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ABSTRACT

Background: Emery-Dreifuss muscular dystrophy is a genetically heterogeneous form of muscular dys-
trophy. One form is inherited in an X-linked fashion and is secondary to mutations in the gene encoding the
nuclear protein emerin. A more common variant is inherited in an autosomal dominant way (EDMD2) due to
mutations affecting the nuclear lamina protein lamin A/C. Typical features of both conditions are relatively
mild skeletal muscle weakness, but cardiac involvement develops almost invariably by adult age, including
conduction defects, arrhythmias and cardiomyopathy. Thus, early detection of cardiac abnormalities may
be important for planning early therapeutic intervention. Aim: In this study, we hypothesized that early my-
ocardial dysfunction can be detected by tissue Doppler echocardiography and CMR in unselected patients
with the autosomal dominant form of Emery-Dreifuss muscular dystrophy. This would suggest that fibrosis
could be implicated in the pathogenesis of cardiac dysfunction in EDMD2. Methods: Eight consecutive
patients with genetically proven EDMD2 without pacemakers were enrolled in the study and compared to
eight age-matched controls. All patients and controls first underwent a comprehensive echocardiographic-
Doppler examination, followed by measurement of mitral annular velocities using pulsed tissue Doppler.
Color M-mode tissue images were recorded from the parasternal long axis projections to derive Myocardial
Velocity Gradients (MVG). Subsequently, all subjects underwent cardiovascular magnetic resonance (CMR)
imaging for function, intrinsic myocardial tissue contrast using T1 and T2 weighted spin echo (TSE) for fat
deposition and extrinsic contrast (Gadolinium-DTPA late fibrosis imaging). Strain measurements, using har-
monic phase imaging (HARP) tagging were also derived. Results: Cavity dimensions LV mass and fractional
shortening were similar between patients and controls. The overall body mass index was less in patients
than in controls (14.5 + 1.4 vs. 18.1 4 2.4 g/m?, p < 0.002). While systolic MVG were similar between groups,
the early diastolic MVG was lower in patients than in controls (4 + 1.2 s-1 vs. 7.1 £ 2.7, p < 0.02). On CMR,
LA and LV, RV volumes were similar between patients and controls. CMR strain patterns, however, showed
a significant reduction in inferior wall contractility in patients compared to controls (—0.06 4 0.02 vs -0.09
+ 0.03, p < 0.05). No patient showed late gadolinium enhancement. Conclusion: Patients with EDMD2 have
abnormal left ventricular function prior to developing any cardiac symptoms. The absence of myocardial
fibrosis, however, by CMR suggests that this functional abnormality may not be secondary to scarring
but could precede it. Tissue Doppler echocardiography and CMR are sensitive methods of assessing the
presence of myocardial dysfunction prior to the development of any cardiovascular symptoms.
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Since the discovery of mutations in the LMNA gene, it has
become clear that a number of mutations within this gene are
responsible for a surprising large series of allelic disorders (4, 5).
These include limb girdle muscular dystrophy 1B (LGMDI1B)
(6), a form of dilated cardiomyopathy with conduction defects
(DCM-CD) (7), the Dunnigan-type familial partial lipodystro-
phy (FPLD) (8), a form of autosomal recessive axonal neuropa-
thy (Charcot-Marie-Tooth disease, AR-CMT2) (9), mandibu-
loacral dysplasia (MAD) (10), Hutchinson-Guilford and Werner
Progeria syndromes (HGPS) (11-13) and restrictive dermopathy
(14).

Cardiac involvement is an invariable finding in EDMD2,
which usually occurs by the second to third decade of life. This
includes atrial and ventricular arrhythmias and conduction de-
fects, followed by complete heart block or atrial paralysis but
also affecting the left ventricle directly in the form of dilated
cardiomyopathy (15, 16).

