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discontent among the nursing staff could be evaluated. The
national press .carried reports of two events at Broadmoor
which are seemingly linked. The first was of an attempt at a
mass break-out, foiled by the nurses. The second was of the
proposed implementation of the scheme in the Salmon
report3 by which the off-duty hours of senior officers in the
evenings and at week-ends would be brought into line with
those of office workers, thus depriving the hospital at these
times of its most experienced staff. The danger of an actual
break-out may have been exaggerated. And, as to staffing,
some administrative adjustment in the number, training, and
payment of senior officers could fill the gap even if the new
scheme were introduced. But if the overcrowding at Broad-
moor had not caused anxiety in the staff it would be surprising.
The report of the Commons Estimates Committee4

published in 1968 reflected a grave situation. The main
conclusion drawn from it in these columns was that the bad
conditions had been allowed to drag on for far too long.5
Since the new hospital is not expected to be finished before
1974-5, the remedying of those conditions may fairly be
described as somewhat lethargic.

Brave New Hospital
The opening of a lavishly equipped hospital and research
centre is inevitably an occasion for congratulations. But when
economy and retrenchment are on everybody's lips the
apparent sparing of the new medical complex at Northwick
Park from the worst of the cuts is particularly welcome. The
Clinical Research Centre and the district hospital, still being
built on the bunkers and greens of a former golf course, are
far from the traditional academic ivory towers. Throughout
the planning stages there has been a strong emphasis that, as
well as being at the forefront of medical research and under-
taking a "national" function, Northwick Park should have
close links with the community. The hospital will provide a
full range of district hospital services for the surrounding area,
and members of the community will serve on its board of
management. Local general practitioners will be brought into
the hospital from the start as clinical assistants and in the
postgraduate education programmes. Finally, an independent
research team from the nearby Brunel university is already
planning to assess how the hospital and the Research Centre
are working from the community's point of view.
Amid so many plans the patient's needs have not been for-

gotten. Not only are his physical needs met in the way to be
expected in a new hospital, but any experiments in which he
consents to take part will have to follow a strict ethical code.
As the Centre's Director, Professor G. M. Bull, told our
Special Correspondent (page 576), all research on patients
will be scrutinized by an ethics committee, and the procedure
for obtaining informed consent has been strictly defined.
With these safeguards one will look forward to the results of
the research programmes which the Centre has planned.
Distinguished workers in medicine and the sciences will be
able to meet and exchange ideas in a centre specially built for
their needs, yet they will have no formal teaching commit-
ments. These conditions, which are claimed to be unique,
should augur well for their results.

Sensitivity Tests in Tuberculosis
In treating tuberculosis it is better to have no sensitivity tests
at all than to have inaccurate tests or faulty interpretations of
them. Both can harm the patient.
An inaccurate report of isoniazid resistance on a culture

made before treatment begins may lead to the choice of more
toxic or expensive drugs than are needed. Faulty interpreta-
tion of a culture obtained during treatment can, for instance,
lead to the mistaken conclusion that treatment has failed
when in fact "transitional resistance" has arisen-that is,
a culture with only a few colonies usually appearing just before
the total disappearance of tubercle bacilli. This has no adverse
prognostic significance.

But the value of sensitivity tests in treating individual
patients has been exaggerated. They have an important role
in research and in epidemiological studies, but only a minor
one in clinical practice. Their role has been defined by G.
Canetti and others.'
The tests are difficult to carry out, requiring far more care

and precision than most routine bacteriological procedures.
They are better done only in specialized laboratories where a
well-trained and experienced staff can maintain a high
standard. Even in Great Britain, with all its facilities, the
general standard of sensitivity tests has been criticized. In
1965, for instance, J. Marks2 reported gross discrepancies
between the results on cultures examined at the Tuberculosis
Reference Laboratory and on the same cultures at many
general bacteriological laboratories in the country. He con-
cluded that "in most parts of the country the diagnosis of
resistance in a recent case of tuberculosis is more often wrong
than right." As a result of this report certain laboratories of
the Public Health Laboratory Service in different parts of the
country were designated to carry out sensitivity tests with
uniform techniques and reporting methods.

In technically advanced countries it is considered best to
carry out sensitivity tests on pretreatment cultures in all newly
diagnosed cases. The object is to detect patients with initially
resistant cultures and fit the chemotherapy regimen to the
sensitivity patterns. Canetti and his colleagues suggest that
this is unnecessary in countries where the level of primary
resistance to drugs is known to be low. This may seem a
revolutionary doctrine, but there is good evidence to support
it. In Britain, for instance, the prevalence of primary resistance
is low.3 Resistance to only one of the three drugs-strep-
tomycin, isoniazid, and para-aminosalicylic acid (P.A.S.)-
can be expected in only 3% of newly diagnosed patients.
With the standard triple-drug regimen few, if any, of such
patients will fail to become sputum-negative.' It is only
among those with resistance to two or three drugs that failure
is probable, and these form only about 1% of the total. To
apply routine tests to all patients is hardly an economical
procedure.
When treatment is failing, the fact can often be detected by

simple examination of the sputum by microscopy every
month. A clear fall and rise in the quantity of bacilli in the
sputum smear indicates bacteriological "escape" and the
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need for a change of drug regimen. After three months'
treatment only about 15% of patients will still have positive
smears. Among these will be most of the patients in whom
treatment is failing. If sensitivity tests on the pretreatment
cultures were done only for patients still positive on microscopy
at three months, when the cultures should still be available,
there would be an 85% saving of laboratory work. Positive
results on microscopy at six months almost certainly indicate
failures of treatment, and no sensitivity tests are required for
continuing treatment with one of the secondary regimens.

