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

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

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

The section "ACTH, Cortisone, and other Steroids" includes abstracts and titles of articles
dealing with research into the scope and modus operandi of steroid therapy.

Acute Rheumatism
Treatment of Rheumatic Carditis with ACTH and its

Effects on the Blood Content of Proteins, Hormones, and
Hyaluronidase. (JIeqeime AKTF 6oJmhHbIX C KapgHa-
JIhHOI4 cbopMofi peBMaTH3Ma H H3MeHeHH5 lHO 3TOM

cotqepHcaHHui 6eaIKOB ropMOHOB rHEaJIypOHHga3bI B
KpOBH.) PERCHIKOVA, G. E. (1956). Probl. Endokr.
Gormonoter., 2, 20, No. 6. 3 figs, 4 refs.
During the past 3 years sixty patients suffering from

cardiac rheumatism have been treated with ACTH
(corticotrophin) at the Institute of Therapeutics (Academy
of Medical Sciences), Moscow. In twenty cases there
was no established cardiac lesion, the majority of these
patients undergoing their first attack of rheumatism.
The other forty patients had an established valvular
lesion, which in some cases was causing circulatory dis-
turbances. All had a recurrence of the rheumatism. In
addition to routine investigations the blood histamine and
hyaluronidase levels, the serum protein pattern, and the
blood and urinary levels of steroid hormones were esti-
mated before, during, and after treatment. ACTH was
given on the second or third day after admission for a
period of 4 to 6 weeks in an initial dose of 60 mg. per
24 hrs, which was gradually decreased to 10 mg. per
24 hrs. The total dose ranged from 700 to 1,000 mg.

Patients in their first attack of rheumatic fever
responded to the treatment rapidly and satisfactorily, and
no toxic effects were seen. During the period of follow-
up (1 to 3 years) only one patient developed a permanent
cardiac lesion (mitral incompetence), while the rheu-
matism recurred in two cases. Patients with established
rheumatic lesions did considerably less well, however, a
satisfactory result being obtained in only 22, no improve-
ment being noted in eighteen. Toxic reactions, par-
ticularly oedema, were frequent, and there was recurrence
of the rheumatism in eight cases during the period of
observation. The hyaluronidase and histamine content
of the blood was raised in the majority of patients in the
acute stage, but tended to return to normal levels as the
result ofACTH administration, especially in patients who
improved clinically. ACTH therapy also caused a fall
in the serum y- and a2-globulin levels when these were
originally raised. In all the patients investigated the

administration of ACTH caused an increase in the blood
and urinary levels of adrenocortical steroids.

In comparing the results of ACTH therapy with those
of the usual antirheumatic substances the author con-
siders that ACTH is more rapid in action and more
complete in effect, resulting in fewer recurrences, but
it would appear to the author to be unsuitable for the
treatment of patients with established rheumatic cardiac
lesions. Marcel Malden.

Changing Pattern of Rheumatic Heart Disease. The
Experience in New York City Department of Health
Cardiac Consultation Clinics, 1943 to 1953. KUSKIN,
L., and SIEGEL, M. (1956). J. Pediat., 49, 574. 3 figs,
22 refs.
An analysis is presented of the diagnoses reached in

65,044 examinations of children at the New York
Cardiac Consultation Service Clinics during the period
1943 to 1953 inclusive, the object being to determine
whether there had been a change in the relative incidence
of organic heart disease following rheumatic fever.
Some 80 per cent. were first examinations but the per-
centage of re-examinations rose from an average of 14
during the first half of the period of 26 during the second.
The cases seen in the clinics each year were divided into
three broad diagnostic groups-non-cardiac, possible
heart disease, and organic or potential heart disease.
There was a sharp rise in the percentage of non-cardiac
cases from 1951 onwards, which is considered to be due
partly to the increase in the number of re-examinations
and partly to a change in the type of case referred.

Patients with "organic or potential heart disease"
were again divided into four sub-groups as follows:

(1) Rheumatic heart disease-history of rheumatic
fever with positive heart signs;

(2) Potential heart disease-history of rheumatic
fever but no signs of heart disease;

(3) Unknown heart disease-organic heart disease
of rheumatic type without a history of rheumatic
fever;

(4) Congenital heart disease.
In 1943 60 per cent. of the children with a history of

rheumatic fever had detectable heart disease when
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ANNALS OF THE RHEUMATIC DISEASES
examined. This percentage steadily fell to about 30 in
1948, and has remained at the lower level ever since.
The authors point out that this decrease in rheumatic
heart disease is in keeping with the findings of other
investigators. They also note that 86 per cent. of the
patients with a history of rheumatic fever were referred
to the clinics after the first attack. The incidence of
organic heart disease was about 35 per cent. higher in
those with a history of more than one attack of rheumatic
fever than in those who had had only one known attack.

E. H. Johnson.

Discrepancies in the Erythrocyte Sedimentation Test in
Rheumatic Fever. ALEXANDER, W. D., and ANDREwS,
M. M. (1957). Lancet, 1, 240. 4 refs.
The authors have studied the reproducibility of the

erythrocyte sedimentation rate (E.S.R.) in sixty patients
with rheumatic fever, the E.S.R. being determined by
two methods simultaneously, each in duplicate-that of
Westergren and a similar method in which heparinized
blood was used instead of citrated blood. Blood for all
tests was collected at one venepuncture, and the tubes
were set up within an hour under identical conditions.
The E.S.R. was read at the end of an hour. The packed
cell volume and the plasma fibrinogen level were deter-
mined on the heparinized blood samples.
No abnormality of the sedimentation process itself

was noted. Discrepancies between a pair of tubes were
common with both methods, especially at the initial
blood examination-that is, before treatment-in cases
of acute rheumatic fever. The average arithmetical
difference between the readings of duplicate tubes con-
taining heparinized blood was 7 - 8 mm. and of tubes con-
taining citrated blood I-3 mm. With clinical improve-
ment and a fall in the plasma fibrinogen level discrepan-
cies became smaller and less numerous. Discrepancies
of more than 20 mm. were noted in thirteen instances
with heparinized blood and in one instance with citrated
blood. The authors conclude that in following the
course of rheumatic fever the E.S.R. with heparinized
blood may be seriously misleading. David Friedberg.

Group-A Beta-Hemolytic Streptococci in Relation to
Rheumatic Fever. Study of School Children in Miami,
Fla. SASLAW, M. S., and STREITFELD, M. M. (1956).
A.M.A. J. Dis. Child., 92, 550. 2 figs, 16 refs.
Previous investigations have shown that in the U.S.A.

the incidence of rheumatic heart disease in children is
directly correlated with latitude, ranging from three cases

per 1,000 children at 25 degrees N. (Florida) to 45 per
1,000 at 45 degrees N. (Wyoming). At the National
Children's Cardiac Hospital (University of Miami School
of Medicine), Florida, the authors have investigated the
characteristics of fl-haemolytic (Group A) streptococcal
infections in the school children of Miami in an attempt
to explain the low incidence of rheumatic fever in the
South. A total of 6,400 cultures were prepared from
throat swabs monthly for 21 years from 740 children
aged 6 to 9, and cultures for Group-A streptococci from
single swabs from another 1,200 children.
The over-all monthly incidence of positive cultures

was 11 -2 per cent., and 25 to 40 per cent. of the children

harboured Group-A streptococci at least once during
any one school year (8 months). The distribution of
streptococcal types was similar to that in other reported
studies. Antistreptolysin 0 (A.S.O.) titres were deter-
mined on 1,400 blood samples from the children. Higher
titres were found in children whose throats had yielded
Group-A streptococci than in those with negative results.
In serial A.S.O. titre determinations a significant rise (two
or more tubes) was found in 50 7 per cent. of those with
positive cultures. Only 8-6 per cent. of bacteriologically
negative children showed a significant rise in A.S.O.
titre.
From these results it is concluded that about 40 per

cent. of children in this age group in Miami harbour
Group-A streptococci in the throat at some time during
each school year, and that half of these, that is, those
showing a rise in A.S.O. titre, must be regarded as cases
of true streptococcal infection of the upper respiratory
tract. On the basis of the postulate commonly accepted
in the U.S.A. that 3 per cent. of untreated Group-A
infections proceed to rheumatic fever, the administrative
area in Florida studied should have yielded 212 cases of
rheumatic fever among the 35,350 school children at risk
in the relevant period. In fact no cases occurred in this
area and only 73 in the whole State. The authors discuss
the definition of streptococcal infection, and deduce the
importance of climatic and environmental factors in the
aetiology of rheumatic fever. E. J. Holborow.

Effect of Prolonged Steroid Therapy for Rheumatic Fever
on the Exchangeable Potassium Content and Body
Weight. AIKAWA, J. K. (1957). Circulation (N. Y.),
15, 225. 1 fig., 9 refs.
The results are reported of an investigation carried out

at the University of Colorado, Denver, into the changes in
body weight and exchangeable potassium ion content in
thirteen children aged 5 to 15 years with acute rheumatic
fever who were receiving large doses of cortisone or
corticotrophin (ACTH) (5 5 to 9 4 mg. per kg. body
weight daily). The duration of treatment ranged from
57 to 124 days. All the patients were having a regular
hospital diet with supplementary food on demand, and
received in addition 2 to 3 g. potassium chloride or
citrate daily. In eight of the patients clinical signs of
hyperadrenalism developed. There was an increase in
body weight of at least 10 per cent. in twelve patients, the
gain being more than 20 per cent. of seven of them. In
spite of some variability, the general tendency was for the
gain in weight to be progressive. After intravenous
injection of a solution containing 1-5 Vc. radioactive
potassium ("2K) per kg. body weight the 42K content
of all specimens of urine voided during the following
20 hours was measured. The data thus obtained were
used to calculate the exchangeable potassium ion content
per kg. body weight. This value fell consistently in all
cases, with signs of hyperadrenalism of at least 5 mEq.
per kg. body weight. There was, however, no consistent
pattern in the value for total body potassium, although
the serum potassium concentration was within normal
limits in all cases and the serum sodium level in all
except two.
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other patients in the latter group the injections had to be
discontinued because of pain or emotional disturbances.

Winston Turner.

Rheumatic Fever. Its Diagnosis, Prevention, and Control.
NELSON, W. E., and WELLS, R. E. (1957). Penn. med.
J., 60, 478. 4 refs.

Treatment of Rheumatic Fever. (De Behandeling van
Acuut Reuma.) TIDDENS, H. A. W. M. (1957).
Maandschr. Kindergeneesk., 25, 73. 6 figs, 16 refs.

Rheumatic Fever Prophylaxis. FISHER, R. E. (1957)
J. Mich. med. Soc., 56, 339.

Streptococcal Aetiology of Rheumatic Fever. (Con-
sideratii asupra etiologiei streptococice a bolii reuma-
tismale.) KAHAN, A. (1956). Med. interna (Bucuresti),
4, 1131.

Antistreptococcal Prophylaxis of Rheumatic Fever.
(Prophylaxie antistreptococcique du rhumatisme articu-
laire aigu.) COSTE, F., and CHEVALLIER, J. (1957).
Presse med., 65, 619. 25 refs.

Significance of Streptococci in Scarlatina and Rheumatic
Fever. (Die Bedeutung der Streptokokken fur den
Scharlach und das rheumatische Fieber.) KOSTER, F.
(1957). Dtsch. med. J., 8, 115. 24 refs.

Importance of the Antistreptolysin Titre in the Diagnosis
of Rheumatic Fever. (Importanza del tasso anti-
streptolisinico nella diagnosi della malattia reumatica.)
BERTONI, L., and CAZZAROLLI, N. (1957). Policlinico,
Sez. prat., 64, 512.

Rheumatic Fever and Sodium Gentisate. (Enfermedad
de Bouillaud y Gentisato de sodio.) SAIACH, J. (1957).
Rev. argent. Reum., 21, 343.

