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positives and negatives were true positives and negatives
respectively. In table Ila, where the prevalence is 50%, these
figures are also both 0-9, indicating high predictive ability. In
table IIb, the prevalence is 2%. Although virtually all of those'
with a negative test were truly negative (4410/4420), only- 16%
(90/580) of those diagnosed as positive were true positives. So
the value of the test is low, even though 90% ofthe true positives
give positive results. The usefulness of such a test depends on
the cost of a false-positive finding. This is the problem when
deciding whether or not screening for rare conditions (such as
breast cancer) is worth while. For such purposes, the sensitivity
is of no use at all-a high sensitivity is a necessary but not
sufficient condition for a good predictive test.

Exactly the same considerations apply to the interpretation of
a value exceeding a reference (or normal) range as automatically
indicating abnormality without consideration of the prevalence
of abnormality. Indeed, this is equivalent to looking at only the
top row in table Ilb. Such a procedure can lead to ludicrous
interpretations of data-for example, that it is safer to drive
very fast as few accidents are caused by cars travelling at more
than 100 miles an hour.

TABLE II-Relation between diagnostic test and disease state with prevalence of
disease (a) 50% and (b) 2%
(a) Test (b) Test

+ - + -
+ 180 20 200 + 90 10 100

Disease Disease
- 20 180 200 - 490 4410 4900

200 200 400 580 4420 5000

Conclusions

The enormous amount of published research makes it
inevitable that papers will often be judged, in the first instance

at least, by the authors' own conclusions or summary. It is thus
vitally important that these contain valid interpretations of the
results of the study, since the publication of misleading con-
clusions may both nullify the research in question and falsely
influence medical practice and further research.

This is the seventh in a series of eight articles. No reprints will be available from
the author.
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Today's Treatment

Clinical pharmacology

The Committee on Review of Medicines

T B BINNS

In retrospect it is astonishing that until 1964 there was virtually
no control over the marketing of drugs in Britain. In that year
the voluntary Committee on Safety of Drugs (Dunlop Com-
mittee) came into operation, and when the Medicines Act of
1968 was finally implemented in September'1971 this was
succeeded by the Committee on Safety of Medicines (CSM).
The CSM advises the licensing authority, which' is part of the
medicines division of the DHSS, on the granting of licence'
inter alia for clinical trials and new products. Products already on
the market in September 1971 were given product licences of

Department of Pharmacology and Therapeutics, London Hospital
Medical Coflege, London El 2AD

T B BINNS, FRcP, honorary senior lecturer; member ofthe CRM

right. The data sheets on these products were prepared by the
manufacturers, and very few ofthem had undergone independent
evaluation.

Late in 1975 the Committee on Review of Medicines (CRM)
was created to undertake this task and also to comply with an
EEC directive that imposed a deadline for review of May 1990.1
In status it corresponds to the CSM, being one of several com-
mittees set up under section 4 of the Medicines Act, and it
operates in much thesame way. Its members are appointed by the
health ministers with the advice of the Medicines Commission.
They are broadly representative of the interests concerned but
are appointed as individuals and not as delegates. They are paid a
nominal honorarium that is not remotely commensurate with
the time taken up, so their decisions are in no way influenced by
considerations of finance or job security. The first chairman was
Sir Eric Scowen, and he was succeeded by Professor Owen Wade
in 1979. Technically these committees report directly to the
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ministers, but there is a two-way traffic also with the Medicines
Commission, the other section 4 committees, and the medicines
division of the DHSS, which provides the secretariat. Strictly
speaking, it "advises" the licensing authority but the advice is
usually acted on. Manufacturers may, however, appeal against
decisions of the licensing authority based on this advice and may
make representations either verbally or in writing. In the last
resort they can request a hearing by the Medicines Commission.
At its inception the CRM faced a formidable task. Product

licences of right had been issued for some 36 000 products,
details of which were held on a computer. This figure is often
bandied about as if all these were prescription products. In fact,
it included about 10 000 herbal and 4000 homoeopathic pro-
ducts, many "home remedies," and some 12 000 so-called
prescription fillers (generics sold under the name of the active
ingredient without specific indications). There were more than
4000 proprietary medicines, but there could be as many as
five or six licences for different dosage forms and strengths
of the same drug. The most dramatic effect of the CRM was that
by the end of 1976 some 10 000 licences were voluntarily
surrendered, and many more products have since been with-
drawn.

Work of the CRM

Through the licensing authority the committee has very
considerable powers affecting the composition, manufacture,
supply, and labelling of products. It can restrict their use or even
revoke licences.

