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CASE REPORT

Is Immunosuppressive and Thrombolytic Therapy Really Effective
in a Patient With Intracardiac Thrombosis and
Pulmonary Artery Aneurysm due to Behget’s Disease?
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ABSTRACT

Behcet'’s disease (BD) is a rare, multisystemic, chronic vasculitic disorder with unknown etiology. Intracardiac thrombus formation and pulmonary
artery aneurysm in BD are very rare. The treatment protocol in patients with vascular involvement, particularly those with pulmonary artery
aneurysm accompanied by thrombosis, have not been clearly defined. In this article, we report an exceptional case, who had been treated
unsuccessfully with a combination of anti-inflammatory/immunosuppressive therapy and thrombolytic agents, to discuss the poor prognosis of
pulmonary artery aneurysm accompanying intracardiac thrombosis in juvenile BD.
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Behcet’s disease (BD) is a rare, multisystemic,
chronic vasculitic disorder with unknown etiology.
The most common signs of BD are recurrent
aphthous oral ulcers, genital ulcers, ocular lesions,
dermatological lesions, and arthritis.!? BD may
also affect the pulmonary and cardiovascular
systems.?* Frequency of BD is low but intracardiac
thrombus (IcT) formation is even less common;
this serious complication has been reported only
as case reports.®” Pulmonary artery aneurysm
(PAA) is also very rare, and only a few pediatric
patients have been reported in the literature.®’
IcT accompanying PAA is extremely rare in the
pediatric age group. In this article, we present an
unusual case of an adolescent patient with PAA
and IcT who did not survive despite all medical
therapies.

CASE REPORT

A 16-year-old male patient was admitted
to the hospital with complaints of productive
cough, fever, and chills. Despite oral amoxicillin/
clavulanic acid treatment, the patient’s complaints
increased; he developed shortness of breath and
was admitted to another hospital. The patient had
weight loss of 8 kg in the prior three months. Two
years before admission, the patient was suspected
to have BD because of recurrent anterior uveitis
and treated with infliximab. The patient never
developed oral or genital ulcers, arthralgia, or
neurological complaints during follow-up. There
was no family history of BD or consanguinity. A
written informed consent was obtained from the
parents of the patient.

Received: September 08, 2018 Accepted: February 23,2019 Published online: April 30, 2019

Correspondence: Niikhet Aladag Ciftdemir, MD. Trakya Universitesi Tip Fakiiltesi Cocuk Saghg: ve Hastaliklar Anabilim Dali, 22030 Edirne, Turkey.
Tel: +90 533 -311 3800 e-mail: nukhetaladag@trakya.edu.tr

Citation:
Aladaga Ciftdemir N, Gokalp S, Eren T. Is Inmunosuppressive and thrombolytic therapy really effective in a patient with intracardiac thrombosis and
pulmonary artery aneurysm due to behget’s disease?. Arch Rheumatol 2019;34(4):451-456.

©2019 Turkish League Against Rheumatism. All rights reserved.


https://orcid.org/0000-0002-0365-2181
https://orcid.org/0000-0003-3812-2081
https://orcid.org/0000-0001-5471-0663

452

Figure 1. Chest radiograph in admission showing a large,
left parahilar mass and peripheral infiltration.

On admission, body temperature was 38.5°C.
The patient had tachypnea, dyspnea, tachycardia,
decrease of breath sounds in the basal regions of
both lungs, and few crackling rales were heard in
the left lung field. There was nearly total loss of
vision in the right eye and 40% loss of vision in
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the left eye. Chest radiograph revealed a large
left parahilar mass and peripheral infiltration
(Figure 1). Computed tomography (CT) angiogram
revealed two aneurysmal dilatations originating
from the intraparenchymal branches of the left
pulmonary artery (18x26 mm, 31x20 mm).
Peripheral infarct areas were seen in basal fields
of both lungs, and pulmonary embolism was
present in the intraparenchymal branches of the
right pulmonary artery (Figure 2). Concurrent
transthoracic echocardiography showed a
tripartite  homogeneous  hyperechogenic
mass with a stalk-like structure, measuring
25x27 mm, filling most of the right ventricle,
strongly suggestive of a right ventricular thrombus
(Figure 3). The right ventricular pressure
was within normal limits, thereby excluding
pulmonary hypertension. Doppler ultrasound of
lower extremities was unremarkable.

