
ABSTRACTS
This section of the ANNALS is published in collaboration with the two abstracting Journals,

ABSTRACTS OF WORLD MEDICINE, and OPHTHALMIC LITERATURE, published by the British Medical
Association.

The abstracts selected for this Journal are divided into the following sections: Acute Rheumatism;
Chronic Articular Rheumatism (Rheumatoid Arthritis, Osteo-Arthritis, Spondylitis, Miscellaneous);
Disk Syndrome; Gout; Non-Articular Rheumatism; General Pathology; ACTH, Cortisone, and other
Steroids; Other General Subjects. At the end of each section is a list of titles of articles noted but not
abstracted. Not all sections may be represented in any one issue.

The section "ACTH, Cortisone, and other Steroids" includes abstracts and titles of articles
dealing with steroid research which, although not directly concerned with the rheumatic diseases,
may make an important contribution to knowledge of the scope and modus operandi of steroid therapy.

Acute Rheumatism
Comparative Effects of Aspirin, ACTH, and Cortisone on

the Acute Course of Rheumatic Fever in Young Adult
Males. HOUSER, H. B., CLARK, E. J., and STOLZER,
B. L. (1954). Amer. J. Med., 16, 168. 7 figs, 15 refs.
The comparative efficacy of aspirin, cortisone, and

ACTH in the treatment of acute rheumatic fever was
investigated at the United States Air Force Hospital,
Wyoming. Of 148 young adult males with acute rheu-
matic fever admitted between January, 1951, and June,
1952, 61 received aspirin, 45 cortisone, and 42 ACTH.
Full details are given of the diagnostic criteria, the
investigations carried out, and the dosage of the drugs.
The results showed that fever and joint pain subsided

more rapidly in the patients given aspirin than in those
given cortisone or ACTH, but that otherwise there was
little difference between the three drugs in their effect on
symptoms. Relapse after the cessation of treatment
occurred in most cases in all three groups. The authors
state that the effect of the drugs on rheumatic carditis
cannot be determined until the results of the long-term
follow-up are known, but in each group there were cases
in which new murmurs were elicited, these persisting
while the patient was receiving a full therapeutic dose of
the drug.

It is concluded that none of these three drugs is ideal
for the treatment of acute rheumatism; indeed, in the
authors' view, adequate treatment for this disease is not
yet available. Kathleen M. Lawther.

Active Rheumatic Heart Disease in Patients over Sixty.
GRIFONE, J. W., and KITCHELL, J. R. (1954). J. Amer.
med. Ass., 154, 1341. 7 refs.
It is pointed out that acute rheumatic heart disease is

usually seen only in children or young adults, and is
often not diagnosed in patients over 60 years of age.
In this paper four cases are reported from the Presby-
terian Hospital, Philadelphia, in which the patients, all
over 60 years, were thought to be suffering from rheumatic
heart disease. One woman aged 62, who had had
hypertension for 11 years, developed fever and tachy-

cardia; the electrocardiogram showed evidence of left
bundle-branch block. She died after 27 days in hospital,
and necropsy revealed thickening and contraction of the
mitral valve and chordae tendineae and Aschoff nodes in
the myocardium. A man aged 76, with a history of pain
and stiffness in the joints of 2 years' duration was
admitted with fever, tachycardia, and pain in the left
side of his chest. He died from bronchopneumonia and
at necropsy rheumatic pancarditis was found. In the
remaining two cases in females aged 74 and 68 years
respectively, fever, tachycardia, and apical systolic mur-
murs were present on admission. The fever did not
respond to treatment with antibiotics, but after adminis-
tration of salicylates the temperature promptly became
normal. One of these patients remained well for 21
years, but the other subsequently required treatment for
mild congestive cardiac failure. The authors consider
that both patients had rheumatic carditis, though the
diagnosis was not certain. C. E. Quin.

I Commissurotomy for Rheumatic Aortic Stenosis.
I. Surgery. BAILEY, C. P., BOLTON, H. E., JAMISON,
W. L., and NICHOLS, H. T. (1954). Circulation (N. Y.),
9, 22. 12 figs, 11 refs.
Although a number of workers have contended that

aortic stenosis is arteriosclerotic in origin, the present
authors believe that it is usually the result of rheumatic
infection, the commissures between the valve cusps
becoming united as a result of the rheumatic process.
If the condition is associated with a mitral lesion known
to be rheumatic, then the probability of the aortic lesion
being also of rheumatic origin is very high. The mal-
formation present in the case of congenital aortic stenosis
is of a different type and requires different surgical
treatment.
At the Hahnemann Medical College and Hospital,

Philadelphia, the authors have attempted to treat aortic
stenosis by using a triradiate dilator (illustrated) which
engages and ruptures the commissures. Of 27 patients
with pure aortic stenosis so treated, six (22 per cent.) died,
probably because some of the cases were really con-
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of eleven cases there was involvement of only one joint
initially, and in two of these cases there was evidence of a
tuberculous focus in the synovium, despite the close
histological resemblance to rheumatoid arthritis. It is
suggested that when tuberculous and rheumatoid foci
appear in the same joint the "rheumatoid" reaction may
be due to a non-specific reaction of the joint to sensitiza-
tion to tuberculous infection. In a third group of thir-
teen cases the onset of rheumatoid arthritis was episodic,
and here the differential diagnosis was from gout,
palindromic rheumatism, angioneural arthrosis, allergic
arthritis and intermittent hydrarthrosis. In a fourth
group of five cases rheumatoid arthritis had progressed
for a number of years without pain. There was gross
destruction of bone and joint, but no evidence of neuro-
logical disease. Variation in the general threshold to
pain or rheumatoid lesions of the perineurium were not
considered to play any part. Harry Coke.

Pulmonary Lesions in Rheumatoid Arthritis. CHRISnE,
G. S. (1954). Aust. Ann. Med., 3,49. 8 figs, 13 refs.
The clinical and post-mortem findings in three cases of

rheumatoid arthritis are described in this paper from
Melbourne University, with special reference to the
extra-articular lesions. In all three cases there were
obvious pulmonary lesions. In one case a granula-
matous mass measuring 7 cm. in diameter was found,
which was indistinguishable histologically from the usual
subcutaneous periarticular nodule seen in rheumatoid
arthritis. The author considers that extra-articular
lesions are an integral part of the disease and are present
more often than is generally accepted. In the chronic
stage active lesions may be found in many parts of the
body, even when the affected joint is quiescent, but the
scars of healed lesions may also be recognized.

A. C. Lendrum.

Systemic Lesions of Malignant Rheumatoid Arthritis.
BEVANS, M., NADELL, J., DEMARTINI, F., and RAGAN,
C. (1954). Amer. J. Med., 16,197. 18 figs, 12 refs.
Although the incidence of rheumatic heart disease is

said to be higher in patients with rheumatoid arthritis
than in the general hospital population, there is evidence
that valvulitis and other stigmata of rheumatic heart
disease are infrequent in those suffering from rheumatoid
arthritis except when a straightforward history of rheu-
matic fever can be obtained. In this paper from
Columbia University, New York, is described a study of
two cases of active rheumatoid arthritis complicated
clinically by pleurisy and pericarditis. The duration of
the rheumatoid arthritis was 10 and 16 years respectively.
In the first case there were intercurrent diabetes and renal
papillary necrosis, and the second patient also had
epilepsy. Long-term treatment with cortisone and
corticotrophin did not appear to arrest the course of the
disease, and compression fractures occurred in both cases
as a result of osteoporosis arising during the hormone
therapy. Both patients died.
At necropsy an inflammatory obliteration of pleural

and pericardial sacs was seen, together with lesions in
the myocardium and valve rings due to granulomata

10

genital in origin and the valve had only two cusps, while
in others because the heart muscle was unduly soft. On
the other hand, of 35 with combined aortic and mitral
lesions, five died, a mortality of only 14 per cent., this
lower figure being attributed to the smaller size of the left
ventricle, which was less irritable than in the other forms.

In consequence of the dangers and difficulties asso-
ciated with the transventricular approach and of the
considerable discrepancy in mortality between the two
groups described above, the authors have devised and
carried out a retrograde approach through the wall of
the ascending aorta. A pouch, which is formed by
suturing a flap of pericardium to the edges of the incision
into the aorta, controls bleeding and permits introduction
of the valvotome. More recently a plastic pouch has
been used to help in this procedure. This transaortic
operation seems to be well tolerated, but the number of
cases treated so far is still too small for definite con-
clusions to be drawn. The operation is not suitable for
elderly patients, in whom the aortic wall may be friable.

T. Holmes Sellors.

Use of Dibenylethylenediamine-dipencilcin as a Prophy-
lactic against Streptococcal Infection in Acute Rheu-
matism. (L'impiego della dibensil-etilendiamina-di-
penicillina nella profilassi antinfettiva (profilassi
antistreptococcica) delta malattia reumatica.) ScuRo,
L. A., and ORTONA, L. (1954). Minerva med. (Torino),
45, 1835. 3 figs, 23 refs.

Treatment of Rheumatic Fever with PAS and with a
Combination of PAS and Sodium Salicylate. (Sul
trattamento della infezione reumatica con PAS e con
1'associazione PAS-salicilato di dodio.) BULGARELu,
R., and SARDINI, G. (1954). Minerva pediat. (Torino),
6, 198. 3 figs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Syndromes of Rheumatoid Arthritis. KERSLEY, G. D.
(1954). Lancet, 1, 1206. 5 figs, 21 refs.
From a wide clinical experience the author discusses,

with case records, four syndromes in rheumatoid arthritis
in which the differential diagnosis is based upon the mode
of onset of the disease. These four syndromes are neither
frequent nor a usual feature of the classic disease process
-the author found one or other of them in only 67 out
of a recent series of 750 cases of rheumatoid arthritis-
but they are none the less distinct and individual. In 38
of the 750 cases the onset was so acute as to resemble
that of rheumatic fever, but only one patient actually
developed carditis. The differential diagnosis, which is
discussed, is helped by the therapeutic response to col-
chicine, antibiotics, and salicylates. [The classification
of this first group as "acute arthritis" closely resembles
a major subdivision recognized in Scandinavia, in which
cases of rheumatoid arthritis are divided into two groups
-those with "acute" and those with "chronic" onset.
The number of acute cases in this series would seem by
comparison to be relatively small.] In a second group
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ANNALS OF THE RHEUMATIC DISEASES
appearing "indistinguishable from the subcutaneous
nodules of rheumatic disease". In the first case similar
lesions were also found in the kidney, and in the second
case in the lungs. Both patients had oesophagitis and
episcleritis. The authors consider that the granulo-
matous lesions develop from fibrinoid necrosis of the
vessel wall.