Rheumatic Fever. Public Health Aspects in Missouri.
GOLDRING, D., and RICE, C. E. (1957). MissouriMed.,
54, 429. 4 figs, 4 refs.

Rheumatic Fever. A Proposed Program for the City
of Saint Louis. SMITH, J. E., and WArrr, P. (1957).
Missouri Med., 54, 433. 18 refs.

Treatment of Rheumatic Fever in the Post-acute Phase
in Children. (Note sur le traitement des rhumatismes
articulaires aigus a la phase post-aigue, chez l'enfant.
GRAUWELS, -. (1957). Scalpel (Brux.), 110, 359.

Clinical Aspects and Evolution of Rheumatic Fever in
Children in a Mediterranean Climate. (Aspects cliniques
et evolutifs de la maladie de Bouillaud chez l'enfant
en climat mediterraneen.) IMBERT, P., and BAGNERES,
H. (1957). J. Mid. Lyon, 38, 375. 41 refs.

From these results the author suggests that the in-
crease in body weight cannot be accounted for by
sodium and water retention or by increase in muscle
content, and that it may be due in part to a rise in the
total fat content of the body. H. F. Reichenfeld.

Immunologic Reactivity in Rheumatic Fever. Response
of Agglutinins and Incomplete Antibodies to a Single
Antigenic Impulse in Ten-year-old Children. [In
English.] PADOVCOVA, H., REJHOLEC, V., SUDA, F., and
WAGNER, V. (1956). Ann. paediat. (Basel), 187, 351.
4 figs, 4 refs.
A study is reported of the immunological response to

subcutaneous injection of Brucella antigen in fifty healthy
children and 42 who were convalescent from, or had
healed, rheumatic fever, the average age of the children
in both groups being 10 years. The methods were similar
to those used in a previous investigation in adolescents
(Wagner and Rejholec, Ann. rheum. Dis., 1955, 14, 243).
Specimens of serum from both groups were studied at
7 and 14 days for the titre of Brucella agglutinin and in-
incomplete antibody. In the rheumatic group there was a
significantly greater response in incomplete antibody
titre by the seventh day and in agglutinin by the fourteenth
day than in the controls. Within the rheumatic group
there did not appear to be any correlation between the
immunological response and the severity of the cardiac
lesions. The authors consider that the higher anti-
streptococcal antibody level normally seen in rheumatic
patients need "not necessarily be explained as a con-
sequence of multiple exposure to the infectious agent".
They refer to the finding of Kuhns and McCarty (J. clin.
Invest., 1943, 33, 759) that there was no difference
between rheumatic patients and healthy subjects in the
response to diphtheria toxin, but they note that their own
tests were performed after primary inoculation of the
antigen. E. G. L. Bywaters.

Comparison of Oral and Intramuscular Benzathine Peni-
cillin G for the Prevention of Streptococcal Infections
and Recurrences of Rheumatic Fever. MARKOWITZ, M.,
FERENCZ, C., and BONET, A. (1957). Pediatrics,
19, 201. 18 refs.
The incidence of recurrences of acute rheumatism and

streptococcal infections in fifty rheumatic children
receiving 200,000 units benzathine benzylpenicillin daily
by mouth was compared with that in 56 similar children
receiving 1,200,000 units benzathine benzylpenicillin
every 4 weeks by intramuscular injection. There were
no recurrences in the latter group, but three children in
the former group who did not take the tablets regularly
experienced a recurrence of rheumatic fever. There was
no difference between the two groups in the incidence of
streptococcal infections as shown by a rise in the anti-
streptolysin-O titre. An allergic reaction to penicillin
was observed in only one of the patients receiving the
antibiotic by mouth in contrast to four in the group
given intramuscular injections; in addition, in twelve
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Rheumatic Carditis in Late Adult Life. CAPuTn, A. (1957).
R.L med. J., 40, 160 and 165. 6 refs.

Rheumatic Fever Survey Follow-Up Study. ROSENFIELD,
A. B., and ERLANSON, A. C. (1957). Minn. Med.,
40, 102 and 108. 2 refs.

Serologic Alterations in Rheumatic Fever. LEWIS, H. A.
(1957). Med. Ann. Distr. Columbia, 26, 125. 15 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Rheumatoid Arthritis with Chronic Leg Ulceration.
ALLISON, J. H., and BETrLEY, F. R. (1957). Lancet,
1, 288. 2 refs.
Unusually chronic ulceration of the leg associated

with rheumatoid arthritis was seen in six patients (three
males and three females) at the Middlesex Hospital,
London, the duration of the rheumatoid arthritis varying
from 6 to 20 years. All the patients had had at least
one course of gold injections and some had received
phenylbutazone as well. There was a history of der-
matitis following gold therapy in four cases. Sub-
cutaneous nodules were noted at some stage of the disease
in all cases. The ulcers were single or multiple, indolent,
always on the lower limbs, and frequently about the
ankle-joints. There was a history of painful induration
which in the course of a week or two broke down to give
a punched-out ulcer. There was no evidence of venous
stasis in the affected legs. Histologically, the margin of
the ulcer was formed by vascular granulation tissue, and
there were necrotic bands of tissue in the base; occa-
sionally giant cells were seen. The ulcers were very slow
to heal even with rest in bed. Skin grafting was tried
and failed in three cases, while in three recovery followed
steroid therapy. L.E. cells were present in the peripheral
blood in four cases.

Discussing the significance of these findings the authors
express the view that the ulcers are manifestations of
disseminated lupus erythematosus, which is closely
related to rheumatoid arthritis. William Hughes.

Metabolic Effects of Prednisone in Patients with Rheu-
matoid Arthritis. [In English.] GJ0RUP, S., KILLMANN,
S. A., and THAYSEN, J. H. (1956). Acta rheum. scand.,
2, 223. 7 figs, 14 refs.
The introduction of a new steroid in the treatment of a

collagen disease calls for investigation of its metabolic
effects as well as its anti-inflammatory action. This
report on the metabolic effects of prednisone ("meti-
corten"-Schering) in rheumatoid arthritis is from the
Univeristy Hospital of Copenhagen. Three female
patients with chronic rheumatoid arthritis were studied
in the metabolic ward of the hospital over periods of
48, 72, and 64 days respectively.

In all three patients a reduction in the urinary excretion
of 1 7-ketosteroids followed administration of prednisone,
indicating that, like cortisone, prednisone represses
adrenal cortical function.

In all three patients nitrogen balance became negative.
If the diet is kept constant, nitrogen balance is restored
after loss of a certain fraction of tissue proteins. If an
ad lib. diet is allowed, negative nitrogen balance is less
pronounced, and increased protein intake soon results
in retention of tissue proteins. The transitory negative
nitrogen balance sets no limitation to the clinical use of
prednisone, if renal function is unimpaired.

Administration of prednisone was found to be asso-
ciated with excretion of sodium and retention of potas-
sium, without any alteration in the concentration of the
two ions in the serum. Most other reports conclude that
prednisone has no effect on sodium and potassium
metabolism. The degree of sodium excretion in the
authors' experiments suggests a primary effect of pred-
nisone on sodium metabolism, and not merely a result
of regression of intra- and peri-articular oedema.

Electrophoretic analyses and estimations of serum
proteins were made at regular intervals. Before treat-
ment, total serum protein was normal, but showed altera-
tion in the albumin/globulin ratio due to excess of a and
y globulins. During administration of prednisone
a and y globulins were reduced, and albumin concen-
trations rose towards normal limits. These changes were
associated with a fall in the erythrocyte sedimentation
rate. Kenneth Stone.

Role of the Mesenchymal Hormones of the Anterior
Pituitary in Rheumatoid Arthritis. [In English.]
KALLIOMAKI, J. L., and HOLOPAINEN, T. E. (1956).
Acta rheum. scand., 2, 213. 48 refs.
The authors, working at the Medical Clinic of the

University of Turku, Finland, have tried to determine
the prevalence of the "thyrohypophyseal" syndrome in
rheumatoid arthritis; and to see if administration of
either somatotropin, or the thyrotropic hormone, has
any effect on rheumatoid arthritic symptoms.

Somatotropin is the growth hormone secreted by the
eosinophil cells of the anterior pituitary. It has been
found that in rats after thyroidectomy it can produce
peri-arteritis nodosa and arthritis; and in intact guinea
pigs degenerative cartilage changes.
The thyrotropic hormone is secreted, with ACTH and

gonadotropin, by the basophil cells of the anterior
pituitary. In the absence of thyroid hormone it causes
a characteristic accumulation of an acid mucopoly-
saccharide in connective tissue.
The "thyrohypophyseal syndrome" names a syndrome

caused by over-production of thyrotropic hormone:
oedema of the lids, puffiness round the eyes, obliteration
of the upper fronto-palpebral sulcus, malignant exoph-
thalmos, facial and temporal oedema, localized
myxoedema.

This syndrome has been found in 44 per cent. of 148
patients suffering from rheumatoid arthritis. Similar
signs were found in 10 per cent. of a control series of
one hundred patients.

Neither somatotropin nor thyrotropin was found to
have any effect on the symptoms of rheumatoid arthritis.

Kenneth Stone.
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terapia cortisonica e considerazioni cliniche.) BONOMO,
L. (1957). Reumatismo, 9, 47. 4 figs, 16 refs.

Evaluation Method in Rheumatoid Arthritis. (Evaluerings-
metodik vid rheumatoid arthrit.) FJELLSTROM, K. E.
(1957). Nord. Med., 57, 356. 3 figs, 10 refs.

Clinical Observation on Prednisone in Rheumatoid
Arthritis. (Klinische Beobachtungen mit Prednison
bei primer chronischer Polyarthritis.) BAUMANN,
A. W. (1956). Z. Rheumaforsch., 15, 115. 2 figs,
1 ref.

Treatment of Rheumatoid Arthritis with Prednisolone.
(Tratamiento de la artritis reumatoide con predni-
solona.) LOSADA, M., and FRANCE, 0. (1956). Rev.
med. Chile. 84, 611. 2 figs, 18 refs.

Pregnenolone in the Treatment of Rheumatic Arthritis.
(La pregnenolona en al tratamiento de la artritis
reumatoidea.) SCHAPOSNIK, F., and GUTItRREZ, A.
(1956). Pren. med. argent., 43, 3098. 2 figs, 5 refs.

Present Position of Medical Therapy in Rheumatoid
Arthritis. (Etat actuel de la therapeutique medical
de la polyarthrite chronique evolutive.) MICHoTrE,
L. J. (1957). Rev. Rhum., 24, 35.

Aortitis with Aortic Valve Insufficiency in Rheumatoid
Arthritis. VALAMS, J., PILZ, C. G., and MONT-
GOMARY, M. M. (1957). A.M.A. Arch. Path., 63, 207.
6 figs, 16 refs.

Electrocardiographic Observations in Patients with
Rheumatoid Arthritis under Prolonged Treatment with
Prednisone. (Osservazioni elettrocardiografiche in
malati di artrite reumatoide in cura prednisonica
protratta.) DANEO, V. (1957). Reumatismo, 9, 89.
Bibl.

Rheumatoid Disease in the Presenile and Senile. (La
malattia reumatoide nell'eta presenile e senile.)
LucHERINi, T. (1957). Minerva med. (Torino), 48, 649.
15 figs, 12 refs.

Changes in Serum Sulphhydryl and Serum Glycoprotein in
Rheumatoid Arthritis during Treatment with Adreno-
cortical Steroids. LARSEN, B., and BENT-HANSEN, K.
(1957). Scand. J. clin. Lab. Invest., 9, 89. 2 figs,
23 refs.

Reaction of Rheumatoid Arthritic Sera with a Human
Antibody Gamma Globulin. [In-English.] GRUBB, R.
(1957). Acta rheum. scand., 3, 55.

