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Abstract

Introduction

Although a concentric pattern of left ventricular (LV) geometry appears to be common in

Friedreich ataxia (FRDA), there is no accepted method for diagnosing LV abnormalities in

FRDA, sex and body size have often not been taken into consideration, and it has not been

clear whether children and adults should be classified using the same criteria. The aim of

this study was to better define the LV geometric changes in FRDA with respect to sex, body

size and subject age, and to investigate the relationship of LV changes with genetic severity,

as assessed by GAA repeat length within the shorter allele of the FXN gene (GAA1).

Methods

Echocardiography was performed in 216 subjects (68 children, 148 adults), measurements

were made at end-diastole of LV internal diameter (LVEDID), septal wall thickness (SWT),

LV length (LVEDL) and LV volume (LVEDV), and calculations were made of relative wall

thickness (RWT), LV mass and LV ejection fraction (LVEF).

Results

The most common LV abnormalities in both adults and children with FRDA were increases

in RWT and age-normalized RWT. In adults with a normal LVEF, all LV variables other than

RWT were larger in males independent of body surface area (BSA), and all LV variables

other than SWT and RWT were positively correlated with BSA. After adjustment for sex and

BSA, GAA1 was a positive correlate of SWT and RWT (but not of LV mass), and was an

inverse correlate of LVEDID, LVEDL and LVEDV. In children with a normal LVEF, SWT, LV

mass and LVEDL were larger in males than females after adjusting for BSA, and in combi-

nation with sex, BSA was a positive correlate of all the LV variables except SWT and RWT.

In children there were no correlations of GAA1 with any of the LV variables.
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Conclusion

In FRDA, increases in RWT and age-normalized RWT are the most frequent LV structural

abnormalities, sex and body size are important determinants of most other LV structural var-

iables in both children and adults, and increased genetic severity is associated with a

smaller left ventricle and increased LV wall thickness in adults, but not associated with LV

size or wall thickness in children.

Introduction

Friedreich ataxia (FRDA) is an autosomal recessive neurodegenerative disease caused by a

defect in the gene FXN which encodes for the mitochondrial protein frataxin [1]. In approxi-

mately 96% of individuals there is homozygosity for a GAA expansion in intron 1 of FXN, and

in the remainder there is a deletion or point mutation within one of the alleles and a GAA

expansion in the other allele. Cardiac disease is a frequent accompaniment of FRDA and not

only can lead to arrhythmias and cardiac failure, but has been reported to be the most common

cause of death [2, 3]. LV structural changes in FRDA have been documented in a number of

studies, with increase in LV wall thickness and reduction in LV chamber size being commonly

reported abnormalities [4–11]. It is also well recognized that some subjects with FRDA develop

a reduced LV ejection fraction and increased LV size, and there is some evidence to suggest

that this follows a progression from an earlier stage in which there was increased wall thickness

[12]. Nevertheless, questions remain about the nature and frequency of the patterns of cardiac

involvement in FRDA.

The number of GAA repeats in the shorter allele of the FXN gene (GAA1) is inversely

related to cellular levels of frataxin [13, 14], and there has therefore been interest in the ability

of GAA1 to explain disease severity in FRDA. There have been reports that GAA1 is associated

with earlier age at the onset of neurological symptoms (AOS) [15], increases in LV wall thick-

ness [4, 5, 9, 10, 16, 17], relative wall thickness (RWT) [18], LV mass [5, 19] and LV mass

index [4, 20] and a smaller LV end-diastolic internal diameter (LVEDID) [17]. However, the

presence and extent of the associations of GAA1 with cardiac variables have varied consider-

ably between the studies, and two of the largest studies did not find a relationship of GAA1

with the extent of cardiac involvement [8, 9]. In addition, there have also been reports that the

length of GAA repeats on the larger allele (GAA2) is associated with AOS [17, 21–24], the pres-

ence of cardiac involvement [21, 24], the extent of septal wall thickness (SWT) [4, 6, 17] and

LV mass index [4]. However, GAA2 appears to be less closely associated than GAA1 with AOS

[17, 21, 23] and cardiac variables [4, 17, 21], and whether GAA2 provides information about

disease severity in FRDA independently of GAA1 has not been specifically investigated.

There are factors independent of the disease process in subjects with FRDA which are likely

to influence LV cavity size, wall thickness and LV mass, and may need to be taken into account

when investigating the LV structural and functional changes in FRDA. First, all LV structural

variables are normally dependent on body size and while there may not be an ideal method for

indexation to body size [25], not indexing is likely to be an inferior option. Clarification of this

issue in FRDA is important because a number of previous studies which have investigated the

relationships of GAA in FRDA have used non-indexed LV variables [5, 6, 8, 12, 17]. Second, in

healthy individuals there are different relationships between LV structural variables and body

size in adults [19] compared to children [26], however, in many cases children and adults have

been combined together in analyses of LV structure and function in FRDA [4, 8, 9, 10, 12, 17].
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Third, sex needs to be considered, as male sex is associated with greater LV mass independent

of body size in healthy adults and older children [27], and males and females have been shown

to differ in the nature and extent of LV hypertrophy and function which develop in various

pathological states [28, 29]. Clarification of the role of sex effects on LV structure in FRDA is

particularly important as sex has often not been taken into consideration when making a diag-

nosis of LV hypertrophy in FRDA [4, 8, 17].