Evidence is adduced that there exists a malignant form
of rheumatoid arthritis, of which the two cases described
are regarded as examples. The relationship of this
fulminating disease to the reputed high incidence of rheu-
matic heart disease in patients with rheumatoid arthritis
is discussed. It is concluded that long-term cortisone
therapy apparently does not prevent the development of
this form of rheumatoid arthritis. E. G. L. Bywaters.

Citrate lontophoresis in Rheumatoid Arthritis of the Hands.
COYER, A. B. (1954). Ann. phys. Med., 2, 16. 1 fig.,
7 refs.
Following the observations of Rocha e Silva (Brit.

med. J., 1952, 1, 779) on the value of citrate in allergic
and anaphylactic reactions, the present author, at St.
Thomas's Hospital, London, used citrate iontophoresis
in cases of acute rheumatoid arthritis of the hands, on
the grounds that the rheumatoid process is, in part, an
allergic process. He produces evidence to show that
citrate may reasonably be expected to reach the affected
tissues when given in this way.
One group of fifteen patients received citrate ionization,

a second group of ten patients received anodal galvanism,
and a third group, also of ten patients, received cathodal
galvanism; the last two groups served as controls. The
citrate iontophoresis was given in a cathodal bath con-
taining 2 per cent. potassium citrate solution, a current of
about 10 mA being passed for 20 to 30 minutes. In
the control cases the bath contained tap-water. Patients
were treated on alternate days for four weeks, and the
results were assessed weekly, mainly by determining the
strength of grip in the hand.
There was a much greater improvement in strength of

grip in those patients treated with citrate than in the
control groups. The author notes that some of the
patients had previously failed to respond to more con-
ventional methods of physiotherapy, such as wax baths
and local application of heat, but that these patients
tended to have a relapse when treatment ceased.

B. E. W. Mace.

Management of Rheumatoid Arthritis with Prolonged
Cortisone Administration. COPEMAN, W. S. C.,
SAVAGE, O., DODDS, C., GLYN, J. H., and FEARNLEY,
M. E. (1954). Brit. med. J., 1, 1109. 1 fig., 11 refs.
The results are presented in twenty cases of rheumatoid

arthritis treated with cortisone at the West London
Hospital, Hammersmith, fourteen of which received the
drug for more than 2 years, and all for at least a year
continuously. All twenty cases were severe, and none
of the patients was able to follow his or her normal
occupation. The usual methods of treatment had been
tried without halting the progress of the disease. The
average maintenance dose of cortisone by the oral route

was 69 mg. a day, varying in individual cases from 37 5
to 100 mg. daily. No fewer than seventeen of the twenty
patients improved sufficiently with this treatment to
return to work.

Administration of the drug had to be stopped in two
cases, in one of which severe depression occurred, and in
the other the blood pressure rose from 120/80 to 200/105
mm. Hg. In three cases gastrointestinal complications
(duodenal ulceration, oesophagitis associated with hiatus
hernia, and melaena, respectively) developed, but it was
not found necessary to discontinue treatment. Various
less important side-effects were also observed.
The authors conclude that cortisone is a practical

addition to treatment in selected cases of rheumatoid
arthritis, but they emphasize that careful and constant
supervision is necessary. K. C. Robinson.

Clinical Experience with a Rubidium-Gold-Creatinine-
Gold Preparation in Rheumatic Diseases. (Klinische
Erfahrungen mit einem Rubidium-Goid-Kreatinin-
Gold-Praparat bei rheumatischen Erkrankungen.)
POHL, W. (1954). Medizinische, No. 18, 659. 9 refs.
The preparation used in this trial carried out at the

University Polyclinic, Jena, was "aurubin", which is
supplied as dragees consisting of small quantities of
rubidium auritetrachloride, creatinine hydrochloride and
aurochlorate, and other salts. The content of gold is
less than that previously used by the author, the quantity
of gold administered in an 8 weeks' course of treatment
amounting to only 0-306 g. The trial was conducted
for a period of 3 to 4 months on 42 rheumatic patients.
In general, the results obtained seemed to depend on the
stage of the disease reached; it was also found that the
dosage used must not be too rigid, but should be adjusted
according to the reaction of the patient. A number of
cases improved that had previously remained completely
resistant to all forms of therapy.
Of the 42 patients, 21 were suffering from chronic

polyarthritis and of these ten improved both subjectively
and objectively, including three who had previously
derived no benefit from the administration of cortisone or
ACTH (corticotrophin). Of a further seven patients
suffering from Bechterew's disease (spondylitis defor-
mans), three responded well, as also did five of ten patients
described as suffering from arthrosis. In none of the
patients in a fourth group suffering from spondylosis,
however, has any improvement been observed. No
serious toxic effects were noted during this trial, and
patients tolerated the preparation very well, only twelve
patients showing some gastric disturbance and loss of
appetite, two a mild diarrhoea, two rashes, and nine
patients complained of tiredness. After temporarily
reducing the dosage in these cases the original dose could
be resumed. Robert Hodgkinson.

Placental Tissue Implantation for Rheumatoid Arthritis.
A Preliminary Report. LINTZ, R. M. (1954).
Geriatrics, 9, 106. 19 refs.
At Bellevue Hospital, New York, 35 adult patients

suffering from severe rheumatoid arthritis of long stand-
ing were treated by the implantation of fresh placental
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(Spondylitis)
Deep X-Ray Therapy in Spondylitis. SHARP, J., and

EASSON, E. C. (1954). Brit. med. J., 1, 619. 2 figs, 18
refs.
Since 1947 a total of 332 cases of ankylosing spondylitis

have been seen at the joint clinic of the Rheumatism
Centre and Christie Hospital and Holt Radium Institute,
Manchester. Of these, 242 were classified as typical,
31 as "borderline", and 59 as atypical cases. The inci-
dence of a family history of rheumatism, iritis, or
involvement of the hands or feet was not significant in
any group. The present paper is concerned with results
of x-ray therapy in 275 cases (212 typical, 28 borderline,
and 35 atypical).

It was considered advisable to treat the whole spine
and sacro-iliac joints in all cases. Narrow fields were
applied directly and a dose of 150 r was given once a week
for 10 weeks. A similar dosage was given to peripheral
joints, but localized tender areas on bony points and
tendon insertions received a single large dose of 500 to
600 r.
The condition of the patient was assessed before and

one month after treatment. The erythrocyte sedimen-
tation rate was not of any prognostic significance.
The response to treatment was the same in males as in
females, and was significantly more marked in typical
cases than in atypical. There was a relapse over a
relatively short period of observation in 56 of the typical
cases. Complications, which were few, included aplastic
anaemia (one case), reactivation of pulmonary tuber-
culosis (one), and renal failure (two cases). Permanent
amenorrhoea developed in thirteen out of 47 females
treated. The importance of exercises after radiotherapy
and the dangers of immobilization are stressed.

It is concluded that only patients suffering from
typical ankylosing spondylitis benefit from x-ray therapy.
The effect seems to be directly on the tissues irradiated
and not through some indirect mechanism. Further
study is being undertaken with a view to establishing
criteria for the differential diagnosis of atypical ankylos-
ing spondylitis. R. D. S. Rhys-Lewis.

Early Diagnosis and Treatment in Ankylosing Spondylitis.
LYONS, A. R. (1954). Ulster med. J., 23, 34. 3 figs,
3 refs.

Skin in Ankylosing Spondylitis. (Le revetement cutan6
dans la spondylose rhizomelique.) FLORENTIN, P.,
LOUYOT, P., MACINOT, -., and PIERSON, B. (1954).
Rev. Rhum., 21, 225. 5 figs.

(Miscellaneous)
Phenylbutazone in Arthritis. DAVIES, H. R. (1954).

Ann. phys. Med., 2, 8. 5 refs.
The long-term results of administration of phenyI-

butazone in arthritic conditions, mainly rheumatoid
arthritis, are described. The drug was given by mouth
in an initial dosage of 1 g. daily for 3 days and gradually
reduced until the lowest effective dose was established,

tissue in the thigh, as recommended by Filatov. There
was no subsequent improvement in fifteen of these cases,
but in the remaining twenty there was decreased heat and
swelling in the joints and increased range of movement,
as well as some symptomatic improvement, starting
2 to 10 days after the operation. The improvement in
five cases lasted for 3 to 4 years, in the rest for 2 to 10
months.
The author discusses the mode of action of this treat-

ment and draws attention to the possible importance of
psychological stimuli. In view of the fact that liquefied
material drained from the wound in every case before
closure, he does not consider that his results were due
to any sustained elaboration of hormones by the implants,
but points out that "this does not preclude the possibility
of some short-lived hormonal stimulus from the im-
planted material" acting as a trigger mechanism.

G. Loewi.

Prolonged Gold Therapy. (Cristoterapia prolongada.)
CARUSO, A. C. (1954). Arch. argent. Reum., 17, 47.

ACTH Treatment of Rheumatic Fever in Children.
(Leczenie choroby reumatycznej u dzieci ACTH.)
MARCZYN'SKA-RoBowsKA, M. (1954). Pediat. pol.,
29, 345. 16 refs.

Treatment of Rheumatoid Arthritis with Nitrogen Mustard.
(I1 trattamento dell'artrite reumatoide con iprite
azotata.) CARTESEGNA, F., and DANEO, V. (1954).
Reumatismo, 6, 241. 29 refs.

Use of Ascorbic Acid in Rheumatoid Arthritis. (Con-
siderag6es sobre o uso do Acido asc6rbico na artrite
reumatoide.) DWCOURT, L., LIMA, M. C., FERNANDES,
J. M., and CHIORBOLI, E. (1954). Rev. paulista Med.,
44, 281. 6 refs.

Role of the Vascular Factor in the Pathogenesis and
Treatment of Rheumatoid Arthritis. (Die Rolle des
Gefassfaktors in der Genese und Therapie der primer
chronischen Polyarthritis.) PIRTKIEN, R. (1954).
Medizinische, No. 23, 816. 2 figs, 34 refs.

Neurovegetative Reactivity of the Skin in Rheumatoid
Arthritis. (Reattivita neuro-vegetativa cutanea nell'
artrite reumatoide.) Rossi, G. (1954). Reumatismo,
6, 233. 26 refs.

Rheumatoid Arthritis and Heart Lesions. FERNANDO,
P. B., and WIJENAIKE, W. (1953). Indian Heart J.,
5, 187. 12 figs, 9 refs.

Skinfold Thickness of the Hand in Rheumatoid Arthritis.
LEHTINEN, M., and TELKKA, A. (1954). Ann. Med.
intern. Fenn., 43, 109. 4 figs, 13 refs.