Study of the Hereditary Disposition to Rheumatoid
Arthritis. [In English.] SEPPA, U. (1957). Acta rheum.
scand., 3, 92. 35 refs.

Relationship of Alterations in Mineral and Nitrogen
Metabolism to Disease Activity in a Patient with Rheu-
matoid Arthritis. [In English.] CLARK, W. S., BAUER,
W., APPLETON, J., and MANNING, E. (1956). Acta
rheum. scand., 2, 193. 9 figs, 27 refs.
These studies from Boston, Mass, U.S.A., are designed

to see if hormone-induced changes in mineral and nitro-
gen metabolism in a patient with rheumatoid arthritis
can be correlated with exacerbations or remissions of
rheumatoid activity. Balance studies were performed
on one male patient with typical rheumatoid arthritis
during administration of cortisone, desoxycorticosterone,
testosterone and corticotropin, singly and in various
combinations. The results are shown graphically for
nitrogen, phosphorus, calcium, sodium, chloride, and
potassium.
The main conclusions are:
1. Rheumatoid activity could not be correlated with

alterations in electrolyte, calcium, phosphorus, or
nitrogen balance.

2. Corticoid-induced remissions and the ensuing
exacerbations were not related to gains and losses of
intracellular or extracellular fluid as estimated from
external balance data.

3. Initial losses of potassium appeared in all but one
experiment (testosterone+cortisone) when treatment
was associated with improvement. Similar losses,
however, were nored during treatment periods not asso-
ciated with improvement.

4. The observations by Selye of the antagonistic
effects of desoxycorticosterone and cortisone in relation
to inflammatory processes could not be confirmed.
Neither desoxycorticosterone nor testosterone had any
effect on rheumatoid activity. The constant antirheuma-
tic effects of cortisone were not modified by desoxy-
corticosterone or testosterone. Kenneth Stone.

Radiology of Structural Changes in the Hands in Patients
with Rheumatoid Arthritis. (Radiologia de las altera-
ciones estructurales observadas en las manos de los
pacientes afectos de poliartritis cronica progresiva.)
ScHNIR, M. (1957). Rev. argent. Reum., 21, 305.

Investigations into Arterial Flow in the Limbs in Rheuma-
toid Arthritis. (Untersuchungen zum Verhalten der
arteriellen Endstrombahn an den Gliedmassen bei
Polyarthritis rheumatica.) METZ, D., and REICHEL, G.
(1957). Z. Rheumaforsch., 16, 42. 2 figs, 41 refs.

Copper and the Secondary Anaemia associated with
Rheumatoid Arthritis. [In English.] HEIKINHEIMO, R.
(1956). Acta rheum. scand., 2, 251. 7 refs.

Early Symptoms of Rheumatoid Arthritis. (Sympt6mes
de debut de la polyarthrite chronique evolutive.)
COSTE, F. (1957). Rev. mid. Suisse rom., 77, 22.

Prolonged Treatment of Rheumatoid Arthritis with
Prednisone. Comparison with Cortisone Therapy and
Clinical Considerations. (I1 trattamento protratto con
prednisone della artrite reumatoide confront con la
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ANNALS OF THE RHEUMATIC DISEASES

Pancreatic Necrosis in a Case of Still's Disease.
MARCZYNSKA-ROBOWSKA, M. (1957). Lancet, 1, 815.
10 refs.

Physiotherapy in Rheumatoid Arthritis. (Traitement
physiotherapie de la polyarthrite chronique 6volutive.)
MICHEZ, J., and ORTEGAT, P. E. (1957). Rev. Rhum.,
24, 1. 9 refs.

Polyarteritis Nodosa associated with Rheumatoid Arth-
ritis. Report of a Case with Comments relative to the
Concept of Rheumatoid Heart Disease. FISHER, E. R.
(1957). Amer. J. clin. Path., 27, 191. 7 figs, 36 refs.

Splenectomy in Felty's Syndrome. GEER, W. A., and
LASZLO, A. E. (1957). Conn. St. med. J., 21, 316.
7 refs.

Insulin Hypoglycaemia in the Treatment of Rheumatoid
Arthritis and Bronchial Asthma. Clinical and Physio-
pathological Studies. (L'ipoglicemia insulinica nella
cura della poliartrite cronica primaria e dell'asma
bronchiale. Rilievi clinica e fisiopatologici.) BELLONI,
G., MAGGIA, A., and DRUDI, C. (1957). Clin. terap.
(Roma), 12, 111. 43 refs.

Pulmonary Hypertension in Rheumatoid Arthritis. Report
of a Case with Intimal Sclerosis of the Pulmonary and
Digital Arteries. GARDNER, D. L., DUTHIE, J. J. R.,
MACLEOD, J., and ALLAN, W. S. A. (1957). Scot.
med. J., 2, 183. 7 figs, 12 refs.

Clinical Aspects and Treatment of Amyloidosis in a Case
of Rheumatoid Arthritis. (Zur Klinik und Therapie
der Amyloidose bei chronischer Polyarthritis.) GAMP,
A. (1957). Schweiz. med. Wschr., 87, 585. 30 refs.

(Osteo-Arthritis)
Relation of Symptoms to Osteo-Arthritis. COBB, S.,
MERCHANT, W. R., and RUBIN, T. (1957). J. chron.
Dis., 5, 197. 7 figs, 12 refs.
At the University of Pittsburgh the authors have

studied a "stratified random sample" of the population
in an attempt to determine the relation between the
presence of x-ray evidence of osteo-arthritis and the
occurrence of pain and other symptoms and signs of
the disease. Of the 478 persons examined (constituting
only 60 per cent. of the original sample), there was radio-
logical evidence of osteo-arthritis of the hands and wrists
in 115, and of the knees in 65. In all cases information
was recorded regarding:

(I) History of pain in the joint concerned;
(2) Observed pain on movement;
(3) Observed tenderness;
(4) History of swelling;
(5) Observed swelling;
(6) Morning stiffness (which is regarded as a general-

ized phenomenon even though the patient may point
out an area where it is worst).

Analysis of these data from several points of view
gave results consistent with the hypothesis that morning

stiffness and x-ray signs of degenerative joint changes
are quite independent. Proceeding from this assumption
the authors found that morning stiffness was more fre-
quently associated with pain than were x-ray changes at
both sites, although the difference was less marked with
the knees than with the hands. When those subjects
with definite radiological evidence of degenerative joint
disease were considered separately it was found that as
the incidence of pain increased, so did that of morning
stiffness both in the hands and in the knees. In the
hands joint swelling did not occur in the absence of
morning stiffness, whereas this was not entirely true for
the knees, in which in a few cases swelling was reported
with no history of morning stiffness. When those
persons who reported morning stiffness were studied in
more detail they appeared to have an earlier onset of
arthritic symptoms than those without morning stiffness,
with involvement of a greater number of miscellaneous
peripheral joints, more joint swelling, and attacks of pain
of longer duration. Classification of this group accord-
ing to the American Rheumatism Association's criteria
for the diagnosis of rheumatoid arthritis showed that
26 per cent. met the criteria for probable rheumatoid
arthritis and 41 per cent. for possible rheumatoid arthritis.
The authors therefore consider that most of these patients
with morning stiffness were suffering from rheumatoid
arthritis, and that the degenerative joint changes seen
in the radiograph were purely incidental.

In summary, the survey demonstrated that 70 per cent.
of the subjects in whom osteo-arthritic changes were
revealed by x rays were asymptomatic, while the
remainder could be divided into three groups:

(1) Those who had obvious rheumatoid arthritis
and incidental degenerative joint changes.

(2) Those with no morning stiffness, a late onset
of symptoms, and mild pain usually without swelling.

(3) An intermediate group in whom morning
stiffness was the predominant feature and in whom the
possibility is that the symptoms were due at least in part
to a rheumatoid component. B. M. Ansell.

Age Factor and High Fat Diets in the Evolution of Osteo-
Arthritis in Mice. SILBERBERG, M., and SILBERBERG,
R. (1957). J. Geront., 12, 9. 3 figs, 7 refs.
The object of this study from the Washington Univer-

sity School of Medicine, St. Louis, was to investigate
the role of age in the susceptibility of the articular
cartilage to osteo-arthritis in mice fed on a high fat diet.
The stock diet of Purina Laboratory Show of 146

male mice strain C 57. B.L. was enriched with 25 per cent.
lard for a 5-month period, 49 receiving this from 1-5
months of age, 51 from 6-11 months, and 46 from 12-17
months, and the animals were then killed at approxi-
mately 18 or 24 months. The knee joints were removed
whole, fixed, and decalcified, and then examined histo-
logically. The findings were compared with those
obtained previously on stock-fed animals and animals
fed the same high fat diet commenced at 1, 6 or 12 months
and continuing to death.
The over-all effect was a temporary weight increase,

particularly in the younger mice, and no interference
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The complications and sequelae of x-ray treatment are
discussed. The possibility of an increased risk of
leukaemia is mentioned and its significance discussed
in relation to the management of patients in the future.

[Author's summary.]

Involvement of Peripheral Structures in Ankylosing
Spondylitis; Frequency and Diagnostic Value. (L'im-
pegno artro-periferico nella spondilite anchilosante:
sua frequenza, suo valore nosologico.) LUCHERINI, T.,
and CERVINI, C. (1957). Rif. med., 71, 113. 18 figs,
bibliography.
The authors are convinced that rheumatoid arthritis

and ankylosing spondylitis are, fundamentally, variants
of one and the same disease. After surveying the
literature in search of support for their thesis they report
three cases in which rheumatoid changes in peripheral
joints-and in one case psoriasis-were present in addi-
tion to typical ankylosing spondylitis. Photographs and
radiographs of the spine and various joints in each case
are reproduced. L. Michaelis.

Pancreatic Necrosis in Cortisone-Treated Children.
BAAR, H. S., and WOLFF, 0. H. (1957). Lancet,
1, 812. 4 figs, 20 refs.

Ankylosing Spondylitis and Iritis. (Spondylarthritis
ankylopoietica und Iritis.) KRAHNST6VER, M. (1956).
Klin. Mbl. Augenheilk., 128, 722. 13 refs.

Radiotherapy and Ankylosing Spondylitis. (Radiotherapie
et spondylite ankylosante.) AUDET, L. (1956). Laval
med., 21, 1215.

Early Diagnosis of Pelvo-Spondylitis Ossificans (Anky-
losing Spondylitis). (Tidig diagnos av pelvo-spondylitis
ossificans.) ROMANUS, R. (1957). Nord. Med., 57, 95.
2 figs, 8 refs.

Ankylosing Spondylitis. Its Hormonal Background in
Relation to X-Ray Therapy. STOLL, B. A. (1957).
J. Fac. Radio. (Lond.), 8, 201. 1 fig., 43 refs.

Ankylosing Spondylitis. Aetiology and Pathology.
GIBSON, H. J. (1957). J. Fac. Radio. (Lond.), 8, 193.
6 figs, 15 refs.

Tomographic Studies of Changes in the Sacro-Iliac Joints
in Old Age in Man. (Studio radio-stratigrafico sul
comportamento delle articolazioni sacro-iliache nell'
uomo di eta senile.) MUSSA, L., and TARDY, A. (1957).
Reumatismo, 9, 77. 6 figs, 22 refs.

