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Abstract

Background: Tetralogy of Fallot is the most prevalent cyanotic CHD. With the advent of
advanced surgical methods, the majority of tetralogy of Fallot patients reach adulthood.
However, many need re-intervention for the residual anomalies including residual right
ventricular outflow obstruction, pulmonary regurgitation, residual ventricular septal defects,
and progressive aortic dilatation. Aortic dilation could lead to aortic regurgitation or dissection
requiring surgical correction. In the current study, we aimed to determine the prevalence and
outcomes of aortic root dilatation in adults with repaired tetralogy of Fallot in our tertiary care
centre. Methods: In this retrospective study, 730 consecutive patients with history of repaired
tetralogy of Fallot were included. Aortic diameter at the level of annulus, the sinus of Valsalva,
sinotubular junction, and the ascending aorta as measured by echocardiography were
evaluated. Prevalence of outcomes necessitating re-intervention including aortic regurgitation
and dissection were recorded. Results: The mean size of annulus, sinus of Valsalva, sinotubular-
junction, and ascending aorta in the latest available echocardiography of patients were 2.4+/-
0.4 cm, 3.34/-0.5 cm, 2.9+/-0.5cm, and 3.2+/-0.5cm, respectively. Prevalence of dilatation of
sinus of Valsalva, dilation of Ascending aorta, sinotubular-junction, and aortic annulus was
28.7%, 21%, 8.3%, and 1 %, respectively. Five patients had severe aortic regurgitation (0.6%) and
underwent surgical repair. One of these patients presented with acute aortic dissection.
Conclusion: Aortic dilation is common in tetralogy of Fallot but prevalence of redo surgery for
aortic dilation, regurgitation, and adverse events including acute dissection is low.

Tetralogy of Fallot is the most prevalent cyanotic CHD with a frequency of nearly 10% of all
CHD.!? Tetralogy of Fallot anomaly is comprised of ventricular septal defect, overriding of
aorta, pulmonary and right ventricular outflow tract stenosis, and right ventricular hypertrophy.
Surgical total correction of tetralogy of Fallot was first described by Lillehei et al in 1955 and
consisted of relief of right ventricular outflow tract obstruction and closure of ventricular septal
defect. Since then the surgical and management methods have remarkably progressed resulting
in highly improved long-term survival. However; many patients suffer from residual defects
including pulmonary regurgitation or right ventricular outflow tract obstruction requiring
re-intervention in adulthood.>-® Aortopathy is also a known feature in tetralogy of Fallot.
Aortic dilation is reported in a significant subset of patients and could lead to aortic valve
malcoaptation and aortic regurgitation. Aortic dissection could occur but appears to be rare.
The pathophysiology, extent, and late outcomes of aortopathy remain controversial in repaired
and unrepaired tetralogy of Fallot patients.®!* In the current study, we sought to investigate
the prevalence and outcomes of aortic dilatation in adults with repaired tetralogy of Fallot in our
referral cardiovascular centre.

In a retrospective study, 730 consecutive adult patients (>18 years of age) with history of surgical
repair of tetralogy of Fallot were evaluated. The study population’s demographic data, including
age, sex echocardiographic, and operative details were extracted from the patients’ records.
Patients with palliative surgery or no surgery and no available post-op and follow-up
echocardiography data were excluded. Echocardiographic images were acquired using GE Vivid
and Philips ultrasound machines. Aortic root dilatation was defined as greater than 37 mm or
more than 2.5cm/m? in our study based on guideline of the American Society of
Echocardiography.!! Aortic root dimensions were measured in a parasternal long-axis view
in systole and at the levels of the annulus of the aortic valve, the sinus of the Valsalva, the
sinotubular junction, and the proximal ascending aorta.
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Table 1. Prevalence of aortic regurgitation (AR) by echocardiography in patients
with repaired tetralogy of Fallot.

Echocardiographic severity of AR n (%)
No AR 302(41)
Trivial AR 80(11)
Mild AR 209(28.6)
Mild to moderate AR 92(12.6)
Moderate AR 38(5.2)
Moderate to severe AR 4(0.5)
Severe AR 5(0.6)

Severity of aortic regurgitation was assessed by the proximal
regurgitation jet width in parasternal long-axis view and the
presence of diastolic flow reversal in the aortic arch or
descending aorta.

Categorical variables were described as frequency (percentages) and
compared between groups by Pearson’s chi-square or Fisher’s exact
test for nominal and chi-square or trend test for ordinal variables.
Numerical variables were assessed for normal distribution via one
sample Kolmogotrov-Smirnov test. They were described by median
and compared between groups using Mann Whitney U or Kruskal
Wallis test. P-values < 0.05 were considered statistically significant.
Statistical analysis was performed using IBM SPSS Statistics 24 for
Windows (IBM Inc., Armonk, NY, USA).

The study population consisted of 730 adult patients who had
undergone total repair. Mean age of patients was 31+/—8 years.
The median age at time of repair was between 4 and 8 years. The
youngest participant was 18 and the eldest was 61 years old,
respectively. Sixty-one per cent of patients were male. Mean left
ventricular ejection fraction was 45+/—5%. The mean size of
annulus, sinus of Valsalva, sinotubular-junction, and ascending
aorta in the latest available echocardiography of patients were
2.44+/-0.4 cm, 3.34/-0.5 cm, 2.94/—0.5 cm, and 3.24/-0.5 cm,
respectively. Prevalence of dilatation of sinus of Valsalva, dilation
of Ascending aorta, sinotubular-junction, and aortic annulus was
28.7, 21, 8.3, and 1 %, respectively.