It has had to decide various points of principle. For example,
it did not pursue a proposal by the health ministers that it should
categorise products into drugs of first, second, or reserve choice.
It deferred consideration of homoeopathic products. It gave
consideration to the use of drugs in children and set up a working
group to advise on categories for their use in pregnancy. It
formed subcommittees to deal systematically with particular
therapeutic classes, giving priority where the need seemed
greatest. The first three were on antirheumatic, analgesic, and
psychotropic medicines. And it arranged that the biological
subcommittee of the CSM should also serve the CRM.

The original systematic review procedure proved to be too
protracted and was modified. In addition an accelerated review
procedure was adopted whereby any drug or product could be
considered as occasion demanded.
The remit of the committee is to consider and give advice

with respect to the safety, quality, and efficacy in relation to
human use of any substance or article to which any provision
of the (Medicines) Act is applicable. It has to operate not only
within these terms of reference but under various other con-
straints, such as shortage of professional staff, and with continual
regard to external influences such as the EEC and WHO.
By law, therefore, all product licences should be reviewed

according to these criteria, which are the same as those used by
the CSM for evaluating new drugs. However, many of the prep-
arations under review were originally introduced when testing
and documentation were less advanced. It would be impractical
to require them to be brought up to present-day standards and
on the basis of past experience usually quite unnecessary apart
from quality control data. There is a particular difficulty in
applying the criteria to herbal and home remedies. It would be a
pity to sweep away some of the comforting and harmless
nostrums. Sometimes it is difficult to avoid adopting double
standards, but each case is judged on its merits with a degree of
common sense. Inevitably some inconsistencies and anomalies
arise. At times it is necessary to consider a group of products
together when some members of the group are borderline, but
the committee is always ready to listen to manufacturers or trade
associations and tries hard to be fair. The spirit of the old
Dunlop Committee is still alive.
The committee is concerned with maintaining and improving

standards, both in the quality of the products and in the in-
formation about them. This should be conducive to rational
prescribing, but it is emphatically not concerned with restricting
doctors' freedom to prescribe or otherwise control their use of
drugs.
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What treatmitent is available (here or in the United States) for a paralysed
vocal cord cauised by accidental division of the recu-rrent laryngeal nerve
during an operation on the neck ? Is there any chance of recovery without
treatment-how long shozuld one wait ?

If the paralysis occurs immediately after operation it is due to severance
of the nerve or inclusion in a ligature, but if it is delayed for a day or
two after surgery it may be due to oedema. Apart from speech therapy
no treatment should be considered for at least six months, as the voice
is almost normal and stridor and aspiration do not occur in unilateral
paralysis of the recurrent laryngeal nerve. Professional voice users
may seek further treatment, and the best method is the injection of
Teflon paste. This method is available in Britain, but it must be
carried out by an experienced operator, as the amount injected is
critical, not only because of the possibility of airway obstruction if too
much is injected but also because too much may result in a high-
pitched diplophonia.

Maran AGD, Stell PM. Clinlical otolarynigology. Oxford: Blackwell, 1979: 409.

The side effects of drug treatment in schizophrenia are often troublesome
and severe and sometimes damaging and permanent, in particular
tardive dyskinesia. Is the use of drugs always justified or have diet and
vitamins-a place in treating this disorder ?

If inadequately treated, schizophrenia has a very poor outcome that
often leads to a permanent stay in hospital. The degree of residual
psychological disability is believed to be related to the period of
manifestation before effective treatment is given. The efficacy of

antipsychotic drugs in treating this disorder has been shown beyond
question. If treatment with drugs is expertly managed the incidence of
persisting side effects is low and can be minimised by careful choice of
drug. Unfortunately the effectiveness of other approaches in treatment
have not been sufficiently shown. In acute cases the good chances of
arresting the illness with drugs must be weighed against the low risk of
long-term side effects. Even in chronic cases a therapeutic trial with
drugs should always be carefully considered. If undertaken the
benefits of the treatment can be balanced against any side effects
observed.

What are the relative indications for chlordiazepoxide (Librium) and
diazepam (Valium) ?

The sedative effects of diazepam and chlordiazepoxide are similar, and
both have a long duration of action that is partly due to active met-
abolites. Either is suitable for the regular treatment of anxiety in
patients for whom daytime sedation is acceptable. The main difference
between the two drugs is that the onset of effect is rapid with diazepam
and slow with chlordiazepoxide. Thus only diazepam is effective as a
hypnotic and hence is the more suitable of the two for patients who
need an additional hypnotic effect. For patients who need only night
sedation, however, a shorter-acting benzodiazepine, such as temaze-
pam, is more suitable. Diazepam may be given intravenously and is
used as a premedication and to treat status epilepticus. Other indica-
tions for either drug include the treatment of muscle spasm and the
symptomatic treatment of acute alcohol withdrawal.

Committee on the Review of Medicines. Systematic review of the benzodiazepines.
Br MedJ3 1980;280:910-2.
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