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in patients with Crohn’s disease
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Abstract. - OBJECTIVE: Crohn’s disease (CD)
is a chronic inflammatory bowel disease that can
affect the entire gastrointestinal tract. Cardiac in-
volvement is considered very rare. Pericarditis,
myocarditis, endocarditis, cardiomyopathy and
complete heart block are some of the cardiac ex-
traintestinal manifestations of CD. The aim of this
study was to explore the left ventricular (LV) func-
tions with two-dimensional (2D) speckle tracking
echocardiography (STE) in patients with CD with
normal cardiac functions.

PATIENTS AND METHODS: We enrolled 50
consecutive patients with CD and 50 age and
sex matched healthy controls. All patients un-
derwent a transthoracic echocardiogram with
evaluation of LV functions with 2D STE.

RESULTS: Baseline characteristics were simi-
lar between patients with CD (24 male, mean
age: 41.0 = 13.9 years) and controls (24 male,
mean age: 40.1 = 7.3 years). Although conven-
tional echocardiographic parameters were simi-
lar between two groups, global longitudinal
strain was significantly lower in patients with CD
compared to controls (19.6 = 3.3 versus 21.2 =
2.9, p = 0.014). Correlation analysis revealed that
Crohn’s Disease Activity Index is inversely cor-
related with LV global longitudinal strain (r = -
0.703, p < 0.001) in patients with CD. We also
evaluated inflammatory parameters such as
CRP, erythrocyte sedimentation rate, and com-
plete blood counts in patients with CD. Correla-
tion analysis revealed that only platelet value is
weakly correlated with Crohn's Disease Activity
Index (r = 0.311, p = 0.083).

CONCLUSIONS: Crohn’s disease is associat-
ed with impairment in LV global longitudinal
myocardial function. Crohn's Disease Activity
Index is also strongly correlated with LV global
longitudinal strain. 2D-STE may be an useful
method for early detection of LV impairment in
patients with CD.
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Introduction

Crohn’s disease (CD) is a chronic inflamma-
tory bowel disease (IBD) characterized by local
and systemic inflammation and an intermittent
course of disease with periods of flares and re-
mission"2. Although the underlying mechanism
of CD remains unclear, it is usually related with
an uncontrolled inflammatory immune response
in genetically predisposed individuals®. Previ-
ous studies have shown that systemic inflamma-
tion is one of the causes of increased risk of car-
diovascular disease (CVD) in patients with CD*.
Pericarditis, myocarditis, endocarditis, car-
diomyopathy and complete heart block are
some of the cardiac extraintestinal manifesta-
tions of CD.

Noninvasive techniques such as standard
transthoracic echocardiography indirectly pro-
vide information about left ventricular (LV) glob-
al functions. It provides limited data regarding
changes of LV function in CD. New echocardio-
graphic techniques have been introduced to eval-
uate myocardial mechanics. Speckle tracking
echocardiography (STE) is a new technique that
provides a global approach to LV myocardial me-
chanics, giving information about the three spa-
tial dimensions of cardiac deformation®. The aim
of this study was to explore the left ventricular
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(LV) functions with two-dimensional (2D) speck-
le tracking echocardiography (STE) in patients
with CD with normal cardiac functions.

Patients and Methods

Study Population

Fifty-five consecutive patients followed by the
Department of Gastroenterology with diagnosis
of CD were enrolled in the study. All patients
were evaluated for Crohn’s disease activity ac-
cording to the Crohn’s Disease Activity Index®.
Inflammatory parameters such as C-reactive pro-
tein levels, erythrocyte sedimentation rate levels,
and complete blood counts were recorded from
the patient’s data. Patients with impairment of
left ventricular systolic function (ejection frac-
tion < 55%), significant valvular heart disease,
cardiomyopathy, history of coronary artery dis-
ease, malignancy, hypertension, hyperlipidemia,
diabetes mellitus and patient with poor
echogenicity were excluded. The remaining 50
patients with CD were included in the study. The
control group included 50 healthy age and sex
matched volunteers free of cardiovascular risk
factors and without any cardiac and systemic dis-
ease. All subjects underwent a resting two di-
mensional (2D) transthoracic echocardiographic
examination to evaluate cardiac function. The in-
vestigation complies with the principles outlined
in the Declaration of Helsinki. The study was ap-
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proved by the local Ethics Committee and writ-
ten informed consent was taken from all partici-
pants.

Standard Echocardiography and 2D
Speckle Tracking Echocardiography

Standard echocardiographic examinations
were performed in accordance with the recom-
mendations of the American Society of Echocar-
diography guidelines’ using an ultrasound system
(Vivid 7, General Electric, Horten, Norway).
Two-dimensional speckle tracking echocardio-
graphic data for LV was obtained from the api-
cal-four chamber view. A single cardiac cycle
was stored in cineloop format with a frame rate
of 40-80 Hz for the analysis. The strain data
analysis was performed as previously described®.
The endocardium of LV was manually drawn in
end-systolic single frame, a region of interest
was automatically mapped to the endocardial
border (Figure 1). Only the images that demon-
strated appropriate tracking in all myocardial
segments in echocardiograms were used in the
analysis.