Pulmonary Manifestations of "Rheumatoid Disease".
HARRus, L. H. (1954). Lancet, 2, 119. 14 refs.
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ANNALS OF THE RHEUMATIC DISEASES
which was usually 800 mg. on alternate days. Other
medication, particularly with barbiturates, was avoided,
and some restriction was placed on the salt intake.
Determination of the leucocyte count did not appear

to be necessary after the initial period of treatment.
Of 160 patients treated at hospitals in the Mid-Herts

and West-Herts Hospital Group, fifteen did not benefit in
any way during the initial phase, and treatment was
therefore stopped. The remaining 145 patients were
observed for periods varying from 3 to 18 months. It
was found that while there was a definite improvement in
function joint changes were unaffected. The relief of
pain was the most striking result of administration of the
drug, and the author suggests that its usefulness in other
directions is due largely to this effect. It was of particular
value in seven out of nine cases of ankylosing spondylitis.
There was rapid relief of symptoms in two cases of acute
gout after intramuscular injection of 1 g. phenylbutazone,
while in two cases of chronic gout there was a similar, but
slower, response. Marked relief of symptoms was
obtained by fourteen out of thirty patients with osteo-
arthritis of the hip, nocturnal pain being relieved to a
greater extent than "weight-bearing" pain.

Allergic reactions to the drug in the form of a rash,
angio-neurotic oedema, and mild dyspnoea occurred in
fourteen cases, while twenty patients complained of
gastrointestinal disturbances. Other complications in-
cluded transient granulocytopenia (one case), purpura
without haematological changes (two cases), and cardiac
failure precipitated by fluid retention (three cases, one
fatal). Two patients sustained fracture of the femoral
neck while under treatment.
The author considers that phenylbutazone is a most

useful adjuvant in the management of arthritic conditions,
but emphasizes that continued care is necessary during
long-term administration. B. E. W. Mace.

Observations on the Antirheumatic and Physiologic Effects
of Phenylbutazone (Butazolidin) and Some Comparisons
with Cortisone. BRODIE, B. B., LOWMAN, E. W.,
BURNS, J. J., LEE, P. R., CHENKIN, T., GOLDMAN, A.,
WEINER, M., and STEELE, J. M. (1954). Amer. J. Med.,
16, 181. 5 figs, 22 refs.
Phenylbutazone was given to eighteen patients severely

disabled with rheumatoid arthritis and to 69 non-arthritic
rheumatic patients. It is pointed out that the plasma
concentration of phenylbutazone does not increase com-
mensurately with an increase in the dose but tends to
approach a limit; the peak level with a daily dose of
1,600 mg. is not appreciably higher than that achieved
with a daily dose of 800 mg. In the present investigation,
therefore, each patient was given 800 mg. by mouth daily;
later, some of the patients were given cortisone for com-
parison. A major improvement was noted in eight of the
patients with arthritis but minor improvement only in
the others. The results obtained with cortisone were
similar. Side-effects were severe enough in seventeen of
the 87 patients to call for cessation of treatment, but in
none of the cases did agranulocytosis develop.

Phenylbutazone caused urinary retention of sodium,
chloride, and water, but did not affect potassium or 17-

ketosteroid excretion; in none of the cases was significant
eosinopenia found. The fall in the erythrocyte count
and haemoglobin level during treatment was due to
haemodilution and not to depression of haematopoiesis.
From their observations the authors conclude that the
drug does not act through stimulation of the adrenal
cortex. They consider that its anti-rheumatic effect is
similar to that of cortisone and ACTH but that there is
no risk of hormonal imbalance with phenylbutazone.
It is hoped that these encouraging clinical results will
stimulate further search for other non-steroid drugs
exerting "a desirable local tissue effect".

Kathleen M. Lawther.

Clinical and Experimental Study of the Anti-rheumatic
Activity of Amidopyrine Gentisate. (Ricerche cliniche
e sperimentali sull'attivita antireumatica del gentisato
di amido-pirina.) MAINOLI, S., and PICCINELLI, 0.
(1954). Minerva med. (Torino), 1, 787. 1 fig., 37 refs.
Amidopyrine gentisate (associated with amidopyrine

and a synthetic antihistamine drug in a commercial pre-
paration, "pirisal") was given experimentally at the
Institute of Clinical Medicine and Therapeutics of the
University of Pavia to fifteen normal subjects, five
patients with acute articular rheumatism, ten with
rheumatoid arthritis, seven with chronic rheumatism
following acute arthritis, ten with lumbar osteo-arthritis,
eight with "rheumatic myalgia", and three with humero-
scapular peri-arthritis. It was given by mouth in doses
containing 2 375 g. amidopyrine gentisate and 0 375 g.
amidopyrine or by intramuscular injection in doses con-
taining 0-375 g. of each, and 2, 4, and 6 hours after its
administration an eosinophil count was carried out on the
peripheral blood, together with estimation of the blood
gentisate level. Apart from minor side-effects (giddi-
ness), the drug was well tolerated.

In all cases there was a reduction in the eosinophil
count resembling that seen after administration ofACTH.
In ten patients the effect was compared with that of
sodium gentisate, which caused an average reduction in
eosinophil count of 13-5 per cent. compared with 38 per
cent. when amidopyrine gentisate was given. Amido-
pyrine thus appeared to be the more active component
part of the preparation. When the drug was given in the
above dosage daily there was a definite reduction of pain
in 90 per cent. of the patients with chronic rheumatism,
within 1 or 2 days of starting treatment in cases of
"rheumatic myalgia" and 10 to 12 days in cases of chronic
polyarthritis. Acute rheumatism was less amenable,
but even in these cases there was diminution of pain,
temperature, and articular swelling after 4 or 5 days.
The improvement in function was less obvious. In all
cases in which the clinical response was satisfactory there
was also some reduction in the erythrocyte sedimentation
rate.
Cheapness and the possibility of prolonged adminis-

tration without ill effect are claimed to be the main
advantages of the drug, which was given in some cases
after treatment had been started off with ACTH or
cortisone. [It should be remembered, however, that
prolonged administration of amidopyrine is not without
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were without effect. Two other convalescent patients
were given approximately 2 g. of the isomers 4-hourly
over a 4-day period without significant increase in oxygen
consumption. As the isomers are also known to be
ineffective therapeutically, it is suggested that the thera-
peutic effect of salicylate must be related in some way to
its metabolic effect. Norval Taylor.

Pulmonary Manifestations in the Diffuse Collagen
Diseases. ELLMAN, P., and CUDKOWICZ, L. (1954).
Thorax, 9, 46. 12 figs, bibl.
The authors describe ten cases of diffuse collagen

disease in which pulmonary manifestations occurred;
the patients were seen at two London hospitals and at
Dorking (Surrey) General Hospital. The series com-
prised three cases of scleroderma, two of disseminated
lupus erythematosus, two of polyarteritis nodosa, and
three of rheumatoid disease.
The presenting symptom of respiratory involvement in

each case was dyspnoea, which in cases of polyarteritis
nodosa was associated with wheezing and gave rise to a
complaint of "asthma". In the cases of scleroderma,
respiratory symptoms occurred late in the course of the
disease. In one case, radiographs showed miliary
mottling of the lungs associated with cardiac enlargement.
In another, there was increasing dilatation of the pul-
monary arteries, accompanied by pleural thickening
and adhesions; while in the third case there was a basal
fibrosis which later developed into sclerocystic disease of
the lungs. One of the patients with disseminated lupus
erythematosus showed bilateral basal fibrosis, and a
unilateral effusion developed during an acute exacerba-
tion in the 12th year of the disease; in the other a tran-
sient shadow in the right paracardiac region, at first
thought to be an abscess and later assumed to be an area
of pneumonitiss", was observed at the onset of the
disease.

In both the cases of polyarteritis nodosa there was fine
mottling in the upper zones, which resolved in one case.
Respiratory symptoms occurred at the onset of the
disease. Lastly, in the three cases of rheumatoid arth-
ritis a pleural effusion, a transient paracardiac shadow
with basal reticulation, and bilateral pleural effusion
followed by basal pleural fibrosis were observed respec-
tively.

In none of the cases studied were the lung lesions
modified by treatment with ACTH or cortisone. The
literature of pulmonary manifestations in collagen
diseases is briefly reviewed. Nigel Compston.

Evaluation of the Ocular Findings in Lupus Erythematosus
and their Aetiological Significance. (Die Bewertung
der Augenbefunde fur die Erkennung der Atiologie
beim Erythematodes.) RoHRSCHNEIDER, W., and
EHRING, F. J. (1953). Hautarzt., 4, 451.
The authors describe the acute and chronic types of

lupus erythematosus, the aetiology of which is still
obscure. They disagree with those who think that the
tubercle bacillus alone is a pre-disposing factor and
assume that various other bacilli may contribute to its
cause. M. H. T. Yuille.

danger of agranulocytosis. There have been recent
reports that similar effects may be obtained with buffered
salicylates, the use of which would therefore be prefer-
able.] V. C. Medvei.

New Form of Drug Therapy in the Treatment of Arthritis
and Rheumatoid Conditions. NATENSHON, A. L. (1954).
Wis. med. J., 53, 223. 5 refs.
The author has treated 200 unselected patients of

various ages suffering from "arthritis in any form, acute
or chronic; myositis; or any painful muscle condition,
regardless of the cause" with "salimeph-C", a prepara-
tion containing 250 mg. salicylamide, 250 mg. mephen-
esin, and 15 mg. ascorbic acid in each tablet. It is stated
that this combination is effective because mephenesin
relaxes muscle spasm, salicylamide relieves pain without
causing gastric irritation, and ascorbic acid compensates
for depletion of vitamin C caused by salicylate.
Two tablets of salimeph-C were given 3 or 4 times a

day after meals initially, to which dosage most patients
responded within 3 days with loss of pain and stiffness and
could then be kept symptom-free on 1 or 2 tablets daily.
There were no side-effects, and it is claimed that results
were "extremely good" in nearly all the patients, many
who had been bedridden being able to get about without
assistance. The treatment was effective in traumatic
conditions (in which, however, other forms of treatment
were also given), but did not relieve pain due to prolapse
of an intervertebral disk or to calcified bursitis.

[There is no report of a control series, and no objective
method of assessing improvement appears to have been
used.] F. Clifford Rose.

Further Observations on the Metabolic Stimulating Effect
of Salicylate. COCHRAN, J. B. (1954). Brit. med. J.,
1, 733. 6 figs, 3 refs.
The author, working at the Gardiner Institute of

Medicine, University of Glasgow, has previously shown
(Brit. med. J., 1952, 2, 964; Abstracts of World Medicine,
1953, 13, 185) that salicylate produces a marked increase
in oxygen consumption in normal subjects and patients
with subacute rheumatism. The present investigation
was undertaken to determine the effect of salicylate and
its isomers on the oxygen consumption of patients
suffering from acute rheumatic fever.