Recently, it has become apparent that cardiac involvement
in EDMD2 may be more severe that in other forms of muscu-
lar dystrophy (17-19). There are only a few previous studies
(20) reporting pathological endomyocardial autopsy findings in
EDMD?2 with unique atrial pathology and adipose tissue infil-
tration with deposition of antihuman IgG. The investigation of
cardiac involvement in EDMD?2 has mainly been based on two-
dimensional echocardiography (2DE) and 24 hour ambulatory
ECG monitoring (17), and it has been postulated that rhythm or
conduction disturbances are the primary cardiac involvement in
these patients. Tissue Doppler imaging (TDI) has recently been
proposed as a sensitive method in detecting myocardial dysfunc-
tion in asymptomatic patients with neuromuscular diseases (21,
22), but it has not been used to assess patients with EDMD2.

Cardiovascular magnetic resonance (CMR) has also been
used in patients with congenital myotonic dystrophy and re-
ported to identify changes that might suggest the early presence
of fibrosis (23).

The aim of our study was to prospectively determine whether
atrial or left ventricular dysfunction can be detected in a preclini-
cal stage, which may be the result of fibrotic myocardial changes
and accompany or precede the conduction system damage in
EDMD2.

METHODS

Eight consecutive genetically proven EDMD2 patients were
enrolled from patients attending the regular outpatient clinics
of the Dubowitz Neuromuscular Centre and invited to partici-
pate in the study. Patients with a contraindication to CMR, such
as cerebral clips, implantable devices and in particular cardiac
pacemakers, were not included. As the disease incidence is low
and many patients do have implanted pacemakers, the potential
study population was correspondingly low.

Six patients were male, and the age range from 7-42 years
(mean, 18.5). Table 1 summarises the clinical profiles of the pa-
tient group. All patients had muscle weakness associated with
mild to severe mobility impairment. Of the patients studied, one
was in atrial flutter, and one had right bundle branch block. Pa-
tients were asked to undergo detailed echocardiographic imag-

ing and 24 hour EGC at the Hammersmith Hospital and CMR
imaging at the Royal Brompton Hospital on separate days for
their convenience. The time between scans ranged from two
weeks to three months.

An age matched control group was obtained from eight un-
affected volunteers. It was not possible to match the controls for
body surface area as the patient group had lower body weights
than could be found in healthy volunteers.

The study was approved by Hammersmith Hospital and
Royal Brompton Hospital ethics committees and informed writ-
ten consent was obtained from each subject or subject’s guardian
before entering the study.

Echocardiography

First, a comprehensive standard echocardiographic examina-
tion was performed using a commercially available diagnostic
ultrasound system (HDI 5000, Philips Medical Systems, Craw-
ley, UK) with a 4-2 MHz multifrequency transducer and second
harmonic imaging capability for better endocardial border detec-
tion. LA size and LV dimensions at end diastole and end-systole
were measured to provide an overall assessment of LV func-
tion. LV end-diastolic wall thickness was measured and used
to calculate left ventricular mass using the Devereux formula
(24). Cardiac dimensions were corrected for body surface area.
Valves and great vessels were subjectively assessed for structural
abnormalities.

Doppler blood pool velocities were measured across the
mitral valve in diastole to assess diastolic filling from early
(E-wave) and late (A-wave) transmitral velocities (25).

From apical projections, pulsed wave Doppler tissue my-
ocardial velocities were measured in systole and diastole at the
atrio-ventricular ring level. Samples were taken from the lateral,
septal, anterior and posterior walls using apical four and two-
chamber projections. These velocities reflect the longitudinal
vector of shortening of the myofibrils and provide an estimate
of the ventricular function along the longitudinal axis.

From the parasternal long axis view, an M-mode trace was
obtained depicting the endo and epicardial boundaries. Onto
this trace, a color coded tissue velocity map was superimposed
showing spatial and temporal velocity differences during sys-
tole and early and late diastole from which myocardial velocity
gradients between subendocardium and subepicardium could be
calculated, and thus, the radial LV function estimated. The angle
of the M-mode beam was aligned to be perpendicular to the my-
ocardium (<5 degrees). Aliasing was eliminated by appropriate
PRF settings, and grey scale gains were adjusted to provide clear
delineation of the endocardial and epicardial borders. The ECG
was continuously recorded in all cases.

Data captured in freeze frame were downloaded onto a PC
with specially designed software (HDI Lab Philips Medical Sys-
tems, Best, The Netherlands). Myocardial borders (endocardial
and epicardial) of the left ventricular posterior wall were de-
fined and traced by an experienced operator. The MVG was de-
finable as the slope of linear regression of myocardial velocity
along each M-mode scan line throughout the myocardium (26).
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This may be considered equivalent to radial strain rate of the
myocardium.

