
ABSTRACTS
This sec tion of the ANNALS is published in collabor-ation with the two abstr-acting Jolur nals,

ABSTRACTS OF WORLD MEDICINE, and OPHTHALMIC L ITERATURE, published bY the Br-itish Medical
Association.

The abstracts selected fbo this Jousrnal are divided into the following sections: Acute Rheuminatism:.
Chronic Articular Rheum7latismii (Rheumatoid Arthritis, Osteo-Arthritis, Spondylitis, Miscellaneous):
Sciatica: Gout: Non-Articular Rheunmatisni. General Pathology: ACTH, Cortisone, and other Steroids:
Other General Subjects. At the end of each section is a list of titles of articles noted blut not abstracted.
Not all sections mtay 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 oper-andi of steroid
therapy.

Acute Rheumatism

Effect of ACTH and Cortisone on Rheumatic Carditis.
Observations on Eighteen Cases. K UTTNER, A. G.,
BALDWIN, J. S., McEWEN, C., BUNIM, J. J., ZIFF, M.,
and FORD, D. K. (1952). J. Amer. m7?ed. sAS., 148, 625.
1 fig., 10 refs.
Of eighteen patients observed in an investigation in

New York, twelve were suffering from a firs't attack of
rheumatic fever and six from a recurrent attack; all were
known to have rheumatic carditis. Corticotrophin or
cortisone was given to foLir of the twelve patients in their
first attack within 7 weeks of the onset of symptoms and
to the others several months after onset. In all cases the
hormones caused a marked diminution in toxic symp-
toms and improvement in the general condition. Peri-
carditis and congestive heart failure seemed to respond
most favourably to treatment. In two patients the
authors concluded that the administration of hormone
had had a life-saving effect.
On the whole, it was difficult to assess the exact effect

of the hormone on the carditis. In some cases the
activity of the carditis gradually subsided after cessation
of hormone therapy; in others there was an immediate
relapse. In all twelve patients who were suffering from a
first attack, however, rheumatic carditis was present six
months after treatment ceased. Similar results were
found in patients suffering from recurrent attacks.
The authors suggest that it is possible that cortico-

trophin and cortisone, by suppressing the activity of the
disease, may reduce cardiac fibrosis and scarring, but
this was not proved. They conclude that their results do
not show that the hormones significantly decreased the
duration or severity of cardiac damage, and that further
study of larger numbers is needed. W. Tegner.

Rheumatic Fever during the First Few Years of Life and
its Differentiation from Endocardial Fibrosis. L')GUE,
R. B., and HURST, J. W. (1952). Amer. J. Mecl. Sci.,
223, 648. 13 refs.
The authors suggest, as the result of recent experience,

that the frequency of occurrence of rheumatic fever at or

below the age of 5 years has been underestimated in
the past. Amongst the possible explanations for this
are the application of too rigid diagnostic criteria, the
natural assumption that heart murmurs heard in the first
few years of life are congenital in origin, and the frequent
similarity of endocardial fibrosis. In a series of 26
children under 5 years of age treated and followed up
by the authors, the diagnosis of rheumatic fever was
established in four cases at necropsy, and in the remain-
ing cases by the presence of characteristic features of
rheumatic infection or the development of signs of rheu-
matic heart disease during a long-term follow-tip. Points
of value in differentiating rheumatic fever and rheumatic
heart disease from endocardial fibrosis are listed.

W. S. C. Copenian.

Cortisone in Rheumatic Carditis. Some Preliminary
Observations. CHAMBERLAIN, E. N., HAY, J. D., and
FREEMAN, D. M. (1952). Br-it. tned. J., 1, 1 145. 3 figs,
12 refs.
The authors present a preliminary report on a study, at

hospitals in Liverpool, of the effect of cortisone on the
manifestations of acute rheumatic carditis in twelve
children and adolescents. Selection of the patients
depended on the presence of signs cf active carditis or
pericarditis with friction or effusion, cardiac murmurs, or
clinical evidence of cardiac enlargement together with
other rheumatic signs and symptoms such as nodules,
arthritis, fever, raised sleeping pulse rate, raised erythro-
cyte sedimentation rate (E.S.R.), and ' rheumatic "
rashes. Each case was seen by three observers. Most,
but not all, of,the patients were observed for one week or
longer before treatment with cortisone acetate, which
was given in doses of 50 to 100 mg. daily for 10 days
to 5 weeks. The patients were followed up for several
weeks or months after treatment had ceased.
Of three patients who died during treatment, one hacl

responded with general improvement, reduction in E.S.R.,
and disappearance of arthritis, though the cardiac signs
remained unchanged. The nine who survived showed
an improvement in general health, and a fall in heart
rate, temperature, and E.S.R., but no improvement in
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cardiogram was normal; in one case extrasystoles,
which were first observed during the acute phase of the
disease, were still present.
None of the classical signs seen in the heart and limbs

in eight cases of acute rheumatic pericarditis (under
observation at the same time) was found in these cases of
benign pericarditis, and all the evidence indicated a
different disease process in the two groups. Benign
pericarditis is thought to be due either to a virus, possibly
respiratory, or to an allergic reaction, but no evidence
was found to support either theory. Charles McNeil.

Left Auricular Appendage in Mitral Stenosis. A Study
of 15 Cases submitted to Valvulotomy. PINNIGER, J. L.
(1951). St. Thom. Hosp..Rep., 7, 54. 8 figs, 20 refs.
This paper contains a brief review of the significance

of the Aschoff node in the myocardium and its relation
to clinical carditis and rheumatic " activity `, followed
by a detailed account of the histology of the left auricular
appendage removed in fifteen cases of mitral stenosis
subjected to valvulotomy at St. Thomas's Hospital,
London. A tabular survey of the cases is given, cor-
relating the available evidence of clinical " activity " in
each patient with the appearance or absence of Aschoff
nodes in the heart. In most cases one section was taken
from each biopsy specimen, and in cases where more
than one was taken there was not a great deal of difference
between sections. Aschoff nodes were found in ten
cases; and of the six of these in which the erythrocyte
sedimentation rate (E.S.R.) is given, only two had an
E.S.R. above 20 mm. in one hour. The endocardium
was thickened in fourteen of the fifteen cases. Photo-
micrographs of the Aschoff nodes from three cases are
reproduced. The myocardium showed some hypertrophy;
in places there was mucoid degeneration and in others a
patchy fibrosis. Pericardial changes were slight.
An attempt was made to confirm these findings by

reference to nineteen cases of mitral stenosis in patients
dying between 1944 and 1950 whose myocardium was
available for post-mortem study: in six of these definite
Aschoff nodes were present. The author considers that
his findings give histological support to the view that
activity of the disease process may persist in a latent
form in many patients with clinically quiescent rheumatic
valvular disease. E. G. L. Bywaters.

Cortisone and ACTH in the Treatment of Rheumatic
Fever. JOHNSON, A. L., MCCALL, M. F., HARPUR,
E. R., BURNS, A., and WOLMAN, B. (1952). Canad.
med. Ass. J., 66, 225. 12 refs. ,
The authors, from McGill University, describe the

results of cortisone therapy at the Children's Memorial
Hospital, Montreal, in 39 children suffering from
rheumatic fever; 26 of the patients received cortisone
intramuscularly and seven orally, while six patients were
given corticotrophin intramuscularly. In five patients
with chorea. subsidence of the choreic manifestations was
coincident with the administration of cortisone, but only
in one case did the authors feel certain that the treatment
had influenced the course of the illness.
Of the patients with rheumatic fever, five showed no

apparent response to treatment; in the other cases the

cardiac signs or electrocardiographic pattern. In several
cases there was evidence of water retention.

[This paper, while not presenting conclusive evidence
for or against cortisone treatment in acute rheumatic
fever, is a valuable contribution. Most clinicians
engaged on similar studies would agree with the authors'
tentative conclusions. The more important question of
the effect of cortisone in the prevention of the long-term
cardiac sequelae of rheumatic fever remains unanswered,
and its investigation must clearly be undertaken on a
much larger scale. Such an investigation is now in
progress in Britain under the Medical Research Council
in conjunction with a similar investigation in the United
States.] See also report on p. 318. G. Loewi.

Coexistent Rheumatic Fever and Subacute Bacterial
Endocarditis treated with ACTH and Antibiotics.
NUMAINVILLE, L. J., and SCARPELLINO, C. J. (1952).
Amer. Heart J., 43, 468. 2 figs, 4 refs.
A well-authenticated case of rheumatic fever with

endocarditis due to Staphylococcus aureus in a man of
23 is described. Corticotrophin, penicillin, and, later,
streptomycin and chloromycetin, to which the organism
was sensitive, were given with good results. Cortico-
trophin was of definite benefit in the rheumatic process,
and clinical evidence of septicaemia disappeared during
its administration, although the organism could still be
isolated from the blood. It is suggested that cortico-
trophin may be of value in the treatment of endocarditis
in suppressing toxicity, but that it is hazardous without
specific antibiotic therapy. A. Paton.

Acute Benign Pericarditis in Childhood: Comparisons with
Rheumatic Pericarditis, and Therapeutic Effects of
ACTH and Cortisone. FRIEDMAN, S., ASH, R., HARRIS,
T. N., and LEE, H. F. (1952). Pediatrics, 9, 551.
37 refs.
Since Barnes and Burchell, in 1942, first described the

syndrome of acute benign pericarditis a number of
cases in adults have been reported. So far as the
authors are aware, the six cases here described are the
first recorded in children.
The ages of the patients, three boys and three girls,

ranged from 3 years to 12 years, and all were white
children. The symptoms were limb pains (but without
pain or swelling of the joints), fever, tachycardia, and
general malaise. A pericardial friction rub was heard in
all cases; the heart was enlarged and the pulse rate was
120 to 140 per minute. The changes in the electro-
cardiogram were those of classical pericarditis; no endo-
cardial murmurs were heard. In two cases there were
signs of congestive heart failure, and in four there was
pleural or pulmonary involvement. The duration of the
illness was 3 weeks to 3 months.
Aureomycin and chloramphenicol were without effect

in treatment. In four cases, however, dramatic improve-
ment, both in the general condition and in the cardiac
signs, quickly followed a course of corticotrophin or
cortisone; symptoms reappeared in three children, but
yielded to a second course of the drug. During a
follow-up period of 10 to 22 months, no cardiac enlarge-
ment was observed in any of the cases and the electro-"
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ANNALS OF THE RHEUMATIC DISEASES

effects of the hormone treatment on fever, pulse rate,
joint pain, and erythrocyte sedimentation rate followed
the usual pattern. Two patients had subcutaneous
nodules, in one of whom a gradual reduction in size of
the nodules occurred, with complete disappearance
7 weeks after starting the hormone therapy. Biopsy
specimens of the nodules were obtained before cortisone
administration and on the 20th day of treatment, but no

difference was found in the histological appearances of
these specimens. In seven children severely ill with acute
carditis, corticotrophin or oral cortisone was employed
because the shorter duration of action of these prepara-
tions would facilitate withdrawal of therapy should
cardiac failure occur. A low-sodium diet was used in
these seven cases and also in all but five of the other cases

in the series. All seven cases of carditis showed an

excellent response to hormone therapy within 48 hours;
of the five patients who had no previous history of heart
damage, three have remained without clinical evidence of
cardiac disease.

Recurrence of symptoms occurred in five of the 39 cases
4 to 6 days after stopping treatment; in three of these there
was evidence of carditis. Following an additional
course of treatment they showed the usual elevation
of erythrocyte sedimentation rate, but no clinical mani-
festations of recurrence. In four patients there were
recurrent episodes of acute rheumatic fever 1, 2A, 4, and 6
months respectively after completion of hormone
therapy. C. E. Quin.

Trial of Pyrocatechol-3-carboxylic Acid in the Treatment
of Rheumatic Fever and Rheumatoid Arthritis and a

Study of its Mode of Action. (Essai de l'acide pyro-
catechol-3-carboxylique dans le rhumatisme articulaire
aigu et la polyarthrite chronique evolutive et etude
de son action.) MICHOTTE, L. (1952). Rev. Rhum.,
19, 230. 11 refs.
Pyrocatechol-3-carboxylic acid is one of the oxidation

products of salicylic acid. On the assumption that it is
formed in the human body after ingestion of salicylates,
and that it may be the anti-rheumatic agent in sodium
salicylate therapy, the author has carried out clinical
and biological studies of this substance.

In a therapeutic trial in twenty cases of rheumatic fever,
sodium pyrocatechol carboxylate was given in doses of
0 5 g. at 4-hourly intervals (3 g. in 24 hours). It appeared
to be superior to sodium salicylate in that the same
results were obtained with smaller doses, and the sub-
stance has very low toxicity: The erythrocyte sedi-
mentation rate became normal in an average of 30 days:
with large doses of sodium salicylate the average time is
4 weeks, and with cortisone -12 to 18 days. In the
electrocardiogram the P-R interval was increased in eight
cases, in six of which it returned to normal in an average
of 26 days; it is unaffected by sodium salicylate therapy.
Pyrexia abated in 48 hours, and arthralgia in an average
of 12 days. The substance was found to have no effect
on rheumatoid arthritis.

In experiments with rats, mice, and rabbits, the effects
of sodium salicylate, cortisone, and sodium pyrocatechol
carboxylate were compared. All three showed an

antipyretic effect. Cortisone and sodium pyrocatechol

carboxylate had a toxic, but reversible, effect on the
cellular tissue of the spleen and testis, an effect not found
with sodium salicylate. Ingestion of all three substances
brought about a fall in the ascorbic acid content of the
adrenal glands. Kenneth Stone.

Response of the Serum Polysaccharide Fractions and
Protein Fractions following Cortisone Treatment of
Patients with Rheumatic Fever. SHETLAR, M. R.,
SCHMIDT, H. L., LINCOLN, R. B., DEVORE, J. K.,
BULLOCK, J. A., and HELLBAUM, A. A. (1952). J. Lab.
clin. Med., 39, 372. 4 figs, 16 refs.
A preliminary study was made of alterations of the

serum polysaccharides and other serum factors occurring
in five rheumatic fever patients under treatment with
cortisone. The serum nonglucosamine polysaccharide,
glucosamine polysaccharide, albumin polysaccharide,
a-globulin polysaccharide, and serum heat coagulation
values were all found to be greatly elevated prior to
therapy, while the albumin percentage and albumin:
globulin ratios were lowered. Following treatment with
cortisone, subjective clinical improvement was promptly
followed by decreases in the serum nonglucosamine and
glucosamine polysaccharides, albumin polysaccharide,
a-globulin polysaccharide and serum heat coagulation
values, and by increase in albumin and in the albumin:
globulin ratio. Recurrence of rheumatic fever, with a
return of the serum factors to the original state, occurred
in two cases after cessation of treatment.

It appears that the studies of the serum polysaccharide
components, serum heat coagulation values, and albumin
percentages may be valuable aids in the evaluation of
rheumatic fever patients.-[Authors' summary.]

Fibrinoid Necrosis in Rheumatic Fever. GLYNN, L. E., and
LOEWI, G. (1952). J. Path. Bact., 64, 329. 2 figs,
12 refs.
Fibrinoid material in subcutaneous nodules from cases

of rheumatic fever has been examined histochemically.
It differs from fibrin in its fibrillar structure as revealed
by silver impregnation and by its resistance to tryptic
digestion. It differs from collagen in its argyrophilia
and in its intensely positive P.A.S. reaction. It resembles
collagen in being attacked by trypsin after denaturation
by heat or urea. Removal of polysaccharide by pectinase
or extraction with potassium salts results in the simul-
taneous loss of the P.A.S. reaction and argyrophilia.
The fibrinoid change seems to be brought about by the

infiltration of collagen with a polysaccharide-rich
material, possibly a glycoprotein.-[Authors' summary.]

Changes in the Morphology and Permeability of the
Capillaries in Acute Articular Rheumatism. (Alterazioni
della morfologia e della permeabilita dei capillari nel
reumatismo articolare acuto.) PRATESI, G., and
GAROFOLI, C. (1952). Policlinico (prat.), 59, 469.
2 figs.
The authors stress the importance of endogenous

factors in the pathogenesis of rheumatic fever. At the
University Medical Clinic, Rome, they investigated the
changes in the morphology and the permeability of the
capillaries in eighteen cases of active rheumatic fever and,
for comparison, in eleven patients suffering from heart
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children. The Q-Tc interval was prolonged in a signi--
ficant number of children with rheumatic carditis and
in a much smaller number of children with polyarthritis,
or chorea. In some of the children a prolonged Q-Tc
interval was maintained during the inactive phase of the
disease. The Q-Tc interval was found to exceed the
upper limit of normal in 12 * 7 per cent. of normal
children, and it was therefore considered that the single-
finding of a long Q-Tc interval should not be faken as-
indicating persistence of active carditis. R. S. Illingworth.

Sinus Bradycardia in Acute Rheumatic Fever. HIRSCH,
J. G., and FLETr, D. M. (1952). Ann. intern. Med.,.
36, 146. 3 figs, 7 refs.
During the first 5 weeks of their stay in a U.S. Air

Force hospital at Cheyenne, Wyoming, 59 of 106 young
adult males with acute rheumatic fever showed electro-
cardiographic evidence of sinus bradycardia. Many of-
them had tachycardia during the febrile phase, followed
immediately by a phase of sinus bradycardia lasting from
2 to 14 days. The heart rate then returned to a normal
or elevated level. The bradycardia occurred in cases of'
all degrees of severity, but rather more commonly in
those with a milder attack and those with a favourable
prognosis. R. S. Illingworth.

A Follow-up Study of Tonsillectomy in Children with
Rheumatism. (Katamnestische Beurteilung der Tonsil-
lektomie beim kindlichen Rheumatismus.) NETZSCH,
H. (1952). Munch. med. Wschr., 94, 971. 12 refs.
The author has attempted to assess the effects of'

tonsillectomy-so frequently suggested as a prophylactic
measure on theoretical grounds-on the subsequent
course of rheumatic fever (with and without endocarditis>
and chorea minor by means of a 10-year follow-up study.
Of the 319 patients studied, eighty had had their tonsils
removed. On statistical analysis of the findings it was
found that tonsillectomy appeared to reduce the incidence
of recurrences of endocarditis and also to lessen the
possibility of a fatal outcome, whereas it has no appre-
ciable effect on the incidence of recurrence of joint
symptoms. In chorea minor tonsillectomy would seem
to be contraindicated, only two out of fifteen patients
subjected to tonsillectomy failing to relapse, compared
with 41 out of 81 whose tonsils were not removed.
A study of larger numbers is desirable. D. Preiskel.

