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were expected to remain skilled workmen. The original
expectations were, of course, not always fulfilled, and men
in both educational classes are found at all ages at each of
the six levels of employment-skilled workmen, foremen,
supervisors, local managers, general managers, and executives.
It was therefore possible by a combination of educational and
employment levels to define men who had shown unusual
initiative and risen from the grade of skilled workmen, in
which it had been expected they would remain, to the highest
levels of management.

Morbidity and mortality data were collected for the whole
population for the period 1963-5, and morbidity and
mortality rates were calculated by relating the events to the
annual average population in each age group in each class over
the same three years. All events classified under rubric 420
of the International Classification of Diseases (" Arterio-
sclerotic heart disease, including coronary disease ") were
investigated and reviewed according to a prearranged
schedule, and the diagnoses were classified by independent
reviewers. Great care was taken to check on the reliability
of the initial reporting, and the conclusion was reached that
the company's reports of coronary heart disease were between
88 and 98% correct and that the reports of " not coronary
heart disease " were at least 95% (and possibly 100%)
correct.

Over 6,000 events were attributed to coronary disease during
the period of the study. Rates for first attacks, calculated
for each employment level and subdivided according to educa-
tional status at first employment, showed a progressive
decrease with increasing employment status. But this was
almost wholly accounted for by the fact that the rates were
consistently lower in college-educated men than in men who
had not any such education and that the proportion of men
with college education increased progressively from workmen
to executives. Appreciably lower rates were recorded only
among the executives, but in this group the numbers were
small and the reduction was not statistically significant.
Further analysis, taking into account the details of the indi-
vidual's employment history, provided no evidence that the
type of behaviour that leads to promotion and transfer had
any influence on the risk of coronary disease. Men promoted
to high levels, promoted rapidly, or promoted recently, and
men transferred to new jobs, new departments, or new
companies in new geographic areas had no higher rates of
coronary disease than men who had not had these experiences.
The only systematic difference, which was always apparent,
was that the college-educated men had the lower rates.

Further studies are now being undertaken to investigate
the reasons for this one positive finding. Samples of men
have been selected and detailed information obtained about
their family backgrounds, social origins, smoking and dietary
histories, and physical activity, and about their fat and carbo-
hydrate metabolism and physique. The full results are not
yet available, but the authors have found indications of several
differences between men with and without college education

which could be relevant to the difference in coronary heart
disease. In particular, college men in America are con-
sistently taller and slimmer than other men of the same age
and employment level, and this reflects a systematic difference
in eating habits and other aspects of family background and
childhood health. College men also begin to smoke later in
life, fewer of them smoke cigarettes, and more of them stop
doing so. In contrast, no differences could be found in the
patterns of their daily activities, and study of their feelings
of pressure and tension suggest that " the stresses and strains
of daily life " are as great for the college men as for the others
and as great for the workmen as the managers.

These results are of considerable interest. They do not
prove that personality is of no significance in the development
of coronary heart disease-it is always hard to prove a
negative-but they do suggest that advance is more likely to
come from studies in other directions. In particular they
help to focus interest on the possibility that some aspects of
the origin of coronary disease may be found in patterns
of behaviour that are formed as far back as childhood or
adolescence.
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WVhat's in a Pill?
Since many drugs have more than one name in common use
and often in addition a variety of trade names under which
they may be marketed, their nomenclature has for long been
a source of confusion and frustration in medical practice,
teaching, and publication. The official or generic name is
that applied to the drug by the British Pharmacopoeia, British
Pharmaceutical Codex, and British National Formulary, or,
if the drug is not included in these volumes, the approved
name given to it by the British Pharmacopoeia Commission.
Periodically the commission issues lists of such approved
names, and a committee of the World Health Organization
tries to ensure that some uniformity of nomenclature is main-
tained in different countries so that a drug can be universally
recognized. Pharmacological and therapeutic literature
would otherwise be sometimes unintelligible across frontiers.
Generic names also give some impression of a drug's chemical
nature and of the family to which it belongs, matters relevant
to its safety in use. Lastly, the name given must not conflict
with or be closely similar to those of patented substances.
Owing to these requirements generic names are sometimes