(Miscellaneous)
Clinical Experience with a Combination of Aspirin and

Prednisolone in Low Dosage in Rheumatic Diseases.
(Esperienze cliniche con l'associazione acido acetil-
salicilico prednisolone a piccole dosi in malattie
reumatiche.) GALLI, T., and SOLARI, S. (1956).
Minerva med. (Torino), 2, 1611.
In a study carried out at Sampierdarena Municipal

Hospital, Genoa, the authors have compared the thera-

with normal life-span. In comparison with the stock-fed
mice, there was a marked increase in rate of appearance
and incidence of osteo-arthritic change in the animals
receiving a high fat diet from 1-5 months, while in the
other two groups there was a very slight increase in total
incidence. When compared with those animals who were
maintained on a high fat diet throughout life, the over-all
incidence and severity, together with rate of progression,
was considered greater in those receiving the continuous
diet than in those who had it only for a short period.
It was concluded that limited feeding of a high fat diet
had a less injurious effect, particularly in older animals,
and it was suggested that the decreased susceptibility
in the older joints might be related to a decreased sus-
ceptibility to growth-promoting stimuli.

B. H. Ansell.

Arthrotic Cartilage under the Electron Microscope.
(Arthrotische Knorpel unter dem Elektronenmikro-
skop.) CECCHI, E., and BISOGNO, E. M. (1957).
Z. Rheumaforsch., 16, 12. 5 figs, 13 refs.
This paper from the Rheumatological Institute of the

University of Rome describes the use of the electron
microscope in the study of collagen from articular
cartilages in osteo-arthritis. Isolated collagen fibres
were prepared by the technique of Monteleoni and Boni
(no details given). Preparations from three examples
of osteo-arthritic cartilage were compared with non-
arthritic specimens from old individuals. No abnor-
malities were found, either in the general appearance of
the collagen fibres or the periodicity of their cross-
striation. N. A. Nixon.

Nature of Osteo-Arthritis. [In English.] STECHER, R. M.
(1957). Acta rheum. scand., 3, 9. 14 refs.

Results of Radiotherapy in Osteo-Arthritis of the Hip.
MURLEY, A. H. G. (1957). Lancet, 1, 818. 8 refs.

(Spondylitis)
Radiotherapy of the Rheumatic Diseases. Results of
X-Ray Treatment ofAnkylosing Spondylitis. MORRISON,
R. (1957). J. Fac. Radio. (Lond.), 8, 187. 1 fig.,
14 refs.
The results of the treatment of ankylosing spondylitis

by x rays are discussed and the published results are
reviewed. The objective findings after treatment are
compared with the improvement in symptoms reported
by the patients. A follow-up report is given on 122
patients treated more than 3 years previously. In 25 per
cent. of the patients, the disease had progressed since
treatment, the advanced disease showing a greater ten-
dency to progress than the early disease. At the time of
the follow-up examination, active disease was present in
25 per cent. of patients. Eighty-one per cent. of the
patients were at work and 72 per cent. were able to con-
tinue with their normal work. The correlation between
activity of the disease as assessed clinically and the
erythrocyte sedimentation rate was poor.
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ANNALS OF THE RHEUMATIC DISEASES
peutic value of a combination of 325 mg. acetyl-salicylic
acid, 0-5 mg. prednisolone, and 50 mg. ascorbic acid
given in tablet form with that of cortisone and acetyl-
salicylic acid given separately in the treatment of rheu-
matic disorders.

In one case of recent acute rheumatic fever and four
cases of active rheumatic fever of long standing or in
relapse which were treated with six to twelve tablets daily,
there was relief of the clinical condition within 3 weeks
and no side-effects were seen. The combination was
then tried as the sole medicament on five patients with
moderate rheumatoid arthritis; all five improved when
given six tablets daily for 3 months, although therapy
had to be interrupted for a week in one case because of
gastric upset.

In ten further patients with rheumatoid arthritis
treated with three to six tablets daily according to their
clinical requirements for 2 to 3 months in addition to
gold therapy [dosage not stated], the results during a
6-month period of observation have been good. In two
cases expected exacerbations following gold injections
were apparently suppressed by the tablets. Of the last
five rheumatoid arthritic patients, who were being
treated with cortisone, three improved after receiving
six of the tablets daily for one month instead of the
cortisone; the other two patients relapsed.

In the treatment of other conditions ten patients with
acute osteo-arthritis of the knees with effusion improved
on taking six tablets daily for 10 to 20 days; three patients
with lumbar osteo-arthritis were relieved after taking
six tablets daily for 6 days, and one patient with sciatica
was relieved after 10 days of the same dosage, but
another was not improved. Lastly, twenty patients with
fibrositis responded to six tablets daily given for 4 to 6
days.

It is considered that the side-effects of prednisolone
and acetylsalicylic acid are minimized when they are
given in combination, and there even appeared to be a
synergism between these two components of the tablets.

G. H. Blair.

Paget's Disease of Bone associated with Hashimoto's
Struna Lymphomatosa. A Clue to the Pathogenesis
of Paget's Disease? LUXTON, R. W. (1957). Lancet,
1, 441. 4 refs.
Radiological examination of the bones of 35 patients

with struma lymphomatosa (Hashimoto's disease)
revealed that seven had Paget's disease. The diagnosis
of Hashimoto's disease was confirmed in all cases on
histological examination of thyroid tissue obtained at
biopsy and the diagnosis of Paget's disease in two cases
on bone biospy. Brief reports of the seven cases are given.
The incidence of Paget's disease in the general population
has been estimated radiologically at 2-4 per cent., and
from necropsy findings at about 3 per cent. On the basis
of these figures the incidence of Paget's disease in patients
with struma lymphomatosa is considered to be highly
significant. Paget's disease preceded the thyroid disease
in three patients and followed it in four. The author

does not advance any reasons for the association of these
two diseases, or any views on a common aetiology.

J. N. Harris-Jones.

Intermittent Hydrarthrosis. MATrINGLY, S. (1957).
Brit. med. J., 1, 139. 2 figs, 38 refs.
Although intermittent hydrarthrosis is not rare, fewer

than 180 cases have been reported. An analysis of 101
of these shows that the sex incidence is about equal
(52 males and 49 females) and that age at onset is usually
20 to 50 years. The author describes three additional
cases, all in females. In the first case intermittent
swelling of the right knee started at the age of 41 years and
recurred at intervals of 9 to 13 days, the attacks bearing
no relation to menstruation. The results of laboratory
investigations were normal. A course of gold injections
was followed by a remission which has lasted 5 years. In
the second case symptoms were first noted at the age of
27 years, there being painless swelling of the right knee.
Thereafter the patient experienced pain and swelling of
both knees at intervals of 2 to 4 weeks for some years,
apart from short remissions following illnesses. Again
the results of laboratory tests were normal, and the joint
fluid was sterile. Rest in bed and corticotrophin injec-
tions did not affect the periodicity of the effusions. A
remission which followed radiotherapy has now lasted
for 4 years. The patient in the third case had had pro-
longed rest in bed at the age of 19 years and again at
the age of 27 years for acute "rheumatism" in the legs.
When she was 45 intermittent hydrarthrosis developed,
recurring in both knees every 8 days and accompanied
by fever. The erythrocyte sedimentation rate was
increased and radiographs of the knees showed some
osteoporosis. Rest in bed and antihistamine drugs
appeared to give temporary relief. The effusions sud-
denly ceased when the patient was 48, but intermittent
swelling of the eyelids was noted for some months after
this. The remission has now lasted for 5 years.
The cases described in the literature fall into two groups

-those in which the periodic effusions were not accom-
panied by any evidence of joint damage and those in
which a rheumatic disorder was already present. In his
discussion the author shows that none of the many causes
postulated for this condition, or the many treatments
advocated, has any very firm basis. Spontaneous remis-
tions and relapses are common. He considers that gold
therapy is worth further trial, and that radiotherapy and
synovectomy may also produce remissions.

B. E. W. Mace.

Psoriasis and Arthritis. WRIGHT, V. (1957). Brit.
J. Derm., 69, 1. 4 figs, 36 refs.
The relationship between arthritis and psoriasis was

investigated by analysing three groups of patients at
Stoke Mandeville Hospital:

(1) 42 with psoriasis and arthritis, of whom 34
had "erosive arthritis" (a term which the author
uses in preference to "rheumatoid arthritis" in
order not to prejudge the issue), six with degen-
erative joint disease, one with rheumatic fever,
and one with gout.
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Combined Treatment [of Chronic Articular Rheumatism]
with Prednisolone and Phenylbutazone. (Kombinierte
Behandlung mit Prednisolon und Butazolidin.) GAMP,
A., and Bopp, A. (1957). Z. Rheumaforsch., 16, 117.
3 figs, 15 refs.

Histamine and Connective Tissue. [In English.] WEGELIUS,
O., and ASBOE-HANSEN, G. (1957). Acta rheum. scand.,
3, 18. 3 refs.

Incidence of Rheumatic Disorders in a Large Firm.
(Incidencia das afeco6es reumatismais numa grande
empresa.) REGo, L. (1957). J. Med. (Porto), 32, 841.
22 refs.

Use of Oxygen in Rheumatology. (El empleo del oxigeno
en reumatologia.) AGUINAGA, F., VILLANUEVA, A. R.,
and PEREA, J. G. (1956). Arch. argent. Reum., 14, 194.

Intradermal Congo Red Test in Rheumatic Diseases. (El
test del rojo congo intradermico en las affecciones
reumaticas.) MORENO, A. R. (1956). Arch. argent.
Reum., 14, 182.

Disk Syndrome
Symptomatology and Diagnosis of Lumbago-Sciatica.
(Symptomatologi och diagnostic vid lumbago-
ischias.) SODERBERG, L. (1957). Nord. Med., 57, 615.
37 refs.

Radicular Syndrome and "Low Back Pain". (Syndrome
radiculaire et "Low-back-pain".) HANRAEIS,
P. R. M. J. (1956). Folia psychiat. (Amst.), 59, 599.
1 1 refs.

Gout
Electrolyte Changes in Acute Gouty Arthritis. LEVIN,
M. H. (1957). Rheumatism, 13, 45. 2 figs, 32 refs.

(2) 55 with rheumatoid arthritis, unselected except
that in all cases the Waaler-Rose differential
agglutination test (D.A.T.) gave a positive
response.

(3) 310 unselected patients suffering from psoriasis
only.

Of the 34 patients with psoriasis and "erosive arthritis",
94 per cent. gave a negative D.A.T. response, and this
suggests that the joint condition in these cases forms
an entity distinct from rheumatoid arthritis. A less
likely explanation is that the psoriasis modifies the
arthritis. Clinical differences from the classic picture
of rheumatoid arthritis in Group I included a high
incidence of distal interphalangeal joint involvement
(58 per cent.), a combination of ankylosing spondylitis
and peripheral arthritis in three cases, and a generally
milder course than in Group 2. Nail changes charac-
teristic of psoriasis were seen in 87 per cent. of Group 1
as against 18 per cent. of Group 3. The psoriasis seen
in Group 1 differed in some respects from that in similar
cases reported in the literature, in that it was not extensive,
never pustular, not unduly resistant to treatment, and
did not usually affect the palms and soles.

[This is a notable contribution to a controversial
subject.] G. W. Csonka.

Uveitis in Association with Rheumatism. MORGAN, M. J.,
KiMURA, S. J., and THYGESON, P. (1957). Arch.
Ophthal. (Chicago), 57, 400. 14 figs, 3 tables, 20 refs.
This paper emphasizes that in all cases of recurring

uveitis investigation should be made for associated joint
disease. The typical uveitis which may occur in asso-
ciation with rheumatoid arthritis, Still's disease, gout,
acute rheumatic fever, Reiter's syndrome, Behret's
syndrome, gonorrhoea, brucellosis, tuberculosis, and
syphilis are described. Toxic and infectious uveitis in
association with uveitis, and arthritis and uveitis occur-
ring in psoriasis are also described. A. G. Cross.

Keratodermia Blennorrhagica. CAMERON, J. M. (1956).
Brit. J. vener. Dis., 32, 7. 3 figs, 7 refs.
Two cases of Reiter's disease are described which

showed keratodermia blennorrhagica as an associated
lesion affecting the soles of the feet. W. E. S. Bain.

