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Langerhans’ cell histiocytosis is a rare disease characterized by proliferation of Langerhans
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cells in the body. It affects mainly males, predominantly in childhood. Ulcerated plaques
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are one of the cutaneous forms of presentation. Diagnostic confirmation is done through
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immunohistochemistry. As therapeutic options, topical corticosteroids and chemotherapy
are good choices. The case is reported of a male patient, aged 14, with perianal ulcera-
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tion. He consulted a coloproctologist, who performed a biopsy of the region and started
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local triamcinolone applications. Immunohistochemistry diagnosed Langerhans’ cells his-

Langerhans’ cells

tiocytosis. Further investigation revealed diabetes insipidus, osteolytic lesions in the skull
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and lower limbs, enlarged liver, and encephalic alterations. Chemotherapy was started with
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Vinblastine, with significant improvement of the lesions.
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Histiocitose de células de Langerhans diagnosticada por lesão perianal
dermatológica
r e s u m o
Palavras-chave:

A histiocitose de células de Langerhans é uma doença rara caracterizada pela proliferação

Antígenos CD1

de células de Langerhans no corpo. A doença afeta principalmente os homens, predomi-

Células de Langerhans

nantemente na infância. Placas ulceradas são uma das formas cutâneas de apresentação. A

Histiocitose de células de

confirmação diagnóstica é feita através de análise imuno-histoquímica. Como opções ter-

Langerhans

apêuticas, corticosteroides tópicos e quimioterapia são boas escolhas. O caso aqui relatado
é de um paciente do sexo masculino, com idade de 14 anos, com ulceração perianal. Ele
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Histiocitose X

consultou um coloproctologista, que realizou uma biópsia da região e iniciou o tratamento

Vinblastina

com aplicações locais de triancinolona. A análise imunohistoquímica diagnosticou histiocitose de células de Langerhans. Outros exames revelaram diabetes insipidus, lesões
osteolíticas no crânio e nos membros inferiores, aumento do fígado e alterações encefálicas.
A quimioterapia foi iniciada com vimblastina, com melhora significativa das lesões.
© 2017 Sociedade Brasileira de Coloproctologia. Publicado por Elsevier Editora Ltda. Este
é um artigo Open Access sob uma licença CC BY-NC-ND (http://creativecommons.org/
licenses/by-nc-nd/4.0/).

Introduction

Case report

Histiocytosis corresponds to a group of proliferative diseases
related to histiocytes, cells originating in the bone marrow.
The first description of the disease was in 1939.1 A rare,
little-known disease, it is characterized by proliferation of
Langerhans’ cells in various tissues. The term histiocytosis X
was proposed by Lichtensteinin 1953,2 to combine the three
forms of the disease that had been described up until then:
(1) Eosinophilic Granuloma; (2) Hand-Schüller-Christian disease; and (3) Letterer-Siwe disease. These three forms of the
disease exhibit the histiocytes of Langerhans’ as a primary
proliferative cell in which the Birbeck granule is characteristic, evidenced by electron microscopy. Immunohistochemical
analysis of these cells is positive for antigens identical to those
found in Langerhans’ cells, including the protein S100 and
CD1a.3–5
In 1987, with the creation of the International Histiocyte
Society, histiocytosis were grouped into three major classes.
Class I was called histiocytosis of Langerhans cells, replacing
the different nomenclatures historically used: histiocytosis X,
eosinophilic granuloma, Hand-Schüller-Christian syndrome,
Letterer-Siwe disease and Hashimoto-Pritzker syndrome.3
The aetiology of Langerhans cell histiocytosis is still uncertain, but some authors have suggested the possibility that
it originates in immune hypersensitivity reactions, intestinal
malabsorption, or pituitary dysfunction, or autoimmune or
inflammatory origin.5 Studies differ as to the prevalence of the
disease between sexes, and in some studies, a slight predilection for males was observed. It can occur at any age, but the
incidence in childhood is higher.3,5–7
During the course of the disease, many organs may be
involved, with bone, skin and lymph nodes being most common sites. The treatment varies depending on the extent and
severity of the case.8 The disease resolve spontaneously, or
may evolve, leading to impaired function of vital organs, with
severe or fatal consequences. Recent studies have suggested
therapeutic regimens involving vinblastine or etoposide, associated with corticosteroid therapy. The lack of response after
six weeks of therapeutic treatment is a sign of poor prognosis
and of the need for combined therapy with more aggressive
regimens.3,6,8,9
In Brazil, reports of Langerhans’ cell histiocytosis with perianal margin involvement are rare.10
The aim of this study is to report a case of Langerhans’
cell histiocytosis diagnosed due to perianal skin lesions that
presented a favourable outcome after institution of therapy.