CMR

The CMR was performed using a 1.5 T scanner (Magnetom
Sonata, Siemens AG Medical Engineering, Erlangen, Germany)
using front and back surface coils and prospective ECG trigger-
ing. Images for all but one patient were acquired during breath-
hold. All anatomical imaging was performed using a steady state
free precession (SSFP) sequence. Accurate assessment of ven-
tricular diastolic, systolic volumes and left ventricular mass was
facilitated using semi-automated segmentation (CMRtools, Car-
diovascular Imaging Solutions, London, United Kingdom). Pap-
illary muscles were included in LV mass and subtracted from
LV blood pool. Atrial size was similarly measured during full
atrial diastole. All cardiac dimensions were corrected for body
surface area.

Turbo spin-echo imaging with T1 and T2 weighting with and
without fat suppression was used to show the presence of fibro-
fatty replacement. Axial cuts optimally showing right ventricular
myocardium and short axis cuts through the base, mid-ventricle
and apex were obtained to exclude the presence of myocardial
fat which appears brighter due to increased contrast.

Gadolinium-DTPA was given as a peripheral intravenous bo-
lus (0.1 mmol./kg bodyweight) to test whether fibrosis plays a
role in cardiac involvement in EDMD. Contrast enhanced im-
ages were acquired using a segmented inversion recovery se-
quence. Areas of late gadolinium enhancement were to be ex-
pressed as a percentage of normal tissue (27, 28).

Magnetic resonance tagging sequences spatially modulate
longitudinal magnetization at end-diastole thus creating a grid
of tag patterns that when analyzed reveal local and global cardiac
motion patterns. The harmonic phase method (HARP) uses the
fact that image phase is related to myocardial motion and spatial
derivatives are calculated for each pixel to produce displacement
maps (29,30). We acquired 2 long-axis and 3 short-axis projec-
tions to give good coverage of all myocardial segments depicting
longitudinal, radial and circumferential motion. From this data,
we calculated minimal principal strain for controls and study pa-
tients. Minimal principal strain is defined as maximal shortening
parallel to the fibre direction and correlates with circumferential
strain patterns.

Statistics

Descriptive statistics are presented as mean +1 standard de-
viation. The relationships between sets of continuous variables
were examined using unpaired student 7-test. All tests were two-
tailed, and p < 0.05 was considered statistically significant.

RESULTS

Clinical characteristics

Table 1 describes clinical findings, genetics and cardiac and
respiratory data for the time of the study. All patients carried
a heterozygous LMNA mutation. The average patient age was

18.5 years &+ 12 (range 7-42). There were 2 females and 6
males. They were all asymptomatic from the cardiac viewpoint,
and no cardiac medication or medication for the myopathy was
taken. Six patients had normal sinus rhythm with no conduction
abnormalities on 24 hour Holter monitoring. One patient was
in atrial flutter, while another had first-degree atrio-ventricular
block. Musculoskeletal symptoms started at an average age of
2.75 £ 1.25 (range 1-4) years. All patients were ambulant with
mild to marked limitation of functional capacity.

The body mass index (BMI, g/m?) of the patient group was
lower than in controls (15.2 4 3.43 g/m? vs. 18.1 & 2.4 g/m?,
p = 0.076). This was due mainly to the fact that the adults and
older children in the patient group had very low body weights.
This low body weight was accredited largely to muscle wasting.
There was no significant difference between the BSA of the two
groups, although the BSA of the patients was below the expected
values for age (31).

Echocardiographic findings (Table 2)

Echocardiographic imaging was optimal in all eight patients
with clear endo and epicardial border delineation.

Patients had normal left ventricular function at the time of
examination with a fractional shortening ranging from 33-37%
(mean 35%). There was no difference between patients and con-
trols for left atrial size, left ventricular size and fractional short-
ening. Left ventricular mass was similar between patients and
controls. There were no differences in LV mass as calculated by
echo or CMR (63.3 & 12 g/m? for echo and 60 & 18 g/m? for
CMR, p = 0.95). Mitral E and A wave diastolic velocities were
similar for both groups as were the annular E to A wave ratios.

