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Abstract

Obijective: Behcet's disease (BD) is a multisystemic inflammatory disease that causes significant morbidity worldwide. In this study, we aimed
to evaluate the clinical and demographic characteristics of the patients with BD.

Materials and Methods: Patients admitted to our physical medicine and rehabilitation clinic between January 2015 and December 2018
were evaluated retrospectively. One hundred sixty patients who met the diagnostic criteria of the International Study Group for BD were
included in the study. In addition to the patients’ demographic characteristics, their clinical features, including age at onset, symptoms on
initial admission, disease duration, systemic/organ involvement and medical treatments used, were recorded.

Results: The mean age of the 160 patients included in the study was 40.48+10.0 [minimum (min): 19, maximum (max): 72]. The mean age
at disease onset was 30.54+8.46 (min: 14, max: 62). The most common involvement type in BD was mucocutaneous manifestations, and
oral aphthae were the most common mucocutaneous symptom, with an occurrence rate of 100%. Regarding clinical manifestations, 36.3%
(n=58) of patients showed ocular involvement, 16.9% (n=27) had vascular involvement and 15% (n=24) had musculoskeletal involvement.
The rarest involvement was that of the genitourinary system, with a rate of 0.6% (n=1). Colchicine was the most commonly used therapeutic
agent, whereas steroids, azathioprine, cyclosporine and various biologicals could also be used, depending on clinical status.

Conclusion: The results of our study suggest that, although the most common manifestation of BD is mucocutaneous involvement,
the involvements of various systems, such as the ocular, musculoskeletal and neurological systems, are not rare and are associated with
severe morbidity and mortality. Treatment modalities vary according to the systems and organs involved. Therefore, it is very important to
systematically evaluate patients with BD and to arrange appropriate and effective treatment.
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Amag: Behcet hastaligi (BH) dinyada énemli morbiditelere neden olan, multisistemik enflamatuvar bir hastaliktir. Bu calismada BH tanili
hastalarimizin klinik ve demografik 6zelliklerini incelemeyi amacladik.

Gereg ve Yontem: Ocak 2015-Aralik 2018 tarihleri arasinda fiziksel tip ve rehabilitasyon klinigine basvuran hastalarin kayitlari retrospektif
olarak incelendi. Uluslararasi Behget Hastaligi Calisma Grubu'nun tani kriterlerini karsilayan 160 hasta calismaya dahil edildi. Hastalarin
demografik 6zelliklerine ek olarak hastaligin baslangic yasi, ilk basvuru yakinmasi, hastalik stresi, sistemik bulgular ve kullanilan medikal
tedaviler de dahil olmak Gzere klinik 6zellikler kayit altina alindi.

Bulgular: Calismaya alinan 160 hastanin yas ortalamasi 40,48+10,0 [minimum (min): 19, maksimum (maks): 72] idi. Hastaligin ortalama
baslangi¢ yasi 30,54+8,46 (min: 14, maks: 62) olarak hesaplandi. Hastaligin en sik tuttugu sistemlerin basinda deri yer alirken; en sik deri
bulgusu %100 ile oral aftlardi. Sirasiyla diger en sik tutulum bolgeleri %36,3 (n=58) ile géz, %16,9 (n=27) ile vaskuler yapilar ve %15 (n=24)
ile eklemlerdi. En nadir tutulum %0,6 (n=1) ile genitodriner sistemdi. Tedavide en sik kullanilan ajan kolsisin olup hastanin klinik durumuna
gore steroidler, azatiopdrin, siklosporin ve cesitli biyolojik ilaglar tedavide kullanilan farkli gruplardan ajanlardir.

Sonug: Calismamizin sonuglar BH'nin en sik gortlen tutulum sekli mukokitandz tutulum olsa da; okdler, kas-iskelet sistemi ve norolojik sistem
tutulumu gibi ciddi morbidite ve mortalite ile iliskili farkli tutulumlarin da nadir olmadigini géstermektedir. Tedavi, tutulan sistem ve organlara
gore degisir. Bu nedenle, BH hastalarini sistematik olarak degerlendirmek ve uygun ve yeterli tedaviyi diizenlemek ¢ok énemlidir.

