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ABSTRACT

Cardiomyopathies cause most intra-
cardiac thrombosis (ICT), and Behget’s
syndrome (BS) is a rare inflammatory
disease that can be responsible for a
proportion of ICT. Other inflamma-
tory disorders involved in the aetiol-
ogy of ICT include antiphospholipid
syndrome, Henoch-Schonlein purpura,
COVID-19, and Loeffler endocarditis.
ICT usually occur during the active
phase of BS, and they have a close re-
lationship with vascular involvement.
Atrial myxomas are benign cardiac
tumours arising from the interatrial
septum. They can lead to a substantial
acute phase response, making them dif-
ficult to distinguish from inflammatory
diseases. In this case study, we present
a 46-year-old female BS patient who
presented with constitutional symptoms
mimicking BS flare in a routine follow-
up visit and was diagnosed with left
atrial myxoma after administration of
several lines of immunosuppressives.
Then, she underwent surgical tumour
excision, and a histopathological exam-
ination confirmed the diagnosis. In con-
clusion, atrial myxoma should be kept
in mind first of all when suspecting ICT,
and advanced imaging methods such as
cardiac magnetic resonance imaging
(MRI) should be used if necessary.

Introduction

Behcget’s syndrome (BS) is a rare,
chronic inflammatory disease of un-
known aetiology, and recurrent oral and
genital aphthous ulcers and uveitis are
hallmarks. Vascular involvement oc-
curs in up to 50% of patients, with su-
perficial and deep veins being the most
common targets (1, 2). Intracardiac
thrombosis (ICT) is an uncommon con-
dition in BS and usually presents along
with pulmonary artery involvement.
It mainly involves the right chambers,
and the right ventricular involvement
is more common than the right atrium
(3). BS patients with ICT typically pre-
sent with constitutional symptoms with
high acute phase response, necessitat-
ing to discriminate it from malignan-
cies, infective endocarditis, and atrial
myxoma. Surgical procedures are not
generally indicated in the treatment of
ICT because an exaggerated inflam-

matory situation precludes urgent sur-
gical intervention and expose patients
to postoperative complications (3, 4).
Moreover, post-surgical relapses are
frequently observed (5, 6). Hence,
aggressive immunosuppression (ster-
oid pulses in combination with cyclo-
phosphamide or azathioprine), with or
without anticoagulation is regarded as
the preferred treatment option (7-9).
Complete resolution of ICT with im-
munosuppressive agents has been doc-
umented, without the administration of
anticoagulation (10-12).

Atrial myxomas are benign tumours
originating from the endocardium,
primarily found in the atria and with a
preference for the left atrium, and they
are more common in women than men
(13). These tumours consist of a blend
of stellate or globular cells embed-
ded in a mucinous matrix, endowing
them with a distinct histopathological
composition. Atrial myxomas have a
varied clinical presentation, including
obstructive symptoms like dyspnoea
and syncope, constitutional symptoms,
and even silent cases (14, 15). There are
several cases of ICT related to BS mim-
icking atrial myxoma in the literature
(16, 17). In this manuscript, we present
a female case who developed left atrial
myxoma 20 years after the diagnosis of
BS, and thus, we aim to show the co-
occurrence of two rare diseases.

Case presentation

A 46-year-old female patient present-
ed for a routine follow-up visit, and
she complained of intermittent fever
attacks, fatigue and stabbing chest
pain for several months. She was di-
agnosed with BS in 2003 based on
recurrent orogenital aphthous ulcers,
skin pathergy positivity (5/6), and ar-
thritis. One month after the diagnosis,
she developed diplopia and blurry vi-
sion, and cranial magnetic resonance
imaging (MRI) was compatible with
the neurological involvement of BS
with contrast-enhancing lesions in the
pontomesencephalic area and thala-
mus. Therefore, she received induction
therapy with intravenous (IV) methyl-
prednisolone 1 gr/d for ten days and
followed by azathioprine 125 mg/d
and oral methylprednisolone 45 mg/d
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Fig. 1. Transthoracic echocardiography.

