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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; Non-Articular Rheumatism; General Pathology; ACTH, Cortisone, and other
Steroids; Other General Subjects. At the end of each section is a list of titles of articles noted but not
abstracted. Not all sections may be represented in any one issue.

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

Acute Rheumatism
Heart Failure in Children with Active Rheumatic Carditis.
THOMAS, G. (1954). Brit. med. J., 2, 205. 3 figs,
7 refs.
In this paper from the Canadian Red Cross Memorial

Hospital, Taplow, Bucks, it is suggested that in rheumatic
carditis in children, abnormal signs attributed to heart
failure, which is less common than was formerly sup-
posed, are in reality often due to pericardial effusion.
Though the distinction may sometimes be difficult, it is
well defined in the series of thirty cases here described.
Of these thirty cases, 23 in which pericardial effusion

was diagnosed were all febrile at the onset-as often
occurs early in a first attack. Common features included
tachypnoea, chest pain, raised jugular venous pressure,
abnormal signs at the lung bases, especially on the left
side (usually due to pleural effusion), and leucocytosis.
A high erythrocyte sedimentation rate and rapid changes
in the heart size and shape as observed radiologically
were invariable. The condition was not found to respond
to digitalis. Although four of these 23 patients died, the
prognosis is considered to be better than in cases of
heart failure.
The other seven patients, who had heart failure, were

all afebrile. Failure occurred only in the presence of
well-marked valvular lesions and cardiac enlargement,
late in the disease or in second attacks. In all cases there
were raised venous pressure and hepatic enlargement;
five had rales at the lung bases, but none had pleural
effusion; peripheral oedema and ascites both occurred in
two cases. Increased body weight was observed only in
the presence of peripheral oedema. There was no leuco-
cytosis, but in all cases there was a low or sharply falling
erythrocyte sedimentation rate. The heart size increased
slightly in three, but no rapid changes in size and shape
were seen. Four cases responded well to digitalis,
supplemented if necessary by low-sodium diet and
mercurial diuretics; in the other three an initial response
was succeeded by increased signs of failure and death
in 2 to 6 weeks.

Details of two of the cases are presented to illustrate
the differential features between the two conditions.

R. S. Stevens.

Evaluation of Large Doses of Cortisone in First Attacks
of Rheumatic Carditis. HEFFER, E. T., TURIN, R. D.,
SLATER, S. R., and KROOP, I. G. (1954). J. Pediat.,
44, 630. 17 refs.
The authors claim that early and intensive treatment

with cortisone in doses adjusted to the individual case
may prevent residual cardiac damage in first attacks of
rheumatic carditis. In support of this claim they report
the results in nineteen cases in children aged between
5 and 15 years of age treated at the Jewish Hospital,
Brooklyn, New York, all of whom were suffering from
a first attack of rheumatic fever with carditis. The
initial daily dose of cortisone was between 200 and 300
mg., divided in four oral doses. This was given for
2 weeks or longer until the disease process appeared to be
suppressed, when the dose was reduced; the usual
duration of treatment was 5 or 6 weeks. All the cases
were carefully observed and blood counts and laboratory
tests for rheumatic activity were carried out.
The authors were unable to find any residual cardiac

damage in thirteen of the children during an observation
period varying from 6 to 14 months; all these thirteen
cases had been treated within the first 2 weeks of the
illness. The remaining six patients, who were all treated
later in the disease, had a systolic murmur at the end of
the period of observation. Most of the patients showed
a rebound phenomenon when the drug was stopped.

[The authors' conclusion that "our experience also
indicates that cortisone in adequate dosage may be more
effective in controlling carditis than salicylates" is
hardly warranted, for there were no controls. The
results achieved in this series appear to be very good,
but they do not correspond with those achieved by others
who have used the same treatment. The value ofcortisone
in the treatment of rheumatic fever can only be assessed
by properly controlled studies.] R. S. Illingworth.

Rheumatic Fever Prophylaxis. Control of Streptococcal
Upper Respiratory Infection in Cardiac and Rheumatic
Fever Patients and their Siblings, Preliminary Report.
TIDWELL, R. A. (1954). Northw. med. (Seattle),
53, 470. 24 refs.
It is pointed out that long-continued administration
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ANNALS OF THE RHEUMATIC DISEASES

of penicillin as a prophylactic against streptococcal
infection of the upper respiratory tract is considered
essential in the management of patients with cardiac
disease or a history of rheumatic fever. All subjects
with active infection are possible future victims of
rheumatic fever, and since carriers of the streptococcus
may endanger the health of contacts, family prophylaxis
has been recommended.
At the out-patient clinic of the Children's Orthopaedic

Hospital, Seattle, a single daily dose of a slowly-excreted
penicillin, "bicillin" (dibenzylethylendiamine dipenicillin
G), was given by mouth to 57 children and two adults for
periods ranging from 3 to 10 months. Of the 59 patients,
25 were ill at the beginning of the treatment, and among
the remainder were eight with congenital heart disease
and thirteen with a history of rheumatic fever. All the
patients were given one tablet (containing 200,000 units
of bicillin) daily. In spite of a fairly constant exposure
to infection, throat cultures examined monthly remained
consistently negative for f-haemolytic streptococcus,
except in two cases. There was no recurrence of rheu-
matic fever in the affected patients and no evidence of
bacterial endocarditis in those with congenital or rheu-
matic heart disease. Time lost from school was reduced
by over 80 per cent. compared with the time lost by
the same group in the year preceding the start of prophy-
lactic treatment. The author concludes that a single
daily dose of bicillin is effective in eliminating the haemo-
lytic streptococcus from the pharynx, and preventing a

recurrence of rheumatic fever.
[No results are reported for a similar group not

receiving penicillin prophylaxis. The efficacy of the
drug in preventing recurrences of rheumatic fever is
scarcely proven by these observations.] Kenneth Stone.

Relation of the Serum Inhibitor of Serum-extracted
Streptolysin-S to Serum Phospholipid from the Stand-
point of Rheumatic Fever. WALLIS, A. D., and
VIERGIVER, E. (1954). Amer. J. med. Sci., 227, 431.
I fig., 13 refs.
There is a growing conviction that the haemolytic

streptococcus is the cause of rheumatic fever, presumably
acting through some antigen-antibody mechanism. An
investigation was carried out at Pennsylvania Hospital,
Philadelphia, to determine whether streptolysin-S is the
streptococcal component responsible for rheumatic fever.
Serum from healthy subjects and from hospital patients,
both children and adults (illness not specified), was

analysed for its phospholipid content and for the inhibitor
of streptolysin-S, the method of Youngburg and Young-
burg being used for estimation of phospholipid. Strepto-
lysin-S inhibitor was measured, normal human erythro-
cytes being used, against serum-extracted haemolysin
contained in the supernatant of broth serum cultures of
a strain of streptococcus which produced streptolysin-S
but no streptolysin-O. This supernatant, being unstable,
was preserved at -16° C. or lyophilized, remaining
potent at a titre up to 1: 320 or 1: 640 for at least
2 years. A haemolysin titration against a dilution of
standard human serum and erythrocytes was made as a

preliminary to each test in order to determine the com-

bining dilution of haemolysin for each particular batch
of erythrocytes.
The results showed that there was no real change with

postprandial increase in serum phospholipid content; a
low serum phospholipid level was found in association
with a very weak streptolysin-S inhibitor, but with
medium and high phospholipid levels the correlation was
less definite.

Since it has been shown that the serum phospholipid
level tends to be below normal in individuals who are
susceptible to rheumatic fever, the authors consider that
their findings lend support to the view that streptolysin-S
may be the cause of this disease, and that susceptibility
to it may vary inversely with the strength of the natural
serum inhibitor of streptolysin-S. E. G. L. Bywaters.

Failure to Produce Rheumatic Fever in Rabbits by Pro-
longed and Intensive Streptococcus Infection. ROBIN-
SON, J. J. (1954). Arch. Path. (Chicago), 57, 516.
9 refs.
To determine whether rheumatic lesions might be the

result of prolonged and severe streptococcal infection,
15- to 18-hour brain-heart-infusion neopeptone broth
cultures of streptococci and staphylococci were injected
intracutaneously and later subcutaneously, intramus-
cularly, and intravenously into groups of rabbits about
twice a week for average periods ranging from 85 to
204 days. The seventeen groups each containing five to
27 rabbits, the total being 280, and the organisms in-
jected included four types of Group-A streptococci
(Types 10, 12, 14, and 19), one Group-C streptococcus,
and two types of alpha-haemolytic streptococci, alone
and in combination with Group-A types, as well as
Staphylococcus aureus and Staph. albus. One group
served as controls. The animals were examined daily
and weighed twice weekly, and occasionally blood was
taken for antistreptolysin-O titration, culture, or cell
count. The animals were killed at intervals from 6
months onwards, and necropsy was performed and
sections of various organs examined without knowledge
of the organism received by the animal under examina-
tion.
Weight loss and signs of chronic disease were seen in

those groups injected with Staph. aureus and Group-A
haemolytic streptococci. Arthritis of a septic type,
nephritis, and septic carditis were common, but no true
Aschoff bodies were encountered. Carditis was found
only in two rabbits suffering from the naturally occurring
disease which is often termed Encephalitozoon cuniculi
infection, one of which had received Group-A strepto-
cocci of Type 12 and the other an alpha-haemolytic
streptococcus. The fibrinoid degeneration, myocardial
injury, and chronic inflammation seen in these rabbits
resembled those of rheumatic fever, but again no Aschoff
bodies were seen. Infection with two types of organism
produced changes no different from those produced by
a single one.
The question of synergistic action among infective

agents in the pathogenesis of rheumatic fever is suggested
as a suitable subject for research. E. G. L. Bywaters.
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with a suspension of a 24-hr culture containing 5,000,000
haemolytic streptococci per ml.

In the normal subjects the proportion of positive
reactions to streptolysin-O averaged 9-8 per cent., and
to the streptococcal suspension 30 8 per cent. In
patients with acute infections of the upper respiratory
tract positive reactions to streptolysin occurred in 52-9
per cent., and in those with chronic infections in 92-1
per cent. No constant correlation with organisms found
in the throat was established, and no definitive explana-
tion of the findings is offered. Of 23 patients with arti-
cular rheumatism also tested, 22 gave positive results,
while of 85 patients with rheumatic cardiac lesions but
no articular lesions a positive result was obtained in
56 cases. The occurrence of positive reactions coincided
with clinical and pathological indications of activity.
The authors suggest that cardiac lesions only become
evident when activity is diminishing, and hence positive
results of this test are accordingly less frequent.

W. A. Bourne.

Comparative Effects of Aspirin, ACTH, and Cortisone on
the Antistreptolysin-O Titre and Gamma Globulin
Concentration in Rheumatic Fever. STOLZER, B. L.,
HoUSER, H. B., and CLARK, E. J. (1954). J. Lab. clin.
Med., 44, 229. 2 figs, 9 refs.
The comparative effects of aspirin, ACTH, and corti-

sone on the serum antistreptolysin-O titre and y globulin
concentration in rheumatic fever was studied at a U.S.
Air Force Base Hospital in Wyoming. A total of 144
young adult males were divided by random selection into
three groups, receiving respectively aspirin, ACTH. and
cortisone. The drugs were given in a diminishing dosage
for 6 weeks in all except eight cases, these requiring a
further 4 weeks' treatment because of continued rheu-
matic activity. An intramuscular injection of 600,000
units of penicillin was given on the day of admission and
then every 3 days for four injections; thereafter each
patient received 1 g. sulphadiazine by mouth daily.
The antistreptolysin-O titre and the y globulin con-

centration were estimated weekly in half the patients and
at 10-day intervals in the remainder. The average values
week by week for each of the three treatment groups are
plotted on graphs. These show that both values fell
most rapidly in the group receiving ACTH and least
rapidly in the group receiving aspirin. It is stated
(though the evidence is not given) that at the end of
treatment the values were significantly lower in the ACTH
group than in either of the other two groups, and that
the difference between the values in the cortisone-treated
group and those in the group receiving aspirin was not
statistically significant. After treatment ceased there
was a slight increase in the average y globulin concen-
tration in all three groups, coincident with a slight
"rebound", which was noted clinically in some cases.
Thereafter, there was a continued fall, and 14 months
after the start of treatment the average y globulin con-
centration was the same in both the ACTH- and cortisone-
treated groups the concentration in the aspirin-treated
group being slightly higher.
The authors suggest that the difference between the

Intramuscular Benzathine Penicillin in the Prophylaxis of
Streptococcal Infection in Rheumatic Children. PERRY,
C. B., and GILLESPIE, W. A. (1954). Brit. med. J.,
2, 729. 6 refs.
The object of the investigation described in this paper

from the United Bristol Hospitals (University of Bristol)
was to determine the value of benzathine penicillin (N,N'-
dibenzylethylenediamine penicillin G) in the prophylaxis
of streptococcal infection in patients who had had
rheumatic fever. To 22 rheumatic children, fifteen of
whom had been persistent carriers of Group-A haemo-
lytic streptococci for 4 to 9 weeks, the antibiotic was given
intramuscularly at monthly intervals in doses of 1 - 5 mega
units each; one child received five doses, seven received
four doses, six received three doses, five received two
doses, and three received only one dose. The serum
penicillin level was estimated 4, 11, 18, and 25 days after
the injection. Most of the injections caused local tender-
ness for 24 to 48 hrs, and in eighteen out of 67 instances
slight fever was noted on the day after injection. On
the 4th day the serum concentration of the drug ranged
from 0-24 to 0-025 unit per ml. (average 0-08); on the
11th it ranged from 0 14 to 0 unit per ml. (average
0 043); on the 18th day from 0-1 to 0 unit per ml.
(average 0 029); and on the 25th day from 0 07 to 0 unit
per ml. (average 0-012).

Within 4 days Group-A streptococci were eliminated
from the throats of all except one of the fifteen persistent
carriers. New infections were almost, though not com-
pletely, prevented. R. S. Illingworth.

Skin Test with Streptolysin-O. (Test cutaneo alla
0-streptolisina.) CORBELLI, G., and BRUNELLI, M. A.
(1954). Minerva med. (Torino), 2, 871. 5 figs, 17 refs.
At the University Medical Clinic, Bologna, skin tests

were performed with a commercial product, used for
the estimation of serum antistreptolysin, which contains
a known amount of streptolysin-O and small amounts
of other streptococcal products. In this method the
amount of streptolysin is expressed in terms of a "com-
bining unit", which is defined as the maximum quantity
of toxin which, in the presence of a unit of antistrepto-
lysin, does not produce haemolysis of 0 5 ml. rabbit
erythrocytes in 5 per cent. isotonic solution. A quantity
ranging from 0-1 to 0-15 ml. of a solution of this lyo-
philized, standardized, and sterilized streptolysin con-
taining one combining unit in 1.000 or 2,000 ml. was
injected into the flexor surface of the forearm. [No
control injections were apparently given, except as stated
below.] The reaction was regarded as positive when
there was a fairly intense, clearly demarcated oedema and
erythema, reaching its maximum after 20 to 30 hrs and
then gradually but completely disappearing. Results
were read at 24 hrs; reactions less than 10 mm. in diameter
were ignored, and larger positive reactions were graded
according to degree. The test was performed on 152
"normal" subjects (that is, patients considered free from
streptococcal infection), 136 patients with upper respira-
tory infections, and 108 with rheumatic disease. In
addition, 94 "normal" subjects were similarly tested
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ANNALS OF THE RHEUMATIC DISEASES
effect of ACTH and that of cortisone may have been
related to the dosage of each drug, the patients receiving
cortisone showing fewer signs of hyperadrenalism.

B. E. W. Mace.

Results of Hormone Therapy in Acute Rheumatic Carditis.
(Resultants du traitement hormonal de la maladie de
Bouillaud.) MOZZICONACCI, P., NOUAILLE, J., ATTAL,
C., and CARAMANIAN, M. K. (1954). Bull. Soc. med.
Hop. Paris, 70, 786.
The authors give an interim report on the treatment

with steroid hormones of 267 cases of rheumatic fever
associated with carditis, some of which have been
observed for more than 2 years. The results have
varied; in most cases, however, the treatment was rapidly
successful in reducing the activity of recurrent attacks,
and this has led them to adopt steroid therapy as the basal
treatment for this disease. They consider that it should
be employed early in all cases of acute rheumatism,
whether accompanied by carditis or not. They also give
salicylates, and regard the use of antibiotics in addition
as helpful in certain cases, as tending to prevent the
occurrence of bacterial endocarditis on the site of an old
valvular lesion. W. S. C. Copeman.

