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Dear editor: 
Xanthoma disseminatum (XD) is a rare, benign, normoli-
pidemic mucocutaneous xanthomatosis of unknown 
etiology1. Many therapeutic options such as surgical exci-
sion, laser ablation, electrodessication, systemic medications, 
and radiotherapy are available, but treatment is challeng-
ing2. We present a male XD patient who showed marked 
improvement with combination of lipid lowering agents. 
A 37-year-old Asian male presented with 5-year history of 
numerous asymptomatic yellow-brownish papules distributed 
on face and flexural areas (Fig. 1). Laboratory investi-
gations revealed normal lipid levels. Three years prior to 
visiting our clinic, he was diagnosed as XD associated 
with central diabetes insipidus in other hospital, and 
treated with daily cyclophosphamide and desmopressin 
acetateg. However, while the diabetes insipidus improved, 
there was no effect on the XD. Intermittent CO2 laser 
ablation and electrodessication reduced the number of 
lesions temporarily, but new lesions appeared continually. 
Owing to the persistence and spread of refractory 
cutaneous lesions, a combination of rosiglitazone 4 mg 
daily, simvastatin 10 mg daily and fenofibrate 200 mg 
daily treatment was initiated in our hospital. Eight weeks 

after beginning medication, the patient reported an 
improvement of cutaneous lesions such as notable 
reduction of size, brownish color change and flattening. 
After 1 year, the lesions improved more than a half and 
the marked improvement persisted 2 years since then (Fig. 
2). 
Most of xanthomatous disorders reflect elevated lipid 
levels. It is thought that lipoproteins permeate the vessel 
walls and then develop foam cells. However, contrary to 
other xanthomatous disorders, XD patients have normal 
serum lipid levels. One suggested hypothesis is that the 
secondary accumulations of cholesterol develop after 
primary proliferation of histiocytes1. This is supported by 
the histopathologic findings of XD in that the foam cells 
are rare and scalloped macrophages dominant in early 
stage, but well-developed lesions show a mixture of 
scalloped cells, foamy cells, and inflammatory cells3. 
Foamy cells could be induced by increased uptake, 
synthesis and decreased efflux of lipid, and the cytokines 
from the inflamed intima could also be triggering factors4. 
Therefore, reducing the inflammation of the lesion and 
inhibiting the subsequent formation of foam cells could be 
an important therapeutic goal in XD. For these reasons, 
we previously attempted to use lipid lowering agent 
monotherapy in a small number of XD patients, but we 
saw no improvement. Thus, we attempted to use a combi-
nation of three lipid lowering agents, PPARγ, statins, and 
fenofibrate, modifying suggestions by Eisendle et al.5. PPAR
γ inhibits the production of macrophage-induced inflam-
matory cytokines as well as reducing adipogenic action of 
macrophage by inducing reverse cholesterol transport6. 
Statins are known to decrease inflammation and to inhibit 
the production of precursors to cholesterol synthesis4. 
Fenofibrate, the final combination agent, activates PPARα 

and improves high density lipoprotein functions such as 
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Fig. 1. Multiple well-defined yellow-
brownish various sized papulonodular
skin lesions on right axilla (A), 
eyelids (B), and buttock (C).

Fig. 2. Markedly flattened yellow-brownish papulonodules on both axillae (A: right, B: left) after 1 year of lipid-lowering agents in 
combination.

reverse cholesterol transport and anti-inflammatory 
activity7. Though the use of combination therapy of lipid 
lowering agents is still rare in dermatologic fields except 
in one reported case in XD with partial remission5, there 
are several articles reporting a superior effect of combi-
nation therapy on the treatment of hyperlipidemia7,8. The 
mechanism of combination treatment of XD is still 
ambiguous; we thought it may result from decreased 
inflammation and reduced formation of foam cells. 
Before visiting our clinic, our patient’s lesions showed 

little change after treatment and new lesions appeared 
continually. However, after only 8 weeks of lipid lowering 
agents combination therapy, the lesions were flattened, 
decreased in the size, and no more new lesions appeared. 
Therefore, we thought this patient improved with 
combination therapy. To our knowledge, it is a unique 
case of a successful outcome with combination therapy of 
lipid lowering agents in the treatment of XD. In our 
opinion, this is a promising therapy for the treatment of 
XD recalcitrant to other treatments. 
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