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Cutaneous Rosai-Dorfman disease – a case report *
Doença de Rosai-Dorfman cutânea - Relato de caso
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Abstract: Rosai-Dorfman disease, otherwise known as sinus histiocytosis with massive lymphadenopathy, is
a non-Langerhans cell histiocytosis with a benign course and unknown etiology. It was described in 1969 as
a painless cervical lymph node enlargement in association with fever, weight loss and sweating.  Extranodal
disease has been reported in 43% of cases, with involvement of multiple organs. Purely extranodal Rosai-
Dorfman disease has been already reported, including forms restricted to the skin. This paper reports a case
of purely cutaneous Rosai-Dorfman disease, which is of interest in view of the rarity of this condition.
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Resumo: A doença de Rosai-Dorfman, também denominada histiocitose sinusal com linfadenopatia maciça,
é histiocitose de células não Langerhans, idiopática e de curso benigno. Descrita em 1969, caracteriza-se por
linfadenomegalia não dolorosa, sendo a cadeia cervical a mais envolvida, além de febre, perda de peso e
sudorese. O envolvimento extranodal ocorre em 43% dos casos, em que múltiplos sítios podem ser acome-
tidos. Já foram descritos casos exclusivamente extranodais, inclusive formas limitadas à pele. Relata-se um
caso de doença de Rosai-Dorfman extranodal cutânea pura, devido à raridade dessa apresentação clínica.
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CASE REPORT

INTRODUCTION
Rosai-Dorfman disease, also known as sinus his-

tiocytosis with massive lymphadenopathy, is a non-
Langerhans cell histiocytosis first described in 1965 by
Destombes and recognized as a distinct clinicopatho-
logical entity by Rosai and Dorfman in 1969. 1-8

It is characterized clinically by a massive, bilat-
eral, painless cervical lymphadenopathy, usually in
association with fever, weight loss, night sweats,
leukocytosis with neutrophilia, increased erythrocyte
sedimentation rate and polyclonal gammopathy. 1,2,8-10

Although less common, other lymph node
chains such as the axillary, inguinal, paraaortic or medi-
astinal chains may be affected. 8,11 Extranodal involve-
ment occurs in 43% of cases, either in association with
lymph node involvement or otherwise. 4,7,9,10 Various
affected sites have been described such as the nasal and
paranasal cavities, eyes and retro-orbital tissue, central
nervous system, bones and skin, among others. 2,6

Purely extranodal cutaneous forms have already
been reported; however, they occur rarely, with only 85
cases having been described up to 2006 in reports or
short series, thus justifying the present case report. 10-15

CASE REPORT
A 26-year old female domestic servant, skin

photo type III, reported the appearance of a lesion
one year prior to consultation, following an insect
bite.  The lesion grew progressively on the medial sur-
face of her right arm, with occasional pain and pruri-
tus.  The patient reported no systemic symptoms such
as fever, malaise or weight loss.  General physical
examination was normal and there was no sign of
lymph node enlargement.  Dermatological examina-
tion showed a non-infiltrated, brownish plaque with
clear borders and irregular contours measuring 6 cm,
with pink tuberosities of around 0.5 cm in diameter



on the surface (Figure 1).  Laboratory tests, chest x-
rays of the facial sinuses and long bones, and abdom-
inal ultrasonography were all within normal limits and
anti-HIV serology was negative.

A skin biopsy was performed, which showed
dermal inflammatory infiltrate composed essentially
of histiocytes with large cytoplasm, vesicular nuclei
and evident nucleoli, with emperipolesis (Figure 2).
Lymphocytes, neutrophiles, rare eosinophiles and
giant cells of the Langhans type were also found.
Immunohistochemistry revealed diffuse S-100 protein
expression in the histiocyte cells (Figure 3) as well as
positivity for Ki-67 and CD163 and negativity for
CD20, CD3 and CD30 (Table 1).

A diagnosis of exclusively cutaneous Rosai-
Dorfman disease was made, with complete surgical
resection of the plaque five months prior to the pres-
ent report.