Size of sinus of Valsalva was < 3.7 cm in 77.4%, between 3.7 and
4 cm in 11%, between 4 and 4.5 cm in 9.7%, between 4.5 and 5 cm
in 1.5%, and > 5.5 cm in 0.4% of patients.

Eighty-three per cent of patients had ascending aorta size
of < 3.7 cm, 10.3% between 3.7 and 4 cm, 6.4% between 4.5 and 5 cm,
and 0.3%. > 5.5 cm. Severe aortic regurgitation was present in 0.7 %.
No patient had sinotubular-junction or aortic annulus above 4.5 cm.
Ten patients had sinotubular-junction measuring between 4 and
4.5 cm. (Fig. 1)

The rate of no aortic regurgitation was 41%, Trivial aortic
regurgitation 11%, Mild aortic regurgitation 28.6%, Mild to
moderate aortic regurgitation 12.6%, Moderate aortic regurgita-
tion 5.2%, moderate to severe aortic regurgitation 0.5%, and severe
aortic regurgitation 0.6 % (Table 1).

One patient had acute type A dissection of aorta and severe
aortic regurgitation and underwent emergent surgery. The patient
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Figure 1. Prevalence of aortic root dilation in repaired tetralogy of Fallot.

had aortic root size of 72 mm at the age of 24 years. Four other
patients with severe aortic regurgitation all had concomitant severe
pulmonary regurgitation and had aortic valve replacement during
redo surgery for pulmonary valve replacement.

Our study showed that aortic dilation following repair of
tetralogy of Fallot is common; however, adverse events including
acute aortic dissection are not prevalent. Progression of aortic
dilation is slow over the post-operative years and severe aortic
regurgitation and dilation requiring redo surgery have a low rate
of occurrence.

These findings are in accordance with the data from previous
studies. Prevalence of aortic dilatation in tetralogy of Fallot has
been reported over a wide range most probably due to differences
in patient selection criteria. Frangois-Pierre Mongeon et al in a
study of 474 adults with repaired tetralogy of Fallot who were over
18 years of age reported nearly one third of adults had an aortic
root diameter of > 40 mm but the prevalence of significant aortic
regurgitation was low.”> Abd El Meguid et al in a multicentre
observational study consisting of 100 repaired and unrepaired
tetralogy of Fallot patients reported significant aortic root dilatation
in 22% of patients in repaired tetralogy of Fallot and 70% of
un-operated patients.!®

Cruz et al evaluated the aorta in 78 patients with repaired
tetralogy of Fallot by cardiovascular MRI. They described
dilatation of ascending aorta as an observed-to-expected ratio
of > 1.5 and reported a prevalence of 11.5% .” In another study of
126 corrected tetralogy of Fallot patients, Cruz et al reported
dilatation of the sinus of Valsalva and ascending aorta in 29 and
24% of patients, respectively, as well as a higher aortic stiffness
index.® Senzaki H et al showed in their study of 38 repaired
tetralogy of Fallot patients that aortic pulse wave velocity and
impedance were increased and aortic compliance was decreased in
these patients. These abnormalities in aortic wall stiffness could
contribute to increased diameter of aorta. !5 Schifer M et al used
4D-flow MRI flow analysis to assess aortic flow in repaired
tetralogy of Fallot patients and found that abnormal aortic flow
persists even after total repair.'®

Tan et al evaluated the aortic histology in 17 tetralogy of
Fallot patients ranging from infants to adults and found a spectrum
of histologic abnormalities including cystic medial necrosis,
elastic lamellae fragmentation, and medio-necrosis. The changes
are present from a very early age and could be responsible for
progressive aortic dilation.”” Chowdhury et al found lamellar
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destruction and medial changes to be more noticeable in older
patients.'8

Other studies propose that severe right ventricular outflow tract
obstruction in un-operated patients and resultant right to left
shunting of blood through the ventricular septal defect could lead
to left-sided volume overload and consequent aortic root dilation.
Thus delayed total repair and pulmonary atresia might increase the
rate of aortic root dilation. Bhat et al reported normalisation of
aortic root dilation in those who were repaired in infancy whereas
dilation persisted if correction was performed over one year
of age."”

Katrien Francois et al performed a retrospective analysis of the
aortic root dimensions in 88 patients with repaired tetralogy of
Fallot at a mean age of 9.7 + 7.4 months. In their study, all patients
had dilated aortic roots pre-operatively; however, indexed root
diameter regressed over time with normalisation of size of the
annulus and sinotubular junction within 7 years post-operatively.2’

Total correction of tetralogy of Fallot is performed at a much
younger age than before in recent years thus eliminating the
overflow from right to left shunting. Future research could better
delineate the role of earlier surgery on the course of the inherent
aortopathy in these patients.

Our findings emphasise that adult patients with repaired and
unrepaired tetralogy of Fallot need lifelong close clinical and
imaging follow-up. Effective medical therapy to delay the aortic
dilation is not well established. Many repaired tetralogy of Fallot
patients require redo surgery for residual right ventricular outflow
tract abnormalities, pulmonary regurgitation, and residual
ventricular septal defect. Currently, aortic root dilatation exceeding
55mm is considered as an indication for surgical repair but the
threshold for concomitant repair of a dilated aorta below 55 mm in
the subset undergoing pulmonary valve replacement is not
defined.>*#2! Further research in this field and an individualised
management strategy based on patient’s underlying anatomy,
comorbidities, and surgical risk is necessary.

Aortic dilation and varying degrees of aortic regurgitation
are prevalent in tetralogy of Fallot patients. The rate of progression
of dilation, need for redo surgery, and occurrence of adverse
outcomes seems to be low. Future studies encompassing patients
that have been repaired at an earlier age could help delineate the
natural history of aortopathy in this patient population.
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