Rheumatic Heart Disease in Pregnancy. MAcLEOD, M
(1954). Lancet, 2, 668. 20 refs.
It is pointed out that the effect of pregnancy on

patients with mitral stenosis is to accentuate the natural
features of the disease. The risk to life arises from
acute pulmonary oedema and, to a lesser extent, from
congestive heart failure. Early recognition of pulmonary
hypertension and the efficient treatment of acute pul-
monary oedema will contribute to a reduction in maternal
mortality.
The author, writing from Aberdeen University, dis-

cusses his findings in one hundred cases of rheumatic
heart disease in pregnancy, in 83 of which there was
mitral disease and in seventeen mitral disease with aortic
incompetence. Symptoms were classed as mild in 28
cases, moderate in sixty, and severe in twelve. Pregnancy
was terminated in six of the patients with moderately
severe symptoms and in six with severe symptoms. In
the series as a whole there were three neonatal deaths and
one stillbirth, but no maternal deaths. None of the
patients was subjected to valvotomy. [This paper is of
value because it indicates the results to be expected in
these cases with expert obstetrical management in the
absence of cardiac surgery.] T. Semple.

Study of Minute-to-Minute Changes of Arteriovenous
Oxygen Content Difference, Oxygen Uptake, and
Cardiac Output, and Rate of Achievement of a Steady
State during Exercise in Rheumatic Heart Disease.
DONALD, K. W., BISHOP, J. M., and WADE, 0. L.
(1954). J. clin. Invest., 33, 1146. 9 figs, 8 refs.
The authors, from the Queen Elizabeth Hospital,

Birmingham, describe a technique for measuring changes
in venous and arterial blood oxygen saturation, and thus
in cardiac output, during 5 minutes' exercise and sub-
sequent recovery in patients with rheumatic heart

disease. The errors of the method, which are discussed,
were found not to be of significant importance. In over
half of the cases studied a steady state-that is, no
important change or trend-in oxygen uptake, arterio-
venous oxygen difference, or cardiac output was observed
after 2 or 3 minutes; in severe cases in which the cardiac
output was not raised on exercise and there was an
abnormally high arterio-venous oxygen difference a
longer time was required to reach equilibrium. There
appeared to be no correlation between the degree of
dyspnoea and the ventilation, the level of mixed venous
oxygen saturation, cardiac output, pulmonary arterial
pressure, or pulmonary capillary pressure.

J. Shillingford.

Prevention of Systemic Arterial Embolism in Chronic
Rheumatic Heart Disease by means of Protracted
Anticoagulant Therapy. WOOD, J. C., and CONN,
H. L. (1954). Circulation (N. Y.), 10, 517. 29 refs.

Rheumatic Mitral Valve Disease over the Age of 50. [In
English.] HEBBERT, F. J., and RANKIN, J. (1954).
Acta med. scand., 150, 101. 40 refs.

Treatment and After-Care of Acute Rheumatism. (Traite-
ment et surveillance du rhumatisme articulaire aigu.)
CARAMANIAN, M. (1954). Rev. Rhum., 21, 664.
37 refs.

Rheumatic Fever and Active Rheumatic Heart Disease.
ROBERTS, E. (1954). Med. Clin. N. Amer., 38, 1705.
25 refs.

Prevention of Rheumatic Fever. (Mojligheten av pro-
fylax mot reumatisk feber.) EDSTR6M, G. (1954).
Nord. Med., 52, 1366. 1 fig.,. 25 refs.

Aetiologic Factors in Rheumatic Fever. HARRIS, T. N.
(1954). Med. Clin. N. Amer., 38, 1693. 41 refs.

Rheumatic Fever: Aetiologic and Prophylactic Con-
siderations. The Association between Haemolytic
Streptococci and Rheumatic Fever. (Febris rheumatica
ur etiologisk och profylaktisk synpunkt. Sambandet
mellan hamolytiska streptokokker och reumatisk
feber.) WINBLAD, S. (1954). Nord. Med., 52, 1360.
10 refs.

Hypersensitivity and Rheumatic Fever. AIKAWA, J. K.
(1954). Ann. intern. Med., 41, 576. Bibliography.

Chronic Progressive Inflammatory Rheumatism in Infancy.
(Considerations sur les rhumatismes chroniques
progressifs inflammatoires de l'enfance.) FRANMON,
F. (1954). Rev. argent. Reum., 19, 106.

Cortisone in Small Doses, Salicylates, and Antibiotics in
Rheumatic Fever. (Cortisone a piccole dosi, sali-
cilici ed antibiotici nel R.A.A.) POLI, M., DESTEFANIS.
E., and CONTERNO, G. (1954). Minerva med. (Torino),
2, 1229. 1 fig., bibl.
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globin level, and the leucocyte count decreased, reaching
its lowest level about one week after completion of treat-
ment, and then slowly returned to normal; the erythro-
cyte sedimentation rate was unchanged. The urinary
excretion of 1 7-ketosteroids, and their ratio to creatinine,
were normal and were not changed by treatment. The
number of eosinophil leucocytes remained unchanged
despite the temporary leucopenia, so that a relative
eosinophilia existed for a few days. The glucose toler-
ance curves had shown a slight impairment of carbo-
hydrate utilization and this was unchanged after treat-
ment. The "bromsulphalein" test of liver function and
the protein-bound iodine content of the plasma were
normal before and after therapy. Electrophoretic
analysis of the plasma proteins revealed abnormalities
characteristic of rheumatoid arthritis, but after treatment
with nitrogen mustard the various fractions tended to
shift towards the normal. During and after treatment
there was marked improvement in calcium balance.
During therapy, heavy losses of nitrogen and phosphorus
occurred, but this was due in part to decreased intake,
and was followed by a gradual return to pre-treatment
levels. The changes in the eosinophil and erythrocyte
counts, sedimentation rate, 1 7-ketosteroid excretion,
glucose tolerance, and calcium excretion, and the absence
of hirsutism, elevation of the blood pressure, oedema,
acne, or "moonface", suggest that the action of nitrogen
mustard is not similar to that of cortisone and ACTH.

A. Swan.

Low Diastolic Pressure as a Clinical Feature of Rheuma-
toid Arthritis and its Possible Aetiologic Significance.
TURNER, L. W., and LANSBURY, J. (1954). Amer. J.
med. Sci., 227, 503. 1 fig., 9 refs.
The blood pressure readings of 320 patients with

rheumatoid arthritis of at least 9 months' duration,
admitted to Temple University Hospital, Philadelphia,
were compared with the values in the published results
for a series of 5,540 presumably normal subjects; in
the case of the patients the pressure was determined on
admission to hospital, in order to discount the hypo-
tensive effect of subsequent bed rest.
The results showed that the average blood pressure

(by decades) in the arthritic group was significantly lower
than in the control group, ranging from 115/74 to 127/75
mm. Hg in the former, and from 120/77 to 166/92 mm. Hg
in the latter. The average diastolic pressure of the
arthritic patients remained virtually unchanged through
all age decades from 20 to 70 years at about 75 mm. Hg,
whereas that in the normal group rose with age; the
differences in the systolic pressures were less striking.
Only 5 per cent. of the rheumatic cases were considered
to be hypertensive.
The authors conclude that hypotension [sic] is a

constant feature of rheumatoid arthritis. They discuss
at some length what they consider to be the aetiological
implications of their observations, in the light of reports
that the use of hypotensive drugs (particularly hydra-
lazine) may precipitate clinical syndromes resembling
rheumatoid arthritis, disseminated lupus erythematosus.
and scleroderma. Kathleen M. Lawther.

Side-Effects, Complications, and Results of Hormone
Treatment in Rheumatic Fever with Carditis. (Incidents,
accidents et resultats du traitement hormonal de la
maladie de Bouillaud.) D'OELSNITZ, M., GIOANNI, T.,
and DESESTRES, -. (1954). Pediatrie, 9, 705. 27 refs.

Treatment of Rheumatic Fever with Large Doses of
Cortisone. KROOP, I. G. (1954). N. Y. St. J. Med.,
54, 2699. 27 refs.

Necessity of Adequate Steroid Dosage in the Treatment of
Rheumatic Myocarditis. GRUBB, K. P., and HINES,
J. J. (1954). Quart. Bull. Northw. Univ. med. Sch.,
28, 260. 1 fig., 5 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Effects of Nitrogen Mustard Therapy in Patients with
Rheumatoid Arthritis. PAUL, W. D., HODGES, R. E.,
BEAN, W. B., ROUTH, J. I., and DAUM, K. (1954).
Arch. phys. Med., 35, 371. 7 figs, 22 refs.
Nitrogen mustard has been shown to inhibit a number

of hypersensitivity phenomena; it suppresses local tissue
reactivity, inhibits antibody formation, and blocks anti-
gen-antibody combinations. These findings suggested
to the authors the use of nitrogen mustard in the treatment
of rheumatoid arthritis.
At the hospital of the State University of Iowa College

of Medicine, seventeen patients with severe, active,
deforming rheumatoid arthritis of long duration were
studied for 8 months. The study was divided into four
periods of 2 months each, 2 weeks of each period being
spent in hospital and the remaining 6 weeks at home.
During each period in hospital an extensive laboratory
investigation was conducted in a metabolic ward, and the
patient's clinical condition and particularly range of joint
movement were assessed. For the first 4 months of the
trial (that is, the first two periods) the patients were
treated only by physical therapy and aspirin, but during
the third period in hospital, nitrogen mustard was given
in a dose of 0 1 mg./kg. body weight daily for 4 days.
To reduce the incidence of vomiting, pentobarbitone
and pethidine were administered beforehand. In the
majority of patients, subjective improvement in joint
pain began after the second dose of nitrogen mustard.
In two cases in which the arthritis was accompanied by
marked oedema of the lower extremities and severe joint
effusion, treatment with nitrogen mustard resulted in a
prompt diuresis, followed by disappearance of the oedema
and marked reduction of the effusions. All but one of
the patients showed an increase in joint mobility after
treatment, in spite of the fact that the improvement due
to the previous forms of treatment had reached its maxi-
mum after 4 months. The subsequent improvement in
joint mobility was fairly well maintained for 12 weeks.

Laboratory studies carried out after the administration
of nitrogen mustard showed the following results. There
was a slight decrease in the erythrocyte count and haemo-
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ANNALS OF THE RHEUMATIC DISEASES
Colloidal Gold Sulphide in the Treatment of Rheumatoid

Arthritis. (Le sulfure d'or colloidal dans la thera-
peutique de la polyarthrite chronique 6volutive.)
FORESTIER, J., and THMVENOZ, F. (1954). Presse mid.,
62, 1056. 1 fig., 1 ref.
The colloidal preparations of gold salts have never

proved satisfactory in the treatment of rheumatoid
arthritis mainly owing to their low content of metallic
salts. A new preparation has, however, recently been
introduced in the form of colloidal gold sulphide ("aurol-
sulfide"), which contains a higher proportion of active
gold. This preparation has been found by the authors
to be highly effective and in their experience has been
better tolerated by the patients than are the "classic
gold preparations".
Of 23 patients with chronic rheumatoid arthritis, eleven

responded in an extremely satisfactory fashion, seven
received appreciable benefit, and only five showed no
improvement. In all the cases which benefited the
erythrocyte sedimentation rate diminished pari passu with
the clinical improvement. The authors consider this
new preparation of gold to represent an advance in
chrysotherapy. W. S. C. Copeman.

Observations on the Treatment of Rheumatoid Arthritis
by Transfusions of Blood from Pregnant Women.
JOSEPHS, C. (1954). Brit. med. J., 2, 134. 5 refs.
An investigation was undertaken at Staincliffe General

Hospital, Dewsbury, Yorkshire, to compare the effects on
rheumatoid arthritis of transfusions of blood from
pregnant women and of similar transfusions from men
and non-pregnant women. Transfusions of 300 ml.
were given weekly and the cases followed up for 6 to
18 months.
Of the 53 cases given blood from pregnant donors

19 per cent. are stated to have shown marked subjective
and objective improvement, as compared with 13 per
cent. of 45 cases receiving blood from men and non-
pregnant women.
The author concludes that in rheumatoid arthritis

transfusion of blood from pregnant donors produces
improvement similar to that resulting from transfusion
of blood from non-pregnant donors, but does not produce
remissions comparable to those observed during preg-
nancy. H. F. Turney.

How to Prevent Crippling in Rheumatoid Arthritis.
KELLY, M. (1954). Lancet, 1, 1158. 5 figs, 12 refs.
Methods of preventing or correcting deformities due

to rheumatoid polyarthritis, so that the patient does not
become fixed in an armchair posture, are discussed.
Flexion of the knee should be prevented by application
of a weight-bearing caliper, by quadriceps exercises, and
by daily walking. If necessary the joint is manipulated
under anaesthesia, the aim being to straighten the knee
and to keep the patient walking. As regards hand
deformities, a small hand plaster to immobilize only the
metacarpo-phalangeal joints is recommended. For in-
flamed wrist-joints a wrist plaster which allows free
finger movements is advocated. It is stated that anky-
losis does not develop with this method of treatment.

In the author's view it is a mistake to move a painful
joint through a full range of movements daily; more-
over, immobilization of a joint for a few weeks does not
result in ankylosis. The patient should walk each day
and should not be allowed to become bed-ridden.

J. B. Millard.

Cortisone Acetate v. Cortisol in the Treatment of Rheuma-
toid Disease. WEST, H. F., and NEWNS, G. R. (1954).
Lancet, 2, 168.
The authors have compared the effects of cortisone

acetate and of cortisol (hydrocortisone "free alcohol")
in 22 cases of rheumatoid arthritis under treatment at
the Sheffield Centre for the Investigation and Treatment
of Rheumatic Diseases. These patients, who had pre-
viously received a long-term programme of cortisone
acetate treatment, were transferred to cortisol treat-
ment and observed for 3 months. The results were
assessed on the basis of physical ability, strength of grip,
and erythrocyte sedimentation rate. The authors con-
clude that cortisol is more potent as an antirheumatic
agent than cortisone acetate, but that on the other
hand it is more prone to produce undesirable side-
effects. Oswald Savage.

Comparison of Cortisone and Aspirin in the Treatment of
Early Cases of Rheumatoid Arthritis. MEDICAL
RESEARCH COUNCIL/NUFFIELD FOUNDATION JOINT
COMMITTEE ON CORTISONE, ACTH, AND OTHER
THERAPEUTIC MEASURES IN CHRONIC RHEUMATIC
DISEASES (1954). Brit. med. J., 1, 1223. 4 refs.
In an investigation carried out at six centres in England

and Scotland, 61 patients suffering from rheumatoid
arthritis and who had developed the disease not more
than 9 or less than 3 months previously were treated at
random with adequate doses of either cortisone or
aspirin. The patients were admitted to hospital for a
minimum of 4 weeks, when treatment was initiated.
Those treated with cortisone, which was labelled "Tab.
(or Mist.) Rheumatic A" and given by mouth, received
300 mg. on the first day; the dose was gradually reduced
until the 3rd week, after which "the minimum dosage
that would restore maximal functional efficiency without
producing serious side-effects" was employed. Patients
given aspirin, which was labelled "Tab. Rheumatic C",
were started on 6 g. daily, and this too was cut down to
a minimum satisfactory dose when possible. At the 12th
week drug treatment was gradually withdrawn, and
during the 13th week no cortisone or aspirin was given
and the patients were observed and investigated. If
symptoms recurred the 12 weeks' course of the standard
dose was resumed.

Patients were assessed before and at regular intervals
during treatment, the assessment including judgment of
the patient's functional capacity and of the activity of
the disease. Strength of grip, dexterity, joint tenderness,
and range of movement were also assessed. Complica-
tions, side-effects, and further involvement of new joints
were noted and haemoglobin value and erythrocyte sedi-
mentation rate regularly estimated.
Of the 61 patients originally admitted to the trial,

three who were being treated with aspirin defaulted, and
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Frequency and Significance of Amyloid Changes in
Rheumatoid Arthritis. [In English.] TEILUM, G., and
LINDAHL, A. (1954). Acta med. scand., 149, 449.
3 figs, 13 refs.
The incidence and significance of amyloid changes in

rheumatoid arthritis was investigated at the University
Institute of Pathological Anatomy, Copenhagen. Using
methyl violet as a stain for sections of tissue obtained at
necropsy in 28 cases of rheumatoid arthritis, the authors
found amyloid deposits in seventeen, the amyloidosis
being moderately severe or severe in ten. The deposits
were most pronounced in the kidneys, spleen, and adrenal
glands, but were also found in the liver, myocardium,
and intestine. Vessel walls were frequently involved.
Albuminuria was present in thirteen of the seventeen
cases in which amyloidosis was found, and uraemia was
the cause of death in seven of the 28 cases. Amyloidosis
was diagnosed clinically in only one case, and only in two
was the condition recognized macroscopically at necropsy.