longer and less memorable than the branded names given
with such ingenuity by manufacturers to their products. The
latter are usually short, often suggestive of the function of
the drug, and relatively easy to memorize. Nevertheless, it
has frequently been suggested that to bring order to the
pharmaceutical Tower of Babel brand names should be
abolished. The impracticability of this suggestion was dis-
cussed in these columns recently,' and it is worth repeating
what was said then, that the active constituent of a prepara-
tion, to which alone the generic name refers, does not
necessarily constitute the sole basis for its effect. This is
*obvious when the branded drug is, for example, an aerosol
or a pleasantly flavoured linctus for children. But what may
appear to be minor changes in formulation-coating, cap-
suling, particle size, disintegration time, and so forth-may
well make all the difference to the therapeutic efficacy of the
active constituent.
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The usual criteria for establishing generic equivalence is
the amount of bulk chemical in the commercial drug and the
conformity of the formulation to pharmacopoeial specifica-
tions for its chemical and physical characteristics. That such
a simple conception is unsatisfactory has been shown by a
study2 of two different formulations of tolbutamide, both
generically equivalent in terms of chemical content and con-
formity to United States Pharmacopoeia! specifications.
They were found, however, to be clearly not equivalent
when measured by the availability of the drug to the patient
(as there were great differences in the serum levels of the
drug) or therapeutic efficacy as judged by the profound diver-
gences in the hypoglycaemic response to them. Thus small
changes in formulation-well within U.S.P. standards-
made the experimental formulation of tolbutamide statistic-
ally and clinically greatly inferior to the commercial prepara-
tion Orinase. Many similar experiences have been reported
in Great Britain and from different parts of the world.

Till now there has been remarkably little effective
machinery for the enforcement of quality control in Britain
-especially of preparations purporting to comply with
British Pharmacopoeial specifications. It is true that con-
trols do exist if a drug comes under the Therapeutic Sub-
stances Act, and the Ministry of Health and Social Security

carries out an occasional check on some of the imported drugs
for use in hospitals. But at present there is a virtual absence
of official checks on the quality of most drugs, and now that
16-year-old patents are expiring on a great number of
branded products introduced in the 1950s many standard
preparations of potent, potentially hazardous medicines are
coming on the market, often from abroad. The theoretical
responsibility for their quality control has lain with the local
authorities, whose public health inspectors are overworked,
understaffed, and often unqualified for the task. Only in
Birmingham has the duty been seriously taken on. This
situation may be partly remedied by the impending medicines
legislation providing for the inspection of premises and the
licensing of medicines.

Yet it is doubtful whether the occasional testing of samples
by the new licensing authority will ever be able to match the
scrupulous quality control exercised on every batch of a drug
which a good firm undertakes. Thus, in spite of the fact that
they are sometimes more expensive, branded products may in
the long run be more economical therapeutically than stan-
dard preparations. At present there seems unfortunately
little to be done to improve the state of drug nomenclature,
and it remains necessary to cudgel the memory with a
multitude of names.

Management of Acute Salicylate
Poisoning

At present salicylates are second only to barbiturates as the
most commonly ingested substance in acute poisoning.' The
mortality rate depends on age, and varies from 1 to 7%.2
In adults the diagnosis of salicylate poisoning is usually easy,
for consciousness is maintained until a very late stage. Never-
theless, the assessment of the degree of severity of salicylate
poisoning is difficult on clinical features alone, and hence it is
best made by measuring the plasma-salicylate level in the
ward side-room.' In children, when consciousness is impaired
earlier than in adults, the diagnosis is more difficult; here
again, however, the plasma level will confirm the diagnosis
and act as a guide to treatment.

In the treatment of acute salicylate poisoning it is never too
late to aspirate and wash out the stomach.4 If the level of
salicylate in the plasma is found to be in the dangerous range

(above 30 mg./100 ml. in children, and 50 mg./100 ml. in
adults) active treatment is required to increase its elimina-
tion; this includes measures such as forced oral fluids, forced
water diuresis, forced alkaline diuresis, peritoneal dialysis,
haemodialysis, or exchange transfusion.

Forced oral fluids have met with little success,-7 because
patients are usually unable to tolerate large quantities of fluid,
and better results have been reported using hypertonic manni-
tol infusions.8 The toxicity of salicylates is probably deter-
mined by the amount of free salicylate present. Since the
urinary excretion of the latter increases progressively as the
urine becomes more alkaline,7 10-13 forced alkaline diuresis
using bicarbonate solutions has been widely accepted in the
treatment of young children.4'8 Its use in older children
and adults, on the other hand, has been criticized on the
grounds that these patients often show respiratory alkalosis
when first seen, and treatment with alkalis might precipi-
tate dangerous alkalotic tetany and exacerbate hypokal-
aemia.5 8 19 20 Nevertheless, G. Cumming and his
colleagues2' 22 considered that the advantages of hastening
the removal of salicylate outweighed any possible hazards of
the therapy, and at p. 35 of this week's B.M.7. Dr. T. M.
Savege and his colleagues report that this treatment was found
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