a: Colour Doppler shows mild mitral regurgita-
tion with a maximum gradient 3 mmHg.

b-c-d: A pedicled mass, 5x2 cm in size, con-
nected to the septum within the left atrium and
protruding into the left ventricle.

for one year. However, azathioprine
had to be discontinued due to throm-
bocytopenia. Although mycophenolate
mofetil and methotrexate were tried as
alternative immunosuppressive thera-
pies, these agents could not be con-
tinued because of gastrointestinal in-
tolerance. Hence, colchicine 1.5 mg/d
was started, and glucocorticoids were
tapered off in around a year. In 2018,
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Fig. 2. Cardiac magnetic resonance (CMR) imaging in four chamber view.

Bright blood SSFP shows that the well-circumscribed mass has an intermediate signal (a), T2-weighted
sequence with fat supression shows high signal throughout the mass due to presence of myxoid compo-
nent. The arrow shows the component of the mass that protrudes through the mitral valve (b).

Late gadolinium enhancement (LGE) sequence is shown similarly (c).

she developed recurrent fever episodes
and mild weight loss accompanied by
a high acute phase, and her genetic test
revealed homozygous M726A positiv-
ity. Fever episodes were controlled by
increasing the colchicine dosage up to
2 mg/d. Since then, she has used only
colchicine treatment without any flares.
The physical examination performed
for the symptoms described by the pa-
tient at her last visit was unrevealing.
The laboratory tests were unremark-
able except for elevated C-reactive
protein (CRP) (63.18 mg/L) and the
erythrocyte sedimentation rate (ESR)
of 40 mm/hr. Although the patient was
in remission for BS manifestations, in-
creased acute phase response prompted
us to investigate vascular involvement.
Thorax computed tomography (CT)
angiography and ventilation/perfu-
sion (V/Q) scintigraphy were ordered
primarily to detect pulmonary in situ
thombosis or pulmonary artery aneu-
rysms. Thorax CT showed a left atrial
mass connected with the interatrial
septum and V/Q scintigraphy disclosed
no perfusion defect. No deep venous
thrombosis was observed on bilateral
lower extremity venous Doppler sono-
graphy. Transthoracic echocardiogra-

phy showed a 5x3x1.5 cm mass in the
left atrium, which prolapsed into the
left ventricle (Fig. 1). Blood cultures
taken to investigate infective endocar-
ditis were negative. Since the patient
was thought to have ICT secondary
to BS, immunosuppressive therapy
was administered with IV pulse meth-
ylprednisolone (1 gr/d) treatment for
three days, followed by oral predniso-
lone 1 mg/kg/d and IV cyclophospha-
mide (1 gr/month). After two months
of treatment, the size of the mass lesion
was stable on control echocardiogra-
phy, and the patient’s initial symptoms
persisted. Because of the unusual loca-
tion of the thrombus, positron emission
tomography (PET)-CT was performed,
and it showed a hypodense prolapsed
mass from the left atrium to the left
ventricle without significant fluorode-
oxyglucose (FDG)-uptake suggestive
of benign tumoral lesion. A cardiac
MRI demonstrated a well-defined tu-
moral lesion of 4x2 cm size in the left
atrium extending from the interatrial
septum protruding through the mitral
valve (Fig. 2). After that, immunosup-
pressive treatment was discontinued.
She underwent cardiovascular surgery
consultation, and an open surgical ex-
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Fig. 3. Histopathological examination of the tumoral lesion recovered from the left atrium.

a: Gross photo of a smooth-surfaced myxoma that was surgically resected from the atrium.

b: Perivascular complex structures resembling cords, nests or rings composed of myxoma cells grow-
ing around small intratumoural blood vessels (HEx200).