A. Wynn Williams.

Contribution to the Oral Gold Therapy of Rheumatism.
(Beitrag zur peroralen Goldtherapie des Rheuma-
tismus.) SCHREINER, B., and STEPHANTSCHITZ, G.
(1954). Medizinische, 33/34, 1112. 6 refs.
The authors maintain that gold still plays a valuable

role in the treatment of rheumatoid arthritis and that
there is room for new preparations of low toxicity.
They have recently observed at the University Medical
Clinic, Graz, Austria, the effects of a complex prepara-
tion, "aurubin", containing gold salts among a number
of other constituents and which can be taken by mouth,
in the treatment of various rheumatic conditions, mostly
rheumatoid arthritis. In this disease its effects were less
obvious in cases of recent onset than in more chronic
cases; in eleven out of 35 of the latter with sufficient
follow-up improvement was noted within 4 to 7 days.
Side-effects (mainly nausea and diarrhoea) were encoun-
tered in eight cases, but there was no occurrence of
leucopenia, albuminuria, or haematuria. Excretion of
l 7-ketosteroids was unaffected and no change was
observed in the number of circulating eosinophil leuco-
cytes. It is assumed that gold is the active principle in
this complex preparation, but its mode of action has yet
to be elucidated and further studies are in progress.

D. Preiskel.

Rheumatoid Arthritis-like Syndrome during Apresoline
Therapy. Report of a Case. BEELAR, V. P. (1953).
Med. Ann. Distr. Columbia, 22, 651, 696. 2 refs.

Multi-Articular Injections ofHydrocortisone, the Treatment
of Choice in Rheumatoid Arthritis. (Les injections
multi-articulaires d'hydrocortisone, traitements de
choix de la polyarthrite chronique 6volutive.) WEIS-
MANN-NETTER, R., KREWER, B., and LORCH, P. (1954).
Rev. argent. Reum., 19, 149. 3 refs.

Pancytopenia associated with Rheumatoid Arthritis-
Felty's Syndrome. Treatment with Cortisone and
Splenectomy. VAN SLYCK, E. J. (1954). J. Mich.
med. Soc., 53, 735. 2 figs, 9 refs.

two of these cases were regarded as failures of treatment.
Of the remaining 58 patients, thirty received cortisone and
28 aspirin. At the end of a year the results were analysed,
and it was found that as regards joint tenderness both
treatments had had equal effects. The results in regard
to range of movement and strength of grip showed that
both treatments were about equal in producing an
increase of 20 to 30 per cent. of movement and one of
40 to 50 per cent. in strength of grip. Similarly, both
treatment groups showed equal improvement in dexterity,
but in respect of haemoglobin level and erythrocyte sedi-
mentation rate there was a significantly greater improve-
ment in the group treated with cortisone. Clinical
assessment showed a remarkable similarity between the
two treatment groups; minor complications of treatment
were also equally distributed between the two groups.

It is envisaged that the trial will continue into a second
and third year.

[It is important to realize that this investigation covers

only one aspect of the comparison between the efficacy
of cortisone and of aspirin in rheumatoid arthritis. The
study was not of a wide series of patients suffering from
rheumatoid arthritis at all stages, but was confined to a

small group of sufferers in the early stages of the disease.]
W. Tegner.

Treatment of Rheumatoid Arthritis with Multi-Articular
Local Injections of Hydrocortisone Acetate. (Traite-
ment de la polyarthrite chronique 6volutive par les
injections locales multi-articulaires d'acetate d'hydro-
cortisone.) WEISMANN-NETTER, R., LEVY, R., and
LORCH, P. (1954). Presse med., 62, 852. 1 ref.
The authors, working at the H6pital Beaujon, Paris,

treat rheumatoid arthritis by multiple intra-articular
injections of hydrocortisone acetate under general anaes-

thesia. Depending on the size of the joint, 10 to 100 mg.
of hydrocortisone is injected into each of the affected
joints at one session. The total dose of several hundred
mg. given has not produced any of the side-effects asso-

ciated with systemic therapy with adrenal hormones.
Depending on the result, the treatment may be repeated
two or three times at weekly intervals; there has been
no apparent loss of effect with repeated injections, and
improvement has been maintained for periods varying
from a few weeks to several months. The authors prefer
this method to daily injections of two or three joints
under local analgesia as it saves time and is considered
to be less disagreeable to the patient.
Of seven cases of advanced rheumatoid arthritis treated

by this method after failure to response to other therapy,
including administration of cortisone and ACTH, three
showed marked improvement, three were moderately
improved, and one did not respond; the cause of failure in
this last case was considered to be insufficient dosage.
In view of the absence of side-effects and the encouraging
results obtained, the authors consider this to be one of
the best methods of treatment of rheumatoid arthritis so

far available.
[Seven cases is too small a series upon which to base

any assumption, but further work is continuing.]
F. Clifford Rose.
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ANNALS OF THE RHEUMATIC DISEASES

Still's Disease as an "Adaptation" Syndrome. (Zur
Atiologie der infantilen Still'schen Erkrankung im
Sinne einer "Adaptation".) MAYERHOFER, E. (1954).
Ann. paediat. (Basel), 183, 203. 21 refs.

Rheumatoid Arthritis. Need for Individualized Therapy.
ROGOFF, B. (1954). Missouri Med., 51, 1001.

Pneumoconiosis and Rheumatoid Arthritis (Caplan's
syndrome). [In English.] VAN DER MEER, C. (1954).
Ned. T. Geneesk., 98, 3539. 2 figs, 12 refs.

Surgical Intervention in Rheumatoid Arthritis. [In
English.] BOESMAN, T. (1954). Ned. T. Geneesk.,
98, 3545. 5 figs, 7 refs.

Theoretical and Practical Aspects of Rheumatoid Arthritis
developing after the Age of Sixty. (Quelques aspects
theoriques et pratiques de la polyarthrite chronique
6volutive survenant apres la soixantaine.) CHAPUIS, R.
(1954). Rev. mid. Suisse rom., 54, 603. 17 refs.

Chronic Rheumatoid Arthritis: Psycho-Social Factors in
Rehabilitation. LOWMAN, E. W., LEE, P. R., MILLER,
S., KING, R., and STEIN, H. (1954). Arch. phys. Med.,
35, 643.

(Osteo-Arthritis)
Osteo-Arthritis and Rest. HART, F. DUDLEY, WATKINS,

M., BURLEY, D., and RICHARDS, M. T. (1954). Brit.
med. J., 2, 269. 11 refs.
The authors point out that in articles and textbooks

dealing with the treatment of osteo-arthritis the value of
rest is nearly always emphasized but its hazards are
rarely mentioned. They agree that excessive use of an
affected joint will produce a sharp reaction within 24 to
48 hours, but hold that immobilization may produce
much more prolonged disability. When elderly patients
are rested in bed as part of the treatment of cardiac
decompensation, bronchitis, pneumonia, bleeding peptic
ulcer, or other diseases, they may develop for the first
time joint symptoms associated with osteo-arthritis, or
existing symptoms of osteo-arthritis of the hips or knees
may be severely aggravated. The histories of four such
patients admitted to St. Stephen's Hospital, London,
are described to illustrate this point.

Harrison and others (J. Bone Jt Surg., 1953, 35B, 598)
have emphasized "the necessity for use and compression
of cartilage in order to maintain its continued health",
while Lloyd-Roberts (J. Bone Jt Surg., 1953, 35B, 627)
has pointed out the effect of fibrosis and shortening of
the capsule in the production of symptoms in osteo-
arthritis of the hip. Those two findings together help
to explain the deterioration which occurs in a patient's
weight-bearing joints during a period of complete rest
in bed, when there is a tendency for the hip to be held
in flexion and lateral rotation, while the knee is also
flexed. In order to prevent the adverse changes which
follow long-continued maintenance of this position the
authors suggest that patients should spend part of the

day lying flat, and selected patients with flexion defor-
mities already present should be induced to spend periods
in the prone position. Exercise of the hips, knees, and
ankles should be undertaken as soon as possible. Anal-
gesics should be used freely if pain prevents proper
co-operation in the performance of these exercises, while
the injection of a local analgesic into ligamentous attach-
ments or the intra-articular injection of hydrocortisone
may be useful in helping to mobilize stiff and painful
knees. C. E. Quin.

Osteo-Arthritis in the Aged. KUHNS, J. G. (1954)
J. Amer. Geriat. Soc., 2, 519. 12 refs.

Neurologic Complications of Osteo-Arthritis of the
Cervical Spine. NEUWIRTH, E. (1954). N. Y. St. J.
Med., 54, 2583. 4 figs, 45 refs.

Tissue Therapy in Osteo-Arthrosis. [In English.] LIND-
HOLM, R. V. (1954). Ann. Chir. Gynaec. Fenn.,
43, Suppl. 5, 214. 5 refs.

Present Position of Arthroplasty of the Hip in Rheumatism.
Statt actuel des arthroplasties de la hanche dans le
rhumatisme.) HERBERT, J. J. (1954). Rev. Rhum.,
21, 556. 4 figs, 5 refs.

Nosological and Pathogenetic Identity of Heberden's
Nodes and the Dactylo-Trachelo-Arthrotic Syndrome.
(Sull'autonomia nosologica e patogenetica dei noduli
di Heberden: la sindrome dattilo-trachelo-artrosica.)
ROVERSI, A. S., and MARS, G. (1954). Reumatismo,
6, 221. 9 figs, 48 refs.

Pathogenesis of Osteo-Arthritis. (Le debut de la maladie
arthrosique.) JUSTIN-BESANSON, L. (1954). Reuma-
tismo, 6, 329.

Studies in Experimental Osteophytosis. (Etudes sur
l'osteophytose experimentale.) LACAPERE, J., DELA-
VILLE, G., and DRIEUX, H. (1954). Rev. Rhum.,
21, 639. 1 fig.

Treatment of Osteo-Arthritis of the Hip. (Zur Behand-
lung der Arthrosis deformans des Hiuftgelenks.)
KIBLER, M., and SCHIMMEL, A. (1954). Dtsch. med.
Wschr., 79, 1824. 7 refs.

Osteo-Arthritis of the Sterno-Costo-Clavicular Joint.
(L'artrosi deformante dell'articolazione sterno-costo-
clavicolare.) BONOLA, A., and MASTRAGOSTINO, S.
(1954). Reumatismo, 6, 333. 10 figs, 17 refs.

Conservative Orthopaedic Treatment of Osteo-Arthritis.
KUHNS, J. G. (1954). Rheumatism, 10, 85. 4 figs.

Climacteric Arthroses. (Die klimakterischen Arthrosen.)
SCHEUER, F. (1954). Munch. med. Wschr., 96, 1156.
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Infective Spondylitis. (Espondilitis infecciosas.) BAR-
CEL6, P., and VILASECA, J. M. (1954). Reumatismo,
6, 267.

(Miscellaneous)
Relationship between Scapulo-Humeral Peri-Arthritis and

Coronary Disease. (Contributo allo studio dei rapporti
tra periartrite scapulo-umerale e malattie delle
coronarie.) VECCHI, G. P., and RUBBIANI, V. (1954).
Minerva med. (Torino), 2, 755. 25 refs.
The occurrence of pain and limitation of movement

in the shoulder in patients suffering from coronary
ischaemia is well recognized. In this paper from the
University Medical Clinic, Modena, the authors describe
six typical cases to illustrate the clinical features and
report an attempt to determine whether patients com-
plaining primarily of symptoms of scapulo-humeral peri-
arthritis present any evidence of coronary insufficiency.

In a series of 48 such patients, ranging in age from 27
to 68, electrocardiography showed that nine had definite
evidence of coronary insufficiency, while a further ten
suffered from lesser degrees of myocardial damage. Few
of these patients had symptoms referable to the cardio-
vascular system, but since the electrocardiogram was
abnormal in nearly 40 per cent. of them it is suggested that
the heart should be carefully investigated in all such cases.
Two reasons are given for the association of these lesions:

(1) the similarity of the sympathetic nerve supply to
the shoulder and the heart;

(2) the fact that the connective tissue and vascular
structures in the myocardium, shoulder, thyroid
gland, and gall-bladder have a common develop-
mental origin.

As might be expected, therefore, periarthritis of the
shoulder is also often associated with thyrotoxicosis and
cholecystitis.

[Unfortunately, no comparable electrocardiographic
findings are given for a group of patients of the same
age distribution not suffering from scapulo-humeral
peri-arthritis.] A. Paton.

Alimentary Tract in Disseminated Scleroderma with
Emphasis on Small Bowel. ABRAMS, H. L., CARNES,
W. H., and EATON, J. (1954). Arch. intern. Med.,
94, 61. 6 figs, 36 refs.
After a brief review of the literature the authors, from

Stanford University School of Medicine, San Francisco,
report six cases of scleroderma in which, in addition to
the well-recognized oesophageal lesions, there were wide-
spread lesions of the intestinal tract. These involved
the duodenum, jejunum, and ileum, and their presence
was suggested clinically by anorexia, abdominal pain,
and loss of weight. Radiological examination revealed
alteration in the calibre (dilatation), tone, peristalsis,
and motility of the affected bowel. The cases are
illustrated by excellent reproductions of radiographs and
of photomicrographs of post-mortem material.

In three of the six cases the course was rapidly pro-
gressive, death occurring within 2 years of the onset of
symptoms. The characteristic finding at necropsy in

(Spondylitis)
Ocular Manifestation of Ankylosing Spondylitis. (Les

manifestations oculaires de la spondylarthrite ankylo-
sante.) MICHAUD, P., and FORESTIER, J. (1954).
Rev. Rhum., 21, 489. 19 refs.
The ocular manifestations of ankylosing spondylitis

are in general confined to the uvea. The reported inci-
dence of uveitis has varied widely. In the authors' series
of 200 cases of ankylosing spondylitis uveitis was seen in
seventeen cases (8 - 5 per cent.); in this group no other eye
affection, such as the Gougerot-Sjogren syndrome, was
observed. They point to the great rarity of uveitis in
rheumatoid arthritis, and are convinced that uveitis and
spondylitis are manifestations of the same morbid process.
The symptomatology of uveitis is discussed. Attacks

may be repeated at intervals for some years before the
appearance of the first somatic symptoms of spondylitis,
and they often occur in the early pre-ankylosing phase of
the disease. It is particularly important, therefore,
when confronted with a case of uveitis in a young man,
even if it is accompanied only by vague "rheumatic"
pains, to remember this possibility and investigate the
radiological appearances of the sacro-iliac joints. The
clinical forms of uveitis, which vary in severity and
gravity, are fully described. The benign form is liable
to be mistaken for conjunctivitis; it manifests itself by
slight symptoms and signs or iritis, very slight pain, some
photophobia and lachrymation, and a sluggish pupil
reaction, but usually abates spontaneously in 8 to 10
days. In more marked attacks there is some pericorneal
injection, and some fragile synechiae may form. More
severe is the typical form, an acute diffuse uveitis, of
sudden onset. Here there is marked photophobia, with
the usual signs of inflammation of the iris, but only a
slight tendency to the formation of posterior synechiae.
These attacks also generally subside fairly quickly,
leaving no residual signs, but in rare cases may progress
to a more severe form resulting in total uveitis, with
severe pain, marked signs of iritis, and affection of the
vitreous. During the following 6 to 8 weeks the con-
dition slowly abates, although some posterior synechiae
persist. Much more severe are the granulomatous forms
of uveitis; these follow recurrences of simple iritis, are
characterized by a tendency to form tough posterior
synechiae, and nodules may be observed in the iris. The
most serious of all, however, is torpid uveitis, which
begins quietly, with mild symptoms, and progresses
chronically and insidiously over months or years, with
the formation of very strong synechiae, which by occlud-
ing the pupil may lead to total blindness.
The treatment is discussed. In the authors' practice,

to obtain and maintain pupillary dilatation, atropine is
always combined with repeated instillations of cortisone.
If this fails, subconjunctival injections of cortisone and
adrenaline are tried; in still more resistant cases hya-
luronidase is given in addition. In severely painful
attacks the authors advise the early retrobulbar injection
of 1 to 2 ml. 40 per cent. alcohol. Kenneth Stone.

Sacro-Iliitis. (Sacro-iliites.) VIEIRA, J. A. N. (1954).
Gaz. med. port., 7, 581. 6 figs, 20 refs.
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ANNALS OF THE RHEUMATIC DISEASES
these cases was loss of muscle fibres in the muscularis
without appreciable replacement by fibrous tissue.
Treatment with cortisone or corticotrophin produced a

temporary remission in two other cases, and in the remain-
ing case resection of the oesophagus and gastroentero-
stomy were performed for the relief of dysphagia.

Nigel Compston.

