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improved and within one month, abnormal
neurological signs had resolved, apart from the
hand posturing. He is now taking full part in
school sports.

PATIENT 2
This 10 year old girl had already been
extensively investigated for a progressive gait
disorder and diagnosed with hereditary spastic
paraparesis. The diagnosis of DRD was
considered after a chance remark by her grand-
mother to the physiotherapist that she had no
symptoms in the mornings. Further questioning
revealed progressive worsening during the day,
requiring assistance to walk home from school.
This history had been recorded in the notes
several times but its significance never appreci-
ated. The family also reported facial grimacing
and abnormal posturing of the hands occurring
at the end of the day when she was tired.
Her symptoms had been slowly progressive

from the age of 5 years. Investigations at age 9
years included a blood film (excluding acantho-
cytosis), amino and organic acid chromato-
graphy, liver function, ammonia, copper and
zinc concentrations, white cell enzymes, com-
puted tomography of the head, and magnetic
resonance imaging of the spine; all gave normal
results.
On examination at 10 years, she had a

spastic gait with toe walking, a mild thoracic
scoliosis with a right rib hump, expressionless
face, markedly increased tone in her lower
limbs with brisk reflexes, ankle clonus, and
spontaneously up-going plantars. At the end of
the day, walking induced fisting or clasping
together of the hands (the latter possibly to
increase truncal stability).

She responded in a similar fashion to
levodopa (12-5 mg) and carbidopa (3 125 mg),
and is now taking part in full normal sporting
activities. The scoliosis has resolved.

Discussion
These two reports illustrate some of the

difficulties in diagnosis of this treatable syn-
drome. Most accounts consider torsion dysto-
nia and other extrapyramidal disorders as the
main differential diagnosis,3 but DRD should
be considered in any progressive gait disorder,
in particular where there is no 'glued to the
floor sign' despite significant disability. This
sign has been considered pathognomonic of
hysteria.5 Objective clinical signs of organic
involvement of the central nervous system
make a diagnosis of hysteria untenable
but early in the course of DRD these may be
'soft'.

Hereditary spastic paraplegia is a hetero-
geneous disorder characterised by a particular
'dragging' type of gait, occasionally asym-
metrical, which our second patient did not
show.6 An association with choreoathetosis has
been reported and the need to consider DRD
previously emphasised.7 Our second patient's
extrapyramidal signs were subtle and it was the
grandmother's chance remark that led to the
diagnosis.
A history of diurnal variation should always

be sought as it is a vital diagnostic clue.
Patients with neurological disorders may
become easily fatigued but loss of function at
the end of the day is probably more significant.
Sequential video filming might be useful in
objectifying progressive loss of function.
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Abstract
A 15 year old boy presented with two
episodes of aseptic meningitis-like reac-
tions after ingestion of co-trimoxazole.
The diagnosis of co-trimoxazole induced
aseptic meningitis was made. This syn-
drome should be considered in the differ-
ential diagnosis of aseptic meningitis.
(Arch Dis Child 1995; 73: 257-258)
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Aseptic meningitis is relatively common in
childhood and has many causes besides viral
infections. In the adult literature there are
several case reports of drug induced aseptic
meningitis. After an extensive search Maignen
et al found 11 cases after ingestion of co-
trimoxazole and eight cases after trimethoprim.'
So far we are aware of only one case report of
aseptic meningitis after co-trimoxazole in child-
hood.2 This drug is currently widely used in
paediatric practice and therefore to increase
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awareness of this potential adverse effect we
report another case.

