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Sir,

Langerhans’ cell histiocytosis (LCH) (formerly histi-
ocytosis X)) is a clonal disorder of proliferating histiocytic
cells expressing the phenotypic markers of the epidermal
antigen-presenting Langerhans’ cells (1, 2). The clinical
spectrum and prognosis are variable ranging from benign
single-organ disease affecting single or multiple sites, to
multisystem disease with involvement of two or more
organs, including chronic multifocal Hand-Schiiller-
Christian disease and acute leukaemia-like Abt-Letterer-
Siwe disease. Owing to the unpredictable and often pro-
gressive course, multisystem LCH of infants warrants
therapy with prednisolone and/or cytotoxic drugs, used
either alone or in combination (3). By contrast, the
management of adult-onset multisystem LCH remains
controversial, as the disease has a more benign character
than that in infants.

Successful treatment of LCH with thalidomide was
first observed in a 32-year-old woman with localized
genital lesions (4). Since then, the efficacy of thalidomide
has been demonstrated in several case reports (5-8).
However, most of the patients treated suffered from
purely cutaneous LCH. We report here on the effects
of thalidomide monotherapy in two adult patients
with pronounced mucocutaneous and mild visceral
manifestations of the disease.

CASE REPORTS

The two patients, a 23-year-old man (patient 1) and a
61-year-old woman (patient 2), suffered from adult-
onset, chronic multisystem LCH for several years.
Patient 1 presented with widespread mucocutaneous
lesions, with infiltration of the scalp, erythematous gum
swelling, and inguinal, perianal and anal infiltration and
ulceration. Patient 2 presented with a multifocal maculo-
papular eruption on the trunk. The visceral involvement
was restricted to either a focal bone defect of the jaw
(patient 1) or multifocal infiltration of the mediastinal
lymph nodes (patient 2). Involvement of other organ
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regions and organs was ruled out after a complete
physical examination, laboratory evaluation including
liver function tests and phenotyping of peripheral
blood mononuclear cells, abdominal and lymph node
sonography, skeletal radiograph survey and computed
tomography. The diagnosis of LCH was established by
histological, immunohistological and electron micro-
scopy examination of the cutaneous and visceral lesions,
which showed aggregates of large histiocyte-like cells
with CD1a expression and cytoplasmic Birbeck granules.

Patient 2 had previously been treated with systemic
corticosteroids, which resulted in partial regression of
the maculopapular skin eruption, but there was an
immediate relapse after completion of the course of
corticosteroid treatment.

After giving detailed information and obtaining written
consent, both patients were started on thalidomide mono-
therapy at a dosage of 100mg/day, which resulted in
significant improvement of the mucocutaneous lesions.
The maculopapular skin eruption and erythematous gum
swelling resolved within one month, and the inguinal,
perianal and anal infiltrations and ulcerations healed with
scarring after 3 months (Fig. 1). The eroded and crusted

Fig. 1. Perianal and anal infiltration and ulceration (a) before and (b)
after 3 months of thalidomide therapy showing healing of the lesions,
with slight scarring.



scalp infiltration was markedly reduced, leaving only slight
erythema. By contrast, neither the jawbone lesion with
ulceration of overlying mucosa, nor the mediastinal lymph
node involvement showed regression, even after increased
daily doses (up to 500mg). Owing to this failure, the
thalidomide therapy was terminated after 3 and 16
months, respectively, and the patients were referred for
cytotoxic treatment regimens.

Thalidomide was well tolerated by both patients. The
sedative effects of the drug were successfully minimized
by giving the thalidomide at bedtime. There were no
adverse effects, and neurologic control examinations
including electrophysiological measurements revealed no
evidence of neuropathy.

DISCUSSION

Although multisystem LCH in the adult is rare, there is
substantial evidence to suggest that the disease has a
more benign character in adults than in infants (9, 10).
The disease is mostly confined to a few lesions in only
two or three organs, in particular bone, lung, skin
and/or mucous membranes, and the lymph nodes, and
does not cause severe functional or structural defects of
the affected organs. Most importantly, adult-onset
multisystem LCH usually takes a chronic or slightly
progressive rather than aggressive course.