Laboratory results were as follows: erythrocyte
sedimentation rate: 96 mm/hour, hemoglobin:
8.01 g/dL, white blood cell: 17,500/mm?3, platelet:
447x10%3/ul, activated partial thromboplastin
time: 34 seconds, prothrombin time: 15.9 seconds,
activity 67%, international normalized ratio:
1.3, plasma fibrinogen: 462 mg/dL (200-400),

Figure 2. (a) Axial maximum intensity projection. (b) Coronal multiplanar reformatted
images. (c) Three dimensional volume rendering showing left pulmonary artery aneurysms and
bilateral peripheral infarct areas.
LPA: Left pulmonary artery; An: Aneurysm; RPA: Right pulmonary artery; Ao: Aorta; MPA: Main pulmonary artery.
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Figure 3. Transthoracic echocardiography showing a
tripartite, homogeneous, hyperecogenic mass with a
stalk like structure, filling most of right ventricle, strongly
suggestive of a right ventricular thrombus.

D-dimer: 1.68 mg/mL (<0.5), C-reactive protein:
19.9 (0-0.8) mg/dL. Protein C, protein S, and
other factors were normal. Lupus anticoagulant,
antinuclear antibody, anticardiolipin antibody,
anti-double stranded deoxyribonucleic acid
antibody, prothrombin gene 20210 G-A, and
factor V Leiden mutations were negative. Human
leukocyte antigen-B51 and pathergy tests were
also negative. BD was diagnosed based on chronic
anterior uveitis, PAA and IcT.

Systemic high dose methylprednisolone
followed by 1 mg/kg intravenous prednisolone for
two weeks were given, and then oral prednisolone
16 mg/day was given as maintenance treatment.
Cyclophosphamide (1000 mg/m? monthly) was
also administered. Infliximab (5 mg/kg) was
initiated at zero, two, and six weeks and every
eight weeks thereafter one week after admission.
Since the right ventricular thrombus was large
and mobile with a pedunculated structure and
there were pulmonary emboli findings despite
the presence of multiple pulmonary aneurysms,
thrombolytic therapy with tissue plasminogen
activator concomitantly with heparin was also
started. Anticoagulation was continued with oral
warfarin. Although the patient’s clinical findings
regressed, IcT showed only minor resolution
in the acute period. Treatment progressed
favorably under a regimen of maintenance doses
of methylprednisolone, colchicine, infliximab,
cyclophosphamide and warfarin.

A follow-up transthoracic echocardiogram
obtained after three months showed significant
reduction of the ICT. Chest radiograph showed
no regression of PAA. Four months after the
initial admission, the patient suddenly died due
to massive hemoptysis probably originating from
PAA rupture. Since the family rejected autopsy,
the precise etiology of death could not be
established.

DISCUSSION

Behcet’s disease is a diagnostic challenge due
to the lack of any specific test for confirmation. BD
classification criteria for pediatric patients were
established in 2015.2 Due to the features of BD, it
may take years for all the common symptoms to
appear; the diagnosis is often retrospective. Even
though our patient was followed-up for recurrent
anterior uveitis, the diagnosis was established
only after the development of PAA. Even at that
time, he did not fulfill the diagnostic criteria. Rigid
use of diagnostic criteria should be abstained
in suspected cases without any other causative
agent.