Ocular Complications of Rheumatic Fever and Rheumatoid
Arthritis. SMITH, J. L. (1957). Amer. J. Ophthal.,
43 (Pt. 1), 575. 5 tables, I fig., 22 refs.

Hydrocortisone Acetate in the Local Treatment of Fibroses.
[In English.] ZACHARIAE, L., and ZACHARIAE, F. (1957),
Acta rheum. scand., 3, 76. 1 fig., 5 refs.

Phenylbutazone and Renal Function. (Phenylbutazone
et fonction renale.) LEvy; M., SICHERE, R. M., and
VAN PETEGHEM, J. (1957). Rev. Rhum., 24, 111.

Origin of Rheumatic Joint Deformities. (Zur Genese
rheumatischer Gelenkdeformierungen.) POHL, W.
(1957). Munch. med. Wschr., 99, 596. 7 figs, 30 refs.

Gout and Diabetes. WEISS, T. E., SEGALOFF, A., and
MOORE, C. (1957). Metabolism, 6, 103. 11 refs.

Pararheumatic (Collagen) Diseases
Involvement of the Kidneys in Disseminated Lupus

Erythematosus. (Die Nierenbeteiligung beim Erythe-
matodes disseminatus.) HELLWEG, G., MUNDT, E.,
NUSSGENS, H., and VORLAENDER, K. 0. (1957). Dtsch.
Arch. klin. Med., 203, 647. 12 figs, bibl.
Klemperer has estimated that the kidneys are involved

in 60 per cent. of all cases of disseminated lupus erythe-
matosus, while other authorities accept a figure of 90 to
100 per cent. The kidney may be affected in a variety of
ways, the disease taking the form of focal nephritis,
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ANNALS OF THE RHEUMATIC DISEASES
diffuse glomerulo-nephritis, or the nephrotic syndrome,
and there is no characteristic clinical picture. A study
of the pathological anatomy, however, suggests that the
typical findings are a combination of the so-called "wire-
loop lesions", the appearance of haematoxyphil bodies,
and fibrinoid swelling of the glomeruli resulting in partial
(focal) or total necrosis. Somewhat similar changes are
seen in scleroderma. In long-standing cases the above
picture tends to be blurred by the usual appearances of
chronic glomerulonephritis.
With the onset of renal symptoms there develop

certain immunological reactions. The factor responsible,
which is associated with the gamma-globulin fraction of
the serum proteins, seems to be suppressed by prolonged
cortisone therapy, but can be made to reappear under
suitable provocation. It can also be absorbed by extracts
from healthy kidneys and may be regarded as having the
properties of an auto-antibody. Experimentally, it has
been shown that the auto-antigenic reaction arises from
changes in the vascular endothelium of the glomeruli.
Antibodies against the cellular constituents of the blood
have also been demonstrated. These factors do not
represent the primary cause of the disease, but a secondary
product of the disease process; nevertheless, they vitally
affect the course of the illness.

Cortisone (or prednisone) and corticotrophin (ACTH)
give the best results in therapy. They suppress inflam-
matory changes in the tissues and the development of
primary or secondary pathogenic antibodies, though the
antigen-antibody reaction as such remains unaffected.
Kurnick has suggested an attack on the causal factor by
repeated intramuscular injections of fresh blood or
leucocytes; the authors discuss the theoretical basis of this
suggestion and offer criticisms of their own. [The original
paper should be consulted for details.] D. Preiskel.

Polyarteritis Nodosa. ROSE, G. A., and SPENCER, H.
(1957). Quart. J. Med., 26, 43. 15 figs, bibl.
A retrospective study has been made of 111 proven

cases of polyarteritis nodosa which had been under care
in nine teaching hospitals during the period 1946 to mid-
1953. In seven patients the appearances were atypical;
these were not considered further. The study provided
new information particularly with regard to classification,
aetiology, and blood-pressure changes.

It seemed that the most useful classification was one
based on the presence or absence of lung involvement.
Cases with lung involvement tended also to show a
number of other features which were not seen, or were
only rarely seen, in the other group. The chief of these
were a respiratory illness initiating and generally domi-
nating the disease, blood and tissue eosinophilia, granulo-
matous polyarteritis, and necrotizing lesions not demon-
strably related to arteries. These features are described,
and are contrasted with the findings in cases without lung
involvement. The possible relation of the syndrome
to other diseases is discussed, and some previous reports
are reviewed.
The aetiology of the disease remains uncertain, but

there is evidence of an association with preceding respira-
tory infections (especially those due to streptococci) and

with rheumatic fever. Further investigation is needed to
determine the relative importance of the infection and its
treatment; at present the infection itself is chiefly suspect.
In a few cases the disease appears to have been due to
sensitivity to drugs of the thiouracil group; the evidence
by which other drugs have been incriminated is weak.
An attempt was made to correlate blood-pressure

changes with the urinary and necropsy findings in the
86 cases in which blood-pressure records were adequate.

(I) Among the 48 patients whose blood-pressure
remained normal, recent renal polyarteritis and glomeru-
litis were common, but healed lesions were rare.

(2) Of the seventeen patients who were observed to
develop hypertension during the course of the disease,
all but three showed healed renal polyarteritis or glomeru-
litis at necropsy, and urinary abnormalities had preceded
the first rise in pressure in all patients of whom data were
adequate.

(3) In 21 patients the blood-pressure was high when
first measured, but in all but two the first record was made
months or years after the onset of the disease; the
necropsy findings were the same as in Group 2.

It is concluded that the development of hypertension
in polyarteritis nodosa is associated with the healing
stages of renal polyarteritis or glomerulitis.-[Authors'
summary.]

Treatment of Polyarteritis Nodosa with Cortisone: Results
after One Year. REPORT TO THE MEDICAL RESEARCH
COUNCIL BY THE COLLAGEN DISEASES AND HYPER-
SENsmvrrY PANEL (1957). Brit. med. J., 1, 608. 4 refs.
An attempt was made by the Collagen Diseases and

Hypersensitivity Panel of the Medical Research Council
to assess the value of cortisone in the treatment of poly-
arteritis nodosa, and the results after one year are pre-
sented in this paper. It is pointed out that random
allocation of patients to an untreated group was not
possible because of the known poor prognosis if patients
are untreated and the rarity of cases of this disease.
Patients were admitted to the trial only after the diag-
nosis had been confirmed histologically by a panel of
pathologists. With a few exceptions the initial dosage of
cortisone was 200 mg. daily; if the response was poor the
daily dose was raised by 100 mg. each week until signs
and symptoms were suppressed or intolerable side-effects
occurred; if symptoms were suppressed with 200 mg.
daily, an attempt was made to reduce the daily dosage by
about 50 mg. each week, the course finishing in the sixth
week.
Of 25 patients originally selected for this trial, seventeen

were finally accepted; there was also a control series of
nineteen histologically proved cases with onset of the
disease before the introduction of cortisone. Unfor-
tunately the groups differed in many respects, particularly
in the incidence of hypertension, which was present in
eight of the controls but in only one of the treated group.
For comparison of results, therefore, the groups were
further subdivided into those with and those without
hypertension. At the end of one year's observation it was
found that only seven of the nineteen controls were still
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seen at the Clinic during the period 1923-54. They
were divided into two groups:

(1) Those with linear lesions and plaques of morphea
(191 cases).

(2) Those with generalized bilateral, symmetrical
morphea (44 cases).

Of the 191 patients in Group 1, 146 were female, a
ratio of females to males of 3 : 1. The histories showed
that the onset of the illness was frequently associated with
trauma, infection, surgical operation, pregnancy, the
menarche, or the menopause. A table showing the loca-
tion and distribution of the lesions is given. Arthralgia,
commonly limited to the side of the skin lesion, occurred
in 44 per cent. of this group. Raynaud's phenomenon,
usually involving the ipsilateral limb, was recorded in
eight cases, migraine in 31, and epilepsy in six. A large
range of skeletal abnormalities, mostly involving the
vertebral column, were observed and are tabulated.
Residual pigmentation was noted in 82 patients, and
facial hemiatrophy in 38.

Individual histories (with photographs) from both
groups of cases are given. J. N. Harris-Jones.

Cogan's Syndrome. Report of Two Cases with Signs and
Symptoms suggesting Periarteritis Nodosa. BOYD,
G. G. (1957). A.M.A. Arch. Otolaryng., 65, 24. 7 refs.
Cogan's syndrome consists in ciliary injection with

granular infiltration of the cornea but no changes in the
iris or fundus, together with tinnitus, severe vertigo and
nystagmus, and rapid progressive deafness. There are
no signs of systemic disease except eosinophilia and
elevation of the erythrocyte sedimentation rate. Young
males are most often affected. Cases of Cogan's syn-
drome associated with periarteritis nodosa have been
reported by Oliner et al. (New Engl. J. Med. (1953),
248, 1001), and by McNeil et al. (Ann. int. Med. (1952),
37, 1253).
The present author has seen four cases in which the two

conditions were associated in the past 3 years, and here
reports two of them. The first patient, a man of 28,
developed fever, diarrhoea, and cough, with deafness,
vertigo and tinnitus, and interstitial keratitis. All patho-
logical tests gave negative results (except for positive
reactions to Salmonella paratyphosa B and ragweed) and
all antibiotics tried proved useless. Cortisone applied
locally cured the eye condition. There was severe
residual deafness and loss of cold caloric responses. In
the other case there was total loss of caloric responses,
severe deafness, and recurring diarrhoea with fever.
There was a family history of asthma, but no personal
sensitivity was found. Except for the ear symptoms,
improvement was obtained with cortisone and blood
transfusions. In both cases at some time during the
course there was lymphadenopathy and enlargement of
the liver and spleen. F. W. Watkyn-Thomas.

Vascular Lesion in Viscerocutaneous Collagenosis.
SHARP, A. A. (1957). Brit. J. Derm., 69, 50. 9 figs,
24 refs.
The author, from the Royal Victoria Infirmary, New-

castle upon Tyne, reports three cases in fthich careful

alive, compared with fourteen out of the seventeen
patients in the treated group. Excluding the patients
with hypertension, however, the figures were seven out of
eleven and thirteen out of sixteen respectively.
The authors conclude the discussion as follows: "To

maintain suppression of symptoms may require doses of
cortisone which provoke troublesome and occasionally
dangerous side-effects. Whether the treatment is better
or worse than the disease is a matter on which we have
no unequivocal evidence to present."

J. N. Harris-Jones.

Dermatomyositis. Unusual Features, Complications, and
Treatment. CHRISTIANSON, H. B., BRUNSTING, L. A.,
and PERRY, H. 0. (1956). A.M.A. Arch. Derm.,
74, 581. 21 refs.
The authors have reviewed the records of 270 patients

with classic dermatomyositis seen at the Mayo Clinic
between 1916 and 1954. Of these patients 179 were
female and 91 male, a ratio of very nearly 2 : 1. There
was a family history of the disease in only one case.
Some type of malignant disease accompanied the der-
matomyositis in eighteen cases (6- 7 per cent.). Although
it has been claimed that the incidence of malignant
disease is unduly high in patients with dermatomyositis,
the authors were satisfied that in their cases the malig-
nancy was incidental, the age range of the eighteen
patients being 40 to 72 (mean 55) years.

Cushing's syndrome was observed in two young
female patients, and it appeared to have an ameliorating
effect on the dermatomyositis. The clot test for lupus
erythematosus gave a positive result in two cases, and in
a further two patients the skin eruption had the charac-
teristics of pityriasis rubra pilaris. Dysphagia of some
degree occurred in 60 per cent. of the patients and an
unstated] number of cases of abdominal pain, gastro-
intestinal bleeding, and perforation of multiple gastric
ulcers also occurred. Osteoporosis was recorded in
thirty patients and calcinosis in 28, but there did not
appear to be an obvious correlation between these two
complications; calcinosis was most frequent in patients
under 16 years of age, of whom 29-1 per cent. were
affected.

