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Customarily, Hand-Schiiller - Christian’s disease, eosinophilic
granuloma and acute non-lipid disseminated reticuloendotheliosis
(Letterer-Siwe’s disease) are grouped under the term non-lipid
rcticulocndotheliosis. -Among these, Letterer - Siwe’s disease is the
rarest.

In 1955, Batson and his associates? reviewed medical literature
and found forty-one cases of acute non-lipid disseminated reticu-
loendotheliosis seen up to that time. It is possible that there were
many cases which were not published or were overlooked and that
forty-one cases is too low a figure. However, there is no doubt that
this disease is not common. In Turkish medical literature none appears,
therefore we think it worthwhile to publish the cases of Letterer-Siwe’s
disease which we observed in our clinic last year.

Case 1: B.Y., an 18 month old male, was admitted to the hospital with a rash,
swelling on the neck and axillary area, fever, cough and dyspnea. He dicd ten days
later. According to the parents the child had had the rash intermittently for a year,
the fever had been evident for five months and the cough for two months prior to
admission.

Physical Examination: On admission, the temperature was found to be 38.1 C,,
the tonsils were hyperemic and there was a widespread hemorrhagic maculopapular
rash over the body. On the neck, axillary and inguinal areas bilaterally, soft matted
lymph nodules, many of them ulcerated, were present. These nodules ranged from
the size of walnuts to that of oranges,(fig. 1). Tubular breathing was heard from the
left lung arca. Crepitant rales could be heard from both lungs. The liver was pal-
pable 3 cm. below the right costal margin. The spleen initially was near the costal
margin but later grew from 1 to 2 cm.

Laboratory: The urine was normal. Blood examinations revealed a hemoglobin
level of 5.62 grams per 100 cc., red blood cells 2.28 million and white blood cells
11,300 per cubic millimeter, a sedimentation rate of 30. The differential showed 79
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infancy. When a scries of consecutive roentgenograms was taken of
the bone lesions, it was apparent that, as they healed, new osteotic
lesions developed. ‘

All the hematological findings were due cither to the reticuloen-
dothelial proliferation of the bone marrow or to the hypoplasia
thereof. Observations on several cases, however, led us to believe that
there was a hemolytic process. Blood protein was less than normal.

It isimportant, when examining this rash for diagnostic purposes,
that eczema, seborrhea, exfoliative dermatitis and even meningococ-
cemia be considered. When hepatosplenomegaly is encountered, care
must also be taken in diagnosis not to overlook leukemia, miliary
tuberculosis, Banti’s syndrome, Cooley’s anemia, Gaucher’s discase,
histoplasmosis and parasitic infestations. On histopathologic exami-
nation, Lectterer-Siwe’s disease is clearly identified. Each small lesion
in disseminated reticuloendotheliosis is formed by large mononuclear
cell groups; however, among these cells there are always plasma
cells and lymphocytes, sometimes eosinophil and even neutrophil
cells. This variety of types of cells gives the characteristic appearance to
each lesion. This also explains why, in Letterer-Siwe’s, among several
patients there may be as many varieties of lesions. In order to recognize |
and diagnose a true Letterer-Siwe’s disease, there must be a general
proliferation of mononuclear cells, some resembling phagocytes and
some resembling neoplastic cells. For example, the proliferation of mono-
nuclear cells in some of the lymph nodes may be so great as to alter the
normal structure so that it resembles sarcoma or reticuloma. As in
our case I, the neoplastic growth may take place in the lung tissue.
However, examination of other lymph nodes showed thick masses of
large immature mononuclear cells with a number of phagocytes present.
The phagocytosis in these masses was high, and fragments of lipocytes
and hemosiderin were scattered through the growths. Although these
cells may damage the normal lymphocyte structure, the fact that
cells are not present everywhere may lead us to the correct diagnosis.
These cells infiltrate not only the lymphoid system but also the liver,
pancreas, ureter, gall bladder, adrenal gland and gastro-intestinal
tract. In some cases atypical mononuclear cells may be found in the
bone marrow. In our cases, in the slides made from the bone marrow,
so few cells of this kind were seen that we could not reach any diag-
nostic conclusion.

In every case reported, there was infiltration of this type of cell
in lungs, liver and kidneys. In two of our cases, the autopsies showed this
infiltration in the lungs and liver but not in the kidneys. The shadows
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on the roentgenograms were caused by this. The infiltration in the liver
is so widely spread that it has been known to develop a fibrosis which
distorted the bile duct. Bearing this in mind, in the diagnosis of any case
of infantile cirrhosis Letterer-Siwe’s disease must not be disregarded.
The liver in all cases deteriorates greatly from this disease. In our
case 2, we could see reticulosis and histiocytosis in the affected arcas
of the portal spaces. It was suggested that this marked proliferation
might be secondary to some infection, but there was no doubt
that this was not a true cirrhosis when we compared it with usual
cascs. Also, the lesions in the liver are a manifestation of the disease
itself, because only one type of cell (reticulum cells and histiocytes)
dominated the whole picture and we did not see simple connective
tissue nor a secondary inflammatory" reaction.

The prognosis of this disease is grave; however, some cases have
been reported as cured either by treatment or spontaneously.

Antibiotics, blood transiusions and vitamins have been used in
treatment but ACTH and other adrenal cortex derivatives seem to be
more specific. In some clinics, nitrogen mustard is given intravenously
(0.4 mg. per kilo of weight) as a single dose followed by cortisone.
Some physicians report good results with cortical hormones, others
claim no benefit. However, one patient to whom cortisone was
administered in the small dose of 5 mg. daily for some time,
maintained a fair condition and died immediately after the drug
was discontinued. Therefore, this drug may be a specific for
Letterer-Siwe’s disease.

Summary

Three cases of acute non-lipid disseminated reticuloendothe-
liosis are presented and the historical, clinical and pathological re-
sults are discussed.
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