Case report
A 15 year old boy with insulin dependent
diabetes mellitus was admitted with fever,
headache, and vomiting. Earlier on the same
day he had received co-trimoxazole (Septrin,
Wellcome) for the first time as treatment for an
upper respiratory infection. His symptoms
worsened over a few hours and he rapidly
became unwell. On examination, his tempera-
ture was 38-2°C and he had marked photo-
phobia. He had neck stiffness and Kernig's sign
was strongly positive. His fundi were normal. A
lumbar puncture resulted in a traumatic tap
and intravenous cefotaxime was begun with the
presumptive diagnosis of bacterial meningitis.
Computed tomography of the head was
normal. He began to improve and was almost
back to normal within 48 hours. There was no
leucocytosis on peripheral blood film and blood
cultures were negative. He was discharged after
10 days of antibiotic treatment.
Three weeks later, he was well when

reviewed. However, he was complaining of
dysuria and was prescribed co-trimoxazole for
mild balanitis. Fifteen minutes after ingestion
of the first dose (480 mg) he had fever with
rigors, severe headache, and vomiting. On
admission to hospital he looked unwell and was
feverish (temperature 39 10C). He had
photophobia and meningeal signs were
strongly positive. Examination of his cerebro-
spinal fluid showed 122 white blood cells/plt
(100% polymorphonuclear leucocytes), protein
1 16 g/l, and a normal glucose concentration.
Intravenous antibiotics were started and his
symptoms settled within 48 hours.
The following tests on the cerebrospinal

fluid were negative: Gram stain; latex
agglutination tests for the antigens of
Haemophilus influenzae, Neisseria meningitidis,
and Streptococcus pneumoniae; mycobacterium
polymerase chain reaction; cytospin prepara-
tion for malignant cells; cultures for bacteria,
viruses, fungi, and tubercle bacilli. Blood tests
were as follows: white cell count 4 6X 109/l;
there was no growth on culture; serum viral
and mycoplasma titres not raised; and tests
for Coxsackie virus type B IgM and Borrelia
burgdorfeni IgG were negative. Serum immuno-
globulins and complements were normal
except for a slightly raised C3 (1.35 g/l, normal
range 0-6-1-2 g/l), thought to be due to acute
phase reaction. Urine culture was negative and
no viruses were isolated from his throat. Chest
radiography and repeat computed tomography
of the head were normal. Radiography of the
skull and spine were also normal with an
incidental finding of spina bifida occulta at Si
level.

We diagnosed co-trimoxazole induced
aseptic meningitis. Rechallenge was con-
sidered unethical and the patient was asked to
avoid the drug. He made an uneventful
recovery and there has been no recurrence over
a one year period.

Discussion
After the second episode of meningitis, an
extensive search for infectious agents,
immunodeficiency, and possible anatomic
defects along the craniospinal axis was negative
in our patient. The diagnosis of co-trimoxazole
induced aseptic meningitis was based on the
close temporal association with ingestion of
co-trimoxazole and rapid recovery after with-
drawal. Unfortunately we could not obtain
cerebrospinal fluid in the first episode of
'meningitis' but even normal findings in the
cerebrospinal fluid would be compatible with a
reaction to co-trimoxazole as a similar neuro-
logical illness has been reported after co-
trimoxazole with normal findings.3 However,
usually the cerebrospinal fluid picture is
abnormal and consists of polymorphonuclear
leucocytosis, raised protein concentration,
and normal glucose concentrations, which is
similar to our findings.1 3 Another feature of
this condition, also observed by ourselves, is a
trend towards increasing severity and rapidity
of onset with each successive exposure to the
drug.

Aseptic meningitis has been reported in
adults after various drugs, for example,
ibuprofen, naproxen, co-trimoxazole, trimetho-
prim, carbamazepine, and azathioprine.1 4 Most
cases occurred in young women with connective
tissue disorders. The mechanism is unknown,
most authors favouring an acute hypersensitiv-
ity reaction involving the meninges.1 3 Reports
of meningitis after trimethoprim alone suggest
that this drug could be the offending agent in
co-trimoxazole.5

This condition may be more common than
is currently recognised and should be con-
sidered in the differential diagnosis of obscure
recurrent meningitis or partially treated
meningitis in children. A careful drug history
may therefore give an important clue to the
diagnosis and avoid unnecessary extensive
investigations.
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