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Diffuse plane xanthoma developing in association 
with prior monoclonal gammopathy
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DesCripTion
Diffuse plane xanthoma is a rare form of non-Lang-
erhans histiocytosis that typically presents as 
asymptomatic symmetric diffuse yellow macules 
and plaques on the periorbital skin, neck, upper 
trunk and flexures. Extracutaneous lesions may be 
noted in the oral cavity, eye, tendons, aortic valve, 
muscles and gastrointestinal system.1 It is strongly 
associated with haematological disorders.2 

A 71-year-old man presented with a 9-month 
history of progressive asymptomatic yellow plaques 
symmetrically distributed around the periorbital 
skin, neck, torso and extremities (figure 1). There 
were no mucosal lesions. In addition, the recently 
described halo around cherry angiomas was clearly 
seen.3 His medical history included rheumatoid 
arthritis, anticardiolipin syndrome and post-sur-
gical hypothyroidism, but significantly also mono-
clonal gammopathy of undetermined significance 
(MGUS) of IgG kappa light chain detected 4 years 
prior.

An axillary skin biopsy was taken (figure 2). 
There were small aggregates of foam cells in the 
upper dermis. There was no fibrosis. Touton giant 
cells were seen but there were no other inflamma-
tory cells.

Plasma lipids were normal. Further investigations 
including bone marrow biopsy and skeletal survey 
failed to demonstrate multiple myeloma.

A diagnosis of diffuse (normolipaemic) plane 
xanthomatosis associated with MGUS was made.

Diffuse plane xanthoma is usually reported in 
association with myelodysplastic conditions, as 
well as other haematological malignancies, but can 
rarely be idiopathic.2 In a large published series 
and review, multiple myeloma was associated in 
48%, with MGUS found in 41%. An IgG kappa 
light chain was the most common monoclonal 
antibody reported.2 The skin signs usually precede 
the haematological diagnosis by several years so 
ongoing monitoring is recommended.4 Our patient 
was unusual as he had already been diagnosed with 
MGUS several years before his skin presentation. 
Importantly plasma lipid levels were normal.

In gammopathy-associated cases it is proposed 
the monoclonal IgG binds to circulating low-den-
sity lipoprotein which deposits around dermal 
blood vessels. The lipid droplet complex is then 
phagocytosed by macrophages resulting in the 
foamy appearance on histology, and the formation 
of xanthomas clinically.1 2 4

The differential diagnoses include hyperlipidaemic 
xanthomas and necrobiotic xanthogranuloma.

The prognosis depends on the underlying condi-
tion and treatment should be directed at that. 
Remission of the haematological condition has 
been reported to result in cutaneous improvement 
as well, with relapse indicated by recurrence of skin 
lesions.2 At this stage our patient does not require 

Figure 1 Yellow plaques in the right axilla and lower 
torso. The halo sign can be seen around cherry angiomas 
(arrow) within the yellow plaques.

Figure 2 Skin biopsy demonstrated perivascular foamy 
CD68 positive cells.
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treatment for MGUS but is having regular haematological review 
for the development of multiple myeloma.

The presence of cutaneous xanthoma with normal plasma 
lipids requires further investigation and ongoing monitoring for 
an underlying haematological condition.2
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Learning points

 ► Cutaneous xanthoma should prompt assessment of plasma 
lipids.

 ► In the presence of normal plasma lipids further investigations 
are required for an underlying haematological condition, 
in particular monoclonal gammopathy of undetermined 
significance and multiple myeloma.

 ►  Normolipaemic xanthoma may precede the haematological 
disorder by several years so ongoing monitoring is required.
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