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OZET

Amag: Behget Hastaligi vaskdilitik bir hastaliktir. Behget Hastaligi ile kanser birlikteligi cok sik degildir. Biz galismamizda
Behcet Hastaligi kanser ilskisini arastirdik.

Materyal ve Metod: 2005-2010 yillar arasinda takip edilmis 105 Behget Hastasi ¢alismaya alindi. Histopatolojik olarak
konfirme edilmis malignensisi olan hastalar belirlendi.

Bulgular: Bu takip suresinde klavuzlara uygun olarak diizenli taramalari yapilan hastalardan sadece birinde malignensi
go6zlendi. Bu hasta 55 yasinda meme kanseri tanisi aldi ve 16 yil kolgisin kullanimi mevcuttu. Meme kanserine yonelik
olarak modifiye radikal mastektomi ve 4 kir doksorubisin; siklofosfamid kombinasyonu uygulandiktan sonra tedaviye
Tamoksifen ve LHRH anologu ile devam edildi.

Sonug: Bazi romatolojik hastaliklar kanser gelisimine predispozisyon yaratabilir. Hastaligin nattrt ve kullanilan
immunsupresif ilaglar bundan sorumlu olabilir. Bizim ¢alismamizda direk bdyle bir iligki gosterilemedi. Ama diger bir
yandan énemle vurgulanmasi gereken Behget Hastaligi ile malignensi birlikteliginde her 2 hastaligin birlikte dikkatlice
yonetimidir.

Anahtar Kelimeler: Behget Hastaligi, kanser, meme

ABSTRACT

Purpose: Behget's disease (BD) is a vasculitis of unknown origin. In autoimmune and vasculitic disorders the risk of
malignancies has been extensively studied. In BD patients more than hundred cases associated with malignancies have
been published. However, the direct relationship with BD has not been proved. We aimed to to investigate the incidence
of malignancies in BD patients

Material and Methods: Here in we assessed 105 cases retrospectively between 2005-2010 with BD diagnosed
according to International Study Criteria (ISG) . The patient’s data were reviewed for development of histopathologically
confirmed malignancy

Results: One of our 105 patients with BD was found to have solid tumor in the rate of 0.9 %. The remaining 104
patients with BD were in follow up without any malignancy in this period. The malignancy that we reported was invasive
right breast carcinoma in a 55-year-old woman with BD. A radically modified right mastectomy and axillary
lymphadenectomy were performed and postoperative doxorubicin, cyclophosphamide therapy for four cycles and
hormonal therapy with tamoxifen and leuprolide acetate was administered as adjuvant therapy. This patient had a
history of 16 years colchicine usage as medication for BD.
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Conclusion: The rheumatologic diseases can predispose malignancy, the autoimmune nature of BD or the
immunosupressive medicines could be possible causes of this carcinoma. However, in our study only one patient had
malignancy. The another point of view; management and also prevention of cancer with BD is important entity.

Key Words: Behcet's disease, cancer, breast

INTRODUCTION

BD was first described in 1937 by Hulusi Behget'.
BD is frequently seen in the Middle East; Japan
and Mediterranean countries’. The first was
defined as BD, recurrent aphtous ulcers of the
mouth and genitelia and relapsing uveitis was the
classical triad". Since then the spectrum of BD has
been expanded. It is a multisystem disorder that is
characterized by vascular, neurological, ocular,
gastrointestinal, mucocutaneous, and articuler
abnormalities. The risk of cancer in the presence of
connective tissue disease and other vasculitides
increased however, the
association of malignant disease with BD is rare,
although there are few case reports in the
literature®.

has shown to be

MATERIAL and METHODS

Patient characteristics

The present study included 105 patients
diagnosed with BD that were referred to Cukurova
University, Medical Faculty, Medical Rheumatology
Department between 2005 and 2010. Inclusion
criteria were as follows: BD was diagnosed
according to International Study Criteria (ISG) and
the patients’ data were reviewed for development
of histopathologically confirmed malignancy. All of
the patients were analysed for their family history
of cancer. Active screening was performed for
prostate and breast cancer. Prostate spesific
antigen levels were assessed for men at age 50
and older than 50 years old.

Mamography was performed anually for the
women at age 40 and older than 40. Patients were
at follow up every 3 months. Anamnesis, physical
examination, systematic evaluation, blood count
and biochemistry, erytrocyte sedimantation rate, C-
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reactive protein were detected. Patients who were
not followed up regularly were excluded from
study. If suspicious findings were found the
patients detected in the guidance of this findings.