In individual patients the main use for sensitivity tests is
for those who have previously had chemotherapy and still
have a positive sputum. A detailed history of previous chemo-
therapy can be helpful in assessing the probability of drug-
resistance. But this may lead to overestimating it and un-
necessarily prescribing secondary regimens, with their
attendant toxic risks and higher cost. So sensitivity tests in
such cases--which should be few-are valuable and can lead to
economies. If the history strongly suggests that drug-resis-
tance to one or more of the primary drugs has appeared, a
secondary regimen can be given until the results of sensitivity
tests are available. Unfortunately this will not be for several
weeks. A quicker but equally reliable test is needed.

In developing countries the first priority for using sensi-
tivity tests is epidemiological. With too many patients for too
few clinics treatment must be simplified and standardized. To
use sensitivity tests to guide treatment in individual cases is
wasteful and mostly unnecessary. Very good results can be
obtained without them. There are three essentials: adequate
attention to the patients' history, regimens of proved efficacy,
and a system of control that ensures maximum co-operation
from the patients. In Brazil, for instance, 75 to 85%h of
"bacteriologically favourable" results were obtained among
patients who reported no previous chemotherapy or treatment
for less than a month.5 The patterns of sensitivity could be
estimated from earlier surveys-about 90%/ of such patients
could be expected to have cultures sensitive to two or three of
the first-line drugs. With a lower proportion the results would
have been worse. Thus it is essential for rational planning of
standardized regimens to know the prevalence of resistance
in the community. It is for this that laboratory facilities for
carrying out these difficult and expensive tests should be used.

Remissions in Diabetes Mellitus
Improvement in the diabetic state by the use of dietary
restriction was studied systematically in the nineteenth century
by Bouchardat, Cantoni, and Naunyn, each of whom reported
cases in which the patient regained-carbohydrate tolerance to
the point where he could remain free of glycosuria for some
years while taking a normal diet.' In the twentieth century
and particularly since the introduction of insulin there have
been numerous case reports of remissions in diabetes. Most
commonly these are to be seen in children,2 but they are not
unusual after the initial treatment of adult, insulin-requiring
patients.3 When patients present with the severer metabolic
disturbances they are treated with insulin, and the dose of
insulin required in the initial stage of therapy can frequently
be reduced considerably over the succeeding weeks. In some
patients insulin can be withdrawn without any increase in
blood sugar levels, though it is a bold physician who does not

continue with some form of therapy, whether with oral
hypoglycaemic agents or simply restriction of carbohydrate.

This state of remission lasts for a variable time, rarely for
several years, and even more rarely for such a long time that
the term recovery becomes appropriate.4 A most dramatic
example is the case described by J. B. Field and his colleagues5
of a 15-year-old girl who developed diabetes and subsequently
severe insulin resistance. For a time she received up to
38,000 units of insulin daily, yet she eventually had a gradual
but complete remission of both her insulin resistance and her
diabetes. Whether therapy can prolong the period of remission
is undecided, for the duration is so variable, and no controlled
trial has been performed. However, there has been experi-
mental work to support the maintenance of carbohydrate
restriction during the remission. R. E. Haist and his colleagues6
concluded that fasting, a fat diet, or insulin protected animals
against diabetes after partial pancreatectomy or anterior
pituitary injections. These experiments have also been cited
to justify vigorous treatment of the diabetes initially.7
More recently studies have been made on insulin levels in

the blood in relation to clinical remission, including the
response to glucose, tolbutamide, and glucagon.8'0 Of the
patients studied, one had been treated with oral hypoglycaemic
agents, except for a short period on insulin,8 and the other
five with insulin. The results in each of the investigations were
similar: insulin secretion was greater during periods of
remission, though still modest in comparison with normal
subjects. In the patients treated with insulin, glucose tolerance
improved sufficiently to allow withdrawal of insulin, but it
never became entirely normal. While "juvenile-onset" diabetes
is now generally regarded as associated with absolute or
relative deficiency of insulin these studies in remission suggest
that, at least in some patients, there is sufficient functional
activity in the pancreas to cope with an unstressed situation.
This should encourage those who are looking for some means
of delaying or even preventing the hitherto inexorable pro-
gression of the disorder. The studies also suggest that the
intermittent diabetes may result from a temporary reduction
in insulin production. How this may come about is a matter
for speculation, though some suspicion may reasonably be cast
upon the adrenal medullary hormones, which can undoubtedly
inhibit insulin secretion." Current studies of the metabolism
of the islets of Langerhans may eventually throw some light
on the mechanisms concerned.

Remissions in so-called maturity onset diabetes are much
more difficult to identify, partly because maturity onset
diabetes itself defies adequate definition.12 L. H. Newburgh
and J. W. Conn13 reported the return to normal of glucose
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