
DISCUSSION

Based on the ®ndings presented here we recommend that H.

pylori diagnosis is included in the laboratory work-up of CU,

preferably using the high valid [13C]-urea breath test.

Detection of circulating speci®c IgG and/or IgA antibodies

against H. pylori does not necessarily indicate ongoing

infection and titres may remain positive even after successful

eradication therapy (9, 10).

From a review of the literature, there is evidence that H.

pylori eradication therapy leads to a remission rate in CU of

29 ± 100%, indicating a causal relationship (1 ± 5, 11). How-

ever, a recent study reported only a 10% remission rate of

CU, although H. pylori was successfully eradicated in most of

the cases (12). In our opinion H. pylori-infected patients with

CU should receive therapy for eradication of H. pylori.

However, other possible causes of disease should be sought

and treated. In addition, one should bear in mind that it

cannot be excluded that H. pylori therapy leads to eradication

of an occult, otherwise undiagnosed, bacterial infection.

The pathophysiological role of H. pylori in CU remains an

enigma. Based on our current knowledge of H. pylori

interactions with the stomach mucosa, 2 hypotheses may be

discussed: ®rstly, H. pylori was shown to have a toxic effect

on the mucosa cells, where the pathogen is able to induce

interleukin 8 (IL-8) mRNA expression. IL-8 as well as urease

and lipopolysaccharides, both secreted by H. pylori, may

induce attraction of neutrophilic granulocytes, which are able

to destroy the mucosa barrier via oxidative stress and

proteolytic enzymes (13, 14). Penetration of food allergens/

pseudoallergens may be promoted by this toxic cell damage.

This hypothesis is supported by the fact that H. pylori is not

an occult infection in patients with CU; it led to symptoms of

chronic gastritis in all our patients. The other possibility is

that H. pylori may be able to induce some unknown IgE-

mediated or non-IgE-mediated immunomechanism, leading to

urticaria disease. Experimental evidence supporting this

concept demonstrated the presence of speci®c IgE directed

against H. pylori on basophils and in sera (15).
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Perianal Ulcer as a Leading Symptom of Paediatric Langerhans' Cell Histiocytosis

Sir,

Langerhans' cell histiocytosis (recently termed Langerhans'

cell granulomatosis) is a clonal tumour-like proliferative

disease of Langerhans' cells. Positivity for HLA-DR, S-100

and CD1a, as well as the presence of Birbeck granules seen

by electronmicroscopy is characteristic of these cells (1). The

process affects different tissues and organs, and can be

manifested either as a single lesion or as a multisystemic

disease (2, 3). The course of the disease varies from an

acute disseminated lethal form via benign forms with

a chronic course to spontaneous healing (4, 5). Skin

symptoms are important diagnostics features, which occur

in 50 ± 80% of patients with Langerhans' cell histiocytosis

(6, 7). We describe here a case of paediatric Langerhans'

cell histiocytosis in which perianal ulcer was a leading

symptom.
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CASE REPORT

A 2-year-old boy was treated for mild seborrhoeal dermatitis of the

glabrous skin persisting since birth. The patient was admitted for

perianal alterations that had developed several months before and

had caused hardly any complaints. He was a normally developed child

of adequate nutritional status. Discrete crusted and scaling yellowish-

brown papules 2 ± 3 mm in diameter, eroded on the ¯exure areas,

occurred on the glabrous skin, inguinal fossa, abdomen and gluteal

area. A super®cial, slightly discharging, pale pink perianal ulcer with

in®ltrated edges 1.5 cm in diameter was found (Fig. 1). The mucosa

was unaffected. Physical examination revealed only minor hepato-

splenomegaly.

Test results

The speci®c gravity of spontaneously emptied urine was 1005. Mild

anaemia and minor eosinophilia (8%) was seen. There were no

changes in other laboratory values. RPR reaction was negative. Skull

CT showed a CSF space of normal size and localization; routine scans

revealed no pathological alterations in the brain. Bone destruction of

1.56 2.6 cm in diameter was detected at the top of the right orbit; 2

loci of lesions (6 mm each) were seen in the calvaria and a destructive

area with sharp edges (12 mm in diameter) in the vertex. The latter

lesion was of button-like appearance exhibiting regions of internal

pseudosequestration. X-ray of the extremities showed no alterations

in the tubular bone structure. Chest CT revealed central accumulation

of the connective tissue. A lymph node 6 mm in diameter was found

in the angle between the aorta and the vena cava. Abdominal

ultrasound showed that liver was enlarged by 1.0 cm, slightly

echodense and homogenous. Scintigraphy revealed hepato-splenome-

galia and diffuse lesions of the parenchyma. Examination of the eyes

showed normal papilla, with vessels showing average ®lling.

Histological study of the edge of the ulcer showed a marked, diffuse

in®ltration with heterogeneous in¯ammatory cells, predominantly

large, histiocyte-like cells with light-coloured cytoplasm both on the

surface of the ulcer and under the intact epithelium. Other cells were

lymphocytes, neutrophil granulocytes, eosinophils and mastocytes.

Immunohistology results were CD1azzz; S-100 proteinzzz

(Fig. 2). Electron microscopic study did not reveal any Birbeck

granules in the paraf®n-embedded sections.

After therapy with low-dose steroids (10 mg prednisolone daily),

external agents stimulating epithelization, and antiseborrhoeal treat-

ment, the perianal ulcer sloughed off and seborrhoeal dermatitis was

healed. Two months later a control skull X-ray study showed

regression.

DISCUSSION

The clinical picture of Langerhans' cell histiocytosis showed

marked heterogeneity that is due to localization, extent, and

organ dysfunction of the disease (6, 7). As a rule the process

affects bones (skull), and is extended to the glabrous skin,

liver, spleen, lung, bone marrow, lymphatic nodes and the

CNS (7). Cutaneous symptoms occur mainly in infants and

children and usually affect the glabrous skin, as well as the

abdominal, gluteal, and intertriginous areas. The classic

seborrhoeic symptoms comprise skin lesions of yellowish-

brownish colour, with a scaly or crusty surface. Papulous or

papulo-ulcerous symptoms with characteristic haemorrhages

either appear in groups or are disseminated.

Persistent, erosive or granulomatous-ulcerous symptoms

typically develop in the intertriginous areas (behind the ears,

in the armpits, groins and perianal area). In rare cases,

solitary, cutaneous or subcutaneous nodes can develop; those

localized in the genital, perigenital and perianal areas are

prone to ulceration Cases of ulceration of intertriginous and

genital areas as a sole sign of the disease are documented in

the literature (3). It is noteworthy that ulcers of the buccal

mucosa, mainly the gingiva and the palate, are of diagnostic

value.

In the case described here the perianal ulcer was the only

symptom of the disease. The diagnostic value of such ulcers in

infants and children (and in rare cases in adults) is of utmost

importance. Therefore, presence of chronic ulcers that affect

the perianal, genital or other intertriginous areas in children

under 3 years of age, should always be taken to imply a

possibility of Langerhans' cell histiocytosis. It should be

emphasized that these ulcers have no differential diagnostic

value in different forms of Langerhans' cell histiocytosis,

because they can occur in congenital and acquired sponta-

neously healing forms, as well as in benign and malignant

forms of Letterer-Siwe's syndrome.
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Fig. 1. Super®cial perianal ulcer in Langerhans-cell histiocytosis. Fig. 2. Immunohistochemical veri®cation of CD1a.
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