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Treatment

Author No. of Surgery I.D.U. Steroids Survival
Cases

STEROIDS
Carmon et al.'4 6 6 0 2 3 (2 on steroids)
Evars et al.", . . . 1 1 1 1 1
Tomlinson and MacCallum" 1 1 1 1 0
Silk and Roome" 1 0 1 1 1
Upton et al.. . . 2 1 0 2 2
Upton (unpublished) 3 1 0 3 3

Total . . 14 10 10 (All but one on steroids)

I.D .U.
Breeden et al.3 . .1 1 1 0 1
Marshall' 9 1 1 0 1
Bellanti et al.°. . 10 1 0 1
Duffy2l . . 7 7 5 0 2
Dayan and Lewis . 1 1 1 0 0
Rappel et al. . . 5 2 5 0 3
Nolan et al. . . 13 5 6 0 4
-Upton (unpublished) 3 3 3 0 0

32 23 12

Nolan et al.5 and cases 5 and 11 of Rappel
et al.6 following idoxuridine therapy.
The toxic effects of idoxuridine are likely

to cause a clinician to be reluctant to use
such a drug unless the therapeutic benefit
is clear and the diagnosis is certain. Even
Rappel et al., who have been the most en-
thusiastic advocates of idoxuridine therapy,
were unable to assess the part played by
idoxuridine in the recovery of cases 2, 3,
and 9, since treatment rapidly followed op-
eration, and they noted the slow improvement
of cases 6, 8, and 10. Rappel2 stated that
his cases were "insufficient for statistical
comparison with previously reported mor-
tality rates in herpes encephalitis." As virus
inclusions may be absent in brains of un-
treated cases of herpes simplex encephalitis
(Young et al.7, May et al.8, and Hughes9)
these cannot be used as a measure of idox-
uridine effectiveness against the virus, and
to date there is no conclusive proof that
idoxuridine alone is effective in herpes sim-
plex encephalitis, particularly when steroids
and surgical decompression of the brain
have also been used. Even superficial herpes
simplex infections may not respond to idox-
uridine application once they have become
established (Montgomerie et al.'0). The few
results of cytaribine treatment (Longson and
Beswick") are inconclusive. Rappel2 treated
two patients with this drug, and both died
even though the drug was administered
from the fourth and sixth day of the illness.
The experimental evidence with animal

preparations is even less conclusive. Toku-
maru12 noted no change in the survival time
of herpes simplex virus in guinea-pigs with
experimentally induced herpes simplex en-
ceohalitis treated with steroids, but
DobrzynskiP3 found increased susceptibility
to herpes virus hominis infection in older
mice that had been pretreated with cortisone
but he found no effect in baby mice. These
results cannot be comoared with human
cases, because herpes simplex encephalitis in
the guinea-pig is usuallv Dart of a generalized
disease, there is no predilection for the tem-
poral lobes, and steroids are administered
to the human cases after the infection is
established.

If patients are treated with idoxuridine or
cvtaribine then these measures should logi-
callv be combined with efforts to reduce
the intracranial pressure, either surgically or
with dexamethasone, in order to minimize
the necrosis of the temporal lobes. In view
of the inconcluRive results with all the drugs
and the difficulties of making the diagnosis
esrly in the course of the disease, it is surely
too early to dismiss the atraumatic treat-

ment of herpes simplex encephalitis with
dexamethasone as unwise.-I am, etc.,

ADRIAN R. M. UPTON
McMaster University Medical Centre,
Hamilton, Canada
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Trial of Clofibrate
SIR,-Should clofibrate be prescribed for
patients with angina in the belief that it may
improve their prognosis? This is the
question most frequently heard as a result
of the publication (25 December 1971, pp.
767 and 775) from Scotland and Newcastle
of the secondary prevention trials of the
effects of this drug in patients with ischaemic
heart disease. Doubt about the policy to be
adopted is further emphasized in the recent
letters of Dr. P. M. S. Gillam (11 March,
p. 685) and Dr. W. H. S. John-Brooks (18
March, p. 750).
The main conclusion of both trials was

that clofibrate had a beneficial effect in re-
ducing mortality and. to a lesser extent, mor-
bidity in patients with angina. This may
well prove to be accurate, but it is my view
that further appraisal is necessary and con-
firmation should be sought. As your leading

article (25 December 1971, p. 765) says "these
trials provide a reliable base for the necessary
further examination of the place of clofibrate

. in ischaemic heart disease."
These trials were not specifically designed

to study the effects of the drug in patients
with angina. They have shown an unex-
pected result, which was derived from rela-
tively small numbers when one considers
the sample sizes usually required for secon-
dary prevention trials. Differences exist in
the criteria of diagnosis in the two trials.
Randomization was not entirely satisfactory
in the Scottish trial. For these and other
reasons I believe that it is legitimate and
a matter of urgency to examine whether
another trial can be launched. What is now
required is a controlled trial of the effect
of clofibrate on the prognosis of patients
with angina. These patients should have
objective signs of myocardial ischaemia, and
the design of the trial should allow stratifi-
cation according to certain high risk factors,
particularly hyperlipidaemia, hypertension,
and excess smoking. A total of about 2,000
patients would have to be studied over a
period of four years, meaning a trial period
of approximately seven years. This is a
formidable and costly procedure, but a
definite answer to the opening question will
not be achieved in any other way.

In answer to Dr. Gillam the failure of
randomization was not a "shattering blow"
to the Scottish trial. While the initial serum
cholesterol and systolic blood pressure levels
of the total group were significantly lower
in those allocated to clofibrate, the differences
were only 9 mg/100 ml and 4 mm Hg-
each obtained from single readings. More
imoortant is the fact that there was no sig-
nificant difference in those with angina or
with angina plus infarction in inital serum
cholesterol, initial systolic blood pressure, or
initial diastolic blood pressure at the time of
randomization to clofibrate or placebo
groups. It is only in these diagnostic sub-
categories that the mortality was reduced
by clofibrate. Thus the difference in serum
cholesterol and systolic blood pressure was
almost entirely due to differences in patients
with myocardial infarction.

In answer to Dr. St. John-Brooks, the
fact that there may be many factors known
or unknown which influence the progress of
ischaemic heart disease is one of the reasons
for conducting trials with patients randomly
allocated to treatment and placebo groups.
The conjectured heterogeneity of the groups
need not invalidate the statistical analysis,
and though neither trial was balanced with
respect to the many factors recorded during
the pre-trial history it is clearly sensible to
examine the overall response rate to see if
any subgroup of patients did or did not res-
pond better than others to treatment. The
results suggest that clofibrate reduced mor-
tality in patients with angina, and therefore
the null hypothesis that clofibrate produced
no benefit has to be questioned. It is true,
of course, that the more comparisons made
and the more subgroups examined the more
likely it is that some spuriously "significant"
results will be found. I agree with him,
therefore, that it is necessary to view 'the
results of analysis of these subgroups with
caution, but it would be negligent not to
present the results for consideration.-I am,
etc.,

M. F. OLIVER
Department of Cardiology,
Roval Infirmary,
Edinburgh
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