Anahtar kelimeler: Behcet hastaligl, g6z tutulumu, Gveit, oral aft, kas iskelet sistemi tutulumu, epidemiyoloji
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Introduction

Behcet's disease (BD) is a multisystemic inflammatory disease
characterized by recurrent oral aphthae (OAs), genital ulcers
(GU), skin lesions, uveitis, joint involvement and vascular lesions.
It was first described by a Turkish dermatologist, Hulusi Behcet,
in 1937, with recurrent OAs, GU and hypopionic iridocyclitis
triple symptom (1). The underlying pathology in BD is known
to be vasculitis. However, the etiopathogenesis of the BD is still
unclear. Central nervous system, genitourinary system (GUS),
gastrointestinal system (GIS) and respiratory system involvements
can also be seen in BD. Myocardial infarction, pericarditis and
glomerulonephritis due to BD are rare. Therefore, BD is not
only a serious cause of morbidity but also a serious cause of
mortality. BD diagnosis is based on the diagnostic criteria of
the International Study group for Behcet's Disease (ISGBD).
According to ISGBD criteria; in addition to recurrent OAs that
cannot be explained with any other clinical situation; at least
two of the four findings (GU, ocular lesions, skin lesions and
pathergy test positivity ) are diagnosed as BD (2). Although BD
is reported from different parts of the world, it is more common
in the Mediterranean, the Middle East and the Far East regions.
In epidemiological studies, Turkey is the most prevalent country
for BD with 370-420/100,000 (3,4). Although BD starts more
often at the age of 20-40 years, it can be seen in all ages,
including childhood and old ages (5,6). Involvement types may
vary in different societies and geographical regions. For example,
gastrointestinal involvement was more frequent in Japanese and
Americans (7); on the other hand pathergy positivity rather high
in Turkey and Japan, it is low in western countries such as America
and England (8). Neurological, ophthalmologic and pulmonary
involvements of BD may cause severe complications that may
result in complete loss of vision or even death. Therefore, the
aim of this study is to determine the prototypic features of BD in
our country retrospectively by evaluating the demographic and
clinical characteristics of the patients with BD admitted to our
clinic and to draw attention to possible morbidity and mortality
risks of BD.

Materials and Methods

One hundred sixty patients diagnosed with BD according to
ISGBD criteria (9) admitted to our outpatient clinic between
January 2015 and December 2018 were included to this
study. In accordance with the Declaration of Helsinki, ethics
committee approval was obtained from the Clinical Studies
Ethics Committee of Tokat Gaziosmanpasa University Faculty of
Medicine with protocol number 19.02.2019/19-KAEK-034.

The data of the patients were analyzed retrospectively from
the electronic media files in the hospital automation system.
Informed consent could not be obtained from the patients
due to the retrospective design of the study. In addition to the
demographic characteristics of the patients, clinical features
including age at onset, initial admission symptom, disease
duration, systemic findings and medical treatments used were

recorded. Systemic involvement findings were evaluated as
follows:

Mucocutaneous involvement: OAs, GU, papulopustular lesions,
erythema nodosum, pathergy response.

Ocular involvement: Anterior uveitis, posterior uveitis, panuveitis,
total loss of vision.

Musculoskeletal system involvement: Foot, knee, hip, elbow,
shoulder, sacroiliac joint.

Vascular involvement: Systemic arterial, pulmonary vascular,
venous occlusion, varices.

Neurological involvement: Seizure, paresthesia, hemiplegia/
hemiparesis, diplopia.

GIS involvement: Fistula/ulcer, portal venous thrombosis.

GUS involvement: Epididymitis, orchitis.

Cardiac involvement: Myocarditis, pericarditis, endocarditis.
Pulmonary involvement: Pleuritis, pulmonary parenchymal
involvement, pulmonary vascular involvement.

