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market licences should be allowed; and the romanticised view
of alcohol as portrayed in advertisements should be dis-
couraged, and countered by effective health education
programmes. Two years ago, shortly after the report of the
Royal College of Psychiatrists was published,' we argued that
the public health problems associated with excessive drinking
were such that fiscal and legislative controls were needed. We
concluded: "It remains to be seen whether the Government
has the courage to act." This week the Office of Health
Economics has argued that the lack of any long-term commit-
ment by the Government to alcohol control is due to fear of
losing votes. The current proposals for lifetime banning of
alcoholic drivers are a welcome sign of realism, but in March
the Chancellor of the Exchequer missed his opportunity to
begin a progressive deterrent pricing campaign. Year by year,
as politicians prevaricate, the national rise in alcohol consumpt-
tion continues and the damage caused intensifies. How much
longer must we wait?
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Does cimetidine cause
gastric cancer?
Balancing the safety and efficacy of any drug requires an
attempt to weigh factors that are imponderable. Neither the
benefits oftreatment nor the disadvantages imposed by adverse
effects can be measured by any single objective standard. A
fear of inducing fetal malformations may be of paramount
importance in some cases, while aversion to a drug which may
cause cancer will be a central concern in many others.

Cimetidine has now been widely used for four years. It is
unquestionably beneficial in promoting healing of peptic
ulcers, but it also has proved adverse effects, which include
mild antiandrogenic properties, a tendency to cause con-

fusion especially when used in high doses and in elderly
patients, and modest slowing of hepatic drug metabolism.
Generally, the drug's short-term safety record is good, but
concern has repeatedly been expressed that treatment might
promote the development of gastric cancer, and earlier this
year this concern was given prominence in an article in the
Sunday Times.
The case against cimetidine may be divided into two parts.

Firstly, patients with pernicious anaemia (whose stomachs are
achlorhydric) have between two and four times the usual
frequency of gastric cancer. Cimetidine induces hypochlor-
hydria, and case histories have been reported of patients in
whom gastric cancer was diagnosed after treatment with
cimetidine for peptic ulcer. Secondly, the pathophysiological
conditions prevailing in the stomach during treatment with
cimetidine have been said to favour the formation of carcino-
gens either as a general property of the reduction of acidity or
else as a result of the specific configuration of the cimetidine
molecule. How good is the evidence on each ofthese points ?
The analogy with the stomach of the patient with pernicious

anaemia may be poor. Such patients have an autoimmune
disorder associated with gastric atrophy, and their liability to
develop gastric cancer may well be due in whole or part to the
inflammatory process in the gastric wall or to the thinning of
the mucosa, which would allow easier access of carcinogenic
substances to sites of natural cellular proliferation. Patients
with pernicious anaemia have stomachs that are obviously and
grossly abnormal; there is no evidence that the stomachs of
patients who have received prolonged courses of cimetidine
differ materially from the stomachs ofthose who have not.
Case reports of gastric cancer detected after treatment with

cimetidine are few, but they include instances where gastros-
copy and biopsy before treatment found no evidence of
malignancy and where cancer apparently complicated simple
duodenal ulceration, ordinarily a rare occurrence.1-3 These
reports are disturbing, but the numbers are small, and in none
of them might the gastric cancer not have been present before
treatment was started. Furthermore, the interval between the
start of treatment and the occurrence of cancer was very
short-two years or much less. Induction of the common
cancers associated with aging is generally believed to take many
years. Where gastric cancer is concerned there are few hard
data. Nevertheless, migrants from high-risk to low-risk areas
for gastric cancer tend to retain the cancer liability of their
native population.4 Again, a small but distinct increase in the
frequency of gastric cancer is a known risk for patients who
have had a partial gastrectomy; and, while no precise figure
can be attached to the interval between operation and the
occurrence of cancer, it is probably above 10 years.5-7 One
series ofcases gave an average interval of 17 years.6

