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autumn of 1976 could lose much of its protection by the winter
of 1977-8, and it might then be hard to persuade people to
accept another injection when the first turned out not to have
been necessary. Moreover, previous pandemics have attacked
countries in the Southern Hemisphere and the Far East before
Europe and North America, and it is therefore reasonable to
postpone decisions on widespread vaccination while keeping
the swine virus under careful observation.
The view in the USA seems to be that it is better to risk

money than health,14 but if there is no pandemic this winter
there may well be other than monetary losses. When nearly
200 million people are vaccinated there could be a measurable
number of severe allergic side effects which would not be
balanced by tangible benefit. There could also be public loss
of faith in influenza vaccine, which might extend to other
vaccines. If a pandemic does appear, but not until 1977 or
1978, it could find the American people less well protected than
it is hoped they will be this coming winter. The vigour and
determination of the American advisers are impressive, and
they may be proved right, but the approach adopted by the
Department of Health and Social Security15 seems likely to be
a more responsible use of our own resources. Careful surveil-
lance will be maintained to detect any appearance of the virus
in Britain, and the results of similar work throughout the world
will be closely watched. A New Jersey vaccine is being manu-
factured and the antigen will be incorporated in the standard
influenza vaccine; trials are being made to establish the dose
necessary to immunise people of different ages. In addition,
as an extra precaution, a basic reserve ofA New Jersey vaccine
is to be established.
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Tuberculosis in
corticosteroid-treated
asthmatics
In the early days of corticosteroids fears were often expressed
of reactivation of quiescent tuberculosis or of the development
of tuberculosis in tuberculin-positive people with no evidence
of clinical disease. Whenever a patient taking corticosteroids
developed overt tuberculosis, these two events tended to be
regarded as causally related.

As experience accumulated in chest clinics it became appar-
ent that corticosteroid treatment was not important in pre-
cipitating tuberculosis. Surveying the experience of physicians
in 50 British chest clinics, Mayfield1 found that of 11 668

new cases of tuberculosis in 1959 and 1960 in only 32 was there
a history of corticosteroid treatment at the time or within
6 months of diagnosis. Within the same period in these 50
clinics there were only 10 instances of reactivation of old
tuberculosis in patients on corticosteroid treatment.

In' 1952 (a time when corticosteroids were being used
increasingly in treatment) isoniazid came into use against
tuberculosis. Its high activity against tubercle bacilli, its
remarkably low toxicity, and the rarity of hypersensitivity
reactions in comparison with other antituberculosis drugs led
to widespread advocacy of its use in prophylaxis in persons
thought to be at high risk. This view has been more widespread
in the United States than in Britain. In 19652-and 19673 the
American Thoracic Society gave a wide range of indications
for such prophylaxis, suggesting that anyone put on corti-
costeroids who had a positive tuberculin test to 5 TU should
receive 300 mg of isoniazid daily. Nevertheless, in 19704 it
sounded a note of caution since in those receiving isoniazid
prophylaxis subclinical hepatotoxicity was more frequent than
had been expected and occasionally peripheral neuropathy
and hypersensitivity reactions occurred.
How big is the risk ? Assessment ofthe chance of reactivation

or development of tuberculosis because of long-term cortico-
steroid treatment of another disease is complicated by the
difficulty of defining a comparable group of patients with
similar diseases not so treated. Smyllie and Connolly5 made a
retrospective comparison of 550 patients treated at the Bromp-
ton Hospital with corticosteroids and 499 matched so far
as possible for disease, age, sex, and year of entry into hospital
followed for periods ranging from 18 months to 7 years. In the
corticosteroid group there was one new case and none of
reactivation of old tuberculosis; and in the control group,
one new case and one reactivation. It was not routine policy
to give antituberculosis drugs to patients with presumably
healed old tuberculosis, and thus there was no evidence that
corticosteroid treatment encouraged the development of
tuberculosis. Similarly, Lieberman et a16 observed no re-
activations of tuberculosis among 50 asthmatic patients in a
study of the complications of corticosteroid treatment.

Schatz et al7 have recently reported a study of tuberculosis
and tuberculin sensitivity in 132 corticosteroid-treated asth-
matics. Encouraged by reports of a low risk, they refrained
from the policy of isoniazid prophylaxis for tuberculin-
positive subjects officially advocated in the United States.
Nevertheless, during a total of 620 treatment-years, there
was no instance of the development of active tuberculosis.
One patient who had been treated for tuberculosis in the past
received isoniazid during the first year only of five and a half
years of treatment with a usual dosage of 50 to 60 mg of
prednisone on alternate days. Ten others with focal calcifica-
tions suggesting healed tuberculosis or other granulomatous
infection were not given isoniazid. Tuberculin tests during
corticosteroid treatment gave positive reactions to 5 TU in
28% of patients, and to 250 TU in 42% of those not reacting
to 5 TU. As would be expected, the proportions of reactors
increased with age. Among patients on daily corticosteroid
treatment the proportion reacting to 5 TU was negatively
correlated with dosage, suggesting depression of reactivity by
corticosteroid; there was no correlation among those reacting
to 250 TU. These observations are in keeping with the finding
of Citron and Scadding8 that the effect of cortisone on tuber-
culin reactions varies with the degree of tuberculin sensitivity,
reactions to small doses of tuberculin in persons of high
sensitivity being inhibited or much diminished, while those
in persons of low sensitivity induced only by 100 TU or more
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are little affected. Schatz et al also found that in patients
sensitive to 5 TU and receiving corticosteroids on alternate
days there was no correlation between dose and skin reactivity,
confirming that alternate-day treatment does not suppress
tuberculin skin-tests.7
We may conclude, then, that fear of reactivating tuberculosis

