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Evaluation of Patients with
Behget’s Disease Presenting with
Pulmonary Symptoms

Pulmoner Semptomlarla
Basvuran Behcet Hastalarinin
Degerlendirilmesi

ABSTRACT Objective: Behget’s disease (BD) is a multisystem disorder and survival depends on
pulmonary involvement, especially pulmonary artery aneurysm. Therefore early diagnosis and
treatment of pulmonary involvement are very important. This study was conducted to evaluate
clinical features, treatment results and outcome of patients with BD presenting with pulmonary
symptoms. Material and Methods: Medical records of patients diagnosed as BD over a 17-years pe-
riod from 1991 to 2008 who presented with pulmonary symptoms in two different chest clinics
were reviewed retrospectively. Clinical and radiological findings, treatment and follow-up re-
sults were investigated. Results: Twenty-two patients (19 males, three females) diagnosed with BD
were included. The mean age was 35.4 years. Sixteen of the patients (72.7%) were diagnosed with
BD at chest clinics for first time. Main presenting pulmonary symptom was hemoptysis (72.7%)
and six of them (27.3%) had massive hemoptysis. Thirteen patients (59%) had pulmonary artery
aneurysms, five of them also had thrombosis within the aneurysm. Nineteen patients (86%) we-
re administered immunosupressive therapy. Eighteen (81.8%) of the patients were followed, me-
dian follow-up time was four years. Thirteen patients responded to immunosuppressive therapy.
Three patients (16.7%) died, two of them with massive hemoptysis. Conclusion: BD should be
kept in mind in differential diagnosis of hemoptysis in young patients, especially in countries
with high incidence of BD. Early diagnosis and aggressive treatment for pulmonary involvement
can prevent a fatal outcome.
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OZET Amag: Behget hastaligi (BH) multisistemik bir hastalik olup sagkalim pulmoner tutuluma,
ozellikle de pulmoner arter anevrizmasina baglidir. Bu nedenle pulmoner tutulumun erken tan: ve
tedavisi ¢ok onemlidir. Bu ¢alisma pulmoner semptomlarla gelen BD hastalarinin klinik bulgulari-
n1, tedavi sonuglarim degerlendirmek amaciyla yiiriitiilmiistiir. Gereg ve Yontemler:1991’den 2008’e
kadar ki 17 yillik donemde iki farkli g6giis hastaliklar: kliniginde pulmoner semptomlarla gelerek
BD tanisi konan hastalarin tibbi kayitlar: retrospektif olarak incelendi. Klinik ve radyolojik bulgu-
lar, tedavi ve izlem sonuglar1 aragtirildi. Bulgular: BD tanisi konan 22 hasta (19'u erkek, ii¢ii kadin)
caligmaya alindi. Ortalama yas 35.4 idi. On alt1 hastada (%72.7) BD tanis1 ilk kez gogiis hastalikla-
1 kliniginde konmustu. Ana pulmoner semptom hemoptizi (%72.7) idi, altis1 (%27.3) ise masif he-
moptizi ile gelmisti. On ti¢ hastada (%59) pulmoner arter anevrizmasi bulunuyordu ve besinde ise
ayni zamanda anevrizma ile birlikte tromboz vardi. Ondokuz hastada (%86) immiinsiipresif tedavi
bagland1. Onsekiz hasta (%81.8) ortalama 4 yil siireyle izlenebildi. On ti¢ hasta immiinsiipresif te-
daviye yanit verdi. Tkisi masif hemoptizi nedeniyle ii¢ hasta (%16.7) kaybedildi. Sonug: BD hemop-
tizi ile gelen geng hastalarda 6zellikle de BD’nin yiiksek insidansla goriildigi tilkelerde ayiric
tanida akilda tutulmahdir. Pulmoner tutulumda erken tan1 ve agresif tedavi fatal seyri énleyebi-
lir.

Anahtar Kelimeler: Behget sendromu; pulmoner arter; hemoptizi
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ehget’s disease (BD) is a multisystemic disor-
B der of unknown origin and is characterized

by systemic vasculitis affecting arteries and
veins of all sizes. It was first described by Turkish
dermatologist Hulusi Behget in 1937 and consists
of a triad of recurrent ulcers of the oral and genital
mucosa with relapsing uveitis.! The disease shows
itself with vascular, cutaneous, pulmonary, neuro-
logic, rheumatologic, gastrointestinal and genitou-

rinary manifestations.”*

Pulmonary involvement in BD is seen in
1-10% of patients.”” The most common pulmonary
manifestations are pulmonary artery aneurysm
(PAA), pulmonary artery thrombosis (PAT) and
pulmonary infarction.>'® These patients may pres-
ent with hemoptysis, dyspnea, coughing or signs of
superior vena cava syndrome to the chest clinics.
This study was conducted to evaluate clinical fea-
tures, treatment results and outcome of patients
with BD who presented with pulmonary symptoms.

