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            Abstract

            
               
Kikuchi-Fujimoto disease (KFD) is an extremely unusual lymphadenopathy that typically affects females between the ages of
                  20 and 40, but the aetiology is still unclear. A 28-year-old female presented with right-sided cervical lymph nodes, but there
                  was no history of fever, anorexia, or loss of appetite. Ultrasonography of the patient's neck revealed bilateral cervical
                  lymphadenopathy. Both the acid-fast bacilli smear and GeneXpert tests returned negative results. Histopathology revealed the
                  presence of lymphocytes and histiocytes mixed with karyorrhectic debris. Immunohistochemistry markers support the diagnosis
                  of Kikuchi-Fujimoto lymphadenitis. This case demonstrates that early recognition of KFD reduces unnecessary evaluations and
                  treatments and patient suffering.
               

               Key messages: KFD is a self-limiting disease that requires a systematic approach for a diagnosis; once the diagnosis is made and confirmed
                  by techniques such as immunohistochemistry, symptomatic treatment alone would suffice in the majority of cases. The commonest
                  presentation is an acute or subacute febrile illness associated with cervical lymphadenopathy.
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               Introduction

            Kikuchi and Fujimoto were the first to describe Kikuchi-Fujimoto disease (KFD) in Japan in 1972.1 Lymphadenopathy, low-grade fever, and night sweats are common symptoms of this benign disease. The cervical lymph nodes are
               most commonly affected in young individuals, while other lymph nodes are affected less frequently.2 Lymphoma, infections, and autoimmune diseases such as SLE, scleroderma, autoimmune hepatitis, and thyroiditis are frequent
               mimics in the clinic and laboratory. Lymph node histopathology is able to confirm the diagnosis of KFD.1, 3, 4 Early KFD recognition reduces unnecessary evaluations and treatments and reduces patient suffering, as shown in this case.
            

         

         
               Case Report

            A 28-year-old female presented to the pulmonology outpatient department with right-sided cervical lymphadenopathy associated
               with pain over the swelling. There was no mention of any prior episodes of fever, anorexia, or loss of appetite. A family
               history of tuberculosis with parents present at the time of diagnosis. Antibiotics were administered for two weeks at a different
               hospital, but the patient's condition did not improve. On presentation, the patient was hemodynamically stable and afebrile,
               and vitals were within normal limits. Diffuse, 3 cm in size, right cervical lymphadenopathy was found on physical examination.
               The lymph nodes were hard and mobile, and they were matted. Left-side nodes were not palpable. Both the upper and lower respiratory
               tracts were examined, and both revealed no abnormalities. The examination of the other system was unremarkable. A complete
               blood count was performed, which included total and differential leukocyte counts as well as an erythrocyte sedimentation
               rate (ESR). There was an increase in the inflammatory marker ESR as well as a rise in the lymphocyte percentage, which went
               up to 45% despite the absence of leucocytosis.
            

            
                  
                  Figure 1

                  Ultrasonography of the neck revealed that the patient had bilateral cervical lymphadenopathy. The right level 5 nodes measured
                     2.5x1.0 cm, and the left level 4 node measured 1.9x0.8 cm.
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            Due to the high prevalence of tuberculosis in India, this patient underwent tuberculosis screening. Chest x-rays were normal.
               Both the Mantoux skin test and the interferon gamma assay were carried out. Both results were unfavourable. A FNAC from the
               right cervical node was performed to guarantee a tissue diagnosis, but the results were inconclusive. Both the AFB smear and
               the GeneXpert results came back negative. A surgical excision biopsy was performed to get an accurate diagnosis.
            

            
                  
                  Figure 2

                  Histopathology showed that the lymph node's structure was partly broken down, and pieces of karyorrhectic debris were mixed
                     in with lymphocytes and histiocytes. There was no sign of a granuloma; A: Histology of lymph node with effaced architecture (H&E x 100); B: High power showing necrosis and karyorrhectic debris (H&E x 400x)
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            Kikuchi lymphadenitis and lupus lymphadenitis were both possibilities in our differential diagnosis. No signs of growth were
               observed in the MGIT culture of the biopsy specimen. The immunohistochemistry markers CD3, CD68, MPO, CD20, and CD45 were
               used to confirm the diagnosis. The results of the IHC came back positive, lending support to the diagnosis of Kikuchi-Fujimoto
               lymphadenitis. An opinion from a haematologist was obtained. The patient continues to receive routine checkups.
            