DISCUSSION
The term cutaneous Rosai-Dorfman disease is

used exclusively for the forms of the disease in which
involvement is restricted to the skin in order to differ-
entiate it from sinus histiocytosis with massive lym-
phadenopathy in which there is systemic involvement
of multiple sites including the skin. 2,4,13,15  Extranodal
forms occur in 43% of cases, the skin being the most
common site.  Around 10% of patients have skin
lesions and in 3% the disease is limited exclusively to
the skin. 1,9

The etiology of the disease remains unknown
despite some reports that the systemic form of the dis-
ease coexists with herpesvirus hominis-6 and 8 (HHV-
6 and 8) and Epstein-Barr virus (EBV) infection.
Investigators have also attempted to demonstrate this
association in small series of cases in the cutaneous
forms of the disease; however, results have been var-

ied, with the majority testing negative. 5,13 The finding
of polyclonal gammopathy strengthens the hypothesis
of a reactive process against infectious agents. 2

Contrary to the systemic form, which affects
principally children and young adults and which
shows no preference for gender or ethnic group, the
purely cutaneous form of the disease is slightly more
common in older age-groups, in women and in non-
black ethnic groups. 1,3,4,6,11,12

Clinically, it presents with papules, nodules,
plaques, masses or tumors of a brownish- or yellow-
ish-erythematous color, varying in size from less than
1 cm to 30 cm, either localized or disseminated.  The
most common sites affected are, in order of decreas-
ing frequency, the trunk, head, neck, lower and upper
extremities. 13 The lesions may occasionally resemble
psoriasis or acne. 11

Histopathology shows a proliferation of histio-
cytic cells of large cytoplasm and vesicular nuclei,

FIGURE 1: Brownish plaque with pinkish tuberosities on the sur-
face, localized on the medial surface of the patient’s right arm

FIGURE 3: Immunohistochemistry revealing a diffuse expression of
S-100 protein in the histiocytic cells.  (Magnification 40x)

FIGURE 2: Histiocytes with large cytoplasm presenting
emperipolesis.  (HE, magnification 40x)
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sometimes with evident nucleoli.  The presence of
preserved inflammatory cells surrounded by a clear
halo may be noticed inside the cytoplasm of these his-
tiocytes, this phenomenon being referred to as
emperipolesis.  Immunohistochemistry was positive
for S-100 protein, CD68 and CD163 and negative for
CD1a.  Electronic microscopy showed no signs of
Birbeck granules. 4,6,7,10 Although emperipolesis is not
pathognomonic for this condition, its occurrence in
large histiocytes that express S-100 protein deter-
mines a diagnosis of Rosai-Dorfman disease. 10,15

Clinical and histopathological differential diag-
noses include other histiocytic disorders such as
malignant histiocytosis, hemophagocytic syndromes,
reticulohistiocytoma of the skin and Langerhans cell
histiocytosis as well as large-cell lymphoma,
Hodgkin’s lymphoma, melanoma and metastatic car-
cinoma. 4,11

Cases in which the disease is limited to the skin
often fail to present any laboratory abnormalities,
often progress benignly and are self-limiting, with no
need for more aggressive interventions, treatment

being indicated only for symptomatic or systemic
cases.  Therapeutic options include corticosteroids,
thalidomide, ·-interferon, cryosurgery, radiotherapy,
chemotherapy and surgical excision, among others.
7,12,13

As a consequence of the progressive growth,
the distressing appearance of the lesion and the
absence of any systemic involvement, the patient was
submitted to surgical excision and is currently being
followed-up to monitor any possible recurrence or
progression to systemic disease.  �

Antibodies Clone Result
S-100 Protein Polyclonal Positive
CD20 – antigen of B lymphocytes and follicular dendritic cells. L26 Negative
CD3 – T lymphocyte receptor (Epsilon chain) SP7 Negative
CD30 – Ki-1 antigen (activated lymphoid cells) BerH2 Negative
Ki-67 cell proliferation antigen MIB1 Positive
CD163 – monocytic/macrophagic line cells CD163 Positive

TABLE 1: Immunohistochemical study
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