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are involved in the processes of coagulation,
inflammation, immune response and wound
repair, have been localised to chromosome
bands 4ql2-ql3.9 It is intriguing to speculate
that this constitutional genetic abnormality may
have not only contributed to this patient's my-
elofibrosis by affecting PDGF production,10
but that it may have played a role in the de-
velopment of his lymphoma and the pattern
of his repeated septic episodes. The patient's
atypical course and response to therapy may
therefore reflect an unusual pattern of a rare
disease modified by an unique underlying con-
stitutional chromosomal aberration.

Addendum
Since the original submission of this article, a
report has appeared of a non-constitutional
(3;4) translocation occurring in association
with a myeloproliferative disorder. (Myint H,
Chacko J, Mould S, Ross F, Oscier DG. Karyo-
typic evolution in a granulocytic sarcoma de-
veloping in a myeloproliferative disorder with
a novel (3;4) translocation. BrJYHaematol 1995;
90:462-4.)
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Langerhans cell histiocytosis forming an

asymptomatic solitary nodule in the spleen

K Y Lam, A C L Chan, M S Wat

Abstract
A case of solitary Langerhans cell histio-
cytosis (LCH) in the spleen of a 29 year
old Chinese man, discovered incidentally
at necropsy, is reported. This is the first

documented case of LCH confined to the
spleen and suggests that LCH should be
included in the differential diagnosis of
space occupying lesions in the spleen.
(_J Clin Pathol 1996;49:262-264)

Figure 1 A slice of the sectioned spleen showing a white nodule (arrow) underneath the
splenic capsule.
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The common denominator of all forms of Lan-
gerhans cell histiocytosis (LCH), formerly
known as histiocytosis X, is the presence of
histiocytes phenotypically similar to the Lan-
gerhans cell of the epidermis. The disease has
a wide range of clinical and pathological pre-
sentations. Almost every organ in the body can
be involved in LCH, the favoured sites being
the skin, bone, lungs, and lymph nodes.' While
splenic infiltration is part of the multisystem
disease in LCH, histiocytosis confined to the
spleen, to our knowledge, has never been docu-
mented in the literature.

Case report
An otherwise healthy 29 year old Chinese man
developed sudden onset retrosternal chest pain,
shortness of breath and sweating. He then de-
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Langerhans cell histiocytosis of the spleen
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Figure 2 Langerhans cell histiocytosis showing the characteristic aggregates of
Langerhans histiocytes with grooved nuclei admixed with eosinophils. (Haematoxylin and
eosin; original magnification x 500.)._ .........,.-.FW.....

Figure 3 Electron microscopic examination of one of the tumour cells in the splenic
nodule showing the Birbeck granule (arrow): a rod-shaped structure with a striated,
zipper-like core in the cytoplasm of a Langerhans cell. (Uranyl acetate, lead acetate;
original magnification x 120 000.)

veloped cardiorespiratory arrest and was cer-
tified dead two hours after admission to
hospital.
At necropsy, the cause of death was ischaemic
heart disease and the lumen of the anterior
descending branch of the left coronary artery
was 95% narrowed by an atheroma. On gross
examination of the spleen, a whitish nodule,
measuring 0 7 cm in diameter, was noted in
the splenic parenchyma underneath the capsule
(fig 1). It was well demarcated, but not en-
capsulated. The rest of the splenic parenchyma
appeared unremarkable.

MICROSCOPIC FINDINGS
Microscopic examination of the nodule re-
vealed that it was composed of numerous eos-
inophils and aggregates of cells with folded
nuclei, delicate chromatin, inconspicuous nuc-
leoli, and abundant eosinophilic cytoplasm
characteristic of Langerhans cells (fig 2). Oc-
casional multinucleated giant cells were also
present. The cells were strongly im-
munoreactive for S-100 protein (diluted 1 in
200, polyclonal; Dako, Glostrup, Denmark).
Fresh tissue was not available for im-
munostaining with antibody directed against
CD1. The tumour tissue was suboptimal for
ultrastructural examination as it was taken at
necropsy and had not been prefixed in glu-
taraldehyde. However, in tissue post-fixed with
osmium the histiocytic cells had the char-
acteristic morphology of Langerhans cells with
numerous cell processes and Birbeck granules
(fig 3). The diagnosis of this splenic lesion as
LCH was thus confirmed. No other similar
lesions were identified elsewhere in the body.

