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did not recover, while of the 49 treated by drainage and
thoracoplasty 79% survived. In Andersen's series 14
out of 19 patients treated without operation died. There
can be no question of the seriousness of the condition
when treated medically, and Andersen makes a good
point when he recommends thoracoplasty in those cases
of persistent pleural effusion (not yet frankly purulent)
which have not resolved in three months. Five cases of
this type of " incipient empyema " were operated upon,
with cure in all.

Thoracoplasty controls the disease in the underlying
lung and is followed by the obliteration of the infected
pleural space in a large proportion of cases. In
secondarily infected empyemata it saves life by check-
ing the constant purulent discharge, which sooner or
later will cause amyloid disease or other toxic complica-
tions. To be effective thoracoplasty must be performed
early, before the pleura has become too rigid for rapid
and complete collapse to occur. Often drainage is
allowed to continue for many months before thoraco-
plasty is begun, in the hope that the lung will expand
and thoracoplasty may prove unnecessary or that a
smaller space will have to be closed. Delay for these
reasons is never justified, for the patient's condition
always deteriorates and a poorer collapse is obtained.
Thoracoplasty should be begun within 10-14 days of
drainage.

Thoracoplasty can save life in many of these other-
wise hopeless cases, but it often happens that a chronic
discharging empyema cavity, though small, persists.
Unless something is done to close it the patient is
doomed to wear a tube for the rest of his life, with the con-
stant necessity for daily dressings. The cavity may shrink
down in 2-3 years and either heals or is little trouble;
but usually some other form of plastic operation is
needed. Andersen advises an operation of the Schede
or Robert's type. Few surgeons would be eager to
recommend perpetuation of the Schede type of opera-
tion to-day; there is a much greater place for plastic
operations in which pleural or muscle flaps are used
to produce obliteration of the residual cavity. Lam5
writes of another method-namely, decortication of the
lung-which is now being applied for the final closure
of tuberculous empyema cavities. He records three
cases in which healing was obtained, though in one it
is doubtful if the disease was tuberculosis. His cases
are few, but the method has been used sufficiently often
by surgeons in this country as well as in the U.S.A. to
prove that most gratifying results can be obtained. It
would seem to be a dangerous or unsatisfactory pro-
cedure in tuberculous patients if used without prelimi-
nary thoracoplasty, for in many cases the lung
(especially the upper part) should never be allowed to
expand owing to its diseased state, even if it could do

so. Decortication is useful in securing obliteration of
the residual infected pleural space after thoracoplasty
has controlled the lung lesion and reduced the size of
the empyema. When the lung fails to expand to fill the
dead space it is usually because it was compressed in
the early stages of the pleural effusion and held in its
compressed condition by the thickened cortex. If this
cortex is removed, the lung (especially the basal parts)
will readily expand and fill the empyema space much
more easily than would be possible by inserting large
muscle, grafts; often in thin patients it is difficult or
impossible to obtain enough muscle tissue to fill the
space completely. After decortication the skin wound
can be closed, and if suction drainage is maintained for
a few days healing will occur by first intention. Few
things are more gratifying to a patient who has faced
the dangers of a secondarily infected tuberculous
empyema than to find that he has at last been rid of the
tube and daily dressings that have been his lot for
possibly several years.

CORTISONE IN THE TREATMENT OF
RHEUMATISM

The Seventh International Congress on Rheumatic
Diseases just ended in New York is likely to prove a
landmark in the history of the treatment of those intract-
able and crippling conditions grouped under the indefinite
term " rheumatism." The discovery of the adrenal
hormone compound E, by Dr. Edward C. Kendall, now
named by him "cortisone," and its application in the
treatment of rheumatoid arthritis by Dr. Philip S. Hench
and his colleagues, were recently discussed in a leading
article' in this Journal. Their account of the develop-
ment of this work has now appeared in the June issue2 of
the Annals of the Rheumatic Diseases, published by
the B.M.A. The history of the treatment of any disease
justifies caution in assessing the claims for a new remedy.
But the world of medicine is now a ferment of ideas,
experiment, and discovery, eagerly using in clinical
research the new knowledge and techniques of the pure
sciences. The essence of research, as Sir Edward
Mellanby pointed out in his recent address3 on Jenner, is
discovery, and in the opinion of the specialists on
rheumatism lately assembled in New York an epoch-
making discovery has now been made in the treatment of
a disease crippling in its effects and the cause of great
suffering and waste of human life and effort.
The publicity which is naturally and rightly given to

the almost unbelievable improvement obtained when
cortisone is used to treat rheumatoid arthritis has raised

