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A 43-year-old woman presented with 40 firm hyperpigmented papules  
on her legs, arms, and back. The lesions were mildly pruritic and cos- 
metically concerning. They had erupted slowly over the past 13 years.  
The patient had a history of type 1 diabetes mellitus, systemic lupus  
erythematosus, and pure red cell aplasia. Therapies included predni- 
sone, mycophenolate mofetil, hydroxychloroquine sulfate, antithymocyte 
globulin, and more than 200 blood transfusions. The eruption was 
reported to be steady without relation to the clinical course of any of 
her diseases or therapies.

What Is Your Diagnosis?
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The Diagnosis: Multiple Dermatofibromas

Photo Quiz Discussion

Dermatofibromas (DFs) are common benign 
tumors of the skin (Figure 1) that occur most 
often as solitary lesions on the lower extremi-

ties. They are usually darker than the surrounding 
skin and tethered to the underlying tissue, resulting in 
the classic dimple sign when compressed. The tumors 
are composed of fibrohistiocytic cells densely incorpo-
rated into a connective tissue matrix with thickened 
collagen bundles (Figure 2). The typical immunohis-
tochemical signature of DFs includes positivity for 
factor XIIIa, CD342, and positivity for HMGA1 and 
HMGA2 (high mobility group AT-hook 1 and 2), 
which may help distinguish these lesions from der-
matofibrosarcoma protuberans.1 The etiology of DFs 
is not well understood, though local physical trauma, 
such as insect bites, has long been suspected as an 
inciting factor. 

Widespread eruption of multiple DFs on the body 
is a rare clinical occurrence that has been reported in 
the setting of immunocompromise and autoimmune 
disease.2 The individual lesions in this disorder 
have gross and histologic appearances identical to 
solitary DFs. Clinically, the syndrome of multiple 
DFs is set apart by the presence of many lesions, 
relatively quick eruption, and involvement of skin 
above the lower extremities. Two proposed defini-
tions of multiple DFs are the presence of more than  
15 lesions3 and the development of 5 to 8 lesions 
within 4 months.4

Multiple DFs have been reported in association 
with a number of diseases, most commonly systemic 
lupus erythematosus (SLE), human immunodefi-
ciency virus infection, and diabetes mellitus.2 When 
associated with SLE, DFs have been observed before, 
at about the same time, and after diagnosis.5 Derma-
tofibromas occur more often in females than males, 
which may be attributable to the higher incidence of 
SLE among females.2 

There is a growing body of evidence suggesting 
that immune dysregulation plays a role in the patho-
genesis of solitary and multiple DFs.2,6,7 An immuno-
logic role is implied by its frequent association with 
diseases of altered immunity and is further evidenced 
by the increased number of mast cells8 and increased 
cytokine response in DFs. Reported cytokine changes 
include increased stimulatory potency of the serum 
of affected patients,9 increased reactivity to IL-1,10 
and increased expression of receptors for trans-
forming growth factor b types 1 and 2.11 It also has 
been shown that the cytokine phorbol 12-myristate  

Figure 2. Biopsy of a lesion reveals proliferation of 
fibrohistiocytic cells in a dense connective tissue matrix 
consistent with dermatofibroma (H&E, original magnifi-
cation 3100).

Figure 1. Multiple, darkly pigmented dermatofibro- 
mas on the legs of a patient with type 1 diabetes mel-
litus, systemic lupus erythematosus, and pure red  
cell aplasia.
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13-acetate can induce DF-like cells from monocyte-
derived dendritic cells.12 These findings suggest that 
DFs may be reactive tumors mediated by immune 
response to an unknown stimulus. 

Dermatofibromas are difficult to treat. They may 
spontaneously regress or may persist throughout a 
patient’s lifetime. Lesions can be excised, though 
recurrence is possible and the cosmetic outcome 
may be worse than the original lesion. A 600-nm 
pulsed dye laser has been shown to improve appear-
ance and symptoms,13 and a CO2 laser has been 
successfully used for removal of bulky lesions.14 
In some cases, observation alone may be the best  
available therapy.
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