I MATERIALS AND METHODS

Medical records of patients diagnosed with BD over
a 17-year period from 1991 to 2008 and presented
with pulmonary symptoms to two different chest
clinics were retrospectively reviewed. All patients
fulfilled the International Study Group Criteria for
the diagnosis of BD.!"! Symptoms and age at presen-

tation, sex, coexisting pulmonary conditions, radio-
logical findings and diagnostic methods, treatment
results were abstracted from the medical records of
the cases. All patients had a chest radiograph, spiral
thorax CT and/or thorax MR angiography. The vi-
tal status of patients was determined by reviewing
medical records or via telephone calls with the pa-
tient or with his or her relatives. Follow-up data
were obtained from visits of cases. Survival analysis
was done with Kaplan-Meier method.

I RESULTS

Twenty-two patients diagnosed with BD were in-
cluded in the study. Nineteen (86.4%) patients we-
re males and three patients (13.6%) were females.
Mean age was 35.4 years (range 17-68). Six patients
(27.3%) were previously diagnosed with BD. The
remaining 16 patients (72.7%) were newly diagno-
sed with BD in our chest clinics.

PULMONARY SYMPTOMS AND SIGNS ON ADMISSION

Symptoms and signs on admission and in the past
history of the patients are shown in Table 1. He-
moptysis was present in 16 patients (13 PAA, two
PAT and one pulmonary abscess). Six of them had
massive hemoptysis (over 600 ml/day). All patients
with PAA presented with hemoptysis. Fifty-four
percent of the cases with PAA (seven out of 13) had
deep venous thrombosis.

TABLE 1: The symptoms and signs of Behget’s diseases present on admission and/or in the past.

Behcet’s Disease
Oral ulceration Pre-diagnosed
Newly diagnosed
Genital ulceration Pre-diagnosed
Newly diagnosed
Uveitis Pre-diagnosed
Newly diagnosed
Skin involvement Pre-diagnosed
Newly diagnosed
Neurologic involvement Pre-diagnosed
Newly diagnosed
Trombophlebitis Pre-diagnosed
Newly diagnosed

Positive pathergy test Pre-diagnosed

Newly diagnosed

(+) on admission

(+) in history Total n (%)

. 22 (100)
12

6 20 (90)
12

2 5(23)

6 6(30)

U 2(10)

5 11 (50)

. 17(77)
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Second most common symptom was dyspnea
(54.5%). Other presenting symptoms were cough
(22.7%), symptoms of superior vena cava occlusion
(SVCO) (13.6%), and chest pain (4.5%).

RADIOLOGIC FINDINGS

Thirteen (59.1%) of 22 patients had pulmonary ar-
tery aneurysm; four bilateral PAA, four left PAA
and five right PAA (Figure 1a,b). Five patients with
PAA also had thrombosis within the aneurysm (Fi-
gure 2). Three patients had superior vena cava oc-
clusion with thrombus (one of these patients had
also PAT). Three patients had only PAT. One BD
patient presented with lung abscess, but no other
pulmonary involvement. Another patient with
known BD presented with pneumonia and trache-
obronchial amyloidosis was diagnosed after bronc-
hoscopy. Three patients had cardiac thrombus in
addition to pulmonary involvement. Eleven pati-

b
FIGURE 1: Behget's diseases patient with two pulmonary aneurysm on chest X-
ray (a). X-ray of same patient after one year immunosuppressive treatment (b).
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FIGURE 2: CT image of Behget's diseases patient with thrombus within pul-
monary aneurism.

ents (nine with PAA and two with PAT) also had
deep venous thrombosis confirmed by Doppler ul-
trasonography.

TREATMENT AND OUTCOME

All patients, except three (one with pneumonia and
tracheobronchial amyloidosis, one with lung abs-
cess and one with PAA) received immunosuppres-
sive therapy (cyclophosphamide or azathioprine +
corticosteroids) (Table 2). One patient with PAA
refused treatment. Other two patients received an-
tibiotics in addition to their maintenance therapy
for BD. Two patients (case 7 and case 19) had anti-
coagulant therapy in addition to their immunosup-
pressive therapy (Table 2).