Accordingly, the main aims of this cross-sectional study in FRDA subjects were (1) to inves-

tigate the relationship of LV variables with various measures of body size and to compare these

methods in children and adults, (2) to determine the effects of sex after adjustment for body

size on LV variables in children and adults, and (3) to determine the relationships of GAA1

and GAA2 with LV structural variables in children and adults after appropriate adjustment for

other associated variables.

Methods

Study group

The study design was approved by the Monash Health Human Research and Ethics committee

(RES-18-0000-732Q) and all clinical investigation was conducted according to the principles

expressed in the Declaration of Helsinki. The need to obtain consent from adult subjects, or

consent from the parent or guardian of subjects who were minors, was waived for this retro-

spective study of clinically indicated testing. We identified 216 subjects with genetically con-

firmed FRDA who had attended the multidisciplinary FRDA clinic at Monash Medical

Centre, Monash Health and had undergone echocardiography.

Echocardiography

Transthoracic echocardiography was performed using a Sonos 5500 ultrasound machine (Phil-

ips, Amsterdam, The Netherlands) in 131 subjects, a Vivid 7 (GE Healthcare, Chicago, IL,

USA) in 79 subjects, an E9 (GE Healthcare, Chicago, IL, USA) in 2 subjects and an IE33 (Phil-

ips, Amsterdam, The Netherlands) in 4 subjects. The vast majority of studies (>90%) were per-

formed by one of two experienced sonographers (LD & RH) using a standardized protocol. M-

mode images of the left ventricle were obtained in the parasternal long axis and short-axis

views just distal to the mitral valve leaflet tips after alignment of the cursor perpendicular to

the LV wall. Two dimensional images were used to facilitate identification of the endocardium.

Measurements were performed off-line using Xcelera V1.2 L4 SP2 (Philips), including stan-

dard M-mode measurements of LV SWT, posterior wall thickness, LVEDID and LV end-sys-

tolic diameter [30]. In subjects in whom on-axis M-mode images could not be obtained,

caliper measurements in the parasternal views were performed, with cross checking of the

results when possible with caliper measurements made using the apical and subcostal four-

chamber views.

LV end-diastolic external diameter was calculated by adding LVEDID to SWT and poste-

rior wall thickness, as described by Stoylen et al [31]. Fractional shortening (FS) was calculated

as (LVEDID-LV end-systolic diameter)/LVEDID. RWT was calculated as 2 times the posterior

wall thickness divided by the LVEDID, and elevation of RWT was diagnosed if the RWT was

>0.42 [30]. Given that RWT increases with age in both children and adults [26, 31], an age-

normalized RWT was also calculated by a previously described method, and elevation of age-

normalized RWT was diagnosed in children if >0.39, and in adults if >0.42 [26]. LV mass was

calculated using the modified formula of Devereux et al [32] and indexation was performed to

both body surface area (BSA) in m2 and height2.7 [33]. Sex-specific cutoffs for elevation of LV

mass index with indexation to BSA were used for males (>115 g/m2) and females (>95 g/m2)
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[30], and age-specific cutoffs for elevation of LV mass index with indexation to height2.7 were

used for male adults (>50 g/height2.7), female adults (>47 g/height2.7), male children (>44 g/

height2.7), and female children (>40 g/height2.7) [33]. In children, z-scores were calculated for

LVEDID, SWT, posterior wall thickness and LV mass, as described by Kampmann et al [34].

Four- and 2-chamber loops of LV contraction were recorded and used for measurement of

LV end-diastolic volume (LVEDV) and LV end-systolic volume, and the calculation of LVEF

using the biplane method of discs. LV end-diastolic length (LVEDL) was generated during the

automatic measurements provided during volume and LVEF calculations in the 2- and

4-chamber views, and the longest length from the 2-chamber and 4-chamber views has been

used in the analysis [35].

LV inflow velocities were recorded using pulsed-wave Doppler in the apical 4-chamber

view with the sample volume located at the level of the mitral leaflet tips. The peak velocity (E)

and deceleration time of early diastolic filling and the peak velocity (A) of the atrial phase of

LV diastolic filling were measured.

Genetic analysis

The presence and size of the GAA expansion on both alleles of FXN was established by PCR

analysis, as previously described [36].

Statistics

Statistical analysis was performed using Systat V13 (Systat Software, Chicago, IL, USA). Results

are expressed as mean ± SD, or median (range) if not normally distributed. The relationships

of standard LV measurements with anthropometric data, sex, age and the disease specific vari-

ables of GAA1, GAA2, AOS and symptom duration was analyzed using linear regression anal-

ysis in subjects who had a normal LVEF, were homozygous for GAA repeat expansions and

had GAA measurements made at our institution. Univariate and multivariate analyses of LV

measurements were performed separately in adults and children. The generalized linear model

was used for multivariate analyses which combined continuous with categoric variables such

as sex, or child versus adult. BSA was entered first in all models and a contribution from sex

was considered as the second step. GAA1 or GAA2 were added as a third step, starting with

whichever variable had the higher r value on univariate analysis. Age was added as a fourth

step in the model and AOS was added next if it was a significant correlate of the dependent

variable on univariate analysis.