Cimetidine treatment partially suppresses secretion of
gastric acid, which is likely to favour the formation of nitros-
ammes-which, in general, are potent carcinogens. Human
gastric juice ordinarily contains amines and these might react
with nitrite to form nitrosamines. Neutral gastric juice also
tends to contain bacteria that can generate nitrite from
nitrate, and hence favour nitrosation. Thiocyanates, which
would tend to catalyse the reaction, have also been detected in
increased quantities in neutral gastric juice.8 These findings
all need fuller evaluation. On the one hand, exposure to
nitrate has been associated with an increased risk of gastric
cancer,9-10 particularly in South America. On the other hand,
if thiocyanate catalysation were important smokers might be
expected to be peculiarly prone to gastric cancer, and this is
not so.
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Any process of intragastric neutralisation should favour
nitrosation. Cimetidine treatment has, as might be expected,
been shown to increase the total bacterial counts and the
counts of nitrate-reducing organisms in gastric juice.'1 Total
concentrations of nitrosamines in gastric juice have also been
reported to rise during treatment with cimetidine.'2 Un-
fortunately, newspaper comment on this result preceded the
publication of full experimental details, but the increase in
total nitrosamine concentration associated with the use of
cimetidine does not seem to be any greater than would have
been expected during any process of neutralising gastric
juices. Furthermore, the concentrations of nitrites in gastric
juice were rarely found to be raised, and the incidence of
bacterial overgrowth was low in individuals taking a normal
diet,13 suggesting that the hypochlorhydria seen with treatment
with cimetidine does not have the same effects as achlorhydria.
The specific suggestion has been made that the cimetidine

molecule itself may be nitrosated and that nitrosocimetidine
is capable of alkylating DNA.'4'6 Experimental evidence
available indicates that cimetidine is nitrosatable, but only in
the presence of strong hydrochloric acid-for instance, twice
molar'4-which is many times stronger than is found in
gastric juice. Furthermore, nitrosocimetidine has not yet been
detected in gastric juice. Even if it were the amounts detected
would not necessarily be important. If nitrosocimetidine were
formed in substantial quantities then prolonged exposure of
animals to high doses of cimetidine might be expected to cause
gastric cancer, but this has not been found.'7 18
Taken overall, the clinical evidence linking cimetidine use

with liability to gastric cancer is weak; anecdotal case reports
are unlikely to supply definitive answers, though long-term
prospective follow-up studies of large cohorts of patients who
have received the drug may do so. The pathophysiological
evidence suggesting that nitrosamines are more likely to be
formed when gastric juice is totally neutralised, whether by
cimetidine or any other agent, is strong. This has yet to be
shown, however, to be a peculiar and important risk of
ordinary treatment with cimetidine.

Unfortunately, the part played by mutagenic agents in the
processes of carcinogenesis in aging man remains poorly
understood. The assumption that mutagens are necessarily
carcinogenic and importantly so in man is unsure, contestable,
and emotive.'9 20 Debate in the national press about the
possible carcinogenicity of cimetidine, or any other drug,
which uses results which have yet to be fully reported and
where the implications of the findings are unsure does no one a
service. Certainly cimetidine, like any other drug, should be
used with care and circumspection, both on general grounds of
clinical common sense and because experience of long-term
usage and its results is necessarily limited; but patients may be
reassured.
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Hazards of unemployment
Unemployment tends to bring a sequence of psychological
reactions in its train. At first, shock and disbelief are combined
with optimism and a sense ofbeing on holiday; then the holiday
feeling gives way to meaningless leisure, inertia, and ex-
haustion, with a loss of self-esteem and tensions in the family;
and lastly comes the "broken state," in which despite the
lifting of earlier anxiety and depression there is a feeling of
inferiority, submissiveness, and inability to provide for needs,
with acceptance of the new "non-occupational" identity, a
more limited way of life, and little hope of change.' This
important and topical theme was developed in a recent lecture
by Professor W Linford Rees, the highlight of a BMA
symposium in Southampton on the hazards of the working
environment (see p 1247).

Continuing unemployment, then, has an enduring effect on
the personality. It is also associated with increased rates ofboth
mental and physical illness. For example, Brenner found
increased death rates from heart and kidney disease, cirrhosis,
and homicides and more admissions to mental hospitals and
prison sentences among the unemployed; and it was not those
with previous mental disorder and hospital admissions who
accounted for the increases.2 Moreover, in both the United
States and Britain the rate of unemployment and the state of
the economy have been correlated with various measures of
mental and physical ill health; and those affected also appear to
be more vulnerable to chronic disease processes, notably of the
cardiovascular system.
The link between unemployment and psychological and

social ill effects is obvious. Even so, the strength of the effects
may not be widely enough recognised; a group of unemployed
people were found to be similar to patients suffering from
mixed neurotic disorders, with much higher levels of anxiety,
guilt, hostility, self-criticism, and distress than normal.
Physical ill effects may be even less well appreciated but they
too are entirely comprehensible if unemployment (and indeed
subsequent employment in new and perhaps unfamiliar work)
is regarded as a stress that taxes a person's adaptive ability. The
results of a prospective longitudinal study in the United
States, starting when a firm was about to close down, were
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