Investigation of Synovial Exchange by means of Radio-
active Sodium (24NA). (Les changes synoviaux.
Leur mesure A l'aide du radio-sodium Na24.) COSTE, F.,
BOUREL, M., and MOREL, F. (1954). Ann. Mid.,
55, 360. 12 figs, 31 refs.
Writing from the Rheumatological Clinic, Faculty of

Medicine, Paris, the authors describe a method for the
measurement of synovial exchange in which, after injec-
ting radioactive sodium (24Na) in an isotonic solution
intra-articularly, they record its disappearance from the
joint by means of a Geiger-Muller counter to which is
attached a graphic recorder; this method has the advan-
tage over those used previously in that the injection does
not interfere with normal metabolism. It was found that
in animals of the same species and age, the graph
obtained obeyed constant laws.
Sodium permeability depends upon two factors-the

state of the connective tissues and the blood supply-
and one or other of these was varied in the study here
reported of synovial exchange in the knee-joint of the
rabbit. The connective-tissue barrier was altered by
injections of testicular hyaluronidase, and as expected,
the clearance of 24Na was more rapid. The blood supply
was altered either by femoral arteriectomy, when the
clearance was less, even after the injection of hyaluroni-
dase; or by the injection of vasodilator substances when,
however, the results were equivocal after administration
of acetyl-p-methylcholine, and no alteration in synovial
clearance was found when sodium nicotinate was given.
The synovial exchange was also measured after inflam-

mation in the joint had been produced by repeated intra-
articular injections of ethanolamine oleate, the effect of
steroids on the exchange taking place in the inflamed
joint being then ascertained. It was found that systemic
administration of cortisone or intra-articular injection
of deoxycortone acetate or hydrocortisone slowed down
exchange when this was initially rapid, and increased it
when it was initially slow. The authors stress that since
the experimentally induced inflammatory reaction altered
the basic structure of synovial connective tissue, the
results obtained in this study are not necessarily applic-
able to inflamed joint conditions in the human patient.

F. Clifford Rose.

Treatment of Chronic Arthritis with a Combination of
Cobra Venom, Formic Acid, and Silicic Acid. BRYSON,
K. D. (1954). Amer. Surg., 20, 751. 2 refs.
The author describes the treatment of a series of 466

consecutive cases of chronic arthritis (excluding 150 in
which the course was not completed) with "nyloxin",
a preparation containing cobra venom, formic acid, and
silicic acid, given by subcutaneous injection in doses
increasing from I to 3 ml. Treatment was usually given

at weekly intervals at first, then less frequently as control
of symptoms was obtained, until eventually in most cases
the patient received only a maintenance injection every
3 months. The patients are classified in three broad
diagnostic groups-osteo-arthritis, rheumatoid arthritis,
and mixed types-the numbers in these groups being
344, 74, and 48 respectively. The results as assessed by
the physician after consideration of all the relevant
factors were "satisfactory" in 426 cases (91 -4 per cent.)
and "unsatisfactory" in forty (8 * 6 per cent.). The
patients' own opinions on their condition before, during,
and after treatment are analysed separately and here
again the results show a high proportion of successes;
for instance, of 94 patients reporting 6 months to 5 years
after cessation of treatment, 88 (93 - 6 per cent.) said that
their condition remained satisfactory. The author also
notes that the patients' general health was improved,
often with a rise in the haemoglobin level, and that
hypertension, where present, was reduced.

[It is unfortunate that insufficient clinical details are
given in this paper to enable the reader to assess the
value of this treatment.] K. C. Robinson.

Evaluation of the Bryson Treatment of Arthritis. LUMPKIN,
W. R., and FIROR, W. M. (1954). Amer. Surg.,
20, 756. 2 refs.
An investigation was carried out at the Maryland

General Hospital, Baltimore, into the claims of Bryson
(see Abstract on this page) that a mixture of cobra venom
and silicic and formic acids was effective in the treatment
of chronic arthritis. Three solutions were prepared for
subcutaneous injection:

(A) containing formic acid only;
(B) containing all three ingredients in the propor-

tions used by Bryson;
(C) a mixture of formic and silicic acids.

The patients, who were classified as having either
rheumatoid or hypertrophic arthritis (the latter pre-
dominating), were given weekly injections of one or other
of these preparations in increasing doses, the interval
being later extended gradually as described by Bryson.
The results were as follows:
Ten patients had Solution A, and one responded;
61 had Solution B, and 52 responded;
Ten had Solution C, and eight responded (though the

degree of improvement was thought to be less than
with Solution B).

A response was defined as the subsidence or cessation
of pain, swelling and stiffness in the affected joints, and
improvement in general health. The authors conclude
that Bryson's treatment gives substantial relief of
symptoms in more than 80 per cent. of cases of chronic
arthritis. K. C. Robinson.

Effect of Mepacrine on Light Sensitivity in Lupus
Erythematosus. BETTLEY, F. R., and PAGE, F. (1954).
Brit. J. Derm., 66. 287. 6 figs, 2 refs.
The investigation described in this paper from the

Middlesex Hospital, London, was undertaken to deter-
mine whether the beneficial effect of mepacrine in chronic
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abnormal findings in the blood or urine of patients treated
for 1 to 3 years.

Discussing the results, the author suggests that as
a tocopherol may be metabolized in the body to furnish
precursor "cortisone-like materials", and pantothenic
acid is related to the secretion and formation of steroid
hormones-a theory supported by the functional in-
adequacy of the adrenal cortex in pantothenate deficiency
-massive doses of pantothenic acid with a tocopherol
enables the body slowly to synthesize a cortisone-like
compound. Benjamin Schwartz.

Nitrogen Mustard in Treatment of Systemic Lupus
Erythematosus. DUBOIS, E. L. (1954). Arch. intern.
Med., 93, 667. 9 refs.
Following claims that nitrogen mustard is of value in

the treatment of glomerulonephritis and also in that of
systemic lupus erythematosus with renal involvement,
the author studied the effect of this form of therapy and
of treatment with triethylene melamine in twenty cases
of the latter disease.
None of the patients was treated until the maximum

possible benefit had been obtained with cortisone, and
this steroid was administered throughout the trial. No
improvement was noticed in five patients suffering from
active disease without apparent renal involvement, nor
in four with or without overt renal disease in whom there
was established hypertension. Considerable improve-
ment was observed, however, in the group of patients
suffering from "nephrotic nephropathy". The greater
the degree of oedema and albuminuria, the greater was
the response to treatment. All twenty patients were given
nitrogen mustard intravenously in a single dose of 20 mg.
in a dextrose infusion. In successful cases a diuresis
occurred within 3 to 14 days. No serious toxic effects
were observed.

Triethylene melamine was given to five of the patients in
a total dose of 10 to 15 mg. over a 2- to 3-day period.
In one of them agranulocytosis developed and in another
a fatal aplastic anaemia. It was not used further because
of its unpredictable behaviour in this disease.

Nigel Compston.

Trial of a Synthetic Antimalarial Derivative of Quinoline
in the Treatment of Chronic Rheumatism. (Essais de
traitement des rhumatismes chroniques par un anti-
malarique de synthese derive de la quinoleine.)
LACAPERE, J., MONIER, H., and VIAL, G. (1954). Rev.
Rhum., 21, 389. 11 refs.
Reports of the successful treatment of lupus erythe-

matosus with the synthetic antimalarial compound mepa-
crine, and later with the less toxic compound chloro-
quine, prompted a trial of the latter drug in rheumatoid
arthritis. The authors find that a dose of 100 to 200 mg.
chloroquine per day produces only minimal toxicity,
causing at most slight nausea, loss of appetite, or tinnitus.
With a dose of 300 to 450 mg. daily, however, intolerance
is more common.

In 46 cases of rheumatoid arthritis the drug had a
beneficial effect, which was in marked contrast to the
absence of any effect in 25 control cases of radicular pain

9

lupus erythematosus is the result of an increase in
tolerance to light. Patients with chronic lupus erythe-
matosus received up to 100 mg. mepacrine twice a day,
and the sensitivity of the skin to light was tested monthly.
A commercial "sun lamp" with a filter of cellulose acetate
was used to test light sensitivity, a photometer being
employed to ensure accuracy of dosage. The minimum
erythema dose (M.E.D.) was measured on the skin of the
abdomen.
The average M.E.D. in untreated patients with lupus

erythematosus was about half the normal. In patients
receiving mepacrine the increase in light tolerance was
very gradual but the clinical effect on the lesions of lupus
erythematosus was more rapid. The authors believe the
results indicate that "mepacrine has another action which
exerts a more immediate effect on the disease itself than
simply by increasing tolerance to sunlight".

[The conclusions reached would be more impressive if
the findings were considered statistically. Averaged
results from five control subjects and nine patients with
lupus erythematosus after one-half or one-quarter
minute's exposure cannot be assessed satisfactorily in any
other way.] S. T. Anning.

Lupus Erythematosus. Treatment by Combined Use of
Massive Amounts of Pantothenic Acid and Vitamin E.
WELSH, A. L. (1954). Arch. Derm. Syph. (Chicago),
70, 181. Bibl.
The literature on the metabolic functions of panto-

thenic acid and vitamin E (a tocopherol) is reviewed at
length, and the results of the use of these compounds
in the treatment of lupus erythematosus are summarized.
The author believes that many of the failures have been
due either to the fact that these vitamins were adminis-
tered individually instead of in combination, or to
inadequate dosage.
To 67 patients suffering from lupus erythematosus

massive doses of pantothenic acid combined with a
tocopherol were given, the treatment schedule being 10 to
15 g. calcium pantothenate daily, 10 to 15 g. pantothenyl
alcohol daily, and 5 to 10 g. sodium pantothenate daily,
combined with 3 to 6 g. daily of a mixture of three
tocopherols. In a group of 36 patients with chronic
discoid lupus erythematosus objective improvement was
observed in 4 to 6 months; in half the patients the con-
dition had cleared completely and in the remainder it
was much improved at the time of reporting. Similar
results were obtained in a group of seventeen patients
with disseminated discoid lupus erythematosus, improve-
ment being noted after 2 months, and in eleven with the
subacute disseminated form of the disease, the response
in this group being rapid, usually after one month. In
three cases of acute disseminated lupus erythematosus
treatment was started while the acute phase was being
brought under control with steroid hormones; by
administration of pantothenic acid and tocopherol the
patients were maintained without relapse for 7, 1 1, and 19
months respectively. In general, it was noted that the
more hypertrophic and infiltrated the process the slower
the response. Apart from transient nausea and gastric
distress there were no complications, and there were no
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ANNALS OF THE RHEUMATIC DISEASES

and nineteen of osteo-arthritis, improvement, apparent
on the 15th day, being noted in approximately two-thirds
of the former group. The erythrocyte sedimentation
rate also fell, but not in proportion to clinical improve-
ment.
The average dose was 100 to 150 mg. each morning

for the first 3 to 10 days, after which a second dose of
100 to 150 mg. was added in the evening. If well toler-
ated, this dosage was continued for 4 to 6 weeks, but if
symptoms of intolerance loss of appetite, nausea,
vertigo, tinnitus, or paralysis of accommodation-
appeared, it was reduced to 100 mg. daily and continued
for 2 to 3 months. Kenneth Stone.

Trial of Synthetic Antimalarial Drugs in the Treatment
of Inflammatory Rheumatism. (Essai de traitement
des rhumatismes inflammatoires par les antimalariques
de synthese.) FORESTIER, J., and CERTONCINY, A.
(1954). Rev. Rhum., 21, 395. 5 refs.
Since it was first observed in 1951 that associated joint

symptoms improved during the treatment of lupus erythe-
matosus with mepacrine, several observers have reported
improvement in cases of rheumatoid arthritis as a result
of treatment with either mepacrine or chloroquine. The
present authors have used both substances, but find that
tolerance to chloroquine is decidedly greater than to
mepacrine. Only three of eleven patients given mepa-
crine failed to show symptoms of intolerance, whereas of
seventeen patients given chloroquine, only one had to
stop taking the drug because of digestive disturbance.
As the effect of the two drugs on the rheumatic condition
appeared the same, the use of mepacrine has therefore
been abandoned.
The dosage used in either case was 0 1 g. twice daily

for 20 days in each month for periods varying from I to
6 months. Of eleven cases of rheumatoid arthritis
treated with mepacrine and seventeen with chloroquine,
about one-half showed improvement, with reduction in
pain and joint swelling, increased activity, and often a fall
in the erythrocyte sedimentation rate. But only one
of three patients with ankylosing spondylitis appeared to
derive benefit. Kenneth Stone.

Tennis-elbow (Epicondylalgia Externa). Treatment with
Hydrocortisone. QUIN, C. E., and BINKS, F. A. (1954).
Lancet, 2, 221. 9 refs.

Tennis-elbow treated with Hydrocortisone Acetate.
MURLEY, A. H. G. (1954). Lancet, 2, 223. 13 refs.

Hydrocortisone in Tennis-elbow. FREELAND, D. E., and
GRIBBLE, M. DE G. (1954). Lancet, 2, 225. 5 refs.
The work described in these three papers was aimed

at assessing the value of hydrocortisone in the treatment
of the condition known as tennis elbow. There are
numerous references to the literature concerning the
histopathology of the syndrome, and some emphasis is
laid upon the ineffectiveness of the many methods of
treatment hitherto employed, with the single exception
of surgery, which, though effective, is a rather major
undertaking for a relatively minor complaint that in any
case spontaneously recovers in due course. Quin and
Binks present the results in 31 cases, with much clinical
information. They were not convinced that trauma was

a significant aetiological factor, and were impressed with
the fact that there was often a history of "aches and
pains in other parts of the body", suggesting that
the condition is a manifestation of a more generalized
disturbance. Pain is aggravated by gripping and dorsi-
flexion of the wrist. Murley notes that the condition
commonly affects those over 30 years of age who under-
take unaccustomed activities involving repeated pro-
nation and supination while the hand is gripping.
The authors of all three papers compare the effect of

hydrocortisone with that of procaine, another commonly
used method of treatment. Quin and Binks injected
procaine at the maximum point of tenderness and then
injected varying amounts of hydrocortisone into the
identical spot. The authors of the other two papers
injected 25 mg. hydrocortisone alone into the area of
maximum tenderness; or, in their control series, 1 ml.
2 or 5 per cent. procaine respectively. Results were
assessed at definite intervals afterwards. Quin and
Binks recorded 26 successful results from a single injection
(combined procaine and hydrocortisone). Of the five
cases in which this treatment was a failure two responded
after a second injection. Various reactions are described.
Murley records fourteen successful results and five
failures out of nineteen cases. Subsequent relapses were
common, but responded to further injections; no patient
was made worse. Of the eighteen patients treated with
procaine alone as a control "a few found their symptoms
improved but most were unrelieved". Freeland and
Gribble, on the basis of sixteen injections in fourteen
cases, conclude that "the local injection of hydrocortisone
... was no more or less effective in curing tennis-elbow
than a similar injection of 5 per cent. procaine". They
express surprise that procaine, being only a short-lasting
local analgesic, produced such a clear and long-lasting
improvement at all. [Such a view overlooks the other
pharmacological actions of this substance. There is
perhaps some doubt about the advisability of using
procaine as a control injection in such cases as these, as
it is known to have some degree of effectiveness in the
treatment of this condition.]
The only deduction to be made from consideration of

the three papers together is that Freeman and Gribble
obtained equally effective results from hydrocortisone
and 5 per cent. procaine, while Murley, using only
2 per cent. procaine, failed to observe any effective
response in the patients so treated, which seems to indi-
cate that procaine may be as effective as hydrocortisone
provided it is used in sufficient concentration.

Harry Coke.

Intra-Articular Injection of Hydrocortisone Acetate.
(Intra-articulaire toediening van hydrocortison-
acetaat.) KUIPERS, R. K. W. (1954). Ned. T. Geneesk.,
98, 1558. 3 refs.
After discussing briefly the information that may be

obtained by joint puncture and examination of the
punctate as an aid to diagnosis in arthritic conditions, the
author describes his experience in private practice with
the intra-articular injection of hydrocortisone acetate.
A dose of 25 mg. (or 10 mg. for the smaller joints) for
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for 17 years. Besides the stigmata of severe arthritis, she
showed dry corneae, conjunctiva, mouth, and throat, and
a depression at the angle of the jaw, corresponding to the
region of parotid glands. A sialogram of the right
parotid gland presented a picture suggestive of parenchy-
mal atrophy. Gastric anacidity was reduced. She was
anaemic and one test showed L.E. cells in the peripheral
blood. C. McCulloch.

Arthritis with Simultaneous Suppurative Conjunctivitis
and Urethritis (the so-called Reiter Syndrome) treated
with Post-Insulin Light Hypoglycaemic States. (In
Polish.) DAWIDOWICZ, A. (1953). Pol. Tyg. lek.,
8, 1700. 14 refs.
Case report of a 35-year-old man who had two onsets

of Reiter's syndrome with a 15-year interval. The
aetiology could not be determined. He was given post-
insulin light hypoglycaemic "states" with good results.