Observations were made on three patients admitted to
hospital with acute rheumatic fever, who were receiving
2 g. aspirin 4-hourly. The fall in temperature occurred
in 24 to 48 hours and was accompanied by a rise in
oxygen consumption, but the metabolic rate fell when
aspirin was withdrawn. A fourth patient, being treated
with sodium salicylate and bicarbonate, had a recrudes-
cence of symptoms and there was a concurrent fall in his
oxygen consumption on reduction of dosage or with-
drawal of salicylate.
The effect of single doses of 3 g. salicylate or of

aspirin were compared with single doses of 5 g. of the
para- and meta-hydroxy isomers of salicylate on the
same patient during convalescence. Sodium salicylate
and aspirin caused a 12 per cent. and 11 per cent. increase
respectively in oxygen consumption, while the isomers
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ANNALS OF THE RHEUMATIC DISEASES
Phenylbutazone Therapy in Joint Diseases. (La terapia
con fenilbutazone nelle artropatie.) MANCINI, B.,
MELLONI, F., and PoRRo, F. (1954). Osped. maggiore,
42, 257. 2 figs, bible.

Death from Hypersensitivity due to Phenylbutazone.
O'BRIEN, D. J., and STOREY, G. (1954). Brit. med. J.,
1, 792. 4 figs, 19 refs.

Stevens-Johnson Syndrome and Granulocytopenia after
Phenylbutazone. STEEL, S. J., and MOFFATT, J. L.
(1954). Brit. med. J., 1, 795. 5 refs.

Palindromic Rheumatism with special reference to the
Therapeutic Results with Gold and ACTH. LEWITUS,
Z. (1954). Rheumatism, 10, 70. 6 refs.

Critical Examination of Hyaluronidase Theories in Rheu-
matic Diseases. (Zur Kritik der Hyaluronidase-
Theorien bei rheumatischen Erkrankungen.) ROSSING,
P. (1954). Arztl. Wschr., 9, 544. Bibl.

Treatment of Chronic Joint Disease with a Derivative
of Colchicum autumnal. (Trattamento delle. artro-
patie croniche con un derivato del Colchicum autum-
nale.) RIZZENTE, S. (1954). Minerva med. (Torino),
45, 1784. 2 figs, 8 refs.

Experimental Investigations on Percutaneous Salicylate
Therapy. (Experimentelle Untersuchungen zur per-
kutanen Salizyl-Therapie.) FIEBIG, W. (1954). Z.
Rheumaforsch., 13, 151. 4 figs, 13 refs.

Further Studies on Compounds reducing Synovial Mem-
brane Permeability. BIANCHI, C. (1954). Brit. J.
Pharmacol., 9, 166. 14 refs.

Diagnosis of Psychogenic Rheumatism. (Diagn6stico de
lo psic6geno en reumatologia.) MONTSERRAT, S. (1954).
Rev. esp. Reum., 5, 307.

Rheumatic Syndromes with Psychogenic Elements.
(Sindromes reumAticos con revestimiento psic6geno.)
MONTSERRAT, S., and SANS SOLA, L. (1954). Rev. esp.
Reum., 5, 312.

Polyarthritis in Rubella. LEWIS, G. W. (1954).
Rheumatism, 10, 66. 14 refs.

Microbe Therapy of Rheumatic Polyarthritis. KONO, M.,
YOSHIDA, T., NAKAYAMA, T., ONO, M., SUGIHARA, H.,
SOMEYA, K., and ISHIBASHI, H. (1953). Yokohama
med. Bull., 4, 304. 5 figs, 25 refs.

Radiological Study of the Femoral Head in the Aged
Subject. (fetude radiologique de la tete femorale du
sujet age.) JACQUELINE, F., and VERAGUTH, P. (1954).
Rev. Rhum., 21, 237. 6 figs, 4 refs.

Brucellosis and Rheumatism. (Brucelosis Y Reumatismo.)
TARNOPOLSKY, S., GOOBAR, J. P., and DOUTHAT, A.
(1954). Pren. med. argent., 41, 1911.

Trochanteritis. (La trochanterite.) FRANCON, F. (1954).
Rev. Rhum., 21, 230. 1 fig.

Relationship between Rheumatoid Arthritis and Osteo-
Arthritis of the Spine. (Ober den Zusammenhang
zwischen primer chronischer Polyarthritis und Spon-
dylosis deformans.) TREICHLER, J. (1954). Z. Reuma-
forsch., 14, 129. 3 refs.

Benign Backache in the Adult. (Les dorsalgies benignes
de l'adulte.) ARLET, J. (1954). Rev. Rhum., 21, 303.

Rheumatic Abdominal Lymphadenitis. (Linfadenitis
abdominal reumatica.) BARCEL6, H. (1954). Arch.
argent. Reum., 17, 51, 57. 1 fig., 9 refs.

Research Activities in Rheumatic Diseases. BUNIM, J. J.
(1954). Publ. HIth Rep. (Wash.), 69, 437. 2 figs.

Disk Syndrome
Protruded Lumbar Intervertebral Disks in Children.
WEBB, J. H., SVIEN, H. J., and KENNEDY, R. L. J. (1954).
J. Amer. med. Ass., 154, 1153. 2 figs, 4 refs.
In a review of the records of 6,500 patients with pro-

truded intervertebral disk in the lumbar region treated
surgically at the Mayo Clinic between 1942 and 1952,
the authors found that 25 patients were under 18 and
five (0 077 per cent.) were aged 12 to 15 years.

It is these latter five patients, four girls and one boy,
who are here described. A history of significant trauma
was obtained in three of the cases. The symptoms,
which had persisted for periods of 3 to 12 months in spite
of conservative treatment, consisted predominantly of
pain in the lower part of the back, hip, and ankle; there
was sciatic pain, bilateral in three cases and left-sided in
two; numbness in the legs (three cases), and weakness in
one leg (two cases). Among the signs were: limitation
of movement of the lumbar spine with, in some cases,
a certain degree of scoliosis, spasm of the paravertebral
muscles, pain in the hip on flexing the neck, tenderness on
percussion over the lower lumbar or lumbo-sacral inter-
spaces, limitation in raising the extended leg on one or
both sides, and a diminished ankle reflex. Myelography
was performed in all cases and revealed protrusion of an
intervertebral disk in the fourth lumbar interspace in
four cases (one being lateral and three central) and a
midline lumbo-sacral protrusion only in the fifth case.

All protrusions were removed at operation, at which
swelling and stretching of nerve roots were noted in some
cases. In one case bilateral bone grafts were inserted
from the 3rd lumbar vertebra to the 2nd sacral segment.
The results are known to be good in four cases followed
up for periods up to 8 years and the fifth patient was free
of pain when last seen on discharge. The symptoms and
the clinical and pathological findings of protruded inter-
vertebral disk are similar in adults and children, and
although the lesion is rare in children, the possibility of
its occurrence should be borne in mind. V. Reade.
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Phenylbutazone (Butazoildin) in Gout. KUZELL, W. C.,
SCHAFFARZICK, R. W., NAUGLER, W. E., GAUDIN, G.,
MANKLE, E. A., and BROWN, B. (1954). Amer. J. Med.,
16, 212. 4 figs, 13 refs.
In an attempt to evaluate the therapeutic efficacy of

phenylbutazone 200 patients (156 males and 44 post-
menopausal females) suffering from acute gout and/or
chronic gouty arthritis and treated with this drug were
studied at Stanford University School of Medicine, San
Francisco, in the 30 months November, 1950, to May,
1953. During the first 8 months "Irgapyrin" (containing
equal parts of phenylbutazone and aminopyrin) was used.
For the most part phenylbutazone was given orally;
when injected intramuscularly it was given in the form of
its sodium salt (20 per cent. solution) and occasionally
combined with a local analgesic. A series of 408 cases
of musculo-skeletal disorders other than gout, also
treated with phenylbutazone, were used as controls, the
serum uric acid level being estimated before and after
treatment.

In acute gout an injection of 1 mg. phenylbutazone
daily for 1 to 3 days sufficed to relieve symptoms. The
extent of such relief was greater than that previously
experienced with colchicine and/or hormone therapy, and
was occasionally noted in less than one hour. Small
oral doses (200 to 400 mg. daily) also caused rapid sub-
sidence of symptoms. The attack rate among patients
receiving a small daily dose (200 to 600 mg.) was greatly
reduced. Those with acute gout responded better than
those with chronic gouty arthritis, and in general males
did better than females. The serum uric acid level in
those receiving a maintenance dose of 100 mg. daily did
not appear to be decreased, but the "uric acid pool" was
not estimated; tophi were not influenced in any way.
Toxic effects were slight and necessitated discontinuation
of treatment in 7 per cent. of gouty cases; in the non-
gouty patients the drug had to be stopped in 22 per cent.
It was also noted that the relief of pain in the non-gouty
group was less in patients with a raised serum uric acid
level than in those in which it was normal, thus suggesting
that the characteristic lowering of serum uric acid level by
phenylbutazone was not the most important pharmaco-
logical action of the drug.
Though phenylbutazone appears to have a specific

effect in gout, its mode of action has still to be deter-
mined. The authors have been unable to confirm the
alleged increased urinary excretion of uric acid, and
they explain how errors in calculation are apt to arise.
Possibly, they state, the drug acts by delaying the degra-
dation of nuclein; it may also affect enzymes concerned
in the metabolism of purines. In a concentration of
1: 5,000 phenylbutazone will completely inhibit the
growth of yeast, and this inhibition seems to be unaffected
by the addition of a variety of substances, such as ascorbic
acid, glucose, and vitamin-B complex. On the other
hand, sodium bicarbonate in a concentration of 1 : 1,000
decreased this inhibitory effect by 70 per cent.

D. Preiskel.

Pain associated with Cervical Spondylosis. TAYLOR,
A. R. (1954). Rheumatism, 10, 52. 25 refs.

Gout
Effect of Intravenous Colchicine on Acute Gout. DAVIS,

J. S., and BARTFELD, H. (1954). Amer. J. Med.,
16, 218.
In the past acute gout was frequently treated paren-

terally by injecting intravenously the contents of a 20-ml.
ampoule, made up of 0-65 mg. colchicine, 1 g. sodium
salicylate, and 1 g. sodium iodide. Side-effects, such as
intestinal haemorrhage, were not uncommon. As these
were ascribed to salicylates and iodides, the authors, in
an investigation at St. Luke's Hospital, New York,
decided to omit these substances and prepare a solution
containing 0-65 mg. (1/100 gr.) of colchicine in distilled
water in 1- and 2-ml. ampoules. This modified prepara-
tion was given to sixteen patients suffering from acute
attacks of gout. In some cases up to eight injections were
required to bring the attack under complete control, but
in four instances the attack was aborted by a single
injection, pain and swelling often beginning to subside
within 5 to 15 minutes. D. Preiskel.

