862 (0.11 to 7.02) 0.887

Increasing LVMWT 0.735 (0.49 to 1.10) 0.089 0.946 (0.72 to 1.24) 0.687

Increasing LVOT gradient 0.956 (0.80 to 1.14) 0.516 0.936 (0.75 to 1.17) 0.418

Impaired LV systolic function 3.162 (0.52 to 19.11) 0.237 1.360 (0.15 to 12.20) 0.790

Impaired LV diastolic function NA NA 1.620 (0.17 to 15.75) 0.690

Atrial arrhythmia 1.834 (0.37 to 9.12) 0.482 NA NA

LV, left ventricular; LVMWT, left ventricular maximal wall thickness; LVOT, left ventricular outflow tract; NA, not available.
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during childhood.6 19 In our data, although 25% of deaths were 
non-cardiac, 38% were secondary to cardiac (arrhythmia-related 
or heart failure), highlighting that the cardiac prognosis for this 
population is not benign in childhood and adolescence. No 
baseline clinical or demographic features were associated with 
mortality in this population in contrast to previous adult cohorts, 
which identified (left ventricular ejection fraction (LVEF) and LV 
mass as predictors of survival.20

Patients with FA-HCM are considered to be at low risk of 
malignant ventricular arrhythmias,8 21 22 and in keeping with 
this no patients in this cohort experienced sustained ventricular 
arrhythmias or died suddenly. This is in contrast to unselected 
childhood HCM populations where, outside of infancy, the most 
common cause of death is SCD.

A major novel finding in this study is the high prevalence of 
atrial arrhythmias in childhood FA-HCM, which were detected 
from adolescence onwards. No baseline clinical or demographic 
features were associated with arrhythmic events, but impaired 
systolic performance at the most recent clinical evaluation was 
more common in those with arrhythmias. This supports previous 
reports in small adult cohorts in which atrial arrhythmias were 
primarily seen in those with a hypokinetic dilated phenotype.23 
Atrial arrhythmias, in particular atrial fibrillation, cause signif-
icant morbidity in adult-onset sarcomeric HCM but are rarely 
seen in childhood non-syndromic disease.24 This finding suggests 
that clinicians should regularly perform ambulatory ECG in all 

patients with FA-HCM, with particular focus on those with 
impaired or borderline LV systolic function.

Limitations
This study is limited by problems inherent to all retrospective 
studies, in particular missing data. Patients were recruited from 
multiple centres over time, meaning that variations in patient 
assessment and management, including medical management of 
arrhythmias, are inevitable. This is also a strength of the study 
as it accurately reflects the historical and current outcomes of 
patients with childhood FA-HCM in the UK. It is beyond the 
scope of this study to describe the penetrance of FA-HCM in 
childhood as the cohort only included patients meeting the 
diagnosis for FA-HCM. Although this study describes a national 
cohort, the low incidence rate of FA-HCM means that the 
number of included patients was small, which reduced our power 
to detect statistically significant differences. Left atrial size is a 
recognised risk factor for developing atrial fibrillation in adults 
with HCM,24 although there are limited data in childhood-onset 
disease. Data on left atrial size were not systematically avail-
able in this patient cohort, preventing its exploration as a risk 
factor for atrial arrhythmias in this study. Previous studies have 
reported conflicting findings regarding the correlation between 
genotype and severity of cardiomyopathy.7 13 20 Genotype infor-
mation was not available for all patients in this study, which 
prevented its investigation in this cohort. In addition, extended 

Table 3  Clinical phenotype and outcomes of patients with atrial and ventricular arrhythmias

Age at 
diagnosis of 
HCM Arrhythmia

Age at first 
arrhythmia

Cardiac phenotype at 
presentation Clinical information Outcome

9 SVT and AF 14 Concentric LVH. No LVOTO. No 
systolic impairment.

Palpitations with SVT on ambulatory ECG. Treated 
with bisoprolol and diltiazem. At age 18 AF requiring 
DC cardioversion and therapy change (amiodarone).

Alive.

15 AF 18 Concentric LVH. No LVOTO. MWT 
10 mm.

Fast AF with decompensated heart failure. Treated 
with diuretics, amiodarone and digoxin increased. At 
age 19 fast AF requiring DC cardioversion.