Pneumonitis in Rheumatic Fever. (Estudio anatomoclinico&
de la neumonitis reumatica.) CUELLAR, A., and PEREz
TAMAYO, R. (1951). Arch. Inst. cardiol. Mex., 21, 594.
16 figs, bibl.
The authors have investigated twelve consecutive cases

of acute rheumatic fever seen at the Mexican National
Institute of Cardiology. In eight cases the diagnosis of
rheumatic pneumonitis had been made in vivo and in six
of these was confirmed post mortem; in four cases the
diagnosis was established only at necropsy. Sections of
the lung were stained with hematoxylin and eosin, and
Weigert's technique was used for elastic fibres and
Rio-Hortega's silver impregnation method for pre-
collagenous fibres. Ten cases of chronic passive con-
gestion were examined for control purposes.

conditions of rheumatic origin but in a phase of relative
inactivity. The morphology was investigated by capil-
laroscopy, fragility by Gothlin's method, and the
permeability of the capillaries by estimating the loss of
liquid, the loss of proteins, and the protein content of the
filtrate by Landis's technique. These examinations
showed that patients suffering from active rheumatic
fever show morphological changes in the capillaries,
partly constitutional and partly acquired as a result of
the increased permeability of their wall. There were
no changes in capillary fragility. The authors attach
great importance to the investigation of the small vessels
in rheumatic disease. J. Mester.

Factors influencing Plasma Concentrations of Gentisate.
MEADE, B. W., and SMITH, M. J. H. (1952). Clin. Sci.,
11, 81. 4 figs, 15 refs.
In view of the recent introduction of sodium gentisate

as a non-toxic substitute for sodium salicylate in the
treatment of rheumatic fever, the factors influencing the
gentisate concentration in plasma were investigated at
King's College Hospital Medical School, London. In
normal subjects peak plasma concentrations of gentisate
occurred 2 hours after the administration of 3, 4, or 5 mg.
by mouth 2 hours after a meal. The average plasma
concentration of gentisate over a 5-day period was not
significantly different whether 1 g. was given every
2 hours or 2 g. every 4 hours. No correlation was found
between the dose of gentisate per kg. body weight and
the plasma concentration attained, nor between the rate
of excretion of the drug and the volume or pH of the
urine, but in patients taking a fixed daily dose of gentisate
its concentration in the plasma varied inversely with the
fluid intake. When sodium bicarbonate was given at
the same time, there was an increase in rate of absorption
and a delay in that of excretion of gentisate, resulting in
a higher concentration of gentisate in the plasma and its
longer retention. This finding is particularly interesting
in view of the more rapid excretion of salicylate when
sodium bicarbonate is given.

Solutions of sodium gentisate should be freshly
prepared at a pH of less than 8- 5, the salt being unstable
in alkaline solution; even neutral solutions exposed to
daylight for 3 days lost 10 per cent. of their gentisate.

It is briefly reported that in three children with
rheumatic fever given 12 g. of sodium gentisate daily,
plasma concehtrations of 6-5 to 15 mg. per 100 ml. were
maintained with no reduction in alkali reserve during
several weeks of treatment.

[It is clear from experience with patients and with
animals that this substance is very much less toxic than
sodium salicylate and is much better tolerated. Further
reports on its therapeutic. usefulness in rheumatic fever
are awaited.] Derek R. Wood.

Q-T Interval during Active and lpactive Rheumatic Fever.
FP`NKEL, S., and BALDWIN, J. S. (1952). Pediatrics,
9, 410. 1 fig., 24 refs.
The authors studied the electrocardiogram (ECG) and

clinical records of 208 children, aged 3 to 13 years,
suffering from active rheumatic fever or chorea, and
compared them with similar records of 79 normal
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ANNALS OF THE RHEUMATIC DISEASES
The authors are of the opinion that pneumonitis is

often present during the active stages of rheumatic fever,
but that it is frequently masked by the signs and symptoms
of cardiac insufficiency. The clinical manifestations are
dyspnoea, cough, pain in the chest, cyanosis, and fever,
with fleeting signs of consolidation in changing sites.
The pathological changes are not specific, but are
characteristic; there is increased capillary permeability,
with necrosis of the walls of pulmonary alveoli and
fibrinous exudate; some of the larger vessels may show
necrotic and proliferative changes; it is stressed that these
changes are not attributable either to chronic passive
congestion or to superimposed infections. The so-called
" Masson bodies" are the result of organization of the
intra-alveolar fibrinous exudate when the alveoli do not
undergo necrosis. The diagnosis of rheumatic pneumo-
nitis may frequently be difficult owing to the paucity of
physical signs. The condition does not respond to
digitalis or antibiotics, but in a few cases may improve
with salicylate therapy. In differential diagnosis,
pulmonary infarction, lobar pneumonia, and broncho-
pneumonia can readily be distinguished. J. Mester.

Relation between Chorea and Acute Rheumatism. (Con-
tributo alla conoscenza dei rapporti tra chorea minor
e infezione reumatica.) Poppi, A. (1952). Rewunalisino,
4, 242. 5 figs, 28 refs.
The author points out that although there is no specific

test for the presence or absence of rheumatic infection,
the antistreptolysin-O titre of the serum indicates quanti-
tatively the degree of previous streptococcal infection.
Thus if the titre were higher in cases of uncomplicated
chorea than in normal subjects, this would be supporting
evidence of a rheumatic basis. At the Rheumatism
Centre of the University of Bologna three groups of
children were examined. Each groLIp contained 55
children similarly distributed as to age and sex, and
comprised cases of (I) ' pure " chorea, (2) chorea with
rheumatic manifestations, (3) rheumatism without chorea.
A titre of more than 400 units was taken to indicate
previoLIs infection with haemolytic streptococci, such
titres being found in normal children in 6 per cent. of
cases. A titre of more than 400 units was found in
48 per cent. of Group (1), in 73 per cent. of Group (2),
and in 70 per cent. of Group (3), these figures being based
on the mean of the last and first titres estimated in each
case. The titres in cases of pure chorea never achieved
the levels found in the other groups, but the author notes
that the rise in titre followed the same pattern in all three
groups. There is therefore strong presumptive evidence
that chorea is in some way related to rheumatism,
although these observations provide no definite proof of
the existence of such a relationship.
The gain in weight during the course of an attack of

pure chorea was far greater than in any other rheumatic
episode, and the blood pressul-e is higher in pure chorea
than in other rheumatic diseases. It is suggested that
in some subjects the response to streptococcal infection
is limited to the nervous system, with stimulation of the
pituitary gland, a higher production of corticotrophin,
and a consequent reduction in the formation of collagen.

J. G. Jamieson.

Cortisone in Acute Rheumatic Carditis. BOONE, J. A., and
BEACH, M. W. (1952). Sth. nied. J. Bgham, Ala.,
45, 556. 1 ref.

Problems arising in the Treatment of Rheumatic Fever
with Corticotrophin and Cortisone. (Problemes poses
par l'emploi de l'ACTH et de la cortisone dans le
traitement de la maladie de Bouillaud.) COSTE, F., and
OURY, M. (1952). Therapie, 7, 103. 11 refs.

Problem of Rheumatic Fever in Infancy and the Grave
Consequences of not diagnosing the Disease. (El
problema de la fiebre reumatica infantil y sus graves
consecuencias por desconocimiento de la afeccion.)
COSTA BERTANI, G. (1952). Rei ar-gent. Reim7.,
16, 271.

Medico-Social Study of 120 New Cases of Infantile
Rheumatism. (Estudio medico-social en 120 nuevos
casos de reumatismo infantil.) SUNIAY, R. S. R. (1952).
Rev,. argent. Relm., 17, 10.

Study of 91 Children with Rheumatic Fever in the Gulf
Coast Area of Texas. LEBus, H. E., and PANOS, T. C.
(1952). Tex. Rep. Biol. Med., 10, 45. 2 figs, 11 Irefs.

Reactions of the Microglia of the Central Nervous System
in Cases of Acute Rheumatism. (Contribution a l'etude
des reactions de la micrologie du syst&me nerveux
central chez les malades atteints de rhumatisme aigu.)
COSTERO, 1. (I1952). Ar/ich. Mal. Coeiir, 45, 143.
4 figs, II refs.

Morbid Anatomy of Rheumatic Valvulitis. (Die anato-
mische Stellung der rheumatischen Herzklappener-
krankung.) BO1MIC;, R. (1952). Z. R/ieitnaforsci.,
11, 92. 11 refs.

Pregnancy following Rheumatic Fever. JACOIISSON, E.
(1952). Acta obstet. gvnec. scan(., 31, 471. 10 refs.

Present State of Knowledge concerning Pathogenesis and
Treatment of Rheumatic Fever. MCCARTHY. M. (1952).
Buill. N. Y. Acal. Mecl., 28, 307. 1 fig., 17 refs.

Epidemiology and Prevention of Rheumatic Fever.
RAMMELKAMP, C. H., WANNAMAKER, L. W., and
DENNY, F. W. (1952). Buill. N.Y. Acac. Mel., 28, 321.
2 figs, 26 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Rehabilitation of Hand Function in Rheumatoid Arthritis.
ROSE, D. L., and KENDELL, H. W. (1952). J. Amer.
med. Ass., 148, 1408. 7 figs, 26 refs.
Thq authors discuss the causation of the hand defor-

mities characteristic of rheumatoid arthritis, taking the
view that ulnar deviation is the result of an imbalance
between the dorsal and palmar interosseus muscles, the
fusiform palmar interossei having, under conditions of
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authors' technique of enlargemrent is described. This is
too involved for routine application but they recommend
that for " the radiography of the extremities fine-grain
industrial film should be used and processed for a reduced
time in ordinary x-ray developer to obtain better detail

[This informative article is well worth reading.]
Geo. Vilvandre.

Rheumatoid Arthritis and Trauma. [In English.]
EDSTROM, G. (1952). Acta nied. scand., 142, 11.
Bibl.
During the period 1941-50, 2,034 cases of rheumatoid

arthritis were treated at the University Hospital of Lund,
Sweden, and in 72 of these cases trauma was found to have
occurred in close relation to the onset of the disease.
The author presents a critical study of these cases, giving
a short clinical note on each, and discusses fully the
possible place of trauma in the aetiology of rheumatoid
arthritis. The negative findings of Jonsson and Berglund
(Nordt. Med., 1949, 41, 7) in a similar series of cases may,
it ,s suggested, be attributed to their adoption of very
strict and rigid conditions to be fulfilled before the role
of trauma in the aetiology could be accepted, and it is
pointed out that even so they found a history of trauma
within 12 months of the onset in eleven out of 1,669 cases,
and were able to reject the possibility of an aetiological
connexion in all but one of these only by attaching
importance to a history of possible infection. As this
hypercritical attitude was probably due to the apparent
improbability of a traumatic cause, the conclusions which
may be drawn from recent animal experiments are care-
fully examined, especially in relation to Selye's concept
of " adaptation diseases ", among which he places
rheumatoid arthritis.

In five of the author's 72 cases there was a history of a
previous attack of arthritis (which in three occurred many
years earlier), while in three cases an infective process was
possibly related to the onset. His final conclusion is
that trauma may be of aetiological importance, but that
in comparison with other factors it appears to play a
minor role. [The whole article is worthy of study in
detail.] C. W. Buckley.

Pituitary Implantation in Rheumatoid Arthritis. (Hypo-
physeimplantation ved polyarthritis chronica.) WAS-
SERMAN, K. (1952). Ugeskr. Laeg., 114, 535. 2 refs.
The author reports the treatment of 53 cases of moder-

ate or severe rheumatoid arthritis by the intramuscular
implantation of calf pituitary tissue at the Aalborg City
Hospital. The stay in hospital was one week. Of the
53 patients, sixteen were men and 37 women, and 65 per
cent. were aged between 40 and 60. Nine patients
received one implant, 39 two, and five three implants.
All patients were in an acute stage of their illness, with
erythrocyte sedimentation rates ranging from 1 to 138
mm. (mean 44 mm.) in one hour. The condition was
classified as slight in one case, moderate in eighteen, and
severe in 34. The results were assessed from objective
examination of the joints, from the patient's use of
analgesics, and from his ability to return to work.
Of the 41 patients followed up, 37 reported subjective

chronic strain, a relative advantage over the bipennate
dorsal muscles. They also consider that metacarpo-
phalangeal-flexion and interphalangeal-extension defor-
mities are due to excessive " splinting" of painful inter-
phalangeal joints by the lumbrical muscles.
They outline a programme for rehabilitation of function

of the hand which they have used in nine cases. Correc-
tion of the metacarpo-phalaqgeal deformity and ulnar
deviation is attempted by active and passive movements of
the hand on a smooth surface moistened with soapsuds or

glycerine (the hand prints thus formed also give a rough
indication of progress). The interphalangeal deformities
are treated by exercises involving the use of a conical
object (rather than the traditional tennis-ball, which is
condemned). They also use a cotton glove to which hooks
and eyes and rubber bands are fastened in such a way as

to correct the ulnar deviation and, to some extent, the
metacarpo-phalangeal subluxation.

In addition to these devices, and to a simple exercise
regimen, they consider certain supportive measures of
importance. Corticotrophin (ACTH) and cortisone
have been used for brief periods, particularly when the
exercise programme was being intensified. Procaine
given orally has been used, and has been shown to have
definite analgesic properties without any effect on eosino-
philia or on the erythrocyte sedimentation rate. Lastly,
the negative nitrogen balance found in rheumatoid
arthritis has been countered by the administration of
supplementary protein.
The authors emphasize that rehabilitation measures

of this sort must remain simple so that the patient can

carry them out without continuous supervision; the
patient should also be warned not to expect immediate
dramatic benefit. Critical appraisal will only be possible
after long periods of observation. B. E. W. Mace.

Radiological Features of Rheumatoid Arthritis. FLETCHER,
D. E., and ROWLEY, K. A. (1952). Brit. J. Radiol.,
25, 282. 17 figs, 24 refs.
The clinical diagnosis of rheumatoid arthritis is fairly

easy in the majority of cases, but the condition may be
confused with subacute rheumatism, gout, Raynaud's
disease, or polyarticular osteo-arthritis. Generalized
bone diseases, such as hyperparathyroidism and osteo-
malacia, have been mistaken for rheumatoid arthritis.
The authors, who have examined radiographs taken in

200 cases of rheumatoid arthritis at Manchester Royal
Infirmary, found that the incidence of the disease was

highest in the age group 40-50 years, with a sex ratio of
two females to one male. In most cases there was

radiological evidence of the disease within 3 to 6 months
of onset. In general the changes seen radiologically
were bone erosions; joint changes, consisting of altera-
tions in width of the space, subluxation, and ankylosis;
osteoporosis and so-called secondary osteo-arthritis; and
soft-tissue swellings. The incidence of local lesions was

highest in the feet, especially in t4e 5th metatarso-
phalangeal joint, many enlarged radiographs showing an

apparent splitting of the articular cortex and an irregular
saw-toothed contour. The authors point out that
exposure should be made for the region of the metatarso-
phalangeal joints and not for the foot as a whole. The
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ANNALS OF THE RHEUMATIC DISEASES

improvement, which was not always confirmed by the
objective findings. In none did the condition deteriorate.
The degree of response was not related to age or sex, but
treatment was significantly more effective in the moderate
than in the severe cases. Relapse occurred in 28 cases
after periods ranging from 1 week to 9 months (mean
3 months). Improvement in the remaining nine cases
was still evident 8 to 12 months after implantation. In
eleven of seventeen patients with arthritis of less than
7 years' duration improvement lasted 4 months or longer,
but in only five of 24 patients whose illness had lasted
longer than 7 years was improvement maintained for
this period. The treatment usually became effective
within one week. The erythrocyte sedimentation rate
fell slowly in most cases, though in a few cases a rapid
and dramatic fall was observed. One patient developed
urticaria accompanied by a high temperature. A marked
increase of pre-existing albuminuria was observed in one
case, but in another the degree of albuminuria was
unaffected. No effect on blood pressure was observed.
The author comes to the conclusion that in view of the

severity of the condition in most of the patients the
results are an astonishing improvement on those of the
usual methods of treatment. Pituitary implantation can
be carried out quickly and cheaply, and its effect is
similar to that of corticotrophin, though acting more
slowly and lasting longer. A significant disproportion
was noted, between the hormone content of the implant
and its effect, which has been ascribed to " transient
hormonal shock E. S. Fountain.

Electromyogram in Rheumatoid Arthritis. MUELLER, E. E.,
and MEAD, S. (1952). Amer. J. ph;s. Med., 31, 67.
4 figs, 16 refs.
The authors have investigated the electromyogram in

25 cases of rheumatoid arthritis at the Washington
University School of Medicine, St. Louis, Missouri.
Using this method of investigation they set out to assess
the theory that muscle spasm is a cause of the muscle
atrophy associated with the disease. The 25 patients,
nine male and sixteen female, whose ages ranged from
4- to 73 years, had been suffering from rheumatoid
arthritis for periods varying from 1 to 22 years. A group
of 25 uncomplicated orthopaedic cases was taken as a
control. The apparatus used (not described in detail)
consisted of suitable amplifiers with photographic
recording from cathode-ray oscilloscopes. The action
potentials were detected by the use of both surface and
co-axial needle electrodes.

It was found that no spontaneous activity could be
detected with the subject at rest, provided that the
position of the muscle tested was carefully adjusted.
(Exceptions were found only in cases where concurrent
neurological disorders existed.) The recordings during
voluntary activity showed essentially a reduction in
amplitude of the normal interference pattern, as is found
in debilitating diseases; occasionally, isolated potentials
of the myopathic type were observed. A few patients
(number unstated) were examined before, during, and
after treatment with cortisone and corticotrophin. No
change in the action potentials was observed as a result
of treatment with these drugs, except that it was found

to be easier to position the patient to secure electrical'
inactivity of a muscle at rest.
The discussion is mainly concerned with the evaluation

of theories regarding the cause of muscle weakness and
atrophy in rheumatoid arthritis, and the authors consider
that their results are compatible with the theory that
the atrophy is due to a central inhibitory state in the
spinal cord mediated by the pain impulses from the lesions.