In recent years 62 of the patients have been treated
with cortisone, of whom 28 improved, nine obtaining a
permanent remission. In fifteen cases the disease appear-
ed to have been uninfluenced by treatment, and eleven
patients died despite the treatment. Complications of
cortisone therapy included hypertension, diabetes
mellitus, and osteoporosis. In view of the short periods
of treatment with cortisone the authors are unwilling to
draw hasty conclusions, but they consider that cortisone
treatment was of definite value, and in some of their cases
was life-saving. J. N. Harris-Jones.

Localized Scleroderma. A Clinical Study of 235 Cases.
CHRISTIANSON, H. B., DORSEY, C. S., O'LEARY, P. A.,
and KIERLAND, R. R. (1956). A.M.A. Arch. Derm.,
74, 629. 3 figs, 9 refs.
In this report from the Mayo Clinic are reviewed the

case records of 235 patients with localized scleroderma
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ANNALS OF THE RHEUMATIC DISEASES
study of serial sections post mortem suggested a common
vascular aetiology, the clinical and gross pathological
findings being respectively of systemic lupus erythe-
matosus, scleroderma, and dermatomyositis. Small
arteries and arterioles of skin and of internal organs
showed hyaline or granular material partly or totally
occluding the lumen. It was adherent to endothelium,
contained round cells and polymorphonuclear leucocytes,
and appeared later to be covered by endothelium so as
to lie deep to the intima. Further study suggested con-
version of this material into fibrous thickening. The
author considers, in view of these findings, that there is
much to be gained by adopting the term "viscero-
cutaneous collagenosis" to include a wide range of
clinical entities "provided we could be sure what the
term 'collagenosis' implies". John T. Ingram.

Studies on the Nature of Fibrinoid in the Collagen Diseases.
GITLIN, D., CRAIG, J. M., and JANEWAY, C. A. (1957).
Amer. J. Path., 33, 55. 37 figs, 16 refs.
Controversy is still rife concerning the nature and

origin of the fibrinoid material which is found in the
lesions of the collagen diseases and of a great variety
of inflammatory conditions. The authors have developed
a technique using fluorescein-labelled rabbit antiserum
against human fibrin which, they claim, is more sensitive
than the conventional staining methods for the detection
of fibrin. Such antiserum has been shown to be specific
for fibrin and fibrinogen. Working at Harvard Medical
School and the Children's Hospital, Boston, they have
been able to demonstrate the presence of a specific
reaction in a variety of lesions containing fibrinoid from
cases of disseminated lupus erythematosus, rheumatoid
arthritis, dermatomyositis, rheumatic fever, subacute and
chronic glomerulonephritis, and periarteritis nodosa.

It is pointed out that the finding of fibrin (or some
other, hypothetical, insoluble derivative of fibrinogen)
in the fibrinoid lesion does not rule out the presence of
other substances in fibrinoid material, but merely indi-
cates that there has been a local conversion of fibrinogen
to fibrin. This might be brought about by tissue break-
down products acting upon an excess of plasma proteins
(of which fibrinogen is one) in the tissue, and the authors'
findings give no indication as to the nature of the aetio-
logical agents causing such tissue breakdown in the
collagen diseases.
The article is well illustrated and the full details of the

techniques employed are recorded. R. E. Tunbridge.

Retinal Manifestations of Malignant Systematized Lupus
Erythematosus. (Les manifestations retiniennes de la
lupo-erythemato-viscerite maligne.) HARTMANN, E.,
and MASSIN, M. (1956). Ann. Oculist. (Paris), 189,
973. 6 figs, 11 refs.

Ocular Complications of Lupus Erythematosus. (Con-
tributo alla conoscenza delle complicanze oculari
del pupus eritematoso.) CARRA, G., and MANGANO, M.
(1956). GeMed. milit., 106, 425. 40 refs.

Significance of Disseminated Lupus Erythematosus in
Internal Medicine. (Die intern-medizinische Bedeutung
des viszeralen Lupus erythematosus.) SIEGENTHALER,
W., and HEGGLIN, R. (1957). Dtsch. med. Wschr.,
82, 698. 8 figs, 47 refs.

Collagen Diseases. ff. An Oedematous Form of Dermato-
myositis. Failure of Prednisone. Terminal Diffuse Tuber-
culosis. (A propos des collagenoses. III. Dermato-
myosite a forme oedemateuse. Echec de la delta-
cortisone. Tuberculose diffuse terminate.) SIGUIER,
F., BETOURNE, C., BONNET DE LA TOUR, J., and NIVET,
M. (1957). Bull. Soc. mid. Hop. Paris, 73, 271.

IV. Can One Speak of Subelinical Collagen Disease?
(IV. Peut-on parler de collagenoses infra-cliniques?)
SIGUIER, F., BADIN, J., BETOURNE, C., LEvy; R.,
GOGLIN, G., and BONNET DE LA TOUR, J. (1957).
Bull. Soc. mid. Hop. Paris, 73, 274.

V. Hargraves Cells and Hydralazine Intoxication. (V. Cel-
lules d'Hargraves et intoxication par l'hydralazine.)
BONNET DE LA TOUR, J., BADIN, J., and SIG UIER, F.
(1957). Bull. Soc. med. Hop. Paris, 73, 279.

General Pathology

Evaluation of the Serological Test described by Steffen
for the Investigation of Rheumatic Diseases (the Anti-
Human-Globulin Fixation Test). (Zur Frage der
Verwertbarkeit des von Steffen beschrievenen sero-
logischen Testes zum Nachweis rheumatischer Erkrank-
ungen (AHG-Ablenkungstest).) SPEISER, P., WIEDER-
MANN, G., MICKERTS, D., and OSSADNIK, W. (1957).
Wien. Z. inn. Med., 38, 72. 2 figs, 13 refs.
It has been claimed by Steffen (Schweiz. Z. allg. Path.

Bakt. (1955), 18, 287; Abstracts of World Medicine (1956),
19, 138) that an organ-specific antibody exists in the
blood in rheumatic diseases which is demonstrable in
vitro by its reaction with lyophilized human tissue cells
in the presence of a known amount of an anti-human-
globulin serum (Coombs serum). The extent of the
reaction can be determined by titrating the residue of
Coombs serum against a mixture of human Rh-positive
erythrocytes and incomplete Rh antibody.
The present authors, working at the University of

Vienna, have repeated this work, keeping closely to
Steffen's method and using skeletal muscle, heart muscle,
or a mixture of skeletal muscle, heart muscle, and joint
capsule as the source of the lyophilized cell substrate. A
total of 163 tests were performed on one hundred patients
(48 with rheumatoid arthritis, fifteen with acute rheumatic
fever and carditis, two with subacute bacterial endo-
carditis, two with chronic rheumatic heart disease, and
33 without rheumatic disease. Duplicate tests on the
same specimen of blood in a number of cases showed
poor reproducibility despite strict precautions to stan-
dardize the reagents. The results are reported in terms
of the highest and the lowest titres obtained, together
with an extensive statistical analysis. Although there
was a significant trend towards a higher consumption
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Clinical Evaluation of the C-Reactive Protein Test.
YOCUM, R. S., and DOERNER, A. A. (1957). A.M.A.
Arch. intern. Med., 99, 74. 15 refs.
This paper consists essentially of a record of the results

of the routine performance of the C-reactive protein test
on 1,262 occasions on 729 patients admitted to the
U.S. Public Health Service Hospital, San Francisco,
with 123 different clinical diagnoses. In tabulating the
results the authors group their cases in seven diagnostic
categories.

Positive results were found during the acute phase in
nearly all infectious bacterial diseases, with less frequent
positive results in viral diseases and the more chronic
infections. A positive reaction tended to be present in
infections associated with gastro-intestinal disease and
diabetes, severe congestive heart failure usually with mild
pulmonary infection, acute coronary insufficiency, pul-
monary infarction, acute rheumatic fever, rheumatoid
arthritis, penicillin-sensitivity reactions, and malignant
conditions with metastases, and during the first 24 to
48 hours after a major surgical procedure. A negative
result is particularly noted as usual in acute infective
hepatitis, cerebral thrombosis, and destructive lesions of
the central nervous system. The authors consider that
the test is more "sensitive" than the erythrocyte sedi-
mentation rate in the presence of inflammatory or
necrotic processes.

[It is difficult to deduce any "evaluation" of this test
from this report, which is fundamentally a record of
experience on a wide and general basis.]

Harry Coke.

Changes in the Blood Protein Content in Chronic Rheu-
matic Diseases and a Selection of Technical Methods
especially Suitable for their Demonstration. (fiber die
Veranderungen des Bluteiweissbildes bei chronisch-
rheumatischen Erkrankungen und uber eine Auswahl
von zur Erfassung derselben besonders geeigneten
Untersuchungsmethoden.) FUCHS, W. (1957). Z. ges.
inn. Med., 12, 310. 6 figs, 14 refs.

Comparison of Four Laboratory Tests in Rheumatoid
Arthritis. (Vergleich von vier Laboratoriumsmethoden
bei primir-chronischem Gelenkrheumatismus.) KRA-
LOVA-LANGEROVA, M., STOIA, H., and REJHOLEC, V.
(1957). Schweiz. med. Wschr., 87, 588. 1 fig., 9 refs.

Morphology and Rheumatic Disease. (Anatomie osseuse
et maladie rhumatismale.) CRETIN, A. (1957). Presse
med., 65, 494. Bibl.

Serological Agglutination and Precipitin Mechanisms in
Rheumatoid Arthritis. DRESNER, E. (1957). Postgrad.
med. J., 33, 170. Bibl.

Experimental Observations on the Structure and Function
of Healthy and Diseased Connective Tissue. (Experi-
mentelle Beitrage zur Struktur und Funktion gesunden
und kranken Bindegewebes.) HARTMANN, F., and
FRICKE, G. (1957). 9 figs, 9 refs.

of Coombs serum in the test when performed with blood
from rheumatic subjects, the authors found that the test
failed to distinguish correctly between rheumatic and
non-rheumatic subjects in from 30 per cent. to 38 per
cent. of cases, depending on the definition adopted for
a positive result. [The authors do not distinguish
between the various rheumatic diseases studied.]

Allan St. J. Dixon.

Objective Evaluation of Patients with Rheumatic
Diseases. II. Paper Electrophoretic Studies of Serum
Glycoprotein and Protein from Patients with Rheumatoid
Arthritis. STIDWORTHY, G., PAYNE, R. W., SHETLAR,
C. L., and SHETLAR, M. R. (1957). J. clin. Invest.,
36, 309. 2 figs, 10 refs.
At the University of Oklahoma School of Medicine an

attempt was made to correlate changes in the serum
protein and glycoprotein levels with the severity of the
inflammatory activity in rheumatoid arthritis. The
method employed was paper strip electrophoresis, the
protein being stained with bromophenol-blue-zinc-
sulphate and the glycoprotein with the periodic-acid-
Schiff reaction. The various fractions in the developed
strips were measured with a recording photometer, the
total serum protein content being determined by the
biuret reaction and the total serum glycoprotein content
by the tryptophan method. The seromucoid content
was also determined. The clinical activity of the rheu-
matoid process in the 33 patients studied was assessed
in four grades, from "none" to "severe". A control
group of thirteen healthy subjects was also studied.
As the severity of the rheumatoid activity increased

there was a rise in serum globulin levels, particularly
those of the a, and a2 fractions, and a corresponding
decrease in the albumin level. There was a marked
increase in serum levels of those glycoproteins associated
with the a,- and OC2-globulin fractions, this increase being
in excess of the protein increase.

