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Clinico-pathological Conference

Young female with lymphadenopathy, hepatosplenomegaly
and skin nodules

THE POSTGRADUATE INSTITUTE OF .MEDICAL EDUCATION
AND RESEARCH, CHANDIGARH

THE CASE
A 17-year-old unmarried girl was admitted to the hospital
with fever and generalized lymphadenopathy. She was
well till three weeks before admission when' she
developed a swelling in the left axilla with mild local red-
ness. She had continuous, moderate to high grade fever
accompanied by chills and rigors. At the local general hos-
pital she was treated with antibiotics, but failed to
respond. The swelling continued to increase in size and a
few more appeared in the neck and right axilla. A week
later she developed a dry cough which soon became pro-
ductive and was accompanied by shortness of breath on
exertion. She then developed a generalized skin rash and
had mild epistaxis. Since the onset of illness her weight
had decreased and she had lost her appetite. There was
no history of haemoptysis, diarrhoea, abdominal pain or
melaena.

Examination at admission revealed that she was thin,
had moderate pallor, and was febrile. There were multi-
ple, palpable, lymph nodes 1 ern in diameter in the neck,
right axilla and both groins. In the left axilla there was a
lymph node mass 5 em in diameter. Her pulse rate was
1l0/min, blood pressure 124170mm Hg and respiratory
rate 26/min. There was no jaundice, gum hyperplasia or
sternal tenderness. Her spleen was enlarged 3 em and
liver 6 ern below the costal margin.

The haemoglobin level was 7.4 g/dl, the total leucocyte
count 13 800/cu mm with 82% polymorphs, reticulocytes
0.5%, platelets 180000/cu mm, ESR 56 mm and PCV
26%. A peripheral blood smear showed microcytes, mac-
rocytes and toxic granules but no immature or abnormal
cells.

Urine analysis revealed traces of albumin, 1 to 2 epithe-
lial cells and occasional pus cells. The ·blood urea,
creatinine, sugar, transaminases, proteins, uric acid,
calcium, inorganic phosphate, bilirubin, alkaline phos-
phatase and amylase were all within the normal range.
The prothrombin time index was 72% and L.E. cells were
absent. No malarial parasites were seen on a peripheral
blood film and blood cultures were sterile on two occasions.

Two sputum cultures showed Klebsiella pneumoniae
sensitive to amikacin and one revealed Candida kruzei.
The Widal test was negative and Brucella antigen was not

• detected. A Paul-Bunnell test done on the ninth hospital
day revealed a heterophil antibody titre of 1 : 80 which
after guinea pig kidney absorption was 1 : 20. On the

FIG. 1. Chest X-ray showing hilar shadows.

eighteenth hospital day this had gone up to 1 : 160 and
after absorption was 1: 20-positive for infectious
mononucleosis. The fungal serology was weakly positive
for Aspergillus flavus and the cryptococcal agglutinin titre
was 1: 3.

The chest X-ray (Fig. 1) showed enlarged hila with
streaky shadows extending to the periphery. Kerley
B-lines were prominent and there were a few ill-defined
shadows in both perihilar regions. The paratracheal
lymph nodes were enlarged. The abdominal X-ray revealed
a markedly enlarged right kidney and a mildly enlarged
left kidney. CT scan of the head showed thickened linings
of the left maxillary and ethmoid sinuses. No intracranial
lesion was seen.

Cerebrospinal fluid (CSF) examination done on the
eleventh hospital day was normal. Bone marrow showed
hypercellularity with M : E ratio of 4 : 1. Occasional giant
myelocytes and metamyelocytes with toxic granules were
seen. There was mild megakaryocytic hyperplasia with
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immature forms. The findings were interpreted to be con-
sistent with infection. Fine needle aspiration cytology
(FNAC) of lymph nodes done on two occasions revealed
lymphoid cells and histiocytes which had prominent nuc-
leoli and an abundant vacuolated cytoplasm with many
mitotic figures and erythrophagocytosis. It was not possible
to say whether this histiocytosis was reactive or malignant.
The lymph node biopsy was reported as reactive medul-
lary histiocytosis with erythrophagocytosis suggestive of a
gram-negative infection.