Our two adult patients suffered from long-standing,
chronic multisystem LCH with widespread mucocutane-
ous lesions and mild visceral involvement restricted to
either the bone of the jaw, or mediastinal lymph nodes.
These clinical features and the efficacy of thalidomide in
cutaneous LCH encouraged us to start low-dose mono-
therapy, which was well tolerated and did not lead to
peripheral neuropathy, the most serious adverse effect in
addition to the teratogenicity (11). The treatment resulted
in healing or at least significant improvement of the
mucocutaneous lesions, including complete regression of
the marked inguinal, perianal and anal lesions in one of
the patients. By contrast, neither the bone nor the lymph
node involvement responded to the thalidomide therapy.

To the best of our knowledge, there are only two
reports on the use of thalidomide in multisystem LCH.
The two patients reported by Thomas et al. (6), showed
histologically proven healing of the mucocutaneous
lesions, but no regression of the bone, pulmonary and
hypothalamic involvement. In the case reported by
Bensaid et al. (5), the treatment failed to improve the
cutaneous lesions, but was effective in resolving the
parotid gland involvement.

The mechanism of action of thalidomide in LCH is
currently not known. It is, however, remarkable that
thalidomide exerts many of its antiinflammatory and
antineoplastic properties by inhibiting the production of
TNFq and IL-6 (12). These cytokines show an abundant
expression in LCH lesions and are thought to play a
crucial role in the recruitment, irregular maturation and
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viability of the tumour cells (13, 14). It could therefore
be speculated that the beneficial effect of thalidomide is
mediated via normalization of the pathological cytokine
environment in the lesions. Such a mechanism of treat-
ment was also proposed in a very recent observation
showing that the neutralization of TNFg by etanercept
resulted in a marked improvement of multisystem LCH
in a 5-month-old infant (15).

Taken together, thalidomide monotherapy represents
an effective, safe and well-tolerated treatment option
not only for pure cutaneous LCH, but also for the skin
and mucous membrane lesions in adult-onset chronic
multisystem disease. The extracutaneous manifestations
of the disease seem to respond less effectively, but this
impression merits being proven in more patients with
chronic visceral involvement.
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Sir,

A chalazion is a chronic granulomatous inflammation
that develops around the sebaceous glands in the eyelids
(1). This disease of the eyelid is commonly encountered
in the field of ophthalmology. Because dermatologists
are generally not familiar with this disease, they may
have some difficulties in making an accurate diagnosis.
Here, we report on a case of bilateral symmetrical
external chalazia associated with active pulmonary

tuberculosis, the diagnosis of which was initially quite
difficult.

CASE REPORT

A 61-year-old Japanese male with alcoholic liver cirrho-
sis presented a 3-week history of persistent swelling
below each eye. Physical examination revealed bilateral,
symmetrical, elastic, soft, non-tender, reddish-brown
nodules immediately beneath the border of the lower
epibrephalons (Fig. 1). The ocular and palpebral con-
junctivae were normal, but a dimple appeared on the
palpebral conjunctiva when the lower eyelid was pulled
down. A skin biopsy of the left nodule revealed edema
and a dense cellular infiltrate throughout the dermis.
The essential feature was the formation of a confluent
series of focal granulomas, consisting of epithelioid cells
and multinucleated giant cells, with small neutrophilic
microabscess (Fig.2). Gram, Ziehl-Neelsen, PAS and
Grocott stainings all yielded negative results, and swabs
and tissue fragments obtained from the lesions failed to
grow any bacteria and fungi. Although both nodules
were completely surgically excised, similar lesions
recurred twice at the same site and ruptured spontan-
eously. In the systemic check, the tuberculin skin test
yielded a positive result, and culture and PCR of the
patient’s sputum were both positive for tuberculous
bacilli. Anti-tuberculous combination therapy with ison-
iazid, rifampicin and ethambutol was started. After this
therapy, the skin lesions of the lower eyelids disappeared,
and in the subsequent year of follow-up there was no
evidence of a recurrence.
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Fig. 1. Bilateral, elastic soft, reddish-brown nodules of the lower
eyelids (@) and a close up of the right eye (b).

DISCUSSION

Chalazion is a granulomatous response to liberated fat
from the sebaceous glands of the eyelids. The lesion
usually ruptures through the conjunctiva (internal
chalazia). In rare instances, focal inflammation around
the involved gland causes pointing of the lesion through
the skin anteriorly, where it eventually spontancously
drains (external chalazia) (2). Although lipid globules
discharged from the sebaceous glands were not evident
in the biopsy specimen, the clinical and histopathological