Results

Of the 216 subjects with FRDA who had an echocardiogram performed during the study

period, 9 had FXN point mutations, 202 were homozygous for GAA repeats and had results

available from our laboratory, and 5 were known to be homozygous for GAA repeats on the

basis of testing at other institutions. There were 9 subjects with a diagnosis of diabetes. The

clinical and available genetic data regarding GAA1 and GAA2 of the total group divided into

children (�18 years) and adults (>18 years) are shown in Table 1. GAA1 and GAA2 were

available in 64 children and 138 adults. In children there was a positive correlation of GAA1

with GAA2 (r = 0.69, p<0.001), an inverse correlation of GAA1 with AOS (r = -0.34,

p = 0.008), but no correlation of GAA2 with AOS (r = -0.18, p = 0.18). In contrast, in adults

there was a weaker positive correlation of GAA1 with GAA2 (r = 0.34, p<0.001), a stronger

inverse correlation of GAA1 with AOS (r = -0.62, p<0.001), and there was an inverse correla-

tion of GAA2 with AOS (r = -0.24, p = 0.007). However, only GAA1 remained a significant
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predictor of AOS (p<0.001) in adults when GAA1 and GAA2 were both combined in a multi-

variate model.

There were 2 adults in atrial fibrillation, 2 adults with a pacemaker and the rest of the cohort

were in sinus rhythm. There were 15 individuals with a LVEF�50%, of whom three were chil-

dren. Characteristics of the 12 adults with a LVEF�50% included an age of 31±10 years, one

subject with a point mutation, GAA1 of 578±223, GAA2 of 968±148 in the other 12 subjects,

AOS of 10 (5–29) years and symptom duration of 13 (4–30) years.

All subsequent analyses have been performed on the group of subjects who were homozy-

gous for GAA repeat expansions, had GAA measurements performed in our laboratory, and

had sinus rhythm and a LVEF >50%. The LV and transmitral Doppler variables of subjects

who fulfil these conditions are shown in Table 2, with children and adults shown separately.

Box and whisker plots for selected indexed LV structural variables in these subjects are shown

in Fig 1, with children and adults shown separately, and males and females shown separately

as appropriate.

LV variables in children homozygous for GAA repeat expansions and a

normal LVEF

In homozygote children who were in sinus rhythm with a LVEF >50% (n = 60), the RWT was

increased (>0.42) in 80%, the age-normalized RWT was increased (>0.39) in 83%, whereas

the sex specific LV mass index (g/m2) was increased in only 47% and the sex specific LV mass

index (g/height2.7) was increased in only 48%. There were 83% children who had at least one

abnormality based on the above LV structural criteria. The mean Z-scores for LVEDID and

LV end-systolic diameter were negative (-0.26±1.15 cm and -0.56±1.59 cm, respectively) and

the mean Z-scores for SWT, posterior wall thickness and LV mass were positive (4.20±2.56,

3.07±1.79 and 1.34±1.47, respectively).

Table 1. Demographic, anthropometric and disease specific characteristics in adults and children with Friedreich

ataxia.

Children Adults

n 68 148

Male / Female 44/24 72/76

Age (years) 14.3±3.3 34.7±11.6

Height (cm) 158±16 170±10

Weight (kg) 47.5±15.2 69.6±14.4

BSA (m2) 1.47±0.30 1.80±0.21

Body mass index (kg/m2) 18.7±3.9 23.9±4.3

Heart rate (/min) 75±12 74±12

Systolic blood pressure (mmHg) 112±17 116±16

Diastolic blood pressure (mmHg) 62±9 72±10

GAA1� 734±198 609±218

GAA2� 893±175 870±216

AOS (years) 9.1±4.3 16.5±8.3

Symptom duration (years) 4.9±3.8 17.4±10.9

BSA–body surface area, AOS—age at onset of neurological symptoms, GAA1—number of GAA repeats in the

shorter allele of the FXN gene, GAA2—number of GAA repeats in the longer allele of the FXN gene; � GAA1 and

GAA2 were available in 64 children and 138 adults.

https://doi.org/10.1371/journal.pone.0225147.t001
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On univariate analysis, there were positive correlations of LVEDID, LV end-diastolic exter-

nal diameter, LV mass, LVEDL and LVEDV with all the anthropometric variables, but no cor-

relations of SWT with any of the anthropometric variables. RWT and age-normalized RWT

were inversely correlated with all the anthropometric variables (Table 3). Male sex was associ-

ated with a higher LV end-diastolic external diameter, LV mass and LVEDL (p<0.01 for all), a

borderline increase in SWT (p = 0.063) and posterior wall thickness (p = 0.051), but there was

no difference between males and females for LVEDID, RWT, age-normalized RWT, LV mass

index (g/m2 or g/h2.7) or LVEDV (p>0.01 for all). RWT and age-normalized RWT were both

inversely correlated with age and AOS, and age-normalized RWT, but not RWT, was posi-

tively correlated with symptom duration. None of the LV variables were correlated with either

GAA1 or GAA2. In contrast to the normal pattern of a positive correlation between LVEDID

and SWT seen in healthy children [26], LVEDID was inversely correlated with SWT (r = -0.31,

p = 0.012).

Multivariate analyses were performed in homozygote children in sinus rhythm with a nor-

mal LVEF. For those dependent variables which were positively correlated with body size,

modelling began with the addition of sex to BSA and then with the sequential addition of

GAA1, GAA2 and age. Only variables that remained statistically significant during this process

are shown in the models in Table 4. LV end-diastolic external diameter, LV mass and LVEDL

Table 2. Left ventricular and transmitral Doppler variables in children and adults with FRDA who were homozy-

gous for GAA repeat expansions and had a normal LVEF.