The girl was treated with crystalline penicillin and gen-
tamycin and, after the sputum culture reports became
available, gentamycin was replaced by amikacin. However,
she continued to have a high spiking fever. On the
eleventh hospital day she developed an altered sensorium
and had a generalized seizure. Her serum Na" was found
to be 120 mEqlL. This was corrected rapidly and treatment
with dilantin begun. No focal neurological deficit was
found and CT scan and CSF examinations were normal.
She then developed a 15 em irregular indurated patch in
the left axilla extending onto the left breast. There were
multiple, hyperpigmented, discrete nodules 4 to 8 mm in
size scattered all over the trunk and limbs. The liver
gradually increased in size to 12 em below the costal margin.
As the fever did not respond to antibiotics amphotericin-B
was started on the' eighteenth hospital day and anti-
tubercular chemotherapy on the nineteenth. On the same
evening she became hypotensive, failed to respond to
dopamine infusion and died.

CLINICAL DIAGNOSIS
1. Disseminated lymphoreticular malignancy, sep-

ticaemia and probably Klebsiella pneumoniae bron-
chopneumonia.

2. Infectious mononucleosis with encephalopathy.

DIFFERENTIAL DIAGNOSIS
DR SURJEETSINGH:This 17-year-old girl had a short illness
marked by fever, constitutional symptoms, generalized
lymphadenopathy, splenomegaly, increasing hepatome-
galy and skin infiltration. Investigations revealed
enlarged kidneys, anaemia, a mild polymorphonuclear
leucocytosis and a positive Paul-Bunnell test. The lymph
node biopsy showed medullary reactive histiocytosis with
erythrophagocytosis and FNAC of the lymph node
showed lymphocytes, and histiocytes with prominent nuc-
leoli, abundant vacuolated cytoplasm, many mitotic
figures and erythrophagocytosis. During her hospital stay
the patient failed to respond to antibiotics, developed
encephalopathy and died within 2 months of the onset of
illness.

I would like to consider diffuse histiocytic non-
Hodgkin's lymphoma (NHL) as the first possibility since
it can explain the entire clinical picture. It can follow a
rapid course with skin infiltration and encephalopathy.
However, the erythrophagocytosis by histiocytes on
lymph node histology does not support this diagnosis.
Erythrophagocytosis by histiocytes has been described in
certain peripheral T cell lymphomas I-the neoplastic
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cells produce some lymphokines which are capable of
stimulating the cells of the phagocytic system. It is possible
that the particular node examined was not representative
and thus showed only reactive hyperplasia.

The next lymphoreticular disorder which might explain
this picture is malignant histiocytosis (MH), also known
as histiocytic medullary reticulosis.t-' This is a non-familial,
rapidly fatal disorder characterized by fever, lymphadeno-
pathy, hepatosplenomegaly, infiltration, pancytopenia
and the development of jaundice and Coombs' positive
haemolytic anaemia in its terminal stages. It generally
occurs in the young and most of the patients die within six
months of onset. A characteristic finding is the presence
of histiocytes with malignant cytological characteristics
and erythrophagocytosis in the lymph nodes, liver, spleen,
bone marrow and other lymphoid tissue. Our patient had
most of these clinical features, atypical histiocytes on
FNAC and histiocytic hyperplasia with erythrophagocytosis
in the lymph node biopsy.

