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Multiple eruptive dermatofibromas asso­
ciated with systemic lupus erythematosus:
a case report and brief literature review

Dermatofibromas eruptivos múltiplos associados a lúpus erite­
matoso sistêmico: relato de caso e breve revisão da literatura 

INTRODUCTION 
Solitary dermatofibromas or superficial benign fibrous

histiocytomas are common and benign dermal fibrohistiocytic
tumors that have the appearance of papules or nodules of a
brownish erythematous color. Appearing as a single tumor, or in
small numbers, they are generally asymptomatic. The diagnosis is
clinical and histologic, and surgical treatment is recommended
only for aesthetic reasons and if there are any symptoms – which
is unusual. 1 Its etiology is unknown, and it is usually located in
the lower limbs, with an absence of association with systemic
diseases. 

ABSTRACT
The solitary dermatofibroma or benign superficial fibrous histiocytoma is a common
tumor that arises in the lower limbs of young women. Multiple eruptive dermatofibromas
constitute a rare presentation of dermatofibromas (0.3%), often associated with underlying
diseases. They are defined by the presence of 15 or more lesions or the appearance of five
to eight tumors within less than four months. On PubMed/MEDLINE, to date, there are
about 40 published cases of multiple eruptive dermatofibromas related to systemic diseases
such as systemic lupus erythematosus, Sjögren’s syndrome, hepatitis C, AIDS and the use
of imunossupressants. The authors report a case where the emergence of multiple eruptive
dermatofibromas preceded the onset of systemic lupus erythematosus by 20 years. 
Keywords: histiocytoma, benign fibrous; lupus erythematosus, systemic; immunosuppres-
sive agents.

RESU MO
O dermatofibroma solitário ou histiocitoma fibroso benigno superficial é tumor comum que surge nos
membros inferiores de mulheres jovens. Dermatofibromas eruptivos múltiplos constituem rara apresen-
tação de dermatofibromas (0,3%), frequentemente associada com doenças subjacentes. São definidos
pela presença de 15 ou mais lesões ou surgimento de cinco a oito tumores em período inferior a quatro
meses. No PubMed/Medline, até o momento, há cerca de 40 casos publicados de dermatofibromas
eruptivos múltiplos relacionados a doenças sistêmicas, como lúpus eritematoso sistêmico, síndrome de
Sjögren, hepatite C, Aids e uso de imunossuperessores. Os autores relatam um caso em que o surgi-
mento de dermatofibromas eruptivos múltiplos precedeu em 20 anos a instalação de lúpus eritematoso
sistêmico. 
Palavras-chave: histiocitoma fibroso benigno; lúpus eritematoso sistêmico; imunossupressores.
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Multiple eruptive dermatofibromas (MED) constitute a
variant, which occurs in 0.3% of patients, with the presence of
15 or more lesions, or the appearance of 5 to 8 tumors in less
than four months. 1 The lesions are usually painful and wide-
spread, and have been associated with autoimmune diseases,
immunosuppressive drugs, and hormonal alterations. 2 Many
patients have alterations in their immune status –more com-
monly AIDS and systemic lupus erythematosus (SLE) 3,4 – nev-
ertheless other immune disorders (dermatomyositis, Sjögren’s
syndrome, hepatitis C) or myeloprolifarerative disorders (cuta-
neous t-cell lymphoma) can be associated with MED. 4

Furthermore, antiretroviral agents, immunobiological drugs
(Efalizumab), and anti-tumor necrosis factor alpha may also be
involved. Therefore, the emergence of this type of entity should
prompt the investigation of the underlying disease. Various his-
tological subtypes of dermatofibromas have been described in
the scientific literature, however in general MED arises histolog-
ically as poorly circumscribed lesions, exhibiting epidermal
hyperplasia, prominent collagen bundles and diffuse prolifera-
tion of fibrocytes. 5The present report describes a case in which
MED developed 20 years before the diagnosis of SLE. 

CASE REPORT 
A 47-year-old mulatto female patient, born and raised in

the city of Juazeiro, Bahia State, Brazil, describe the emergence
of approximately 5 nodular erythematous-brownish lesions on
the lower limbs (LL), 25 years earlier, denying a history of local
or systemic symptoms or medication use. The gradual emer-
gence of other lesions with the same feature in the LL, upper
limbs (UL) and abdomen ensued. New lesions have continued
to appear up until the present time. 

For the previous 5 years, the patient had been having
protracted courses of fever for about 60 days, polyarthralgia,
swelling in joints of the hands and feet, myalgia, loss of appetite,
chest pain, and diffuse alopecia, which led her to seek care at the
Rheumatology Department. 

Laboratory tests revealed: ANF 1:1,500 (nuclear fine
speckled pattern); hemangioma (Hb 10.7, leucocytes 8,000/ml,
platelets 435,000; alpha-1 acid glycoprotein 241, N ≤ 117; alpha-
1 antitrypsin 282, N ≤ 174); native anti-DNA 1:10, N = non-
reactive; ESR 52mm in the first hour; echocardiography: limited
pericardial effusion with cardiac chambers and normal diastolic
function; normal renal and liver functions; negative PPD.

Once SLE was diagnosed, the patient was treated with 15
mg/day meloxicam, 30 mg/day famotidine, 200mg/day chloro-
quine diphosphate, 20mg/day prednisone and 10mg/week
methotrexate, progressing to resolution of the fever and a pro-
gressive improvement in symptoms. 