[The authors offer no positive evidence in support of
this theory, but their results show that in their small
series there was no evidence of disturbance of the normal
mechanism of neuromuscular transmission in rheumatoid
arthritis, and they found no unequivocal evidence of
muscle spasm in any case.] Kenneth Taylor.

Placental Serum Therapy for Rheumatoid Arthritis.
ARONSON, W., LEVY, F., BESEN, L. J., and LEFF, M.
(1952). Amer. J. imiedt. Sci., 223, 144. 5 refs.
From the Morrisania City Hospital, Bronx, New York,

the authors report the results of a trial of the use of
placental serum in 33 cases of active rheumatoid arthritis
and two cases of Marie-Strumpell disease. The apparatus
and technique for obtaining placental serum is described
and illustrated. Serum was found to give better results
than plasma; treatment consisted of a bi-weekly injection
of 10 ml. of the serum intramuscularly. The patients
were all ambulatory, and were assessed in reference to
severity of the condition, function, and response to
treatment by the standards of the New York Rheumatism
Association. Controls were made by changing the
injection for a period to pooled " non-pregnant " plasma;
it is stated that there was an " absence of improvement
with the non-pregnant plasma

Treatment has to be continued " for a long time"
(20 or more weeks). Response was not spectacularly
rapid but gradual, and in nine cases an apparent clinical
remission was induced. Relapses occurred, but were
generally responsive to further treatment. Improvement
was shown by moderate reduction of subjective stiffness
and pain, of pain on movement, and of articular tender-
ness, and by slight reduction of joint swelling. There
was improvement in muscle strength and joint function,
generally with better appetite and sleep, a sense of well-
being, and a lowered sedimentation rate. Two case
histories are reported, and the general results are sum-
marized in a table which shows a Grade 2 response in
23 patients (65 per cent.) and no improvement in four
(12 per cent.). Results were better in the younger
patients and in cases of shorter duration. Harry Coke.

Use of Red Cell Mass in Rheumatoid Disease. GARRY,,
M. W. (1952). Amer. J. med. Sci., 223, 642. 12 refs.
It has long been recognized that anaemia is closely

associated with rheumatoid arthritis, and may be of the
normocytic or of the microcytic hypochromic variety.
Experience has shown it to be highly refractory to iron
therapy. On the assumption that blood dilution may be
responsible for the production of this anaemia, the author
has determined the blood and plasma volume in a series
of 25 patients with rheumatoid arthritis, together with a
control series of normal subjects of similar age, at the
U.S. Veterans Hospital, Wood, Wisconsin.
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remission of symptoms occurred within 36 to 96 hours.
No significant change was observed, however, in the
serum uric acid level or erythrocyte sedimentation rate
during or after the treatment. A similarly complete
remission of symptoms was obtained in the two cases of
non-specific arthritis, which were treated with Paritol.
The response in rheumatoid arthritis was less dramatic:
only in one case out of six was a complete remission
obtained, and in one case no improvement was observed.

[The anti-rheumatic effect of anticoagulants had been
described before. The point of interest is the inclusion
of five cases of gouty arthritis.] A. Swan.

Treatment of Rheumatoid Arthritis with Nitrogen
Mustard. Preliminary Report. JIMiNEZ DfAZ, C.,
L6PEZ GARCIA, E., MERCHANTE, A., and PERIANES, J.
(1951). J. Amer. med. Ass., 147, 1418. 7 refs.
Certain similarities between the actions of cortisone

and nitrogen mustard led to a trial of the latter in the
treatment of nine patients suffering from rheumatoid
arthritis at the Medical Clinic of the University of
Madrid. The results are described as spectacular, pain
and limitation of movement disappearing after the
second injection. The authors hope soon to report a
larger series of cases. D. P. Nicholson.

Experience with Nitrogen Mustard in the Treatment of
Rheumatoid Arthritis. The Myelogram in this Con-
dition. (Experiencia con metil-bis-beta-cloroetyl-amina
en la artritis reumatoide. El mielograma en la artritis
reumatoide.) LOSADA, M., ETCHEVERRY, L. R.,
DAIBER, A., and GUZMAN, C. (1952). Rev. med. Chile,
80, 164. 8 refs.
Following Jimenez Diaz's report on nitrogen mustard

in rheumatoid arthritis, the authors subjected ten patients
to treatment with methyl-bis-p-chlorethylamide. [Jimenez
Diaz used methyl-tri-fl-chlorethylamide.]
Of these patients, nine were suffering from typical

rheumatoid arthritis and one had Felty's syndrome;
seven of them were women and three were men, and the
average duration of the condition was over 4 years. The
nitrogen mustard was used in the form of " Dichloren "
or " Mechloretamine "; the total dose ranged from 11 to
16 mg., single doses being from 3 to 6 mg. according to
the patient's general condition. Most of the patients
had had previous treatment with gold and cortisone.
It is stated that seven of the patients showed some im-
provement, both subjective and objective, but that this
was transient in character. The authors' conclusion is
that the clinical improvement and improvement in the
erythrocyte sedimentation rate were not greater than in
spontaneous remissions. They could not confirm
Jimenez Diaz's observations regarding the reduction in
eosinophils and lymphocytes in the peripheral blood.
An investigation was also made of the changes in the

bone marrow of eleven patients suffering from rheumatoid
arthritis; in all the marrow cases the picture was normo-
blastic or slightly hyperplastic. In the erythrocytic series
there was a 20 to 30 per cent. increase in the erythroblasts
with a normal reticulocyte count; in the case of Felty's

It was found that there was a substantial increase in
the plasma volume in the patients with rheumatoid
arthritis as compared with the control series, and it
appeared that this was sufficient to account for their
anaemia. Transfusions of the erythrocytes from a total
of 6 to 10 pints (3 4 to 5 7 litres) of blood restored the
normal erythrocyte-plasma relationship, and this form
of therapy is regarded by the author as a valuable
measure in severely anaemic cases of rheumatoid arthritis
provided it is repeated with sufficient frequency and in
the absence of transfusion reactions. W. S. C. Copeman.

Rheumatoid Granulomatous Nodules as Destructive
Lesions of Vertebrae. BAGGENSTOSS, A. H., BICKEL,
W. H., and WARD, L. E. (1952). J. Bone Jt Surg.,
34A, 601. 4 figs, 13 refs.
A patient with rheumatoid arthritis and a subcutaneous

nodule had limitation of movement of the back; radio-
graphs of the spine showed osteoporosis and collapse of
the twelfth thoracic vertebra. Substernal pain, which
the patient had previously noted on exertion, reappeared,
and the patient died from myocardial infarction.
Necropsy revealed pericarditis of the rheumatoid type
with effusion, rheumatoid nodules at the base of the
mitral valve and at the apex of the left ventricle, and
areas of myocardial necrosis and fibrosis due to partial
coronary obstruction by atheroma. Histologically,
rheumatoid changes were seen in the joints, and the
twelfth thoracic and third lumbar vertebrae showed
invasion by granulomatous tissue, which in places
resembled a rheumatoid nodule with palisading. [The
illustrations, which accompany the article, of the histo-
logical appearances are excellent.]

In three other patients, in whom a diagnosis of
ankylosiqg spondylitis had been made, destructive lesions
in the anterior part of some of the lower thoracic or upper
lumbar vertebrae were found. The authors, being unable
to fin'd any other cause, diagnose these lesions as rheuma-
toid granulomatous nodules: no pathological material
was obtained.

[In spondylitis ankylopoietica nodule formation does
not occur.] E. G. L. Bywaters.

Preliminary Report of the Anti-rheumatic Action of
Heparin and Paritol-C in Gout and Rheumatoid
Arthritis. HOWE, G. W., ARMBRUST, C. A., LEVY,
M. D., and WAGNER, E. L. (1952). Amer. J. med. Sci.,
223, 258. 15 refs.
The anti-rheumatic effects of treatment with heparin

and with " Paritol-C " (a polysulphuric acid ester of
polyanhydromannuronic acid) were studied in five cases
of " acute, non-tophaceous, gouty arthritis ", six cases of
active subacute rheumatoid arthritis, and two cases of
acute non-specific arthritis. Heparin was given sub-
cutaneously in doses of 200 and 300 mg. every 12 hours;
Paritol was administered intravenously, 3 to 4 mg. per
kg. body weight being given in 5 to 10 per cent. solution
every 12 to 24 hours. The duration of the treatment
depended on the response.

In all five cases of gouty arthritis, one of which was
treated with heparin and four with Paritol, a complete
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syndrome there was a 45 per cent. increase in erythro-
blasts and a reticulocytosis of 11 per cent. In the
granulocyte series the majority of patients showed a
30 per cent. increase in stab-form neutrophil leucocytes.
Eosinophils showed a moderate increase up to 8-4 per
cent., reaching 13 5 per cent. in one case, but as the
authors rightly point out the effect of previous treatment
should be borne in mind. The monocytes and lympho-
cytes were within normal limits. The megakaryocytic
counts were normal or slightly increased, with the excep-
tion of the case of Felty's syndrome in which no mega-
karyocytes were found and only scanty platelets. Plasma
cells were definitely increased (by 3 5 to 6 per cent.) in
four cases, and in five cases there was an increase in
reticulocytes. Nitrogen mustard treatment did not
cause any appreciable changes in the morphology of the
marrow cells. J. Mester.

Effect of Cation Exchange Resins in Preventing Water
Retention during the Treatment of Rheumatism with
Cortisone. (Azione antiedemigena delle resine a
scambio di cationi nei reumatici sottoposti a cura
cortisinica.) LUCHERINI, T., and VENIALI, G. (1952).
Minerva med., Torino, 43, 821. 4 refs.
Disturbance of electrolyte balance is one of the

undesirable side-effects of protracted treatment with
cortisone, which leads to sodium chloride retention and
potassium loss, thus producing oedema, increase in
weight and polydipsia, accompanied by hypochloraemic
alkalosis, muscular weakness, and changes in the
electrocardiogram. Treatment with mercurial diuretics,
ammonium chloride, and low-chloride and high-
potassium diet, has proved unsatisfactory.

Cation exchange resins have been found effective in
preventing water retention in hepatic cirrhosis, Cushing's
syndrome, and nephrosis. These resins have a complex
structure which enables them to take up one ion, such
as potassium, in exchange for another, such as
ammonium. The authors used, a mixture containing
59 per cent. of a carbosilicate resin, 29 per cent. of its
potassium salt, and 12 per cent. of a polyaminic-formalde-
hyde anion exchange resin (" Carboresin "). This
mixture is reputed to prevent the danger of hypopotas-
saemia, and especially the unwelcome acidosis caused by
the liberation of chlorides, the anion-exchange part of
the mixture eliminating the danger of low alkaline
reserve. The mixture was given orally in doses of 15 g.
daily for 5 to 7 days, and repeated if necessary. In
patients with concurrent prolonged cortisone treatment
the same amount was given for 10 days, and then every
3 days during cortisone administration.

In oedematous patients this treatment produced an
immediate and considerable increase of diuresis, with
concomitant loss of weight. In patients who received
the treatment from the beginning of cortisone therapy
there was no disturbance of electrolyte metabolism and
no sign of oedema. The dose of 15 g. daily is much
lower than the 40 or 50 g. used in hepatic cirrhosis, but
was usually sufficient, and was well tolerated by patients
having a prolonged course of cortisone (up to 50 mg.
daily). The blood potassium level was not significantly
influenced. V. C. Medvei.

ACTH in the Treatment of Juvenile Rheumatoid Arthritis.
[In English.] VESTERDAL, J., REMVIG, O., and
SPRECHLER, M. (1952). Acta paediatr., Stockh.,
41, 145. 4 figs, 9 refs.
A description is given of the treatment at the National

Hospital, Copenhagen, of seven children suffering from
juvenile rheumatoid arthritis with daily doses of 24 i.u. of
corticotrophin given for 6 to 14 days and then gradually
reduced. A good effect was seen in most instances, but
on cessation of treatment symptoms tended to recur.
It is concluded that corticotrophin is indicated for those
who are developing deformities, or where deformities are
present without osseous ankylosis. D. P. Nicholson.

Cortisone and Gold Therapy in Chronic Rheumatoid
Arthritis. THOMPSON, H. E., and ROWE, H. J. (1952).
Ann. intern. Med., 36, 992. 7 refs.
To determine whether cortisone and gold given con-

currently were more effective than when either drug was
given separately, three groups of patients with rheuma-
toid arthritis were studied:

(1) To eight patients who were already receiving gold
injections cortisone was given in addition for 6 to 18
months. The response to cortisone was good in all
cases, but all relapsed on its withdrawal and it is evident
that the addition of the hormone did not increase the
effect of gold.

(2) To thirteen patients both drugs were given con-
currently for similar periods, starting simultaneously.
In three of these a significant remission occurred and was
maintained on withdrawal of cortisone, in one case for
229 days. Dermatitis occurred in only one of the seven
patients who had had previous reactions to gold. The
functional capacity increased in all these patients.

(3) Cortisone alone was given to 42 patients, with a
consequent increase in functional capacity; in one case
this was maintained on withdrawal of cortisone.
The authors conclude that a combination of gold

and cortisone is superior to cortisone alone in the treat-
ment of rheumatoid arthritis, and that it elicits an excel-
lent therapeutic response with an increase in functional
capacity and a complete remission in some cases. In
patients who receive only moderate benefit from gold
alone, however, the addition of cortisone does not
produce an arrest of the disease. [As they rightly
state, the number of patients in each group was not
sufficient for statistical analysis and their conclusions
must be regarded as provisional.] Oswald Savage.

Haematological Changes in Patients with Rheumatoid
Arthritis Treated with ACTH or Cortisone. (Modifica-
tions hematologiques observees chez des malades
atteints de polyarthrite chronique evolutive traites par
1'ACTH ou la cortisone.) LAYANI, F., ASCHKENASY, A.,
PAUWELS, R., and Puyo,, G. (1952). Sem. H6p. Paris,
28, 1119. 3 figs, 20 refs.
In spite of the extensive literature which has accumu-

lated on th_ subject of cortisone and corticotrophin
(ACTH), the specific action of these substances on the
blood picture of chronic rheumatoid arthritis does not
emerge very clearly. The present study was carried out
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shows a striking change after 16 days of ACTH therapy
(probably greater than can be accounted for by variation
from site to site within the knee-joint). No details,
however, are given of dosage, of any other criteria of
response, or of the time at which the biopsies were per-
formed following the start of therapy except in the five
cases used for illustrations.] ,E. G. L. Bywaters.

Compound F used Orally in Patients with Rheumatoid
Arthritis. BOLAND, E. W., and HEADLEY, N. E. (1952).
J. Amer. med. Ass., 148, 981. 23 refs.
The only steroid compound which has so far been

found to exert a therapeutic effect comparable to that of
cortisone is Kendall's Compound F (17-hydroxycortico-
sterone; hydrocortisone), which is at present, unfor-
tunately, more expensive to produce than cortisone itself.
The authors administered this substance in its free form
(as opposed to the acetate) to fifteen patients with chronic
rheumatoid arthritis. They found, as they expected,
that the activity of the disease was suppressed in highly
effective fashion, and that short-term administration
maintained excellent control of the rheumatic mani-
festations. Suppression occurred more rapidly and with
smaller doses than was the case when cortisone was used,
and the erythrocyte sedimentation rate fell to within
normal limits sooner. Free Compound F was also
found to be consistently more effective in maintaining
anti-rheumatic control, the required dosage of cortisone
acetate being I 43 to I - 7 times as great, the average ratio
being I 56: 1. Thus the potency of free Compound F
would appear to be roughly 50 per cent. greater than that
of cortisone acetate.

This greater potency did not appear to be accompanied
by a corresponding increase in tendency to produce
adverse side-effects. Indeed, in several patients minor
side-effects which had been present during the adminis-
tration of cortisone disappeared or diminished when
the treatment was changed to equally effective doses of
free Compound F. Free Compound F appeared to be
similarly superior to Compound F acetate in potency.
The therapeutic evaluation of free Compound F must,
however, await a final assessment of the results of long-
term treatment studies. W. S. C. Copeman.

Treatment of Rheumatoid Arthritis with Butazolidin.
CURRIE, J. P. (1952). Lancet, 2, 15. 4 refs.
It has been observed that the relief of pain in rheu-

matoid arthritis was much greater when amidopyrine
was administered in the injectable form as " Irgapyrin "
than when the equivalent blood concentration was
obtained by its administration by mouth. In addition
" Irgapyrin " appeared to reduce joint swelling. This
paper describes a carefully controlled investigation of
the value of the solvent used in the preparation of
" Irgapyrin ", namely, Butazolidin (1 :2-diphenyl-3:5-
dioxo-4-n-butylpyrazolidine,, a substance of low toxicity.
Its pharmacology is discussed.
At Glasgow Royal Infirmary 81 cases of rheumatoid

arthritis were selected by the usual diagnostic criteria
[although their plasma viscosity should have been raised

at the H6tel-Dieu, Paris, on 22 patients with typical
rheumatoid arthritis who had been given no treatment
for a week before the start of the investigations reported.
They were then given a minimum period of 15 days'
treatment with one of these hormones.

Both substances produced a moderate increase in the
erythrocyte count and in the haemoglobin content of the
blood. The increase in the haematocrit reading was

more marked in most cases, the erythrocyte volume
being apparently increased as the result of intracellular
water retention. Both substances increased the poly-
morphonuclear leucocyte count, and at the same time
produced a fall in the eosinophil count, which was more
marked after ACTH than after cortisone. The fall in
the E.S.R. and in the serum content of both fibrinogen
and gamma globulin was also more rapid and more
marked after ACTH. W. S. C. Copeman.

