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SUMMARY: Cetingiil N, Oztop S, Kavakh K, Ozunan i, Nigli G, Hekimgil M. (Departments
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Histiocytic syndromes in children. Turk J Pediatr 39: 287-294.

The "histiocytes" are a group of proliferative disorders of the mononuclear phagocyte
system whose etiologies are basically unknown. The majority of childhood
histiocytoses are expressions of excessive numbers of Langerhans cells, representing
so-called Langerhans cell histiocytosis. Fifleen patients who were diagnosed with
histiocytosis syndrome at the Pediatric Hematology and Oncology Department of Ege
University Hospital between October 1986 and January 1995 were included in this
study. The majority of the patients had Langerhans cell histiocytosis (LCH), and
skeletal involvement was the most common manifestation. A good response to
radiotherapy and chemotherapy was obtained by our patients with unifocal and
muitifocal involvement of LCH. Two patients with disseminated LCH died with
progressive disease. in the patient with Rosai-Dorfman disease, a partial response
was obtained with prednisone. The patient with malignant histiocytosis died during
a relapse at the end of one year. Organ dysfunction and the patient's age are important
factors affecting the outcome of the disease. Key words: Langerhans cell histiocylosis,
chemotherapy, radiotherapy, ‘histiocytosis syndrome’.

The *histiocytes" are a group of proliferative disorders of the mononuclear
phagocyte system whose etiologies are basically unknown, although there are
selected instances of a clinical association with primary immunodeficiency states.
The majority of childhood histiocytoses are expressions of excessive numbers
of Langerhans cells, representing so-called histiocytosis X or the preferred
appellation, Langerhans cell histiocytosis'. Etiologies vary; the response to
infection, immunologic stimulation, genetic abnormality and clonal malignant
proliferation are all associated with proliferation of histiocytes®4. There are three
classes of histiocytic syndromes. Langerhans cell histiocytosis (LCH-Class )
embraces disorders previously referred to as "Histiocytosis X*
(including eosinophilic granuloma of bone, Letterer-Siwe and Hand Schdller-
Christian syndrome). The hemophagocytic syndromes (Class Il) include familial
hemophagocytic lymphohistiocytosis, infection-associated hemophagocytic
syndrome, and sinus hystiocytosis with massive lymphadenopathy (Rosai-
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herald the presence of LCH in a child between the newborn period and late
adolescence. Regardless of the severity of clinical manifestations, the basic
histopathologic findings are essentially identical, whereas the number of affected
organs and associated dysfunction are the principal determinants of prognosis’.
According to the site of infiltration, osteolytic lesions appear, and various other
organs may be involved® 7 2. Patients with localized disease have a good
prognosis, and spontaneous healing of the lesions, especially of the skeletal
and cutaneous ones, may be observed® > 7- 3, Moreover, patients can experience
spontaneous remissions and exacerbations. Careful classification and staging
would partly overcome the difficulty of comparing the response to therapy in
a disease that has variable and heterogeneous clinical manifestations'4.

The majority of our patients had LCH, and skeletal involvement .was the most
common manifestation (Table Il). In addition, nondisseminated involvement was
established in 11 of the patients with LCH.

A variety of radiation doses and many different drugs and drug combinations,
including vincristine, vinblastine, prednisone, mercaptopurine, methotrexate,
cyclosphosphamide, chlorambucil and etoposide have been employed3S: 15 16,
A good response was obtained to radiotherapy and single-agent or double-
agent chemotherapy (VCR, VBL, Pred, CYC) in the patients in groups IA and
IB. Remission was achieved after six weeks. VP-16 and MTX were added to
the chemotherapy regimen of the patients who had recurrences, and complete
remission was achieved in this patient group as well. Desmopression was used
for the patient with diabetes insipidus. The first evidence of the efficacy of
Cyclosporin-A (CSA) in LCH was provided by Mahmoud et al.'’, who showed
that all three untreated LCH patients had a favorable response to CSA associated
with vinblastine and steroids.

Children with disseminated disease may have a more severe clinical picture,
at times, progressing to a life-threatening condition. Despite several therapeutic
approaches including steroids and cytotoxic drugs, no individual treatment has
proven to be superior. The optimal treatment for disseminated LCH has not yet
been established. Disseminated LCH may become life-threatening, and
immediate clinical improvement may be critical. CSA is also effective for the
treatment of LCH in pretreated children with progressive disease, including life-
threatening organ dysfunction'”: '8, as supported by recent evidence of massive
cytokine production (IL 1, PGE2, etc.) within the lesional tissue in the course
of LCH and from isolated LCH cells'® 'S, Previous authors have used the
specificity of a monoclonal antibody directed against the CD1a antigen on
Langerhans cells®. In our patient with disseminated disease and lung dysfunction,
refractory LCH was pretreated with multiple agents including VBL, MTX, VP-16
and CYC, which led to a partial remission for six months. However, the patient
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relapsed at the end of this period and was given CSA. The patient died of
progressive disease at the end of the first month. Another patient was less than
two years of age at the time of diagnosis. He did not respond to multiagent
chemotherapy and died after six months.

Although sinus histiocytosis with massive lymphadenopathy (Rosai-Dorfman
disease) is not considered a malignant disorder, considerable mortality and
morbidity can result. Both radiotherapy and chemotherapy have been used with
some success, and in some cases the lesions spontaneously regress® 4 20-%2,
Prednisone were given to our patient with Rosai-Dorfman disease; partial remission
was obtained, and the patient was still alive with the disease as of this writing.

Malignant histiocytosis is a syndrome of fever, wasting, pancytopenia,
hepatosplenomegaly, adenopathy and systemic proliferation of malignant
histiocytes. The disease occasionally presents with isolated involvement of the
gastrointestinal tract. The majority of affected cases are now known as having
Ki-l anaplastic large cell lymphoma or some other hematological disorder®3-24,
Our patient with MH was treated as a case of histiocytic lymphoma. He had
a complete remission, but died during a relapse at the end of the first year.

In conclusion, the outcome of localized LCH and of LCH with multifocal involvement
are generally good. The two key factors appear to be age at the time of diagnosis
and the degree of organ involvement. Children younger than two years of age
at the time of diagnosis have a higher mortality rate than do older children.
Involvement of multiple organ systems and the presence of organ dysfunction
have been found to be poor prognostic signs. The treatment of patients with organ
dysfunction is still a big problem. New prospective clinical trials should be designed
to determine the optimal therapy in class | and Il patients.
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