Died secondary to heart 
failure at age 19.

10 AET 11 Concentric LVH. No LVOTO. Palpitations with AET on ambulatory ECG. Treated 
with verapamil.

Alive.

10 SVT 13 Concentric LVH. No systolic 
impairment.

Asymptomatic. Ambulatory monitoring showed SVT. 
Treated with B-blockers.

Alive.

7 Atrial flutter 28 Concentric LVH. MWT 14 mm. Unknown clinical presentation. Transitioned to adult care.

10 AF 19 Concentric LVH. MWT 12. No LVOTO. 
No systolic impairment.

Presented with chest pain and palpitations. Transitioned to adult care.

11 Atrial flutter 13 Echo showed reduced EF and FS. 
Concentric LVH. No LVOTO. MWT 
11 mm.

Palpitations with atrial flutter in the context of viral 
illness. Treated with digoxin and DC cardioversion. 
Maintenance therapy of flecainide, lisinopril and 
aspirin.

Transitioned to adult care.

10 AF with fast 
ventricular 
conduction

17 Mild concentric LVH. No LVOTO. MWT 
13 mm.

Fast AF postoperatively with lactic acidosis. Died secondary to 
decompensated heart failure 
at age 17.

5 NSVT 14 Presented at age 5 with 
symptoms suggestive of dilated 
cardiomyopathy, listed for transplant. 
Concentric LVH. MWT 12 mm. 
Systolic impairment. No LVOTO.

Asymptomatic. Treated with amiodarone. Alive.

14 NSVT 16 Concentric LVH. MWT 11 mm. No 
LVOTO. No systolic impairment.

Detected during episode of pancreatitis. Alive.

11 NSVT 12 Concentric LVH. No systolic 
impairment. No LVOTO. MWT 15 mm.

Palpitations with NSVT on ambulatory ECG. Treated 
with amiodarone.

Died at age 32, unknown 
cause.

9 NSVT 17 Concentric LVH. MWT 15 mm. Asymptomatic. Treated with nifedipine. Alive.

AET, atrial ectopic tachycardia; AF, atrial fibrillation; DC, direct current; EF, ejection fraction; FS, fractional shortening; HCM, hypertrophic cardiomyopathy; LVH, left ventricular 
hypertrophy; LVOTO, left ventricular outflow tract obstruction; MWT, maximal wall thickness; NSVT, non-sustained ventricular tachycardia; SVT, supraventricular tachycardia.
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Original research

genetic testing was not performed in the two patients with atyp-
ical early presentation and the possibility of dual pathology 
cannot therefore be excluded.

CONCLUSIONS
This national study is the largest multicentre description of 
FA-associated HCM during childhood and describes a symp-
tomatic cohort with variable age of progression and cardiac 
phenotype. There was a high prevalence of atrial arrhythmias, 
most commonly in those with impaired LV systolic function, 
and early progression to end-stage disease. Overall mortality is 
similar to that reported in non-syndromic childhood HCM, but 
no patients died suddenly.

Author affiliations
1Centre for Inherited Cardiovascular Disease, Great Ormond Street Hospital For 
Children NHS Foundation Trust, London, UK
2Institute of Cardiovascular Science, University College London, London, UK
3Paediatric Cardiology, Leeds General Infirmary, Leeds, UK
4Paediatric Cardiology, Birmingham Women and Children’s NHS Foundation Trust, 
Birmingham, UK
5Bristol Congenital Heart Centre, Bristol Heart Institute, Bristol, UK
6Paediatric cardiology, University Hospital of Wales, Cardiff, UK
7Paediatric cardiology, Royal Hospital for Sick Children, Glasgow, UK
8Paediatric cardiology, Royal Hospital for Children, Glasgow, UK
9Paediatric Cardiology, John Radcliffe Hospital, Oxford, UK
10Paediatric cardiology, Royal Brompton and Harefield NHS Trust and National Heart 
and Lung Institute, London, UK
11Paediatric cardiology, University Hospitals of Leicester NHS Trust, Leicester, UK
12Paediatric cardiology, Alder Hey Children’s Hospital, Liverpool, UK
13Department of Congenital Cardiology, University Hospital Southampton NHS 
Foundation Trust, Southampton, UK

Twitter Thomas Rance @DoctorTRance and Graham Stuart @ag_stuart

Contributors  GN, EC and JPK designed the study. All authors collected the data. 
GN and TR performed the data analysis and wrote the manuscript draft. All authors 
reviewed and revised the manuscript and agreed to its submission in its current form.