The next condition that should be considered is the
virus associated haemophagocytic syndrome. In 1979
Risdall et al." described 19 such patients, five of whom
were normal individuals and 14 were immunocompromi-
sed, the majority being on azathioprine following renal
transplantation. They had fever, hepatosplenomegaly,
lymphadenopathy, pulmonary infiltrates and pancytope-
nia. There was diffuse histiocytic hyperplasia in their
lymphoid tissue with prominent erythrophagocytosis.
However, none of these patients had skin infiltration. The
viruses isolated were the Epstein-Barr virus, the
cytomegalovirus and adenoviruses. The major factor
differentiating the virus associated haemophagocytic syn-
drome from MH is that in the former the histiocytes do
not exhibit malignant characteristics. Could our patient
have been a victim of this?

The possibility of infectious mononucleosis with menin-
goencephalitis can be considered but this is rare, infiltrative
skin lesions are not seen and transformed lymphocytes are
present in the blood. The other histiocytic disorder which
can be considered is the Letterer-Siwe disease in which
there is diffuse histiocytosis. However, this generally
occurs in young children.

The patient possibly had bronchopneumonia which
could have been pyogenic or fungal in origin; septicaemia
is also a possibility even though the blood cultures were
sterile. Could gram-negative infection cause histiocytic
proliferation? This has been described only in
immunocompromised infants with Swiss agammaglobuli-
naemia who developed it after repeated fungal and gram-
negative infections. The persistent hypokalaemia and
hyponatraemia were probably the result of diarrhoea
which she had from the twelfth hospital day.

DR SURJEET SINGH'S DIAGNOSIS
Malignant histiocytosis or non-Hodgkin's lymphoma, dif-
fuse histiocytic type or virus associated haemophagocytic
syndrome. In addition, she also suffered from gram-negative
septicaemia and bilateral bronchopneumonia, either fungal
or bacterial.
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CLINICAL DISCUSSION
DR P. S. BIDWAI:May I now invite comments regarding

the diagnosis of this case.
DR S. C. VARMA:I would keep the same order of pos-

sibilities, i.e. MH and NHL. The odd feature for NHL is
the lymph node histology, unless this was a sampling
error. If it is NHL, the histological type should be either
the mixed or the large cell variety. EB virus infection
could be an associated or opportunistic infection because
the total clinical picture is not like EB virus disease.

DR S. C. SHARMA:Neither the description of the skin
lesions, nor the biopsy findings are like NHL or other
lymphomas. The findings are more consistent with an
infective process.

DR P. L. WAHl: Apart from the enlarged hilar and
paratracheal lymph node enlargement, the chest X-ray
does suggest cardiomegaly. Was there any clinical finding
to support this?

DR SURJEET SINGH: The cardiovascular system was
normal.

DR S. R. PRASAD:It is not necessary to attach too much
significance to the positive Paul-Bunnell test. Up to 10%
of patients show this degree of positive titre up to one year
or more after infection. Even a small proportion of the
normal population shows a positive Paul-Bunnell test due
to persistent EB virus infection.

DR P. S. BIDWAI: May I now request Dr (Mrs) C. K.
Banerjee to present the autopsy findings.

PATHOLOGICAL DISCUSSION
DR (MRS) C. K. BANERJEE:At post mortem there were
multiple black haemorrhagic skin lesions, 200 ml of straw
coloured fluid in each pleural cavity and 500 ml in the
peritoneal cavity. The paratracheal, hilar, mesenteric,
and para-aortic lymph nodes were enlarged (Fig. 2). Their
cut surface was fleshy and size varied from 1 to 4 ern.
Microscopically, these lymph nodes showed a variable
degree of involvement. The smaller lymph nodes had a
normal architecture with widening of the interfollicular
sinuses (Fig. 3) and contained a large number of atypical
histiocytes. The larger lymph nodes showed total replace-
ment by pleomorphic neoplastic cells most of which had
an abundant cytoplasm and large nuclei (Fig. 4). Erythro-
phagocytosis had occurred in some of these cells. Acid
phosphatase staining done on lymph node imprint smears
showed diffuse granular positivity confirming that they
were histiocytes. As the disease was multifocal a diagnosis
of malignant histiocytosis was made.