Medical treatments: Colchicine, steroids, azothiopurine,
cyclosporine, anti-tumor necrosis factor-alfa (anti TNF-a) agents
were recorded.

Systemic examinations of the patients were performed by
specialists of the related clinics (dermatology, ophthalmology,
cardiovascular surgery, neurology, gastroenterology, cardiology).
Iridocyclitis was evaluated as anterior uveitis; vitritis, retinitis and
vasculitis were evaluated as posterior uveitis. Findings not related
to BD were not recorded. The patients who were examined for
musculoskeletal involvement were found to have arthritis with
direct radiography, scintigraphy or magnetic resonance imaging
(MRI). Doppler ultrasonography (USG), computed tomography
(CT) or conventional angiography findings of the patients
examined for vascular system involvement were accepted
as involvement. Only the findings of CT, MRI, venography/
angiography and electroencephalography examinations of the
patients who were examined for neurological involvement
were considered to be related with BD. Echocardiography was
used for the evaluation of cardiac involvement and direct X-ray
and CT results were taken into consideration while pulmonary
involvement was evaluated. Subjective complaints such as
headache and dizziness were not evaluated. Only one patient
with a complaint of GUS was evaluated in the relevant clinic
diagnosed as epididymitis. USG, endoscopy and colonoscopy
findings were taken into consideration while evaluating GIS
involvement. The Pathergy skin test was performed under
sterile conditions by a 20 gauge needle and evaluated by a
dermatologist 48 hours later. The test was not administered to
systemic drug users and the presence of papules or pustules was
considered positive.

Statistical Analysis

Descriptive analyzes were used to give information about the
general characteristics of the study groups. Data of continuous
variables are in the form of mean + standard deviation; data
on categorical variables are given as n (%). When comparing
the means of the quantitative variables between the groups,
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the significance of the difference between two means test was
used. Cross-tables and chi-square tests were used to evaluate
whether there is a relationship between qualitative variables. P
values less than 0.05 is considered to be statistically significant.
In analyzes, computerized statistical software program “IBM
SPSS Statistics 19" was used (IBM SPSS Statistics 19, SPSS inc,,
an IBM Co., Somers, NY).

Results

One hundred and sixty patients participated in our study and
59.4% (n=95) of the cases were female; 40.6% (n=65) were
male. The mean age of the females was 40.54+10.57 [minimum
(min): 19, maximum (max): 72], while the mean age of the males
was 40.38+9.18 (min: 23, max: 60) (p=0.925). The distribution
of ages at onset and at the time of admission; and the duration
of the disease are shown in Table 1.

The most common involvement type was mucocutaneous
manifestations in BD and OA was the most common
mucocutaneous symptom with 100% of the patients. This
is @ normal result of the diagnostic criteria used in our study.
Regarding clinical manifestations, 36.3% (n=58) of the patients
showed ocular involvement, 16.9% (n=27) vascular involvement
and 15% (n=24) musculoskeletal involvement.

The most rarely seen involvement is GUS with 0.6% (n=1). OA
was present in 76.9% (n=123) of the patients. The second
most common involvement type at admission was ocular
involvement with 19.4% (n=31). The onset admission symptoms

Table 1. The distribution of ages at onset and at the time

of admission; and the duration of the disease

Mean = Median
standard [Min-Max]
deviation
Age at admission 40.48+10 39 [19-72]
Age at onset 30.5448.46 | 29 [14-62]
Duration of the disease 9.78+5.65 8[1-31]

Min: Minimum, Max: Maximum

and age characteristics by gender are shown in Table 2. The
characteristics of the patients by clinical involvements and used
medical treatments are as follows:

Mucocutaneous involvement: Recurrent OAs was observed
in all of the patients according to ISGBD criteria. Eighty-seven
patients (54.4%) had recurrent GUs. Papulopustular lesions
were seen in 67 patients (41.9%) and erythema nodosum was
seen in 32 patients (20%). Pathergy test was positive in 24
(15%) patients.