Clinical activity was closely correlated with the
glycoprotein level considered in relation to the serum
protein with which it is bound-the polysaccharide:
protein ratio-the al- and ax-glycoprotein levels, the
seromucoid level, and the O2-globulin level. The authors
point out, however, that this elevation of the oc-globulin
level has been noted in many other inflammatory con-
ditions and also that the apparent elevation of the glyco-
protein level in excess of those of a, and a2 globulin may
in part be due to an increase in the level of the sero-
mucoids, which have similar electrophoretic mobilities.
Using the technique described, the amount of carbo-
hydrate bound to albumin was found to be low compared
with data previously obtained by salt fractionation. It is
suggested that this may be due to appreciable amounts of
carbohydrate-rich globulin being obtained with the
albumin sample in the latter process.

It was concluded that of the various indices studied,
the total serum glycoprotein level showed the highest
correlation with the clinical activity of the rheumatoid
process. B. M. Ansell.
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ANNALS OF THE RHEUMATIC DISEASES
Immuno-Electrophoretic Studies of the Serum of Patients

with Rheumatic Diseases. (Immuno-elektrophoretische
Untersuchungen im Serum Rheumakranker.) CLEVE,
H., and HARTMANN, F. (1957). Kin. Wschr., 35, 334.
5 figs, 26 refs.

Value of the "Fractional" Erythrocyte Sedimentation
Rate in Tuberculous Infection and Rheumatic Fever in
Infancy and Adolescence. Diagnostic and Prognostic
Possibilities. (I valori dell'eritrosedimentazione
"frazionata" nella infezione tubercolare e nel reuma-
tismo articolare acuto dell'infanzia e dell'adolescenza.
Possibilita diagnostiche e prognostiche.) ROMEO, G.
(1956). Lotta c. Tuberc., 26, 848. 39 refs.

Studies on Mucoproteins in the Rheumatic Diseases
(Preliminary Communication). (Estudios sobre muco-
proteinas en las afecciones reumaticds (comunicaci6n
previa).) MORENO, A. R., and PAZ, M. A. (1956).
Arch. argent. Reum., 14, 184. 5 refs.

Studies on the Mucoproteins of the Serum and Mesenchy-
mal Tissues in Rheumatic Diseases. (Studio sulle
mucoproteine del siero e sui mucopolisaccaridi di
tessuti mesenchimali nella malattia reumatica.) RADINO,
G. (1957). Reumatismo, 9, 121. 7 figs, 19 refs.

ACTH, Cortisone, and Other Steroids
Effect of Cortisone on the Abnormal Distribution of

Intravascular Water in Adrenal Cortical Insufficiency in
Man. DINGMAN, J. F., STREETEN, D. H. P., and THORN,
G. W. (1957). J. Lab. clin. Med., 49, 7. 2 figs, 16 refs.
In this communication from the Peter Bent Brigham

Hospital, Boston, the authors posit the hypothesis that the
delayed diuresis which occurs after a water load in
patients with Addison's disease is due to abnormal
distribution of the ingested water in the body rather than
to faulty renal response. To test this hypothesis they
investigated the changes in the water content of plasma
and erythrocytes, calculated from changes in the haemo-
globin concentration and in the haematocrit, after a
conventional Robinson-Power-Kepler water-excretion
test in normal subjects and treated and untreated patients
with adrenocortical deficiency.
The test showed that in thirteen healthy subjects there

was a hypotonic expansion of the plasma volume with a
transient increase in erythrocyte hydration until diuresis
occurred during the second hour after the ingestion of the
water load. The erythrocyte volume then rapidly
returned to normal, although the increase in plasma
volume persisted until after the fourth hour. In ten
patients (five men and five women) with untreated
Addison's disease there was a significantly greater and
more persistent increase in erythrocyte water content
than in the normal subjects, but plasma hydration did not
differ significantly either in degree or duration from
normal. The delay in water diuresis thus parallels the
erythrocyte water content rather than the degree of
plasma dilution.

It seems reasonable to assume that excessive hydration
may also occur in other cells of the body, and the authors
suggest that this abnormality in fluid distribution is the
cause rather than the consequence of the delayed water
diuresis in Addison's disease. The abnormality can be
completely corrected by the administration of 100 to
200 mg. cortisone, as was shown in a further group of
six patients, and was then accompanied by a normal
diuretic response to the water load. However, the
erythrocytes of patients with Addison's disease exhibit
no abnormal permeability to water when exposed to
increasing haemodilution in vitro, nor does hydro-
cortisone have any effect on their permeability. The
authors therefore suggest that the abnormal changes
found in vivo may be related to the persisting excretion
of antidiuretic hormone, and that cortisone can correct
the abnormality by inhibiting the secretion of this
hormone. Robert Mahler.

Metabolic Response to Adrenalectomy. JEPSON, R. P.,
JORDAN, A., LEVELL, M. J., and WILSON, G. M. (1957).
Ann. Surg., 145, 1. 2 figs, 15 refs.
An attempt was made at Sheffield Royal Infirmary to

investigate the role of the adrenal glands in the metabolic
response to operation by studying water, electrolyte, and
nitrogen balance, as well as urinary excretion of 1 7-keto-
steroids and 1 7-ketogenic steroids, in patients undergoing
bilateral adrenalectomy and oophorectomy for mammary
carcinomatosis. The eight subjects were between the
ages of 30 and 58 years and had widespread soft-tissue and
often bony metastases following a previous radical
mastectomy for mammary carcinoma. A full study was
made of seven patients, two of whom underwent a one-
stage bilateral adrenalectomy and oophorectomy, while
five were studied during removal of the second adrenal
gland some 10 to 14 days after removal of the ovaries
and one gland. All these patients received cortisone
throughout the study, the five undergoing the second
adrenalectomy in doses of 200 mg. daily and the other
two doses of 150 and 100 mg. daily respectively, starting
3 to 12 days before the operation. (Investigations in the
eighth case were limited to the blood electrolyte and
eosinophil changes.
A slight fall in serum sodium and chloride levels was

noted, which was of a similar order to that seen in
"normal" patients undergoing surgery. The balance
data were compared with those obtained in similar studies
on patients undergoing partial gastrectomy and showed
the same tendency to retention of sodium and chloride
and loss of potassium. Although the retention of
sodium and chloride was less and the loss of potassium
greater in the authors' subjects, the differences were not
significant. The range of values in the nitrogen-balance
studies was wide and the average loss less than has been
reported in patients undergoing gastrectomy. The
authors suggest that this difference may be attributed
to the debilitated state of their patients and to the fact
that in five cases there had been a previous recent opera-
tion, the negative nitrogen balance in the other two cases
being greater than the average despite a lower dosage of
cortisone. All remained in positive fluid balance.
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However, in combination with cortisone acetate, doses
of 0-125 mg. 9oc-fluorohydrocortisone may be of great
value, especially in patients who are themselves able to
detect early symptoms and signs of mild salt deficiency;
in cases of severe salt deficiency a larger dose (1 mg.) of
9x-fluorohydrocortisone may be required. Until this
preparation became available, deoxycortone acetate was
a useful supplement to cortisone therapy, and liquorice
root and its extracts also exert a mild deoxycortone-like
action; when administered to adrenalectomized subjects
in conjunction woth cortisone, glycyrrhetinic acid causes
some retention of sodium and chloride, but has a stronger
water-retaining effect.

In the author's series of adrenalectomized patients the
hypertensive group remained well on a daily dose of
50 mg. cortisone acetate with no additional salt-retaining
agent, and similarly no problem regarding salt and water
balance arose in the cases of Cushing's syndrome. In
the group with metastatic malignant disease, however,
control was more difficult. Initially they were mostly
controlled on cortisone alone in a daily dose of 50 mg.,
but in many cases salt deficiency developed later and
additional therapy with deoxycortone acetate or 9a-
fluorohydrocortisone was required. The author stresses
the importance of maintaining adrenalectomized subjects
on full substitution therapy and has found that the
required daily dose of cortisone ranges from 37-5 to
50 mg. In an adrenal crisis, intravenous hydrocortisone,
100 to 300 mg. in a saline infusion given over 6 to 24
hours, has proved the best treatment; for the crisis in
patients with severe salt loss 9oc-fluorohydrocortisone
may be infused intravenously in one-twentieth of the
dose of cortisone. John Lister.

Clinical Research on the Efficacy of Intra- and Peri-
Articular Injections of Prednisolone Tertiary Butyl-
acetate in Rheumatic Diseases. (Ricerche cliniche sull
efficacia delle iniezioni intra e periarticolari di predni-
solone butilacetato terziario nelle malattie reumatische.)
ROBECCHI, A., DANEO, V., and D'ORIA, R. (1956).
Reumatismo, 8, 344.
At the Ospedale Maggiore, Turin, the authors have

treated 38 patients (47 joints) suffering from various
rheumatic diseases with prednisolone tertiary butyl-
acetate given by intra- or peri-articular injection, the
dose employed varying from 20 to 60 mg. In six cases an
injection of hydrocortisone acetate was later given into
the same joint after a suitable interval and the effects of
the two substances compared.

In seventeen cases of rheumatoid arthritis of varying
severity and duration, 28 injections produced complete or
nearly complete local improvement on fifteen occasions,
fair improvement on seven, slight on two, and had no
effect on four; the effects were temporary and lasted
longest in those cases which had improved the most.
There was no apparent correlation between the size of
dose and the result. In fourteen cases of degenerative
joint disease, 24 injections were given (nineteen into the
knee and five in the hip). In the knee-joint these pro-
duced great improvement in nine instances, moderate in
five, slight in one, and none in four. Of the cases of

Although the excretion of ketogenic steroids before
operation varied with the amount of cortisone adminis-
tered, there was a wide variation, from 29 to 53-4 mg.,
in the mean daily post-operative output of the five
patients who were all receiving the same dosage of
cortisone and had been subjected to the same operative
procedure. This variation could not be related to the
patients' weight, daily urinary volume, or general con-
dition, and it was therefore thought to be due either to
individual differences of metabolic pattern or to varying
ability to mobilize intramuscular cortisone. In two cases
the eosinophil count showed no rise following a pre-
operative suppression by cortisone, while in the remainder
it remained high before operation and was depressed for
only a few days immediately after operation, after which
it returned to or exceeded the pre-operative level.

It was concluded that the pattern of metabolic response
to trauma in these patients fell within the accepted
"normal" range and therefore that variations in adreno-
cortical steroid levels are not essential either for the
initiation or maintenance of metabolic changes after
surgical operation. B. M. Ansell.

Treatment of Adrenocortical Deficiency States. HART,
F. D. (1957). Brit. med. J., 1, 417. 28 refs.
The author reports his experience at Westminster

Hospital, London, in the treatment of 150 patients
rendered deficient in adrenocortical hormone by adrenal-
ectomy, performed in five cases for malignant hyper-
tension, in two for Cushing's syndrome, and in 143 for
metastatic malignant disease. Of the last-mentioned
group of patients 65 survived more than 6 months, the
two patients with Cushing's syndrome remain alive and
well, but only one of the five patients with malignant
hypertension survived more than 2 years, the others
dying at 10, 12, 12, and 19 months, respectively, after
operation.
The greatest therapeutic problems arise in maintaining

the patients subjected to adrenalectomy because of
metastatic malignant disease, the chief variables to be
studied in these cases being the salt and water balance,
the cortisone requirements, and the activity of the
underlying malignant disease process. The author
emphasizes the difficulty in differentiating between the
symptoms and signs of water and sodium imbalance and
of cortisone deficiency. Thus, apathy, anorexia, nausea,
and vomiting may be due to water intoxication, sodium
loss, or cortisone deficiency; the last may be absolute,
as occurs in omission of the usual dosage, or relative,
when due to intercurrent infection or extension of the
malignant disease. Of the salt-retaining agents at
present available, cortisone and hydrocortisone may
provide adequate substitution in many cases. Aldo-
sterone is the most potent sodium-retaining, potassium-
eliminating hormone yet isolated from cortical extract,
but it has been shown that in adrenalectomized man
aldosterone given alone does not prevent signs of adrenal
deficiency (Maclean et al., J. clin. Invest. (1955), 34, 951).