Statistical Analysis

Statistical analyses were performed using
SPSS 20.0 statistical software package (SPSS
Inc., Chicago, IL, USA). Continuous data were
expressed as mean * standard deviation while
categorical data were presented as number and
percentage of patients. Chi-square and Fisher’s

Figure 1. Left ventricular two-dimensional speckle tracking echocardiographic pattern in a patient with Crohn’s disease.

3250



Cardiac impairment in Crohn’s disease

Table I. Comparison of conventional echocardiographic parameters between patients with Crohn’s disease and controls.

Patients with CD (n= 50) Controls (n= 50) P
LAD (mm) 314+42 32.8+£3.5 0.071
Aortic Diameter (mm) 29.0x4.2 28.7x3.5 0.756
LVEDD (mm) 443 +£3.5 452 +3.3 0.180
LVESD (mm) 27.7+3.1 27.8 +3.7 0.906
EF (%) 67.3x7.3 67.1 £6.6 0.898
LAA (cm?) 12725 12.8 £ 1.8 0.924
RAA (cm?) 119+24 11.1+14 0.374
E Velocity (m/s) 0.72 £0.16 0.75+0.11 0.232
A Velocity (m/s) 0.64 £0.15 0.64 £0.11 0.988
Deceleration Time (msn) 198.1 £53.2 193.4 +35.3 0.610
e’ velocity (cm/s) 13.7+4.3 12.8 £3.1 0.212
a’ velocity (cm/s) 102+2.6 92+27 0.075
Aortic Velocity (m/s) 1.11 £0.17 1.12 +0.17 0.729

*Data are presented as mean + standard deviation. CD: Crohn’s disease, LAD: Left atrial diameter; LVEDD: Left ventricular
end diastolic diameter; LVESD: Left ventricular end systolic diameter; EF: Ejection fraction; LAA: Left atrial area; RAA:

Right atrial area.

Exact test was used for comparison of categorical
variables while Student- test or Mann-Whitney
U test were used to compare parametric and non-
parametric continuous variables, respectively.
The correlation of continuous variables was ana-
lyzed by Spearman and Pearson correlation
analysis. Correlation analysis was performed by
Spearman’s correlation test. A value of p < 0.1
was considered statistically significant.

Results

The study population was consisted with 50
patients with CD and 50 healthy controls. Age
and sex distributions were similar between pa-
tients with CD and controls (24 male versus 24
male, mean age: 41.0 + 13.9 years versus 40.1 +
7.3 years, p = 1.0, 0.979, respectively). Mean dis-
ease duration of patients was 3.3 + 2.4 years.
Mean Crohn’s Disease Activity Index score of
patients was 111.6+109.7. While ileal involve-
ment was determined in 18 patients (36%), ilia-
colonic involvement was determined in 22 pa-
tients (44%) and colonic involvement was deter-
mined in 10 patients (20%). We also classified
patients according to behavior of disease as: in-
flammatory status in 31 patients (62%), stenos-
ing in 7 patients (14%), and fistulizing in 12 pa-
tients (24%). Half of patients were treated with
anti TNF drugs and 9 patients underwent surgery
due to intestinal complication.

All study population was evaluated with
transthoracic echocardiography for assessment of

cardiac functions. Conventional echocardio-
graphic parameters were similar between two
groups (Table I). We also performed two dimen-
sional speckle tracking echocardiography to fur-
ther evaluation of left ventricular global func-
tions in study population. Although conventional
echocardiographic parameters were similar be-
tween two groups, LV global longitudinal strain
value was significantly lower in patients with CD
(Figure 2). Correlation analysis revealed that
Crohn’s Disease Activity Index is inversely cor-
related with LV global longitudinal strain in pa-
tients with CD (r =-0.703, p < 0.001).
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Figure 2. Comparison of left ventricular global longitudi-
nal strain values between patients with Crohn’s disease and
controls.
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We evaluated inflammatory parameters such
as CRP, sedimentation, and complete blood
counts in patients with CD. Mean levels of in-
flammatory parameters were shown in Table II.
Correlation analysis revealed that only platelet
value is weakly correlated with Crohn’s Disease
Activity Index (r = 0.311, p = 0.083).

Discussion

We demonstrated that Crohn’s disease is asso-
ciated with impairment in LV global longitudinal
myocardial function. Crohn’s Disease Activity
Index is also strongly correlated with LV global
longitudinal strain. 2D-STE may be useful for
early detection of LV impairment in patients with
CD.