W. H. Melanowski.

Complete Reiter's Syndrome. (Syndrome de Reiter
complet.) SYLVESTRE, L. (1953). Union med. Canada,
82, 928.
The patient, shortly after his marriage, developed

urethritis, arthritis, and conjunctivitis. "Pleuro-pneu-
monia-like-organisms" were cultured from the urethra.

C. McCulloch.

Quinacrine (Atebrin) in Treatment of Systemic and
Discoid Lupus Erythematosus. DuBois, E. L. (1954).
Arch. intern. Med., 94, 131. 19 refs.

Arthritis associated with Non-Gonococcal Urethritis.
HARKNESS, A. H. (1954). Rheumatism, 10, 91. 5 figs,
8 refs.

Reiter's Syndrome. (Le syndrome de Reiter.) FOREST,
A. (1954). Rev. Rhum., 21, 517. Bibl.

Pathogenesis of Sjdgren's Syndrome. (Zur Pathogenese
des Sjogren-Syndroms.) GAmp, A. (1954). Z.
Rheumaforsch., 13, 221. 1 fig., 18 refs.

Gougerot-Sjogren Syndrome. (Le syndrome de Gougerot-
Sjogren.) OFFRET, G., and MASSIN, M. (1954). Rev.
Rhum., 21, 463. Bibl.

Antirheumatic Agents and the Erythrocyte Sedimentation
Rate. (Medicaments antirhumatismaux et vitesse de
sedimentation globulaire.) BONARD, E. C., and
SCHEIDEGGER, J. J. (1954). Rev. Rhum., 21, 651.
2 figs, 29 refs.

Tuberculin Arthritis of the Guinea-Pig and its Modification
by Certain "Anti-inflammatory" Agents. (L'arthrite
tuberculinique du cobaye et ses modifications sous
l'effet de certains medicaments dits "anti-inflam-
matoires".) ARLET, J., DELAUDE, A., and CASTAIGNE,
A. (1954). Rev. Rhum., 21, 676. 7 figs.

five to ten injections per case produced satisfactory
results, as judged 4 weeks after completion of treatment,
in 75 per cent. of 160 patients with various forms of
rheumatic joint disease. Improvement was judged by
lessening of the pain, stiffness, and inflammation, which
was generally accompanied by simultaneous improvement
in the condition of the punctate. The response was better
in osteo-arthritic conditions (60 per cent.) of patients
improved) than in rheumatoid arthritis; in humero-
scapular periarthritis, however, the results were generally
inferior to those obtained by intravenous infusion of
ACTH. The best results were seen in monarthritic
conditions and in cases in which one or two joints in
polyarthritis proved resistant to systemic treatment with
gold or cortisone. The technique of injection of the
joints presented no particular difficulties.

R. Crawford.

Oral Cortisone Therapy in Peri-Arthritis of the Shoulder.
A Controlled Trial. BLOCKEY, N. J., WRIGHT, J. K.,
and KELLGREN, J. H. (1954). Brit. med. J., 1, 1455.
6 refs.
At the Manchester Royal Infirmary the effect of

cortisone was compared with that of an inert substance
in treating 32 cases of periarthritis of the shoulder.
The patients, all between 20 and 70 years of age, had
periarthritis of one or both shoulders without radio-
logical evidence of bone or joint disease and in all of
them the erythrocyte sedimentation rate was normal;
those with symptoms or signs of generalized arthritis
were excluded. Half the patients were given a suspen-
sion of cortisone by mouth for 4 weeks and the other
half received an inert suspension in the same amount,
the latter being indistinguishable in both appearance and
taste from the cortisone suspension.

All patients were instructed in shoulder exercises, and
at the end of 4 weeks the shoulders of those who had
not progressed satisfactorily were manipulated under
general anaesthesia. It was found that although some
ofthe patients receiving cortisone had less pain before and
after manipulation than the control group and fewer
required restoration of movement under anaesthesia,
some patients were not helped by the hormone. No
statistical difference was observed between the results
in the two groups. Oswald Savage.

Importance of Bottyan's Antigen in Ophthalmology.
PALIdH-SZANT6, 0. (1954). Proc. XVII int. Cong.
Ophthal. (Montreal-New York).
The BottyAn test is of great value in the diagnosis of

dental foci of infection in ocular disease. The Bottyan
antigen does not contain bacteria and is not toxic. In
eye diseases caused by syphilis or tuberculosis the test is
negative. Where there is a positive Bottyan test a

rheumatic aetiology must be considered even when
there is not rheumatic illness and no history of rheumatic
illness. Official Abs. (abridged).

Sjdgren's Syndrome. MAcLEAN, K., and ROBINSON, H. S.
(1954). Canad. med. Ass. J., 71, 597. 20 refs.
A 67-year-old woman had suffered from severe arthritis
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ANNALS OF THE RHEUMATIC DISEASES
Acute Primary Rheumatic Thyroiditis. (Ober akute

primar-rheumatische Thyreoditis.) DANOPOULOS, E.,
and MELISSINOS, K. (1954). Dtsch. med. Wschr.,
79, 1729. 6 refs.

Treatment of Acromio-Clavicular Arthrosis. [In English.]
ARONSSON, H. (1954). Acta chir. scand., 107, 589.
3 figs, 8 refs.

Intravenous Adrenaline in Minute Doses in Rheumatology.
(Adrenaline intraveineuse en microdoses en rhumato-
logie.) ARsov, D. (1954). Brux.-mid., 34, 1731.
5 figs.

Bone and Joint Changes in Psoriasis. (Le alterazioni
ossee ed articolari degli psoriatici.) COSTA, F., and
PAPAGNI, L. (1954). Reumatismo, 6, 304. 12 figs,
bible.

Psoriatic Arthropathy. (Le artropatie psoriasiche.)
ALLARIA, A., and FRANZ, A. (1954). Reumatismo,
6, 373. 5 figs, bible.

Idiopathic Crural Radiculalgie. (Radiculalgies crurales
idiopathiques.) StZE, S. DE, WELFLING, J., and
JURMAND, S.-H. (1954). Rev. Rhum., 21, 635.

Periosteal Proliferation in the Radiographic Appearance
of Chronic Joint Disease. Its Diagnostic and Patho-
genetic Significance. (La proliferazione periostea nel
quadro radiologico dell'artrosi. Sua importanza
diagnostic ed interpretazione patogenetica.)
LUCHERINI, T., and CASTAGNOLI, M. (1954). Reuma-
tismo, 6, 286. 6 figs, bible.

Psychogenic Rheumatism. Some Special Diagnostic and
Therapeutic Considerations. STEINBROCKER, O., and
NEUSTADT, D. (1954). Missouri Med., 51, 996.

Clinical Experience with Phenylbutazone (Butazolidin).
FRAIN, J. B., and MORRIS, J. E. (1954). Canad. med.
Ass. J., 71, 445. 1 fig., 15 refs.

Effects of Phenylbutazone on the Histology of the Synovial
Membrane in Rheumatoid Arthritis. (Effetti del
fenilbutazone sulla istomorfologia della membrana
sinoviale nell'artrite reumatoide.) LUCHERINI, T.,
and NATALE, P. (1954). Reumatismo, 6, 361. 14 figs,
10 refs.

Results of Treatment with G-15,903 ("Irgapyrin") of
116 Cases of Rheumatic Disease. (Resultados do
emprego do G-15.903 (Irgapyrin) em 116 portadores
de afecgoes reumaticas.) HOULI, J., DIAS VELLOSO, G.,
and PINHEIRO MARTINS, A. (1954). Rev. argent.
Reum., 19, 94. 25 refs.

Pharmacological and Clinical Properties of "G 25671",
a New Preparation of the Pyrazolidin Series. ('Ober
die pharmakologischen und klinischen Eigenschaften
von G 25671 (Geigy Basel), einem neuen Praparat aus
der Pyrazolidinreihe.) WILHELMI, G., and CURRIE,
J. P. (1954). Schweiz. med. Wschr., 8,A, 1315. 43 refs.

d-Amphetamine Sulphate as an Adjunct to the Treatment
of Rheumatic Diseases. BANGHART, H. E., and
WARTER, P. J. (1954). Amer. Practit. (Philad.),
5, 867. 8 refs.

Disk Syndrome
Cervico-Brachial Pain. (Algias cervico braquiales.)
CERDA C, M., and ZELDIS M, A. (1954). Rev. argent.
Reum., 19, 153. 35 refs.

Gout

Effects of Phenylbutazone in Gout. JOHNSON, H. P.,
ENGLEMAN, E. P., FORSHAM, P. H., KRUPP, M. A.,
GREEN, T. W., and GOLDFIEN, A. (1954). New Engl.
J. Med., 250, 665. 4 figs, 12 refs.
The authors report upon the use of phenylbutazone in

the treatment of ten patients with acute gouty arthritis
and sixteen cases of chronic gout at the Veterans Adminis-
tration Hospital, San Francisco. The drug was given
either by intramuscular injection in 20 per cent. aqueous
solution, or by mouth in enteric-coated capsules. The
daily dose in the acute cases was 0 8 to 1 g., but varied in
the chronic cases from 0 4 to I g. Subjective relief was
obtained in nineteen out of twenty attacks of acute gout,
and the number of exacerbations was effectively reduced
in the chronic cases. Toxic symptoms, however,
occurred in nine of the sixteen cases of chronic gout.
The majority of these occurred during the first few weeks
of treatment, but the fact that some occurred later
suggests that the drug should not be used as a routine
in chronic gout unless all other forms of treatment have
failed.
The exact mode of action of the drug is not known;

it lowers the blood uric acid level and also diminishes
urinary excretion of uric acid, 17-hydroxycorticoids, and
sodium. The authors do not advocate the routine use
of phenylbutazone in the treatment of gout; they merely
indicate its therapeutic effect and recommend considera-
tion of its use in cases of gout resistant to other estab-
lished forms of treatment. R. E. Tunbridge.

Treatment of Gout with H.P.C. Ross, D. N. (1954).
Brit. med. J., 2, 782. 6 refs.
The author, from the General Hospital, Newcastle

upon Tyne, describes the results obtained with 3-hydroxy-
2-phenyl-4 cinchoninic acid (HPC), a derivative of
cinchophen, in the treatment of ten cases of gout, and
briefly records two further cases. The dosage was I to
2 g. daily for an initial period, usually a few days, then
0 5 to 1 g. daily.

Satisfactory results were obtained in acute gout,
apparently quite as good as some obtained with colchi-
cine. The drug was also effective in the chronic type of
gouty arthritis, but in these cases more prolonged treat-
ment was necessary. Administration of the drug had
often to be interrupted, however, because of troublesome
skin reactions; erythema was a frequent early reaction
and vesiculation was observed later in six cases. Never-
theless, the drug was persevered with, in some cases for
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fraction were found to be related to the type of arthritis.
In early cases the alpha-2 globulin value was raised,
whereas in more advanced cases showing fibrous or
ankylosing changes, the gamma globulin value also rose.
The electrophoretogram in long-standing cases showed
an increase in alpha-l globulin if the disease was active,
but this value was within normal limits in quiescent cases.
The beta globulin value was slightly raised in one-fifth
of cases. The changes in protein fractions in cases of
Still's disease were similar to those in the adult type of
rheumatoid arthritis. In the cases of ankylosing spondy-
litis the changes in the globulin fractions were less
marked, and the authors believe this was associated
with the less intense activity of the disease. In two of the
three cases of gout there was a rise in gamma globulin
level, but in the third case there was no change even
during an acute attack.

It is concluded that these findings are not specific for
the diseases discussed, but may be of help in assessing
prognosis and confirming the diagnosis of the type of
lesion present. F. Clifford Rose.

Haemagglutinating Factor in Rheumatoid Arthritis.
(Den hamagglutinerande faktorn vid rheumatoid
arthrit.) SVARTZ, N., and SCHLOSSMANN, K. (1954).
Nord. Med., 51, 668. 5 refs.
In a further investigation carried out at the Karolinska

Hospital, Stockholm, of the factor present in the serum
of patients with rheumatoid arthritis which agglutinates
sensitized sheep erythrocytes, inactivated serum was
treated with sheep cells to remove heterophile antibody,
diluted with 14 vol. water, and kept at 40 C. for 48 hours;
the precipitate which formed was separated by centri-
fugation and redissolved in saline. This solution was
found to contain a haemagglutinin for sensitized sheep
erythrocytes which was specific to serum from rheumatoid
arthritic patients. A factor with similar properties
could be produced in vitro by growing bacteria isolated
from the throat of patients with rheumatoid arthritis on a
medium containing bovine or human collagen tissue.

D. J. Bauer.

Serological Investigations in Chronic Inflammatory
Rheumatism. (Recherches serologiques dans les rhu-
matismes inflammatoires chroniques.) JACQUELINE, F.,
EYQUEM, A., and JOCHEM, E. (1954). Rev. Rhum.,
21, 399. 32 refs.
The serum of patients affected by various types of

chronic inflammatory rheumatism have been titrated at
the Pasteur Institute, Paris, for antistreptolysin-O (by
the method of Todd and Kalbak) and the results com-
pared with those obtained in normal subjects and in
patients suffering from acute articular rheumatism.
Although a titre of 200 units is generally taken as the
upper limit of normal in Europe, a titre between 200 and
400 units was found in 7 - 8 per cent. of a control series of
115 normal subjects aged 20 to 60 years, the correspond-
ing figure given in reports from different European
countries varying from 6 to 26 per cent.
Of 393 cases of rheumatoid arthritis in adults, a raised

titre was found in 52 * 6 per cent., the titre being 800 units

long periods; one patient received a total of 210 g. HPC
within a trial period of 9 months. No serious toxic
effects were observed; nausea and diarrhoea, which
occurred in some cases, could usually be prevented by
giving the drug in small doses after the main meals with
an equal amount of sodium bicarbonate. In the author's
view HPC should be reserved for short-duration treat-
ment of acute gout or for prophylactic treatment of
patients with premonitory symptoms. Joseph Parness.

Some New Drugs in the Treatment of Gout. (Quelques
nouveaux medicaments de la goutte.) FRANION, F.,
and FRAN4ON, J. (1954). Presse therm. clim., 91, 171.

Treatment of Gout with Phenylbutazone. (Beitrag zur
Therapie der Gicht mit Butazolidin.) HUNZIKER, H.
(1954). Z. Rheumaforsch., 13, 296. 7 figs, 10 refs.

Renal Action of Benemid. (L'action renale du Wnemid.)
COURJARET, J. (1954). Presse therm. clim., 91, 174.
8 refs.

Articular Manifestations of Gout. (Les manifestations
articulaires de la goutte.) VIGNON, G. (1954).
Presse therm. clim., 91, 184.

Gouty Manifestations in Sites other than the Big Toe.
(Acces de goutte articulaire en dehors de l'orteil.)
StRANE, J. (1954). Presse therm. clim., 91, 161.

Spa Treatment for Sthenic Gout. (Traitement hydro-
mineral de la goutte sthenique.) VIOLLE, P. L. (1954).
Presse therm. clim., 91, 188.

Gout and Allergy. (Goutte et allergic.) LAROCHE, C.,
and PAOLAGGI, J. (1954). Presse therm. clim., 91, 164.
28 refs.

General Pathology
Studies of Serum Protein Fractions in Inflammatory

Rheumatism. (etudes sur la repartition des protides
seriques dans les rhumatismes inflammatoires. (P-lectro-
phorese sur papier).) JACQUELINE, F., TRAVERSE,
P. M. DE, and BESSON, L. (1954). Rev. Rhum.,
21, 329. 41 refs.
The authors have determined at the Institutes of

Hydrology and Climatology, of Paris and Aix-les-Bains,
the serum protein levels in 97 cases of inflammatory
rheumatism, comprising 62 cases of rheumatoid arthritis,
eight of Still's disease, 24 of ankylosing spondylitis, and
three of gout. The serum protein level was below
normal in only eight of the cases, and was generally
raised, being higher in men than in women. Except in
cases of ankylosing spondylitis, in which the serum
protein level was always raised, the degree of hyper-
proteinaemia was roughly proportional to the activity of
the disease and to the erythrocyte sedimentation rate.