Funding  This work was supported by the British Heart Foundation (grant number 
FS/16/72/32270) to GN and JPK. EF and JPK are supported by Max’s Foundation and 
the Great Ormond Street Hospital Children’s Charity. JPK is supported by a Medical 
Research Council (MRC)-National Institute for Health Research (NIHR) Clinical 
Academic Research Partnership (CARP) award. This work is (partly) funded by the 
NIHR GOSH BRC.

Competing interests  None declared.

Patient consent for publication  Not required.

Ethics approval  Local ethical approval was obtained at each participating centre 
and informed consent was waived for anonymised retrospective data. This study 
was approved by the West Midlands - Coventry and Warwickshire Research Ethics 
Committee (reference no: 16/WM/0207).

Provenance and peer review  Not commissioned; externally peer reviewed.

Data availability statement  The data underlying this article cannot be shared 
publically as consent for dissemination of patient data was not obtained. GN, TR and 
JPK had access to all data and final responsibility for submission of the manuscript.

Supplemental material  This content has been supplied by the author(s). It 
has not been vetted by BMJ Publishing Group Limited (BMJ) and may not have 
been peer-reviewed. Any opinions or recommendations discussed are solely those 
of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the content. Where the content 
includes any translated material, BMJ does not warrant the accuracy and reliability 
of the translations (including but not limited to local regulations, clinical guidelines, 
terminology, drug names and drug dosages), and is not responsible for any error 
and/or omissions arising from translation and adaptation or otherwise.

Open access  This is an open access article distributed in accordance with the 
Creative Commons Attribution 4.0 Unported (CC BY 4.0) license, which permits 
others to copy, redistribute, remix, transform and build upon this work for any 

purpose, provided the original work is properly cited, a link to the licence is given, 
and indication of whether changes were made. See: https://​creativecommons.​org/​
licenses/​by/​4.​0/.

ORCID iDs
Gabrielle Norrish http://​orcid.​org/​0000-​0003-​2064-​237X
Graham Stuart http://​orcid.​org/​0000-​0003-​2789-​2216
Juan Pablo Kaski http://​orcid.​org/​0000-​0002-​0014-​9927

REFERENCES
	 1	 Authors/Task Force members, Elliott PM, Anastasakis A, et al. 2014 ESC guidelines on 

diagnosis and management of hypertrophic cardiomyopathy: the task force for the 
diagnosis and management of hypertrophic cardiomyopathy of the European Society 
of cardiology (ESC). Eur Heart J 2014;35:2733–79.

	 2	 Schulz JB, Boesch S, Bürk K, et al. Diagnosis and treatment of Friedreich ataxia: a 
European perspective. Nat Rev Neurol 2009;5:222–34.

	 3	 Campuzano V, Montermini L, Moltò MD, et al. Friedreich’s ataxia: autosomal 
recessive disease caused by an intronic GAA triplet repeat expansion. Science 
1996;271:1423–7.

	 4	 Reetz K, Dogan I, Hohenfeld C, et al. Nonataxia symptoms in Friedreich ataxia: report 
from the registry of the European Friedreich’s ataxia Consortium for translational 
studies (EFACTS). Neurology 2018;91:e917–30.

	 5	 Alboliras ET, Shub C, Gomez MR, et al. Spectrum of cardiac involvement in Friedreich’s 
ataxia: clinical, electrocardiographic and echocardiographic observations. Am J Cardiol 
1986;58:518–24.

	 6	 Tsou AY, Paulsen EK, Lagedrost SJ, et al. Mortality in Friedreich ataxia. J Neurol Sci 
2011;307:46–9.

	 7	 Kipps A, Alexander M, Colan SD, et al. The longitudinal course of cardiomyopathy in 
Friedreich’s ataxia during childhood. Pediatr Cardiol 2009;30:306–10.

