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One in three people will develop cancer, and with the
increasing success of such strategies as adjuvant chemo-
therapy it seems likely that a rising proportion will receive
chemotherapy as part of their care. Cytotoxic drugs have
increasingly been developed and marketed by multinational
drug companies, and concern has recently been expressed
about the relationship between clinicians, regulatory authori-
ties, and these commercial organisations both in medical
journals and the lay media.

Traditionally, many new oncological drugs have been
developed clinically by university departments or national
institutions (for example, the National Cancer Institute in the
United States), but because of cost constraints international
drug companies have increasingly taken on this role.2 Drug
development, evaluation, and testing are enormously and
increasingly expensive (£100m is the current cost of licensing
a new drug3), and time to recoup costs and make profits while
the drug is on patent may be short, particularly as competing
companies may have comparable compounds in develop-
ment.
When a new drug is submitted for licensing in the United

Kingdom the Medicines Control Agency is mandated to
consider only its pharmaceutical properties, toxicity, and
activity. No account is taken of its efficacy compared with
established treatment.4 In practice this means that when new
drugs are tested before licensing the requirements of drug
companies differ from those of clinicians-drug companies
requiring only evidence of safety and activity and clinicians
more interested in comparative trials of efficacy and cost. At
present most oncological drugs are tested before licensing in
multicentre single arm studies (phase I and II). Complex data
collection employing "good clinical practice" is required.56
Often when a drug company is organising a study it will hold
these data and design and monitor the trial. In addition it is
usually responsible for statistical analysis and will often
control decisions on publication.
Commercial constraints mean that drug companies try to

achieve a licence as quickly as possible; once a licence has been
obtained for a specific indication there seems, at least in the
United Kingdom, little imperative for clinicians to limit use of
that drug to the licensed indication-thus the whole market
may be opened to the manufacturers. This process is
facilitated by small, often uncontrolled, trials reporting
encouraging results for various different types of tumour.
Supporting such trials is clearly in the interests of the drug
companies concerned.

Participating clinicians are frequently paid substantial fees
per patient included in a company led trial, and many clinical
departments use this money to employ nursing staff, research
fellows, and technicians-or to enable departmental members
to attend meetings. A prime responsibility of clinicians is to
ensure that the trial is properly designed and the question that
it seeks to answer is appropriate. The prospect of obtaining
substantial revenues from a trial may blunt the clinician's
critical faculties, resulting in trials failing to provide useful
data but which encourage further use of the drug.

Unfortunately, the next phase of drug development is also
unsatisfactory. Once a licence has been granted a new drug is
intensively marketed, the drug often being introduced at a
very high price.7 Without comparative data clinicians cannot
decide whether the drug is effective, and drug costs and media
pressure act against such studies. Funding by drug companies
for comparative studies is often unavailable, and no mech-
anism exists in the United Kingdom for n.'tional funding of
randomised trials of new treatments (phase III). Where drug
companies support further clinical research their agenda may
be promotional, with relevant clinical questions being
ignored.

Ultimately if new oncological drugs are to be used they
must be proved to be cost effective--judged either by their
effect in prolonging survival, palliating symptoms, or reduc-
ing toxicity. Drug budgets are increasingly constrained, and
the NHS reforms are likely to increase this trend.
How can the current problems be resolved to the satisfac-

tion of clinical needs and those of the pharmaceutical
industry? An obvious first requirement must be a more
formal, government backed, means oftesting the comparative
efficacy of drugs before marketing. In addition, regulation of
the present financial arrangements between drug companies
and clinicians is clearly required. Many patients entered into
trials are unaware of the financial arrangements existing
between their doctor and a company, which is unsatisfactory.
Drug companies can no longer expect to control hard won
clinical data (many clinical advertisements contain references
to "data on file" at the drug company) and trials' results,
whether positive or negative, should be published.8
The need for clinical research in the NHS is tacitly

acknowledged by the government in its appointment of the
first national director of research and development for the
NHS.9 Among other things, he now needs a sufficient budget
to support large comparative trials of new treatments. These
will be cost effective as they either will save money by showing
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that an expensive treatment is ineffective or-if a new drug is
a real advance -will at least let clinicians and managers make
an informed decision on whether to use it. A cost-benefit
analysis could be built into the original design, though care
must be taken to avoid biased analysis.'0
The Medicines Control Agency might initially-if the