Pulsed tissue Doppler velocities were normal in all mitral
annular regions and were similar between patients and controls.
The mitral E to annular E wave ratios were also normal. My-
ocardial velocity gradients were similar between patients and
controls during systole. The early diastolic gradient was lower
in patients than in controls, however, suggesting early myocar-
dial dysfunction (4 & 1.2 57" vs. 7.1 £2.7 57!, p = 0.02).

Table 2. Echo derived parameters

Parameter Patients Controls p
Age (years) 185+ 12 15.1 £ 11 0.57
BSA (m?) 1.2+0.3 1.4+£0.3 0.41
LA/BSA (mm/m?) 24+ 6 28+ 4 0.38
LV fractional shortening (%) 35+2 38+8 0.44
LV mass/BSA (g/m?) 63.3 £ 12 63 + 19 0.95
Mitral E/A 1.73+£0.3 1.69+0.5 0.88
Pulsed Tissue Doppler

Posterior wall systole (cm/s) 0.13 £ 0.02 0.11 £ 0.04 0.33

Posterior wall E (cm/s) 0.18 + 0.05 0.19 + 0.06 0.75

Posterior wall A (cm/s) 0.05 £ 0.02 0.08 + 0.04 0.07
E/Ea 5+ 0.67 5+1.7 0.58
Ea/Aa 46+27 24+064 0.21
Colour TDI

Gradient early diastole (s~ 1) 4412 713+£27 0.02

Gradient systole (s~) 34+1.14 35+1.07 0.88
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Table 3. CMR derived parameters

Parameter Patients Controls p

LV end-diastolic volume/BSA 73+ 15 2+7 0.86
(mL/m?)

LV ejection fraction (%) 0.72+5 072+ 4 0.78

LV mass/BSA (g/m?) 60 + 18 61+ 14 1

RV end diastolic volume/BSA 62 + 18 69 + 10 0.36
(mL/m?)

RV ejection fraction (%) 58 + 11 63+ 8 0.32

Left atrial volume/BSA 41+£25 38+6 0.69
(mL/m?)

Right atrial volume/BSA 60 + 28 55 +13 0.68
(mL/m?)

Inferior wall minimal principal —0.06 + 0.024 —0.09 + 0.032 0.048

strain (%)

Cardiovascular magnetic resonance (Table 3)

All patients tolerated the CMR scan. The youngest patient
(age 5 years) could not be cannulated via superficial access
and therefore could not be given Gd-DPTA. This patient also
could not breath-hold necessitating a TrueFISP real-time acqui-
sition sequence. Resolution was not as good as the breath-hold
sequences but adequate for boundary definition and planime-
try. Good quality breath-hold images were obtained for all but
this one patient, slice thickness 5-7mm according to BSA. An-
other patient had severe spinal contractions, which made breath-
holding difficult and had to be brought out of the scanner dur-
ing the examination due to discomfort. This prolonged overall
scanning time but adequate images were obtained with minimal
patient stress.

Left and right ventricular ejection fractions were within nor-
mal limits for both patient and control groups. Left and right
ventricular volumes corrected for BSA were also within normal
limits. There was no significant difference between the corrected
ventricular volumes between the two groups. Mean left ventric-
ular mass when corrected for body surface area was below the
published normal value of 87 4 12 g/m? (32). The corrected mass
for the control group was also below the normal range. Some of
these differences may be explained by the relative youth of both
patient and control samples when compared with the age range
of the previously described group (8-55 yrs, mean 28 £ 9 ver-
sus 7-42 yrs, mean 18.5, and 6-30 yrs, mean 15). The EDMD2
group did, however, have a particularly low corrected LV mass,
which may be further explained by their relative physical inac-
tivity due to mobility limitations. LV mass was similar between
the two groups. Right ventricular mass was not measured due to
difficulties with reproducibility in children.