Effect of Cortone and ACTH on the Histopathologic
Lesions of Rheumatoid Arthritis. NORCROSS, B. M.,
LOCKIE, L. M., CONSTANTINE, A. G., TALBOT, J. H.,
and STEIN, R. H. (1952). Ann. intern. Med., 36, 751.
10 figs, 13 refs.
A histological study was made at the Buffalo General

Hospital, New York, of tissue from 27 patients with
rheumatoid arthritis, from two with rheumatoid spon-
dylitis, and from one with rheutnatoid arthritis associated
with psoriasis, the aim being to demonstrate the changes
which occur in the lesions after the administration of
cortisone and ACTH (corticotrophin). Muscle biopsy
was performed on all thirty patients, nodule biopsy on
twelve (on three both before and after hormone therapy),
and synovial-membrane biopsy on two before and after
therapy. The muscle lesions were divided into:

(1) inflammatory nodules, Grades 1 to 3 (based on the
number of lymphocytes in the cell collections);

(2) degenerative lesions, Grades 1 to 3 (based on the
degree of muscle atrophy, fibre swelling, and increase
of sarcolemmal nuclei).
Only patients with Grade-2 lesions in both categories

were used in assessing the effect of the hormones. Such
lesions were present in eleven patients, and in eight of
them there was a definite improvement, the inflammatory
nodules disappearing in five cases and showing regression
in three; the degenerative lesions also improved, but to
a lesser extent. The subcutaneous nodules altered
considerably, the smaller nodules disappearing and the
larger nodules becoming smaller; in two out of three
cases, comparison of nodules removed before and during
therapy showed a definite histological change, the
palisade layer having practically disappeared and the
round-cell infiltration being diminished. The authors
remark, however, that this alteration may represent
a stage in the evolution of the lesion rather than a specific
effect of the hormone. The .synovial membrane
appeared to become normal in both the patients under-
going biopsy; on gross inspection and histologically there
was a marked decrease in vascularity and oedema, with
reduction of cellular reaction. There was no delay in
wound healing in any of the patients.

[The synovial membrane illustrated in one patient
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ANNALS OF THE RHEUMATIC DISEASES
-and not reduced]. They were given daily intramuscular
injections of 1 g. Butazolidin in a 20 per cent. solution
and of normal saline for 10 days each. The cases were
assessed before treatment and at 10 and 20 days after.
Of the 81 patients, 77 showed subjective improvement
with lessened pain and freer movement, and in 24 cases
there was measurable objective evidence of improvement.
It is considered highly significant that 30 per cent. of
-cases of rheumatoid arthritis should show objective
improvement in the short space of 3 weeks. No electro-
lyte shift was observed nor any change in the eosinophil
count or 17-ketosteroid excretion. The author con-
cludes by claiming that " as an anodyne in cases of
rheumatoid arthritis, Butazolidin is quite exceptionally
effective ". Harry Coke.

Plasma and Red Cell Catalase in Rheumatoid Arthritis.
JEFFREY, M. R. (1952). J. Lab. clin. Med., 39, 390.
4 refs.

Serum Iron Content in Rheumatoid Arthritis. (Das
Serumeisen bei der chronischen Polyarthritis.) FERSTL,
A., and SCHMID, J. (1952). Wien. Z. inn. Med., 33, 141.
7 figs, 37 refs.

Significance of the Agglutination of Sensitized Sheep's
Erythrocytes in Rheumatoid Arthritis. (Die Bedeutung
der Haemagglutination sensibiliserter Schaferythrozy-
ten bei chronischer Polyarthritis.) EHRmANN, G.,
FERSTL, A., NEUMAYR, A., and SCHMID, J. (1952).
Wien. Z. inn. Med., 33, 81. 2 figs, bibl.

Agglutination of Sensitized Sheep's Erythrocyte by the
Serum of Patients with Rheumatoid Arthritis. (Aglutina-
cion de los globulos rojos de carnero sensibilizados por
el suero sanguineo de los enfermos de artritis
reumatoide.) ALES REINLEIN, J. M., and ARJONA
TRIGUEROS, E. (1952). Rev. clin. esp., 44, 169. 16 refs.

Plasma Fibrinogen and the Sedimentation Rate in
Rheumatoid Arthritis, and their Response to the
Administration of Cortisone and Adrenocorticotropic
Hormone (ACTH). FLETCHER, A. A., DAUPHINEE,
J. A., and OGRYSLO, M. A. (1952). J. clin. Invest.,
31, 561. 8 figs, 25 refs.

Nitrogen Mustard in Rheumatoid Arthritis. (L'azoiprite
nell'artrite reumatoide.) CONESTABILE, E., NATALE, P.,
and CERIMELE, E. (1952). Policlinico. Prat., 59, 333.
7 figs, 9 refs.

Rheumatoid Arthritis: Sanocrysin Treatment and Prog-
nosis. SNORRAsON, E. (1952). Acta med. scand.,
142, 249. 2 figs, 18 refs.

Butazolidin in Rheumatoid Disorders. A Plreliminary
Report. SMrrH, C. H., and KUNZ, H. G. (1952).
J. med. Soc. N.J., 49, 306.

Results of Treatment of Rheumatoid Arthritis with
Phosphocrysol. (Risultati clinici nella cura della
poliartrite cronica primaria ottenuti con il Fosfo-
crisolo.) Rizzi, M. (1952). Minerva med., 1, 1177.
5 figs, 13 refs.

Circulation and Elimination of Organic Copper Com-
pounds used in the Treatment ' of Inflammatory
Rheumatism. (Circulation et elimination des compos6s
organo-cupriques utilises dans le traitement des
rhumatismes inflammatoires.) TRAVERSE, P. M. DE,
DEPRAITERE, R., and JACQUELINE, F. (1952). The'rapie,
7, 148. 1 ref.

Clinical Evaluation of Chloroethylamine in the Treatment
of Rheumatoid Arthritis. (Valutazione clinica del
trattamento della poliartrite cronica primaria con
cloroetilamine.) GALLI, T., and MANNETTI, C. (1952).
Reumatismo, 4, 289. 5 figs, bibl.

Effect of Contrast Baths on the Vasomotor Response of
Rheumatoid Arthritis Patients. FRicKE, F. J., and
GERSTEN, J. W. (1952). Arch. phys. Med., 33, 210.
3 figs, 10 refs.

Clinical and Radiological Aspects of the Involvement of
the Hip Joint in Rheumatoid Arthritis and Ankylosing
Spondylitis. (Aspects cliniques et radiologiques de
l'atteinte de la hanche dans la polyarthrite chronique
evolutive et la spondylarthrite ankylosante.) FORESTIER,
J. (1952). Rhumatologie, 2, 49. 5 figs, 2 refs.

Involvement of the Hipatic Parenchyma in Felty's
Syndrome. (Ober Leberparenchymaffektion beim
Felty-Syndrom.) SCHNEIDERBAUR, A., and SAMc, V.
(1952). Wein. med. Wschr., 102, 585. 33 refs.

A Case of Rheumatoid Arthritis in an Acromegalic
Patient. (A propos d'un cas de polyarthrite chronique
evolutive chez une patiente acromegalique.) RIzZI, M.,
and SUTER, K. (1952). Rhumatologie, 3, 110. 5 refs.

Deaths from Rheumatoid Arthritis, 1940-1949. BROOKE,
E. M. (1952). Monthly Bull. Minist. Hlth (Lond.),
11, 57. 2 figs.

(Osteo-Arthritis)
Generalized Osteo-arthritis and Heberden's Nodes.
KELLGREN, J. H., and MOORE, R. (1952). Brit. med. J.,
1, 181. 9 figs, 16 refs.
From a study of 391 cases of osteo-arthritis the authors

have defined a clinical entity which they term " primary
generalized osteo-artfiritis ". This entity occurs most
frequently in middle-aged women, and is characterized
by a distinct pattern of joint involvement which they
describe in detail. Each affected joint passes through an
initial painful and more or less acute arthritic phase, and
since this process is not confined to the terminal phalanges
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In two cases there was anterior subluxation of the atlas
on the axis; one of these patients developed numbness and
tingling in the arms and legs shortly before admission to
hospital. The other two dislocations were of C 5 on
C 6, and of C 6 on C 7 respectively. In one of the cases
of atlanto-axial subluxation, the deformity appeared to
be fixed, and head traction and other measures were
unsuccessful in correcting it; in the other, treatment by
continuous head traction for 6 weeks relieved the
symptoms, and reduction was confirmed radiologically.
In the case of subluxation of C 5 on C 6 reduction and
relief of symptoms were also obtained by continuous
head traction, while the fourth patient refused treatment.
The authors point out that hyperaemia, capsular

distension, and ligamentous relaxation, such as may
occur in active rheumatoid spondylitis, are important
factors in the aetiology of these spontaneous cervical
dislocations.
The desirability of surgical fusion of the involved

segments of the spine is discussed. The advantage of
such surgical treatment in ppeventing recurrence is obvious,
but the poor general condition of the patient often makes
operation rislcy; moreover, fusion of the affected joints
may occur spontaneously in time. C. E. Quin.

Natural History of Ankylosing Spondylitis. (Sul noso-
grafismo della spondilite anchilosante.) LUCHERINI, T.,
and CECCHI, E. (1952). Reumatismo, 4, 125. 22 figs,
bibl.
The authors report their observations on twelve cases of

ankylosing spondylitis seen at the Rheumatism Centre of
the University of Rome during 1951. The patients' ages
varied between 20 and 76, and only one was female.
The cutaneous manifestations took the form of striae

in four cases in the region of the knee, where a rheumatic
lesion was consistently demonstrated; and in one case
on the back, where they formed a herring-bone pattern
radiating from the midline downwards and outwards;
in five cases there was dilatation of the small cutaneous
veins of the side of the chest wall, as has been reported
a number of times by North American authors.
One patient had a generalized psoriasiform eruption,

and the clinical picture deteriorated progressively.
Evidence of focal sepsis was demonstrated in a number

of cases and in one case there was active pulmonary
tuberculosis, but there was not thought to be any
relationship between the tuberculosis and the spondylitis,
except in so far as the former would tend to aggravate
the latter.

Arthritis which was found in all cases of the series,
usually took the form of a polyarthritis of the ankles,
shoulders, knees, hips, elbows, and wrists, decreasing in
that order and relatively much less frequent in the meta-
carpal and metatarsal joints. In all cases there was
sacro-iliac arthritis.
The authors conclude that ankylosing spondylitis is

not an infective inflammatory process (though the initial
stimulus may be of an infective nature), but a particular
proliferative process analogous in histological aspects to,
a special type of enchondroma of the intervertebral disk.
In the present state of our knowledge it is their conviction

of the fingers (where it is well recognized) there is a
danger of the condition being mistakenly diagnosed as
rheumatoid arthritis. The other clinical and radiological
features which distinguish this syndrome are well
described.
The authors regard generalized osteo-arthritis as a

constitutional disease resulting from an inherited defect
similar to that which gives rise to " idiopathic" Heber-
den's nodes. They consider that much can be done
to help sufferers from this disease by the proper manage-
ment of their complaints, although there is no specific
treatment available. W. S. C. Copeman.

Peripheral Ischaemia as the Basis of Joint Disease.
(Serial Angiography of the Periarticular Blood Vessels.)
LEB, A. (1952). Brit. J. Radiol., 25, 140. 5 figs, 6 refs.
The author describes a technique for peripheral angio-

graphy of the upper limb in cases of osteo-arthritis of
the hand, as used at the Central Roentgen Institute,
Graz. The brachial artery is exposed at the elbow and
6 ml. of thorotrast injected. (This medium is preferred
to the organic iodine compounds, which cause spasm in
the peripheral vessels.) The injection takes 2 or 3
seconds and the first radiograph is taken during the
injection. Further films are taken at 5-second intervals
for the first minute, and at 15- to 30-second intervals
during the second minute.
The characteristic finding in osteo-arthritis is a reduc-

tion in arterial blood flow, the lumen of the digital
arteries being reduced and venous stasis being present.
The author considers that the peripheral vascular damage
precedes the joint lesion and may be the cause of it.

D. E. Fletcher.

Preventive Treatment of Arthritis of the Hip. (Le traite-
ment preventif de la coxarthrose.) GRABER-DUVERNAY,
J. (1952). Rhumatologie, 2, 67. 2 figs, 4 refs.

Functional Prognosis of Arthritis of the Hip. (Le pronostic
fonctionnel de la coxarthrie.) FRAN4OoT, F. (1952).
Rhumatologie, 2, 62. 1 ref.

Thoracic and Anginal Pain in Cervical Osteo-arthritis.
(Douleurs thoraciques et angineuses au cours de la
cervicarthrose.) RAVAULT, P. P., VIGNON, G., and
BRUEL, P. (1952). Rev. Rhum., 19, 320. 29 refs.

(Spondylitls)

Nontraumatic Cervical Dislocations in Rheumatoid
Spondylitis. KORNBLUM, D., CLAYTON, M. L., and
NAsH, H. H. (1952). J. Amer. med. Ass., 149, 431.
6.figs, 11 refs.
The authors, from the Cushing Veterans Administra-

tion Hospital, Framingham, Massachusetts, report the
cases of four patients suffering from ankylosing spondy-
litis who developed non-traumatic cervical dislocation.
The onset was insidious, with pain in the neck and pro-
gressive development of rotation and flexion deformities.
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ANNALS OF THE RHEUMATIC DISEASES

that there is no valid argument against classifying
ankylosing spondylitis as a vertebral variety of
rheumatoid arthritis. Edgar J. Gatt.

Rheumatoid Spondylitis. MYERSON, R. M. (1952).
Delaware St. med. J., 24, 69. 5 refs.

Senile Ankylosing Vertebral Hyperostosis. (De l'hyperos-
tose ankylosante vertebrale senile.) Orr, V. R. (1952).
Rhumatologie, 3, 104. 4 figs, 6 refs.

Senile Ankylosing Hyperostosis of the Spine. (Zur Frage
der " Senilen ankylosierenden Hyperostose der
Wirbelsaule ".) Orr, V. R. (1952). Z. Rheumaforsch.,
11, 95. 6 figs, 7 refs.

Juxta-discal Bony Bridges. Macroscopic Study of a
Specimen from a Case of Ankylosing Spondylitis.
(Ponts osseux juxta-discad'x. etude macroscopique
d'une pi6ce de spondylarthrite ankylosante.) JAC-
QUELINE, F., and RoTES-QUAROL, J. (1952). Rev.
Rhum., 19, 445. 2 figs, 18 refs.

(Miscellaneous)
Observations on Weather-Sensitive Arthritis during

Controiled Exposures to Low and High Atmospheric
Pressures. JoNEs, H. L., and REEVES, E. (1952).
J. Aviat. Med., 23, 77. 17 refs.
The effects on joint pain of repeated exposures to

increased barometric pressures (up to half an atmosphere)
in a high-pressure chamber were studied at the U.S.
Naval Air Station, San Diego, in six subjects with chronic
arthritis, all of whom claimed that the approach of bad
weather caused an exacerbation of their joint symptoms.
The subjects were exposed to varying pressure increases
or to normal atmospheric pressure for periods of varying
duration without knowing when changes were made, and
recorded their subjective assessment of pain in a given
joint at 5-minute intervals according to an arbitrary scale.
Pain responses in two subjects (one with rheumatoid
arthritis and one with traumatic osteo-arthritis) and
possibly in a third (osteo-arthritis) suggested that
exposure to a rise in barometric pressure of half an
atmosphere for about one hour had a definite effect in
decreasing pain. Joint pain was uninfluenced in the
fourth patient, pain estimations in the remaining two
were invalidated by psychological factors and multiple
joint involvement. Further investigations along these
lines are indicated, especially in view of the possible role
of weather changes as " stressor " agents in the aetiology
of rheumatic disease. Ellis Dresner.

Pathology of Pleonosteosis. (Zur Pathologie der Pleon-
osteose (Leri).) MATERNA, A. (1952). Beitr. path.
Anat., 112, 112. 15 figs, 36 refs.
In 1922 Leri described a family in which three indivi-

duals (the father and two children) were affected with a

condition manifested by dwarfism, irregular thickening of
limb bones, and flexional deformities of the fingers. He
gave the name " pleonosteose " (superfluous ossification)
to the syndrome, which is now usually grouped with two
other rare familial conditions, the Morquio-Brailsford
syndrome, and the Pfaundler-Hurler syndrome (gar-
goylism), the entire group being known as the endo-
chondral dysostoses or chondro-osteo dystrophies. The
skeletal changes in the three types have certain similarities,
but pleonosteosis shows a dominant mode of inheritance,
while the other two are recessive. [British and American
literature contains little reference to pleonosteosis; one
article, however, by Watson-Jones (J. Bone Jt Surg.,
1949, 31B, 560) directs attention to the soft tissue changes
present in the condition, and gives a bibliOgraphy,
mainly French, up to 1949.]
So far, descriptions of the chondro-osteo dystrophies

have dealt chiefly with the clinical pattern and the
observed radiographic changes, but little has been said
concerning their underlying pathology or of the
mechanism by which the genetic abnormality affects the
developing skeleton. The present paper makes a start in
this direction by putting on record the gross and micro-
scopical bone changes found post mortem in a case of
pleonosteosis studied in Czechoslovakia during the period
of German occupation. Two brothers and their father
were affected, but details were available for only one of
the brothers who died at the age of 39 with infective
hepatitis and old rheumatic carditis. His skeleton
showed what are regarded as the characteristic changes
of the condition. He was of short stature, with a
conspicuously short neck; the large skull had a thickened
vault and there was exaggerated growth of the facial
bones. The spine showed thoracic kyphosis and lumbar
lordosis, and the intervertebral disks were " ballooned ",
giving the vertebral bodies a narrowed bi-concave outline;
one thoracic vertebra was grossly collapsed anteriorly.