¢: Myxoma cells are typically reactive with antibodies directed against calretinin (x200).

cision of the lesion was performed.
The definitive diagnosis of left atrial
myxoma was established based on
histopathological examination of the
specimen (Fig. 3). She is currently do-
ing well and is under follow-up in our
outpatient clinic.

Discussion

BS is linked with various vascular
complications, such as the formation
of ICT (18, 19). ICT, a crucial yet rare
manifestation of BS, can precede other
presentations of the disorder (20). The
complex interplay between the immune
system and vascular system is probably
operative in developing ICT in BS.
Right cardiac chambers, particularly
the right ventricle, are most commonly
affected, and right-sided endocarditis
is thought to be the underlying cause
of thrombosis (3, 9, 21). Indeed, the
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histopathology of ICT in BS is com-
patible with inflammatory thrombus
with adherence to the endocardium and
lymphocytic infiltration (21). ICT can
cause life-threatening consequences,
and it requires prompt and effective
treatment with immunosuppression.
Surgical intervention might be required
if the thrombus persists and results in
complications such as endomyocardial
fibrosis or valvular insufficiency, ulti-
mately leading to heart failure (6, 21).
Thus, a multidisciplinary approach is
essential in diagnosing and managing
these patients (2, 7).

Atrial myxoma can mimic vasculitis;
thus, it should be considered in the dif-
ferential diagnosis for patients present-
ing with persistent fever, arthralgia, my-
algia, weight loss, malaise, and elevated
acute phase reactants. Furthermore, the
predominance of women, usually in

their fifth or sixth decade, may compli-
cate its differentiation from an inflam-
matory condition. (13). Constitutional
symptoms related to this tumour type
probably stem from IL-6 cytokine pro-
duction (13). Even though these tu-
mours are predominantly benign, they
can result in significant levels of mor-
bidity and mortality due to the potential
of the atrial myxomas causing mechani-
cal blockages of blood flow, embolisa-
tion, and cardiovascular complications
(13, 15). Diagnosing atrial myxomas
can pose a challenge since they resem-
ble other cardiac masses like thrombi or
papillary fibroelastoma (15). Accurate
imaging and differential diagnosis are
crucial for their identification, and sur-
gical excision of the tumour is the treat-
ment of choice (22). In our experience,
we suggest that atrial myxoma should be
considered in a BS patient when symp-
toms such as atypical chest pain, dysp-
nea, fever, and hemoptysis can not be
explained by the most frequent cardiac
and pulmonary disturbances (negative
laboratory and microbiological tests and
negative first-level radiological exams).
Diaz Garcia et al. reported a case of BS
with mucocutaneous, gastrointestinal,
and vascular involvement (23). This
patient presented with dyspnea, cough,
hemoptysis, and fever. Thorax CT an-
giography revealed bilateral fusiform
aneurysms in the lobar and segmental
portions of pulmonary arteries, and
lower extremity Doppler ultrasonog-
raphy evidenced bilateral deep venous
thrombosis. Echocardiography showed
aright atrial pedunculate mass originat-
ing from the septum, with a tricuspid
protrusion, and cardiac MRI confirmed
the diagnosis of atrial myxoma. Similar
to our patient, this patient was treated
with methylprednisolone (1 gr/d) for
three consecutive days and cyclophos-
phamide (0.75 mg/m?), followed by
oral prednisolone (1 mg/kg). However,
unlike our case, this patient did not un-
dergo cardiac surgery and histological
confirmation was not available. In addi-
tion, the presence of pulmonary artery
aneurysms in this patient showed that
BS was in its active phase, whereas our
patient did not have any signs of acti-
vation of BS except for elevated acute
phase reactants (23).
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Conclusions

ICT is a rare manifestation of BS and
is often accompanied by vascular, par-
ticularly pulmonary involvement. Un-
responsiveness to immunosuppressive
treatment, echocardiographic features
(location in the interatrial septum and
prolapse into the atrioventricular valve),
and female gender should be warning
signs for myxoma. Cardiac MRI can
guide the decision of surgical interven-
tion in this case.
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