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therefore remains largely unknown. On the
other hand, the terms "alive" or "dead"
do not give an account of the whole phen-
omenon. For example, the patient described
by Dodge and Curie2 benefited from de-
compression and lobectomy, and was the
only one of the 37 cases reported by Hay-
maker et al.3 which survived. Nevertheless,
the death of the same patient was later re-
ported4 and I wonder whether this case could
be used to illustrate the success or failure of
surgery.

No.
of Alive Dead

Cases

Untreated .268 63 205
Treated .101 4952

Surgery only .. 28 1 17
IDU* only . . 25 13 12
ARA C** only .. 8 7 1
Steroids only .. 19 9 10
Steroids - surgery . 2 1 1
IDU or ARA C -t surgery 12 4 8
IDU or ARA C ;- steroids.. 3 2 1
Steroids - surgery IDU

orARAC .. 3 2 1
Poly-I.C.*** .. 1 0 1

* Idoxuridine.
**Cytosine arabinoside.

* * *Semisynthetic RNA which induces interferon
production.

It must be stressed that in the untreated
group recovery is usually slow and often
takes weeks, if not months. In many cases
in the treated group, however, the first signs
of recovery appeared within 72 hours, an
improvement noted by Dr. Upton himself
in his case no. 1.5 It is true, nevertheless, that
a careful reading of the literature shows that
there is no valid evidence that any one treat-
ment is much better than the others.

In a patient described by Gurwith et al.6
there was marked deterioration while on
dexamethasone, but there was rapid re-
covery after idoxuridine therapy. In other
cases (personal communication) idoxuridine
is of no help, but external decompression and
lobectomy may have a striking beneficial
effect. I also have seen patients who de-
teriorated despite surgical intervention but
responded within 30 hours to idoxuridine
infusion.
The importance of brain oedema as a

contributory cause of death has been clearly
recognized.7-9 One must therefore agree with
Dr. Upton when he asks that chemotherapy
be combined with either surgical or
"medical" decompression. For reasons which
have already been put forward""11 the use
of steroids alone appears hazardous, and I
would like to make a plea that if dexa-
methasone is to be used it should always
be combined with antiviral chemotherapy.

Acute necrotizing encephalitis is the most
frequent type of encephalitis in adults en-
countered in our latitudes; the problem is
not only, therefore, of academic interest. At
the symposium on herpes encephalitis held
in Manchester earlier this year a working
party was established with a view to en-
couraging multicentre retrospective and pros-
pective studies into the problems inherent
in the treatment of this disease. I hope that
such a co-operative undertaking will help
us in the future to treat our unfortunate
patients more successfully.-I am, etc.,
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Trimethoprim-sulphamethoxazole in
Folic Acid Deficiency

SIR,-Drs. I. Chanarin and J. M. England
(11 March, p. 651) have drawn attention
to the dangers of trimethoprim-sulphameth-
oxazole therapy in megaloblastic anaemia.
We also have observed these dangers and
the following case may be of interest.
A 72-year-old woman was admitted be-

cause of a severe urinary tract infection. She
had a previous history of diabetes mellitus,
rheumatoid arthritis, and primary hypothy-
roidism, which had been treated by diet,
analgesics, and thyroxine respectively. To
this was added trimethoprim-sulphameth-
oxazole (Septrin) for the urinary infection,
because the patient claimed to be allergic
to ampicillin. While this therapy continued,
investigation was instituted for the severe
megaloblastic anaemia which had been dis-
covered on admission. In view of the previous
history, pernicious anaemia was considered
the most likely diagnosis, but B12 deficiency
was excluded by the presence of a normal
serum level (170 pg/ml), free acid in the
gastric juice (pH 2 3), and the lack of res-
ponse to vitamin B12 therapy (Fig.).

Folate deficiency was confirmed as the
cause of the anaemia by a low serum folate
(1-7 iig/ml) and a dietary history showing a
daily intake of only 4-1 gLg per day approxi-
mately. We were very disturbed to find a
marked fall in the haemoglobin and platelet
count after ten days of Septrin (Fig.). It
seemed very likely that the patient's folic acid
deficiency anaemia had been aggravated to
a dangerous degree by the Septrin. It would

seem that caution is indicated in using this
drug in any patient in whom folic acid
deficiency is suspected.-We are, etc.,

PATRICK J. ROONEY
E. HOUSLEY

Royal Infirmary,
Edinburgh

Anticonvulsant Drugs, Folate Deficiency,
and Metabolic Bone Disease

SIR,-Dr. Roger Williams and his colleagues
(23 October 1971, p. 202 and 29 January,
p. 297) reported similar significant inverse
correlations between urinary glucaric acid
excretion and (1) the level of serum calcium
and (2) the degree of folate deficiency in
drug-treated epileptic patients. Both sets of
data were interpreted as supporting the
hypothesis that anticonvulsant bone changes
and anticonvulsant folate deficiency are due
to enzyme induction.

There are some difficulties in explaining
the anticonvulsant folate changes on the
basis of enzyme induction. There is evidence
that diphenylhydantoin is a more powerful
"antifolate" drug than phenobarbitone.1
This would imply, according to the induc-
tion hypothesis, that diphenylhydantoin is a
more powerful enzyme inducer than pheno-
barbitone, which does not appear to be the
case. Indeed, the data presented by Drs.
G. H. Spray and D. G. Burns (15 April,
p. 167) clearly suggest that phenobarbitone
has a more marked enzyme inducing effect
than diphenylhydantoin. Despite this the
only group of their animals in whom liver
folate fell was that on diphenylhydantoin.
There is no convincing evidence yet that

folate is required for drug hydroxylation. If
this were true one would expect an increase
in the urinary excretion of 5-(p-hydroxy-
phenyl)-5 phenylhydantoin following the
administration of folic acid to folate-deficient
epileptic patients being treated with
diphenylhydantoin. However, Olesen and
Jensen2 indicated that the excretion of this
metabolite actually decreases after the ad-
ministration of folic acid.

Alternative theories of anticonvulsant-
induced folate deficiency for which there is
some evidence are impairment of folate
transport3 or inhibition of co-enzyme
function.4 5
The explanation for the drug-induced

vitumi n B12
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