Paper electrophoresis of serum from patients with
rheumatoid arthritis showed that the albumin fraction
decreased and the globulin fraction increased as the
disease became more active. Variations in the globulin
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ANNALS OF THE RHEUMATIC DISEASES
or more in 11 8 per cent. The proportions of men and
women with high titres were much the same, but a higher
proportion of increased titres was found among patients
with a history of infection of any sort preceding the onset
of the disease or of an exacerbation than among those
with no such history. A high titre was found less often
when the erythrocyte sedimentation rate (E.S.R.) was
below 20 mm./hr, and more often in patients with marked
constitutional symptoms. In four out of five cases of
rheumatoid arthritis in children the titre was more than
200 units. A high titre was found in 61-2 per cent. of
96 cases of ankylosing spondylitis. This proportion
is similar to that found in rheumatoid arthritis, but
included a greater number of cases in which the E.S.R.
was normal or only slightly raised. In spondylitis, how-
ever, the E.S.R. is often not in harmony with the clinical
signs of activity. A titre of between 200 and 800 units
was found in fourteen out of 21 cases of chronic gouty
polyarthritis, and in twelve out of nineteen cases of
psoriatic rheumatism. Repeated examinations carried
out on 77 of these patients over periods up to 2 years
showed a variation in titre in only nineteen per cent. of
cases.
The proportion of cases of acute articular rheumatism

in which an increased antistreptolysin titre has been
reported by previous writers has varied from 69 to 100
per cent. Among twenty such cases the present authors
found seven with a titre between 200 and 800 units, and
eleven with a titre above 800 units. In the absence of a
large series of cases of rheumatoid arthritis in children,
however, a comparison between the findings in rheuma-
toid arthritis and rheumatic fever cannot strictly be made.

Kenneth Stone.

Serological Differential Diagnosis of Certain Forms of
Chronic Rheumatism. (Zur serologischen Differential-
diagnostik einzelner Formen des chronischen Rheuma-
tismus.) SEIFERT, H., and TicHy, H. (1954). Z.
Rheumaforsch., 13, 133. 48 refs.
In a study carried out at the Institute of Rheumatology,

Dresden, the following serological tests were carried out
on 228 rheumatic patients:

(1) determination of antistreptolysin titres;
(2) Rose agglutination test, using sensitized sheep

erythrocytes;
(3) Paul-Bunnell test, using fresh, untreated sheep

erythrocytes;
(4) Svartz and Schlossmann agglutination test, using

absorbed serum and sensitized sheep cells;
(5) L-agglutination test, based on the agglutinable

antigen of fl-haemolytic streptococci (method
of Nicholls and Stainsby).

From the results of these tests the authors conclude
that high titres in Tests 2 and 5, together with low titres
in Tests 1 (antistreptolysin), 3, and 4 are serologically
diagnostic of rheumatoid arthritis. In cases of anky-
losing spondylitis, antistreptolysin titres were particularly
high and all the other tests gave low readings. It is
claimed that serological tests are of practical value in
rheumatoid arthritis, since by their use a diagnosis can
frequently be made before the appearance of the charac-

teristic clinical changes and of the accelerated erythrocyte
sedimentation rate.

[The original paper should be consulted for the various
serological techniques which are given in some detail.]

D. Preiskel.

Disposition of Intra-Articularly Injected Hydrocortisone
Acetate, Hydrocortisone and Cortisone Acetate in
Arthritis. I. Concentrations in Synovial Fluid and
Cells. ZACCO, M., RICHARDSON, E. M., CRr1rENDEN,
J. O., HOLLANDER, J. L., and DOHAN, F. C. (1954).
J. clin. Endocr., 14, 711. 3 figs, 6 refs.
Studies have been made in an effort to gain some

understanding of the reason for the difference in anti-
arthritic effect of intra-articular injections of cortisone
and hydrocortisone. The results are as follows:

(1) The rates of decrease in concentration of 17-
hydroxycorticoids in the joint fluid during the
first few hours after intra-articular injections of
hydrocortisone, hydrocortisone acetate and
cortisone acetate are approximately the same,
the effect of differences between some clinical
subjects being greater than that of differences
between compounds.

(2) The hydrolysed forms of both hydrocortisone
acetate and cortisone acetate were present in
greater proportions in the fluid than in the cells.

(3) The proportion of 17-hydrocycorticoids present
in the cells after injection of cortisone acetate is
greater than after the injection of the free form
of hydrocortisone, but less than after the injec-
tion of hydrocortisone acetate.

These data do not afford an explanation for the
difference in anti-arthritic effect between hydrocortisone
and cortisone. Further studies are in progress.

[Authors' summary.]

Relationship between Muscle Damage and the Aschoff
Cell in Rheumatic Carditis. RUEBNER, B. (1954).
J. Path. Bact., 68, 101. 4 figs, 24 refs.
The hearts of 32 patients dying of rheumatic carditis

(of which seventeen form the basis of this study) were
examined at the University of Bristol in order to deter-
mine whether necrosis of muscle fibres occurs in rheu-
matic carditis and whether Aschoff bodies originate from
damaged muscle cells or from connective-tissue cells-
two questions which have been much disputed.
As a result of his study the author is led to the con-

clusion that the characteristic cells are not of muscular
origin. He noted that there was a more intimate relation-
ship between the Aschoff bodies and myocardial cells in
cases with a brief clinical history. He concludes that
the underlying lesion is a fibrinoid necrosis of the inter-
stitial connective tissue which also involves the thin
sarcolemma of the muscle fibres, and that this is some-
times accompanied by secondary damage to the muscle
cells. A. C. Lendrum.

Specific Serological Methods in the Diagnosis of Rheu-
matic Processes. (Metodos serol6gicos especificos
para el diagn6stico de los procesos reumaticos.)
Foz, A. (1954). Rev. esp. Reum., 5, 412.
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(4) 100 to 150 mg. cortisone daily in a single intra-
muscular injection.

When it was apparent that the disease was controlled,
usually in 7 to 14 days, the daily dose of cortisone was
reduced or ACTH was administered on alternate days.
Serum sodium and potassium levels were estimated
initially, such estimation being repeated only if intensive
treatment was continued for more than 2 weeks or the
patients' condition required it. When the drugs were
given daily, fluid intake was restricted in apyrexial
patients to 50 to 60 oz. (1-4 to 1-7 1.) a day. No addi-
tional sodium chloride was permitted, but up to 4 g.
potassium chloride was given daily.
The disease conditions in 185 patients are tabulated.

Complications included gastro-intestinal perforation in
three cases (the classic early symptoms being masked by
the drugs), with two deaths; acute psychosis in three cases;
and steroid diabetes in one case.
The results of long-term out-patient treatment in 44

cases are discussed. Of these 44 patients, eighteen had
Addison's disease or pituitary dysfunction, three poly-
arteritis nodosa, two disseminated lupus erythematosis,
one subacute collagen disease, five scleroderma, one
rheumatoid arthritis, six pemphigus, two exfoliative
psoriasis (response poor), and six eye diseases. The
results were highly satisfactory; in many of the cases
the disease underwent remission so that treatment could
be stopped, at any rate for a time. Norval Taylor.

Interactions between Systemic and Local Stress. SELYE,
H. (1954). Brit. med. J., 1, 1167. 1 fig., 23 refs.
Using the granuloma-pouch technique, it was shown

that, depending upon circumstances, systemic stress can
either inhibit or aggravate the topical damage caused by
exposure of a limited tissue area to a pathogen-for
example, a chemical irritant, such as croton oil.
The antiphlogistic effect of stress is not merely due to

increased secretion of cortisol-like hormones, since it is
also observed in adrenalectomized animals maintained
on (in themselves inactive) threshold doses of injected
cortisol. The aggravation of topical tissue injury by
systemic stress also depends only in part upon endo-
genously produced adrenal hormones; it is abolished by
complete adrenalectomy, but not if suitable substitution
therapy with antiphlogistic corticoids (cortisone, cortisol)
is given. Both these effects of systemic stress upon
topical tissue reactions can be delayed, becoming mani-
fest only after the systemic stressor has ceased to act.
The interrelation between systemic and local mani-

festations of disease in general are discussed in the light
of these findings.-[Author's summary.]

Urinary Excretion of Adrenocortical Steroids by Patients
receiving Salicylates. SMITH, M. J. H., GRAY, C. H.,
and LUNNON, J. B. (1954). Lancet, 1, 1008.
It has been suggested that salicylates act in rheumatic

diseases by stimulating the adrenal cortex via the anterior
pituitary to produce adrenocortical steroids, which are
considered to be the active therapeutic agents. Some
of the evidence supporting this hypothesis and some
conflicting with it is here cited.

Changes in Complement and its Fractions in Rheumatoid
Arthritis and its Relation with the Haemagglutinating
Factor. (Sul comportamento del complement e delle
sue frazioni nell'artrite reumatoide e sui suoi rapporti
col fattore emoagglutinante.) CASTELLI, D., and
DANEO, V. (1954). Reumatismo, 6, 346. 1 fig.,
20 refs.

Changes in Serum Polysaccharides in Rheumatic Disease.
(Comportamento dei polisaccaridi proteici nelle
malattie reumatiche.) DANEO, V., and EINAUDI, G.
(1954). Reumatismo, 6, 316. 1 fig., 18 refs.

Blood Protein Content in the Clinical Diagnosis of Chronic
Rheumatic Diseases. (Das Bluteiweissbild in der
klinischen Beurteilung chronisch rheumatischer Er-
krankungen.) GAMP, A., and OSWALD, H. (1954).
Z. klin. Med., 151, 397. 22 refs.

Some Properties of Human and other Synovial Fluids.
FESSLER, J. H., OGSTON, A. G., and STANIER, J. E.
(1954). Biochem. J., 58, 656. 2 figs, 9 refs.

Experimental Researches on the Nature of the Waaler-
Rose Reaction. (Ricerche sperimentali sulla natura
della reazione di Waaler-Rose.) DANEO, V., and
EINAUDI, G. (1954). Reumatismo, 6, 356. 10 refs.

Dural Nodules in Rheumatoid Arthritis. Report of a
Case. MAHER, J. A. (1954). Arch. Path. (Chicago),
58, 354. 6 figs, 26 refs.

Influence of Long-Term Treatment with Glycuronic Acid
Lactone on the Activity of Tissue Hyaluronidase. (Ober
den Einfluss einer langdauernden Behandlung mit
Glucuronsaure-lacton auf die Aktivitat der Gewebs-
hyaluronidase.) HOLLMANN, S., and WILLE, E. (1954).
Z. Rheumaforsch, 13, 202. 1 fig., 14 refs.

Splenic Neutropenia in the Felty Syndrome. HUTCHISON,
H. E., and ALEXANDER, W. D. (1954). Blood, 9, 986.
3 figs, bible.

ACTH, Cortisone, and Other Steroids
Experiences with ACTH and Cortisone. A Note on
Long-Term Therapy. McGEHEE, E. H., and MACLEAN,
K. (1954). Brit. med. J., 1, 1171. 15 refs.
The authors' experience at Guy's Hospital, London,

during a 2k-year period in the treatment of various
diseases with cortisone and ACTH is briefly reviewed.
Patients receiving these drugs for the first time were
treated for about 3 weeks according to one of the follow-
ing dosage schedules:

(1) 20 to 40 mg. ACTH daily by slow intravenous
infusion for a minimum of 8 and occasionally
up to 16 hrs;

(2) 20 to 40 mg. ACTH gel daily by a single intra-
muscular injection;

(3) 100 to 200 mg. cortisone by mouth daily in
four divided doses;
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ANNALS OF THE RHEUMATIC DISEASES
In the present study, carried out at King's College

Hospital Medical School, London, the authors investi-
gated the urinary excretion of adrenocortical steroids in
five patients receiving salicylates, a paper-chromato-
graphic method which allows separate assay of cortisone,
17-hydroxycorticosterone, and tetrahydrocortisone being
employed.
The patients investigated included three women with

rheumatic fever and one woman and one man with
rheumatoid arthritis. All patients received 4-hrly doses
of sodium salicylate totalling 150 to 200 gr. (10 to 13 g.)
daily, and the excretion of adrenocortical steroids in 24-hr
specimens of urine and the plasma salicylate levels were
determined.

In no case did salicylate administration affect the
urinary adrenocortical steroid excretion, even when, as

in one instance, the dosage of salicylate reached a toxic
level. Subsequent administration of corticotrophin to
two of the patients was followed by a large increase in
steroid output. It is clear, therefore, that these results
do not support the hypothesis that the therapeutic
activity of salicylate depends on the intermediary pro-
duction of corticotrophin. Nancy Gough.

Salicylates and the Plasma Level of Adrenal Steroids.
BAYLISS, R. I. S., and STEINBECK, A. W. (1954).
Lancet, 1, 1010. 2 figs, 16 refs.
This paper from the Postgraduate Medical School of

London reports a study of the plasma level of adreno-
cortical steroids during salicylate therapy which was
undertaken as a direct approach to the problem of
whether or not salicylates stimulate the pituitary-adrenal
system. Observations were made on eleven patients with
either rheumatic fever or rheumatoid arthritis. The
plasma levels of 17-hydrocycorticosteroids (cortisone
and hydrocortisone) were measured by the authors'
modification of the method of Nelson and Samuels
(J. clin. Endocr., 1952, 12, 519) and the plasma salicylate
level by the method of Brodie and others. Seven of the
patients received prolonged treatment with salicylates in
a dosage of 0 75 to I * 75 g. 4-hrly, and four were given a

single dose of 3 - 3 to 5 - 3 g., which is sufficient to raise the
plasma salicylate concentration to 20 mg. or more per
100 ml.
In no case was there any significant effect on the level

of circulating adrenocortical steroids. Hence the authors
conclude that salicylates in clinical dosage do not
stimulate the pituitary-adrenal system. They add that
toxic doses of salicylate may increase the blood level of
adrenocortical hormones, but this is merely the normal
response to any non-specific poison. Nancy Gough.

Effect ofACTH on the Adrenals in the Nephrotic Syndrome
and Rheumatic Fever. LANDING, B. H., and FERIoZI,
D. (1954). J. clin. Endocr., 14, 1023. 2 refs.
In a study carried out at the Children's Medical Center

(Harvard Medical School), Boston, the adrenal glands of
three untreated patients with the nephrotic syndrome due
to chronic glomerulonephritis were smaller in weight and
had a higher fat content than the glands from patients
with untreated rheumatic fever. Administration of

ACTH (corticotrophin) to the nephrotic patients pro-
duced an increase in zone thickness and cell size in all
three zones of the adrenal cortex, these values returning to
normal on withdrawal of the hormone. In the patients
with rheumatic fever, ACTH provoked a greater response
in the zona fasciculata than in the zona reticularis.

F. W. Chattaway.

Effect of Adrenocorticotropic Hormone and Cortisone
Acetate on the Urinary and Blood Levels of Ascorbic
Acid in Man. BECK, J. C., BROWNE, J. S. L., and
MACKENZIE, K. R. (1954). J. clin. Endocr., 14, 1006.
10 figs, 21 refs.
At McGill University Clinic, Royal Victoria Hospital,

Montreal, the authors have studied the effect of ACTH
and cortisone acetate on the blood and urinary ascorbic
acid levels of 32 chronically diseased patients receiving
supplements of 250 or 1,000 mg. ascorbic acid, or on a
normal diet containing from 15 to 90 mg. ascorbic
acid per day.
Of 27 patients receiving ACTH, 21 showed an increased

urinary excretion of ascorbic acid extending over the
first 24 to 48 hrs of hormone administration, and a
reduction of excretion on withdrawal of the hormone.
Of nine patients receiving cortisone acetate intramus-
cularly, three showed similar changes in ascorbic acid
excretion; in six cases there was no response, possibly
owing to slow absorption of the cortisone, since three
patients receiving cortisone by mouth all showed in-
creased excretion of ascorbic acid. The dietary level of
ascorbic acid did not appear to affect the type of response
observed. Two scorbutic infants also showed increases
in urinary ascorbic acid excretion after injection of
ACTH, together with an increase in the urinary content
of formaldehydogenic corticoids, accompanied by clinical
improvement.

In general the blood levels of ascorbic acid rose along
with the urinary levels. The possible sources of the
increased ascorbic acid output and 'the endocrinological
implications of the results are discussed. It is suggested
that increased glomerular filtration rate, lowered tubular
reabsorptive capacity, and release of ascorbic acid from
the adrenal cortex may all play a part.

F. W. Chattaway.

Effects of Hydrocortisone Acetate in Non-Articular
Rheumatism. (Des effets de l'hydrocortisone-acetate
dans les rhumatismes non-articulaires.) TEIXEIRA,
M. A., and BARATA, M. I. (1954). Rev. Rhum.,
21, 100. 23 refs.
This article from the Institute of Rheumatology,

Lisbon, records the results of treatment of various soft-
tissue lesions with local injections of hydrocortisone in
doses of 25 to 75 mg. The lesions included bursitis,
psoriasis, epicondylitis, tenosynovitis, periarthritis of the
shoulder, and sciatica. More than 200 injections were
made into 85 patients.
No untoward reactions were experienced, and nearly

100 per cent. of cures were reported in epicondylitis and
"tendoperiostitis", with less dramatic results in the other
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example, the assay rat must be completely hypophysec-
tomized, and the method cannot be depended on for
quantitative measurement of ACTH activity, the results
obtained having tended to be capricious. Another
reliable method, although it requires comparatively
larger amounts of blood, is that employed by Sydnor
and Sayers (Proc. Soc. exp. Biol. (N. Y.), 1952, 79, 432)
who used extracts of blood prepared by the oxycellulose
process of Astwood and colleagues. By both these
methods corticotrophic activity has been demonstrated
in Addison's disease, the adrenogenital syndrome and
in a few miscellaneous conditions, whereas no activity
could be detected in normal persons or in patients with
Cushing's disease or febrile miliary tuberculosis. A
number of other workers have claimed to have found
high corticotrophic activity in normal serum, but their
results have so far been too contradictory to be relied on.