Discussion
LCH can be seen at any age, ranging from
birth to old age, with a peak between one and
three years.2 In very young children the disease
is usually multifocal with profound con-
stitutional symptoms and occasionally organ
failure. In older children and adults the disease
is usually confined to a single organ which
may spontaneously regress or require minimal
treatment. The disease is characterised by ag-
gregates of Langerhans histiocytes admixed
with eosinophils. Langerhans cells possess
grooved nuclei and show positive im-
munostaining with antibody directed against
S-100. Ideally, the diagnosis of LCH should
be confirmed by the presence of Birbeck gran-
ules on ultrastructural examination and im-
munoreactivity of the cells in frozen sections
for the marker CD1. However, in most in-
stances, the diagnosis can be made on the
characteristic morphology of the cells seen in
routine sections.

In most patients with the solitary form of the
disease, LCH involves bone. However, LCH
confined to the skin, lymph nodes, lungs, or
even thyroid has also been reported.`' The
present case documents the extremely rare oc-
currence of LCH apparently confined to the
spleen, which was an incidental finding on
necropsy. In this case multisystem involvement,
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although unlikely, could not be completely ex-
cluded as there might have been occult bony
lesions.
The pathogenesis and nature of LCH are

not clearly understood; viruses and cytokines
have been proposed as aetiological agents for
the abnormal proliferation of the Langerhans
cells.4 However, there is no conclusive evidence
to support these hypotheses. There is also de-
bate whether LCH is a reactive or neoplastic
lesion. Many LCH lesions, as in the present
report, are asymptomatic, solitary and non-
progressive. The occasional association ofLCH
with malignant neoplasms and inflammatory
processes suggest that LCH may develop as an
unusual host reaction to these diseases. To date,
genetic abnormalities have not been detected in
LCH. All these findings support the view that
LCH is a reactive condition. However, the
aggressive nature of systemic LCH and the
demonstration of monoclonality in some cases
suggest that the disease may be neoplastic in
nature.' In this context it is worth noting that
monoclonality does not confirm the existence
of malignancy; clonality alone does not predict
the behaviour of LCH.

Splenic infiltration by systemic LCH is
usually discovered at necropsy and is char-

acterised by a diffuse splenic red pulp in-
filtration by Langerhans cells. In such cases of
splenic involvement, patients may present with
fatal thrombocytopenia because of hyper-
splenism. Indeed, splenomegaly is a poor prog-
nostic factor in patients with LCH. Splenic
rupture has also been reported.6 In contrast,
the splenic lesion in this case was solitary, small
and asymptomatic, and would probably have
been self-limiting. The present case is the first
to be reported of solitary LCH in the spleen.
As occult LCH is almost certainly under-
diagnosed in adults, we await reports of
similar cases in future.
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Abstract
Infiltration by T lymphocytes into oeso-
phageal carcinomas was assessed inimuno-
histochemically, total T lymphocyte num-
bers by staining for CD3 and activated T
lymphocytes by staining for CD25. Five
squamous carcinomas and seven adeno-
carcinomas, resected without neoadjuvant
treatment, were studied. Computer aided
quantitation showed that total numbers of
tumour infiltrating CD3 positive cells were
highly variable (range 48-1673 cells/mm2).
They were located largely in the stromal
(87-9-99.2%) rather than intratumoral re-
gions. Up to 84% of tumour infiltrating T
lymphocytes were CD25 positive, although
the median figure was 33%. There was no
correlation between T lymphocyte in-
filtration or activation and expression of
class I and II histocompatibility antigens,
intercellular adhesion molecule-i, tumour
stage or grade. These results imply that
the local inflammatory response in oeso-
phageal carcinomas is deregulated, which

may be a factor contributing to the ag-
gressive nature of the tumours.
(_7 Clin Pathol 1996;49:264-267)
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Cancer of the oesophagus is an aggressive
malignancy with a high mortality rate. The
two primary types of this neoplasm, namely
adenocarcinoma and squamous cell carcinoma,
have overall five year survival rates of only 0-8
and 6-3%, respectively.' One reason for such
poor survival could be the failure of the host
immune system to recognise and eliminate the
neoplastic cells.

Paul Ehrlich originally postulated that a
tumour may be recognised as antigenically for-
eign by the host. This concept was later refined
into the theory of immunological surveillance
against cancer. Evidence cited in favour of the
theory includes the accumulation of lym-
phocytes at most tumour sites. The extent of
such lymphoid infiltrations has been assessed
in various tumours, and has in many instances
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