Histological study showed that an excess of irregularly
arranged trabeculae of the medullary spongiosa, and not
thickening of the cortical bone, was responsible for the
irregular bone structure. There was a general lack of
osteoblastic and osteoclastic activity, and numerous small
fractures were present, particularly in the skull, the
vertebrae, and at the ends of the long bones. In the
vertebrae, bony collapsewith cyst-formationwas frequent.
There was also absence of haematopoietic marrow, and
numerous Schmorl's nodes were present. Many of the
bones contained areas of cartilage which were thought
to be either persistent developmental foci, or areas of
callus consequent on fracture and bony collapse. A
severe degree of osteo-arthritis was present in the hip-
joints, and was regarded as secondary to the local
alterations in bony structure.
The author"regards the pathogenesis of pleonosteosis

as not yet elucidated. He notes a similarity of the
histological changes present to certain other bone
diseases, but attributes this to the limited potentialities
of reaction of the skeletal tissues rather than to essential
affiliations of the disease process. It is unfortunate, as
the author points out, that clinical radiographs of the
affected bones could not be illustrated, but this material
was destroyed in the war. H. A. Sissons.
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methods the author examined a series of 37 patients at
the Westminster D.V.A. Hospital, London, Ontario, at
least two, and sometimes all three techniques being used
in each case.
The results definitely favoured air or oxygen injection,

which produced good visualization in practically all
cases. The radiological diagnosis was proved correct
at operation in nine out of eleven cases of suspected
meniscus injury. In addition, the cruciate ligaments,
synovia, and soft-tissue loose bodies were well seen.
The results of diodone arthrography were not so good,
satisfactory visualization being obtained in less than half
the cases examined. Of'the eleven cases of meniscus
injury, a definite diagnosis could be given by this method
in four only. The density of the medium obscured much
soft-tissue detail. Vacuolization produced good visual-
ization in only about 10 per cent. of cases and is con-
sidered of limited value.

[The paper is well illustrated by excellent illustrations,
several examples being given of the appearances of the
same joint as shown by the three different methods.]

D. E. Fletcher.

Arthrography of the Shoulder. NELSON, D. H. (1952).
Brit. J. Radiol., 25, 134. 12 figs, 9 refs.
The technique employed for diodone arthrography of

the shoulder at St. Mary's Hospital, London, is described.
The needle is introduced 1 inch (2 5 cm.) anterior to the
acromio-clavicular joint until its point is embedded in
the articular cartilage of the head of the humerus, and
then withdrawn slightly. (It is important to use a needle
with a short bevel so as to avoid simultaneous injection
into joint space and soft tissues.) An injection of 8 to
10 ml. 35 per cent. diodone is then made under screen
control and a film is taken with the needle in situ to
indicate the site of capsular puncture. Three routine
antero-posterior views are then taken with the humerus in
internal rotation, mid-position, and external rotation.
The normal arthrogram shows four distinct features:
(1) a thin meniscus outlining the articular cartilage on

the upper half of the humeral head,
(2) filling of the subcoracoid bursa,
(3) a pool of medium in the inferior joint recess,
(4) delineation of the synovial sheath of the long head

of biceps.
The subacromial bursa is filled only in the presence

of an effusion. Normally the injection is painless, and
any acute pain usually indicates extracapsular injection.
Pain frequently occurs about half an hour after the
examination, however. The appearances in cases of
rupture of the supraspinatus tendon are described in
detail, three grades of severity being distinguished.
The essential feature is the extension of medium beyond
the normal confines of the joint. In the minimal tear
there is a fine hair-line extension of the normal meniscus
in the region of the tendon insertion. With more severe
tears the medium can be seen on successive films extending
progressively into the bursa and soft tissues. Arthro-
graphy was performed in a number of cases of frozen
shoulder, but showed only obliteration of the inferior
recess. In osteochondromatosis purely cartilaginous

7B

Treatment of Rheumatic Conditions with a Compound
containing Copper and Sodium Salicylate ("Permalon").
(Ober die Behandlung rheumatischer Erkrankungen
mit einer Kupfer-Natrium-Salizylat-Komplexverbin-
dung (Permalon).) HANGARTER, W., and LUBKE, A.
(1952). Dtsch. med. Wschr., 77, 870. 8 refs.
In 1939 the senior author noted that Finnish copper-

miners were almost free from rheumatic affections
although the incidence was high in the rest of the popula-
tion. The authors believe that copper exerts a beneficial
effect on focal sepsis and that in combination with sodium
salicylate, as in " permalon ", it gives good therapeutic
results. Permalon is non-toxic, and the blood salicylate
level need not exceed 20 to 24 mg. per 100 ml. for satis-
factory response; the contents of one ampoule (20 ml.,
containing 2 g. salicylic acid and 2 5 mg. copper) are
injected intravenously daily for 8 to 14 days. To obtain
comparable results with oral medication with salicylates
alone would require a blood salicylate level of 35 mg.
per 100 ml. and there would be many side-effects.
Excellent results are claimed in rheumatic fever and other
conditions, and less dramatic ones in rheumatoid and
infective arthritis. [Among the " rheumatic affections "
treated with excellent results were two cases of erythema
nodosum and five of " sciatica-lumbago " ! Clinical
details are almost non-existent.] D. Preiskel.

Comparative Study of the Radiological Changes in the
Hip in Rheumatoid Arthritis and Ankylosing Spondylitis.
(Etude comparative des alterations radiologiques des
hanches dans la polyarthrite chronique evolutive de
l'adulte et la spondylarthrite ankylosante.) JACQUELINE,
F. (1952). J. Radiol. Electrol., 33, 219. 7 figs.
The radiologic appearances of the hip joint in

rheumatoid arthritis and in ankylosing spondylitis with
involvement of the hip joints differ greatly. In the early
stage of rheumatoid arthritis the head and acetabulum
show an irregular outline and a thin zone of dense bone
adjoining the articular surfaces; most of the changes
are seen in the upper and inner part of the joint, which is
the zone of greatest pressure. In the more advanced
stages of the disease the destructive process is more
pronounced; here the head may be displaced upwards
while the width of the articular space is reduced.

In ankylosing spondylitis the joint space may be
narrowed or normal, but there are no destructive changes.
The typical changes are dense linear streaks crossing the
articular space and joining the head to the acetabulum;
even in advanced cases a faint outline of the little-changed
joint may be seen through the streaky formation.

A. Orley.

Comparative Study of Arthrography of the Knee Joint.
HAUCH, P. P. (1952). Brit. J. Radiol., 25, 120.
15 figs, 4 refs.
Visualization of the internal structure of the knee joint

may be accomplished by the injection of gas or a liquid
contrast medium into the joint, or by the procedure of
vacuolization, in which traction and forced abduction
and adduction are applied to the joint, no injection being
made. In order to compare the merits of these three
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ANNALS OF THE RHEUMATIC DISEASES
joint bodies may be demonstrated. In rupture of the
long head of biceps the tendon sheath, which normally
fills, fails to do so, but this condition should be obvious
clinically, and arthrography is unlikely to be necessary in
any but exceptional cases. D. E. Fletcher.

Neuropathies caused by Bony Spurs in the Cervical Spine,
with Special Reference to Surgical Treatment. ALLEN,
K. L. (1952). J. Neurol. Neurosurg. Psychiat., 15, 20.
8 figs, 4 refs.
In this paper are reported nineteen cases of spinal cord

or root compression from spurs in the cervical spine
operated upon at the Johannesburg Hospital, South
Africa. In all cases there was brachialgia or progressive
root and cord involvement, or both, which had resisted
conservative treatment. In only one case was a small
amount of prolapsed disk material found, but in all
there was a bony spur traversing the canal from side to
side and with varying degrees of hypertrophy of the
overlying posterior common ligament.
A detailed description of eight of the cases is given,

together with clinical and operative findings. Patients'
ages ranged from 27 to 73 years, and in only three cases
was generalized osteo-arthritis present. Radiological
examination showed the spurs to be double lips arising
from adjacent vertebral bodies, tapering and curving
towards each other and projecting I in. (3 mm.) or more
outside the normal vertebral-body contour. At opera-
tion the spurs were seen to form a ridge extending across
the posterior aspect of the vertebral bodies from one
intervertebral foramen to the other. There were usually
one or more " high points " on the ridge, in most cases
laterally placed but sometimes in the midline. The
spurs were composed of cancellous bone enclosed in a
thin shell and covered by hypertrophied posterior com-
mon ligament. The annulus fibrosus was in its normal
position, and as the edges of the spurs were tightly
opposed it seemed inconceivable that disk substance
could have prolapsed between them. The disk material
appeared to have atrophied in situ. Spur formation was
usually present at more than one level. The spur was
related to the sympathetic nerves and plexus in the
vertebral arterial canal, the mixed nerve in its dural
sleeve, the anterior fibres of the emerging nerve roots,
and the spinal cord. The cord was often found to be
kinked and displaced backwards, and sometimes to be
flattened.
On the basis of the clinical picture the cases could be

divided into two groups. In the first group there was
root involvement only. Pain was the dominating
symptom, more than one root usually being involved, so
that it was difficult to identify it as originating in any
particular root. Later, paraesthesiae and sensory loss of
dermatome distribution appeared, and these were more
valuable in locating the side of the lesion. Pain was often
unilateral, but sometimes spread to the other side.
Muscle-wasting corresponding to the affected roots
appeared later. In most cases more than one root on
the same side appeared to be involved. In the second
group cord involvement dominated the picture and pain
was seldom severe. The pyramidal tracts were usually
nvolved first; later, weakness and wasting of root

distribution in the upper limbs appeared. Sensory
disturbances seem to have been inconstant and ill-defined.
Diagnosis in both groups was made on clinical grounds
aided by radiological examination. Myelography was
required in only three of the cases, and then merely
confirmed the presence of the bony spur.

Operative indications consist of definite evidence of
root or cord involvement and resistance to conservative
treatment. Brodie Hughes.

Osteitis Deformans in Gouty and Diabetic Subjects.
(L'osteose pagetique des goutteux et des diabetiques.)
SERRE, H., and MIROUZE, J. (1952). Presse mid., 60,
595. 12 figs, 9 refs.
This is a report on six patients, two of whom had

suffered from diabetes for more than 20 years and four
from gout of several years' duration, all of whom had
developed Paget's disease. The diagnosis was confirmed
by radiological and histological evidence. The serum
acid phosphatase level in the patients with gout was
slightly, though unmistakably, raised, but there was no
evidence of prostatic malignant growth. It is argued
that in both groups vascular changes were causative
factors in the development of osteitis deformans and that
the metabolic disorders of both diabetes and gout are
capable of interfering with the mineral balance in the
skeleton. The authors suggest that these cases throw a
new light on localized forms of Paget's disease, and that
gout and diabetes could be regarded as " osteotrophic
diatheses". L. H. Worth.

Advantages and Limitations of Ultrasonics in Medicine.
SCHWAN, H. P., and CARSTENSEN, E. L. (1952).
J. Amer. med. Ass., 149, 121. 5 figs, 13 refs.
The authors explain briefly the physics and some of

the biophysical problems involved in the production of
heat by ultrasonics in tissues and other media. As a
sound wave travels through a medium a definite fraction
of the energy is absorbed in the form of heat. For
example, the absorption in muscle is about twice that in
fat; this is a definite advantage of ultrasonic heating over
electromagnetic diathermy in which the maximum heat
production is in the fatty tissue.

Since ultrasound is simply a mechanical vibration its
effects on biological material are necessarily of a physical
nature. The effects are either thermal or non-thermal,
and both may play a significant role in treatment. The
non-thermal effects can produce increased permeability
of membranes. This is explained by the " stirring "
action of sound on the solution on both sides of the
membrane, and the consequent increase in the gradient
of the ion concentration near the membrane. Another
non-thermal effect is the resonant oscillation of gas
bubbles in liquid, which can be responsible for the
destruction of cells in the tissues. High intensities of
sound may produce changes of state in the medium by
the formation of gaseous cavitation and the breaking
up of long-chain molecules.

After comparing the characteristics and advantages
of ultrasound and microwave diathermy the authors
decide in favour of ultrasound on the following grounds:
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divided into three groups according to the degree of the
deformity. Vitamin E was the sole form of treatment,
and in no case was any improvement noted.-[Author's
summary.]

Classification of Arthritis of the Hip. (Une classification
des arthroses de la hanche.) ROBERT, P. (1952).
Rhumatologie, 2, 55. 10 figs.

Restoration of Movement at the Hip in Rheumatism.
(La restauration des mouvements de la hanche dans
le rhumatisme.) HERBERT, J. J., and PAILLOT, J. (1952).
Rhumatologie, 2, 72. 6 figs, 1 ref.

Assessment of Mobility in Joints. WILLIAMS, P. 0. (1952).
Lancet, 2, 169. 2 figs.

"Rheumatism " and Skeletal Metastases. (" Rheuma"
und Skelettmetastasen.) WEINTRAUB, A. (1952).
Praxis, 41, 311. 4 refs.

Articular Disorders in Childhood. RICHMOND, J. B., and
LENDRUM, B. L. (1952). Illinois med. J., 101, 295.
3 figs, 7 refs.

Significance of Humoral Factors in the Development of
Rheumatism. (Die Bedeutung humoraler Faktoren
fur den Verlauf des Rheumatismus.) HARTMANN, F.
(1952). Z. Rheumaforsch., 11, 65. 6 figs, 21 refs.

Muscle Changes in Connection with Rheumatoid Arthritis
and Osteo-Arthritis. A Roentgenological Study of the
Extremital Fat. [In English.] INGLEMARK, B. E., and
FRANTZELL, A. (1952). Acta Soc. Med. upsaline.,
57, 83. 6 figs, 10 refs.

Progress in the Treatment of the Rheumatic Diseases.
(Fortschritte in der Behandlung rheumatischer Krank-
heiten.) SCHULZE, E. (1952). Dtsch. med. Wschr.,
77, 715. Bibl.

Treatment of Chronic Arthritis with Placental Implants.
(Die Behandlung der Arthrose mit biogenen Stimu-
latoren (Plazentaimplantation).) PFLUGER, W. (1952).
Wien. med. Wschr., 102, 561. 14 refs.

Thyroid Implantation in the Treatment of Chronic
Rheumatism. (Les implants de corps thyroide dans
le traitement du rhumatisme chronique.) MATRIN, E.,
LEPPING, C., TROUBAT, N., KEPPING, J., and CABANNE,
F. (1952). Bull. Soc. med. Hop. Paris, 68, 589.

Further Experience with Thyroid Implantation in
Arthritis. (Weitere Erfahrungen mit der Schild-
drusencinpflanzung bei Gelenkkrankheiten.) MANDL,
F., and GYRI, W. (1952). Wien. med. Wschr., 102, 550.
3 refs.

Treatment and Care of Infantile Rheumatism (Part II).
(Therapie und Heilfursorge des kindlichen Rheuma-
tismus.) STOEBER, E. (1952). Munch. med. Wschr.,
13, 599. 1 fig.

ultrasound therapy has good beaming properties,
efficiently transfers energy from the source to the tissue,
and has good depth of penetration and selective heating
effect at the interspaces. It is emphasized that care must
be exercised in its use as the therapeutic indications are
not yet established. M. H. L. Desmarais.

Present Status of Use of Ultrasonic Energy in Physical
Medicine. COUNCIL ON PHYSICAL MEDICINE AND
REHABILITATION OF THE A.M.A. (1952). J. Amer. med.
Ass., 148, 646. 11 figs, 9 refs.
The authors of this report recall the many exaggerated

claims made for the efficacy of short-wave diathermy
when it was first introduced, and point out that similar
claims are now being made for ultrasonic vibrations and
long lists of symptoms which are alleged to be relieved
by this form of treatment are being published by German
workers. As the claims made were so sweeping, animal
experiments were performed to ascertain the effects of
ultrasonic energy on the tissuws.

It was found that in the anaesthetized dog the tempera-
ture of the bone marrow and bone could be raised
without damage to the superficial tissues and that rise
in temperature was more effective than that obtained
with diathermy. The action of ultrasonic vibrations on
nerve tissue was then investigated. It was found that
they could cause paralysis of muscles by blocking the
action potentials of motor nerves; the paralysis was
sometimes followed by partial recovery. Histologically,
there was destruction of the nerve and the effect seemed
to be the same as that produced by direct heating.
Similar destruction could be caused in the spinal cord,
where it was more marked than in the peripheral nerves.
Further experiments showed that the destruction was,
in fact, produced by the heating effect of the ultrasonic
energy.

Experiments were then made on the growing bones of
young dogs, and showed that ultrasonic energy can be
very destructive to the growing bone-ends. Further
experiments were rhade on various tumours. It was
found that there was no selective action on tumour
tissue, normal tissue being damaged equally severely,
and it was not possible to destroy tumours completely.
Experiments on normal tissues in dogs and other animals
showed that all tissues in the path of ultrasonic energy
can be destroyed, the degree of destruction depending on
the type and density of the tissue and the presence or
absence of fascial barriers. A selective destruction of
hair follicles and nerve tissue could be demonstrated.
The authors conclude that ultrasonic energy is

potentially dangerous and that much more work is
needed before it can be generally employed. They
suggest that the effects which are obtained are mainly
due to heat, and that eventually it may be possible with
ultrasonic energy to obtain more valuable selective
heating. William Tegner.

Dupuytren's Contracture treated with Vitamin E.
RICHARDS, H. J. (1952). Brit. med. J., 1, 1328. 8 refs.
A series of 46 cases of Dupuytren's contracture were

treated; 24 had bilateral lesions, The patients were
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ANNALS OF THE RHEUMATIC DISEASES

Surgery of Chronic Arthritis. (Chirurgie des arthrites et
des arthroses.) HERBERT, J. J. (1952). J. int. Chir.,
22, 193. 7 figs.

Ultrasonics in the Spa Treatment of Rheumatism. (Ultra-
sons et affections rhumatismales en milieui thermal.)
FORESTIER, J., CERTONCINY, A., and LEEUW, J. DE
(1952). Rev. Rhum., 19, 332.

Experimental Studies of the Mode of Action of Salicylates.
(Experimentelle Untersuchungen uber die Wirkung-
sweise der Salizylsaure.) SCHUMACHER, H. (1952).
Z. Rheumaforsch., 11, 105. 48 refs.

Hyaluronidase and Rheumatism. (Hyaluronidase und
Rheumatismus.) HEINLEIN, H., and RATHSCHECK, R.
(1952). Arztl. Wschr., 7, 385. 2 figs, 8 refs.

Study of the Antirheumatic Efficacy of " Irgapyrin ".
(Estudio sobre la effectividad antirreumatica del
irgapyrin.) SERRA-PERALBA, A., ANGENAULT, C., and
DALMASES, R. DE (1952). Prensa med. argent., 39, 399.
l fig., 18 refs.