Juvenile BD accounts for 1.6-3% of all cases.
Severe systemic manifestations of BD such as
large vessel involvement, pulmonary involvement,
and arterial involvement usually affect the young
age group (<30 years old) and male sex.* Our
case was a l6-year-old male patient who had
IcT and pulmonary involvement without deep
vein thrombosis. Cardiovascular involvement is
infrequent in children with BD; the incidence
is approximately 5 to 20% in pediatric cases.®
Pulmonary artery involvement is rare in BD,
with reported prevalence rates of lower than 5%.
Right-sided IcT is also associated, being present
in one-third of patients with pulmonary artery
involvement. Besides, pulmonary embolism is
extremely rare.” There were PAA accompanying
pulmonary emboli and pulmonary artery
thrombosis in our case. BD primarily affects
the pulmonary arteries in children, and this
involvement is usually multifocal and bilateral.
Pulmonary parenchymal lesions, pleural effusion,
and mediastinal lymphadenopathy can also
be detected.®® PAA and cardiac lesions are
the major causes of morbidity and mortality in
BD.° BD patients with right ventricular thrombi
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also suffer from pulmonary thromboembolism,
which may overlap with pulmonary wvasculitis
and aneurysm.!! For this reason, BD should
be suggested in patients with IcT, even in
cases without specific clinical symptoms. PAA
accompanies IcT in most cases. Thorax CT should
be studied to determine the presence of any IcT
in such patients.!? The common treatment of
PAA in BD is mainly with immunosuppressive
agents. Since immunosuppressive therapy had
encouraging results in BD and surgery had a high
risk of mortality, medical therapy was initiated.!
Surgery carries a high mortality risk. Even though
IcT may be treated with anticoagulant and/or
thrombolytic agents, fatal hemoptysis can be
seen due to PAA.1* There are few reported adult
cases in the literature that were treated only
with anti-inflammatory drugs to avoid this risky
situation.!>1® Although the European League
against Rheumatism recommendations do not
suggest routine anticoagulant use, surveys among
BD experts show that these recommendations
do not reflect routine practice. In a survey study,
a significant subset of physicians still chose to
use anticoagulants as major therapy in vascular
BD; anticoagulants were preferred by 87% of
physicians from USA/Israel.l” Moreover, a multi-
center study showed that anticoagulant use in
patients with vascular involvement is preferred
by the majority of clinicians in our country.!®
Nonetheless, treatment protocol for patients with
vascular involvement, particularly those with PAA
accompanied by thrombosis, has not been clearly
defined yet.

Arterial embolization for multiple aneurysms
and surgical excision for localized aneurysms are
recommended in case of failure or complications
in medical treatment. In life-threatening
circumstances such as hemoptysis, endovascular
interventions may serve as reasonable
alternatives. Risk of recurrence is increased
in this difficult surgery with arterial fragility.
Surgical intervention should be reserved for
patients resistant to medical treatment, or
those with massive hemoptysis or impaired
hemodynamics. Massive recurrent IcT should
also be treated surgically. Surgery alone does
not lead to a complete resolution and carries
recurrence risk.!?

We searched PubMed/MEDLINE database
and Google Scholar with the keywords of

“Behcet’s disease” and “intracardiac thrombus”
from database inception to 2018. Articles
containing pulmonary embolism and pulmonary
artery aneurysms were included. The search was
restricted to English articles that resulted in nine
pediatric cases (Table 1). Only one of the nine
patients (11.1%) was female and the mean age
was 14.5 years (range, 12 to 17 years). Thrombi
were at the right heart chambers in eight cases
(88.8%). Pulmonary embolism and PAA were
accompanying IcT in the majority cases. Five
cases were treated surgically (55.5%). Steroid was
used in eight cases (88.8%), anticoagulant therapy
in seven cases (77%), and cyclophosphamide
in five cases (55%). Azathioprine, colchicine
and infliximab were the other used drugs.>7:20-25
Despite all combined treatment options, we could
not avoid mortality in our case.
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