Crohn’s disease is a chronic recurrent gastroin-
testinal disease with an unknown origin and
pathogenesis. It is commonly seen in adolescent
and young adulthood, with peak incidence occur-
ring between 15 and 30 years®!'. CD is a sys-
temic disease associated with extraintestinal
manifestations and complications'>!? due to
chronic inflammatory status and the need of a
longstanding therapy. Previous studies have
shown that the rate of extraintestinal complica-
tions is approximately 40%'+!7. Various organs
including skin, eye, joints, biliary tract, lung and
heart can be involves in CD. Cardiac complica-
tions of IBD are rare; the most commonly report-
ed complications are pericarditis (70% of the cas-
es) and myocarditis (10%)'®22. Otherwise, a few
cases of atrioventricular block, amyloidosis of
the heart, cardiomyopathy and endomyocardial
fibrosis have been reported in patients with
IBD?. Although chronic inflammatory diseases
associated with increased risk of atherothrombot-
ic events, IBD remains unclear. In our work, we

Table Il. Mean levels of inflammatory parameters of pa-
tients with Crohn’s disease.

Patients with
Crohn’s disease
(n =50)
C-Reactive Protein (mg/dl) 142 +31.1
Erythrocyte sedimentation rate (mm) 25.0x17.0
Leukocytes (mm) 6533.3 +1713.6
Hemoglobin (g/dL) 127+ 1.6
Mean corpuscular volume (fL) 87.6 7.6
Platelet (103/mm™) 269.7 £90.8

3252

found that weakly correlation between Crohn’s
Disease Activity Index and platelet values (r =
0.311, p = 0.083). That finding may be responsi-
ble for increased risk of atherothrombotic events
in patients with CD. On the other hand, our pa-
tients had comparatively lower disease duration
(3.3 £ 2.4 years). Therefore, it may be suggested
that; due to lower disease age; our group patients
may had not enough time to develop overt car-
diovascular disease or any cardiovascular com-
plication related to inflammation of CD. Previous
reports?*2® have shown that some of patients have
advanced thrombotic complications related with
activate coagulation cascade, which can result in
cardiac thrombi, pulmonary embolisms and my-
ocardial infarction. IBD shows many features
with the processes in the arterial wall during pro-
gression of atherosclerosis. Hence, it may result
in atherosclerotic plaque rupture and thrombo-
sis?”?. Atherosclerosis and thromboembolic
complications are the most important causes of
cardiovascular mortality and morbidity in pa-
tients with IBD*°. Some drugs including steroids
and 5-aminosalicylic acids have been included in
the etiology of cardiac complications in patient
with IBD. For example, steroids may aggravate
diabetes, hypertension and congestive heart fail-
ure’!32 and 5-aminosalicylic acids may cause of
the pericarditis in patients with IBD".

Early diagnosis of cardiac involvement is cru-
cial for perform appropriate therapeutic strategies
in patients with systemic inflammatory dis-
ease’!3. Although standard echocardiographic
measurements and tissue Doppler imaging can be
useful to evaluate systolic and diastolic function
of heart, diagnostic value of standard echocardio-
graphy is limited in early phase of cardiac im-
pairment. Therefore, the use of more sensitive
echocardiographic methods may allow the detec-
tion of subclinical LV systolic dysfunction. 2D
STE is a quantitative technique to evaluate my-
ocardial function by analyzing spots on the two-
dimensional gray-scale ultrasound images of my-
ocardium. It is not user dependent and not effect-
ed from angle. STE parameters are not affected
by the movement of heart. STE also provides in-
formation about the segmental wall function?*.
Previous studies** have shown that STE is use-
ful method for early detection of LV impairment
in patients with systemic disease.

Our study has several clinical implications. We
showed that patients with CD have subclinical
LV myocardial dysfunction assessed by 2D STE
while conventional echocardiographic parame-
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ters were normal range. To the best of our knowl-
edge, this is the first study in literature to evalu-
ate left ventricular myocardial function with 2D
STE in CD patients. Our results have suggested
that 2D STE may be useful for early detection of
myocardial involvement in patients with CD and
would rather be performed in every patient with
CD suspected from myocardial dysfunction.

Study Limitations

Although the study had a prospective design,
we did not gather data regarding prognosis of the
patient with CD. It would have been better if we
had followed-up the patients and explored the re-
lation between adverse cardiac events and de-
creased LV global strain parameters in patients
with CD. Therefore, further large scale, prospec-
tive studies are needed to gain more information
about impact of Crohn’s disease on cardiovascu-
lar outcome and the best approach to treatment of
such abnormalities.

Conclusions

Crohn’s disease is associated with impairment
in LV global longitudinal myocardial function.
Crohn’s Disease Activity Index is also strongly
correlated with LV global longitudinal strain.
2D-STE may be useful method for early detec-
tion of LV impairment in patients with CD and it
may be part of cardiovascular examination in the
outpatient clinic setting in patients with CD sus-
pected from myocardial dysfunction. Hence,
closer follow-up of patients with CD may prevent
to occurrence of overt CVD.
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