Ocular involvement: Ocular involvement was detected in 58
patients (36.3%). Nineteen (11.8%) patients had isolated
anterior uveitis and 39 (24.3%) had panuveitis. However, 9
(5.6%) patients had total loss of vision due to panuveitis.
Musculoskeletal system involvement: Joint involvement was
detected in 24 patients (15%). The most commonly involved
joints were ankle joint (15 patients, 9.37%), sacroiliac joint
(12 patients, 7.5%), wrist joint (5 patients, 3.1%), knee joint
(4 patients, 2.5%), elbow joint (3 patients, 1.9%) and hip joint
(1 patient, 0.6%). In 16 (10%) patients with joint involvement,
more than one joint was involved.

Vascular involvement: Twenty-seven patients (22.5%) had
vascular involvement. Five patients (3.1%) had systemic arterial
vasculitis. Two patients (1.3%) had pulmonary artery aneurysm,
12 patients had venous occlusion and 14 patients had varicose
veins. The distribution of the cases with venous occlusion was
in the form of deep vein thrombosis in 7 patients, superficial
venous thrombosis in 2 patients and portal vein thrombosis
in 3 patients. In addition, 6 patients with varicose veins also
had a history of venous thrombosis. Vascular involvement was
significantly higher in males (p=0.031).

Neurological involvement: There were 10 (6.3%) patients who
were followed up as neuro-Behcet disease (NBD). Paresthesia
was presentin 7 patients (4.4%), hemiparesis in 2 patients (1.3%)
and diplopia in 1 patient (0.6%). Headache was not evaluated
as neurological involvement unless it was accompanied by other
neurological examination findings and pathological imaging
tests, but all patients followed up as NBD had headache.

GIS involvement: Three patients (1.9%) had Budd-Chiarri

Table 2. The onset admission symptoms and age characteristics by gender

Gender
Female ‘ Male P

Onset admission symptoms
Oral aphthae 79 (83.2) 44 (67.7)
Genital ulcers 1(1.1) 0 (0)
Ocular involvement 12 (12.6) 19 (29.2) e
Musculoskeletal involvement 1(1.1) 1(1.5)
Neurological involvement 1(1.1) 1(1.5)
Gastrointestinal system involvement 1(1.1) 0(0)
Age at admission 40.54+10.57 | 40.38+9.18 | 0.925
Age at onset 31.27+8.82 29.46+7.84 | 0.184
For qualitative variables chi-square test and for quantitative variables the significance of the difference between two means test were used
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syndrome due to portal venous thrombosis. Two patients (1.3%)
had ileocecal ulcers.

GUS involvement: One patient (0.6%) was referred to the urology
outpatient clinic because of scrotal pain. He was diagnosed as
epididymitis by detailed examination and scrotal USG.
Cardiopulmonary involvement: Three patients (1.9%) had
pericardial effusion and 2 (1.3%) patients had pleural
effusion (see vascular involvement). All 3 patients with cardiac
involvement were male.

Except vascular and cardiac involvement, there was no statistically
significant difference in organ and system involvement by
gender (p>0.05).

Medical treatments: Colchicine was the most commonly used
treatment with 98.1%. Seventeen patients (10.6%) were
taking steroids with colchicine treatment. There were 37
patients (23.1%) receiving azothiopurine (28 patients for ocular
involvement, 4 patients for vascular involvement, 3 patients
for neurological involvement, 1 patients for musculoskeletal
system involvement, 1 patients for GIS involvement), 7 patients
(4.4%) using cyclosporine A (all for ocular involvement), and 8
patients (5%) using anti-TNF agents. Of these 8 patients; 5 were
using infliximab (3 for ocular involvement, 2 for neurological
involvement), 2 were using adalimumab (for ocular involvement)
and 1 were using etanercept (for musculoskeletal system
involvement).

Discussion

This study presents the demographic and clinical characteristics
of 160 patients diagnosed with BD over a 3-year period.
Mucocutaneous manifestations are the most common symptoms
in BD. As in our study, the only symptom seen in all patients was
painful OAs with recurrent character. There are studies reporting
that ethnicity and environmental factors change the prevalence
and clinical manifestations of BD. BD may begin especially in the
third decade and rarely in childhood (10).

