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Abstract

Behcet's syndrome is a variable vessel vasculitis characterized by recurrent oral and genital ulcers
with concomitant skin, ocular, neurologic, gastrointestinal, and joint involvement. Herein, we present
a patient who was diagnosed with Behcet's syndrome, which with magnetic resonance angiography
showed occlusion of the right subclavian artery at the level of the thoracic outlet and reverse flow
in the right vertebral artery consistent with subclavian steal syndrome. In addition, partial narrowing
was noted in the left renal artery. The distribution of arterial involvement resembled Takayasu’s arte-
ritis, although the presence of mucocutaneous lesions, male gender, history of deep vein thrombo-
sis, and HLA-B51 positivity favored a diagnosis of vasculo-Behcet's syndrome. We treated the patient
with methylprednisolone and cyclophosphamide. After the regression of vascular inflammation with
immunosuppressive therapy, stenting was performed in the left renal artery.
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Introduction

Behget's syndrome (BS) is an inflammatory disease characterized by recurrent oral and/or genital aphthous
ulcers and multiple systemic manifestations. Vasculitis is considered to be the main pathological finding
in BS. Vessels of any size can be affected on both the venous and arterial sides of the circulatory system.
Vascular involvement in BS is observed at rates of up to 40%, especially in young men, and is one of the
most important causes of morbidity and mortality.! Venous involvement is reported to be more common
than arterial involvement (up to 80%).2 Arterial involvement is a late event, averaging 5-10 years after the
onset of the disease.? Its frequency is less than 5%." Infrarenal abdominal aortic and iliac, femoral, popliteal,
and pulmonary carotid arteries are the more commonly affected arterial sites. Clinical manifestations vary
according to the affected arterial area.*

Takayasu arteritis (TAK) is a rare, idiopathic, chronic inflammatory disease characterized by granulomatous
panarteritis of the aorta and its major branches, typically presenting before the age of 40. The entire length
or branches of the aorta may be affected. The most commonly affected branches are the subclavian and
common carotid arteries. Although the disease pattern varies geographically, the most common pattern
is stenotic lesions found in >90% of patients. However, aneurysms are reported at a rate of approximately
25%.° Sometimes these 2 diseases, BS and TAK, can coexist or mimic each other. Herein, we report a case of
BS with multiple arterial involvements.

Case Presentation

A44-year-old male patient was first admitted to the emergency department of our hospital in July 2020 with
complaints of weakness, dizziness, and nausea. On admission, he was afebrile with a pulse rate of 82 beats/
min, arterial blood pressure measured 130/80 mmHg, and inflammatory markers, such as erythrocyte sedi-
mentation rate (ESR) and C-reactive protein (CRP) levels, were found to be elevated. Despite the high CRP/
ESR levels, there was no fever or other signs of infection. In addition, neurological examination or cranial
imaging did not give any clue as to the cause of the dizziness. Unexplained causes of dizziness and elevated
CRP/ESR levels were referred to rheumatology when it was understood that he had a previous deep vein
thrombosis (DVT) and recurrent oral aphthous lesions. He had acute DVT in the right lower extremity in
2019 and had painful oral aphthous lesions recurring 2-3 times a month. There was no genital ulcer or scar
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was observed on examination. Pathergy test
and HLA-B51 were positive. Although we con-
sulted an ophthalmologist, there were no signs
of uveitis. No pathology was detected in brain
magnetic resonance imaging and magnetic
resonance venography examinations, lower
extremity arterial and venous Doppler ultra-
sound examinations, or computed tomogra-
phy angiography (thorax and abdomen). There
was no occlusion or aneurysm in the vascular
areas examined. (Thoracic aorta, abdominal
aorta, and pulmonary arteries were scanned,
but subclavian and carotid arteries were not
included in the scan area) No pathological
finding was detected in the echocardiogra-
phy. The patient’s thrombophilia screening
was negative. The patient did not fulfill the
criteria according to the International Study
Group for Behget's Disease with a history of
DVT, recurrent oral aphthous lesions, pathergy
positivity, but scored 4 points according to The
International Criteria for Behget's Disease and
diagnosed BS.”® Then colchicine treatment
was started. Inflammatory markers remained
high in the follow-up of the patient (Figure 1).
The patient described pain and fatigue in the
arms and loss of appetite during his last out-
patient visit. On physical examination, no radial
pulse was palpable in the right arm. While the
blood pressure measured in the right arm was
95/65 mmHg, it was 154/75 mmHg in the left
arm. Magnetic resonance angiographic (MRA)
examination revealed occlusion of the right
subclavian artery at the level of the thoracic
outlet and reverse flow in the right vertebral
artery consistent with subclavian steal syn-
drome. In addition, there was a narrowing in
the left renal artery (Figure 2). These findings
suggested TAK or vascular BS. The diagnosis of
vascular BS was made based on the patient’s
gender, presence of oral aphthous ulceration,
and previous vein thrombosis. Intravenous
pulse 1000 mg/day methylprednisolone (for
3 days, then continue with 1 mg/kg/day dose
with prednisolone) and monthly pulse intrave-
nous 1000 mg cyclophosphamide treatment
was started for control of vascular inflamma-
tion. Consent was obtained from the patient.