Eighteen (81.8%) patients were followed-up,
four patients did not show up after the diagnosis
and did not respond to our phone calls. The medi-
an follow-up period after the diagnosis of BD was
five years (range 1-18 years). Thirteen (81.3%) of
the patients under immunosuppressive treatment
showed significant regression in their symptoms
and radiologic findings. Two patients (26 and 33
years old) with PAA died in hospital due to massi-
ve hemoptysis under immunosuppressive treat-
ment. During the follow-up period, one patient (27
year old) died because of neurologic involvement
after three years. The estimated mean survival time
was 14 + 2 (SE) years (95% CI 11; 8). The estimated
five year-survival was 83.3%. No association bet-
ween survival and PAA presence was found with
univariate analysis (p= 0.254).
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TABLE 2: Treatment regimen and outcome of the patients.

Pulmonary manifestation Treatment Treatment duration Outcome
1 Multiple right PAA cyctes 2 years R/C regression, alive
2 Right PAA Cyc+Cs+C 1 year R/C regression, alive
3 Left PAA cyctes 3 months Died with massive hemoptysis
4 Right PAA CyC+CS 1 month Died with massive hemoptysis
5 SVCO cyctes n/a n/a
6 SVCO CyC+CS 1 year R/C regression, alive
7  Bilateral PAT cyc+es+ac n/a n/a
8  LeftPAA cyc+cs 1 year Died due to neurologic involvement
9  Bilateral PAA cyct+es n/a n/a
10 Right PAA cyc+cs 1 year R/C regression, alive
11 Left PAAwWith T aza+cs 6 months R/C regression, alive
12 Lung abscess ab 6 weeks R/C regression, alive
13 Tracheobronchial amyloidosis and pneumonia ¢, ab 10 years R/C regression, alive
14 Right PAAwith T cyc+cs 1 year R/C regression, alive
15 SVCO aza+cs 6 months R/C regression, alive
16  Bilateral PAA with T CyC+CS 3years R/C regression, alive
17  Bilateral PAA n/a n/a
18 Left PAAwith T CYC+CS 1 year R/C regression, alive
19 SVCO and PAT cyc+es+ac 1 year R/C regression, alive
20 Bilateral PAAwith T cyc+cs+aza 6 months R/C regression, alive
21 Bilateral PAT cyctes 6 months R/C regression, alive
22  Bilateral PAT cyc+cs 8 months R/C regression, alive

SVCO: Superior vena cava occlusion, PAA: pulmonary artery aneurysm, PAT: pulmonary artery thrombosis, T: thrombus, cyc: cyclophosphamide, cs: corticosteroid, aza: azathioprine,

c: colchicine, ab: antibiotic, ac: anticoagulant, n/a: not available, R/C: radiologic and clinical.

I DISCUSSION

Pulmonary involvement in BD is rare (1-10%) but
might follow a fatal course.”'? Pulmonary artery
aneurysm, pulmonary artery thrombosis and pul-
monary infarction are the main features of pulmo-
nary involvement.>*!? Among them, pulmonary
arterial aneurysm is the most common one and it
particularly affects the survival. Hamuryudan et al.
reported that 12 of 24 patients with PAA (50%) di-
ed within an average period of 10 months after the
onset of hemoptysis.®> In our case series, all of the 13
patients with PAA admitted with hemoptysis. Of
these 13 patients, six had massive hemoptysis and
two of them died in the hospital despite immuno-
suppressive treatment. The advent of advanced ra-
diologic diagnostic technologies after 1990s might
be related with earlier diagnosis of pulmonary ma-
nifestations and thereby with a lower death rate
among our patients.

1428

PAA is mostly identified with hilar expansion
and round opacity under radiological inspection.
Most of the time, it is possible to observe thrombus
within the pulmonary artery aneurysm.®® Of our
cases, 38.5% (five out 13 cases) had thrombosis wit-
hin the aneurysm. Another characteristic of PAA is
the high incidence of lower extremity deep veno-
us thrombosis.>!® In our study, 53% of the cases
with PAA (nine out of 17) had deep venous throm-
bosis.