            
                  
                  Figure 3

                  Immunohistochemical staining; A: Immunohistochemical staining for CD68 highlighting histiocytes (IHC x 100x); B: Immunohistochemical staining for MPO in karyorrhectic debris (IHC x 100x); C: Immunohistochemical staining for CD3 highlighting T cells (IHC x 100x); D: Immunohistochemical staining for CD45 highlighting lymphocytes (IHC x 100x)
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               Discussion

            Kikuchi-Fujimoto disease is an extremely rare lymphadenopathy that typically affects females between the ages of 20 and 40
               who are of Southeast Asian ancestry, but its cause is unknown.5 The majority of researchers think that viral infection plays a role in the pathogenesis of KFD and that it also mediates
               the auto-immune response.6 Epstein-Barr virus, human herpesvirus 6, human herpesvirus 8, human immunodeficiency virus (HIV), parvovirus B19, paramyxoviruses,
               and parainfluenza virus are just some of the viruses that have been hypothesised to play a role. 7 Despite extensive research, no single pathogen has been isolated through either serological or molecular analysis.8 The onset of KFD is acute or subacute and develops over the course of two to three weeks. Unilateral cervical lymphadenopathy
               is the primary clinical feature of KFD. It is uncommon for other lymph node groups to be involved.9 Systemic symptoms associated with the disease include night sweats, rashes, and weight loss. Leukopenia, neutropenia, an
               elevated lactate dehydrogenase level, transaminitis, and an elevated erythrocyte sedimentation rate are laboratory abnormalities.1 Our female patient had bilateral cervical lymphedema and an elevated erythrocyte sedimentation rate for one month without
               any other symptoms.
            

            Due to its similarity in presentation to lymphoma and other lymphoproliferative disorders, as well as other autoimmune diseases,
               KFD is often misdiagnosed.10 This is why a diagnosis of KFD cannot be made through non-invasive means alone; rather, invasive procedures such as excisional
               biopsy and immunohistochemistry are required. 8 Due to the high degree of similarity between KFD and the above conditions, a comprehensive workup and in-depth investigations
               are required to make a diagnosis. 10

            A definitive diagnosis of KFD necessitates a lymph node biopsy and immunohistochemistry. Myeloperoxidases, CD68+, CD128+,
               plasmacytoid dendritic cells, or activated CD8+ T lymphocytes are common. A biopsy shows paracortical areas of coagulative
               necrosis with karyorrhectic debris that changes the nodal architecture. 11 Lack of Reed-Sternberg (RD) cells and the presence of a granulomatous infection set KFD apart from lupus, tuberculosis, and
               Hodgkin's lymphoma. There are many atypical reactive histiocytes and a low mitotic rate, and the nodal architecture is only
               partially destroyed, leaving the sinuses open.11 Our patient's lymph node had partially disintegrated, and histopathology revealed a mingling of lymphocytes and histiocytes
               with fragments of karyorrhectic debris.
            

            Immunohistochemistry helped confirm the diagnosis in the present instance. The histological features and immunostaining study
               confirmed the necrotizing form of KFD and ruled out lymphoma. KFD is typically treated symptomatically because it resolves
               on its own within a few days to weeks, even without medication, with the exception of steroid use, which has been indicated
               only in cases that have proven resistant to other treatments. 12

            KFD is a self-limiting disease that needs a careful and systematic approach for a diagnosis; once the diagnosis is made and
               confirmed by immunohistochemistry techniques, symptomatic treatment alone would suffice in most cases, with a few needing
               low-dose steroid therapy. 2

         

         
               Conclusion

            This article describes the clinical manifestations of cervical lymphadenopathy in a female patient. Kikuchi-Fujimoto disease
               is a benign condition that, due to its symptoms, is often misdiagnosed as something more serious. Some clinical and pathologic
               features of KFD are shared with those of lupus lymphadenitis. Similar symptoms present in both diseases can make diagnosis
               challenging. It is of the utmost importance to recognize the disease in its earliest stages if one is interested in reducing
               the number of potentially harmful and unnecessary evaluations and treatments.
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