Primary and Secondary Gout. GUTMAN, A. B. (1953).
Ann. intern. Med., 39, 1062. 1 fig., bibl.
The author's definition of primary gout as an inborn

error of metabolism and secondary gout as an accom-
paniment of certain disease processes, such as poly-
cythaemia, leukaemia, and haemolytic anaemia, is in
accordance with current medical thought. The major
pathways of purine metabolism are:

(1) the biosynthesis of purines and purine derivatives
from simple carbon and nitrogen compounds;

(2) the degradation of endogenous nucleic acids;
(3) the degradation of ingested preformed nucleo-

proteins and purines.
The author points out that the first of these is mainly

involved in primary gout and the second in secondary
gout, while the third factor may affect the course of both
types. The possible role of the kidney is discussed, and
the author shows that there is no clear evidence for a
specific renal defect in either primary or secondary gout.
The treatment of the primary and secondary forms is

essentially the same. ACTH (corticotrophin) is con-
sidered the most effective therapeutic agent for the acute
attack, an initial dose of 50 to 200 mg. followed by 50 to
100 mg. daily for several days, or a single dose of 100 mg.
ACTH gel, being recommended. Colchicine and phenyl-
butazone are also recommended, but neither is a perfect
therapeutic agent and the toxic effects of the former may
be serious. For the chronic case the importance of diet
is stressed, proteins being limited to 50 to 75 g. daily and
so far as possible taken in the form of milk; fat intake
should also be strictly curtailed. "Benemid" (probenicid)
in a dosage of 0 5 to 3 g. daily increases urate clearance
and is considered to be a valuable agent in the treatment
of chronic gout. No distinction is drawn between the
therapeutic management of primary and secondary
gout, save that in secondary gout steps must be taken
to deal with the underlying disease. R. E. Tunbridge.

Sodium Salicylate and Gout. JENNINGS, G. H. (1954).
Rheumatism, 10, 58. 4 figs, 31 refs.
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ANNALS OF THE RHEUMATIC DISEASES
General Pathology

Prothrombin Time in Rheumatic Fever. (Le temps de
prothrimbine dans le rhumatisme articulaire aigu.)
STERNE, J. (1954). Arch. Mal. Coeur, 47, 257.
This study, carried out on 54 cases at the Maurice

Gaud Hospital, Casablanca, is claimed to be the first
systematic investigation of the changes in prothrombin
time in rheumatic fever. All samples were collected by
the same observer and estimations were made by Quick's
method. The results were divided into three categories:

(I) normal, when the reading was 80 per cent.
or above;

(II) moderately lowered (50 to 75 per cent.);
(III) considerably lowered, when the figure was

50 per cent. of normal or below.
Of the 54 patients investigated, twelve belonged to

Category I, nineteen to Category II, and 23 to Category
III. In fifteen patients without cardiac involvement, the
prothrombin time was normal in six, reduced in three,
and low in six, but in the 39 patients with cardiac involve-
ment it was normal in only six, reduced in sixteen, and
considerably lowered in seventeen.
Prothrombin time and erythrocyte sedimentation rate

(E.S.R.) do not necessarily run parallel; a reduction in
the former was found to be a better guide to a coming
relapse in a number of cases. An accelerated E.S.R. may
co-exist with a normal prothrombin time but the latter
may be 50 per cent. of normal while the E.S.R. is 3 to
10 mm. in the first hour (Westergren). The value of
prothrombin time estimation is greater than that of the
E.S.R. in that it is more specific in acute arthritis. Pro-
thrombin time is decreased in rheumatic fever, but not in
rheumatoid arthritis, and thus has diagnostic importance;
the only other type of arthritis in which it is decreased is
acute gonococcal arthritis. In spite of the decreased
prothrombin time in rheumatic fever there is marked
tolerance to heparin and this also is said to be of diag-
nostic significance. D. Preiskel.

Sternoclavicular Articulation in Rheumatic Diseases.
SOKOLOFF, L., and GLEASON, I. 0. (1954). Amer. J.
clin. Path., 24, 406. 7 figs, 12 refs.
The sternoclavicular joint, examined post mortem, was

found to be affected by "rheumatic" disorders more
frequently and more severely than is generally appre-
ciated. The material was obtained from Bellevue
Hospital, New York, from cases of rheumatoid arthritis,
gout, infective arthritis, lupus erythematosus, and acute
rheumatic disease. For comparison the appearance of
the normal sternoclavicular joint and the degenerative
changes occurring with age are described. [The number
of cases was small, but the illustrations are good proof
of the value of examination of this accessible material.]

A. C. Lendrum.

Pathogenesis of Non-Specific and Rheumatic Bursitis.
(Zur Pathogenese der unspezifischen und rheuma-
tischen Schleimbeutelentzundungen.) BWHMIG, R.
(1954). Zbl. allg. Path. path. Anat., 91, 245. 3 figs,
16 refs.
Examination at the City Pathological Institute, Karls-

ruhe, of thirty excised bursae, 21 of which were diagnosed

as examples of non-specific and nine of rheumatic
bursitis, showed the following changes.

(I) Serous inflammation.-This lesion was most pro-
nounced in acute bursitis, and is therefore seldom
examined histologically. The protein-containing exudate
occurs under the endothelial lining of the bursa, but may
also separate the atrophied collagen fibres below it.
These fibres may show small groups of cells with pyknotic
nuclei, loss of chromatin and staining, and even reduction
of the nuclei to nuclear shadows.

(2) Fibrinous inflammation.-This was found to be
present in all subacute and subchronic cases. The fibrin
is laid down in layers immediately under the endothelial
lining of the bursa and between the deeper collagen
fibres. Villous projections develop from the endothelial
surface into the lumen: they are covered with endo-
thelium and filled with hyalinized material, larger or
smaller amounts of fibrin, and elastic fibres or relics of
them.

(3) Haemorrhages and cellular infiltration.-In this
series both these findings were rare. When cellular
infiltration occurs it is mainly into the middle and outer
walls of the bursae.

(4) Formation ofnew vessels.-The author distinguishes
between the vascular structures developing from arterioles
in the middle wall and the new capillaries which develop
in the inner wall, often in association with villous pro-
jections.

(5) Histiocytic proliferation.-This appeared to occur
during fibrinous inflammation, and developed either in
the subendothelial layer (particularly in the fibrinous
centres of the villi) or in the intercollagenous bands of
fibrin. Palisading of histiocytes may occur to replace
the endothelium, in whole or in part, or to cover the
outer layers of fibrin; it is always associated with form. -
tion of new capillaries.
The author considers that the association of interstitial

fibrinous inflammation, histiocytic proliferation, and
formation of new capillaries is characteristic of rheu-
matism, and compares bursitis fibrinosa simplex (which
does not possess all these characters) with non-specific
fibrinous endocarditis, and also rheumatic fibrinous
bursitis with rheumatic endocarditis. C. L. Oakley.

Gaucher's Disease in 29 Cases: Haematological Com-
plications and Effect of Splenectomy. MEDOFF, A. S.,
and BAYRD, E. D. (1954). Ann. intern. Med., 40, 481.
12 refs.
The authors review all the proved cases of Gaucher's

disease, 29 in number, seen at the Mayo Clinic during
1950. The clinical features are described in detail.
Of special interest was the age at onset of symptoms;
when first seen, three of the patients were under 9 years
of age, eight were 10 to 19 years of age, three were 20 to
29 years, six were 30 to 39 years, six were 40 to 49, and
three were over 50. The sex distribution was approxi-
mately equal.

Splenomegaly and anaemia were almost constant
findings, and splenectomy was carried out in fifteen of the
cases for the relief of abdominal distension or hyper-
splenism. [A Table setting out the haematological
findings indicates that there was leukopenia with a
reduced platelet count in five of the fifteen cases, but there
is no reference to the results of sternal marrow biopsy
in the latter cases.] Splenectomy had no deleterious
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two occasions 1 to 5 days after the omission of cortisone,
mainly on the 2nd or 4th day. It is stated that cortisone
produced a constant, immediate, and considerable
diminution in capillary permeability in rheumatic sub-
jects and, to a lesser degree, in non-rheumatic patients.
[The figures do not bear out completely: water loss
increased in three of five cases examined on the second
day. Loss of protein, however, diminished in all cases,
irrespective of any increase in water loss.] The implica-
tions of the results claimed are discussed at some length.

W. A. Bourne.

Erythrocyte Sedimentation Rate and the Plasma Viscosity.
EASTHAM, R. D. (1954). J. clin. Path., 7, 164. 4 figs,
14 refs.

Relationship between Plasma Mucoproteins and Protein
Sugar in Patients with Rheumatoid Arthritis receiving
Cortisone. BADIN, J., and GLYN, J. (1954). Proc.
Soc. exp. Biol. (N. Y.), 86, 150. 1 fig., 8 refs.

Hyaluronidase-Haemoglobin Dispersion Test in the Acute
and Chronic Rheumatic States of Childhood. (Le test
de dispersion hyaluronidase-hemoglobine dans les etats
rhumatismaux aigus et chroniques de l'enfance.)
MAURICE, P. (1954). Acta paediat. beig., 8, 60.
8 figs, 16 refs.

Use of the Agglutination of Sensitized Sheep's Erythrocytes-
in the Diagnosis of Rheumatoid Arthritis. (Utilidad
en el diagnostic de la artritis reumatoide de la
reaccion de aglutinacion para los hematies sensibili-
zados de carnero.) PUIG LEAL, J., ALES REINLEIN, J. M.,
and FERNANDEZ DEL VALLADO, P. (1954). Rev. cin.
esp., 53, 28. 10 refs.

Researches into the Nature of the Waaler-Rose Reaction.
(Ricerche sulla natura della reazione di Waaler-Rose.)
DANEO, V., and EINAUDI, G. (1954). Reumatismo,
6, 252. 10 refs.