The left atrial volume CMR was greater in both patient group
and controls compared with previously published data (33). This
group did not, however, include the atrial appendages in their
volume measurements and used FLASH sequences for their ac-
quisitions. No patient showed areas of late gadolinium enhance-
ment. There was, however, a significant reduction in inferior
wall strain as determined by HARP tagging (Fig. 1) at —0.062
4 0.024 versus —0.094 £ 0.032 in the control group (p = 0.048)
(Table 3).

0.100 +

0.050 +

| [—+—cntiavg
--m--ptavg

0.000

9

Minimal Principal Strain (%)

-0.050 |

Phase of Cardiac Cycle

Figure 1. Minimal principal strain pattern in the inferior segment
of the mid-cavity LV determined by CMR tagging. The dashed line
is the minimum principal strain for EDMD patients, while the solid
line is the average strain for the age-matched normal volunteers.

Follow-up

Patients were re-assessed clinically two years after comple-
tion of the study. In brief, LV function remained normal overall
by conventional echocardiography, but one patient had devel-
oped atrial fibrillation.

DISCUSSION

This is the first study to identify subclinical myocardial dys-
function in consecutive patients with the autosomal dominant
form of EDMD The small series of patient reports available, se-
lected on the basis of specific cardiac abnormalities suggest that
the evolution of AV block in the X-linked form seems to evolve
slowly, culminating in complete heart block or atrial paralysis
for which pacing is indicated to prevent sudden death (36-38).
The severity of conduction disturbances appears greater in the
dominant form of the disease and ventricular fibrillation may
occur. This might explain the relative high frequency of sudden
death in this group of patients despite pacing or ICD insertion.
Left ventricular dysfunction may occur in the form of appar-
ently isolated dilated cardiomyopathy, especially in EDMD2.
One study described 54 living members of one family with a
lamin A/C mutation of whom 17 presented with cardiomyopa-
thy and cardiac conduction system disease (15). Itis also possible
that some individuals undergoing cardiac transplantation for id-
iopathic cardiomyopathy may in fact have undiagnosed EDMD
(39). It is therefore important in this group of patients to risk
stratify for pacing/ICD insertion and to predict progressive my-
ocardial disease allowing early pharmacological intervention.

Only one study to date (17) has described the range of cardiac
abnormalities in unselected population and found that only 3 of
their 10 patients had evidence of ventricular dysfunction on the
basis of conventional 2-dimensional echocardiography. Whether
EDMD leads primarily to conduction abnormalities as opposed
to myocardial fibrosis and dysfunction has remained unknown.

Primary Myocardial Dysfunction in Autosomal Dominant EDMD 727



In the current study we hypothesized that patients may develop
primary myocardial dysfunction, which will subsequently lead
to conduction abnormalities.

TDI been used to describe early changes of myocardial func-
tion when conventional echocardiography remains normal (21,
40). The great advantage of TDI is the high frame rate which
increases the sensitivity of this technique (41-45). In addition,
information on myocardial deformation using the myocardial
velocity gradient from subendocardium to subepicardium can
be obtained, furthering the assessment of myocardial function.
Several groups have reported myocardial abnormalities in sub-
clinical conditions leading to cardiomyopathies (21, 22). In this
study, early diastolic myocardial velocity gradients were abnor-
mal in a homogeneous group of autosomal dominant EDMD
while conventional echocardiography failed to identify any
abnormalities.

The most often quoted indices of ventricular function, stroke
volume and ejection fraction are unavoidably load and heart rate
dependant; therefore, the measurement of ventricular volumes
in a non-controlled setting is arguably open to error. While LA
dimensions can be measured by echocardiography, CMR can ac-
curately define atrial volumes and function. Interestingly, these
were normal by both echocardiography and CMR. Atrial vol-
umes were not increased in comparison to the controls for this
patient cohort. This perhaps would refute any primary atrial dys-
function in these patients. Few reports of cardiac muscle pathol-
ogy in EDMD are available, but myocardial changes with focal
degeneration and fatty fibrous replacement have been described
(46).

CMR has been used to depict fatty and fibrous infiltration in
patients with myotonic dystrophy but not using newer technol-
ogy including TSE, late enhancement imaging or tagging (47).
There was no evidence of late enhancement of the myocardium
with gadolinium and no evidence of fibro-fatty replacement us-
ing the TSE sequences. There does, however, need to be signifi-
cant loss of cellular integrity over a macroscopically visible area
to detect this. Nevertheless, there was a significant difference in
inferior wall strain as determined by HARP tagging suggesting
early abnormalities of ventricular function.