Richard de Alarcon.

Adrenocortical Function and Metabolism of 17-Hydroxy-
corticosteroids in Pernicious Anemia. SANDBERG,
A. A., EIK-NES, K., NELSON, D. H., PALMER, J. G.,
CARTWRIGHT, G. E., and WINTROBE, M. M. (1954).
New Engl. J. Med., 251, 169. 7 figs, 8 refs.
The authors have conducted experiments at the

University of Utah College of Medicine, Salt Lake City,
to examine the claim of Strauss and Brokaw (New Engl.
J. Med., 1951, 245, 798) that there is "functional adreno-
cortical insufficiency" in certain cases of pernicious
anaemia in relapse.

Estimation of the plasma 17-hydroxycorticosteroid
level in 8 cases of pernicious anaemia revealed normal
values in all but one patient who was critically ill. After
the oral administration of adrenal steroids (ACTH or
hydrocortisone) there was a more rapid and sustained
rise in the plasma level of 17-hydroxycorticosteroids than
normal, but after intravenous injection the "clearance"
of these steroids was unimpaired. The plasma level of
17-hydroxycorticosteroids rose normally in patients with
pernicious anaemia after giving ACTH. In one patient
with gastric achylia but without pernicious anaemia the
level of 17-hydroxycorticosteroids was similar to that
found in the plasma in cases of pernicious anaemia after
the administration of adrenal corticoids by mouth. In
patients with pernicious anaemia the administration of
gastric juice along with adrenal steroids produced levels
nearer to the normal.
The authors therefore conclude that there is no evi-

dence of adrenal insufficiency accompanying pernicious
anaemia, but that the changes they observed following
the oral administration of adrenal corticoids to achylic
patients were probably due to the absence of gastric
juice, since normally a large fraction of the dose of
corticosteroids is destroyed in the gastrointestinal tract
before absorption can take place. Nigel Compston.

Some Observations on the Treatment of Ulcerative Colitis
with ACTH. DICK, A. P., and BECKETr, A. G. (1954).
Brit. med. J., 2, 378. 19 refs.
After reviewing the literature on the treatment of

ulcerative colitis with cortisone or ACTH and on the

lesions.- No beneficial effect was produced in cases of
Dupuytren's contracture or psoriasis.

W. S. C. Copeman.

Compound E, Compound F, and ACTH in the Manage-
ment of Idiopathic Thrombocytopenic Purpura. ZARA-
FONETIS, C. J. D., STEIGER, W. A., and CARY, S. K.
(1954). Amer. J. med. Sci., 228, 1. 9 figs, 11 refs.
The results of treatment with Compound E (17-

hydroxy-l1-dehydrocorticosterone), Compound F (17-
hydroxycorticosterone), and ACTH in idiopathic
thrombocytopenic purpura are reported in this paper
from the Temple University School of Medicine, Phila-
delphia. All cases in which an allergic or drug reaction
appeared to be aetiologically significant were excluded.
The L.E.-cell test was performed in all the eleven cases

studied to exclude a diagnosis of systemic lupus erythe-
matosus. The reaction to the Coombs test was positive
in three cases, and in two there were positive reactions to
repeated serological tests for syphilis. These last reac-

tions were proved to be false by the treponemal im-
mobilization test, and the authors emphasize the value
of this test in excluding spirochaetal infection.
As a result of treatment, haemorrhage was arrested in

all cases; this was associated with an increase in capillary
resistance. However, there was not always a comparable
remission in the thrombocytopenia. In three cases in
which the rise in the platelet count was negligible, splenec-
tomy was performed, with apparent cure in one, a partial
improvement in one, and temporary improvement only
in one. In a further case an increase in the platelet
count was observed at first, but this was not maintained
even during treatment. In the remaining seven cases
there was adequate haematological remission. The
authors consider that two of these seven patients were
cured after one course of steroid; the condition of two
others was satisfactory at the time of the report. In
three cases the platelet count increased with each course
of treatment but gradually fell thereafter.
There did not appear to be any difference between the

response to oral administration of Compound E or

Compound F, and of ACTH, but in one case Com-
pound F given parenterally was ineffective although there
was a response when the drug was later given by mouth.

Nigel Compston.

Corticotropic Activity of Human Blood. PARIS, J.,
UPSON, M., SPRAGUE, R. G., SALASSA, R. M., and
ALBERT, A. (1954). J. clin. Endocr., 14, 597. 28 refs.
The authors present a concise review of the present

position in regard to assays for corticotrophin in human
blood, and discuss the merits and demerits of various
techniques that have been developed, particularly at the
Mayo Laboratories, Rochester, Minn., since the earlier
report by Taylor and others (Endocrinology, 1949, 45,
335; Abstracts of World Medicine, 1950, 7, 294).
They consider that the method of Sayers and others

(Endocrinology, 1948, 42, 379), which depends on the
measurement of adrenal ascorbic-acid depletion in hypo-
physectomized rats, is still on the whole the most reliable,
though in their experience it has some limitations: for
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ANNALS OF THE RHEUMATIC DISEASES
complications encountered, the authors report an uncon-
trolled therapeutic trial of ACTH in fourteen cases of
this condition seen at Addenbrooke's Hospital, Cam-
bridge. The hormone was given initially in a dosage of
15 mg. 6-hrly by intramuscular injection or 20 mg. daily
in the form of a gel, this dosage being gradually increased
until improvement, as judged by gain in weight and fall
in temperature, was observed. The maximum effective
dosage was continued for 2 to 5 weeks, and then gradually
reduced. Details of the results and the duration of the
follow-up are given in a comprehensive table, and certain
cases are discussed.

In seven of the fourteen cases there was complete
remission and in four some maintained improvement.
The authors conclude that ACTH has a place in the
management of cases of ulcerative colitis, particularly in
acute and severe cases of recent onset. J. Naish.

Cortisone in Ulcerative Colitis. Preliminary Report on
a Therapeutic Trial. TRUELOVE, S. C., and Wirrs,
L. J. (1954). Brit. med. J., 2, 375. 2 figs, 12 refs.
A "blind" therapeutic trial of cortisone in ulcerative

colitis was carried out at the Radcliffe Infirmary, Oxford,
in conjunction with similar trials at hospitals in North-
west London, Edinburgh, Leeds, and Birmingham, a total
of 213 patients being treated. The dosage of cortisone
was 100 mg. a day for the first 3 weeks, followed by
smaller doses in the next 3 weeks. Approximately half of
the patients received a placebo, but the physician in charge
did not know whether the patient was receiving this or
cortisone.
The results obtained in first attacks and in relapses

are considered separately, the patient's condition being
assessed as "clinical remission", "improved", and "no
change or worse". At the end of 6 weeks, in the series
as a whole significantly more treated patients than con-
trols were in clinical remission. Of the patients given
*cortisone during a first attack, 42 per cent. were in remis-
sion, 36 per cent. were improved, and only 22 per cent.
showed no change or were worse. Of the patients given
cortisone during second or subsequent attacks, the
percentage in remission was slightly lower and the
percentage improved was substantially lower than was the
case in the patients treated during a first attack. The
number of patients subjected to ileostomy and the number
of deaths were higher in the controls than in the treated
group. X-ray examination and sigmoidiscopy were not
carried out in all cases, but such data as were available
-confirmed the general clinical assessment. A few
patients had a relapse soon after cessation of cortisone
therapy.

It is concluded that cortisone is beneficial in the
treatment of an acute attack of ulcerative colitis.

J. Naish.

Treatment of Dermatoses with Local Application of
Hydrocortisone Acetate. ROBINSON, H. M., and
ROBINSON, R. C. V. (1954). J. Amer. med. Ass.,
155, 1213. 5 refs.
At the University of Maryland School of Medicine,

Baltimore, local application of hydrocortisone acetate in

the form of a lotion or ointment in a strength of 0 5 per
cent., 1 per cent., and 2- 5 per cent. was tried in the treat-
ment of 418 patients suffering from a variety of derma-
toses. It was found that in a strength of 0 5 per cent.
both lotion and ointment were relatively ineffective, and
that in general an oily base was the most suitable vehicle.
Hydrocortisone was of value in atopic dermatitis,
neurodermatitis, seborrhoeic dermatitis, contact der-
matitis, pruritus ani, and pruritus vulvae, but was in-
effective in alopecia areata, psoriasis, pityriasis rosea,
acne vulgaris, lupus erythematosus, and lichen planus.
In patients with acne vulgaris the condition became
worse (probably as a result of direct hormonal effect), but
other untoward reactions in the series were due to sen-
sitivity to the vehicle. In patients with chronic derma-
toses there was a tendency to relapse when the hydro-
cortisone was discontinued; nevertheless, it is considered
that the drug has an important place in the treatment of
skin conditions. H. R. Vickers.

Treatment of Peliagra with Corticotrophin (ACTH).
(Notre experience du traitement de la pellagre par
l'hormone hypophysaire corticotrope (A.C.T.H.).)
MiowsKI, D. K., and TADZER, I. S. (1954). Ann.
Derm. Syph. (Paris), 81, 259. 4 figs, 23 refs.
A clinical and laboratory investigation of fifteen cases

of severe pellagra at the Dermatological Clinic of the
University of Skopje, Yugoslavia, suggested a relation-
ship between the manifestations of the disease and
adrenal dysfunction. Five severe cases were therefore
treated with injections of 25 mg. ACTH (corticotrophin)
daily for 16 to 20 days without any other medication or
change of diet. Improvement in the mental state, the
condition of the skin, and the gastrointestinal symptoms
was manifest in every case after six doses, and after ten
doses the patients were normal in every respect except for
some residual skin lesions. After 400 to 500 mg. ACTH
had been given the patients were discharged cured, the
only remaining sign of the disease being slight depig-
mentation of the skin in the areas which had been most
severely affected. James Marshall.

Cortisone in the Treatment of Pulmonary Tuberculosis.
COCHRAN, J. B. (1954). Edinb. med. J., 61, 238.
17 refs.
An interim report is presented from Dumfries and

Galloway Sanatorium on the results of administration of
cortisone to nine patients (six males, average age 45, and
three females, average age 33) with pulmonary tuber-
culosis who had previously received streptomycin with
PAS and/or isoniazid, the choice as regards the last two
drugs depending on individual drug resistance, if any.
All the patients had a positive sputum and moderate or
advanced disease, four having bilateral lesions with
cavitation. Streptomycin with PAS and/or isoniazid
was known to be relatively ineffective in at least two of
the patients.

Cortisone was given cautiously, the first patient
receiving 12*5 mg., the second and third 25 mg., and the
others 50 to 100 mg. daily, for 2 months. The other
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Effect of Aldosterone (Electrocortin), a New Adrenal
Hormone, in Addison's Disease. (L'effet d'une
nouvelle hormone surrenale, l'aldosterone (dlectro-
cortine) dans la maladie d'Addison.) MACH, R. S.,
and FABRE, J. (1954). Bull. Soc. med. H6p. Paris,
70, 353. 3 figs, 7 refs.
The authors report from the University Medical Clinic,

Geneva, a study of the action of the new corticoid,
aldosterone, in two cases of Addison's disease. Both
patients also received deoxycortone acetate under similar
conditions, and the clinical and metabolic effects were
compared.
One hour after the injection of aldosterone the symp-

toms of adrenal insufficiency had disappeared com-
pletely, this beneficial effect lasting for 6 or 7 hours.
After a few days of treatment the pigmentation of the
skin cleared in a striking and unexpected way. In one
case, treatment with aldosterone for 6 days had more
effect on the pigmentation than several months' treat-
ment with cortisone. The changes in the electrolyte
balance were similar to those obtained with deoxycortone
acetate, that is, there was retention of sodium and
chloride and increased potassium excretion, without,
however, affecting the water balance or producing a
pathological retention of water. The corticoid had no
effect on the blood pressure, although haemodilution
tests showed an increase in blood volume. The typical
flattened glucose tolerance curve seen in adrenal in-
sufficiency, with a marked secondary hypoglycaemia,
reverted to normal after administration of aldosterone,
but this effect on carbohydrate metabolism was not
obtained with deoxycortone acetate.

Aldosterone is an extremely active hormone, and the
authors found the effective dose in Addison's disease to
be about 2- 5 to 3 - 3 ,ug. per kg. body weight. It is thus
some twenty to thirty times more active than deoxycor-
tone acetate. Its action in Addison's disease is similar
to that of cortisone in so far as it acts on the pigmentation
and carbohydrate metabolism, but it has no effect on
the leucocytes, particularly eosinophils, nor on nitrogen
and water metabolism. Richard de Alarc6n.

Combination of ACTH-Cortisone-Hydrocortisone with
Antibiotics in the Management of Overwhelmingly
Severe Infections. Theory and Practice based on
Three Years' Experience. JAHN, J. P., BOLING, L.,
MEAGHER, T. R., PETERSON, H. H., THOMAS, G.,
FISHER, B. M., THILL, A. E., LEOVY, W. A., BALCH,
H. E., and KINSELL, L. W. (1954). J. Pediat., 44, 640.
5 figs, 26 refs.
The authors here summarize their experience during

the period 1950-53 in 83 cases of overwhelmingly severe
infection which were considered likely to prove fatal if
treated by "standard" methods, and which were treated
with corticotrophin (ACTH), cortisone, or hydro-
cortisone in addition to antibiotics. A short, intensive
course of hormone treatment was given, only the most
severely ill patients receiving it for as long as 7 days.
Antibiotic therapy was always continued for at least
3 days after the discontinuance of hormone administra-
tion. The conditions treated included meningococcal

chemotherapeutic drugs were given at the same time and
were continued for at least another 2 months after
administration of cortisone ceased.

In all the patients there was initial symptomatic
improvement, which was maintained in most of them.
One patient died (the influence of cortisone in this case
was uncertain); in the others an increase in weight,
diminished cough, and an improvement in general con-
dition and well-being were observed. A fall in the
erythrocyte sedimentation rate was noted in seventeen
patients, but in most of them the rate promptly returned
to the original level when cortisone was withdrawn.
In four patients the radiological improvement was greater
than could be expected from standard chemotherapy.
With the possible exception of the fatal case, no adverse
results of any consequence attributable to cortisone were
observed. The author considers that the results warrant
an extended trial of this form of treatment. The cases
are reported in detail.

[The author's conclusion seems justified.]
R. J. Matthews.

Cortisone in Tuberculous Meningitis. (Cortisone nella
meningite tubercolare.) PROSPERI, P., and Rossi, R.
(1954). Riv. Clin. pediat., 53, 413. 29 refs.
In the hope that it might improve the distribution of

streptomycin in the cerebrospinal fluid (C.S.F.) in cases
of tuberculous meningitis with signs of intrathecal block,
the authors used cortisone in the treatment of thirty
such cases in patients varying in age from IJ to 41 years
at the paediatric and other clinics of the University of
Florence. Five of the patients were suffering from optic
atrophy, and cortisone was given in the hope of improving
the vision of these patients. The remaining 25 patients
showed evidence of obstruction to the flow of C.S.F.
The authors emphasize that treatment was begun at
varying times in the course of the disease and that differ-
ent doses of the drug were given for varying lengths of
time. They cannot therefore make an accurate assess-
ment of the results.
Of the first five cases mentioned above, there was slight

visual improvement in three and none in two. Of the
other 25 patients, eight received cortisone or hydrocorti-
sone by mouth only. In two of these cases the treatment
was started fairly soon after signs of blockage appeared
and resulted in a great improvement in the flow of fluid.
In the other six cases cortisone was given at a much later
stage and little benefit resulted. The remaining seventeen
patients received cortisone both by mouth and intra-
thecally. There was no improvement in five cases and the
results were only mediocre in two, but a "good" result
was obtained in two others and a "very good" result in
eight. The earliest day of the disease on which cortisone
therapy was started in this group was the 38th, while even
in one case first treated on the 263rd day some improve-
ment still occurred.
The authors consider that in sixteen of the 25 cases

there was evidence that the block was relieved as a result
of cortisone therapy, and on these grounds they are
convinced of its value. J. G. Jamieson.
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ANNALS OF THE RHEUMATIC DISEASES
infection (fourteen cases), pneumonia (six cases), peri-
tonitis (twenty cases), and miscellaneous infections such as
tetanus, diphtheritic myocarditis, hepatitis, botulism,
poliomyelitis, and post-infectious encephalomyelitis.