need not affect our decisions about usinig corticosteroids in
treating asthma and that there is no indication for prophylactic
chemotherapy because of positive tuberculin reactions alone.
In the light of these later studies, recommendations in line
with those of Mayfield' in 1962 may still be made. Before
long-term corticosteroid treatment for asthma (or other dis-
ease) is started, a search for evidence of tuberculosis, including
a chest radiograph, should be made, If such evidence is found,
and the disease is judged to be active, it can be treated con-
currently with the use of corticosteroids for the presenting
disease. If evidence suggesting inactive tuberculosis is found,
the decision whether to treat or to undertake careful surveil-
lance by periodic chest radiography should be made on the
usual criteria.
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Management of diabetic
pregnancy
Shortly after the turn of the century the maternal mortality' in
diabetic women was as high as 270o. Despite the great improve-
ment achieved with insulin, perinatal mortality remained close
to 5000 and was still 400O in 26 British teaching hospitals in
the 1940s.2 Since then the outlook for the fetus of the diabetic
mother has changed enormously: in the more specialised units
in teaching hospitals,3 and some non-teaching ones,4 perinatal
mortality is now close to 10%/. Nevertheless, this is still about
five times that in non-diabetic mothers. These are rough
statistics, and other circumstances have changed. Fifty years
ago a pregnant diabetic had overt diabetes-though at that
time none could have been insulin-dependent for long and be
still alive. Nowadays many pregnant diabetics have mild
disease treated by diet alone, though others have had insulin-
dependent diabetes for 10 to 15 years.

Ideally, in managing diabetic pregnancy one or more in-
terested obstetricians and physicians should work together in a
single combined clinic. The obstetrician's main role is to
decide the stage of gestation accurately, aided by sonar
scanning, so that the time of delivery can be planned success-
fully and major fetal abnormality be detected. The physician
must achieve painstakingly accurate control of the mother's
blood sugar throughout the pregnancy, especially in the last
trimester. Under such good conditions which factors govern
the success of the pregnancy ? Several prognostic indices
have been described. That devised by White,5 revised in 1965,6
depends on factors present before pregnancy-such as the

dependence on insulin, age of onset, and duration, as well
as on vascular, renal, and ocular complications of the disease.
An alternative assessment devised by Pedersen and Pedersen8
depends on factors becoming evident during pregnancy.
Their "prognostically bad signs during pregnancy" are
clinical pyelonephritis, precoma or severe acidosis, toxaemia,
and being a "neglector"-not reporting for treatment more
than 60 days before term. In the White classification the
fetal survival varied from 10000 in class A to 000 in F (with
diabetic nephropathy), and in the Pedersen classification
the survival rate was 68 5%/' when one or more bad signs were
present and 92% when they were absent. The most accurate
assessment of the fetal prognosis comes from applying both
the White and the Pedersen classification to the individual
mother.
The single and most valuable treatment that can be offered

to pregnant women is really good control of the blood sugar.
According to the hyperglycaemia-hyperinsulinism theory it is
the passage of excess glucose across the placenta (virtually
impervious to insulin9) that stimulates islet cell hyperplasia in
the fetal pancreas. This in turn may be why babies are born
large and fat and why they tend to become hypoglycaemic in
the first two days or so of life. Ketosis in the mother is apt to
cause intrauterine death, but mild maternal hypoglycaemia
appears not to increase the fetal risk.10
Obese "chemical" diabetics diagnosed for the first time in

pregnancy can usually be managed well by diet alone, but as
in women with more severe diabetes, delivery should be
completed before term. Many would treat a non-obese chemical
diabetic with insulin during pregnancy, knowing that the
diabetes tends to worsen. On the other hand, treatment
with chlorpropamide (in a dose not exceeding 100 mg a
day) can reverse chemical diabetes during pregnancy without
harm to the fetus."1 Ifthe mother was having only one injection
of insulin a day before pregnancy began it is better to change
her to two doses (including soluble insulin twice a day
or occasionally thrice daily), for the biological half-life of
insulin falls in pregnancy.12 The mother needs to be told
that good control of her blood sugar is of overriding im-
portance during pregnancy, and she will almost certainly
need further dietary and general diabetic training. This is a
challenge that many such women willingly accept while
they are pregnant for the sake of their baby, however lax
they are at other times. The fact that the renal threshold of
glucose falls in pregnancy itself tends to improve the control
of the blood sugar based on tests for sugar in the urine.
Sometimes the threshold falls so far that it may be advisable
to reduce the proportion of urine to water in performing
Clinitests if too frequent hypoglycaemia is to be avoided.
The insulin-dependent diabetic needs to be seen frequently

in the combined medical/antenatal clinic to allow the dose of
insulin to be adjusted. In many centres mothers are brought into
hospital at about the 32nd week of pregnancy for good control
to be established, but suitably motivated well-trained diabetics
can sometimes manage equally well (and probably a good deal
more contentedly) at home with a review every week in the
combined clinic. Ketonuria in a specimen passed other than
in the fasting state should, however, be a signal for immediate
admission to improve diabetic control. In longstanding
diabetics with vascular disease there is an increased danger of
hypertension in the last trimester and of intrauterine death of
the fetus. Such patients in particular need careful assessment
of the best time to induce delivery (or perform caesarean
section if there are independent obstetric reasons for doing
this). Plasma13 or urinary oestriol concentrations may be used
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