Although our patient numbers were limited by the rarity of
the disease, these findings support those of other studies of pa-
tients with systemic degenerative disease. Studies on patients
with Friedreich’s ataxia, restrictive cardiomyopathy and athletes
have shown that the MVG at early diastole is the most sensitive
marker of early changes in myocardial function (21, 26, 40). The
relationship between physical immobility and measurements of
cardiac function, including MVGs is not established, but this
should have no more affect that the opposite phenomenon, ath-
letic training. A recent study has demonstrated a relationship
between long-term athletic training and the diminution of age re-
lated changes in early diastolic function (40). Our results suggest
that cardiac dysfunction precedes significant fibrosis, suggesting
that the pathogenesis for the cardiac involvement in EDMD is
different from that observed in DMD and BMD. Our results on
EDMD? are in keeping with very recent observations on the car-
diac involvement in the animal model with targeted inactivation

of the LMNA gene (48). Both CMR tagging and MVG by tis-
sue Doppler consistently showed myocardial dysfunction in the
infero-posterior LV wall. Relevant findings in this animal model
were early (by 2 weeks of life) cardiac dysfunction with thin-
walled, dilated and globular-shaped LV, with a lower mass than
in control mice. In similarly aged mice, no evidence of myofibril
hypertrophy, necrosis or interstitial fibrosis was found.

Despite the lack of significant histological changes, the con-
tractile properties of single LV myocytes were studied and sig-
nificantly reduced shortening was demonstrated. At least part of
the observed abnormality was related to disruption of the physio-
logical links between desmin at sarcomeres and lamin. Desmin
filaments are directly linked between the nuclear surface and
the cytoskeleton, and it is possible that lamin contributes to this
linkage.

Our data and the experimental animal work favor are an early
finding in the process of the disease and therefore a model in
which intracellular cardiac defects. This is followed only at a
later stage by myocyte loss mostly by apoptosis (48) and even-
tually fibrosis. This observation has important implication for
the understanding of the pathogenesis of the cardiac involve-
ment in EDMD.

Clinical implications

Early detection of myocardial dysfunction in patients with
EDMD may necessitate early introduction of ACE inhibition or
other treatment in advance of permanent pacemaker implanta-
tion. This could delay the latter while reducing or delaying left
ventricular remodelling.

Study limitations

Although our study involved a relatively small number of
patients, this study is unique in that patients were carefully
characterized, genotyped and were selected because they had
no evidence of underlying cardiomyopathy and/or pacemakers,
while all previous studies involved patients who already had an
established cardiomyopathy or conduction system disease. In
addition, the fact that so many patients have a permanent pace-
maker inserted precluded many from our study, as this currently
constitutes a contraindication to CMR. This meant that we were
unable to study older patients in whom myocardial abnormality
may have been more readily detectable. Pacemakers are now be-
ing developed which are more CMR compatible and therefore
in the future such patients would not be precluded from CMR.

Myocardial dysfunction was assessed in the anterior septum
by CMR tagging and posterior wall using tissue Doppler. This
was due to data optimization for both imaging techniques. Nev-
ertheless, abnormalities were found by both, CMR and tissue
Doppler suggesting perhaps a diffuse process of myocardial
involvement.

CONCLUSIONS

This study suggests that, unlike DMD or BMD, cardiac in-
volvement in EDMD does not appear to involve myocardial
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fibrosis in the early stage of the disease. The frequent implan-
tation of pacemakers into patients with EDMD unavoidably re-
stricts the study of a larger patient population, including those
with cardiac symptoms. While global systolic function may be
normal using conventional echocardiography, there appears to
be subtle myocardial abnormalities manifested as a reduction in
early diastolic myocardial gradients by echo and systolic strain
patterns by CMR. Routine measurement of these may be useful
in the early detection of cardiac involvement in EDMD.. With
further CMR studies, however, with paced patients (49) and the
development of MR friendly pacing systems, there is a possibil-
ity of ongoing assessment of these patients even post pacemaker
implantation.
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