	 8	 Norrish G, Field E, Mcleod K, et al. Clinical presentation and survival of childhood 
hypertrophic cardiomyopathy: a retrospective study in United Kingdom. Eur Heart J 
2019;40:986–93.

	 9	 Nugent AW, Daubeney PEF, Chondros P, et al. Clinical features and outcomes of 
childhood hypertrophic cardiomyopathy: results from a national population-based 
study. Circulation 2005;112:1332–8.

	10	 Colan SD, Lipshultz SE, Lowe AM, et al. Epidemiology and cause-specific outcome of 
hypertrophic cardiomyopathy in children: findings from the pediatric cardiomyopathy 
registry. Circulation 2007;115:773–81.

	11	 Du Bois D, Du Bois EF. A formula to estimate the approximate surface area if height 
and weight be known. 1916. Nutrition 1989;5:303–11. discussion 12-3.

	12	 Lopez L, Colan S, Stylianou M, et al. Relationship of Echocardiographic Z Scores 
Adjusted for Body Surface Area to Age, Sex, Race, and Ethnicity: The Pediatric 
Heart Network Normal Echocardiogram Database. Circ Cardiovasc Imaging 
2017;10:e006979.

	13	 Dutka DP, Donnelly JE, Nihoyannopoulos P, et al. Marked variation in the 
cardiomyopathy associated with Friedreich’s ataxia. Heart 1999;81:141–7.

	14	 Weidemann F, Rummey C, Bijnens B, et al. The heart in Friedreich ataxia: definition 
of cardiomyopathy, disease severity, and correlation with neurological symptoms. 
Circulation 2012;125:1626–34.

	15	 Plehn JF, Hasbani K, Ernst I, et al. The subclinical cardiomyopathy of Friedreich’s ataxia 
in a pediatric population. J Card Fail 2018;24:672–9.

	16	 Norrish G, Ding T, Field E, et al. Development of a novel risk prediction model for 
sudden cardiac death in childhood hypertrophic cardiomyopathy (HCM Risk-Kids). 
JAMA Cardiol 2019;4:918.

	17	 McCormick A, Shinnick J, Schadt K, et al. Cardiac transplantation in Friedreich ataxia: 
extended follow-up. J Neurol Sci 2017;375:471–3.

	18	 Tsao CY, Lo WD, Craenen J. Congestive heart failure and cardiac thrombus as first 
presentations of Friedreich ataxia. Pediatr Neurol 1992;8:313–4.

	19	 Hewer RL. Study of fatal cases of Friedreich’s ataxia. Br Med J 1968;3:649–52.
	20	 Pousset F, Legrand L, Monin M-L, et al. A 22-year follow-up study of long-term 

cardiac outcome and predictors of survival in Friedreich ataxia. JAMA Neurol 
2015;72:1334–41.

	21	 Asaad N, El-Menyar A, Al Suwaidi J. Recurrent ventricular tachycardia in patient 
with Friedreich’s ataxia in the absence of clinical myocardial disease. Pacing Clin 
Electrophysiol 2010;33:109–12.

	22	 Quercia N, Somers GR, Halliday W, et al. Friedreich ataxia presenting as sudden 
cardiac death in childhood: clinical, genetic and pathological correlation, with 
implications for genetic testing and counselling. Neuromuscul Disord 2010;20:340–2.

	23	 Weidemann F, Liu D, Hu K, et al. The cardiomyopathy in Friedreich’s ataxia - New 
biomarker for staging cardiac involvement. Int J Cardiol 2015;194:50–7.

