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Multiple Red-brown Papules and Plaques on the Trunk and Extremities: A Quiz
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A 55-year-old man presented with a 2-month history of skin
lesions on the trunk and extremities, with slight itching. He
denied having fever, fatigue, night sweats, or weight loss.
He had had hypertension and type 2 diabetes for many
years, and denied any history of malignancy or exposure
to chemicals. Physical examination revealed erythematous,
firm, well-demarcated papules and plaques on his trunk and
extremities (Fig. 1a), some of which were dome-shaped
fleshy, umbilicated papules (Fig. 1b). A biopsy specimen
was taken from his neck for pathological examination.
Lesional skin histopathology revealed a dermal infiltrate of

foamy histiocytes, Touton-type giant cells with a “wreath-
like” arrangement of nuclei, and admixed lymphocytes (Fig.
2). No immunohistochemistry was performed.

What is your diagnosis?

A. Granuloma annulare

B. Eruptive xanthoma

C. Xanthogranuloma

D. Generalized eruptive histiocytoma

See next page for answer.

Fig. 1. Clinical presentation. (a), Erythematous, firm, well-demarcated papules and plaques on

the trunk. (b) Dome-shaped fleshy, umbilicated papules.

Fig. 2. Histopathological findings. A dermal infiltrate of foamy histiocytes,
Touton-type giant cells, and admixed lymphocytes (haematoxylin-eosin,
original magnification x100).
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Diagnosis: Xanthogranuloma

Xanthogranuloma (XG) is the most common form of
non-Langerhans cell histiocytosis, with characteristic
Touton-type giant cells in histopathology. In childhood,
XG typically resolves spontancously in most patients with
an otherwise unremarkable course. Rare cases may have
additional involvement of other systems, including the
liver, spleen, central nervous system and eyes, resulting in
organ-specific symptoms (1). Although an increased risk of
developing juvenile myelomonocytic leukaemia has been
proposed in patients with juvenile XG and neurofibromato-
sis type 1 (NF1), more recent study has not supported this
association; hence it remains controversial (2, 3).

In adulthood, the most frequent presentation of XG is a
solitary nodule, while in less common conditions it presents
with more than 5 lesions and is termed multiple adult XG,
and has an association with haematological malignancies.
The skin lesions may develop during or after the hae-
matological malignancy (4). As reported previously, the
relevant haematological malignancies include myelodys-
plastic syndrome, B-cell acute lymphoblastic leukaemia,
monoclonal gammopathy, follicular lymphoma, essential
thrombocytosis, chronic lymphocytic leukaemia, large B-
cell lymphoma, and adult T-cell lymphoma/leukaemia
(4). The mechanism of the association of haematological
malignancy and XG remains unknown. Larson et al. (5)
speculated that excess gamma-globulins in these conditions
may stimulate histiocytic proliferation and subsequent for-
mation of xanthogranulomas.

Considering the underlying haematological diseases of
multiple adult XG, a complete and careful haematological
workup was performed in the current patient. Laboratory
evaluation showed neutropaenia and anaemia (white blood
cell count 1,900/pl, normal range 3,500-9,500/ul; neutrophil
0.5%10°%1, normal range (1.8-6.3) x10%1; red blood cell count
2.19 x10'%/1, normal range (4.3-5.8) x10'%/1; haemoglobin 77
g/l, normal range 130-173 g/1; platelets 188 x10°1, normal
range (125-350) x10°1). Inflammation-related indicators
were elevated, including ferritin levels (724 ng/ml, normal
range 23.9-336.2 ng/ml) and C-reactive protein (71.7 mg/1,
normal range <8 mg/l). Biopsies from bone marrow revealed
10% myeloblasts. The patient was diagnosed with myelo-
dysplastic syndrome with excess blasts-2 (MDS-EB2) by
haematologists, and scored 6 points on the revised Interna-
tional Prognostic Scoring System and 4 points on the World
Health Organization Prognostic Scoring System, suggesting
a high-risk disease. He was treated with sindilimab plus
decitabine. After the first cycle of chemotherapy, the skin
lesions disappeared. After 4 cycles of therapy, biopsy from
bone marrow showed 1.5% myeloblasts.

The differential diagnoses of multiple adult XG include
generalized granuloma annulare, eruptive xanthoma, gene-
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ralized eruptive histiocytoma, etc. Generalized granuloma
annulare is characterized clinically by widespread annular
plaques or umbilicated papules and histologically featured
by palisading granulomas. Diabetes and hyperlipidaemia
may be risk factors for the development of granuloma
annulare (6). Eruptive xanthomas commonly present as
small, grouped, red-brown papules on the extensor sides
of the trunk and extremities, with the condition of extreme
hypertriglyceridaemia. The skin biopsy specimens were
characterized by foam cells and extracellular lipid depo-
sition (7). Generalized eruptive histiocytoma (GEH), an
extremely rare subtype of non-Langerhans cell histiocy-
tosis, is characterized by recurrent crops of small papules,
axially distributed, healing with hyperpigmented macules.
The histological findings show a monomorphic histiocytic
infiltrate mixed with scarce inflammatory cells (8).

This case alerts clinicians that umbilicated papules may
occur in XG, suggesting that XG should be included in the
differential diagnosis of umbilicated skin lesions. In addi-
tion, multiple adult XG can serve as a cutaneous marker of
underlying haematological diseases; hence a complete and
careful haematological workup should be recommended
when XG is suspected in adult patients.
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