1 British Medical Journal, 1949, 1, 812.
2 Ann. rheum. Dis., 1949, 8, 97.
s British Medical Journal, 1949, 1, 921.
4 J. Amer. med. Ass., 1949, 138, 1294.
S New York Times, June 1, 1949.
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the hopes of countless patients, who will no doubt want
to know from their doctors whether they can gain similar
benefit. Unfortunately cortisone will not be available for
very many months, except in small quantities to be used
for further clinical trials under, it is hoped, conditions
allowing for strict scientific control. Dr. Hench observed
at New York that " at this stage we are not justified even
to refer to our method as a treatment, except in the
investigative sense." The scarcity of cortisone cai be
judged from the fact stated by Mr.- William L. Laurence,
the science correspondent of the New York Times, that
the cost of a three-weeks course of treatment amounts to
$18,000. The expense of production is certainly immense
at present, and Dr. Kendall states that he and his
colleagues at the Mayo Clinic are receiving only a week's
supply at a time of cortisone for treating sixteen patients
and of the adreno-corticotropic hormone (ACTH) of the
pituitary body for treating five patients. This small
supply is being carried by aeroplane each week from the
Merck laboratories to the Mayo Clinic. The manufac-
turers are striving to speed up production,4 but it will
not be possible to increase the present small yield until
1950; even then supply is expected to fall far short of
demand.5

Cortisone is a convenient short word for the adrenal
cortical hormone, 17-hydroxy- 1-dehydrocorticosterone.
It was first isolated by Dr. Kendall from the adrenal
cortex in 1935, and he was largely responsible for its
partial synthesis, the final stages being completed by Dr.
Lewis H. Sarett in the Merck laboratories. At the New
York Congress Dr. Hench said that in addition to the
remarkable effect in rheumatoid arthritis cortisone
alleviated the arthritis associated with psoriasis and also
that accompanying lupus erythematosus. Encouraging
results had also been obtained in three cases of rheumatic
fever. Professor Richard H. Freyberg, of Cornell
University, reported good results in the treatment of
Strumpell-Marie spondylitis. According to Dr. Edward
W. Boland, a patient who was bedridden walked and fed
herself within forty-four hours of starting treatment-
" After nine days of treatment she literally danced a jig."
Professor Walter Bauer, of the Harvard Medical School,
from his own experience confirmed the findings of other
observers. A report of the Congress will appear in a
subsequent issue of this Journal. An account of the
proceedings at the Congress was also given to the Section
of Rheumatology, meeting at Harrogate this week, by
Dr. G. D. Kersley. Another important point is that,
because of the euphoria and increased mental capacity
of those receiving cortisone, workers at the Mayo Clinic
are investigating its effects on sufferers from mental
disorder.

It must be stressed that in the treatment of rheumatic
conditions cortisone is not a cure any more than insulin

is for diabetes. Withdrawal of the hormone from a patient
with rheumatoid arthritis leads to a relapse into cripple-
dom. For those who want to treat this disease and for
those who want to be treated it is therefore not just a
question of injecting a few hundred milligrams of an
extremely scarce drug in order to be cured; it is a
question, so far as is known now, of being able to main-
tain treatment indefinitely. Both doctors and the public
will therefore have to exercise great patience, relying on
the skill and experience of the pharmaceutical industry to
overcome the immediate problems of manufacture. If
the new work now in progress is a great step forward in
the treatment of rheumatic conditions, it is no less
important an event in the science of endocrinology; in
this field the full implications have yet to be explored.

DRUG-RESISTANT TRYPANOSOMES
One of the great difficulties in controlling trypanosomiasis
of man or animals in Africa by means of chemotherapy
has been the tendency for trypanosomes to develop
drug-resistant strains. In commenting' on the new drug
"antrycide," developed by Curd and Davey for the
treatment of trypanosome infections in animals, we men-
tioned the danger that here also resistant strains might
develop. Some information about this has now been pub-
lished by Wilson.2 Working at Entebbe in Uganda, he has
found that, though the soluble sulphate of antrycide cured
Trypanosoma simiae in pigs in doses of 3 to 5 mg. per
kg. of body weight, yet one pig infected with T. simiae
and treated with 2 mg. per kg. of the relatively insoluble
chloride relapsed, and attempts to cure the infection with
5 mg. per kg. were unsuccessful. In cattle also strains
of T. congolense and T. vivax appear to have become resis-
tant to antrycide, and after treatment they can resist con-
siderably higher doses. One such strain of T. congolense
passaged in mice was not completely eradicated by 10 mg.
per kg. of antrycide sulphate, whereas a field strain
obtained from an untreated cow in the same area was
cured by 0.5 mg. per kg. of antrycide sulphate. The
resistance had therefore increased at least twenty times.

In some cases cattle reinfected a few months after treat-
ment with antrycide and re-treated with curative doses have
developed cryptic but nevertheless fatal infections. Should
such cryptic infections or prolonged latent infections occur
frequently after antrycide treatment an accurate assess-
ment of the true duration of the prophylactic effect will
be difficult if not impossible. There is also some evidence
to show that T. vivax, the other important cattle trypano-
some, quickly develops a degree of drug resistance after
treatment with antrycide. In animals which have relapsed
or become reinfected after treatment with the drug a dose
of 5 mg. per kg. will not ensure sterilization of the infec-
tion in every case and may favour the development of
drug resistance; a dose in excess of 10 mg. per kg. can
be toxic.

British Medical Journal, 1949, 1, 63 and 315.2 Nature, Lond., 1949,163, 873.
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