ACTH, Cortisone, and Other Steroids
Intra-articular Hydrocortisone Acetate in Rheumatic

Disorders. BORNSTEIN, J., SILVER, M., NEUSTADT,
D. H., BERKOWITZ, S., and STEINBROCKER, 0. (1954).
Geriatrics, 9, 205. 7 refs.
In this paper from the Lenox Hill Hospital and the

Hospital for Joint Diseases, New York City, are recorded
the results in 88 patients with rheumatic disorders who
received a total of 280 local injections of hydrocortisone
acetate. Their ages ranged from 5 to 75 years, the
largest number being in the 4th, 5th, and 6th decades.
Of the 88 patients, 35 had rheumatoid arthritis and 25
osteo-arthritis; the remainder had miscellaneous con-
ditions. The dose was 1 or 2 ml. at intervals varying
from a few days to several weeks, according to the rate
of return of symptoms.
The results were good in rheumatoid arthritis, 83 per

cent. of the joints injected showing some benefit. In
osteo-arthritis improvement was obtained only in 48 per

effect on the course of the disease. Two patients died
in the post-operative period, and of the remaining
thirteen, six were alive 11 to 20 years after the operation.
The authors note that of the fourteen patients treated
conservatively, one was alive 12 years after attending the
clinic and two were alive 14 years afterwards.
The follow-up investigation for the whole series was

not complete, so that the findings could not be subjected
to statistical analysis. R. E. Tunbridge.

Collagen Fibrillar Structure of the Articular Cartilage of
the Knees studied with the Aid of Polarized Light.
(Estructuracion fibrilar colagena del cartilage articular
de la rodilla, con la ayuda de la luz polarizada.)
GuiRAo PREZ, M. (1954). Rev. esp. Reum., 5, 278.
(received June, 1954). 19 figs.
Writing from the University of Granada, the author

describes a study made at the Karolinska Institute, Stock-
holm, of the direction of collagen fibres in the articular
cartilage of the knee-joint, the material consisting of 34
fresh post-mortem foetal and adult joints. His method
consists in filling the cavities with indian ink and obser-
ving prepared sections by means of polarized light. The
technique is given in detail. He describes five zones of
fibres: vertical, oblique, horizontal, perpendicular, and
superficial, and attempts to correlate their direction with
the mechanical function of the joint. His conclusions
are supported and illustrated by photomicrographs,
diagrams, and drawings, and the literature is discussed
in detail at considerable length. L. Michaelis.

Capillary Permeability. Rheumatism and Cortisone.
(Permeabiliti capillare. Reumatismo e cortisone.)
SCALABRINO, R., and PASQUARIELLO, G. (1954).
Reumatismo, 6, 69. 4 figs, bibl.
Investigations on capillary permeability in eleven

rheumatic and seven non-rheumatic patients are reported.
The anatomical, functional, chemical, and enzymatic
characteristics of capillaries are discussed at length. The
theory that rheumatism, in the broad sense, involves a
disturbance of capillary permeability is examined, and
reference is made to reports of the effect on the capillaries
of cortisone and ACTH (corticotrophin). The Landis
test was used in the authors' investigations. This
consists in determining the amount of water and protein
lost from the blood over a period of 30 minutes in a
limb compressed proximally by a tourniquet at a pressure
of 80 mm. Hg, as calculated by comparison of the
haemocrit values and protein content of venous blood
taken from the compressed limb and from that of the
opposite side. In normal subjects the average loss is
stated to be 18 - 7 ml. water and 0 - 22 g. protein per 100 ml.
blood.

In the cases of acute and chronic rheumatism investi-
gated the average loss of water was 31*9 ml. and of pro-
tein 1 -48 gr. per 100 ml. before treatment, while in seven
cases of non-rheumatic disease (four of liver disease, one
of chorea, one of Hodgkin's disease, and one of asthma)
the average figures were 24- 9 ml. and 0 69 g. respectively.
Cortisone was then given for 2 to 5 days, the total dosage
being 150 to 850 mg. The test was repeated on one or
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386 ANNALS OF THE RI
cent., and was purely subjective in the majority of these.
Especially good responses were observed in the seven
cases of tenosynovitis of the fingers, five showing complete
resolution and the other two "major improvement".
Four out of five patients with acute calcific tendonitis also
benefited greatly after injections into the supraspinatus
tendon. The duration of effect was very variable, but in
the majority of cases reinjection was needed at intervals
of 1 to 2 weeks.
The authors consider that one of the chief advantages

of local hydrocortisone therapy is avoidance of systemic
hormonal effects, especially in patients with rheumatoid
arthritis and osteo-arthritis, who tend to belong to the
older age groups, in which there is a liability to such
complications as heart failure, mental disturbances, and
pathological fractures. K. C. Robinson.

Potentiation of Cortisone by Glycyrrhetinic Acid. HART,
F. D., and LEONARD, J. C. (1954). Lancet, 1, 804.
1 fig., 3 refs.
In view of the restricted supply of cortisone as yet

available, any drug which might intensify its therapeutic
action is worth investigation.
Work reported from Holland and elsewhere having

suggested that liquorice and glycyrrhetinic acid might
have such an effect, the present authors carried out tests
at the Westminster Hospital, London, on eleven patients
with rheumatoid arthritis under carefully controlled
conditions for 5 to 7 days. The results of this investiga-
tion were discouraging, and it is concluded that if there
is any potentiation of cortisone by glycyrrhetinic acid it is
too slight and inconstant to be of value in the treatment of
rheumatoid arthritis. Oswald Savage.

Treatment of Acute Disseminated Lupus Erythematosus
with Corticotropin and Cortisone. SOFFER, L. J.,
ELSTER, S. K., and HAMERMAN, D. J. (1954). Arch.
intern. Med., 93, 503. 2 figs, 11 refs.
A study was made at the Mount Sinai Hospital,

New York, of the effects of treatment with cortisone or
ACTH (corticotrophin) on 32 patients with acute
systemic lupus erythematosus, 26 of whom were females
and six males. The patients' ages varied from 11 to
60 years, but the incidence of the disease was highest
during the second, third, and fourth decades. Most of
the patients had been ill for 6 months to 2 years before
admission, but three had had the disease for more than
5 years. During this period spontaneous remissions had
occurred in most of the patients, lasting between 2 weeks
and many months. Joint pains, with or without demon-
strable abnormalities of the joints, were the initial symp-
toms in more than half the cases, and fever of varying
degree was present in almost all. Other manifestations
included loss of weight, a characteristic facial eruption,
shallow, ulcerated lesions of the mucous membrane,
generalized lymphadenopathy (the nodes being discrete,
moderately enlarged, and not tender), enlargement of
the liver and spleen, pericarditis (with or without effu-
sion), and hypertension, which was almost always asso-
ciated with renal damage. Most of the patients had
either a normal leucocyte count or a leucopenia and a
varying degree of anaemia. L.E. cells were readily

FIEUMATIC DISEASES
found in the peripheral blood in all cases, so that examina-
tion of the sternal bone marrow was generally unneces-
sary. False positive reactions to the serological tests for
syphilis were met at one time or another in more than
one-third of the series.

Initially, 100 mg. ACTH a day was given intra-
muscularly in four doses, but acutely ill patients received
a slow intravenous infusion of 20 to 40 mg. dissolved in
500 to 1,000 ml. 5 per cent. dextrose solution over an
8-hour period. The daily dosage of cortisone varied
from 200 to 400 mg., but was occasionally as much as
800 mg., given in four doses. After the acute manifesta-
tions had subsided the daily maintenance dose of ACTH
required varied from 25 to 75 mg., and of cortisone from
50 to 100 mg. In some cases it was possible to stop
treatment entirely for variable periods. The hyper-
tension, hepatomegaly, and splenomegaly responded
either poorly or not at all to the treatment, but the fever,
joint pains, rash, and mucosal lesions subsided. In all
cases, however, L.E. cells continued to be found in the
peripheral blood, and in only a small number was there
any significant improvement in renal function. Com-
plications of the treatment included rounding of face,
psychiatric abnormalities (euphoria, depression, or
paranoid trends), hypertension, oedema, infections, acne,
hirsutism, and metabolic alkalosis. To prevent the
development of alkalosis 2 to 6 g. potassium chloride was
given daily either orally or parentally as a routine. Most
of the side-effects were reversible when the dosage of
hormone was reduced or treatment stopped.

After periods of observation ranging from 1 to 40
months, 23 of the 32 patients had survived and were
reasonably well, eight having been in a state of remission
without treatment for 2 to 30 months and the remaining
fifteen receiving maintenance treatment. Nine patients
had died, six from progressive renal failure, one from
status epilepticus, one from a disseminated fungus
infection, and one because of inadequate therapy.

E. W. Prosser Thomas.

Oral Cortisone Treatment of Hypopituitarism. SHEEHAN,
H. L., and SUMMERS, V. K. (1954). Brit. med. J.,
1, 723. 22 refs.
The authors report the results obtained at Walton

Hospital, Liverpool, with small doses of cortisone by
mouth in the treatment of hypopituitarism in four
patients (three women and one man) who were main-
tained for periods up to 2 years on a dose of 12 5 mg.
daily. Doses up to 37-5 mg. daily were given at the
beginning of treatment, and rapidly produced a normal
capillary flush in the face, a return of axillary secretion,
a feeling of well-being, and increased appetite, but
insomnia occurred in two cases. When the dose was
reduced the insomnia disappeared and the improvement
was maintained.
The growth of body hair increased in two cases, though

it never became normal. The treatment had no effect
on amenorrhoea. In the man there was a return of
libido and coitus became possible without, however,
resulting in an emission. In general, there was a gain in
weight, an improvement in anaemia, and an increase in
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somia praecox are recorded. Of the seven boys of
chronological age of 3 to 8 but whose bone age was 9 to
14, all had high rates of 17-ketosteroid excretion (8 to
40 mg. per day) and equivalent development of secondary
sex characteristics. The testes, however, in all of them
were of pre-adolescent size and biopsy in six cases
showed undifferentiated cells in the tubules, with
spermatogonia, few or no spermatocytes and Sertoli cells,
and no Leydig cells. Treatment with cortisone reduced
the 17-ketosteroid excretion to below 4-5 mg. per day in
six of the boys and to 7 mg. in the seventh. The testes
did not enlarge and there was no change in testicular
structure in the three boys with bone ages of 9 to 104
years, but some enlargement and increased seminiferous
differentiation occurred in a boy with a bone age of 11
years, though no Leydig cells appeared. Full testicular
maturation with enlargement to adult size, spermato-
genesis, and Leydig-cell development occurred in the
remaining three boys whose bone ages were 11 to 14
years. There was increased virilization in these cases
but not in those with no testicular changes. One of the
patients had a nodule of aberrant adrenal (reticular zone)
tissue in one testis.
The authors suggest a probable explanation of the

mode of action of cortisone. The excess of oestrogen
and androgen secreted by the hyperplastic adrenal
inhibits pituitary gonadotrophin secretion, although the
androgen may cause some degree of seminiferous develop-
ment. Cortisone, by suppressing the adrenal over-
activity, releases the inhibited secretion of gonadotrophin.
Cortisone has no direct effect on the testes in patients
with other disorders. It also appears that somatic
development must have reached a certain stage (in the
present cases a bone age of 11 to 13 years) before the
testes become responsive to gonadotrophin. Corro-
borative evidence for this was provided by the cases of
two boys from whom virilizing adrenal tumours were
removed; in both the 17-ketosteroid excretion was
markedly reduced, but no change in testicular size or
structure occurred in one boy whose bone age was 54
years, while testicular enlargement and maturation
occurred in the other, whose bone age was 12 years.