The mean age at onset of the disease was 27.6+7.2 in males
and 29.0+9.3 in females in the study of Soylu et al. (11). The
mean age at onset of the disease was found to be 28.03+7.57
in Brazil, 35.52+9.25 in Greece and 33.2+10.2 in Korea (12-
14). The mean age at onset of the patients included in our
study was found to be 30.54+8.46 and was consistent with
the literature. In the literature, there are some studies reporting
that the disease starts at an earlier age in individuals with BD in
their family (15). However, there was no regular information
about family histories in the retrospective scanned files of
the patients in our study group. Therefore, the relationship
between family history and early onset of the BD could not
be evaluated.

Mucocutaneous findings in BD are the most common onset
admission symptom in many studies (10,16,17) and even the
diagnostic criteria of ISGBD have identified OAs, one of the
mucocutaneous findings, as a prerequisite for diagnosis (9).
In our study, OAs were observed in all of our patients because

patients were included in the study according to the diagnostic
criteria of ISGBD.

In a study by Soylu et al. (11), GUs were detected in 82.8% of
the patients, whereas 54.4% of the patients had GUs in our
study. Pathergy test positivity has been reported by various
researchers at different rates (16,17). In the study of Tursen et
al. (16), Patergy positivity was 56.1%. In our study, Pathergy test
was positive in 24 (15%) patients. Whether this is caused by test
standardization or other factors, such as drug use, is unclear and
requires further investigation.

Ocular involvement is one of the most important causes of
morbidity in BD. In addition, ocular involvement is the second
most common onset admission symptom after mucocutaneous
manifestations (18). In general evaluation, the frequency of
ocular involvement is around 50-68% in BD (18,19). When
ocular controls are not performed regularly, some cases carry a
risk of poor prognosis that may go up to total vision loss. In 31
(19.4%) of our cases, the onset admission symptom was ocular
involvement, whereas the second most common involvement
after mucocutaneous manifestations was ocular involvement in
general, and 58 (36.3%) of the patients had ocular involvement.
Nine (5.6%) of the patients had total loss of vision. Therefore,
ocular involvement should be considered carefully and it is
important to evaluate asymptomatic Behget's patients for ocular
involvement.

Vascular involvement is one of the poor prognostic factors
in BD. The risk for other vascular complications increases
after the first vascular manifestation. The prevalence varies
between 5-40% in the literature. This difference may be due
to different reasons such as the clinic in which the study was
conducted or the ethnic origin of the patients participating
in the study (20-24). In our study, vascular involvement was
observed in twenty-seven patients (22.5%). It is also known
that the prevalence of vascular involvement, which is the
cause of serious morbidity and even mortality, is increased in
the follow-up periods (20). For this reason, careful monitoring
of vascular complications in patients with BD is necessary;
provided that one who has experienced a vascular event
once, more closely.

Although musculoskeletal problems in the form of arthritis or
arthralgia are not included in the ISGBD criteria, it is a major
finding in approximately half of the patients with BD (25).
Articular involvement has been reported from 16% to 93%
from different countries (26-28). Although BD tends to involve
the large joints of the lower extremity, it may also involve the
large joints of the upper extremity, the small joints of the hand
and foot, and the sacroiliac joint (29,30). In our study, articular
involvement was detected in 24 patients (15%) and our results
are consistent with the literature. Although Behget's arthritis is
usually self-limiting, intermitant and non-erosive; it may rarely
cause erosion in the joint (31). Articular involvement has been
shown to have a negative effect on the quality of life (QoL) of
the patient (32). In order to improve the QoL and to prevent the
complications that may occur due to arthritis/arthralgia, it would
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be appropriate to use different techniques such as scintigraphy
and MRI in case of clinical suspicion.