Search Strategy

A literature review on subclavian artery involve-
ment in BS was performed in the MEDLINE/
PubMed database. The search was limited to
English and full-text publications from February
1980 to July 2022. The keywords “Behcet” and
“subclavian artery”were used in the search.

Discussion
We found 22 articles reporting BS patients with
subclavian artery involvement and meeting
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Figure 1. C-reactive protein (CRP) and erythrocyte sedimentation rate (ESR) were elevated from
the first admission of the patient and decreased to normal levels 3 days after intravenous pulse

methylprednisolone treatment.

the criteria.>®?° (Table 1). Arterial involvement
is a late event, averaging 5-10 years after the
onset of the BS? Its frequency is less than
5%. Male predominance is evident. The main
locations of arterial lesions in BS are the aorta,
lower extremity arteries, and pulmonary arter-
ies. Subclavian artery involvement has been
reported very rarely.*> The tendency to affect
the venous rather than the arterial side is the
distinguishing feature of BS from other vascu-
litides. Lower extremity vein thrombosis can
be considered as its hallmark. Arterial involve-
ment, differently from TAK, is manifested com-
monly in the form of aneurysms and rarely in
the form of thrombotic occlusions.* According
to the European League Against Rheumatism
(EULAR) recommendations for the manage-
ment of BS, treatment of pulmonary artery
aneurysms and thrombosis, and peripheral
artery aneurysms is with high-dose glucocor-
ticoids and cyclophosphamide.*® We preferred
intravenous pulse 1000 mg/day methylpred-
nisolone (for 3 days, then continue with 1T mg/
kg/day dose with prednisolone) and monthly
pulse intravenous 1000 mg cyclophospha-
mide treatment for this case. Inflammatory
markers regressed to normal levels after
immunosuppressive therapy (Figure 1). An
essential discussion topic regarding the diag-
nosis is the co-existence of TAK and other
inflammatory diseases. In a study investigating

the frequency of such chronic inflammato
ry/autoimmune disorders in a large cohort
of patients with TAK, it was reported that BS
was detected in 10 (5%) of 198 patients with
TAK. The fact that 70% of these patients were
women and only one had previous venous
thrombosis was emphasized as the distin-
guishing feature of the patients from vascular
BS.3" As we have mentioned before in our case,
the fact that the case was male, and the history
of oral aphthous ulcers and venous thrombo-
sis were the reasons why we approached vas-
cular BS in the diagnosis.

