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On morphological grounds, it seems pathognomonic that the
virus may be the cause of the characteristic lesions in the viscera. Thesc
typical findings consist of focal necrosis with intranuclear inclusions in
various internal organs such as the liver and [or adrenals. The purposc
of this communication is to present two cases of fatal gencralized herpes
virus infection beyond the new-born period seen at Hacettepe Child-
ren’s Hospital, in which the diagnosis was based on histopathological
findings of post-mortem studies. The presented cases also showed central
nervous system involvement as an herpetic encephalitis and kwashiorkor
as an associated condition. To the best of our knowledge this is the
first report of such an association in Turkey.

Case Reports

Case 1: (U. T. 68/48190) : A one year old female paticnt was
admitted to Hacettepe Children’s Hospital with complaints of
diarrhea and vomiting, swelling of the body and ulcers in the mouth.
The diarrhea and vomiting started a month prior to admission
followed by swelling of the body. Three days before admission she
suffered from a sore mouth. Her past history revealed measles and
chicken-pox at six months of age. She had not been given any of the
usual immunisations. She was being breastfed and given juice from
food eaten at home, rice flour mixed with sugar and water were added
to the diet. She could sit but not walk. The family history was not
remarkable. Physical examination revealed: Weight 5,400 kg., height
70 cm., temperature 38°C, respiration 36 pcr minute, pulse rate 140 per
minute. Her general condition was poor, subcutaneous fat tissuc was
decreased, the hair was dry, fontanelle was open 1x1.5 cm., the tongue,
oral mucosa, and palate were covered with ulcers. Scleras were icteric.
The findings in respiratory and circulatory systems were not remarkable.

The edge of the liver was 5 cm. below the costal margin, the spleen
was not palpable and there wasoedema in the four extremities. Labora-
tory findings: Hb was 7.20-10.80 gm. 9%, white blood cells 14,400 per
mm3 with increased neutrophils. Urinalyses showed one plus protein,
in the sediment there werc 5-6 erythrocytes, and 3-4 leucocytes.
NPN: was 41 mg9%, blood sugar 43 mg%, and blood clectrolytes
were within normal limits. Total blood protein was 4.2 gm9,,
with albumin of 2.3-gm 9, total biluribin was 2 mg®, (direct being
1.4 mg), SGOT 150 U, SGPT 123 U, thymol 8 U, serum clectro-
phoresis was normal. PPD was negative. The cultures of blood and
cerebrospinal fluid yiclded no growth. Throat and stool cultures were
normal. The patient was given intravenous fluid and antibiotics in the
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thc mesodermal and endodermal, as well as the ectodermal structures.?
The morphological features of the lesions in the chick embryos were
focal necrosis and intranuclear inclusion in the cells. Various authors
reported the formation of similar type visceral necrotic lesions as
a result of this pathogenic agent.® 2 All the cases of disseminated
herpes simplex infection published up to 1959, with the exception of
two cases in the series Zuelzer and Stulberg in 1952 and of one case
of Brian et al in 1957, were in the neonatal age group.? 3 McKenzie
et al in 1959 reported 8 cases, the ages of which ranged between 9-16
months who displayed rather scrious stages of malnutrition.8

Virus studies were available on three cases. The authors pointed
out that there was malnutrition in these patients and stressed once
again that the histopathological findings in the liver and various organs
were characteristic features.

The systemic herpes simplex virus infection showing diffuse lesions
in the internal organs is not a new entity. The disease affects the new-
born probably transplacentally or during passage through the infected
delivery canal or in the postnatal period due to contact with persons
suffering from herpetic infection in the environment.'® The anti-
bodies of the herpes virus pass through the placenta to the fetus. The
titre of antibody in the newborn baby has been observed to be the
same as that of the mother. However antibody titre acquired trans-
placentally may sometimes be low in value and may not be able to
protect the newborn baby against infection or there may possibly be
sensitivity of the newborn to this infection. In older children the most
common symptom of this infection is encephalitis.!!

The existence of malnutrition as well as edema and the involve-
ment of the central nervous system in this systemic disease were the
particular features of the two cases presented above.

The first case was classified as kwashiorkor following the clinical
findings as well as the determination of serum proteins. No determina-
tion of serum proteins was available in the second case. Nevertheless
the background of nutritional oedema and the histopathological fin-
dings on the liver and the pancrcas were consistent with the diagnosis
of kwashiorkor. The first case was admitted to hospital suffering from
aphtous stomatitis. As for the second case, lesions in the patient’s mouth
appeared on the fifth day following hospitalisation. The first case
suffered from vomiting and convulsions and the second displayed a kind -
of vomiting that could not be controlled as a distinct symptom of the
central nervous system. As previously stated, the largest series of fatal
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disseminated herpes virus infection after the neonatal period in litera-
ture was from South Africa. In this series there were 92 cases with ages
ranging between 9-36 months. The ratio of these children showing malnut-
rition was 899%,. Most of them suffered from kwashiorkor.5 Stomatitis
was present in most of these patients. Although the diagnosis of 1/3 of
the cases was based on virological studies, the remaining 2/3 were
diagnosed according to histopathological findings of post mortem
examination.

Systemic infections such as measles and purulent meningitis besides
malnutrition were identified as predisposing factors. As is known,
children showing kwashiorkor or progressive malnutrition have dec-
reased resistance to viral and bacterial infections. In these children thesc
infections pursue a fulminating course. Antibody production, serum
level of antibody and turnover rates appear to be normal in kwashior-
kor.'2 It would seem likely, therefore, that delayed hypersensitivity
might be deficient in the same way as BCG is frequently defective in
malnourished children.!®> These reactions are mediated by thymic
decpendent lymphocytes and thymic atrophy is extreme in children
who died as a result of kwashiorkor. -

The diagnosis of generalized herpes simplex infection is generally
made by the isolation of the virus in blood and tissues. However the
histopathological findings in the tissues described above are patho-
gnomonic. The brain biopsy material in cases showing encephalitis
was used for direct virus isolation fluorescence antibody technique and
the demonstration of characteristic intranuclear inclusions.? !' The
prognosis of this disease is obscure and generally fatal. It has becn
reported that an early diagnosis and treatment with 5-iodo- 2 - deoxy-
uridine may sometimes lead to improvement without sequel.!* 15
In cases of malnutrition with stomatitis, it would be appropriate to
suspect a generalized herpes simplex infection in children displaying
symptoms such as a poor general condition, hemorrhage, jaundice
and rapidly progressing encephalitis. Although it is not possible to
protect children against the herpes virus infection, care should be
taken to ensure that no one with herpetic infection enters the newborn
or premature baby units or clinics where there are children suffering
from malnutrition and receiving treatment, as these babies are sensitive
to infection.

Summary

Two cases of infants suffering from malnutrition and displaying
a fatal generalized herpes simplex infection have been presented and
the literature relating to the subject has been reviewed.
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