Two New Concepts of the Mode of Action of Salicylates
in Rheumatoid States. BENNETT, K. (1952). J. Bowman
Gray Sch. Med., 10, 47. 49 refs.

Glycuronic Acid in Chronic Joint Disease. (L'acido
glicuronico nelle artropatie.) PALTRINIERI, M. (1952).
Minerva med., Torino, 43, 267. 16 refs.

Metabolism of Glycuronic Acid in Rheumatic Disease.
(Zum Glukuronsaurestoffwechsel bei rheumatischen
Erkrankungen.) SODHOF, H. (1952). Z. Rheumaforsch.,
11, 88. 2 figs, 9 refs.

Involvement of the Hip Joint in Progressive Rheumatism.
(L'atteinte des articulations sacro-illiaques dans le
rhumatisme evolutif.) WEIL, M. P., PERROY, A., and
DUTERTRE, J. (1952). Rev. Rhum., 19, 411. 4 figs,
2 refs.

Some Concepts of Rheumatic Disease. KELLGREN, J. H.
(1952). Brit. med. J., 1, 1093. 3 figs.

Urethritis-Conjunctivitis-Arthritis Triad. (Aspects actuels
de la triade uretrite-conjunctivite-arthrite.) DAGUET, G.
(1952). Ann. Derm.- Syph., Paris, 79, 149. 10 figs, bibl.

Sciatica

Low Back Pain due to Anomalies of the Epidural Vessels.
Pathology of the Intraspinal Venous Plexus. (Lombo-
sciatiques par anomalies vasculaires epidurales.
Contribution a l'etude de la pathologie du plexus
veineux intrarachidien.) GLOOR, P., WORINGER, E.,
SCHNEIDER, J., and BROGLY, G. (1952). Schweiz. med.
Wschr., 82, 537. Bibl.
In this paper, from the Pasteur Hospital, Colmar, the

authors review 181 cases of low back pain in which they

have operated since 1948. They found that in 136 cases
(75 per cent.) the cause was herniation of a vertebral disk;
the remaining 45 cases were due to a variety of causes, the
most frequent being varicosities of the epidural vessels,
which occurred in twelve (6-2 per cent.) patients. The
clinical picture and myelographic appearance in these
cases closely resembled those in the cases due to herniated
disk, for in both lesions the radicular pain is of mechanical
origin, the abnormally dilated epidural vessels acting
like an extruded disk to cause pressure on the spinal
roots. That this occurs most frequently at the level of
L5-S1 may be explained by the anatomical fact that the
spinal roots are in the closest contact with the anterior
surface of the spinal canal at this level, and are thus more
exposed to pressure than at other levels. Discussing
the causation of the varicosity, the authors suggest that
all conditions which raise the intra-abdominal or intra-
thoracic pressure, either acutely and repeatedly or
continuously, can lead to the formation of epidural
venous dilatations.

In the authors' opinion the differential diagnosis of
epidural varic6sity from herniated disk cannot be made
before operation. In both cases the clinical picture is
very similar, and the radiographs show the same notch
at the point of pressure. They add the warning that a
herniated disk and epidural varicosity may both be
present in the same patient, as they found in a number of
their cases. In a note on contrast media the authors
deprecate the use of iodized oil for myelography in cases
of sciatica because of the pain it may cause. It may
advantageously be replaced by sodium mono-iodo-
methane sulphonate, as has been pointed out by Woringer
and others; this substance produces no undesirable effect
and gives good radiographic definition. E. Forrai.

X-ray Visualization of the Intervertebral Disk. With a
Consideration of the Morbidity of Disk Puncture.
GARDNER, W. J., WISE, R. E., HUGHES, C. R., O'CON-
NELL, F. B., and WEIFORD, E. C. (1952). Arch. Surg.,
Chicago, 64, 355. 4 figs, 15 refs.
The authors report their experience at the Cleveland

Clinic with the technique of radiological visualization of
the intervertebral disk by the direct injection of contrast
medium, as described by Lindblom (Acta orthop., scand.,
1948, 17, 231). They inject 0 5 to 2-0 ml. 35 per cent.
diodone, and immediately after the injection lateral and
antero-posterior radiographs are taken. In normal cases
the injection meets with much resistance, but is usually
painless, and the appearance is usually of a bilocular
collection of dye occupying the middle third of the disk.
With the " degenerative " type of nucleus the dye
shadow is no longer discrete, but spreads in an irregular
fashion throughout the entire disk and may extend
beyond the margin of the vertebral bodies; the injection
again meets with resistance but is painless. A similar
appearance is seen in the degenerated type with posterior
protrusion, but the dye is also present beneath the
posterior spinal ligament, which is seen to bulge into the
lumen of the spinal canal, and may be extruded into the
epidural space, the column of dye thus formed showing
a concave deformity produced by the protruding disk.
In this type of case there is less resistance to injection, and
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of the fingers, which are often misdiagnosed. A series
of 369 patients with 423 sheaths involved and 254
operations performed, is analysed. In a great majority
the condition is an occupational one and, therefore,
compensable in the industrial workers.
Although spontaneous recovery may occur, operative

release is preferable, particularly when symptoms are
present more than one month. Operative technique is
described; the importance of skin incisions along the
skin creases (transverse at the radial styloid), suturing of
the skin only, and immediate post-operative mobilization,
is emphasized.-[Authors' summary.]

Non-Articular Rheumatism (Fibrositis). LAHA, P. N.
(1951). Indian med. Gaz., 86, 551. 1 ref.

Tenosynovitis of the Long Head of the Biceps Brachii:
a Rare Form of Scapular-Humeral Periarthritis. (La
teno-synovite du long biceps forme trop peu connue
de la periarthrite scapulo-humerale.) SEZE, S. DE, and
DENIS, A. (1952). Rev. Rhum., 19, 329.

Adjuvant Method of Treatment in Obstinate Fibrositic
Periarthritis of the Shoulder. (Methode adjuvante de
traitement dans la periarthrite fibrosante rebelle de
l'epaule.) DuPois, P. V. (1952). Rev. Rhum., 19, 425.
3 figs, 9 refs.

General Pathology

Evidence that Aschoff Bodies of Rheumatic Myocarditis
develop from Injured Myofibers. MURPHY, G. E. (1952).
J. exp. Med., 95, 319. 33 refs.
The theory advanced in this paper is that myocardial

Aschoff bodies evolve from focal injury to cardiac
myofibres, and that certain elements in these lesions are
directly derived from the muscle fibre or its ensheathing
sarcolemma. The material studied was taken from
twelve patients, aged from 1 to 19 years, who died during
the first or second attack of rheumatic fever, and from
three rabbits, 5 to 22 months old. The rabbits were
examined 8 to 15 days after the last of a series of strepto-
coccal injections (as described by Murphy and Swift in
previous papers in this series (J. exp. Med., 1949, 89, 687,
and 1950, 91, 485; Abstracts of World Medicine, 1950,
7, 223, and 8, 598)). No micro-organisms were seen in
sections specially stained for the purpose in any of the
hearts examined, nor, in the rabbits, were post-mortem
blood cultures positive.
By a series of 32 photomicrographs showing com-

parable lesions in the rabbit and human beings, the author
demonstrates an apparent sequence, starting with an
injured muscle fibre surrounded by basophilic and multi-
nucleated syncytial-cell masses, " probably myogenic",
and progressing to the classical Aschoff nodule. In the
rabbit material the earliest lesions appeared in the myo-
fibrils, which became necrotic and, when stained with
haematoxylin and eosin, somewhat resembled what has
been called " fibrinoid necrosis ". They also became
surrounded with syncytial and basophilic multinucleated
cell masses originating from beneath the sarcolemma.

the patient's sciatic pain is often reproduced. In normal
disks the dye is usually visible up to 12 hours after the
injection, whereas in pathological conditions it dis-
appears within a few minutes.

In a series of 89 patients, 186 injections were attempted
and satisfactory radiographs obtained in 169. A high
correlation between the radiological diagnosis and the
findings at operation in 48 of these cases was found.
One of these patients developed an abscess of the disk,
from which Staphylococcus albus was isolated, 4 days after
injection had shown a protrusion to be present. This
was treated with antibiotics before operation. Of the
remaining 41 patients, who were treated conservatively
for periods varying from I to 7 months after the injection,
none has returned with new or different symptoms that
could be attributed to the injection.
The authors conclude that the value of this procedure

in relation to myelography cannot yet be established, and
point out the following disadvantages: (1) it is not free
from complications; (2) much experience is needed in
carrying out the injection and in interpreting the results;
and (3) a tumour of the cauda equina may easily be over-

looked which would have been seen on myelography.
W. B. D. Maile.

Kidney Changes in Gout. KESCHNER, H. W. (1952).
Delaware St. med. J., 24, 67. 2 figs, 5 refs.

Paraesthesiae and Clinical Pharyngeal Manifestations of
Gouty Rheumatism. Their Treatment with Piperazine.
(Les paresthesies et manifestations pharyng6es chroni-
ques chez les rhumatisants goutteux. Leur traitement
par la piperazine.) JACOD, M. M. (1952). Lyon med.,
186, 393.

Changes Typical of Paget's Disease in Gout. (Les
remaniements pagetiques de la goutte.) SERRE, H., and
MIROUZE, J. (1952). Rev. Rhum., 19, 432. 6 figs,
10 refs.

Non-Articular Rheumatism

Scalenus Syndrome. [In English.] GYLLING, M. (1952).
Acta chir. scand., 102, 475. 22 refs.
The author reviews the results obtained in sixteen

patients followed up from 4 months to 5 years after
operation for cervical rib, scalenus syndrome, and
brachialgia at the Red Cross Hospital, Helsinki. Very
satisfactory relief was found where before operation there
had been definite evidence of compression of the lowest
two roots of the brachial plexus. In cases where the
initial clinical features pointed to involvement of the other
roots of the plexus, or where there was radiological
evidence of spondylosis of the cervical spine, the post-
operative results were poor. John Huston.

Stenosing Tenovaginitis at the Wrist and Fingers. Report
of 423 Cases in 369 Patients with 354 Operations.
LAPIDUS, P. W., and FENTON, R. (1952). Arch. Surg.,
Chicago, 64, 475. 2 figs, 4 refs.
Attention is called to frequently occurring stenosing

tenovaginitis at the radial styloid and at the flexor sheath
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ANNALS OF THE RHEUMATIC DISEASES
In some instances, in both rabbit and human, grossly
necrotic areas of cardiac papillary muscle might be seen.
Human skelet-al muscle in one case also showed somewhat
similar degenerative lesions. It is not yet clear what
mechanism is responsible for this damage to the
myofibrils. In the lesions illustrated there was no
fibrinoid change in or between collagen fibres (as shown
in previous communications), and the author considers
that this is not an essential or primary change in the
development of the Aschoff body.
The very close similarity between the lesions developed

in a few of the rabbits subjected to repeated focal
infections and the lesion in human beings supports the
author's view that at least one factor in the pathogenesis
of rheumatic fever is repeated infection with Group A
,B-haemolytic streptococci of differing serological type.

E. G. L. Bywaters.

Structure of Connective-tissue Fibres. (CTpoeHne
BOJIOKHRCT6IX CrTqYKTYP coe,UHHTeJThHOH Ti<aHH.)
ORLOVSKAYA, G. V., and ZAIDES, A. L. (1952). Arkh.
Patol., 14, 51. 8 figs, 11 refs.
Collagen fibres of human skin, and the reticulin fibres

from embryonic skin and from the fibrous framework of
the spleen were studied histologically, biochemically, and
by means of X-ray diffraction. The transformation of
the embryonic reticulin fibres into collagen could be
observed both histologically and by x-ray diffraction.
It was seen that the embryonic reticulin fibres have a
different structure from those of the adult. It was also
established biochemically that the reticulin adsorbs less
water from the air than collagen, and that it contains a
greater quantity of non-combustible residue, less nitrogen,
more sulphur, and more carbohydrate. The argento-
philia of reticulin is probably associated with its sulphur
content. L. Crome.

Some Supravital Observations on the "L.E." Pheno-
menon. RoHN, R. J., and BoND, W. H. (1952). Amer:
J. Med., 12, 422. 10 figs, 17 refs.
A review is given of current views on the nature of the

inclusion bodies found in the polymorphonuclear
neutrophils of the bone marrow and peripheral blood
in many cases of acute disseminated lupus erythematosus
(the " L.E." phenomenon). Five cases are described,
and details are given of the method employed at Indiana
University Medical Center for demonstrating the bodies
by means of the supravital staining technique of Sabin.
Bone-marrow preparations are more reliable than peri-
pheral blood. By this method the bodies appear as
colourless amorphous masses in which neutrophilic
granules are seen, together with an autolysed nucleus
which later takes on a dark orange colour. From studies
of these preparations the authors confirm the finding of
Lee and others (Amer. J. Med., 1951, 10, 446; Abstracts of
World Medicine, 1951, 10, 302) that the bodies are
ingested autolysed polymorphonuclear leucocytes, indivi-
dual cells having been followed throughout the process
of degeneration, and their ingestion by other granulocytes
observed. Marjorie Le Vay.

Effect of Hypochromasia on the Specific Gravity and
Sedimentation of Red Cells. ROGERS, K. B. (1952).
Brit. med. J., 1, 1109. 17 refs.
The author briefly discusses from the theoretical aspect

the effect of a change in the specific gravity of the erythro-
cytes on their sedimentation rate. He points out that
owing to the high molecular weight of haemoglobin in
relation to that of the proteins of the cell stroma, a
reduction in haemoglobin content should result in a
reduction in the specific gravity of the erythrocyte and
in its rate of fall.

In 37 specimens of blood he found that the specific
gravity of the packed erythrocytes bore a direct relation-
ship to the mean corpuscular haemoglobin content
(M.C.H.C.), cells with a low M.C.H.C. having a low
specific gravity. By separating the erythrocytes and
plasma of blood from two patients with hypochromic
anaemia and a low erythrocyte sedimentation rate
(E.S.R.) and mixing them in various combinations with
erythrocytes and plasma from normochromic blood with
a high E.S.R. he showed that erythrocytes with a low
specific gravity (that is, hypochromic) sediment more
slowly than normochromic erythrocytes when suspended
in the same plasma. It is suggested that the finding of
a low E.S.R. in certain cases of severe hypochromic
anaemia (Terry, Brit. med. J., 1950, 2, 1926; Abstracts of
World Medicine, 1951, 9, 598) does not necessarily prove
that the E.S.R. is unaffected by the presence or absence of
anaemia, but may be merely an indication that in these
cases the reduction in specific gravity of the hypochromic
erythrocytes is sufficient to neutralize the sedimentation-
accelerating effect of a reduced cell concentration.

R. F. Jennison.

Histopathology of Muscle in Rheumatoid Arthritis and
Other Diseases. TRAUT, E. F., and CAMP[ONE, K. M.
(1952). Arch. intern. Med., 89, 724. 10 figs, 15 refs.
The authors, after reviewing the relevant literature,

describe their histological findings in sections of the
gastrocnemius muscle of sixteen patients with rheumatoid
arthritis, aged 41 to 80 years; three of these cases were
complicated with amyloidosis, and one with amyotrophic
lateral sclerosis. All except one had erythrocyte sedi-
mentation rates above 18 mm./hr. Similar muscle
specimens were obtained as controls from ten patients
with muscle wasting, suffering from such diseases as
Parkinsonism, hemiplegia, pulmonary tuberculosis, and
cancer. Sections were also studied from the muscles of
rabbits immobilized in plaster casts, and from several
patients with various diseases of the connective tissue
such as disseminated lupus erythematosus, dermato-
myositis with arthritis, gout, serum sickness, and rheu-
matic fever (six patients). Two blocks were taken from
each patient, one fixed in formalin and the other in
Zenker's solution, and between six and ten sections were
cut at varying levels from each block.
The rheumatoid patients showed muscle atrophy, with

fat infiltration and some focal degeneration and scarring.
There was an increase in the number of interfibrillar
nuclei which was more than could be accounted for by
atrophy. These nuclei also appeared to be larger and
paler than normal nuclei, and occasionally were grouped
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improvement was observed within I hour, and up to
12 hours.
The authors consider that their findings confirm the

original observations of Lewin and Wassen (Lancet,
1949, 2, 993; Abstracts of World Medicine, 1950, 7, 522)
of the beneficial effects of deoxycortone and ascorbic
acid in rheumatoid arthritis. To account for the conflict
that has arisen over the merits of this therapy the authors
stress the importance of time-relation between the
injection and its effect-the average duration of the
response is about 8 hours and may be only 30 minutes.
In addition, the response is inconstant, varies in
magnitude, and may be followed by exacerbation.
Reasons are given for believing that deoxycortone and
ascorbic acid act in essentially the same way as does
cortisone, but in an accelerated manner. Ellis Dresner.

to form definite cells of Sternberg type. There were
perivascular infiltrations in fifteen of the sixteen patients
with rheumatoid arthritis; no change was seen in one
patient after treatment with cortisone for 2 weeks. In
conditions other than rheumatoid arthritis a similar
atrophy and nuclear increase was seen. In both
rheumatoid arthritis and in disuse atrophy there were
focal interfibrillary collections of round cells. The
authors conclude that " perivascular infiltration was the
only unusual finding peculiar to rheumatoid arthritis in
muscles of many conditions studied ". E. G. L. Bywaters.

Cell Membrane Defect in Acute Rheumatic Fever.
AIKAWA, J. K. (1952). N.C. med. J., 13, 330. 5 refs.

