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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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to be effective in a patient with very severe poisoning. In
the largest series of adult patients yet reported, A. A. H.
Lawson and his colleagues23 have demonstrated that severe
hypokalaemia and dramatic changes in acid-base balance may
occur with Cumming's regimen, necessitating frequent bio-
chemical monitoring. They have, however, developed an
effective modification of the regimen,23 which leads to neither
hypokalaemia nor serious or rapid changes in acid-base
balance and so requires only a minimum of laboratory control.

Another method of making the urine alkaline is to use the
organic buffer THAM-tris.'4'8 Nevertheless, there is no
evidence that this has any advantages over other methods, and
M. Gaultier and his colleagues have emphasized that adequate
laboratory surveillance is still important.28 Treatment with
acetazolamide, which alkalinizes the urine by inhibiting
carbonic anhydrase and increases salicylate excretion,' enjoyed
a temporary popularity in the treatment of children with
salicylate poisoning.'1 29 30 Its use was found, however, to
exacerbate the metabolic acidosis which was often already
present, and hence acetazolamide fell from favour. At p. 16
of this week's B.M.7. Dr. A. G. Morgan and Dr. A. Polak
have revived the combined use of bicarbonate and acetazol-
amide in adult salicylate poisoning. They emphasize the
importance of making the urine alkaline, and express concern
at the large amount of fluid infused in other regimens. They
achieved a satisfactory rise in urinary pH and an acceptable
salicylate " half-life." Nevertheless, treatment with their
regimen still requires careful laboratory control, though
further modifications may lessen the need for this.

Occasionally in the very severely ill patient it may be
necessary to combine forced alkaline diuresis with peritoneal
dialysis or haemodialysis. Haemodialysis alone may be neces-
sary if there is renal, cardiac, or respiratory impairment, and
it is unquestionably the most effective method of promoting
the elimination of salicylates.A' Despite this, however, speed
is essential in the treatment of acute salicylate poisoning, and
a delay of several hours may occur before haemodialysis can
be started even when the facilities are available. Hence
despite great efforts to achieve a simple, safe, and standard-
ized regimen for salicylate poisoning there is no agreement
yet on the optimum method. Most people agree that alka-
linization of the urine is important, but there is also no doubt
that an augmented flow of urine is also a vital factor in
increasing salicylate clearance.

Future of Chest Services
Recently a table prepared by the Ministry of Health showed
the medical staffing and prospects of consultant vacancies in
the various specialties.' The table related to the position
on 30 September 1967, and Diseases of the Chest-alone of
all specialties-was shown as having " uncertain " prospects
and " uncertain " expected annual consultant vacancies.
Since then a subcommittee of the Ministry of Health's Stand-
ing Medical Advisory Committee (chairman, Professor J. G.
Scadding) has published a report on the future of the chest
services2 which should remove some of the uncertainties.

In 1960 the Standing Tuberculosis Advisory Committee
considered the future of the chest services and made recom-
mendations aimed at achieving some measure of integration
of chest services into the general outpatient department of

hospitals. It recommended that the chest physician should
be a member of the staff of a general hospital. A survey in
1964 showed that these recommendations had led to differences
of interpretation and some problems arising from integration
had not been considered. The standing Medical Advisory
Committee therefore set up the subcommittee with the
following terms of reference: "To consider the general
organization of chest clinics in relation to the rest of the
hospital service and to make recommendations."
The basic finding of the subcommittee, after considering

mortality and morbidity figures, is firmly stated early in the
report: " There is every reason to suppose that special provi-
sion for the treatment of chest diseases will continue to be
necessary in the foreseeable future." Chest clinics have
evolved from tuberculosis dispensaries, and the work has
become more varied, embracing all forms of pulmonary
disease, problems arising from the interrelations of cardiac and
pulmonary disease, and pulmonary complications of general
systemic disease. At the same time the range of special skills
required to deal with respiratory disease is increasing. These
developments indicate that specialists in respiratory disease
will continue to be necessary and also " that the physician
specializing in this way should have a wide knowledge of
medicine and can work most effectively with the resources of
a general hospital behind him."
The report recognizes that certain valuable features of chest

clinics are less well developed in most general hospitals.
Among these are an active interest, in collaboration with the
local health authority, in preventive and social aspects of
disease and the development of facilities through health
visitors for supervision of patients treated in their own homes.
Co-operative research in therapeutic and other problems has
been helped by the existing chest clinic service. It is
important that these valuable characteristics of the more or
less separate chest clinics should not be lost in any
reorganization. The report proposes that each new or rebuilt
general hospital should contain in the outpatient department
a chest department and specifies the facilities required there.
These would include immediate availability of radiographs
and provision for simple tests of respiratory function.
Accommodation for health visitors and medical social
workers should be available, and in all but the smallest depart-
ments an office for the sole use of the consultant. Provided
radiography can be undertaken during clinic sessions there
is no need for a chest department to have its own x-ray equip-
ment, and the radiologist will retain overall responsibility for
all the radiological equipment. Save in exceptional circum-
stances the chest department records should be kept with
other hospital records.
The subcommittee also proposed that "an appropriate num-

ber of beds should be made available in the general hospital
for patients suffering from respiratory illnesses, including
tuberculosis. Infectious tuberculous patients require to be
nursed in isolation and in our view isolation accommodation
for this purpose may appropriately be provided within the
general hospital. All general hospitals should provide
facilities for the routine assessment of chronic broncho-
pulmonary disease and for the management of respiratory
insufficiency and failure." The apparatus for the manage-
ment of respiratory failure is at present under the control
of the department of anaesthetics in some hospitals, while in

1 Brit. med. 7. Suppi., 1968, 3, 110.
2 Standing Medical Advisory Committee of the Ministry of Health, The

Future of the Chest Services, 1968. H.M.S.O.
'H.M. (68) 45.
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