Statistical methods

The SPSS 18.0 package program was used
for the statistical analysis of data. Categorical
measurements were summarised as numbers and
percentages,
were given as average and standard deviation
(SD). The x* test was performed to compare
categorical measurements between different
groups The level of statistical significance was put
at 0.05 for all tests.

whereas numeric measurements

RESULTS

One hundred and five patients with BD who
have admitted to our hospital between 2005-2010
were analyzed retrospectively. The median time for
BD diagnosis was 10 months (range 1- 240
months). Median age was 42 (range 21- 63), 66
(62.9%) patients were men and 39 (37.1%)
patients were women. All of the patients used
colchicine periods (range 1-216
months). Azothiopurine, corticosteroid,
cylophosphamide and cyclosporine have been
used in some patients. Three patients were
detected for suspicious mass(2,8%). Only one
patient was diagnosed malignancy in this period.
The patient whom 55-year-old woman was
presented with recurrent painful oral erosive
lesions of the oral mucosa, recurrent genital ulcers,
acneiform skin lesions and arthritis. Pathergy test
was found positive. BD was diagnosed according
to International Study Criteria (ISG)A. BD had been
diagnosed 16 years ago and therefore she had
been given 0.5 mg colchicine three times a day
since that time. She had any history of another

in different



Cilt/Volume 39 Yil/Year 2014

systemic diease. BD activity have been assessed

with Behget Disease Current Activity Form
(BDCAF)S, disease was inactive.
The patient was administered to our

department with right breast mass. Mamography
was performed. Breast mass was found on
mamography. The biopsy was revealed invasive
ductal carcinoma of the breast. A radically modified
right mastectomy and axillary lymphadenectomy
were performed. Lymph node metastasis was not
found on pathology examination so adjuvant
radiotherapy was not recomended to the patient.
Immunohistochemial staining for estrogen (ER)
and progesterone (PR) and HER2-neu were
performed. ER and PR were expressed in 80 %
and 20 % respectively and HER2-neu was
negative. The disease stage was determined to be
pathologically T2NOMO. Postoperative doxorubicin,
cyclophosphamide therapy given for four cycles
and then hormonal therapy with tamoxifen and
leuprolide acetate were given as well. Patient is
disease free for 16 months. She had any history of
trombosis.

DISCUSSION

The risk of cancer in the presence of variety
of rheumatic disease and other vasculitides have
shown to be increased. A high risk of malignancy
has been observed in rheumatoid arthritis,
systemic sclerosis, Sjogren’s syndrome and
systemic lupus erythematosuse'g. The relationship
between BD and malignancy still remains
controversial’®. It was reported that incidence of
malignancy in BD patients was not different from
that observed general population **''2. The
underlying cause of BD is unknown. As with other
autoimmune diseases, the disorder may represent
aberrant immune activity triggered by exposure to
an agent, perhaps infectious, in patients with a
genetic predisposition to develop the disease and
these different factors can cause the cancer
occurence®®, BD is a wide spectrum of vasculitis,
BD may also raise the risk of cancer®. The
autoimmune nature of BD or the
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immunosuppressive medicines that are used for its
management are regarded as probable causes of
malignat change in most cases. Most of the
patients use colchicine; a medicine that inhibits
leukocyte migration and reduces the production of
lactic acid by Ieukocytesz. In many of the previous
reports authors blamed the use of
immunosupressive drugs such as chlorambucil,
cyclophosphamide or colchine, for lymphoma
transformation in BD®. There was also a report that
polymorphism of TGF-R receptor gene in BD may
have a protective role in development of
malignancy™®. Recent report suggest that ANCA
associated vasculites are associated with an
increased risk of malignancy®®.

Presented literature data showed that there is
an increased risk of malignancy in connective
tissue disorders although there is no exact
literature data about BD and malignancy®*®®. Solid
tumors with BD presented in the world literature
showed that in most intances the
considering their cases to be incidental.
no clear evidence that autoimmune disorders or
immunosuppresive drugs cause epithelial cancer
or sarcoma, Cengiz M. et al have considered
malignancies as sporadic concurrent with BD,
excluding the patient with bladder cancer with
history of prolonged use of cyclophosphamide in
their review®.

Kyong Jet al. had reported 32 patients who
had malignancy with BD there were no significant
differences in the clinical charateristics between
patients with or without malignancy for their
report™.

On the other hand the autoimmune nature of
BD or the immunosupressive medicines that are
used for its management were regarded as
probable causes of malignant change in most
cases'?. The present patient was also treated with
for 16 years colchicine, a drug that inhibits
leukocyte migration and reduces the production of
lactic acid by leukocytes'®. This drug might have
contributed to the development of malignancy in
this patient. Further studies will be required to

authors
There is
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ascertain the pathogenetic relation between BD
and malignancy and the prevalence of malignancy
in BD.

Management of malignancies in these
patients is an important issue because of reported
high complication rate after surgery like wound
infection®, and lack of knowledge about the
morbidity of radiation therapy and chemotherapy3.