Peter C. Williams.

Anaphylactoid Reaction from ACTH. Report of a Case.
SwIFT, S. (1954). Ann. Allergy, 12, 172. 5 refs.
The case is reported of an asthmatic who had received

ACTH (corticotrophin) on twelve occasions within 12 to
18 months. One hour after a further injection she
developed giant urticaria, nausea, diarrhea, and severe
dyspnoea. These symptoms subsided gradually. Sub-
sequent skin tests with aqueous ACTH and with ACTH
gel of different brands gave positive results, as also did
tests with anterior pituitary extract, whereas negative
results were obtained with posterior pituitary extract and
with pork and beef extracts. The results of passive
transfer tests were also positive. H. Herxheimer.

Severe Asthma treated with Corticotrophin. BALL, K.
(1954). Lancet, 1, 1162. 2 figs, 1 ref.
A controlled investigation of the value of cortico-

trophin in severe asthma was carried out at the Central

the 24-hour urinary volume and in the diuresis following
the ingestion of water.
The urinary 17-ketosteroid excretion initially ranged

from 0-2 to 1 mg. and increased under treatment to a
level of 2 I to 2 8 mg. per day. G. A. Smart.

Female Pseudohermaphroditism: Response to Cortisone
Therapy. VINEs, R., and DODS, L. (1954). Aust.
Ann. Med., 3, 5. 15 figs, 13 refs.
The authors describe from the Royal Alexandra

Hospital for Children, Sydney, the results of the treat-
ment with cortisone of six cases of female pseudo-
hermaphroditism due to adrenocortical hyperplasia.
Four of the patients were aged 16, 9, 7, and 5 years
respectively, the other two being infants aged 10 weeks
when treatment was begun. The four older girls were
given cortisone by mouth in large doses, varying from a
total of 25 to 150 mg. daily. They all showed marked
clinical and psychological improvement. The first
changes to become apparent were diminution in the
acne and development of the breasts, the latter beginning
within 2 to 6 months of the start of treatment in all four
patients and progressing steadily thereafter, while the
two eldest girls began to menstruate in 5 to 7 months.
The level of 17-ketosteroid excretion was high in all four
cases, but fell to levels which were approximately normal
for girls of a corresponding stage of development, rather
than for girls of the same chronological age.
The two infants were treated because of emaciation,

vomiting, and marked enlargement of the clitoris. One
responded satisfactorily to cortisone by mouth in doses
which varied between 7 5 and 30 mg. daily; but the other
continued to show signs of severe adrenocortical in-
sufficiency and was treated by intramuscular injection of
15 mg. cortisone on alternate days and 8 mg. deoxy-
cortone daily, together with an additional 4 g. salt daily.
Side-effects such as moon-face and increase of weight
were not severe, and in no case did virilism develop.
It is suggested that cortisone therapy should be started
by the parenteral route, since reduction of 17-ketosteroid
excretion is thus more reliably achieved and smaller
doses of the hormone are required by this method.
The results in five of these cases are regarded as highly

satisfactory, particularly in their psychological effects on
the older girls, but how long cortisone therapy will have
to be continued is not yet known. A. C. Crooke.

Further Studies on the Treatment of Congenital Adrenal
Hyperplasia with Cortisone. V. Effects of Cortisone
Therapy on Testicular Development. WILKINS, L., and
CARA, J. (1954). J. clin. Endocr., 14, 287. 7 figs, 13
refs.
Previous work has shown that after cortisone therapy

female pseudohermaphrodites suffering from adrenal
hyperplasia develop female secondary characteristics and
may start menstruation if the patients are more than
8 years old. In younger patients the results of treatment
on sexual development are slight or nil. The onset of
adolescent development depends on somatic (bone) age
and not on chronological age.

In the present paper from Johns Hopkins Hospital,
Baltimore, similar findings in boys with macrogenito-
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ANNALS OF THE RHEUMATIC DISEASES
Middlesex Hospital, London. Only patients whose
asthma had persisted for at least 3 months without 2
weeks' complete remission in that time were included.
Of the thirteen patients, six received injections of cortico-
trophin and seven injections of saline, but at the time of
the trial the identity of the patients receiving the two
different treatments was not known. Of the six patients
given corticotrophin intramuscularly to a total dose of
I g. in 12 days, five improved, compared with two of the
seven given saline, though one of the latter group sub-
sequently responded to corticotrophin. There was a
relapse within 28 days in three of the patients who res-
ponded to corticotrophin, but two of these benefited
later from a second course. Definite amelioration of
symptoms over periods varying from 1 to 13 months
(average 6 months) was noted in twelve patients in status
asthmaticus who were given a maintenance dose of 20 to
80 mg. daily. These results, and observations on patients
given cortisone, are considered to prove that these drugs
are beneficial, and indeed essential, in cases of status
asthmaticus. Complications such as water retention
were rare. K. Gurling.

Infantile Eczema treated with Oral Cortisone. A Clinical
Report. SOLOMONS, B. (1954). Brit. med. J., 1, 1190.
5 refs.
Experience of the administration of cortisone to

infants and young children suffering from severe atopic
eczema is reported. The drug was given by mouth in a
dosage of 75 mg. daily to twelve patients and 87 5 mg.
daily to three others for periods of 1 to 3 months. A
lasting and satisfactory response appeared to be obtained
in three children; in six there was some improvement
and in six the treatment was without effect. Some
improvement in the general condition and well-being
was observed in the majority of the children. Toxic
effects were not important. Winston Turner.

Corticotropin (ACTH) in Severe Tetanus. LEwIs, R. A.,
SATOSKAR, R. S., JOAG, G. G., DAVE, B. T., and
PATEL, J. C. (1954). Indian J. med. Sci., 8, 1. 11 figs,
18 refs.
Because of previous experience of the beneficial effect

of adrenal hormone therapy in convulsions induced in
animals by exposure to reduced oxygen tension the
authors were encouraged to study its effect on tetanus.
From cases of tetanus admitted to the King Edward
Memorial Hospital, Bombay, only the most severe were
selected for study, at least four of the following being
required to be present:

(A) trismus;
(B) convulsions while under observation;
(C) incubation period of 7 days or less;
(D) onset period of 48 hours or less;
(E) rectal temperature of 1000 F. (37.80 C.) or

more within 24 hrs of admission or 48 hrs of
onset.

Treatment with intravenous ACTH (corticotrophin)
was given in alternate cases satisfying these criteria, each
patient receiving 20 to 25 mg. ACTH dissolved in 2 1.

5 per cent. glucose solution 8- or 10-hrly at first, the last
five patients out of ten treated receiving the same dose

2-hrly at the beginning of treatment. The duration of
treatment varied from 4 to 8 days and the total dose of
ACTH from 80 to 160 mg. The ten control subjects
were given intravenous injections of 5 per cent. glucose,
and all the patients received routine treatment, such as
tetanus antitoxin, penicillin, and wound toilet.
The most striking effect of ACTH was on the fever, the

temperature in treated cases being sometimes normal by
the third day, especially when more frequent doses were
given at the beginning. The respiration and pulse rates
were also reduced. The part played by ACTH in the
relief of trismus and the reduction of convulsions was
more difficult to evaluate, but some relief was usually
obtained after the second day of treatment and in several
cases there was a return or an aggravation of the spasms
when the dose of ACTH was reduced or omitted. An
attempt was made to follow the course of the eosinophil
count, but this was found to be depressed by the tetanus
toxin, reaching zero by the second day in all fatal cases
but one, and, in the survivors, tending to rise towards
normal during the phase of recovery. It was noted,
however, that even when the eosinophil count was zero
a beneficial clinical effect was still obtained by giving
ACTH, suggesting that although in tetanus there is a
great outpouring of adrenal hormones, even more can
be elicited by treatment with ACTH. Toxic effects
from the ACTH were not marked as the drug was not
administered over long periods.
Among the ten patients treated with ACTH there were

four deaths, and among the ten control subjects seven.
Although the series is too small to have statistical value,
it is considered significant that none of the patients
receiving ACTH succumbed after completing 48 hours of
treatment. J. V. Armstrong.

Preliminary Report on the Prolonged Intermittent Adminis-
tration of ACTH in the Treatment of Lipoid Nephrosis.
(Preliminari risultanze sul trattamento ciclico pro-
lungato della nefrosi lipoidea con ACTH.) CHELI, E.,
and MAlUNI, C. (1954). Clin. pediat. (Bologna),
36, 83. 4 figs, bibl.
From the Paediatric Clinic of the University of Modena

are reported the cases of two children, aged 5 and 4J
years respectively, suffering from severe lipoid nephrosis
of long standing. Practically all known therapeutic
measures had been tried, including the administration of
thyroid extract, adenosine phosphoric acid, and isoniazid,
plasma transfusion, deep x-ray therapy to the pituitary
gland, and ultrashort-wave therapy to the adrenal glands,
all of which had failed to stop the progress of the disease,
proteinuria, oliguria, oedema, hypoproteinaemia, and
hypercholesterolaemia, remaining generally unaffected.

Finally, the effect of ACTH (corticotrophin) was tried,
a total dosage of 1,550 mg. being given in 9 weeks;
three doses totalling 50 mg. were injected daily during the
first week, and a single dose of 50 mg. three times a week
during the next 8 weeks, with dramatic results, all the
manifestations of nephrosis being diminished. By
repeated electrophoresis the effect of ACTH on the serum
protein levels was observed. The total protein content
of the serum in the two cases increased from 3-1 and
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Effect of Cortisone and Streptomycin on experimentally
induced Pulmonary Tuberculosis in Rabbits. MORGAN,
T. E., WANZER, S. H., and SMITH, D. T. (1954).
J. Bact., 67, 257. 2 figs, 20 refs.