The utility of ultrasound (US), MRA, and com-
puted tomographic angiography (CTA) for the
evaluation of vascular lesions is already known.
These examinations are noninvasive and can
be easily repeated as needed. On the other
hand, conventional angiography requires spe-
cial conditions and techniques and has risks
such as unexpected vascular injury and bleed-
ing. Magnetic resonance angiography, US, and
CTA may be appropriate for the detection and
follow-up examination of vascular lesions due
to the low risk of iatrogenic complications. In
this case report, it was reported that in a young
patient with acute phase reactants eleva-
tion, prominent arterial lesions were detected
while the patient was still asymptomatic with
early vascular investigations, and a diagnosis

Figure 2. Magnetic resonance angiography of the aortic arch and abdominal aorta. (A) Occlusion
of the right subclavian artery and right vertebral artery. (B) Narrowing of the left renal artery.

63



64

Akkuzu et al. Behcet’s Syndrome Mimicking Takayasu's Arteritis

Eur J Rheumatol 2023;10(2):62-66

Table 1. Characteristics of Patients Diagnosed with BS with Subclavian Artery Involvement

Study Origin  Age/Gender Symptom Finding Treatment
Lietal China 32/male  Painintheleftneckand Pseudoaneurysm of the left subclavian Endovascular repair and high-dose
shoulder artery anti-inflammatory therapy
Abeetal Japan 42/male  Painin the left clavicle Rupture of a 6.5 x 4.5 cm pseudoaneurysm Endovascular treatment and
and a pulsatile mass with thrombus in the left subclavian artery immunosuppressive therapy
Oconetal USA  42/male  Acute severe abdominal  Acute dissection of the coeliac artery trunk, Methylprednisolone and
pain common hepatic artery, and proper hepatic canakinumab
arteries, with the right hepatic artery and
the splenic artery demonstrating
hypoattenuated filling. Additionally, there
was asymmetric wall thickening of the
proximal left subclavian artery and
circumferential wall thickening of the
abdominal infrarenal aorta
Soetal China 41/female Collapse (semiconscious  Anterior wall acute myocardial infarction; a  Elevated Prednisolone, colchicine, and
and hypotensive) critical ostial left anterior descending artery azathioprine
stenosis, and a blocked left subclavian
artery from the ostium and a tight ostial
left carotid artery stenosis
Yildirim  Turkey 29/male  Painand a pulsatile mass Thrombosed aneurysm in the right Prednisolone and cyclophosphamide
etal in the right neck area subclavian artery, thrombosis in the left
iliac vein and hepatic vein
Nishimura Japan 70/male  Left subclavian pulsatile A left subclavian artery pseudoaneurysm Endovascular treatment (continued to
etal mass be administered prednisolone (5 mg/
day), colchicine (1 mg/day), and
methotrexate (4 mg/day); also had a
medical history of rheumatoid arthritis)
Parketal Korea Aortic and arterial aneurysms in Behcet Stent-graft
disease: management with stent-grafts—
initial experience
[subclavian (n=2)]
Yooetal Korea 39/male  Weakness and Right subclavian artery aneurysm Prednisolone and azathioprine
hypoesthesia of the right
upper arm
leeetal Korea 38/male  Painand weaknessinthe Round aneurysm of the right subclavian Transluminal stent-graft and steroid
right arm artery at the level of the clavicle with and azathioprine medication
partial thrombosis
Cingoz Turkey 44/Female Dizziness, paresthesia,  The left subclavian artery is totally occluded Vascular graft (azathioprine,
etal and angina pectoris, The left basilar artery is filled by Willis colchicum, and corticosteroid
which increased in polygon. therapy)
severity with the The left subclavian artery and LITA are
movement of her left arm retrogradely filled by the vertebral artery
Nairetal India 25/Male  Low-grade fever followed large saccular aneurysm with thrombosis of Steroids and azathioprine
by gradually increasing  bilateral subclavian arteries of which the
swelling of neck and face right one caused external compression of
the right innominate vein draining into the
SVC
Kalko etal Turkey The surgical treatment of arterial Vascular surgery

aneurysms in Behcet disease: a report of 16

patients
[subclavian artery (n=1)]