Children Adults

n 60 124

LDEDID (cm) 4.2±0.5 4.6±0.5

SWT (cm) 1.1±0.2 1.0±0.2

Posterior wall thickness (cm) 1.1±0.2 1.0±0.2

Fraction shortening (%) 40.1±8.3 39.5±7.5

RWT 0.52±0.13 0.46±0.12

Age-normalized RWT 0.52±0.13 0.47±0.12

LV end-diastolic external diameter (cm) 6.3±0.6 6.7±0.6

LV mass (g) 152±46 168±52

LV mass index (g/m2) 107±31 93±27

LV mass index (g/m2)–Male 111±31 105±29

LV mass index (g/m2)–Female 100±31 84±20

LV mass index (g/height2.7) 45±15 40±11

LV mass index (g/height2.7)—Male 46±15 43±12

LV mass index (g/height2.7)—Female 43±16 37±10

LVEDL (cm) 8.2±0.9 8.3±0.8

LVEDV (mL) 84±27 86±30

LVEF (%) 65±6 64±7

E (cm/s) 82±12 76±14

A (cm/s) 44±11 46±14

E/A 1.98±0.57 1.85±0.84

Deceleration time (ms) 157±30 169±38

LV–left ventricular, LVEDID—left ventricular end-diastolic internal diameter, SWT—septal wall thickness, RWT—

relative wall thickness, LVEDL—left ventricular end-diastolic length, LVEDV—left ventricular end-diastolic volume,

LVEF—left ventricular ejection fraction, E—peak early diastolic transmitral flow velocity, A—peak late diastolic

transmitral flow velocity

https://doi.org/10.1371/journal.pone.0225147.t002
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Fig 1. Box and whisker plots of left ventricular structural variables. Box and whisker plots for subjects with Friedreich ataxia who were

homozygous for GAA repeat expansions, had GAA measurements performed in our laboratory, and had sinus rhythm and a LVEF>50%, showing

Left ventricular changes in Friedreich ataxia
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(p<0.02 for all), but not LVEDID or LVEDV, were larger in males than females after adjusting

for BSA. In combination with sex, BSA was a positive correlate of LVEDID, LV end-diastolic

external diameter, LV mass, LVEDL and LVEDV (p<0.001 for all). In multivariate models

with adjustment for sex and BSA, there were no contributions to LVEDID, SWT, posterior

wall thickness, LV end-diastolic external diameter, LV mass, LVEDL or LVEDV from GAA1,

GAA2, age or AOS. There were no independent correlates of RWT or age-normalized RWT in

multivariate models which included various combinations of BSA, age and AOS.

LV variables in adults homozygous for GAA repeat expansions and a

normal LVEF

In homozygous adult subjects in sinus rhythm with a LVEF>50% (n = 124), the RWT was

increased (>0.42) in 57%, the age-normalized RWT was increased (>0.42) in 61%, whereas

the sex specific LV mass index (g/m2) was increased in only 24%, and the sex specific LV mass

index (g/height2.7) was increased in only 18%. At least one abnormality based on the above cri-

teria was present in 65%. On univariate analysis (Table 5), LVEDID, LV end-diastolic external

diameter, LV mass, LVEDL and LVEDV were positively correlated with all of the anthropo-

metric measures, there were positive correlations of SWT and posterior wall thickness with

height, but not with weight or BSA, and there were no correlations of RWT or age-normalized

RWT with anthropometric measures. All of the LV variables, other than RWT and age-nor-

malized RWT, were larger in males than females (p<0.01 for all), even after adjustment for

height or BSA (p<0.01 for all). After adjustment for sex, BSA remained a significant correlate

of LVEDID, LVEDL and LVEDV (p<0.01 for all), and also remained a borderline significant

correlate of LV mass (p<0.05), but was no longer a correlate of LV end-diastolic external

diameter. After adjustment for sex, height was no longer a correlate of SWT or posterior wall

thickness. In contrast to the normal positive correlation between LVEDID and SWT seen in

healthy adults [26], there was no significant correlation of LVEDID with SWT, and the r value

was negative (r = -0.14, p = 0.10). GAA1 was a positive correlate of RWT and age-normalized

RWT, an inverse correlate of LVEDID, LVEDL and LVEDV, but was not a correlate of SWT,

posterior wall thickness, LV end-diastolic external diameter or LV mass. GAA2 was not a sig-

nificant correlate of any of the LV variables.

LVEDID indexed to BSA (A), SWT (B), RWT (C), LV mass indexed to BSA (D) and LV mass indexed to height2.7 (E). Children and adults are shown

separately for all variables, and males and females are shown separately for variables in which male sex was associated with larger variable size

independent of BSA. See Table 2 for abbreviations.

https://doi.org/10.1371/journal.pone.0225147.g001

Table 3. Univariate correlations (r) of left ventricular structural variables in children with FRDA who were homozygous for GAA repeat expansions and had a nor-

mal LVEF (n = 60).

LVEDID SWT RWT Age-normalized RWT LV end-diastolic external diameter LV mass LVEDL LVEDV

Height 0.70 -0.07 -0.32 -0.33 0.62 0.43 0.65 0.65

Weight 0.75 0.01 -0.32 -0.30 0.69 0.54 0.65 0.65

BSA 0.75 -0.06 -0.36 -0.35 0.65 0.47 0.64 0.67

GAA1 -0.23 0.02 0.16 0.12 -0.18 -0.09 -0.12 -0.20

GAA2 -0.20 -0.07 0.08 0.03 -0.21 -0.19 -0.12 -0.10

Age 0.60 -0.13 -0.30 -0.27 0.48 0.32 0.63 0.62

AOS 0.55 -0.17 -0.34 -0.30 0.39 0.23 0.43 0.46

Symptom duration -0.16 0.24 0.20 0.22 0.06 0.09 -0.02 -0.04

See Tables 1 and 2 for abbreviations

https://doi.org/10.1371/journal.pone.0225147.t003
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Multivariate models of LVEDID, LV end-diastolic external diameter, LV mass, LVEDL and

