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retinal detachment. The eye was subsequently
enucleated, and histological examination showed
infiltration of the choroid, retina, and vitreous with
histiocytes. Rupp and Holloman™ reported on a 3-
month-old child with histiocytosis X who developed
uveitis, iris infiltration, and spontaneous hyphaema
during the course of her illness. Necropsy of the eye
showed histiocytic infiltration of the uveal tract.
Secondary open-angle glaucoma,™ bilateral perfor-
ating corneal ulcers.” and posterior scleritis* have
also been reported.

In contrast, orbital involvement is rare in the acute
disseminated form of histiocytosis X* as confirmed in
this study. It is usually seen in patients with the
chronic disseminated form. Optic neuropathy and
cranial nerve palsies are rare'” *' as the orbital mass is
usually extraconal, and destruction of the orbital
walls may result in orbital decompression. Beller and
Kornbleuth,'” however, reported a 14-year-old boy
who developed optic neuropathy and third, fourth,
and sixth cranial nerve palsies. The optic nerve and
chiasm may become involved by intracranial histio-
cytosis X, which has a predilection for the pituitary
gland.* Papilloedema and secondary optic atrophy
may result from raised intracranial pressure
secondary to intracranial involvement with histio-
cytosis X.* Although orbital and pituitary involve-
ment with histiocytosis X was commonly seen in our
series, only four patients developed neuro-ophthalmic
complications.

The diagnosis of histiocytosis X is ultimately con-
firmed by histopathological examination of biopsy
specimens of involved tissues. In children with orbital
involvement as part of systemic disease it is usually
easier to take a biopsy specimen from another site
such as the scalp, or a peripheral bony lesion. In
isolated orbital involvement the diagnosis should be
suspected when a child presents with periorbital
swelling, ptosis, or proptosis, and there is evidence of
a lytic lesion on x-ray, with or without a narrow zone
of sclerosis (Fig. 2B). The radiological appearances
are, however, variable” and may resemble Ewing’s
sarcoma, oesteomyelitis, metastatic tumour—
especially neuroblastomaor lymphoblastic leukaemia
—or even fibrous dysplasia. The diagnosis may,
therefore, be in doubt until histopathology is avail-
able. In children with isolated orbital involvement it
is usually possible to take a biopsy specimen from the
involved orbital bone without having to enter the
orbit. The bone will be found to be infiltrated by soft
yellow-brown material which is easily curetted.

-Orbital histiocytosis X must be differentiated from
other histocytic disorders which may involve the
orbit, such as sinus histiocytosis,™* and juvenile
xanthogranuloma (JXG). These conditions, how-
ever, usually remain confined to the orbital soft
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tissues and do not involve bone, although JXG may
rarely result in orbital bony destruction.”*" If there
are no other systemic features, it may be difficult to
distinguish between orbital histiocytosis X and JIXG
clinically, but light and electron microscopy of a
biopsy specimen are diagnostic.

Children whose disease is confined to a single
system such as bone or skin have a good prognosis,
though there may be a later recurrence in about
one-third of cases.® In patients with a single bony
lesion biopsy and curettage may be followed by
spontaneous resolution, as occurred in two of our
patients. However, if there is marked proptosis, or a
cosmetically unacceptable lesion of the orbital wall,
or evidence of optic nerve involvement, a short
course of systemic steroids or radiotherapy may be
used in an attempt to induce remission. A radiation
dose of 500-600 cgray is usually sufficient and a total
dose of not more than 1000 cgray is recommended.*
There is no evidence that lesions which do not
respond to 1000 cgray will respond to a higher dose,
and because of the fear of radiation induced
malignancy later in life this dose should be exceeded
only in exceptional circumstances. An alternative
approach to disfiguring lesions of the orbital wall is to
remove the main mass of the lesion surgically, with
curettage of the underlying bone. Intralesional
steroids as used in Case 2 may also be tried.* The
relative infrequency of optic nerve compression and
the good response to radiotherapy or chemotherapy
means that surgical exploration of the orbit is rarely
necessary. In patients with disseminated histiocytosis
X. orbital disease, causing proptosis, will generally
respond to systemic chemotherapy, though local
radiotherapy may be used in addition if there is
progressive proptosis or optic nerve involvement.
In view of the tendency to spontaneous regression, in
both single system disease (as illustrated in case 1)
and in multisystem* disease, we recommend
a conservative therapeutic approach, including an
initial period of observation, without specific
therapy.

The most frequently used systemic agents are
prednisone, vincristine, or vinblastine, and the epi-
podophyllotoxin VP16. The response rate to multi-
drug regimens is no greater than to single or double
agent therapy, and the complication rate is higher.*
Therefore, we commence chemotherapy, if it is
needed, with prednisone alone, adding vincristine
where the response to steroids is inadequate and
using VP16 in resistant disease.

Recent investigations have shown a subtle
immunological defect in patients with histiocytosis X.
Osband er al.* found a relative suppressor cell
deficiency in the peripheral blood mononuclear cells
of patients with multiple organ involvement. This
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finding has been confirmed in a separate group of
children (including one of the patients reported here)
with histiocytosis X limited to the skeletal system.*
Though immunohistochemical studies confirm that
the histiocytosis X disease process is characterised by
abnormal accumulation of histiocytes, including
Langerhans cells,” it is not yet clear whether
suppressor cell deficiency is the cause of the dis-
ordered histiocytic proliferation or an unrelated
‘secondary’ effect. However, the presence of the
same immunological abnormality in patients with
both single system and multisystem disease adds
weight to the clinical® and histopathological’ evi-
dence supporting Lichtenstein’s ‘unifying’ concept of
the histiocytosis X disorders.?

After demonstrating that the suppressor cell
deficiency could be corrected in vitro by ‘thymosin’ (a
crude extract of calf thymus), the Boston group
administered this material intramuscularly to a group
of children with newly diagnosed histiocytosis X.*
The overall ‘response rate’ was 60%, a figure com-
parable with that achieved with chemotherapy. In
London we have studied the effects of synthetic
analogues (TP1 and TPS5) believed to represent the
active moiety of ‘thymosin’. Though we confirmed
that the reduced suppressor: helper lymphocyte ratio
was corrected by TP1 or TP5 in the majority of
patients, there was no clinical response to these
preparations in five patients.* Because of the
tendency to spontaneous remission in histiocytosis
X* it is essential that future studies of novel forms of
therapy, such as thymic hormones, include con-
trolled, randomised trials.

The prognosis in histiocytosis X depends upon
several factors: the age of onset, the extent of
disease, and the presence or absence of organ failure.
The prognosis is worse in infants, and death is rare in
children who present after the age of 3 years.**
Single system disease is associated with a good
prognosis. Children with multisystem disease may
die because of failure of key organs such as bone
marrow, liver, and lungs. Though there is a signifi-
cant morbidity in survivors, who may develop growth
failure, diabetes insipidus, or respiratory problems,
long-term visual problems are rare.

New cases of histiocytosis X presenting to the oph-
thalmologist are best managed in collaboration with a
paediatric oncologist. Advice from other specialists
such as ENT and orthopaedic surgeons may be
needed for specific problems. Even if there is no
clinical evidence of systemic involvement, chest x-
ray, skeletal survey, bone marrow examination, lung
and liver function tests, and early morning urine
specific gravity are needed to assess the extent of
the disease and will determine the appropriate
treatment.
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