Most authors believe that pulmonary arterial
involvement in BD occurs during later stages of the
disease.>®*'*1¢ Among 2179 patients with BD follo-
wed in a rheumatology clinic, 24 patients (1.1%)
developed PAA within 7.5 years as a mean, after
the diagnosis of BD.> None of these patients had he-
moptysis as the initial symptom of BD. Uzun et al.
evaluated 15 patients with BD and they reported
that seven of the 15 patients with BD had the first

Turkiye Klinikleri ] Med Sci 2011;31(6)
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diagnosis at their chest clinic.® In our case series,
16 of the patients (72.7%) were diagnosed with BD
on admission to our chest clinic while six was pre-
viously diagnosed. Our patients with PAA who
admitted with hemoptysis had pre-existing condi-
tions such as oral and genital aphtous lesions. Our
high diagnosis rate might be explained by the fact
that these patients ignored their aphtous lesions
and did not consult health professionals. Most of
the patients who were diagnosed in chest clinics
were young and all admitted due to serious pulmo-
nary symptoms for the first time such as dyspnea
and hemoptysis.

One of our patients had tracheobronchial amy-
loidosis which was confirmed by biopsy. Although
amyloidosis was documented in the tonsils of this
patient three years ago, evaluation for systemic
amyloidosis yielded negative results. In the largest
case series which was reported by Melikoglu et al.,
14 out of 4000 BD patients followed-up were disco-
vered to have renal amyloidosis.!” No tracheob-
ronchial amyloidosis has been reported in the
literature so far, just an isolated intestinal amyloi-
dosis case has been reported previously in BD.!8

In BD, perfusion defects on lung scintigraphy
or the presence of pulmonary arterial thrombosis
can be diagnosed as pulmonary embolism (PE). The
main cause of these findings in BD is inflammation
of pulmonary artery. Although deep venous
thrombosis is common in BD, pulmonary embo-
lism is rare due to adherent thrombi in the infla-
med veins of the lower extremities.'” Therefore, we
think that the term pulmonary arterial thrombosis
should be used instead of pulmonary emboli in BD.
There was thrombus in pulmonary artery in nine
patients (40.9%); five within PAA, four without
aneurysm. However, only two patients received
anticoagulant treatment in addition to immuno-
suppressive treatment. Anticoagulant treatment is
not recommended in BD. If anticoagulant treat-
ment is indicated it is recommended to start in con-
junction with immunosuppressive treatment.'?

There are some superior vena cava (SVC) syn-
drome case reports in the literature.”’ The evalua-
tion of 3500 patients with BD revealed only 14

Turkiye Klinikleri ] Med Sci 2011;31(6)

patients with SVC syndrome.?! The most frequ-
ently observed cause of SVC syndrome is occlusion
by thrombus. Recently SVCO has been reported
due to thickening of the wall by inflammation in
vena cava.”>” In our series, four patients had SVCO
due to thrombosis and three of them had findings
of SVC syndrome in addition to dyspnea. The other
patient with SVCO had bilateral PAT and presen-
ted with hemoptysis and dyspnea.

One of the rare but serious complications of
BD is intracardiac thrombus. Young male patients
with a mass in right heart chambers should be in-
vestigated for BD.?* Cardiac thrombosis was detec-
ted in three of our patients, two with PAA and one
with PAT.

Pulmonary involvement in BD is usually trea-
ted with a combination of cyclophosphamide or
azathioprine and prednisolone, although there is
no convincing evidence about the efficacy of this
combination.”? A recent follow-up study of 13
patients showed complete resolution or regression
of pulmonary artery aneurysms with three to 42
months immunosuppressive treatment.”® In anot-
her study conducted by Santana et al., three-year
survival rate was 89%, as was the five-year survival
rate.”” They identified nine patients with BD-rela-
ted pulmonary involvement. They used prednisone
plus chlorambucil (or cyclophosphamide or my-
cophenolate mofetil) in all patients, and all patients
with PAA showed partial or complete resolution.

The main cause of mortality is the involve-
ment of large arteries (such as pulmonary artery)
which is observed more frequently in young ma-
les.® All of our patients with PAA were males and
the mean age of our BD patients was 32.4 years.
Three of our patients died, two with massive he-
moptysis and one due to neurologic involvement.

In conclusion, hemoptysis was a common pre-
senting symptom, sometimes massive with fatal
outcome. Therefore BD should be considered in the
differential diagnosis in young males presenting
with hemoptysis or SVC syndrome to chest clinics
in countries with high BD prevalence like Turkey.
Mortality can be reduced with early diagnosis and
immunosuppressive treatment.
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