LVEDV were constructed with the sequential addition of BSA, sex, GAA1, GAA2 and age in

homozygote adult subjects with sinus rhythm, a normal LVEF and GAA results available from

our laboratory. Only independent variables which remained significant during this stepwise

process are shown in the final models (Table 6). In conjunction with BSA and sex, GAA1 was

inversely correlated with LVEDID, LV end-diastolic external diameter, LVEDL and LVEDV

(p<0.01 for all), but not with LV mass. In multivariate models which also added age, LVEDID,

LV end-diastolic external diameter, LVEDL and LVEDV behaved similarly, being larger in

males, positively correlated with BSA, and inversely correlated with both GAA1 and age. At

least 1/3 of the variances in LVEDID, LV end-diastolic external diameter, LV mass, LVEDL

and LVEDV could be accounted for by combinations of BSA, sex, GAA1 and age. SWT was

positively correlated with sex and GAA1. None of SWT, posterior wall thickness or RWT were

independently correlated with age. GAA1 was the only independent correlate of RWT,

whereas age-normalized RWT was positively correlated with GAA1 and inversely correlated

with age. In multivariate models, GAA2 was not correlated with any of the LV variables, and

this was tested in the absence and presence of GAA1.

Transmitral Doppler variables in individuals homozygous for GAA repeat

expansions and a normal LVEF

In children, there were no significant correlations of either E or A with age, sex, GAA1 or

GAA2. In adults, on multivariate analysis, E was inversely correlated with age (β = -0.27,

p = 0.002) and GAA1 (β = -0.25, p = 0.004), and was smaller in males than females (p = 0.002),

whereas A was positively correlated with age (β = 0.35, p<0.001) and inversely correlated with

GAA1 (β = -0.25, p = 0.003), but not affected by sex.

Table 4. Multivariate models of left ventricular structural variables in children with FRDA who were homozygous for GAA repeat expansions and had a normal

LVEF (n = 60).

LVEDID LVEDED LV mass LVEDL LVEDV

BSA β 0.74 0.63 0.44 0.60 0.67

p <0.001 <0.001 <0.001 <0.001 <0.001

Sex p 0.019 0.006 0.011

Adjusted r2 0.53 0.47 0.31 0.45 0.44

See Tables 1 and 2 for abbreviations

https://doi.org/10.1371/journal.pone.0225147.t004

Table 5. Univariate correlations of left ventricular structural variables in adults with FRDA who were homozygous for GAA repeat expansions and had a normal

LVEF (n = 124).

LVEDID SWT Posterior wall thickness RWT Age-normalized RWT LV end-diastolic external diameter LV mass LVEDL LVEDV

Height 0.39 0.20 0.26 0.02 0.02 0.47 0.43 0.52 0.41

Weight 0.49 0.06 0.08 -0.17 -0.19 0.42 0.35 0.45 0.46

BSA 0.52 0.13 0.12 -0.12 -0.13 0.50 0.43 0.53 0.50

GAA1 -0.31 0.17 0.11 0.23 0.26 -0.14 -0.06 -0.29 -0.33

GAA2 -0.11 0.15 0.13 0.14 0.14 0.01 0.03 -0.12 -0.07

Age -0.07 -0.16 -0.18 -0.14 -0.28 -0.19 -0.18 -0.07 -0.11

AOS 0.15 -0.16 -0.14 -0.20 -0.26 0.02 -0.03 0.15 0.16

Symptom duration -0.14 -0.08 -0.09 -0.04 -0.11 -0.19 -0.16 -0.18 -0.19

See Tables 1 and 2 for abbreviations

https://doi.org/10.1371/journal.pone.0225147.t005
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Multivariate analyses in combined group of children and adults

homozygous for GAA repeat expansions and a normal LVEF

Selected multivariate analyses were performed in the combined group of children and adults

with a normal LVEF and homozygous for GAA repeat expansions (n = 184) to allow compari-

son with previous studies, and also to investigate whether there could be statistical differences

between children and adults in the relationship of LV variables with GAA1 and GAA2. GAA1

was correlated with GAA2 in this combined group (r = 0.43, p<0.001) and both GAA1 and

GAA2 were inverse correlates of AOS (r = -0.60 & r = -0.19, respectively, p<0.01 for both), but

when GAA1 and GAA2 were both entered in a model of AOS only GAA1 remained a signifi-

cant correlate (p<0.001). In models which included sex, BSA and age, the addition of either

GAA1 or GAA2 contributed to the prediction of LVEDID and LVEDL, but only GAA1 con-

tributed to the prediction of LVEDV (Table 7). However, GAA2 made no independent contri-

bution to the models of LVEDID or LVEDL in which GAA1 was also included. SWT and

posterior wall thickness were both larger in males (p<0.01 for both) but were not indepen-

dently related to BSA, age, GAA1 or GAA2. After adjustment for sex, BSA, age and GAA1,

there was no statistical difference between children and adults for LVEDID or LVEDL, but

there was a trend for a lower LVEDV in adults (p = 0.06). Independent predictors of a higher E

were female sex (p = 0.005), younger age (p<0.001) and smaller GAA1 (p = 0.011), and there

was no statistical difference between children and adults. Independent predictors of a higher A

were older age (p<0.001), lower GAA1 (p = 0.001) and higher heart rate (p<0.001), but in

contrast to E, being a child was a predictor of a higher A (p = 0.03) independent of age, heart

rate and GAA1. GAA2 was not a significant contributor to models of E or A in the combined

group in the absence or presence of GAA1.

