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in the parietal lobe lead to complex distur-
bances of the body image, which finally
cause anosognosia of either a body part orin
some cases of the total body. Premorbid
hypochondriacal personality, recent experi-
ence of death at close quarters and a more
concrete comprehension of events due to
the neurological or psychiatric cause are
supposed to be the factors which lead to
development of this syndrome. Although
the present case did not have hypochondria-
cal personality but he had met the loss of his
father six months back, which in the pres-
ence of parietal lobe tumor might have
presented as Cotard’s syndrome.
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Infection Associated
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Infection associated hemophagocytic
syndrome (IAHPS) 1s a systemic prolifera-
tion of mature histiocytes showing hemo-
phagocytosis and cytopenias. These patients
have fever, constitutional symptoms and
hepatosplenomegaly. This disease is infec-

tion (virus/bacteria) associated(l). The
pathophysiology is thought to be mediated
through a defect in immunomodulation
resulting in an unrestricted release of
inflammatory cytokines. Diagnostic guide-
lines, both clinical and laboratory have been
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outlined(1,2). We have come across 4 such
casesin the last 6 years and thier findings are
presented.

TRATEA R8RS y:;'

Case Reports

Four patients with fever of greater than
one week duration and splenomegaly (Table
1) were subjected to hemogram, blood cul-
ture, urine culture, widal test, throat swab
culture, X-ray chest, USG abdomen, liver
function tests, ASQ levels and bone marrow
aspiration. However, these cases were put
on antibiotics by 3rd day keeping in view the
urine, blood culture and other findings as
given in Table L.

Bone marrow aspiration was carried out
on 3rd day in Case 2 and 4 as no bacterial
growth was positive. In Case 1 and 3, mar-
row aspiration was resorted to on Sth and
6th day as there was no response to anti-
biotic therapy. Marrow aspirate of all the 4
cases demonstrated large histiocytes with
phagocytosis of lymphocytes, RBCs, plate-
lets and other nucleated cells (Figs. 1 & 2)

and a diagnosis of infection associated hemo-
phagocytic syndrome (IAHPS) was made.
Steroids were added in Cases 1,3 and 4 and
subsequently these cases improved while
Case 2 did not receive steroids and expired
10 days later.

Discussion

All the four patients manifested the clini-
cal and marrow findings of hemophagocytic
syndrome. This syndrome may develop in
cases of: (@) immunosuppression (virus
associated hemophagocytic syndrome
(VAHS)(3); (b) {at overload syndrome; (c)
discases like tuberculosis, brucellosis, leish-
maniasis, syphilis, rubella, other bacteria
and AIDS, and (d) in the course of malig-
nancies(2). In children, upper respiratory
tract infection may lead to VAHS and these
patients may secondarily develop bacterial
infection(3). Cases 1 and 3 were positive for
bacterial infection. However, a concomitant
viral inféction may have been present in
these cases as viral culture and antibody

Fig. 1.  Bone marrow aspirate showing a histio-
cyte with phagocytosis of a lymphocyte

 (Giemsa x1000).
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Fig. 2. Bone mamow aspirate —A histiocyte
showing phagocytosis of platelets and a
lymphocyte (Giemsa x1000).
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studies could not be carried out. Cases 2 and
4 were prabably caused by virus as no bacte-
rial culture was positive. Such cases may
show an acquired immune defect in the
reversal of T4 : T8 ratio as seen in Case 4.

Recently, histiocytosis in children have
been classified into 3 classes—I, I and ITI(1).
Class I includes infection associated hemo-
phagocytic syndrome (IAHPS) and familial
hemophagocytic lymphohistiocytosis (FHL)
resulting from accumulation of active his-
tiocytes and lymphocytes. Morphology of
histiocytes in both diseases is similar(1).
However, familial cases have an autosomal
recessive pattern of inheritance, a positive
family history and defects in cell mediated
and humoral immunity(1); while infection
associated cases are due to viral/bacterial
infection.

Class I histiocytosis includes Langer-
hans, cell histiocytosis (LCH) and class III
consists of malignant histiocytic disorders(1).
In LCH the infiltrate 1s pure histiocytic/
mixed histiocytic eosinophilic affecting mainly
bones (80%) and skin (60%). However,
lymphnodes, bone marrow and spleen are
mainly involved in disseminated LCH(4)
while in IAHPS the lymphohistiocytic infil-
tration is seen in bone marrow, splecen and
lymph nodes(2). Histiocytes in LCH
demonstrate deeplyindented nuclei without
appreciable phagocytosis, positivity for S-
100 and Birbeck granules; while in IAHPS
histiocytes are cytologically normal with strik-
ing phagocytosis of cellular blood elements
like platelets, white cells and red cells(4), as
seen in these cases.

Malignant histiocytosis (Class III), an
uncommon malignancy in children is a
systemic neoplasm involving entire RES(1);
but can be differentiated from class I and 11
histiocytosis by morphology of cells which
manifest reticular nuclear chromatin, high
N/C ratio prominent nucleoli, cytologic
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atypia with evidence of phagocytosis in few
cells(4). Bone marrow involvement occurs
in 25% of cases and hepatosplenomegaly is
not a prominent feature(5) in contrast to
IAHPS.

IAHPS is a reactive process associated
with viral bacterial infection(6,7). Cytopenias
are in part due to bone marrow failure
because of direct effect on hematopoiesis
which is corroborated by progressive fall in
granulopoiesis and erythropoiesis by sequen-
tial bone marrow examinations(3). Intra-
vascular coagulation and hypofibrinogene-
mia playa part in the pathogenesis of throm-
bocytopenia in addition to platelet phago-
cytosis(3).

Management of these cases involves
treatment of underlying infection, suppor-
tive care and steroids(4). It has been ob-
served that use of antibiotics alone does not
bring out regovery in bacterial type IAHPS,
but addition of steroids leads to a dramatic
improvement(8), as also observed by us in
Cases 1 and 3. One of our cases (Case 2) sus-
pected of viral type IAHPS was not given
steroids; this patient steadily deteriorated
and expired while the other one (Case 4)
exhibited a good response to steroids and -
recovered. Cases of viral fever complicated
by VAHS usually do not improve until ste-
roids are given as noted by various work-
ers(3,7). It appears that steroid therapy is
beneficial in such cases and it should be
instituted as soon as IAHPS is diagnosed.
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Severe Metabolic Acidosis in
Nalidixic Acid Overdosage
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Nalidixic Acid is a commonly used anti-
biotic for urinary tract infections and also
acute bacterial diarrhea. Overdose leading
to severe metabolic acidosis has not becn
reported from India. We report one such
case.

Case Report

A four-month-old infant presented with
a history of altered sensorium of 3 hours
duration. Four days earlier, she had loose
stools for which she was started on Nalidixic
Acid 110 mg/kg/day for four days and lac-
tobacillus tablets for one day. The day prior
to admission, the mother noticed building of
the anterior fontanclle. The next day, child

became lethargie dhd rapidly progressed to
coma. She also had one episode of general-
ized tonic clonic seizures. She was treated at
a Nursing Home with intrauterine diaze-
pam and calcium gluconate and then
referred to our institution.

On examination, the anterior fontanelle
was bulging, there was minimal response to
painful stimulus. Respiration was rapid and
systemic examination was non-contributory.
The investigations (Table I) revealed a high
anion gap metabolic acidosis (38.5). Cor-
rection of acidosis was done with intrave-
nous sodium bicarbonate following which
the child dramatically regained sensorium.

The child was hypotonic for the next two
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