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early stage. Most partially obstructive lesions,
such as a tumour or stricture, will show a
few levels long before actual obstruction
occurs.

Secondly, if this had been done and the
diagnosis thus made early, the patient could
probably have been cured by simply dis-
continuing his tablets.-I am, etc.,

R. J. HEALD
Guy's Hospital,
London S.E.1

Treatment of Asthma with Beclomethasone
Aerosol

SIR,-The report by Dr. H. Morrow Brown
and others (4 March, p. 585) of their ex-
perience of the use of beclomethasone di-
propionate aerosol for the treatment of
asthma was of great interest. If its early
promise is confirmed, this new form of
treatment will undoubtedly prove to be of
value in many patients whose asthma could
otherwise be suppressed satisfactorily only
by long-term oral corticosteroids or by
corticotrophin. The widely held prejudice
against the use of cortiscosteroids might be
reduced if clinicians could be confident that,
having once achieved the immediate objec-
tive of restoring ventilatory function to an
optimal level with corticosteroids, the latter
could then be replaced by beclomethasone
dipropionate aerosol on a long-term basis
without the risk of adrenal suppression or
the other side effects caused by systemic
absorption. However, as yet there is only
circumstantial evidence that beclomethasone
dipropionate, when given by aerosol, is ab-
sorbed to a virtually negligible extent. It
would seem to be a matter of urgency that
this should be established with certainty by
radio-isotope labelling. When beclometha-
sone dipropionate aerosol becomes generally
available it will clearly be essential that all
patients in whom it is substituted for oral
steroids are closely followed up. The general
practitioner will have a special duty to en-
sure that patients fully understand the
DurDose and use of this new treatment.

Dr. Morrow Brown and his coLleagues
have rightly emphasized the dangers which
may occur if patients who are maintained
on the steroid aerosol have a respiratory
infection and become temporarily unable to
inhale it. At such times there should be no
hesitation in giving high doses of prednisone
over a few days; this can be stopped
abruptly without danger as soon as airways
patency has been restored and treatment with
the steroid aerosol resumed.

In a small series of adult patients in
whom I have used beclomethasone dipro-
pionate aerosol, my findings have been very
similar to those of Dr. Morrow Brown and
his colleagues. In several patients prednisone
has been successfully withdrawn, all previous
attempts to do so having been followed by
relapse. Adrenal suppression, as shown by
tetracosactrin challenge tests, was present
in every patient who was previously taking
prednisone on a maintenance dose.

In one respect, however, my findings
appear to differ from those of Dr. Morrow
Brown and his colleagues. They noted that
those patients whose symptoms of asthma
were well controlled by the steroid aerosol
seldom needed to use bronchodilator aerosols.
This suggested to them that beclomethasone

dipropionate counteracted smooth muscle
constriction as well as suppressing inflam-
matory exudation and oedema in the bronchi.
Some of the patients whom I have studied,
who are well controlled by the aerosol, have
also reported that they seldom need to use
a bronchodilator aerosol. Nevertheless, a
striking improvement of peak expiratory flow
occurred after they were given a test in-
halation of isoprenaline. This suggests that
bronchial muscle constriction and bronchial
inflammation often occur independently as
components of the airways obstruction in
asthma, and that beclomethasone dipro-
pionate exerts its effects chiefly by supress-
ing bronchial inflammation. This accords
with the findings of a previous study' which
I carried out to investigate the different
modes of action of isoprenaline and oral
corticosteroids. Only when the latter were
given in high dosage was the broncho-
constrictor component of airways obstruction
abolished. Therefore, it would be surprising
if beclomethasone dipropionate aerosol was
found to suppress exercise-induced broncho-
constriction.

Because of the ever present dangers of
asthma, of which we have been so forcibly
reminded by its increased mortality during
the last 10 years, it is vital that this new
and promising treatment should be used
with great circumspection when it first be-
comes available for general use.-I am, etc.,

IAN GREGG
Department of Clinical Epidemiology in
General Practice,
Ins:itute of Diseases of the Chest,
London S.W.3