Discussion

There are a number of new findings from the present study regarding LV structural features in

FRDA. (1) The most common abnormal LV findings in FRDA in both children and adults in

our cohort were increases in RWT and age-normalized RWT. (2) In separate analyses of chil-

dren and adults with FRDA, body size was an independent determinant of all the measures of

LV size and LV mass other than wall thickness, RWT and age-normalized RWT in both age

groups. (3) Male sex was a determinant of a larger magnitude of all the measures of LV struc-

ture other than RWT and age-normalized RWT in adults with FRDA, and this effect was

Table 6. Multivariate models of left ventricular structural variables in adults with FRDA who were homozygous for GAA repeat expansions and had a normal

LVEF (n = 124).

LVEDID SWT RWT Age-normalized RWT LV end-

diastolic

external diameter

LV mass LVEDL LVEDV

BSA β 0.35 0.30 0.18 0.32 0.35

p <0.001 <0.001 0.042 <0.001 <0.001

Sex p 0.009 <0.001 <0.001 <0.001 <0.001 0.023

GAA1 β -0.27 0.20 0.23 0.19 -0.15 -0.25 -0.31

p 0.001 0.023 0.012 0.033 0.035 0.001 <0.001

Age β -0.15 -0.23 -0.24 -0.19 -0.17 -0.21

p 0.056 0.013 <0.001 0.01 0.02 0.008

Adjusted r2 0.36 0.12 0.04 0.10 0.45 0.36 0.41 0.36

See Tables 1 and 2 for abbreviations

https://doi.org/10.1371/journal.pone.0225147.t006
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independent of body size. Male sex was also an independent determinant of larger SWT, LV

end-diastolic external diameter, LV mass and LVEDL in children with FRDA, but was not an

independent determinant of LVEDID, RWT or age-normalized RWT. (4) In adults with

FRDA, GAA1 was an independent determinant of both smaller LV size and increased wall

thickness, and possibly because of this combination, was not a determinant of LV mass. In

contrast, there were no associations of GAA1 with LV size or wall thickness seen in children.

(5) GAA2 was positively correlated with GAA1 in both children and adults, but was not an

independent predictor of any of the LV variables in either children or adults. (6) Increasing

age in adults with FRDA and a preserved LVEF was independently associated with decreases

in LV size and LV mass, however, after adjustment for body size and sex there was no effect of

age on measures of LV size or LV mass in children.

That LV size and mass are determined in part by body size is well recognized from studies

in healthy adults [37, 38], and the relation between LV size and body size may be of even

greater importance in children due to the positive associations between the growth in the body

and the size of LV structures during childhood [34, 39, 40]. Consistent with this, in the present

study in subjects with FRDA an association between most LV variables and body size was

demonstrated in both children and adults. The exceptions were LV wall thickness, which was

not related to body size, presumably related to any effects of body size being outweighed by the

pathological effects of the disease process which lead to an increase in LV wall thickness, and

Table 7. Multivariate models of LVEDID, LVEDL and LVEDV in combined group of children and adults with FRDA who were homozygous for GAA repeat expan-

sions and had a normal LVEF (n = 184).

Dependent variable Independent variable β p Adjusted r2

LVEDID Sex 0.028

BSA 0.62 <0.001

Age -0.13 0.058

GAA1 -0.22 <0.001 0.49

LVEDID Sex 0.024

BSA 0.66 <0.001

Age -0.08 0.30

GAA2 -0.14 0.007 0.44

LVEDL Sex <0.001

BSA 0.50 <0.001

Age -0.23 0.001

GAA1 -0.18 0.004 0.44

LVEDL Sex <0.001

BSA 0.55 <0.001

Age -0.18 0.006

GAA2 -0.15 0.006 0.44

LVEDV Sex <0.001

BSA 0.50 <0.001

Age -0.28 <0.001

GAA1 -0.26 <0.001 0.37

LVEDV Sex <0.001

BSA 0.54 <0.001

Age -0.20 0.006

GAA2 -0.10 0.09 0.33

See Tables 1 and 2 for abbreviations

https://doi.org/10.1371/journal.pone.0225147.t007

Left ventricular changes in Friedreich ataxia

PLOS ONE | https://doi.org/10.1371/journal.pone.0225147 November 13, 2019 11 / 18

https://doi.org/10.1371/journal.pone.0225147.t007
https://doi.org/10.1371/journal.pone.0225147


RWT, which was not expected to be related to body size because it involves an adjustment for

cardiac size within the individual. The present study has not been able to address the most

appropriate means of LV indexation in FRDA as this is not only likely to vary for the different

LV structural measurements for reasons of dimensionality, but could turn out to be an allome-

tric relationship with lean body mass [25], which was not measured in the present study. Nev-

ertheless, the findings of the present study suggest that inclusion of a measurement of body

size is essential in investigations of the determinants of LV structural change in FRDA and also

suggest the need for reevaluation of findings from previous studies in FRDA in which body

size may not have had appropriate consideration in the analyses [4, 5, 17].

