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tion of levodopa requirement, reduction in Parkinsonian disabil-
ity, increase in chronic dopaminergic toxicity and possibly en-
hances the progression of the disease. It does not have the
neuroprotective effect observed in animal experiments.

A detailed analysis of the causes of death is required to
improve our understanding of selegiline toxicity. During statisti-
cal analysis, a substantial number of patients actually receiving
selegiline were grouped under the levodopa arm, possibly reduc-
ing the mortality rates. However, this does not dilute the message
of this report. In view of commercial considerations, the conclu-
sions are likely to be contested on the basis of earlier clinical trials.

Treatment of most neuro-degenerative disorders is sympto-
matic and frustrating. Reports of the beneficial effects of a new
drug are usually received with enthusiasm that is often misplaced.
Selegiline treatment of Parkinson's disease may be one such
example.
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SUMMARY
This randomized, double-blind control trial describes the evaluation
of the effectiveness of a 3-hydroxy-3-methylglutaryl-coenzyme A
reductase inhibitor, pravastatin (pravachol), in preventing coronary
heart disease (CHD) in men with moderate hypercholesterolaemia
andno history of myocardial infarction. Pravastatin, in common with
other reductase inhibitors, blocks the endogenous production of
cholesterol and reduces the levels of low-density lipoprotein (LDL).
The study aimed to recruit 6000 middle-aged (45-64 years) men,
assign them randomly to receive placebo or 40 mg pravastatin and
follow themup for 5 years. The main end-points of interest were non-
fatal myocardial infarction, or death from CHD with the events
classified as either definite or suspected. Secondary end-points were
the effect of treatment on death from cardiovascular disease, all-
cause mortality, and frequency of percutaneous transluminal coro-
naryangioplasty (PTCA)or coronary artery bypass grafting (CABG).

About 160000 men aged 45-64 were invited to attend coronary
screening clinics in general practices in the West of Scotland. Of
these, 81 161 came for the first visit, of whom those with a non-
fasting plasma cholesterol of at least 252 mg/dl (6.5 mmollL) and no
history ofCHD weregiven dietary advice and asked to return 4 weeks
later. 20914 men did so, and if their LDL was at least 155 mg/dl
(4mmollL) they were advised to continue with the dietary advice and
return for the third visit four weeks later, 13 654 men returned for the
third visit at which point they were included in the study if they had
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moderate hypercholesterolaemia and no evidence of CHD (although
menwith stable angina and no hospital admissions in the previous 12
months were eligible for inclusion). A total of 6595 men were
randomly assigned to either placebo (n=3293) or 40 mg pravastatin
in the evening (n=3302). They were reviewed 3-monthly when
dietary advice was reinforced. The fasting lipoprotein profile was
done 6-monthly, and a physical examination and ECG were done
annually for the 5-year follow up. In an intention-to-treat analysis,
pravastatin reduced plasma cholesterol and LDL and there were
significantly less coronary events (non-fatal myocardial infarction
and death fromCHD) in the pravastatin group (174) compared to the
placebo group (248). There was a 22% decrease in death from all
causes in the pravastatin group compared to the placebo group but
this was not significant (p=0.051). The authors conclude that
pravastatin reduces cholesterol levels and 'the risk of coronary
events in asymptomatic subjects with hypercholesterolaemia' .

COMMENT
The results of this study, known as the West of Scotland Coronary
Prevention Study (WOSCOPS), were presented at the American
Heart Association (AHA) conference on 15November 1995 and
published the same week in the New England Journal of Medi-
cine. It has been trumpeted as a landmark trial in lipid-lowering
therapy and therefore needs to be looked at very carefully. Other
studies of lipid-lowering therapy have not been able to show a
decrease in the risk of CHD death,' and a meta-analysis even
indicated a raised risk of death from non-cardiovascular causes by
lipid-lowering drugs.'

There is little doubt that this was a very carefully designed and
executed study conducted in the West of Scotland where the
average cholesterol levels are high and CHD accounts for about
30% of all deaths. The authors considered over 81 000 men for
inclusion in the study but give no information on the number of
men invited to return for the next visit at each stage--only the
number of men that actually accepted the invitation. This would
provide information on the number of men who did not meet the
criteria for returning and those who 'dropped out' Of course, at
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the end of the process those remaining and who met the criteria
were randomized and the baseline data between the two groups
was nearly identical.