Male patient, aged 14 years, born and raised in Navegantes
– Santa Catarina, with symptoms of diffuse abdominal pain
and polydipsia. He was taken to the paediatrician, who after
examining the patient’s medical history and a non-specific
physical examination, found no changes. The clinical symptoms persisted for one year, when facial oedema and jaundice
were observed. Concomitantly, the patient began to complain
of haemorrhoids, and consulted a coloproctology service in
his city.
On physical examination, anal inspection showed an ulcerated lesion in the left anal margin, measuring about five
centimetres in diameter at its longest axis, with poorly
defined edges, erythematous-violaceous, with irregular fundus, and presence of hyaline secretion (Fig. 1). Digital rectal
examination and anoscopy showed no changes. There was
no inguinal lymphadenopathy. Upon palpation of the jaw,
increased angles of irregular size were noted, which were more
apparent on the left side. Abdominal examination showed
enlarged liver with left hepatic lobe going beyond the midline.
There were no other changes in the physical examination.
After clinical examination, and ruling out the possibility
of sexually transmitted and other anorectal diseases, biopsy
and immunohistochemistry of the lesion was performed in
anal margin and therapeutic tests were started with local triamcinolone applications, to elucidate the diagnosis.
Pathological biopsy of the ulcerated perianal skin lesion
showed infiltrate consisting of a mixture of Langerhans’ cells
and eosinophils with a histiocytic pattern (Fig. 2). Immunohistochemistry showed positivity in the test for surface antigens
CD1a and CD31, and confirmed the diagnosis of Langerhans’
cell histiocytosis (Figs. 3 and 4).
Further investigation revealed the following changes:
• Diabetes insipidus and encephalic alterations, evidenced
by MRI which resulted in the absence of normal hyperintensity
of the posterior lobe of the pituitary gland, marked thickening
of the hypothalamic region and some thickening of the proximal portions of the pituitary stalk, with atrophy of the distal
portions.
• Osteolytic lesions in the skull and lower limbs, with X-ray
of the lower limbs showing hyperdense bone areas in the tibia
and tarsal bones; computed tomography of the skull showed
diffuse osteolytic lesions.
• Hepatomegaly observed in computed tomography of
the abdomen, with increased liver size of the left lobe;
extensive micronodular infiltrate diffusely compromising the
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Fig. 3 – Immunohistochemistry (200×) showing membrane
pattern reactivity for CD1a.

Fig. 1 – Ulceration in the anal margin.

Fig. 4 – Immunohistochemistry (400×) showing membrane
pattern reactivity for CD31.
Fig. 2 – Photomicrograph (HE 100×) showing infiltrate
consisting of a mixture of Langerhans’ cells and
eosinophils.

parenchyma; lymphadenopathy in the hepatic hilum, portacaval chain, and bifurcation of the celiac trunk.
The patient was then referred to the coloproctology service
of the University of Vale do Itajaí, where the multidisciplinary
care would become more viable. At the service, he underwent
assessment by the coloproctology, medical clinic, paediatric endocrinology, dermatology and haematology teams.
The latter proposed starting chemotherapy, referring him
to the specialized centre. In addition to local triamcinolone
applications, the patient began chemotherapy sessions with
Vinblastine, showing significant clinical improvement (Fig. 5).
On the recommendation of paediatric endocrinology, treatment with Desmopressin (DDAVP) was indicated, with a
significant reduction of the urinary symptoms initially presented.