Previous studies in healthy adults have generally shown that male sex is associated with

larger magnitudes of all LV variables (other than RWT), and that at least part of this sex effect

is independent of body size [37, 38]. Consistent with this, in adults with FRDA in the present

study, sex was an independent determinant of all LV variables apart from RWT. Studies inves-

tigating the effect of sex on LV variables in healthy children have often found no or minimal

effects, but it is possible that these studies, which generally included ages from infancy to 18

years [34, 39, 40], may have missed seeing effects of sex which are likely to be confined to post

pubertal children. Importantly, in children with FRDA of age range from 4–18 years in the

present study, male sex was an independent determinant of larger SWT, LV end-diastolic

external diameter, LV mass and LVEDL. Similar to body size, sex has not always been a con-

sideration in FRDA studies which have investigated the effects of FRDA on LV size and mass.

In particular, a number of studies have made a diagnosis of LV hypertrophy in FRDA using

Henry’s nomograms [4, 8, 17, 41], first described in 1980 at a time before the effects of male

sex on the left ventricle were recognized, and which do not take sex into consideration. A diag-

nosis of the absence of cardiomyopathy based on a normal LV wall thickness using Henry’s

nomograms not only has the intrinsic limitation of lacking consideration of sex effects, but it

has also been demonstrated in previous FRDA studies to fail in identifying an increase in

RWT in a proportion of subjects. Thus, Weidemann et al reported a RWT of 0.42±0.08 in a

subgroup of 64/205 children and adults who were classified to be free of cardiomyopathy, this

result indicating that a substantial proportion of the subjects in this subgroup would have had

an abnormal RWT of 0.43 or above [8]. Similarly, in a subgroup of 56/133 adults and children

who were classified as not having LV hypertrophy, Pousset et al reported a RWT of 0.43±0.07

[17]. These anomalies can be attributed to misclassification by Henry’s nomograms, which in

turn can, at least in part, be attributed to lack of consideration of sex effects on LV structure.

There are limitations of using a RWT of>0.42 to define LV remodeling in a mixed group

of children and adults, not only because the normal range of RWT differs between adults and

children, but also because RWT increases with age in both children and adults [26, 31]. In an

attempt to address this, age-normalized RWT was categorized in adults and children separately

in the present study using a previously described method [26]. However, the use of age-nor-

malized RWT only identified a slightly greater percentage of abnormal hearts than RWT.

Thus, in subjects with a normal LVEF, the prevalence in children of an increase in RWT was

80% and of an increase in age-normalized RWT was 83%, and in adults the prevalence of an

increase in RWT was 57% and of an increase in age-normalized RWT was 61%. Both RWT

and age-normalized RWT were considerably more sensitive than LV mass index for detecting

a LV abnormality in FRDA in both children and adults, irrespective of whether indexing was

performed to BSA or h2.7, and despite the use of sex-specific cutoffs.

The relationships of GAA1 with LV variables have been evaluated in a number of previous

studies but there has been considerable divergence in the reported findings [4–6, 8, 9, 17, 21,

24, 42]. In the present study, in the adult group after adjustment for sex and BSA, there were

inverse correlations of GAA1 with all the measures of LV cavity size, these being LVEDID,
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LVEDL and LVEDV. There were positive correlations of GAA1 with SWT in adults after

adjusting for sex and there was also a positive correlation of GAA1 with RWT. In contrast,

there was no correlation of GAA1 with either LV mass or LV mass index and no correlations

of GAA1 with any of the LV variables in children. One possible explanation for the apparent

discrepancies with previous studies is that a number of studies have combined adults and chil-

dren in the analysis. This may be important for reasons already discussed above regarding

body size and sex, but also may reflect intrinsic differences between the associations of the car-

diac phenotype in children and adults. Also consistent with the proposition that the relation-

ships in children may be different are the finding that there were no correlations of GAA1

with LV structure in a FRDA study where the majority of the subjects were children [9]. In the

present study (where adults comprised more than 2/3 of the cohort), when adults and children

were analyzed together the correlations with GAA1 were similar to those seen in the adult

group. Importantly, that there may be intrinsic differences between children and adults could

not be confirmed by this study, but was suggested by the findings that there was a trend for a

lower LVEDV and a lower A in adults compared to children, even after adjustment for age

and GAA1.

LV end-diastolic external diameter was calculated in FRDA for the first time in this study

and in contrast to healthy aging where older age is accompanied by increases in both RWT

and LVEDED [31], higher GAA1 was accompanied by increased RWT but reduced LVEDED.

This finding, in combination with the inverse association of GAA1 with LV cavity size, dem-

onstrates that a negative LV remodeling process occurs in FRDA in parallel with the increase

in wall thickness. A similar process has also been described for the autosomal dominant hyper-

trophic cardiomyopathies [43]. Negative LV remodeling in association with increased wall

thickness is also a large part of the explanation why increased LV mass index is less common

than increased RWT in both adults and children with FRDA, and also why assessment using

Henry’s nomograms, which are based on wall thickness alone, can fail to identify an abnormal-

ity in subjects with FRDA and an increase in RWT.

GAA2 was positively correlated with GAA1 in both adults and children in the present

study, and was also an inverse correlate of AOS in adults, but it was not a correlate of AOS in

children, was not a correlate of AOS in adults independent of GAA1, and was not a correlate

of any of the LV structural variables when children and adults were analyzed separately. There

have been previous reports that GAA2 is associated with AOS [17, 21–24] and cardiac involve-

ment in FRDA [4, 4, 6, 17, 21, 24] and indeed, when children and adults were analyzed

together in the present study, GAA2 was an inverse correlate of LVEDID and LVEDL, inde-

pendent of sex, BSA and age. However, this may be the first study to report that GAA1 and

GAA2 are also correlated, with this providing a potential explanation for GAA2 associations in

previous reports which does not entail a direct relationship between GAA2 and the phenotype.