Recently 9a-fluorohydrocortisone has been found to
be a more potent salt-retaining agent than hydrocortisone
itself, but used alone it is too potent for practical use.
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ANNALS OF THE RHEUMATIC DISEASES
hip-joint disease, none was greatly improved, one being
moderately and two slightly improved, and two un-
changed. Again, no correlation with dose level was
found.

Hydrocortisone was given to three patients with rheu-
matoid arthritis and three with osteo-arthritis. Com-
parison was difficult, but the authors formed the impres-
sion that if the two drugs are given in equal doses a greater
response is to be expected from prednisolone. This
drug was also tried in one case of gout, three of de
Quervain's tendo-vaginitis stenosa, and three of peri-
arthritis of the shoulder, with moderate benefit in a few
cases. David Friedberg.

Errors and Abuses in the Use of Corticotherapy in Rheuma-
toid Arthritis. (La corticotherapie dans la polyarthrite
chronique 6volutive. Erreurs d'indications. Abus
de prescription.) FORESTIER, J., and CERTOCINY, A.
(1957). Bull. Acad. nat. Med. (Paris), 141, 169.
In this paper attention is drawn to the observation that

steroid therapy, in doses which control symptoms, begins
to lose its beneficial effect within a few months and that
serious side-effects may develop. It is argued, therefore,
that rheumatoid arthritis should, in the first instance, be
treated with the more traditional remedies in the hope
of inducing a remission; such remissions are known to
last from a few months to many years. If no success is
achieved in 12 to 18 months, then steroid therapy should
be considered. In general, maintenance doses tend to be
too high; for example, the administration of 15 to 20 mg.
prednisone daily, if continued for a long period of
time, will usually lead to trouble. According to Hench,
a patient may suffer at one and the same time from
endogenous hypocorticoidism and exogenous hyper-
corticoidism. Hence even a slight reduction in dosage is
likely to aggravate symptoms considerably.

Physiologists have calculated that the human body
produces daily 25 mg. corticoids, expressed as hydro-
cortisone, daily, which corresponds to 5 mg. prednisone.
On the basis of these observations the authors recom-
mend that the steroid should be given at 6-hrly intervals,
and that after giving 15 to 20 mg. daily for an initial
period of 5 to 10 days, the dose should be reduced to the
minimum necessary for maintenance. For this purpose
I mg. tablets of prednisone are required so that a reduc-
tion of 1 mg. every 3 days can be effected until the
required maintenance dose is reached. This varies with
the individual, but is usually found to lie between 5 and
10 mg.

(In the discussion that followed the presentation of
this paper, Weill-Hall referred to an injury he himself
had sustained a year previously to two cervical vertebrae;
the resulting brachial neuralgia had been intractable,
but had yielded finally to prednisolone, of which 6 to
7 mg. was still required daily, any attempt to reduce this
dosage to 3 or 4 mg. being followed after a few days by
recurrence of symptoms. This maintenance dose had
not caused any of the usual side-effects which, as sug-
gested, might depend on pre-existing, if unsuspected,
organic defects. In his reply the author agreed as to the
spectacular effects of prednisolone in relieving pain due to

trauma, but pointed out that this case stressed the
possibility of a state of dependence developing even in
non-rheumatoid conditions.) D. Preiskel.

Behaviour of the Fasting Blood Sugar Level, Insulin
Hypoglycaemia, and the Glucose Tolerance Curve
during Treatment with Prednisone, with Particular
Reference to Prolonged Treatment. (Sul comporta-
mento della glicemia a digiuno, dell' ipoglicemia da
insulina e della curva glicemica da carico du glucosio
in soggetti in cura prednisonica con particolare
riguardo alle cure protratte.) EINAUDI, G., and
D'ORIA, R. (1956). Reumatismo, 8, 351. 19 refs.
At the Rheumatic Centre of the Ospedale Maggiore,

Turin, the authors have studied the effect of treatment
with prednisone on the glucose tolerance curve and the
insulin sensitivity curve in two groups of patients suffering
from rheumatoid arthritis. The first group (seventeen
cases) had been receiving the drug for some time and were
on maintenance doses; the second group (six cases) had
received 40 mg. prednisone daily for 8 days. Glucose
was given at the level of I g. per kg. body weight and
insulin in doses of 0 15 unit per kg. body weight. [For
the detailed results for each case, which are given in
tables, the original paper should be consulted.]

Despite the long-continued administration of predni-
sone in Group 1, the fasting blood sugar level was normal,
the highest figure recorded being 119 mg. per 100 ml. In
about half the cases in this group and occasionally also
in the second group a "lag curve" of glucose tolerance
was found, without a succeeding hypoglycaemia. A
similar proportion of cases in each group showed slightly
increased sensitivity to insulin. The authors point out
that the degree of departure from normal was variable,
but in no case marked. They conclude that prednisone
does not interfere with glucose metabolism as seriously
or as frequently as cortisone and hydrocortisone.

David Friedberg.

Prednisone, Prednisolone, and Immunity. Experimental
Research in Man and Animals. (Prednisone, predni-
solone et immunity. Recherches experimentales chez
l'homme et l'animal.) COLUCCI, C. F. (1957). Presse
med., 65, 351. 18 refs.
At the Clinic of Infectious and Tropical Diseases of

the University of Naples the author carried out four
groups of investigations on the influence of prednisone
and prednisolone on immunity. Two groups of experi-
ments were carried out on human subjects.

(I) The effect was studied of the prolonged adminis-
tration of prednisone in high doses (40 to 60 mg. daily
according to body weight for 14 days) on the development
of active immunity in ten patients in the later stage of
convalescence from typhoid fever who received high
doses of typhoid vaccine intravenously during the same
period; a control group of ten patients also received
the vaccine, but without any prednisone.

(2) The effect of prednisone in similar doses was studied
on the development of active natural immunity in patients
suffering from typhoid fever, one group of twelve
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Has Intra-Articular Cortisone a Systemic Effect? (Hat
die intraartikulare Hydrocortisoninjektion eine allge-
meine Wirkung?) GROSS, D. (1957). Z. Rheumaforsch.,
16, 17. 4 figs, 21 refs.

Treatment of Rheumatoid Arthritis and Ankylosing
Spondylitis with Intravenous Infusions of ACTH and
Intramuscular Cortisone in Reduced Dosage. (Le
traitement aux perfusions intraveineuses d'ACTH et
de cortisone intramusculaire en doses reduites, de la
polyarthrite chronique 6volutive et de la spondilite
ankylopodtique.) STOIA, I., DIMITRIU, C. G., DRUGA,
A., GHENNTU, E., LAZAROVICI, I., NITESCU, S., MATES,
E., and MEROVICI, S. (1956). Rev. argent. Reum.,
21, 251.

Estimations of Urinary 17-Ketosteroid Output in differ-
ently reacting Groups of Cases of Chronic Rheumatism.
(Untersuchungen der 17-Ketosteroidausscheidung im
Urin bei reaktionsdifferenten Gruppen des chronischen
Rheumatismus.) MERKEL, G. (1956). Z. ges. inn. Med.,
11, 1031. 28 refs.

Influence on Circulating 17-Hydroxycorticosteroid Con-
centrations of Compounds structurally related to Sali-
cylate. DONE, A. K., ELY, R. S., and KELLEY, V. C.
(1956). Proc. Soc. exp. Biol. (N. Y.), 93, 294. 15 refs.

Treatment of Rheumatism with the New Corticosteroids.
(Behandlung des Rheumatismus mit neuen Cortico-
steroiden.) B6NI, A. (1957). Schweiz. med. Wschr.,
87, 208.

Anterior Pituitary Glands in Patients treated with Corti-
sone and Corticotropin. KILBY, R. A., BENNETT, W. A.,
and SPRAGUE, R. G. (1957). Amer. J. Path., 33, 155.
9 figs, 48 refs.

Effect of Hydrocortisone and Prednisone on the Excretion
of Uropepsin in Rheumatic Subjects. [In English.]
OKA, M., and AHO, J. (1957). Acta rheum. scand.,
3, 68. 9 refs.

Pancreatic Necrosis in Cortisone-Treated Children.
BAAR, H. S., and WOLFF, 0. H. (1957). Lancet,
1, 812. 4 figs, 20 refs.

Adrenal Cortex and Rheumatism. (Nebennierenrinde und
Rheumatismus.) FASSBENDER, H. G. (1957). Z.
Rheumaforsch., 16, 76. 11 figs, 16 refs.

Adrenal Cortical Hormones in the Treatment of Rheu-
matism. (Die Nebennierenrindenhormone in der
Rheumatherapie.) FELLINGER, K. (1957). Z. Rheuma-
.forsch., 16, 90. 40 refs.

patients receiving the steroid from the seventh to the
eleventh day of the disease, and another group of twelve
receiving it from the fifteenth to the twentieth day. (The
second group received I 5 g. chloramphenicol daily for
the first 10 days, and I g. for the following 18 days.) It
was shown that in the early stages of the disease there was
a diminution of active natural immunity when either
prednisone or chloramphenicol was given. After the
fifteenth day of the illness, neither prednisone nor

chloramphenicol had any influence. In convalescents
hyperimmunized with large doses of typhoid vaccine,
prednisone reduced the rate of formation of antityphoid
agglutinins only slightly and in an inconstant manner.

In experiments on rabbits it was shown that the
injection of prednisolone at a rate of 5 mg. per kg. body
weight daily prevented the formation of antibodies in
animals given three intravenous injections of antityphoid
vaccine in 3 days. On the other hand prednisolone did
not affect antibodies already formed or injected in large
doses (10 ml. serum with a titre of 1: 40,000) for passive
immunization. In the prevention of formation of
antibodies in the rabbit, prednisolone appeared to be
twice as effective as the equivalent dose of cortisone.

V. C. Medvei.

Some New Negative Results observed in Experiments with
Cortisone and Hydrocortisone. (Croton Oil Dermatitis,
Schick-Test, Ultraviolet Radiation Dermatitis, Herpes
Simplex and Vaccinia of the Cornea, Mitotic
Effect of Cetylic Ointment.) (Quelques nouveaux
r6sultats negatifs observes au cours d'experiences avec
la cortisone et l'hydrocortisone. (Dermite a l'huile de
croton, Schick-test, dermite aux rayons ultraviolets,
herpes simplex et vaccine de la cornee pousee mitotique
par unguentum cetylicum.)) Musso, E. (1956). Acta
endocr. (Kbh.), 21, 77. 2 tables, 13 refs.
The dermatitis in the guinea-pig produced by croton

oil was not influenced by cortisone injections.
The reaction of guinea-pigs after intra- and subdermal

injections of diphtheria toxin was not affected by cortisone
injections.
The erythema produced by ultraviolet radiation in

man was not influenced by cortisone injections nor by
treatment with 2- 5 per cent. hydrocortisone ointment.
Both the corneae of rabbits were inoculated with

herpes simplex or vaccine Lancy. One eye was treated
with drops of 2- 5 per cent. hydrocortisone acetate every
second hour for 10 days. No difference in the evolution
of the infections was seen in the two eyes. G. von Bahr.

Prednisone in Rheumatology. (La metacortandracine
(prednisone) en rhumatologie.) COSTE, F., and
CAYLA, J. (1956). Rev. Rhum., 23, 633.

Clinical and Biological Findings and Practical Considera-
tions concerning the Unfavourable Side-Effects of
Prednisone Therapy in Rheumatic Diseases. (Rilievi
clinco-biologici e considerazioni pratiche sugli effetti
collaterali sfavorevoli della terapia prednisonica delle
malattie reumatiche.) DANEO, V. (I957). Minerva med.
(Torino), 48, 87. 40 refs.
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