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Introduction

Necrobiotic xanthogranuloma (NXG) is a rare non-Langer-
hans cell histiocytosis. It is a progressive multisystem histio-
cytic disease that can lead to organ dysfunction and death. The 
average age of onset is in the sixth decade.1,2 Extensive inves-
tigations are considered needed at the time of diagnosis 
because of the well-described association with monoclonal 
gammopathies and malignant conditions. There is, however, a 
lack of official consensus regarding the management of NXG.

We report a case of long-standing NXG limited to the 
skin. Our aim is to highlight the need for clearer investiga-
tion and follow-up guidelines.

Case report

The patient is a 56-year-old Caucasian man with no pertinent 
past medical history. The reason for consultation was “recur-
rent eyelid dermatitis.” Upon questioning, the patient reports 
a 12-year history of oedematous eyelid lesions, describing 
occasional flares with pruritus. The patient noticed a slight 
amelioration in the past 4 months with the use of hydrocorti-
sone valerate 0.2% cream twice daily. No other treatments 
were attempted. The patient additionally reports an occa-
sional burning sensation in the eyes but denies any other ocu-
lar symptoms. He also denies any other skin and/or mucous 
membrane lesions. The review of systems is negative.

On physical examination, there are confluent, yellow-
brown plaques on the upper and lower eyelids, bilaterally. 
Non-palpable purpura is also noted on the left upper eyelid 
(Figure 1). There is no macroglossia. The ophthalmic exami-
nation is normal. An incisional punch biopsy (right lower 
eyelid) confirmed the diagnosis of NXG. Histopathology 
indeed shows a diffuse xanthomatized histiocytic infiltrate 
focally admixed with lymphocytes throughout the dermis 
into the subcutis. There are frequent Touton type giant cells 
noted (Figure 2). Laboratory investigations were all normal 
(complete blood count, renal panel, liver panel, lipid panel, 
thyroid-stimulating hormone, erythrocyte sedimentation 
rate, C-reactive protein, antinuclear antibody, rheumatoid 
factor, immunoglobulins, lactate dehydrogenase, serum pro-
tein electrophoresis and immunofixation, and urine protein 
electrophoresis). Also normal were the chest X-ray, chest–
abdomen–pelvis computed tomography, and bone scan. A 
bone marrow biopsy was not indicated as per the hematol-
ogy–oncology consultation.
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The patient decided to only continue with his hydrocorti-
sone valerate 0.2% cream twice daily. Other considered treat-
ments were stronger topical corticosteroids, systemic 
corticosteroids, intravenous immunoglobulin, and thalido-
mide. Two years later, the patient’s condition is stable with no 
additional findings. There is no evidence of paraproteinemia.

Discussion

Cutaneous lesions are present in virtually all NXG cases. 
Classically, multiple, asymptomatic, indurated, yellow-to-
orange papules, and plaques and/or nodules are found in a 
periorbital distribution. Other reported features include ulcer-
ation, telangiectasias, atrophy, and induration. The remainder 
of the face, trunk, and proximal extremities can be involved, 
although less frequently. New skin lesions can also develop 
within scars. The eyes are the leading site of extracutaneous 
involvement, with up to half of the patients having ophthal-
mic manifestations. Other sites are the gastrointestinal tract, 

liver, heart, lungs, lymphoreticular system, parotid glands, 
brain, and muscles.1,2

There is a well-described association between NXG and 
monoclonal gammopathies, especially of the immunoglobu-
lin G (IgG)-κ type. In a recent multicenter cross-sectional 
study and systematic review of NXG, paraproteinemia was 
detected in 82.1% of the patients. A malignant condition was 
also identified in 25.1% of the patients, with multiple mye-
loma, lymphoma, and leukemia being the most common 
ones.2–4 This underlies the need for clear investigation guide-
lines at the time of diagnosis as well as on follow-up care. In 
the case of our patient, there is an uncertainty regarding 
which investigations to repeat and when. Indeed, although 
all initial investigations were reassuring, the patient remains 
at a higher risk of developing a malignant condition.

There is also a lack of consensus regarding the optimal 
treatment approach and the urgency of implementing it. No 
controlled clinical studies are available regarding the treat-
ment of NXG. Treatment options include topical and systemic 
corticosteroids, thalidomide, alkylating agents (chlorambucil, 
melphalan, and cyclophosphamide), antimalarials, high-dose 
intravenous immunoglobulin, rituximab, surgery, radiation 
therapy, psoralen and ultraviolet A radiation (PUVA) therapy, 
laser therapy, and plasmapheresis.2,5–7 Intravenous immuno-
globulin appears particularly effective.2,7 Newer therapies 
await future studies.2
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Figure 1. Confluent, yellow-brown plaques on the upper and 
lower eyelids, bilaterally. Non-palpable purpura also noted on the 
left upper eyelid.

Figure 2. Touton type giant cells. Hematoxylin and eosin stain. 
40× magnification.
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