Examination of the other organs showed tumour infilt-
ration of the pleura and lungs, spleen, stomach, kidneys,
skin (Fig. 5) and bone-marrow. The brain, liver and
adrenals were free of tumour. The lungs showed bron-
chopneumonia.

The term malignant histiocytosis (MH) was introduced
by Rappaport' to describe a systemic, progressive, invasive
proliferation of morphologically atypical histiocytes and
their precursors. Issacson and Wright" described MH of
the intestines in patients with chronic malabsorption.
Since the term MHis applicable to both these conditions,

THENATIONALMEDICALJOURNALOF INDIA VOL.1, NO.5

FIG. 2. Gross appearance of mediastinal, para-aortic and
mesenteric group of enlarged lymph nodes.

FIG. 3. Microscopic appearance of a partly affected lymph node
showing neoplastic cells in the interfollicular areas. HE x 120.

FIG. 4. Higher magnification showing details of the neoplastic
cells x 250; inset shows erythrophagocytosis x 1200.
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FIG. 5. Low magnification appearance of nodular infiltrates in
the skin. HE x 50.

Stansfeld? suggested the use of the term histiocytic medul-
lary reticulosis (HMR) to describe this condition and
Scott and Robb-Smith- described the clinical features of
HMR as being fever, wasting, generalized lymphadeno-
pathy, splenic and hepatic enlargement and, in the final
stages, purpura, anaemia and profound leucopenia.

AUTOPSY DIAGNOSIS

Histiocytic medullary reticulosis with infiltration into the
lungs, spleen, stomach, kidneys, skin and bone marrow
and bronchopneumonia.

CONCLUDING DISCUSSION
DR P. S. BIDWAI: Dr Varma, several investigations

including two FNACs and the lymph node biopsy were
not helpful. How could the diagnosis have been proved?

DR S. C. VARMA:The clinical suspicion of a malignant
disease was very strong, but we could not obtain mor-
phological confirmation. MH was also considered, but the
odd point was the absence of pancytopenia-the platelets
were normal and the leucocyte count high. About 80%
cases of MH have moderate to severe pancytopenia and
result in several manifestations of the disease. MH can be
distinguished from benign histiocytosis by bone marrow
examination. The reason for pancytopenia in MH is an
aplastic marrow. It is possible that biopsy of some of the
deeper lymph nodes could have provided the correct diag-
nosis before death.

DR SURJEETSINGH: Leucocytosis has been described in
a small proportion of cases of MH.

DR B. D. GUPTA: On clinical grounds there was suffi-
cient indication for a diagnosis of NHL. The FNAC was
also suggestive. In such cases a trial of chemotherapeutic
drugs should have been given.

DR P. S. BIDWAI: I think therapy was withheld because
the clinical suspicion could not be confirmed.
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DR A. RAJWANSHI: We did suggest the possibility of
NHL on the first aspiration, but it could not be
categorized into any particular type. Subsequently, the
interpretation was influenced by the biopsy findings.
Observation of erythrophagocytosis also led us away from
the diagnosis of NHL.

DR (MRS) C. K. BANERJEE:The bone marrow specimen
examined before death has been reviewed and no infiltra-
tion has been found. The post mortem bone marrow
smear however has shown infiltration. It is possible that
leucopenia was not observed because of the associated
infection which caused leucocytosis.

DR S. C. SHARMA:It seems that there were two types of
skin lesions. The one biopsied was an indurated patch
which did not show histiocytic infiltration. The other was
a nodular lesion of recent onset which showed infiltration
by the characteristic cells. Biopsy of the nodular lesion
would have provided the diagnosis of MH.

DR A. K. BANERJEE: The present case highlights the
difficulties of diagnosing MH. NHL is much easier to
diagnose.

DR SURJEETSINGH: MH is a separate entity and should
be distinguished from all types of NHL. The treatment
advocated for MH is cyclophosphamide and prednisolone.
Various other drugs have also been tried but unfortu-
nately the outcome is uniformly poor.
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