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Rosai Dorfman disease (RDD) is rare histiocytic disease with unknown 

etiology that typically presents with painless cervical lymphadenopathy. 

The disease is also known as sinus histiocystosis with massive 

lymphadenopathy (SHML). The normal functioning of lymph glands is 

disturbed due to significant enlargement of the lymphatic sinuses. Sinus 

hystiocytes contain cytoplasmic fat and strongly positive S100 protein 

CD68 and CD14 can be positive. Forty percent of patients have extra 

nodal involvement. The prognosis of the disease is usually good. 

However, if accompanied by immunologic abnormalities young age, extra 

nodal involvement (especially in the kidney or, liver), and the prognosis is 

poor. Regarding treatment, the disease often has spontaneous remission; 

therefore, observation is essential. No treatment modalities are superior to 

over another. In this article, we present a male patient who was diagnosed 

as having extra nodal RDD with skin and soft tissue involvement, who 

was followed up for four years. 

Introduction: 

Rosai–Dorfman disease (RDD) is rare histiocytic 

disease with unknown etiology that typically 

presents with painless cervical lymphadenopathy. 

The disease is also known as sinus histiocystosis 

with massive lymphadenopathy (SHML). (1) It can 

be seen at any age, though it is common in 

adolescence. Massive painless lymphadenopathy, 

fever, leukocytosis, and increased erythrocyte 

sedimentation rate are characterized by polyclonal 

hypergammaglobulinemia. Due to significant 

enlargement of the lymph sinuses, the normal 

regeneration of the lymph gland is disrupted. The 

sinuses contain large amounts of lymphocytes, 

plasma cells, and neutral lipids with loaded, wide, 

clear cytoplasms, and large vesicular nuclei in 

hystiocytes. Many cytoplasms of the hystiocytes 

contain a large number of intact lymphocytes, red 
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blood cells, and a small amount of plasma cells. 

This is defined as ‘emperipolesis’ or 

‘lymphocytophagocytosis’ and is considered 

diagnostic for SHML (2, 3). Sinus hystiocytes 

include cytoplasmic fat and strongly positive S100 

protein. CD68 and CD14 can be positive and 

separated from Langerhans cells by being CD1a 

negative (4). Progress is almost benign but may be 

fatal.Forty percent of patients have extranodal 

involvement, sometimes without lymphadenopathy. 

This mostly affects the eyes, head-neck region, 

upper respiratory track, skin-subcutaneous tissue, 

and the central nervous system (5, 6, and 7). In this 

article, we present a male patient who had 

extranodal Rosai–Dorfman disease with common 

subcutaneous soft tissue involvement, who had been 

under follow up for 4 years. 
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Case: 

A 24-year-old male patient who had type 1 diabetes 

mellitus (DM) presented to the polyclinic in 

December 2013 for common subcutaneous nodules. 

In his physical examination, subcutaneous painless 

nodules similar to lipomas were palpated. 

There were no symptoms such as weight loss, loss 

of appetite, night sweats, or fever. His erythrocyte 

sedimentation rate was 110 mm/h, immunoglobulin 

IgG 2491 mg/dL (normal, 650-1600 mg/dL), IgA 

637 mg/dL (normal, 40-350 mg/dL), IgM 72 mg/dL 

(normal, 500-300 mg/dL). The total blood count 

was normal. Computed tomography (CT) showed 

multiple lymphadenopathies (LAP), the largest was 

12 mm in the cervical chain and 20 mm in the 

bilateral axillary regions. There were no LAP in 

other regions. LAP biopsies from the cervical and 

axillary regions were reported as reactive lymph 

node hyperplasia. A biopsy from the subcutaneous 

soft tissue was reported as Rosai–Dorfman's 

disease. 

Immunohistochemically, S100 and CD68 were 

positive. HHV8 (-) was negative. Positron emission 

tomography (PET CT) showed no malignant 

involvement. 

At superficial ultrasound (US) after 3 years, in 

addition to neck and axillary LAPs, multiple new 

LAPs were found; the largest was 37 x 9.5 mm. 

Reactive characteristics were detected bilaterally in 

the inguinal region. The patient was observed 

without treatment for 4 years. 

No progression of the cervical, axillary, and 

inguinal LAPs was seen in CT with repeated 

imaging, but there was a little subcutaneous 

proliferation. IgG and IgA maintained as stable (in 

sequence 2382 mg/dL). The patient’s clinical 

condition did not worsen. We continue to observe 

our patient without treatment at 6-month intervals. 

Discussion: 

Rosai–Dorfman (RDD), massive painless 

lymphadenopathy, fever, leukocytosis, and increased 

erythrocyte sedimentation rate are characterized by 

polyclonal hypergammaglobulinemia. Extra nodal 

involvement occurs in 40% of patients and can 

sometimes be present without lymphadenopathy Our 

patient had extra nodal involvement, high ESR, 

polyclonal hypogammaglobinemia, lack of fever, 

and leukocytosis. 

The etiology of the disease is unknown. The illness 

can occur with conditions such as polyarthralgia, 

and type 1 diabetes mellitus (8). Our patient had 

type 1 DM, which supports this view. The prognosis 

of the disease is generally good; however, 

concomitant immunologic abnormalities, young 

age, extra nodal involvement (especially in the 

kidney or liver) are poor prognostic criteria (9). In 

our case, the disease had benign progression for 4 

years along with poor prognostic criteria such as 

young age, accompanying immunologic 

abnormality (type I DM), extranodal involvement. 

In the treatment of the disease, observation is 
essential because of frequent spontaneous 
remission. No treatment modalities have any 
superiority. Antibiotics, acyclovir, steroids, 

radiotherapy, immunosuppressive drugs 

(methotrexate,azathioprine,cyclosporineA,mycophe 
nolate,mofetil,cyclophosphamide,infliximab and 
rituximab), and chemotherapy (vinblastine,6- 

mercaptorine,vincristine,cladribine,clofarabine,chlo 
rambucil, and etoposide) have been used in the 
treatment of RDD (1, 10). 

We observed our patient for 48 months without 

performing any treatment. There was no 

progression in that period. 

Conclusion: 

Rosai–Dorfman's disease is rare. However, painful 

cervical LAP, fever, and leukocytosis are common 

in the literature, like in our case, as well as 

extranodal involvement and atypical clinical 

presentation. If a biopsy from LAP provides no 

diagnosis but suspicion persists, a biopsy should be 

taken from other tissues. There is no standardization 

with regards treatment and follow-up. Physicians 

should determine treatment of patients in view of 

the clinical progression period. 
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