Fig. 5 – Appearance of the lesion after treatment instituted
with vinblastine and local triamcinolone applications.
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Discussion
The reported case is of a male patient, of school age, whose
diagnosis was based on ulcerated skin lesion in the perianal
region. The perianal skin disease outbreak reports describe
the initial lesionas pruritic erythema, possibly progress to a
pink, friable and warty lesion, or a lesion similar to a swollen
skin tag. This, in turn, could grow to become an extensive
ulceration with infiltrated edges, which could compromise
the entire circumference of the anal margin. In the case
described, a similar lesion was observed to that reported in
the literature.4,10,11 Skin lesions of longer evolution are more
frequently found in Langerhans’ cell histiocytosis with multisystem involvement.12
Among the non-skin disorders, diabetes insipidus is
observed in approximately 50% of patients; osteolytic changes
in 80%, and enlarged liver and spleen in approximately 20%.4,13
Osteolytic lesions usually appear at a more advanced stage of
disease,14 inferring a long evolution of the disease described.
The involvement of craniofacial bones is associated with
increased risk of diabetes insipidus and increased frequency of
adenohypophyseal hormone deficiency.7 In the above patient,
all these signs were present. Furthermore, it is a young,
male patient, corroborating in many aspects with the current
literature.5,6,15
The diagnosis is often delayed, as the possibility of
Langerhans’ cell histiocytosis is not usually considered,
initially.3,5,6,10,16 As described in this case, sexually transmitted diseases and other anorectal disorders should be ruled out,
due to their higher prevalence when compared to Langerhans’
cells histiocytosis.
Histopathology of the lesion guides the diagnostic suspicion due to visualization of mixed infiltrate in the papillary
dermis (Fig. 2). The abnormal proliferation of functionally
immature Langerhans’ cells, morphologically surrounded
by eosinophils, macrophages and occasional multinucleated
giant cells, and Birbeck granules (bodies X), are characteristic
detections of this pathology.3,11,16,17
The diagnostic confirmation is given by the immunohistochemical study, when positive for CD1a and CD31 antibodies
(Figs. 3 and 4), which are highly specific markers for human
Langerhans’ cell.3,10,11,16
Children and adolescents diagnosed with Langerhans’
cell histiocytosis should receive multidisciplinary treatment.7
In this study, after detailed evaluation by different professionals, it was decided to continue the local triamcinolone
applications, due to the good response shown by the
patient. Faced with the pathophysiology of the disease,
a proliferation of clonal cells, treatment with chemotherapeutic agents is a good choice. In the case described,
Vinblastine was the prescribed medication. In patients
with lesions of the bone, skin, lymph nodes, and diabetes insipidus, therapy with Vinblastine and prednisone
was effective in preventing reactivation of the disease.18 In
cases of recurrent perianal lesions, radiation therapy may be
considered.
Prognostic factors in Langerhans’ cell histiocytosis can be
divided and arranged by age at diagnosis, response to treatment, and involvement of organs19 ; therapeutic response at
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6–12 weeks has been shown to be more important prognostic
factor than age.20
So far, the patient described in this case is showing
favourable development, with significant regression of the initial lesion. A rare disease is observed, with a wide spectrum
of clinical manifestations, in a patient with characteristics
compatible with the epidemiological profile of the disease,
diagnosed based on a dermatological lesion in the perianal
region, and who showed satisfactory response to the treatment used.
In view of this case, the importance is highlighted of
paying heed to patients’ complaints, and of a thorough physical examination. Several diseases have perianal involvement,
and a proper investigation, through physical examination
and local biopsies, determine the success of the diagnosis
in most situations. This report is also important given that
the diagnosis of Langerhans’ cell histiocytosis is a challenge
for the physician, who requires precision and speed, and it
should be kept in mind as a differential diagnosis, despite its
rare incidence. The importance of disseminating knowledge
of the disease is also emphasized, seeking to enable earlier
diagnosis.3,5,6,10,16
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