1 Gregg, I., Respiration, 1969, 26 (Suppl.), p. 123.

SIR,-Our experience with this form of
treatment differs radically from that of Dr.
H. Morrow Brown and others (4 March,
p. 585). When beclomethasone aerosol first
became available in 1968 we instituted a
controlled trial in which oral prednisolone
(20 mg per day) was compared with beclo-
methasone aerosol (400 ug per day) in
asthmatic patients who had not previously
received corticosteroids. When the first
eight cases were analysed it was found that
only one had shown a useful degree of im-
provement on beclomethasone aerosol,
though most of the others had responded
well to oral prednisolone. It was therefore
decided to abandon this trial and to start
a new trial of similar design but using a
higher dose of beclomethasone aerosol (2 mg
per day). A report on the second trial has
been accepted for publication in the British
Journal of Diseases of the Chest. The results
were again disappointing in that only one
of the seven cases in the study responded
as well to beclomethasone aerosol as to oral
prednisolone in terms of FEV1, and in five
cases there was evidence of significant sup-
pression of hypothalamo-pituitary-adrenal
(H.P.A.) function after seven days of treat-
ment with beclomethasone aerosol. In 18
other patients already established on regular
treatment with oral prednisolone we have
used beclomethasone aerosol, 400 ,ug per
day, in an attempt either to improve control
of asthma or to reduce the maintenance dose
of oral prednisolone. In seven patients some
measure of success was achieved on one or
other of these criteria, but in only two cases

was it possible to withdraw oral predniso-
lone and control symptoms adequately with
beclomethasone aerosol alone.
These findings are in sharp contrast with

those of Dr. Morrow Brown and colleagues,
who reported that in 28 of 37 steroid-
dependent asthmatics beclomethasone aerosol
(400 jig per day) was successfully substi-
tuted for oral corticosteroid, that 19 of 23
other asthmatics not dependent on steroids
were "completely controlled," and that "no
biochemical evidence of adrenal suppression
was found." If it is true, as these findings
seem to suggest, that beclomethasone aerosol
is an effective and safe alternative to long-
term oral corticosteroid therapy, it will
clearly merit consideration as a major ad-
vance in the treatment of broncial asthma.
In our opinion, however, many of the state-
ments made in the article, and most of the
conclusions, are not supported by valid
evidence. We cannot detail in a letter all the
many instances in which the presentation of
data was either biased or misleading, but
have selected the following examples which
we regard as perhaps more important than
the others:

(1) In reporting the effects on peak expira-
tory flow rate of "transfer" from oral cortico-
steroid to beclomethasone aerosol a comparison
is made between average readings "over at
least two weeks before the aerosol was intro-
duced" and "average readings . . . from
a two-week period beginning from two weeks
after the transfer to the aerosol or from the
point at which the peak flow rate had b-come
stabilized" (our italics). Such a comparison has
no validity since it leaves the investigators free
to select any two-week period after transfer
to aerosol, and this could well introduce an
important element of bias in favour of beclo-
methasone.

(2) The term "successful transfer from oral
steroids" implies that patients in this category
would have had a recurrence of asthma if
they had not been treated with beclomethasone
aerosol after withdrawal of oral corticosteroid.
This may well be true, but the authors have
produced no evidence in support of such a
hypothesis, which they could have done by
showing that withdrawal of the new treatment
was followed by a recurrence of asthma.

(3) The result of tetracosactrin tests and
insulin hypoglycaemia stress tests purported to
show that "adrenal suppression" did not occur
after treatnent with beclomethasone aerosol.
This conclusion is not supported by an analysis
of the data extracted (with considerable diffi-
culty) from one of the figures in the article.
In 16 of the 24 insulin stress tests the increase
in plasma cortisol in response to hypoglycaemia
was below the mean figure recorded by Landon
et al.1 in normal subjects, while in 21 of the
27 tetracosactrin tests the increase in plasma
cortisol fell short of the mean increase recorded
by Wood et al.2 in normal subjecst. These
observations, taken in conjunction with our own
evidence, cast serious doubt on the authors'
claim that beclomethasone aerosol has no ad-
verse effect on H.P.A. function.
The publication of this article is likely to

encourage many doctors in hospital out-
patient clinics and general practice to sub-
stitute beclomethasone aerosol for oral corti-
costeroid in the treatment of patients with
chronic asthma. The policy adopted by the
authors was to withdraw prolonged oral
corticosteroid therapy over the course of
only three or four days after the introduc-
tion of beclomethasone aerosol, even in those
patients who had shown no adrenocortical
response to 200 units of ACTH. Many of
these patients were said to have developed
symptoms suggestive of "relative adrenal
insufficiency," and while this did not give
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