JCI] MCR Journal of

www.jcimcr.org

OPEN AccEss Clinical Images and Medical Case Reports

Case Report

ISSN 2766-7820

Open Access, Volume 4

Extranodal NK/T-Cell ymphoma with Behcet’s

syndrome: A case report

Hongjia Du*; Liang Wang*; Jiarui Hu**; Jing Zhu*; Juan Liu*; Haiyan Gao®; Jiang Su**
IDepartment of Rheumatology and Immunology, Sichuan Provincial People’s Hospital, University of Electronic Science and Tech-

nology of China, Chengdu 610072, China.

2Department of Pathology, Sichuan Provincial People’s Hospital, University of Electronic Science and Technology of China, Cheng-

du 610072, China.

3Department of Nuclear Medicine, Sichuan Provincial People’s Hospital, University of Electronic Science and Technology of China,

Chengdu 610072, China.

*Corresponding Author: Jiang Su
Department of Rheumatology and Immunology,
Sichuan Provincial People’s Hospital, University of
Electronic Science and Technology of China, No.32
The First Ring Road West 2, Chengdu 610072, China.
Email: sujiangxy@126.com
\_
Received: Feb 14, 2023
Accepted: Mar 07, 2023
Published: Mar 14, 2023
Archived: www.jcimcr.org
Copyright: © SuJ (2023).
DOI: www.doi.org/10.52768/2766-7820/2324

Introduction

Behcet’s Syndrome (BS), also known as Behcet’s disease, is
a systemic immune system disease with vasculitis as its basic
pathological manifestation, which can affect joints, blood ves-
sels, heart, nerves, and other systems, mainly manifested as oral
and perineal ulcers, erythema nodules of lower limbs, eye iritis,
esophageal ulcers, small intestine or colon ulcers, joint swell-
ing and pain, etc. [1]. Extranodal natural killer cell (NK)/T-cell
lymphoma (ENKL) is a type of non-Hodgkin’s lymphoma, which
originates from NK/T cells and mostly occurs in the nasal cavity,
paranasal sinuses, and nasopharynx [2,3]. The nasal cavity is the
most common site. ENKL is rare, but ENKL with BS is even rarer,
which is easily misdiagnosed clinically. In order to deepen the
clinician’s understanding of the disease, reduce misdiagnosis
and mistreatment, and miss the best treatment period, here,
we present a case of ENKL associated with BS.
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Case report

A 39-year-old, Chinese man, presented to our hospital with
a complaint of nasal obstruction for 3 mo. Symptoms started 3
mo before presentation with dizziness and recurrent fever (up
to 39.8°C). He had recurrent multiple arterial occlusions in both
lower extremities for 9 years. He had a history of 2 surgeries of
lower limb vascular bypass graft due to noticeable swelling and
pain in his left lower limb, with skin ulceration and gangrene
gradually appearing 3 years ago. Half a month after the opera-
tions, the pain in the left lower limb gradually worsened, making
walking difficult. The ulcer surface of the left lower limb mainly
consisted of the left ankle joint gradually expanding. Therefore,
he received autologous hematopoietic stem cell transplantation
2 years ago, but the pain in the left lower limb did not alleviate,
and the ulcer surface gradually expanded after discharge. Due
to the increase in lower limb ulceration and gangrene, he had
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a history of upper middle leg amputation of the left lower limb
1 year ago. Subsequently, he was diagnosed as BS due to oral
ulcer (more than 3 times a year), nodular erythema, pseudofol-
liculitis, and arteriovenous thrombosis in both lower extremi-
ties. Throughout treatment, the patient was on long-term oral
warfarin, aspirin, cilostazol, diclofenac, prednisone acetate and
cyclophosphamide (cumulative dose 20 g), and azathioprine.
The patient denied any relevant family history.

Physical examination revealed a moon face, pharyngeal hy-
peremia, and a giant invasive palatal ulcer with bone destruc-
tion (Figure 1). Pathogenic examination showed that the double
bottle blood culture of carbapenemase-resistant Enterobacte-
riaceae (Klebsiella pneumonia), Candida albicans, and GM were
positive. Tumor markers indicated that Neuron-Specific Enolase
(NSE) was 34.69 ng/mL (reference, 0-20) and glycogen antigen
125 (CA125) was 39 U/mL (reference, 0-24). Bone marrow cyto-
morphologic examination revealed that granular erythropoiesis
was active, and hemophilia was found. Intranasal soft tissue
biopsy showed lymphoid hyperplasia with necrosis and immu-
nohistochemistry revealed CK (-), PAX-5 (-), CD3 (+), TIA-1 (+),
GranB (+), CD56 (+), CD8 (a little+), CD21 (-), CD4 (-), Ki-67 (ap-
proximately 80%+), EBER (+) (Figure 2), supporting extranodal
NK/T-cell lymphoma, nasal type (WHO invasive). 18F-FDG-PET/
CT showed thickening of nasopharynx mucosa and significant
abnormal activity of FDG metabolism, considering the involve-
ment of lymphoma (Figure 3).