Indeed, GAA2 was no longer a significant predictor of either LVEDID or LVEDL in the com-

bined group when GAA1 was also included in multivariate models. There is no current expla-

nation for the correlation of GAA1 with GAA2. While there is one study showing associations

of both GAA1 and GAA2 with frataxin levels [44], this study did not investigate whether these

associations were independent.

Understanding the nature of LV remodeling in FRDA is made more difficult given there

can be a progressive process of wall thinning, positive remodeling and reduced LVEF in some

subjects with FRDA. Indeed, there is evidence from a previous study that age is inversely asso-

ciated with LV mass index in FRDA [6], suggesting either that higher LV mass index leads to

early death, that increasing duration of the disease process leads to decreases in LV mass, or a

combination of these mechanisms. There is also evidence from a small longitudinal study that

progressive LV thinning occurs [12]. Whatever the process is, it was evident in the adult
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subjects with preservation of LVEF in the present study, where age was found to be an inde-

pendent inverse correlate of LV mass index. Age was also an independent inverse correlate of

LVEDL and LVEDV in the adults with FRDA, which is consistent with previous reports dur-

ing aging in the healthy population [31, 45]. On the other hand, LVEDID does not change

with age and LV end-diastolic external diameter increases with age during healthy aging [31],

whereas age was inversely correlated with LVEDID and LV end-diastolic external diameter in

adults with FRDA. Only a small group of subjects in the present study had a reduced LVEF at

the time of their initial echocardiogram at our institution and further exploration of the

nature, timing and causes of a reduced LVEF in FRDA will require larger numbers and lon-

ger-term follow up.

Comparison of LV echocardiographic findings in adult subjects with FRDA with age and

sex-matched control subjects has been reported previously in subgroups of the current cohort

who were part of studies which investigated LV and right ventricular long-axis function [7,

11]. Findings from these studies in the subjects with FRDA included increases in LV wall

thickness, LV mass index and RWT, and a decrease in LVEDID compared to control subjects.

In the present study, which examined and compared adults and children with FRDA, there

was no control group included, and decisions about the presence of increases in RWT and LV

mass index were determined by using published normal ranges, with adjustment for age group

and sex as appropriate. The present study has substantially added to our previous findings in

FRDA by demonstrating increases in age-normalized RWT, comparing different methods for

LV mass indexation, showing that there are differences between children and adults and dem-

onstrating that male sex is associated with increased LV size and mass index in both children

and adults. In the present study we have also reported for the first time that there is a positive

correlation between GAA1 and GAA2, and demonstrated that age and GAA1 (but not GAA2)

have associations with LV variables in adults after adjustment for BSA and sex.

There are a number of limitations of this cross-sectional study. Early mortality will alter the

makeup of the population of subjects with FRDA available to be included in a cohort study

and this could distort our understanding of the LV structural changes in FRDA if a particular

pattern of LV myocardial involvement was more likely to lead to premature death. Similarly

the analysis of a group with normal LVEF has necessarily excluded a proportion of subjects

who had previously progressed over time to have a reduced LVEF, and this could also con-

found analyses which include age or symptom duration. Unfortunately this limitation can

only be fully addressed by long-term serial studies, preferably in which echocardiographic data

was available prior to symptom onset. We have used an arbitrary definition for children as

being up to the age of 18 years, but the definition of child versus adult has varied in population

studies of LV structure. A diagnosis of reduced LVEF was based on a cutoff of<50% in the

present study, but this number is also arbitrary, may not be ideal choice in FRDA, and based

on data in population studies, possibly should vary depending on subject age and sex [46].

However, there is currently no evidence to support an alternative cutoff point for a normal

LVEF in FRDA. The lack of positive findings with respect to associations of GAA1 in children

compared to adults could be a false negative due to the smaller size of the group of children.

However, there were no trends from the analysis in children to suggest that greater numbers

were likely to have made a difference to the findings. Furthermore, as discussed above, there

was evidence that some variables may be different in adults and children independently of

other determinants. Information about smoking, alcohol intake, drug use, exercise and meno-

pausal status was not collected and any LV effects of these factors could therefore not be evalu-

ated in this study.

In conclusion, RWT and age-normalized RWT are the most sensitive echocardiographic

measures for identifying LV involvement in FRDA and they have the advantage of being
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independent of sex and body size in both children and adults. Sex and body size are important

determinants of most other measures of LV structure in FRDA, as they are in a healthy popula-

tion, and it is therefore an important limitation of some previous FRDA studies that sex and/

or body size were not taken into consideration in either defining abnormality or in assessing

the relationship between GAA1 and LV structure. GAA1 is an independent determinant of

both increased LV wall thickness and reduced LV size in adults, but not in children, and the

existence of a difference between children and adults could be a contributing factor to previous

discrepant findings with respect to the relationship of GAA1 with LV structure in FRDA.

GAA2 is not an independent correlate of LV structural variables in either children or adults

and previous positive findings with respect to GAA2 may just reflect the presence of a cur-

rently unexplained association between GAA2 and GAA1. Age is an independent predictor of

smaller LV size and mass in adults, possibly reflecting in part the nature of cardiac disease pro-

gression in FRDA, however, additional longitudinal data will be required to further clarify this

relationship, and also the determinants and time course of a reduced LVEF.
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