	24	 Guttmann OP, Pavlou M, O’Mahony C, et al. Predictors of atrial fibrillation in 
hypertrophic cardiomyopathy. Heart 2017;103:672–8.

 on O
ctober 8, 2021 by guest. P

rotected by copyright.
http://adc.bm

j.com
/

A
rch D

is C
hild: first published as 10.1136/archdischild-2021-322455 on 5 O

ctober 2021. D
ow

nloaded from
 

https://twitter.com/DoctorTRance
https://twitter.com/ag_stuart
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
http://orcid.org/0000-0003-2064-237X
http://orcid.org/0000-0003-2789-2216
http://orcid.org/0000-0002-0014-9927
http://dx.doi.org/10.1093/eurheartj/ehu284
http://dx.doi.org/10.1038/nrneurol.2009.26
http://dx.doi.org/10.1126/science.271.5254.1423
http://dx.doi.org/10.1212/WNL.0000000000006121
http://dx.doi.org/10.1016/0002-9149(86)90026-3
http://dx.doi.org/10.1016/j.jns.2011.05.023
http://dx.doi.org/10.1007/s00246-008-9305-1
http://dx.doi.org/10.1093/eurheartj/ehy798
http://dx.doi.org/10.1161/CIRCULATIONAHA.104.530303
http://dx.doi.org/10.1161/CIRCULATIONAHA.106.621185
http://www.ncbi.nlm.nih.gov/pubmed/2520314
http://dx.doi.org/10.1161/CIRCIMAGING.117.006979
http://dx.doi.org/10.1136/hrt.81.2.141
http://dx.doi.org/10.1161/CIRCULATIONAHA.111.059477
http://dx.doi.org/10.1016/j.cardfail.2017.09.012
http://dx.doi.org/10.1001/jamacardio.2019.2861
http://dx.doi.org/10.1016/j.jns.2017.01.027
http://dx.doi.org/10.1016/0887-8994(92)90374-8
http://dx.doi.org/10.1136/bmj.3.5619.649
http://dx.doi.org/10.1001/jamaneurol.2015.1855
http://dx.doi.org/10.1111/j.1540-8159.2009.02528.x
http://dx.doi.org/10.1111/j.1540-8159.2009.02528.x
http://dx.doi.org/10.1016/j.nmd.2010.02.019
http://dx.doi.org/10.1016/j.ijcard.2015.05.074
http://dx.doi.org/10.1136/heartjnl-2016-309672
http://adc.bmj.com/


Supplementary methods 

 

Echocardiographic measurements were made according to current guidelines (1). Specifically, 

MLVWT was measured in the parasternal long-axis or parasternal short-axis views (2D or M-

Mode) at end diastole. Extreme left ventricular hypertrophy (LVH) was defined as a MLVWT 

≥ 30mm or Z score ≥6 (1). LV diastolic dysfunction was assessed to be present if two out of 

four variables used to assess diastolic function (annular E’ velocity, septal E’ velocity, 

average E/E’ ratio, LA diameter) were out of normal range for age and body surface area (2, 

3). LV systolic dysfunction was defined as a LV fractional shortening ≤28% or ejection 

fraction ≤ 55% (4). Left ventricular outflow tract (LVOT) obstruction (LVOTO) was defined 

as a maximal LVOT gradient of ≥ 30mmHg (1).  

12-lead ECGs were analysed by one observer (T.R) unaware of the clinical details of the 

patients. ECGs were excluded if trace quality was poor. Age-specific normal values for ECG 

parameters were used (5). The following parameters were measured (average of 3 beats) from 

lead II, or V5 if quality of trace was poor: heart rate (bpm), QRS axis, PR interval (ms), 

Sokolow-Lyon score (SV1 or SV2 + RV5 or RV6 ≥ 35mV)(6), QT interval (ms) and 

corrected QT interval (ms) using Bazett’s formula(7) . The presence of the following 

parameters were described: dominant S wave in V4, pathological Q waves, pathological T 

wave inversion (>1mm beyond V1 aged ≥14 years, or beyond V3 aged < 14 years), ST 

segment depression (≥2mm in any lead), and ST segment elevation (≥2 mm in leads V1-V3, 

or ≥1mm in all other leads). 