The authors also do not provide any information on the dietary
advice given to those who were considered for inclusion in the
study-it could range from a basic leaflet being given to intensive
dietary advice from dieticians. It could be that a more intensive
approach could reduce cholesterolleveIs (and hence death from
CHD) and obviate the need for lipid-lowering drugs.

Shepherd and his colleagues emphasize the reduction in coro-
nary events for the pravastatin group, but when the data is
analysed by subject-years of treatment a better picture begins to
emerge of the benefits and costs of treatment. First, only the
definite coronary events should be considered because conclu-
sions based on the inclusion of suspected coronary events will be
less reliable and valid. At 5 years, there were 74 more non-fatal
coronary events or CHD deaths in the placebo group for a total of
32216 subject-years. Hence, each event prevented requires
32 216xO.5/74 or 217.7 subject-years of treatment. The calcula-
tion for CHD deaths alone gives a figure of one CHD death
prevented per 1150.6 subject-years of treatment. In Scotland, the
cost of one year's supply of 40 mg pravastatin is about £360.
Hence a crude figure for the cost of each CHD death prevented is
I150.6x£360 or £414 216.

The points about cost are not meant to be robust but are there
merely to demonstrate the need for a detailed economic evalua-
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SUMMARY
The surgical treatment of medically intractable epilepsy has not been
evaluated by randomized controlled studies although 1500 proce-
dures are performed annually in the USA.The presurgical diagnostic
tests may cost up to US$ 100 000 and many patients eligible for such
a trial refuse to be randomized. Further, previous studies have
concentrated on seizure recurrence rather than the quality of life.

The authors studied 248 consecutive patients with intractable
epilepsy who were evaluated for epilepsy surgery. Of these, 202
patients in whom there was a resectable epileptogenic region in the
brainwere identitied and they underwent some formof surgery-I 75
had right or left anterior temporal resections, 22 had extratemporal
resections; 5 patients died, of these 3 patients died as a complication
of presurgical invasive diagnostic procedures. The remaining 46
patients comprised the 'non-surgery' group. In this, an epileptogenic
region could not be localized in 42 patients, 2 had some
contraindication to surgery and the remaining 2 declined operation.

Outcomes were assessed through a self-administered question-
naire and medical record review. The impact of surgery was assessed
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tion of the data from this study. Even though the drug may be
effective (although some points remain unanswered), the issue of
cost-effectiveness is one that should be addressed so that a more
precise estimate can be made of the benefits and costs of patients
being put on long-term pravastatin.

The final comments about the study seem almost churlish but
need to be made. Firstly, the subjects in the trial are men and itmay
not be valid to apply the results to women. Secondly, although
there appeared to be few adverse effects of pravastatin over the
five years of the study, the longer-term effects of the drugs are
unknown. In conclusion, I can only concur with the statement by
Pedersen,' 'the prevention of coronary heart disease is still too
large a problem to be accomplished with drugs alone'.
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with regard to frequency of seizures, use of antiepileptic medication,
employment and quality of life by comparing the data between
epilepsy surgery and non-surgery groups. The mean follow up period
was 5.8 years for surgery patients and 5.7 years for non-surgery
patients. Baseline socio-demographic characteristics of both the
groups were similar, except that the non-surgery group had a higher
median monthly seizure frequency than the surgery group. After
adjustment for baseline covariates, surgery patients at follow up
showed greater decline in average monthly seizure frequency and
took fewer antiepileptic medications. However. operation had no
impact on employment and quality of life as measured prospectively
by the Katz adjustment scales (KAS).

The authors conclude that surgery in adults and adolescents, who
have intractable epilepsy, results in better seizure control with less
epileptic medication. The effect of epilepsy surgery on the quality of
life and employment needs to be assessed with larger prospective
studies.

COMMENT
Epilepsy surgery is considered for patients who are medically
refractory to antiepileptic drugs, have uncontrolled seizures or
intolerable side-effects that interfere with function or quality of
life despite maximally tolerated trials of one or more antiepileptic
drugs. Focal resection in the form of temporal or frontal lobectomy
remains the most commonly performed and effective procedure.
Other operations include corpus callosotomy for palliation of
generalized seizures and hemispherectomy in refractory epilepsies
associated with severe unilateral neurological deficits. t

The success rate oftemporallobectomy varies. Approximately
50-70% patients are rendered free of seizures that impair con-
sciousness or motor control, but auras persist in some of them.
Twenty per cent to 25% show improvement (there is greater than
85% reduction of complex partial and tonic-clonic seizures).