(Continued)



Eur J Rheumatol 2023;10(2):62-66

Akkuzu et al. Behcet’s Syndrome Mimicking Takayasu's Arteritis

Table 1. Characteristics of Patients Diagnosed with BS with Subclavian Artery Involvement (Continued)

Study Origin  Age/Gender Symptom

Finding

CRP/ESR

Treatment

Kimetal Korea

Fei et al China

Tuzunetal Turkey 20to53
years/all
patients

were male

18/female Attacks of dizziness, no
pulse in her left arm

Nakamura
etal

Japan

31/male
33/male
38/male

Kwon Koo Korea

etal

20/female Feeble bilateral radial
pulses

Vignesh  India

etal

Cakiretal Turkey 35/male A massive, painful,
pulsatile, mass on the
clavicle on the right side

of the neck

Okita
etal.

Japan 38/male  Hoarseness, dysphagia

Parketal Korea

Sugisaki
etal

Japan 24/female High fever

Endovascular treatment for aortic
pseudoaneurysm in Behcet's disease
(n=10)

[subclavian artery (n=1)]

Major vascular involvement in Behcet's
disease: a retrospective study of 796
patients

102 vasculo-BD

56 BD patients developed arterial lesions
with the majority (24 cases) of aneurysms
subclavian (n="5) arteries

Management of aneurysms in Behget's
syndrome: an analysis of 24 patients
[subclavian artery (n=1)]

Widespread arterial narrowing was noted, 25/64
including the bilateral carotid arteries, the

left vertebral artery, and the left subclavian

artery (all branches of the aortic arch). The

most severely affected vessel was the left

subclavian artery

Endovascular therapy combined with
immunosuppressive treatment for
pseudoaneurysms in patients with Behcet’s
disease

Left subclavian artery

Left subclavian artery

Right subclavian artery

Bilateral occlusion of subclavian arteries —
beyond the origin of vertebral arteries

Alobular giant saccular aneurysm on the 118/40
proximal side of the right subclavian artery,

giant aneurysm on the left subclavian

artery, and occlusion on the distal side of

the left subclavian and axillary artery

Saccular-type aneurysms of the aortic arch, ~ 79/45
right subclavian artery, and infrarenal

abdominal aorta

Aortic and arterial aneurysms in Behcet
disease: management with stent-grafts—
initial experience

[right and left subclavian (n =2)]

From the aortic arch to the common carotid  120/97
and vertebral arteries also revealed

irregular thickness and stenosis in the

bilateral common carotid arteries, and

partial narrowing in the left subclavian

artery

Stent-graft

Prednisolone and warfarin
potassium

Pre-endograft drug/current drug
None/prednisolone

prednisolone and azathioprine/pr
ednisolone

Prednisolone/ prednisolone and
azathioprine

Azathioprine

Vascular graft

Prednisolone and vascular surgery

Stent-graft

Prednisolone, mesalazine, and
colchicine

CRP, C-reactive protein; ESR, erythrocyte sedimentation rate.
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of vasculo-BS was made.'* In summary, it is
obvious that there is no doubt in the diagno-
sis of BS with recurrent oral aphthous lesions,
previous DVT, positive pathergy, and HLA-B51
tests in our patient. Of course, the coexistence
of the diagnoses of BS and TAK may come to
mind in this patient. However, such high lev-
els of acute phase reactants for such a long
period of time are not common in TAK. In fact,
CRP>25 mg/L has been associated with a high
risk of resistance to treatment in TAK? On the
other hand, severe systemic inflammation and
high acute phase reactant levels in serum as an
indicator of vasculo-BS are much more likely.
This situation also includes the message that
the authors want to give. In this case report of
arterial involvement resembling TAK, which is
rarely seen in BS, we wanted to emphasize the
importance of persistently investigating vas-
cular involvement when acute phase reactant
elevation in BS cannot be explained by any
other reason.
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study.
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