Non-sustained ventricular tachycardia (NSVT) during ambulatory ECG monitoring was 

defined as three or more consecutive ventricular beats at a rate of greater than 120 beats/min 

with a duration of less than 30 seconds(1). 
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Supplementary table 1: Clinical characteristics of patients with and without heart 

failure symptoms  

 Heart failure 

symptoms 

(n=11) 

No heart failure 

symptoms 

(n=61) 

P value  

Baseline 

clinical 

assessment 

(n=72) 

Any symptoms 11 (100%) 13 (21.3%) <0.001 

Mean MLVWT 

(+/-SD)  

12.88 (2.03) 12.77 (2.65) 0.9105 

Concentric 

hypertrophy 

9 (81.8%) 56 (91.8%) 0.304 

LVOT 

obstruction 

(n=67) 

0 (0%) 2 (3.5%) 0.572 

Systolic 

impairment 

(n=49) 

2 (33.3%) 5 (9.3%) 0.093 

Diastolic 

impairment 

(n=39) 

1 (25.0%) 5 (14.3%) 0.574 

  Heart failure 

symptoms 

(n=11) 

No heart failure 

symptoms 

(n=65) 

P value  

Last clinical 

assessment 

(n=76) 

Any symptoms  1 (12.5%) 10 (10.3%) 0.867 

Mean MLVWT 

(+/-SD) 

12.82 (1.73) 13.01 (3.10) 0.883 

Concentric 

hypertrophy 

(n=64) 

9 (90%) 59 (90.7%) 0.879 

LVOT 

obstruction 

(n=17) 

1 (33.3%) 0 (0.0%) 0.026 

Systolic 

impairment 

(n=47) 

1 (16.7%) 3 (7.3%) 0.443 

Diastolic 

impairment 

(n=33) 

2 (50.0%) 8 (27.6%) 0.361 

 

NYHA = New York Heart Association, LVOT = left ventricular outflow tract 
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Supplementary table 2: Baseline clinical characteristics of patients by era of 

presentation  

 

 Pre-2000 

(n=11) 

2000 – 

2009 

(n=32) 

2010 – 

2018 

(n=30) 

P value  

Age of HCM diagnosis 9.8 (+/-3.4) 10.6 (+/-

2.2) 

11.4 (+/-

3.8) 

0.013 

Baseline 

cardiac 

assessment  

Any cardiac 

symptoms 

3 (42.9%) 10 (33.3%) 10 (33.3%) 0.882 

NYHA>2 2 (18.2%) 6 (18.8%) 2 (6.7%) 0.344 

LVMWT 

(mm) 

12.9 (+/-

2.2) 

12.9 (+/-

2.9) 

12.3 (+/-

2.8) 

0.546 

LVMWT Z 

score 

7.3 (+/-2.3) 7.2 (+/-4.3) 6.2 (+/-3.1) 0.393 

Systolic 

impairment 

1 (16.7%) 4 (21.1%) 1 (4.2%) 0.23 

Atrial arrhythmia 

Mortality 

3 (27.3%) 5 (15.6%) 0 (0%) 0.025 

4 (36.4%) 4 (12.5%) 0 (0%) 0.004 
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Supplementary table 3: Clinical characteristics of patients with and without atrial 

arrhythmias 

 Atrial 

arrhythmia (8) 

No atrial 

arrhythmia (70) 

P value  

Baseline 

clinical 

assessment 

(n=78) 

Any symptoms 2 (25%) 22 (31.4%) 0.153 

NYHA >2 1 (12.5%) 10 (14.3%) 0.891 

Mean MLVWT 

(+/-SD)  

12.88 (2.03) 12.77 (2.65) 0.9105 

Concentric 

hypertrophy 

7 (87.5%) 58 (82.9%) 0.581 

LVOT 

obstruction 

0 (0%) 2 (2.9%) 0.877 

Systolic 

impairment 

1 (12.5%) 5 (7.1%) 0.701 

Diastolic 

impairment 

1 (12.5%) 5 (7.1%) 0.715 

Last clinical 

assessment 

(n=76) 

NYHA >2 1 (12.5%) 10 (10.3%) 0.867 

Mean MLVWT 

(+/-SD) 

12.82 (1.73) 13.01 (3.10) 0.883 

Concentric 

hypertrophy 

7 (87.5%) 51 (72.9%) 0.792 

LVOT 

obstruction 

0 (0%) 1 (1.4%) 0.782 

Systolic 

impairment 

3 (37.5%) 1 (1.43%) <0.001 

Diastolic 

impairment 

3 (37.5%) 7 (10.0%) 0.074 

 

NYHA = New York Heart Association, LVOT = left ventricular outflow tract 
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