Two years after the onset of the systemic picture, the
patient sought out the Dermatology Service due to the fact that
the lesion presented a significant increase of brownish nodules,
then numbering greater than 40, predominantly in the LL, UL,
and abdomen (Figures 1 to 3). The biopsy of one of the lesions
characterized the presence of dermatofibroma (Figure 4). 

The patient had FAN 1:1,280 on the occasion, normal
protein electrophoresis and echocardiogram, and was taking
meloxicam, famotidine and 6mg/day deflazacort. 

The patient has been followed up with by the
Rheumatology and Dermatology departments to date, showing
decreased ANF (1:320), thus confirming the control of the sys-
temic involvement. She has, however, a progressive increase of
the MED. After having been made aware of the benignity of the
tumor, the patient chose not to undergo exeresis. 

FIGURE 1: Presence of multiple dermatofibromas in LL

FIGURE 2: Detailed clinical aspect of dermatofibromas

FIGURE 3: Presence of dermatofibromas in LL and abdomen
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DISCUSSION 
MED has been associated with several comorbidities

(56%) 4 and autoimmune diseases treated with immunosuppres-
sants – especially SLE (46%), HIV infection, ulcerative colitis,
pemphigus vulgaris, acute myeloid leukemia, and organ trans-
plants, and also congenital and family cases. 5 It occurs more fre-
quently in female patients, which may be explained by the
occurrence of autoimmune diseases being more predominant in
women, particularly SLE. 

Histologically it is characterized by proliferation in the
dermis of non-encapsulated spindle cells with the periphery
composed of bundles of collagen. The overlying epidermis is
acanthotic and has hyperpigmentation in the basal layer. The
presence of lymphocytic inflammatory infiltrate is common. 6

In the present case, the patient was diagnosed with MED
20 years after its onset and, in the course of this, was diagnosed
with SLE due to the presence of non-scarring alopecia, arthritis
in two or more peripheral joints, serositis, positive for FAN and
anti-DNA. In this manner, the patient therefore met 5 of the
criteria proposed by the Systemic Lupus International
Collaborating Clinics, which set new criteria for SLE in 2012,
basing the diagnosis on the presence of 4 of the 17 listed, with
at least 1 clinical and 1 immune criterion, or a renal biopsy con-
sistent with nephritis lupica associated with positive ANF or
anti-DNA. 7

Over 80% of MED cases are immunologically mediated,3

including those clinically manifested even before the diagnosis
of underlying pathologies. Some patients developed MED after
beginning use of immunosuppressants, or with an increase in
dose, suggesting that it was a reactive process rather than a sim-
ple benign neoplasia, and allowing for the establishment of a
causal correlation between medication and the development of
MED,8 which could explain the progressive increase of these
lesions in the patient. 

Although its pathogenesis remains unknown, recent evi-
dence demonstrates the existence of several fibroblast growth

FIGURE 4: Histology ­ HE staining: Proliferation of fibrous histiocytic spindle
cells interspersed among the collagen fibers of the reticular dermis

CHART 1: Literature case reports ­ Underlying diseases and dermatofibromas according to authors and dates

Authors/date Distribution of the lesions Age/gender Underlying disease

Taborda M.L., Buffon R.B., ­ Abdomen, LL ­ 62 years / M ­ Hepatitis C
Bonamigo R.R. / 2007

Pinto Almeida T., Caetano M., ­ RLL (thigh) ­ 12 years / F ­ Congenital
Alves R., Selores M. / 2013 ­ Trunk, UL, LL ­ 42 years / F ­ Sjogren’s Syndrome

García Millán C. / 2007 ­ LL (thighs) ­ 35 years / F ­ HIV
­ Abdomen, LL ­ 45 years / F ­ HIV, hepatitis C,

hepatocellular carcinoma

Massone C., Parodi A., Virno G,.Rebora A. / 2002 ­ Trunk, UL, LL ­ 46 years / F ­ SLE

Huang P.Y., Chu C.Y., Hsiao C.H. / 2007 Left upper limb, LL ­ 28 years / F ­ Dermatomyositis

Kimura Y., Kaneko T., Akasaka E., ­ Gluteal region, LL ­ 32 years / F ­ Hashimoto’s thyroiditis, 
Nakajima K., Aizu T., Nakano H. / 2010 myasthenia gravis

Alexandrescu D.T., Wiernik P.H. / 2005 ­ UL, LL ­ 52 years / M ­ Chronic myeloid leukemia

Accaria E., Rebora A., Rongioletti F. / 2008 ­ LL ­ 62 years / F ­ Sézary Syndrome
­ Trunk ­ 47 years / F ­ Multiple myeloma after bone

marrow transplantation
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factors derived from mast cells in patients with SLE and MED. 9

Yamamoto has demonstrated an increased numbers of
mast cells both in the solitary dermatofibroma and in the MED.
Mast cells are rich in cytokines that may affect fibroblasts, ker-
atinocytes or t-cells, and may possibly induce several pathologi-
cal changes, including epidermal acanthosis, basal melanosis, and
the onset of the fibrosis process. In solitary dermatofibromas and
in those with spontaneous regression, the number of those cells
is lower than that in MED. 9 Immunohistochemistry shows pos-
itivity for antibodies against factor XIIIa, vimentin and actin.
The transforming growth factor-beta (TGF-beta) can be a trig-
ger for fibrosis. 10

CONCLUSION 
The authors have described a case of a patient with

MED, which began 20 years before the onset of SEL. No previ-
ous description of such a long period between the diagnosis of
MED and that of an underlying disease could be found in the
literature review carried out by the authors (Chart 1), which is
presented in this paper. ●
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