Effect of Corticotropin (ACTH) and Streptomycin on
experimentally induced Pulmonary Tuberculosis in
Rabbits. WANZER, S. H., MORGAN, T. E., and SMrrH,
D. T. (1954). J. Bact., 67, 264. 2 figs, 13 refs.
These two papers are concerned with experiments

performed at Duke University School of Medicine,
Durham, N. Carolina, which were designed to compare
the effects of cortisone and corticotrophin (ACTH) on
the progress of pulmonary tuberculosis in rabbits under
treatment with streptomycin. All the animals employed
in the experiments were of approximately the same weight,
but of mixed sexes. [Presumably they were of the same
strain; the authors describe them simply as white rabbits.]
Some of the animals had previously been sensitized and
partially immunized by the subcutaneous injection of a
homogenate of living, avirulant tubercle bacilli. Infec-
tion was induced by the injection of a standard dose of
Mycobacterium tuberculosis var. bovis, Ravenel strain,
into the trachea, the rabbit being held so that the ino-
culum drained into the upper lobe of the right lung.
The 149 rabbits so infected were divided into ten groups,
four of which were unsensitized and six sensitized, and
were treated as follows:

A. Unsensitized Animals:
(I) controls (untreated);

(II) streptomycin only;
(III) cortisone or ACTH only (low dosage);
(IV) streptomycin plus cortisone or ACTH (low

dosage).
B. Sensitized Animals:

(I) controls (untreated);
(II) streptomycin only;

(III) cortisone or ACTH only (low dosage);
(IV) streptomycin plus cortisone or ACTH (low

dosage);
(V) cortisone or ACTH only (high dosage);
(VI) streptomycin plus cortisone or ACTH (high

dosage).
The rabbits died or were killed at different intervals

and the extent of the disease determined.
In general the disease was much more extensive in the

unsensitized than in the sensitized animals, while those
receiving streptomycin were less severely affected than
the rest. When cortisone was given alone in low dosage
the lesions present in both sensitized and non-sensitized
groups were more severe and more progressive than
those seen in the controls, and when high doses were
given the condition was fulminating and invariably fatal.
Cortisone in low dosage plus streptomycin gave a picture
similar to that seen with streptomycin alone, whereas
the condition of the animals receiving cortisone in high
dosage plus streptomycin was more like that of the
untreated controls. In contrast to cortisone, ACTH in
low dosage did not exert any damaging effect on the
course of untreated tuberculosis, nor did it interfere
with the beneficial effect of streptomycin. Even in high
dosage it did not interfere with the action of strepto-

4 5g. per 100 ml. to 68 and6 81 g. per 100 ml. respec-
tively, mainly due to an increase in albumin content,
the proportion of which rose from 5 - 7 and 10- 9 per cent.
to 49 and 35 5 per cent. respectively. The proportions
of globulin, which was the most seriously affected fraction,
soon rose to normal levels (from 2-5 and 1-3 per cent.
to 3-8 and 3 9 per cent. of the total protein content
respectively), whereas those of the a2 and P8 fractions
decreased. These observations confirm those reported
by other authors. On the other hand the proportion of
y globulin changed in opposite directions in the two
children-an unexplained observation. During the
5 months after withdrawal of ACTH the good results
were maintained and no late untoward effect was noticed.

L. H. Worth.

Combined Corticotrophin Therapy and Chemotherapy in
Pulmonary Tuberculosis. With Special Reference to
Hypersensitive Reactions. HOUGHTON, L. E. (1954).
Lancet, 1, 595. 1 fig., 21 refs.
Although majority opinion is against using cortico-

trophin in the management of tuberculous patients, the
author appears to have had considerable success with
this method of treatment. At Harefield Hospital,
Middlesex, a total of 21 patients aged from 5 to 60 years,
all but five of whom had exhibited sensitivity to strepto-
mycin or intolerance to PAS, or both, were given cortico-
trophin for about 7 weeks, beginning with 80 mg. daily
and decreasing to 10 mg. daily. The latter, as a main-
tenance dose, was usually- sufficient to control hyper-
sensitivity. Although all the patients were suffering
from extensive, active disease, none of them deteriorated
radiologically and most of them improved markedly.
In some cases corticotrophin appeared to act as an
adjuvant to streptomycin, and there was no relapse when
the hormone was withdrawn.
From a study of the case histories presented it is quite

obvious that corticotrophin suppressed severe hyper-
sensitivity reactions to streptomycin and PAS and that
the hypersensitivity does not necessarily return on with-
drawing the hormone, while it also appeared to control
the gastro-intestinal symptoms brought on by PAS.
Although corticotrophin has been shown to impede the
action of streptomycin in experimental tuberculosis in
guinea-pigs, the author does not regard this tendency
as necessarily applicable to man. It is conceivable, he
suggests, that the drug, by preventing early fibroblastic
proliferation, brings a higher concentration of strepto-
mycin to bear on the invading bacilli. It is obviously
better, if possible, to kill off these bacilli at an early stage
than for them to be locked-up with the fibroblasts and
thus be potentially capable of causing a flare-up of the
lesion in later years. As many of these patients, most
of whom have been followed up for 2 years, were dejected
and were deteriorating clinically before starting the
corticotrophin treatment, the improvement, both physical
and mental, seems to have been most gratifying.

[This is one of the most important of the recent con-
tributions to the treatment of pulmonary tuberculosis
and should be read by all phthisiologists.]

Paul B. Woolley.
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ANNALS OF THE RHEUMATIC DISEASES
mycin, and when given alone the disease was only a
little more severe than that seen in the controls. The
low dosage of cortisone used (2 mg. daily) was approxi-
mately equivalent to the usual dosage for man (60 to
200 mg.), whereas the low dosage of ACTH (10 units
daily) was well above the equivalent human dosage.
The higher dosages of cortisone and ACTH were 20 mg.
and 20 units daily respectively. Cortisone thus exerted
a deleterious effect both at and above the normal dosage
level, whereas no harmful effect was seen with ACTH
until the dosage was twenty times greater than normal.

H. J. Bensted.

Influence of Cortisone on the Course of Clinical Ocular
Tuberculosis. (Influenza del cortisone sul decorso delle
tubercolosi oculari cliniche.) LEPRI, G. (1954).
G. ital. Oftal., 7, 149. 24 refs.
The author reports the results given by a number of

ophthalmologists on the effects of cortisone on the
clinical course of ocular tuberculosis. It is favourable
especially in "paratuberculous" diseases of the anterior
part of the eye. In the granulomatous forms of tuber-
culosis there is a marked decrease in inflammation. In
these cases the treatment must always be followed with
special care and must be combined with antibiotics or
chemotherapeutics. The retrobulbar route should be
used in specific conditions only. Cortisone does not
interfere with antibiotics and chemotherapeutics and in
some cases enhances their activity. N. Pagliarani.

Cortisone and Ocular Tension. (Cortisone e tono
oculare. (Ricerche cliniche con cortisone usato per
istillazioni.)) COLOMBI, C. (1954). Rass. ital. Ottal.,
23, 63. 5 refs.
In normal conditions, cortisone instilled into the con-

junctival sac of young and old subjects had no influence
on the ocular tension. N. Pagliarani.
Cortisone and the Eye. (Cortison und Auge.) STARK,

H. (1954). KIln. Mbl. Augenheilk., 124, 584. 81 refs.
The author's experience with cortisone in ophthal-

mology is very much the same as that recorded in the
Anglo-American literature. The references are mostly
to well-known monographs and included French, Dutch,
Italian, and other European sources. The statements
made are impressions primarily, which could not be
statistically evaluated, and the periods of observation
are variable throughout. Long-term impressions are
not discussed.
Comeal inflammations of non-bacterial and recent

onset (cornea herpes), keratoplasty, iridocyclitis (post-
operatively following cataract extraction), and vitreous
haemorrhages constitute the main range for cortisone
therapy. The claim that cortisone aids in the breakdown
of synechiae would probably be contested.

L. Cudkowicz.

Investigations into the Mode of Action of Cortisone
Therapy in Rheumatoid Arthrtis. (Untersuchungen zur
Wirkungsweise der Cortisonetherapie bei der primer
chronischen Polyarthritis.) SCHMID, J., SCHIRMER, K.,
and WARUM, F. (1954). Acta neuroveg. (Wien),
8, 489. 3 figs.

Should Cortisone and ACTH be used in Arthrosis ?
(L'emploi de la cortisone et de 1'ACTH se justifie-t-il
dans les arthroses?) FEROND, M. (1953). Acta
physiother. rheum. beig., 8, 178.

Does Present Knowledge of the Pharmacodynamics of the
Adrenal Corticoids Open the Field to a Wider Concept
of Rheumatism? (Les donnees pharmacodynamiques
actuelles sur les corticoldes surrenaux ouvrent-elles
le champ a une nouvelle conception plus eclectique du
rhumatisme?) WAHL, M. (1954). Rev. Rhum., 21,
411. 43 refs.

Clinical and Experimental Problems relating to the Anti-
phlogistic Action of Hydrocortisone and Cortisone.
(Problemi clinici e sperimentali relativi all'azione
antiflogistica dell'idrocortisone e del cortisone.)
ZACCO, M. (1954). Reumatismo, 6, 207. 8 figs,
30 refs.

Other General Subjects
Rheumatic Manifestations provoked by Commissurotomy.

(Les evolutions rhumatismales provoquees par la
commissurotomie.) SOULIA, P., BOUVRAIN, Y., FORTIN,
P., DI MATTEO, J., and TRICOT, R. (1954). Arch. Mal.
Coeur, 47, 49.
Among one hundred patients subjected to mitral com-

missurotomy, reactivation of acute rheumatism by the
operation was thought likely or possible in ten cases, and
in this paper these are discussed in some detail. It is
pointed out that in order for a diagnosis of reactivation to
be made, a sufficiently long interval of freedom from
rheumatic symptoms before the operation must have
elapsed, and that the diagnosis of acute rheumatic fever
must be established with reasonable certainty, despite the
absence of any specific diagnostic tests.

In four of the present cases it appeared that reactivation
could reasonably be assumed as in three of them no
evidence of any rheumatic activity had been present for 6,
13, and 30 years respectively, and in the fourth case the
patient had never had acute rheumatic fever at any time.
In these four cases the interval between operation and
recrudescence ranged from 24 hours to 2 months. In
another two cases the operation was performed too soon
after a previous attack of rheumatic fever for the infection
to be considered inactive at the time of operation, and
in a further two the recurrence took place too long after
the operation to be attributable to it. In the remaining
two cases the rheumatic nature of the post-operative
condition was doubtful. No relation was found between
the degree of mitral stenosis, the condition of the valve,
or the degree of surgical trauma and the likelihood of
reactivation of acute rheumatism.

[Some relevant papers on the histological findings in
biopsy specimens of the left auricle are discussed, but
unfortunately without any bibliographical references;
those interested in this aspect may wish to consult the
following: Enticknap, Brit. Heart J., 1953, 15, 37; Decker
and others, Circulation, 1953, 8, 161.] A. Schott.
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