ACTH, Cortisone, and Other Steroids

Assessment 'of rapidly acting Agents in Rheumatoid
Arthritis. Observations on Deoxycortone with Ascorbic
Acid, ACTH, and Cortisone. LOXTON, G. E., LE VAY,
D., and STANFORD, B. (1952). Lancet, 1, 1280.
4 figs, 30 refs.
For assessing rapid changes in the rheumatoid state,

purely objective measurements of the state of the joints
are unsatisfactory, as they are relatively insensitive, do
not confirm clinical observations, and take no account
of subjective changes. On the other hand, purely
subjective factors cannot be measured precisely enough
for test purposes. The authors therefore recommend
that such assessments be based on objectively measurable
factors which are affected by subjective changes, that is,
certain components of joint function such as range and
speed of movement, dexterity, and strength of grip.
These factors must be such that accurate measurement
can be made, and that some reasonable, even if arbitrary,
standard of normality can be fixed. The function to be
measured must also be impaired and capable of improve-
ment, while skilled functions must be avoided in which
normal standards change with practice. Joint-gonio-
metry and grip-dynamometry are too inaccurate and
insensitive to be of use in the measurement of functional
changes. With these considerations in mind the authors
have devised a technique for assessing the effect, in cases
of rheumatoid arthritis, of certain rapidly acting drugs
on the range of active joint movement and on joint
" mobility " (that is, speed of movement). For this
purpose an ingenious device is used whereby still and
cin6 photographs are taken as the patient performs
certain movements, the range and speed of which can
then be accurately measured. The results are expressed
as percentages of arbitrary normal values derived from
examination of the active range of mobility of a series
of normal joints by the sarpe technique.

In a series of measurements on 31 patients (seventy
joints) a statistically significant degree of improvement
followed within an hour of the injection of 5 mg.
deoxycortone and 1 g. ascorbic acid in 21 cases, but no
significant change followed saline injections. The
improvement was not usually maintained for longer than
a week. In three out of four patients who were given
25 mg. corticotrophin intravenously, a well-marked

Changes in Carbohydrate Metabolism during Treatment
with Cortisone and their Explanation. (Petude et essai
d'interpretation de certains troubles du metabolisme
glucidique observes au cours du traitement par la
cortisone.) COSTE, F., BONFILS, S., DELBARRE, F., and
CIVATrE, J. (1951). Pr. med., 59, 1565. 12 refs.
The authors have studied glucose metabolism in

patients receiving cortisone for the treatment of arthritis
at the Rheumatological Clinic of the Paris Faculty of
Medicine. Blood samples were take'n for estimation of
sugar and pyruvate content at 30-minute intervals
following the administration of 50 g. glucose to the
fasting patient before and during treatment with cortisone
in nineteen cases, in six of which the patient received the
cortisone together with cocarboxylase. In those receiving
cortisone alone there was no constant change in the
blood sugar curve, but a fairly marked general rise was
seen in the blood pyruvate level after a total dose of
I to 2 g. had been given. The addition of cocarboxylase
to coriisone therapy in a dose of 2 to 3 g. a day prevents
this rise in blood pyruvate level. The authors suggest
that cortisone may inhibit the breakdown of pyruvate
and that this may be a factor in its antirheumatic action.

G. S. Crockett.

Effect of Cortisone on Blood Clotting. Observations in
One Case of HaemophilHc Arthritis and Four Cases of
Rheumatoid Arthritis. (Efeito do cortisone s6bre a
coagulaqAo sanguinea. ObservagAo s6bre uno caso
de artrite hemofilica e quatro de artrite reumat6ide.)
SENISE, N. (1952). Med. Cirurg. Farm., 190-191, 96.
12 figs, 6 refs.
The author presents one case of haemophilic arthritis

and four cases of rheumatoid arthritis treated with
cortisone, in which variations in clotting time were
observed. A remarkable shortening of clotting time was
caused by the hormone and this was particularly noticed
in the case of haemophilic arthritis.
The hypercoagulation of the blood resulting from

cortisone therapy, draws attention to the possibility of
accidents if it is administered without special care to
prevent thrombo-embolic phenomena. [Author's sum-
mary.]
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ANNALS OF THE RHEUMATIC DISEASES
Relation between the Effects of Corticotrophin on the
Blood and Bone Marrow, with Special Reference to the
Eosinophil Cells. (Uber die Beziehungen zwischen
Blut- und Knochenmarkswirkungen des adrenocortico-
tropen Hormons, besonders bei den Eosinophilen.)
GRoss, R., and SIECKE, U. (1952). Klin. Wschr.,
30, 456. 2 figs, 36 refs.
The effect on the blood and bone marrow of a single

injection of 50 mg. of corticotrophin was investigated in
eight normal' males, while one case of chronic poly-
arthritis treated with' 1,200 mg. of corticotrophin, was
similarly examined.
The fall of eosinophil leucocytes in the peripheral blood

was not accompanied by a decrease of these cells in the
marrow: indeed, here there was a slow increase, especially
of young forms, during a course of treatment. The
authors suggest that the following several factors may
play a part in producing this phenomenon: destruction
of cells in the pe'ripheral blood; redistribution of the
cells in the circulation; and inhibition of maturation
and of emigration from the formative tissue. A. Piney.

Effect of ACTH on the Erythrocyte Sedimentation Rate
and Plasma Fibrinogen and Serum Protein Levels in
Normal Persons. FEARNLEY, G. R., and BUN1M, J. J.
(1951). Lancet, 2, 1113. 3 figs, 14 refs.
Elevation of the plasma fibrinogen level has been

shown to be the most important factor causing a high
erythrocyte sedimentation rate (E.S.R.) in acute disease,
and it has previously been shown that under ACTH
therapy the fall in the E.S.R. is paralleled by a fall in
the plasma fibrinogen level.

In a preliminary experiment the authors have demon-
strated the rapidity of the " rebound " to high levels
when ACTH is discontinued. They describe the effect
of injection (usually of 40 mg.) of ACTH on the plasma
fibrinogen level and the E.S.R. of seven healthy subjects.
Haematocrit values and serum protein levels were also
studied, but showed no consistent or significant change.
In four of the subjects (in one of whom the experiment
was repeated four times) the plasma fibrinogen level fell
after injection; the extent of the fall varied even in the
same subject. In two subjects the plasma fibrinogen level
rose after injection, and in one there was no significant
change. In only one test was there a fall in E.S.R. of any
magnitude; this was accompanied by the greatest observed
fall in level of plasma fibrinogen (from 300 to 245 mg. per
100 ml.). Haematocrit values suggested that changes
in blood volume during the tests were of the order of
2 to 5 per cent. In two subjects injections of saline were
given as a control. Only very small alterations in plasma
fibrinogen level were observed; these could be explained
by the haematocrit changes.
The authors comment that the plasma fibrinogen level,

and similarly the E.S.R., will tend to be raised by an
inflammatory process and lowered by the administration
of ACTH or cortisone. The actual levels will be a
resultant of these two effects. The action of cortisone or
ACTH appears to be non-specific, and it may be that
with these drugs active inflammation may continue,
masked and with a normal E.S.R. It is prudent,

therefore, to regard the E.S.R. as an unreliable index of
rheumatic activity in patients under the influence of
ACTH and cortisone. B. E. W. Mace.

Effects of ACTH and of Cortisone on the Platelets in
Idiopathic Thrombopenic Purpura. JACOBSON, B. M.,
and SOHIER, W. D. (1952). New Engl. J. Med., 246, 247.
3 figs, 6 refs.
The authors describe the treatment with corticotrophin

(ACTH) and cortisone of three patients with idiopathic
thrombocytopenic purpura at the Massachusetts General
Hospital and its effects on the platelet count. In each
case, on giving ACTH parenterally and cortisone by
mouth, a rise of the platelet count to high levels was
observed, beginning between the second and fourth days
of treatment. The count rapidly fell 7 days after the last
dose. In two cases splenectomy had previously been
performed, but this did not prevent the rise in platelet
count. In the third case splenectomy was performed
after cortisone had been given, and was followed by a rise
in platelet count. The authors quote one case of severe
thrombocytopenia associated with cirrhosis of the liver
in which treatment with cortisone and ACTH did not
affect the platelet count. They suggest that ACTH or
cortisone may be of use in preparing for splenectomy or
in tiding over a critical bleeding episode.

[In an addendum, reference is made to a paper by
Bethel and others (Proceedings of the Second Clinical
ACTH Conference, Philadelphia, 1951) describing remis-
sions of several months' duration in cases of thrombo-
penic purpura after similar treatment.] T. M. Pollock.

Effect of Corticotropin (ACTH) on Myelomatosis with
Special Reference to the Bone Marrow and the Serum
Proteins. [In English.] EFFER0SE, P., GORMSEN, H.,
HARBOE, N., NIELSEN, S. E., and VIDEBAEK, A. (1952).
Acta med. scand., 143, 63. 7 figs, 33 refs.
Corticotrophin prepared from pigs' pituitaries was

given to six patients with multiple myelomatosis in
courses of 10 units five times daily for 12 days. One of
the patients had been treated with- urethane just before,
and another had a course of corticotrophin 1 year
previously. The patients developed nausea and diar-
rhoea. Bone pain disappeared in all, but moderate
oedema developed. Changes in body weight were not
constant. During the course of treatment the excretion
of neutral 1 7-ketosteroids rose and the eosinophils
largely disappeared from the peripheral blood. Though
the urea clearance did not change, the blood urea level
often rose. In two patients the erythrocyte sedimenta-
tion rate fell markedly during treatment; in four the
excretion of protein in the urine increased, though the
excretion of Bence Jones pAbtein decreased with treat-
ment. The serum globulin level in the blood decreased
during treatment and rose again afterwards.
The composition of the bone marrow was repeatedly
estimated by sternal punctures, in smears and in histo-
logical preparations, but no changes were found either
quantitatively or morphologically that could be attributed
to the treatment with corticotrophin. E. Neumark.
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School of London, the diuretic response to a standard
water load was observed during control periods, after
cortisone given by injection (in all nine cases), and also
orally (one case), and after injection of corticotrophin
(two cases). Measurements were made of the plasma
specific gravity (P.S.G.), plasma sodium and chloride
levels, haematocrit (P.C.V.), thiocyanate absorption rate,
renal plasma flow (R.P.F.), glomerular filtration rate
(G.F.R.), and urinary sodium output. The characteristic
delay in diuresis observed during control periods was not
corrected by treatment with deoxycortone acetate (DCA)
in the cases of Addison's disease, or DCA, testosterone,
and thyroid extract in the cases of panhypopituitarism.
Adequate dosage of cortisone (100 mg. daily by injection,
begun 36 to 62 hours before the test, was found satis-
factory) caused diuresis to start earlier, to reach higher
rates of flow, and to end sooner. A similar response was
observed in one patient given 50 mg. cortisone orally.
In a patient with mild adrenal failure the full cortisone
effect was not obtained until salt and water depletion had
been corrected with DCA. One patient with impaired
neurohypophyseal function developed diabetes insipidus
lasting for 36 hours after an injection of cortisone, thus
suggesting that adrenocortical hormone is essential for
the perpetuation of diabetes insipidus.
Changes in tubular reabsorption of water during

diuresis were greater after cortisone than in the control
periods. The rate of output of sodium and chloride was
not significantly altered by cortisone, nor was the rate
of water absorption from the gut (deduced from thio-
cyanate-absorption rates) greatly increased. Changes in
the P.C.V., P.S.G., and plasma sodium and chloride
levels 2 hours after ingestion of water showed so much
individual variation that no conclusions could be drawn.
In one patient with hypopituitarism given corticotrophin
the diuretic response was variable; in the other, con-
sistently good. The response may be obscured by
contamination of the corticotrophin with antidiuretic
hormone.

It is concluded that in these patients there exists a
defect in water diuresis directly related to adrenal failure,
and requiring for its repair (1) correction of salt and
water depletion, and (2) a specific cortisone effect. It is
suggested that the latter may be by direct action on the
renal tubules, allowing the inhibition of water reabsorp-
tion relative to that of solutes, in response to the stimulus
of plasma hypotonicity. H. McC. Giles.

Role of the Pituitary and Adrenal Glands in the Inhibition
of Hyaluronidase by Salicylates in vivo. PELLOJA, M.
(1952). Lancet, 1, 233. Bibl.
The author, working at the Laboratory of General

Physiology, Modena, Italy, has previously presented
evidence to show that the inhibition of hyaluronidase by
salicylates in vivo is mediated by the pituitary-adrenal
system. Corticotrophin and cortisone are known to
inhibit the spreading action of hyaluronidase, and there
is much evidence to show that salicylates and cortisone
produce very similar effects.
The experiments on rats here described showed that

salicylates inhibit the spreading of indian ink in the

Effect of Repeated Injections of ACTH upon the Bone
Marrow. HUDSON, G., HERDAN, G., and YOFFEY, J. M.
(1952). Brit. med. J., 1, 999. 10 refs.
The effect of repeated injections of corticotrophin on

the bone marrow of guinea-pigs of the Mill Hill strain,
4 to 6 months old, was studied. In seven normal
guinea-pigs blood from an ear vein was taken for a blood
count, the guinea-pigs then being kijled and the bone
marrow examined. To nine other guinea-pigs, after a
blood count, daily intraperitoneal injections of 1 mg.
corticotrophin were given for 7 days. The cortico-
trophin was dissolved in 0 3 ml. physiological saline
containing OOO1/N HCI. At the end of the course of
injections another blood count was made, the animals
were killed, and the marrow was examined.

Absolute and differential blood counts were made
with Wright's stain and water at pH 6. The eosinophils
were counted by a modification of Randolph's technique,
a mixture of equal parts of propylene glycol and 0 05 per
cent. phloxine in water being used as the diluent. Reticulo-
cytes were counted by the brilliant cresyl-blue method-
1 per cent. in absolute alcohol allowed to dry on the slide.
Marrow from the humerus was ejected into a known
weight of human plasma in a tube and the weight of
marrow obtained by difference. The tube was shaken
400 times per minute for 3 minutes in a mechanical
shaker to suspend the cells. Marrow smears and
eosinophils were stained by the methods indicated above.
The marrow as a whole appeared to show increased

cellularity in the corticotrophin-treated animals and there
was an increase in the number of myeloid cells. There
were no significant changes in the marrow lymphocytes.
The relationship of corticotrophin to the bone marrow
is discussed. Norval Taylor.

Resistance to Corticotropin, Cortisone, and Folic Acid
Antagonists in Leukenda. PILLERS, E. M. K., BUR-
CHENAL, J. H., ELIEL, L. P., and PEARSON, 0. H. (1952).
J. Amer. med. Ass., 148, 987. 4 figs, 12 refs.
At the Sloan-Kettering Institute, Memorial Cancer

Center, New York, sixteen children (Series A) were
treated with corticotrophin (50 to 100 mg. per day) or
cortisone (100 to 400 mg. per day) after cessation of
response to anti-folic acid therapy, and six children
(Series B) were treated with anti-folic acid antagonists
(mainly " Amethopterin ") after they had ceased to show
response to corticotrophin or cortisone. In Series A,
ten patients showed a good clinical and haematological
response. In Series B a good response was obtained in
three patients. The authors suggest that their results
point to the fact that the hormones and folic-acid
antagonists have a different primary effect on the
leukaemic processes, and that remissions can be induced
in about 50 per cent. of patients by alternate therapy.

R. Winston Evans.

Diuretic Response to Ingested Water in Addison's Disease
and Panhypopituitarism and the Effect of Cortisone
thereon. GARROD, O., and BURSTON, R. A. (1952).
Clin. Sci., 11, 113. 5 figs, 42 refs.
In five patients with Addison's disease and four with

panhypopituitarism, studied at the Postgraduate Medical
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ANNALS OF THE RHEUMATIC DISEASES
dermis by hyaluronidase. In rats previously adrenal-
ectomized or hypophysectomized this inhibition did not
take place. G. S. Crockett.

Hypopituitarism with Pituitary Tumours. Cortisone in the
Treatment of Stupor associated with Hypopituitarism.
CAUGHEY, J. E., JAMES, A., and MAcLEOD, E. K. (1952).
Brit. med. J., 1, 1216. 11 refs.
In three cases ofchromophobe adenoma of the pituitary

gland and one of craniopharyngioma, the tumour was
removed at operation. In all the patients there were
clinical signs of hypopituitarism which was confirmed by
insulin sensitivity tests and estimation of the urinary
excretion of 17-ketosteroids. Immediately after opera-
tion.; the patients passed into a semicomatose state in
which the pulse could be felt, the superficial and deep
reflexes were present, but there was marked confusion,
disorientation, and incontinence. Amnesia continued
for the period of stupor. One of the four patients
gradually recovered within 6 weeks without treatment.
Another patient, after having been semicomatose for
2 -weeks, received an implant of 200 mg. testosterone
and 100 mg. deoxycortone acetate, together with daily
doses of sodium chloride and thyroid; he started to
improve markedly 6 days later and made a good recovery.
The two remaining patients, who were given 200 mg.
cortisone daily when the stupor started, responded after
28 and 48 hours respectively; cortisone was later replaced
by testosterone, deoxycortone acetate, and thyroid.

H. Herxheimer.

ACTH in Hypopituitarism. ROLLAND, C. F., and
MATrHEWS, J. D. (1952). Brit. med. J., 1, 1220.
2 figs, 7 refs.
The authors describe three cases of hypopituitarism in

which the basal metabolic rate was low and the excretion
of 17-ketosteroids was reduced; three further cases are
mentioned briefly in an addendum. The patients
received 50 to 75 mg. corticotrophip daily over a period
of 10 days. A marked subjective improvement became
apparent on the third day of treatment and persisted
until about 3 days after treatment stopped, when a
relapse began. Testosterone and thyroid were then
substituted [but the effect of this treatment is not
reported]. The subjective improvement was accompanied
by objective signs of improvement-a decrease in insulin
sensitivity and an increase in capillary resistance in One
patient and an increase in urinary excretion of 17-keto-
steroids or of corticoids in the other two patients.

H. Herxheimer.

Some Effects of Cortisone on Metabolic Disturbance
Associated with Renal Edema. KErrH, N. M., POWER,
M. H., DAUGHERTY, G. W., and KEITH,. H. M. (1952).
Arch. intern. Med., 89, 689. 9 figs, 47 refs.
Metabolism was studied in three patients suffering from

renal oedema of the nephrotic type who were receiving
cortisone. There was an increase in catabolism accom-
panied by an increase in oedema during the early stages of
treatment; this was followed by a diuresis and loss of
oedema in two patients. In one patient proteinuria
disappeared. G. M. Bull.