Management of breast cancer with BD is
important. Five cases of breast cancer with BD
reported in the literature to date®*'° (Tablel).
Surgery, chemotherapy, radiotherapy, endocrine
therapy are the important compenents of breast
cancer treatment. There are some reports of high
surgical morbidity in BD'®*°. Cengiz M.et al. have
reported 13 cases with BD, 7 of them underwent
surgery; the surgical treatment of malignancies in
the presence of BD seems to be safe for their
reporta. Kammori et al. reported a case with wound
infection and skin necrosis over a wide area after
mastectomy but no progression of the BD
symptoms. The wound morbidity after mastectomy
might have been related to BD and/or prednisolone
therapy according to their report3. In our case there
was no complication after surgery and no
progression of the BD symptoms. BD was inactive;
and under control with colchicine treatment in our
patient ; because of this reason any complication(
delay of the wound healing, wound infection ext.)
has been occurred after surgery.

Most cases of BD associated with
malignancies treated with  cytotoxic
chemotherapy regimens and no authors suggested
any increase in chemotherapy toxicity. Cengiz et
al. reported 9 cases treated with chemotherapy by
different schedules and agents. Toxicity of
chemotherapy was similar to the patients not
bearing such a risk factor in their report. The
authors agree that chemotherapy can be
administered without any increase in morbidity in
BD patients3. In our present case; toxicity of
chemotherapy was similar to the other patients
without BD.

were
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There were some reports about collagen vascular
disease, especially in rheumatoid arthritis,
predisposes patients to increased toxicity from
therapeutic irradiation but there was no data about
increased radiation therapy morbidity the
presence of BD with malignancy in the literature
respectively®*®'. Radiotherapy was not given to
the our patient.

On the other side tamoxifen therapy was
given to our patient. A number of studies, including
the Early Breast Cancer Trialists' Collaborative
Group (EBCTCG) overview analysis and the large
Breast Cancer Prevention Trials, have
is associated

in

demonstrated that tamoxifen use
with an increased rate of venous thromboembolic
events, especially within the first two years'™®. In
the five-year, randomized, double-blind, placebo-
controlled International Breast Cancer Intervention
Study (IBIS-1), involving 7139 patients, use of
tamoxifen was associated with an increased risk of
developing a major venous thromboembolic event
(odds ratio 2.1, 95% CI: 1.1-4.1) ?*. However,
venous disease is more common than arterial in
BD. Superior and inferior vena cava occlusion,
Budd-Chiari syndrome, dural sinus thrombosis,
and other venous obstructive lesions can occur in
addition to the more common superficial and deep
vein thrombosis. Venous thrombosis is often an
early feature of BD. Recurrent thrombosis of the
lower extremities may lead to a post-
thrombophlebitic syndrome %2 In one study of 493
cases of BD, 53 were found to have one or more
large vessel thrombosis'®. A case-control study of
73 Behcet's patients found a 14-fold increased risk
of venous thrombosis compared to controls
%4 Venous disease may also be more common in
patients with a positive pathergy test or ocular
involvement. A study of 2319 Turkish patients with
BD's found a prevalence of vascular disease of
14.3 percent25. In our case tamoxifen therapy was
given to the patient. Pathergy test was found
positive . Venous disease may also be more
common for our patients for these reasons . We
found no data about prophylaxis for this patients in
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the literature. We aimed to follow up the patient
carefully about this side effects and informed the
patient, and its the first case that emphasize the
affinity of trombotic events with usage of tamoxifen
in breast cancer with BD. Her disease was inactive
for BDCAF and there was any trombosis and
history of trombosis because of this reason any
prophylaxis for trombosis was not given to the
patient.

BD and malignancy could be coincedental.
The mortality rate from cancer in BD is not very
low. Saadoun et al., have reported main causes of

Table 1:Breast Cancer with BD.
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death from BD included major vessel disease
(mainly, arterial aneurysm and Budd-Chiari
syndrome) (43.9%), cancer and malignant
hemopathy (14.6%), nervous system
involvement (12.2%), and sepsis (12.2%) from the
cohort of 817 patients in their studyze. At the same
time its important to know the management of
cancer in patient with BD. We suggest that
oncologists should be aware for screening of
cancer and all complications while using
chemotherapy, radiotherapy, endocrine therapy
and targeted therapies in patient with BD.

central

Age Sex | BD Interval Drug used for | Management of References
(years) Symptoms Months BD cancer
43 F 0,G,S 120 Colchicine MRM+AD 3
Prednisolone CTx,RT,Tmx
47 F O,P,S,A 45 Colchicine MRM 10
Prednisolone CTx
38 F O,G,P 0 Colchicine MRM 10
CTx
34 F 0,G,S 38 Colchicine Partial mastectomy | 10
CTx
72 F 0,G,S 528 Colchicine MRM+AD 2
Anastrazol
55 F 0,G,S A 180 Colchicine MRM+AD Our case
TMX,
Leuprolide acetate

F:Female, O: Oral ulcer, G: Genital ulcer, S: Skin lesions, A: Arthritis, MRM: Modified radicallly mastectomy AD: Axillary

dissection, CTx: Chemotherapy
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