government does not wish it to pursue the goal of efficacy-
license new drugs for use only in large scale randomised trials
testing their role in clinical medicine, the cost ofdrugs and the
trials being funded by NHS research funds and not the
pharmaceutical companies. A further safeguard in research
may be the introduction of a "middle man" between the drug
company and clinical researcher. The present direct payment
on a per caput basis and other arrangements for trials might be
better handled by a funding body with strong representation
from the drug industry. Pharmaceutical companies paying
into a central pool could then be protected from the "avarice"
of some clinicians, and clinicians in turn would be better
protected from pressure from drug companies.
The present means of developing oncological (and many

other) drugs is becoming increasingly unacceptable and
outdated. Regulation of this market, together with more
stringent use of clinical science, can only improve this
situation for drug companies, clinicians, and patients. The
rapid present moves towards common marketing policies in
the European Community4 and concern about drug develop-
ment in the United States" present a challenge and should be
regarded as a stimulus to change the present, and largely

outdated, means of developing clinical drugs. Solutions will
be difficult to arrive at but are more likely to be found if
contentious issues are discussed openly.
We feel that many of the pharmaceutical companies deserve

praise for their part in the advances that have been made and
fully support the concept of a free market. In many respects,
however, the current system puts them in an invidious
position -hence the present unsatisfactory state of affairs.
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Off the rails

Train drivers and alcohol shouldn't mix

Several railway accidents have occurred recently in which it
has been either proved or suspected that the ability of the
drivers concerned was impaired by alcohol or other drugs.
After a serious accident at Morpeth in 1984 the government
committed itself to update the 'ailway Regulation Act of
1842. This made it an offence for a railway employee to be
found "drunk" while employed conducting traffic on the
railway or repairing and maintaining railway works. The
government promised legislation to increase penalties and to
include drugs other than alcohol. Meanwhile, remarks made
by the coroner at the inquest on a disaster at Cannon Street
have further stimulated the government to propose "more
comprehensive drink and drugs provisions based closely on
those in the Road Traffic Act of 1988," which replaced
previous legislation.
A consultation paper' has now been published with less

than a month allowed for comments on the proposals to repeal
an act that has been in force for 150 years. The paper's flaws
are many. Reference is made throughout to "drink or a
drug"-evidence of parliament's continuing reluctance to
accept alcohol as a drug. Far more important, however, is the
government's decision to adopt the same limits of alcohol
concentration for the train drivers' offence as are prescribed
for drivers of motor vehicles. Nowhere in the paper is it
recognised that the consequences of accidents caused by train
drivers whose ability is impaired by alcohol can be far worse
than those of accidents caused by drivers of motor vehicles.
The fact that it will not be regarded as a criminal offence to
drive a train with a blood alcohol concentration ofup to 80 mg/

100 ml should fill passengers with alarm. The limit should, of
course, be zero.
The provisions for enforcement are even less satisfactory. A

police officer, provided he or she is in uniform (and transport
police are frequently on duty out of uniform), may request a
breath specimen only if there is reasonable cause to suspect
that the driver has alcohol in his body or has been involved in
an accident. Experience with prosecutions under the same
provisions in the road traffic acts has shown that counsel,
under our adversarial and confrontational system of criminal
justice, have frequently obtained acquittals for drivers proved
to have had quite high alcohol concentrations by persuading
courts that the police officer had no reasonable cause to
suspect that the driver had alcohol in his body when the
specimen was requested. Furthermore, the complex proce-
dures under the road traffic acts for charging offenders and
administering breath tests and the use and servicing of the
relevant equipment concerned are entirely outside the
experience of the transport police, a point that is not even
mentioned in the paper.

Because of the extreme dangers posed by train drivers
whose ability is impaired by alcohol police should be given
absolute discretion to request a breath test on producing
adequate identification, whether or not they are in uniform.
Furthermore, the provision in the Road Traffic Act 1988 that
in marginal cases the driver may opt to provide a sample of
urine rather than of blood is hardly necessary in the case of
professional train drivers and simply perpetuates a highly
unscientific method of determining blood alcohol concentra-
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