Lipoid Nephrosis and its Treatment with ACTH (Cortico-
trophin). (La nefrosi lipoidea ed il suo trattamento con
ormone corticotropo (A.C.T.H.).) TANGHERONI, W.,
and BOTTONE, E. (1952). Riv. Clin. pediat., 50, 145.
3 figs, 28 refs.
The authors review modem ideas on the aetiology and

mechanism of nephrosis and the part played by endocrine
glands in this disease, and. summarize the favourable
reports on corticotrophin therapy in recent American
literature. They then describe the case of a 5-year-old
child who developed a fever and cough, followed in a
few days by oedema, oliguria, and albuminuria. On
admission to hospital he presented the classical picture
of nephrosis, with generalized oedema, gross albuminuria,
low plasma protein and high lipid contents, and a hypo-
chromic anaemia. He was treated during the first month
with penicillin and thyroid, but his condition steadily
deteriorated and it was decided to try the effect of cortico-
trophin. He was given 36 mg. daily for 3 days, followed
by 48 mg. daily for a further 8 days, after which the drug
was stopped abruptly.
Though there was some improvement in well-being

during treatment, there was only a slight increase in
urinary output, and some reduction in the oedema and
albuminuria after stopping the drug. Extensive investi-
gations were carried out during the period of observation,
but apart from demonstrating the metabolic activity of
corticotrophin they failed to show any significant effect
on the nephrotic picture itself. The patient continued
to deteriorate and abdominal paracentesis became
necessary. After a further month corticotrophin (48 mg.
daily for 10 days) was again given, but the response was
negligible; soon afterwards the patient was discharged
at the request of the parents. The authors concluded
that the value of corticotrophin in the treatment of
nephrosis is as yet unproven.

[For details of the biochemical findings the original
paper should be consulted.] A. Paton.

Cortisone in Asthma. MITCHELL, H. S., and CAMERON, G.
(1952). Canad. med. Ass. J., 66, 313. 7 refs.
Cortisone and cortisone with corticotrophin were given

to 21 patients, four females and seventeen males, suffering
from severe intractable asthma. The cortisone was
given intramuscularly or orally in doses of 200 to 300 mg.
for 2 days, followed by 100 mg., reducing to 50 mg. daily.
There was marked improvement in nine patients, slight
improvement in five, and no improvement in seven. Of
the nine patients showing marked improvement, four
obtained complete subjective and objective relief of
symptoms, two of these having been given corticotrophin
for the first 2 days with cortisone. Most of the patients
who did not respond had severe emphysema and chronic
bronchitis of long standing. The response was observed
in 24 hours to 6 days after the treatment started, the
maximum benefit being obtained within 3 to 9 days,
except in two cases, when the maximum benefit was
observed as late as the 12th and 17th days respectively.
Relapses occurred 1 week to 3 months after treatment was
stopped. Three patients with status asthmaticus
responded dramatically to cortisone. J. Pepys.
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3 months. There was no immediate improvement on
either side when corticotrophin was given, so fenestration
was performed on the right side. During the next 6 weeks
hearing improved in both ears, especially on the un-
operated side, and the author attributes this improvement
to corticotrophin. In nine cases of closed fenestra or loss
of post-operative improvement for other reasons follow-
ing fenestration for otosclerosis 9 to 30 months pre-
viously, the hearing was not affected by treatment with
corticotrophin. Treatment with corticotrophin immedi-
ately following fenestration, however, is said to have
given good primary results in two further cases, but in
these the observation period after operation has not
exceeded 3 months. Apart from considerable fluid
retention the patients do not seem to have suffered in
any way from the treatment.
The theoretical basis of this treatment is that cortico-

trophin, having an inhibitory effect on mesenchymal
activity, might be expected to diminish the liability to
formation of bone or fibrous tissue in or around the
fenestra. F. W. Watkyn-Thomas.

Treatment of Ulcerative Colitis with Corticotrophin
(ACTH) and Cotsone. GRAY, S. J., REwENsTEIN,
R. W., BENSON, J. A., and YOUNG, J. C. G. (1952).
J. Amer. med. Ass., 148, 1489. 4 figs, 9 refs.
The authors report from Boston some favourable

results of ulcerative colitis which had proved intractable
to prolonged and extensive medical treatment. Patients
were maintained on a moderately unrestricted bland diet,
and all other medication, except for the use of pheno-
barbitone, was discontinued. Some patients receiving
corticotrophin were given penicillin injections during
withdrawal of the drug. Salt and fluid intake were
restricted and potassium intake was augmented. Psycho-
logical factors were excluded by the use of placebos.
Treatment was controlled by a large range of laboratory
tests. The rationale for this form of treatment, together
with the complications of the treatment and its with-
drawal, are discussed. Criteria for remission were:
control of diarrhoea, decrease in faecal blood, fall in
lysozyme titre (which is claimed to parallel the course
of the disease), disappearance of fever, decrease in
erythrocyte sedimentation rate, increase in body weight,
and sigmoidoscopic evidence of healing.
The initial symptomatic response was considered

excellent in three, good in two, and fair in two; in the
other case there was no response. None of the patients
was cured, and no signs of healing were observed on
sigmoidoscopic examination until after 3 weeks of treat-
ment, when there were less bleeding and ulceration and
diminished granularity. In one case with multiple
strictures, polyposis, and fistulae there was no improve-
ment and bleeding continued. A normal radiographical
appearance was never achieved, though there was
improvement in three cases.

Treatment varied in regard to both size of dose and
duration, but the best long-term results were obtained
after a prolonged course. Of the seven cases which
responded to treatment, remission lasting from 10 to 28
months was obtained in four, but in the others relapse
occurred from 2 to 9 months after stopping treatment.

Adrenocorticotropic Hormone (ACTH) and Cortisone:
their Effect on Intradermal Reactions. [In English.]
ANDERSON, E. (1952). Acta allerg., Kbh., 5, 58.
5 figs, 14 refs.
Corticotrophin and cortisone may be used with

dramatic though generally temporary benefit in cases
of asthma, yet there is no effect on the type of skin
reaction or reaction to histamine. However, in two
cortisone-treated patients sensitive to dust there was a
reduction in size of the weal when they were pre-treated
with0 5 ml. adrenaline subcutaneously. A. W. Frankland.

Treatment of Exfoliative Dermatitis with Cortisone.
WEST, B. M. (1952). Arch. Derm. Syph., Chicago,
65, 56. 11 refs.
The intramuscular administration of cortisone effected

a rapid cure of generalized dermatitis in three patients in
a U.S. Veterans Administration Hospital, each of whom
gave a history of psychosis. The dermatitis had resulted
as a reaction to various local applications used in the
treatment of eczema. John T. ingram.

Effect of Testosterone on Patients with Bone Metastases.
LASZLO, D., SCHILLING, A., BELLIN, J., GorrEsmAN,
E. D., and SCHULMAN, C. A. (1952). J. Amer. med. Ass.,
148, 1502. 5 figs.
In this report to the Council on Pharmacy and

Chemistry of the American Medical Association the
effect of testosterone on the mineral metabolism of six
patients with osteolytic metastases secondary to car-
cinoma of the breast is described. In three of the cases
more rapid osteolysis and hypercalcaemia were induced,
and in no case was benefit derived from the treatment.

Comparison was made between these cases and others
with bone metastases arising from different types of
malignancy. A patient with osteolytic metastases
secondary to leiomyosarcoma of the vulva was given
testosterone; urinary nitrogen excretion fell immediately
and calcium loss was slightly less, but there was no
major improvement in calcium metabolism. In a case
of multiple myeloma with extensive osteolysis, 15 mg.
stilboestrol was given daily for 54 days with some
improvement in calcium balance; later, 50 mg. testo-
sterone per day was given for 60 days and this resulted
in a decreased urinary nitrogen excretion with slight
improvement in mineral balance. In a premenopausal
patient with osteolytic metastases secondary to breast
carcinoma, radiation castration induced a temporary
improvement in mineral and protein balance. Five
cases are described in detail with graphs showing the
metabolic data. H. G. Crabtree.

Response of Otosclerosis and Adhesive Otitis to Treatment
with Corticotropin. RISKAER, N. (1952). Arch. Oto-
laryng., Chicago, 55, 343. 1 fig., 7 refs.
At Sundby Hospital, Copenhagen, corticotrophin was

tried in the treatment of two cases of adhesive otitis
following fenestration, 20 to 30 mg. being given intra-
muscularly four times daily for 8 days, with no result.
In a third case deafness due to otosclerosis had been
present for many years in the right ear, and there had
been progressive impairment of hearing in the left ear for
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ANNALS OF THE RHEUMATIC DISEASES
The treatment was found useful as a preparation for
surgery [though the authors do not discuss this aspect
further].
ACTH was given in doses of 20 to 40 mg. intra-

muscularly every 6 hours for 3 to 8 weeks, with gradual
reduction of dosage over the last 5 to 7 days. Later it
was given intravenously, 20 mg. in 500 ml. dextrose over
an 8-hour period daily. Cortisone was given orally
in one or more courses of 100 to 125 mg. twice daily for
10 to 21 days, again with gradual reduction in dosage.
The longest course was 133 days. J. David DeJong.

Effect of Cortisone on Non-tropical Sprue (Idiopathic
Steatorrhea). TAYLOR, A. B., WOLLAEGER, E. E.,
COMFORT, M. W., and POWER, M. H. (1952). Gastro-
enterology, 20, 203. 7 figs, 19 refs.
The effect of cortisone in the treatment of idiopathic

steatorrhoea (non-tropical sprue) has been investigated
clinically in six cases, with, in addition, metabolic balance
studies in three of them. The cortisone was given in
daily doses of 25 to 100 mg., either orally or intra-
muscularly, the effect being more rapid with oral adminis-
tration. In all cases there were marked subjective
improvement and a decrease in the number and consis-
tency of the stools. Improvement in absorption is
claimed on the basis of changes in the amount of water,
solids, nitrogen, and fat in the faeces, although normal
levels were not reached, the patients being still unable to
tolerate an increased amount of fat in the diet and the
flattened glucose-absorption curves remaining unaltered.
The prothrombin time improved, but deteriorated again
when the amount of fat in the diet was increased. Doses
of cortisone greater than 100 mg. a day caused hyper-
tension and oedema.
The authors claim that cortisone is of value in the

treatment of exacerbations of diarrhoea in these cases,
but does not seem to affect the underlying metabolic
fault in idiopathic steatorrhoea. A. C. Frazer.

Preliminary Observations on Mental Disturbances
occurring in Patients under Therapy with Cortisone
and ACTH. CLARK, L. D., BAUER, W., and COBB, S.
(1952). New Engl. J. Med., 246,205. 11 figs, 35 refs.
This paper records detailed clinical and laboratory

observations in ten cases in which mental disturbances
occurred during treatment with ACTH (corticotrophin)
or cortisone at the Massachusetts General Hospital,
Boston. Although no definite relation to dosage was
apparent, most of the major psychotic episodes occurred
after ACTH had been given for 2j months or more; in
some cases it was noted that the onset of mental dis-
turbance coincided with the maximum body weight
recorded. The nature of the disorders varied widely.,
None of these ten patients had any previous history of

major mental illness, although minor abnormalities of
personality had been noted in four. No characteristic
of personality could be found that might have been of
help in anticipating psychiatric complications.
The authors consider that if such complications occur,

the dose of the drug should be reduced and a close
psychiatric watch maintained; if further deterioration

occurs, the drug should be entirely withdrawn. If this is
done they consider the prognosis to be good, as all their
patients recovered completely. B. E. W. Mace.

Cortisone in Alcaptonuric Osteo-Arthritis. (I1 cortisone
nell'osteoartrosi alcaptonurica.) D'ANELLI, A. (1952).
Policlinico. Sez. prat., 59, 834. 4 refs.

Failure of Pregnenolone to maintain Remission of Rheuma-
toid Arthritis following Cortisone Therapy. (Ineficacia
de la pregnenolona en el mantenimento de la remission
lograda con cortisona en la artritis reumatoidea.)
SCHAPOSNIK, F., and GUTI*RREZ, A. (1952). Pren. mid.
argent., 39, 1049. 3 figs.

Mode of Action of Cortisone and Corticotrophin in
Rheumatic Disease. (Mode d'action de la cortisone et
de la corticostimuline hypophysaire dans les affections
rhumatismales.) CosTE, F., PIGUET, B., DELBARRE, F.,
and BOUREL, M. (1952). Sem. H6p. Paris, 28, 1761.

Rheumatoid (?) Plantar Perifascitis and its Response to
Cortisone Therapy. KESTLER, 0. C. (1952). N.Y. St.
J. Med., 52, 1313. 2 figs.

Practical Considerations in the Treatment of Rheumatoid
Arthritis with Cortisone and ACTH. COHEN, A.,
ROSE, I., and POCOCK, D. (1952). J. Philad. gen.
Hosp., 3, 32. 3 refs.

Effect of ACTH on Body Water Compartment in Juvenile
Rheumatoid Arthritis. [In English.] FRIIS-HANSEN, B.,
TUDVAD, F., and VESTERDAL, J. (1952). Scand. J.
clin. Lab. Invest., 4, 36. 1 fig., 20 refs.

First Experiments in treating Rheumatic Carditis with
ACTH and Cortisone. (Premiers essais de traitement
des cardites rhumatismales par ACTH et cortisone.).
RAVAULT, P. P., FRA[SSE, H., CHASSAGNON, C.,
TRAEGER, J., and TANTOT, -. (1952). J. Mid. Lyon, 33,
275. 20 refs.

Development of Rheumatic Aortic Endocarditis during
and in spite of Intensive and Prolonged Treatment with
ACTH. (Constitution d'une endocardite aortique
rhumatismale au cours et en depit d'un traitement
par 1'ACTH intensif et prolonge.) PosT, M., TRAEGER,
J., and ANNINO, R. (1952). Lyon med., 186, 129.

Reversibility of Certain Rheumatic and Non-rheumatic
Conditions by the Use of Cortisone or of the Pituita,y
Adrenocorticotropic Hormone. HENCH, P. S. (1952).
Ann. intern. Med., 36, 1. Bibl.

Therapeutic Ineffectiveness of Cortisone in Chronic
Infective Processes of the Joints. (Ineficacia terapeutica
de la cortisona en procesos articulares infeccisos
cronicos.) BERTANI, D. C. (1952). Rev. argent. Reum.,
17, 53. 24 refs.
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circumscripta" to signify calcification in the region of
joints and " calcinosis universalis " to indicate generalized
calcification in subcutaneous tissues, muscles, and
tendons. They suggest a new classification:

(1) Calcification due to tissue injury: (a) local;
(b) associated with widespread disease of unknown
aetiology.

(2) Calcification due to abnormality of calcium and/or
phosphorus metabolism.

In reporting twelve cases, two fully and ten summarily,
from the records of the University of Michigan Hospital,
Ann Arbor, and reviewing them together with 54 cases
reported in the literature since 1938, the authors found
that if cases associated with a primary disturbance of
calcium and phosphorus metabolism were excluded,
dermatomyositis and scleroderma each accounted for 24
cases, and conditions such as rheumatoid arthritis and
lupus erythematosus for only one or two cases each.
They recommend the rejection of the term " idiopathic
calcinosis" and suggest that the true diagnosis should
read either dermatomyositis with calcinosis circum--
scripta, or scleroderma or Raynaud's syndrome with
calcinosis universalis. In reviewing the metabolic
findings the present authors, like previous workers, found
no evidence of gross or of consistent abnormality in the
blood chemistry or in the calcification of the bones, even
in elderly female patients who might have been expected
to show some degree of osteoporosis. The prognosis
was best in scleroderma. The average age at onset
for the primary disease was 31, and the average duration
of the disease before reporting was 16-5 years. The
areas of calcification tended to be small and localized
to the hands, feet, elbows, knees, and pelvic region;
females were predominantly affected. In the case of
dermatomyositis average age at onset of the primary
disease was fifteen, and the duration before reporting 7 5
years; females were affected twice as often as males,
and the areas of calcification were more severe and more
widespread than those of scleroderma. No form of
treatment was of any avail in either group. The paper
includes a useful table of differential diagnoses.

R. E. Tunbridge.

Continuous Intravenous Administration of ACTH. [In
English.] COHEN, A. M., and EHRNFELD, E. N. (1952).
Acta endocr., Kbh., 10, 128. 8 refs.

Attempts to demonstrate an Anti-iflammatory Substance
in the Blood of Patients treated with Cortisone. (Essais
de mise en evidence dans le sang des sujets traites
par la cortisone d'une substance anti-inflammatoire.)
COSTE, F., DELBARRE, F., and BASSET, G. (1952).
Rev. Rhum., 19, 325. 1 ref.

Hypothermic and Antipyretic Effect of Preparations of
ACTH. DOUGLAS, W. W., and PATON, W. D. M.
(1952). Lancet, 1, 342. 8 figs, 4 refs.

Allergy and ACTH. PICKERING, G. W. (1952). Brit.
med. J., 1, 1207. 39 refs.

Isolation of a highly Active Mineralocorticoid from Beef
Adrenal Extract. GRUNDY, H. M., SIMPSON, S. A., and
TAIT, J. F. (1952). Nature, Lond., 169, 795. 1 fig.,
7 refs.

Secretion of a Salt-retaining Hormone by the Mammalian
Adrenal Cortex. SIMPSON, S. A., TAIT, J. F., and
BUSH, I. E. (1952). Lancet, 2, 226. 8 refs.

ACTH and Cortisone. (ACTH og cortison.) FISCHER, F.
(1952). Ugeskr. Laeg., 114, 879. 16 refs.

Two Years' Experience with a Personal Preparation of
Corticotrophin. (Deux ans d'experience therapeutique
avec une preparation personnelle de corticostimuline.)
COSTE, F., DELBARRE, F., and MONTEIL, H. DU (1952).
Sem. Hop. Paris, 28, 1753. 9 figs, 16 refs.

Other General Subjects
Soft Tissue Calcification, with Special Reference to its

Occurrence in the " Collagen Diseases ". WHEELER,
C. E., CURTIS, A. C., CAWLEY, E. P., GREKIN, R. H.,
and ZHEUTLIN, B. (1952). Ann. intern. Med., 36, 1050.
14 figs, bibl.
The authors discuss the causes of calcification in soft

tissues, and decry the use of the terms " calcinosis
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