NBD is a rare manifestation of BD associated with severe
morbidity and mortality. One of the most serious organ
involvement is NBD and the frequency was reported as 3-10%
in large BD cohorts (33,34). In our study, there were 10 patients
(6.3%) followed with NBD. Our results were consistent with the
literature. Patients with NBD may present with different clinical
findings such as venous thrombosis, intracranial vasculitic
involvement and brain stem involvement. Bolek et al. (32) found
that ocular involvement is also common in patients with NBD.
In our study, 40% (n=4) of the patients with NBD also had
ocular involvement. Therefore, to evaulate patients with ocular
involvement in terms of presence of NBD and patients with
NBD in terms of ocular involvement is important both for the
regulation of appropriate treatment and for the prevention of
possible comorbidities.

Epididymitis is common in BD. It is even considered one of the
minor criteria of BD (35). In a study, epididymitis was detected
in 17% of the patients with routine scrotal USG performed
independently of complaints in BD (36). It is known that pain
due to GUs and epididymitis can be confused with each other.
In our study, urogenital examination was performed in only one
patient due to pain and epididymitis was detected. In order to
prevent urogenital comorbidity, routine urogenital examinations
of the patients especially with GU may be useful.

GIS involvement is important because it is associated with serious
morbidity and mortality in BD patients, and its prevalence has
been reported in the literature at rates ranging from 2.8% to
60% (31,37-41). In our study, three patients (1.9%) had Budd-
Chiari syndrome as a result of portal venous thrombosis and two
patients (1.3%) had ileocecal ulcers. Our results are consistent
with the literature showing gastrointestinal involvement rate
in Turkey (16). Routine gastroenterological examination and
endoscopic evaluations will contribute to the detection of
subclinical involvement and accuracy of the data.

Cardiac involvement is a rare manifestation of BD but there
are variable involvement types. Endocarditis, myocarditis,
pericarditis, coronary arteritis and coronary artery aneurysms are
some of the cardiac manifestations of BD (42). Also, pulmonary
manifestations of BD are rare and can be summarized as follows:
Pleuritis, pulmonary vasculitis, pulmonary fibrosis, pulmonary
embolism and pulmonary infections (43). In our study, 3 patients
(1.9%) had pericardial and 2 patients had pleural effusion
(1.3%). Pulmonary artery aneurysm was also detected in two
patients (1.3%).

The main goal of the treatment in BD is to achieve remission
and improve the QoL of the patient. The clinical presentation
and involved systems determine the basis of the treatment
in BD. Comorbid conditions, involved organs, disease severity,
age and sex of the patients are the main parameters to make
a decision for treatment. Colchicine, steroidal and nonsteroidal
anti-inflammatory  agents, azathioprine, cyclosporine A,
cyclophosphamide, biological agents and monoclonal therapies

are among the main agents used in treatment (44). In our study,
colchicine was the most commonly used agent in our patients
with 98.1% while the number of the patients using anti TNF-a.
agents was 8 (5%). The frequency of organ involvement in BD
may vary depending on the diagnostic criteria used in the study
and the clinic in which the study was conducted (45). Therefore,
the involvement rates of the systems show significant differences
in different studies. In addition, it is clear that in prospective
studies, different system involvements may be included to the
patients’ clinic during the follow-up periods.

Study Limitations

The main limitations of our study were that the retrospective
design of the study did not allow us to evaluate the family history
of the patients and the initial symptoms until the diagnosis.
New multicentred and multidisciplinary researches will provide
a better definition of the clinic of BD and will also contribute to
the standardization of the parameters used in BD follow-ups.

Conclusion

The results of our study suggest that, although the most
common manifestation of BD is mucocutaneous involvement,
different involvements which are associated with severe
morbidity and mortality, such as ocular, musculoskeletal and
neurological systems are not rare. Treatment varies according to
the involved systems and organs. Therefore, it is very important
to systematically evaluate patients with BD and to arrange
appropriate and adequate treatment.

New studies evaluating the immunopathogenesis, clinical
characteristics and epidemiology of BD will contribute to many
different subjects such as developing new laboratory tests, new
diagnostic criteria, measuring disease activity and determining
the best treatment methods.
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