The patient was diagnosed with ENKL, nasal type with BS.
After admission, the patient continued treatment with anti-
infective drugs, blood transfusion, leukocytosis drugs, and an-
tibiotics and received chemotherapy of gemcitabine combined
with oxaliplatin, dexamethasone, and L-asparaginase. Unfortu-
nately, he developed severe agranulocytosis with fever, refrac-
tory hypokalemia, and sepsis during chemotherapy, resulting in
his death.
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Figure 2: Hematoxylin-eosin staining and immunohistochemistry
of biopsy of intranasal soft tissue. A: Hematoxylin-eosin staining
showed lymphoid hyperplasia with necrosis (x100); B-H: Immu-
nohistochemical staining exhibited that intranasal soft tissue was
positive for CD3 (x200), TIA-1 (x200), GranB (x200), CD56 (x200),
Ki-67 (x200), CD8 (x200) and EBER (x200), respectively; I: Immu-
nohistochemical staining revealed that intranasal soft tissue was

negtive for CK (x200).
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Figure 3: Nasopharynx part of patient’s 18F-FDG-PET/CT image.
Nasopharyngeal mucosa thickening and FDG metabolism were sig-

Figure 1: Imaging of invasive ulcer of the maxilla for the patient.
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Discussions

ENKL, as a rare type of non-Hodgkin’s lymphoma, is the most
common type among indigenous people in Asia and Central and
South America, accounting for 5%-10% of total NHL cases [4-9].
ENKL mainly occurs in men with a median age of 52 years [5].
Its clinical manifestations are characterized by progressive de-
struction of the midline of the face, and it can be diagnosed by
evaluating biopsy samples from the affected area. Studies have
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confirmed that the presence of NK/T cell markers and EBV is the
key to diagnosis [10].

BS can be combined with other connective tissue diseases.
Black and other researchers [11-13] conducted a meta-analysis
on the relationship between systemic lupus erythematosus,
rheumatoid arthritis, Sjogren’s syndrome, and malignant lym-
phoma. The results showed that the probability of lymphoma in
these three types of patients was higher than that in ordinary
healthy people. However, the relationship between BS and lym-
phoma is still unclear. The majority of lymphoma misdiagnosed
as BS in relevant reports is due to the similarity in clinical mani-
festations (such as oral ulcer, fever, etc.), which makes it chal-
lenging to make a precise diagnosis. The types of BS complicated
with lymphoma are diverse, and the involved sites are different.
The majority of them are non-Hodgkin’s lymphoma. There are
only 3 cases of Hodgkin’s lymphoma, which are mixed cell type,
tuberous sclerosis type, and nodular lymphocyte type [14-16].
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Based on the domestic and foreign literature, we reported that
ENKL with BS is very rare, and only 5 cases have been reported
globally [17-21]. The patient scored 2 points for oral ulcer, 1
point for skin damage, and 1 point for vascular manifestations,
totaling 4 points, meeting the 2014 International Criteria for
Behcet’s Disease [22]. At the initial stage, the patient suffered
from the amputation of the left lower limb due to repeated ar-
terial and venous thrombosis of the lower limb due to a lack
of standardized diagnosis and treatment. After treatment with
glucocorticoid immunosuppressant, the condition was gradu-
ally controlled. During the continuous maintenance treatment,
the patient was hospitalized again with nasopharyngeal lesions
and fever, which were all unprecedented manifestations. There-
fore, it was considered that this disease had nothing to do with
BS. Finally, NK/T cell lymphoma was confirmed by tissue biopsy,
which was considered as BS complication.

Huang Qin and others [23-29] analyzed the possible mecha-
nism of BS complicated with lymphoma, which may be related
to the disorder of immune mechanism, EB virus infection, and
the application of immunosuppressants (such as colchicine, cy-
clophosphamide, and nitrogen mustard phenylbutyrate). While
cyclophosphamide is used for BS patients with poor effects of
other treatment schemes, long-term use of cyclophosphamide
and other alkylating agents may lead to secondary factors of
lymphoma, but treatment-related lymphoma in autoimmune
diseases has not been confirmed [30]. In our case, BS needed
to be better controlled. The patient accumulated 20 g of cyclo-
phosphamide and suffered from lymphoma due to EB virus in-
fection. The use of cyclophosphamide may be involved in the
pathogenesis of secondary Extranodal NK/T-cell ymphoma [31-
33].

In the course of diagnosis and treatment, the patient has an
unexplained ulcer surface, enlarged lymph node, and enlarged
parotid gland, accompanied by fever, hormone, and immuno-
suppressive drugs are ineffective [21], so it is integral to be alert
to the possibility of ENKL with BS.

ENKL with BS is rare and is easily misdiagnosed. Clinicians
should improve the screening rate of EBV and timely and re-
peated pathological biopsy for early detection of ENKL compli-
cated with BS, so as to avoid delaying the disease. In addition,
long-term use of immunosuppressants is a high-risk group for
the occurrence of drug-resistant bacteria. Active screening of
colonized bacteria and early rational use of antibiotics to pre-
vent severe infection, and correct evaluation of chemotherapy
programs and doses cannot be ignored for the prognosis of pa-
tients.
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