It is argued that the effect of the hormones in reducing
inflammation will in many cases prevent irreversible
damage to the infected tissues and even (as in mumps
orchitis) the complete destruction of an organ. The
concomitant danger of dissemination of the infection is
minimized by giving the hormones for only a limited
period and by adequate antibiotic therapy.
Of the 83 patients treated, only 29 died, and the

authors are convinced that the hormones were respon-
sible for rapid and striking clinical improvement in the
majority of cases. They advocate that as a general rule
the use of ACTH and cortisone with antibiotics should
be restricted to those non-surgical conditions which do
not appear to be responding (or likely to respond) to
antibiotic treatment alone, and to surgical conditions in
which operative treatment is intended in the immediate
future. They make an exception to this rule in the case
of meningococcal meningitis, advocating hormonal
therapy in every case. They also advocate the com-
bined treatment in cases of acute hepatitis and mumps
orchitis, despite the lack of effect of antibiotics on the
viruses concerned. R. S. Illingworth.
Effect of Cortisone on Therapeutic Efficacy of Anti-

biotics in Experimental Infections. JAWETZ, E. (1954).
Arch. intern. Med., 93, 850. 4 figs, 27 refs.
In a series of experiments carried out at the University

of California School of Medicine, San Francisco, it was
found that in two subacute bacterial infections induced
in mice very small amounts of cortisone markedly inter-
fered with the therapeutic efficacy of antibiotics. The
organisms employed were Klebsiella pneumoniae and
Streptococcus pyogenes, and the antibiotics were crystal-
line preparations of potassium benzylpenicillin, strepto-
mycin sulphate, and chlortetracycline hydrochloride.
The usual dose of cortisone was 0 75 mg. in 5 days
(approximately 8 to 10 mg./kg. body weight per day);
the total dose never exceeded 1 mg.

Cortisone in well-tolerated amounts lessened the
therapeutic efficacy of antibiotics in lethal and sublethal
infections in mice, this phenomenon being observed not
only when the animals were given cortisone before infec-
tion, but also when administration of both cortisone and
antibiotic was started several hours after infection. The
effect varied with the size of the inoculum and the total
dose of the antibiotic; it was greatest when the anti-
microbial therapy was subcurative; when the dose of
antibiotic was well in excess of the curative dose the
reduction of its therapeutic efficacy by cortisone was no
longer evident.

Cortisone interfered much more with the action of the
predominantly bacteriostatic chlortetracycline than with
the action of the bactericidal penicillin or streptomycin.
This suggests that the effect of cortisone is mediated
through host-defence mechanisms, and that bactericidal
antibiotics in curative doses do not depend to so great
an extent on host mechanisms and are thus less influenced
by cortisone.

Cortisone in concentrations up to 2 mg./ml. had no
direct effect on micro-organisms or antimicrobial drugs
in vitro. Moreover, the drug was without effect on the
total leucocyte count, the morphological differences in
the tissue response to infection, and the viable bacterial
counts in the tissues of experimental or control animals.
The precise site and mechanism of action of cortisone
are therefore undetermined. A. W. H. Foxell.

Experimental Study of the Stimulant Effect of Radio-
therapy on the Adrenal Cortex. (etude experimentale
de la radiotherapie stimulant des corticosurrenales.)
THOYER-ROZAT, -., LAFARGUE, J., GILBERT-DREYFUS,
-., SCHILLER, J., and TYAN, E. A. (1954). J. Radiol.
Alectrol., 35, 169. 6 figs.
In this study carried out at the H6pital de la Charit6,

Paris, the adrenal areas of 96 rats were subjected to x
irradiation at 130 kV, H.V.L. 7-4 mm. Al, through a
6-cm. layer of rice to correspond to the lumbar tissue in
man (giving about 24 per cent. transmission), doses of 25,
50, or 75 r being delivered at the upper surface of the
rice. The effects were assessed by changes in the weight
of the glands, of the blood sugar level, and the urinary
nitrogen excretion, the last two being known to be
controlled by I 1-oxysteroids.
The results showed that gland weight was increased,

even after as short a period of irradiation as 45 minutes,
increases in gland weight of up to 107 per cent. being
found, as compared with controls. Blood sugar levels
showed an early rise, which was maximal in about one
week. Urinary nitrogen excretion was also increased for
about 18 days, as compared with no significant increase in
adrenalectomized controls. A dose of 75 r seemed to
give the maximum effect possible. The main effects are
attributed to the action on the cortex, since (a) stimula-
tion of the medulla results in only a short period of
hyperglycaemia followed by a later glycosuria, whereas
the glycosuria in these experiments appeared before the
maximal hyperglycaemia; and (b) similar findings to
the above were obtained with ACTH and cortisone.
The mechanism is thought to be by inhibition of utiliza-
tion of glucose by I I-oxysteroids, accompanied by secon-
dary gluconeogenesis, as shown by the increased nitrogen
excretion.

In further experiments on five human subjects in which
100 r was delivered to the adrenal areas, increased excre-
tion of urinary 1 7-ketosteroids occurred, which was
maximal in 3 to 4 days. J. Walter.

Action of Hydrocortisone on Cells in Tissue Culture.
GROSFIELD, H., and RAGAN, C. (1954). Proc. Soc. exp.
Biol. (N. Y.), 86, 63. 4 figs, 11 refs.
The authors describe experiments carried out at the

Presbyterian Hospital and Columbia University, New
York, which confirmed that hydrocortisone when added
in a concentration of 200 Fig./ml. to chick embryo
tissue cultures in a medium composed of chicken plasma
and amniotic fluid consistently inhibited the growth of
fibroblasts. This effect could be partially antagonized
by the addition of embryonic extract. The growth of
gastric and intestinal epithelium was not inhibited by
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the chlorosteroid and hydrocortisone acetate showed that
chlorine substitution increased the thymus-involuting
activity of the latter 1-42 times. The chloro-steroid was
about 5 times more effective than cortisone acetate in
depressing sensitivity to tuberculin in guinea-pigs infected
with B.C.G. C. L. Cope.

A Long-Acting Ester of Cortisone. (UJber einen lang-
wirkenden Cortisonester.) DESAULLES, P., and MEIER,
R. (1954). Schweiz. med. Wschr., 84, 741. 2 figs,
10 refs.
For the purposes of a search for derivatives of cortisone

with prolonged action when given parenterally, routine
tests were adopted which permitted both the therapeutic
effect and the general effects of the substance under con-
sideration to be gauged. Of the latter the effect on the
body weight and the weight of the adrenal glands
appeared to be of most importance, while a modification
of the "granuloma test" was used to determine the
therapeutic effect. These tests permit the assessment
not only of the duration of action of the substance, but
also of its intensity.
The procedure employed was as follows. Male rats

of 100 to 110 g. were given a single injection of 150 mg.
of the substance to be investigated per kg. body weight.
On the day of the injection and on the 2nd, 4th, 8th,
and 16th days thereafter, a group of rats were anaes-
thetized and pressed raw cotton wool pads were implanted
bilaterally in the back, the animals being killed and a
post-mortem examination carried out after a further
7 days. The granulomata thus produced were weighed
when fresh and in a dry condition, as were also the
adrenal glands.
With all compounds tested the loss of weight of the

granulomata in treated animals was significantly greater
than in control animals. Cortisone acetate exerted its
maximum effect on granulomata induced on the day of
injection, and the weight of granulomata induced on the
4th day was only slightly less than in the controls. The
effect of cortisone trimethylacetate was also noticeable
on granulomata induced on the day of injection, but the
maximum effect was on those induced on the 2nd day,
when the effect of cortisone acetate was already waning,
while its effect on granulomata induced 16 days after the
injection was equal to that of cortisone acetate 4 days
after injection. A similar difference was evident on
comparing the increase of body weight and the weight
of the adrenal glands in animals treated with these two
preparations. Besides permitting assessment of the
length and intensity of action of the test substances,
the experiment also confirms that at a given intensity
and duration of the effect there is only one crystal form of
the seroid hormone ester which will guarantee the opti-
mum action without side-effects. V. C. Medvei.

Apparent Exophthalmos in the Rat following Cortisone
Treatment or Thyroidectomy. BOAS, N. F., and
Scow, R. O. (1954). Endocrinology, 55, 148. 3 tables,
3 figs.
Exophthalmos in rats following cortisone treatment or

thyroidectomy has been recently reported. As such

hydrocortisone. In heart-tissue cultures the fibroblasts
whose growth had been inhibited, grew normally when
the hydrocortisone was removed. Aqueous soluble
deoxycortone produced similar effects to those of hydro-
cortisone. Minimal inhibition of growth was also seen
when cholesterol in suspension was added.

Similarities and differences between these findings and
those usually seen in vivo are indicated and discussed.
The cause of the inhibitory action of embryonic extract
is not clear. Norval Taylor.

Cortisone and Calcium Balance (Effect of Calcium,
Vitamin-D, and Methylandrostenediol). [In English.]
FISCHER, F., and HASTRUP, B. (1954). Acta endocr.
(Kbh.), 16, 141. 1 fig., 20 refs.
At the Rigshospital, Copenhagen, the authors have

studied the effect of calcium, vitamin D, and methyl-
androstenediol on the calcium metabolism of a man
aged 24 who was bedridden with severe spondylitis
ankylopoietica and calcification of the spinal ligaments.
The patient was maintained on a low-calcium diet con-
taining 160 mg. calcium daily. Vitamin D (5,000 i.u.),
cortisone, methylandrostenediol, and extra calcium were
administered in varying combinations and amounts for
periods of 2 to 3 weeks at a time.
On this low calcium intake the negative calcium

balance was further depressed by cortisone. When the
intake of calcium was raised by giving calcium phosphate
and vitamin D, however, the calcium balance became
positive in spite of the continued administration of
cortisone; calcium retention was still further increased
during a 21-day period during which methylandro-
stenediol was given, excretion of calcium in both the
urine and faeces being reduced by the hormone. It is
therefore suggested that to counteract the danger of
osteoporosis in patients with Cushing's syndrome or
those receiving prolonged treatment with ACTH or
cortisone, calcium and vitamin D should be given freely,
with, in addition, occasional short courses of methyl-
androstenediol. C. L. Cope.

A Chloro-Derivative of Cortisone with Enhanced Activity.
CALLOW, R. K., LLOYD, J., and LONG, D. A. (1954).
Lancet, 2, 20. 7 refs.
At the National Institute for Medical Research,

London, the biological activity of the compound 9oc-
chloro-17oc-hydroxycorticosterone (9oc-chloro-hydrocorti-
sone) acetate was compared in several tests with that of
cortisone acetate and hydrocortisone acetate. In a
toxicity test on adult mice, in which each steroid was
injected daily in doses of 50 mg./kg. body weight for
10 days, the chloro-steroid killed seven of ten mice and
cortisone acetate killed three of ten mice. Atrophy of
the thymus, spleen, and adrenal cortex was maximal in
both groups so that the activity of the steroids could not
be compared by this method. Both steroids in doses of
2 - 5 and 1 - 25 mg./kg. inhibited the growth of nestling rats
to comparable degree but the chloro-steroid proved to be
3-4 times more active than cortisone acetate in causing
atrophy of the thymus and 4-76 times more active in
causing hypertrophy of the liver. Comparison between
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ANNALS OF THE RHEUMATIC DISEASES
treatment retards growth generally and the exophthalmos
is found only in young retarded animals, such experi-
ments were repeated and the eyes and orbital contents
weighed after apparent exophthalmos had appeared.
The results clearly show that the weight of the orbital
contents actually decreased in the operated animals and
that the exophthalmos was only an indication of the
normal growth rate of the eyeball in the presence of
marked inhibition of head and body growth.

E. S. Perkins.

Hyperpyretic Basedow's Disease in a Child: ACTH
Treatment. (Maladie de Basedow juvenile a forme
hyperpyretique, guerie par l'A.C.T.H.) CHARLEUX, G.,
LACROSAZ, and DOMBRE (1953). Pediatrie, 8, 945.
An interesting case report of Basedow's disease with

slight exophthalmos in a 14-year-old girl. An acute
hyperpyretic episode with rheumatism and an increase of
the goitre and exophthalmos responded within a few days
to ACTH injections. S. Vallon.

Maintenance Cortisone in Intractable Asthma. Pre-
liminary Observations of Undesirable Cortisone Effects.
IRWIN, J. W., HENNEMAN, P. H., WANG, D. M. K., and
BURRAGE, W. S. (1954). J. Allergy, 25, 201. 4 figs,
4 refs.
In 23 cases of perennial severe asthma of undetermined

aetiology seen at Massachusetts General Hospital, the
symptoms were brought under control by the parenteral
or oral administration of cortisone in high doses. Then
the dosage was gradually decreased until symptoms
reappeared, so enabling a maintenance dose to be estab-
lished at a slightly higher level. In twelve of these
patients the maintenance dose was 62- 5 or 75 mg., while
in the others it varied between 50 and 150 mg.

In this way many of these patients have been main-
tained without symptoms for 3 years. All of them
developed some minor side-effects such as "moon face",
facial hair, or acne, and all but one gained weight, some
of them considerably, but diabetes, oedema, hyper-
tension, and potassium deficiency did not occur. One
patient developed marked hypercalcuria and showed
evidence of osteoporosis, calcium output falling to normal
when cortisone was stopped and rising again when it
was resumed. In five other cases a high urinary calcium
content was repeatedly found, but there was no evidence
of osteoporosis. H. Herxheimer.

Hydrocortisone Treatment of Pollinosis. Preliminary
Report. TRAYNOR, M. V., HENDERSON, L. L., PRICK-
MAN, L. E., KOELSCHE, G. A., CARRYER, H. M., and
PETERS, G. A. (1954). Ann. Allergy, 12, 263. 2 refs.
Hydrocortisone was given by mouth at the Mayo

Clinic to thirteen patients suffering from ragweed hay-
fever (seven of whom also had asthma) who had not
benefited from desensitization. The daily dose varied
initially from 30 to 160 mg., average 80 mg., and after a
few days this was reduced to 30 to 40 mg. The duration
of the course varied from 2 to 14 days. All the patients
benefited from the treatment, the relief obtained being
described as either "good" or "excellent". In some

cases the relief lasted for the remainder of the pollen
season although treatment was discontinued and the
pollen count remained high. This symptomatic treat-
ment is, in the opinion of the authors, justified only in
certain carefully selected cases. H. Herxheimer.

Endarteritis Diffusa; an Allergic Manifestation. (End-
arteritis diffusa; en allergisk manifestation.) HEN-
RIKSEN, E. (1954). Ugeskr. Log., 116, 792. 3 figs,
14 refs.
The author describes a case of diffuse endarteritis,

seen at the Frederiksberg Hospital, Copenhagen. The
patient was a 69-year-old diabetic woman, in whom the
diabetes was satisfactorily controlled by insulin. Two
days after the completion of a 4-day course of benzyl-
penicillin-administered for an indefinite illness mani-
fested by general weakness, nausea, and pain in the
chest-she developed pain in both hands, which was
followed by oedema and cyanosis. Eventually gangrene
of several finger-tips developed, leading to loss of one
distal phalanx. Petechial haemorrhages, epistaxis,
haematuria, and deterioration of a previously noted
diabetic retinopathy completed the picture. Skin
biopsy showed obliteration or narrowing of the smaller
vessels and degeneration of the endothelium.
The patient was treated with ACTH, 60 mg. daily in

divided doses being given initially and then in gradually
diminishing doses, for 20 days. A course of di-penicillin
for hypostatic pneumonia led to no complications, but a
further course given for suppuration in a gangrenous
finger caused pruritus, sneezing, and conjunctival in-
flammation. The progress of the endarteritis was
arrested, however, and the diabetes, control of which
had become unbalanced during ACTH therapy, returned
to its former state. H. F. Reichenfeld.

Prolonged Therapy with Cortisone for Chronic Skin
Diseases. SULZBERGER, M. B., and WITrTEN, V. H.
(1954). J. Amer. med. Ass., 155, 954. 2 figs, 7 refs.
The dermatological indications for cortisone therapy

can be divided broadly into two groups:
(1) as a short-term measure in certain acute but

ordinarily self-limited eruptions, such as wide-
spread eczematous dermatitis, acute urticaria,
angioneurotic oedema, and certain drug reactions;

(2) for long-term use in:
(a) certain chronic, not ordinarily fatal, but severely

incapacitating dermatoses, such as atopic derma-
titis, exfoliative erythrodermia, or exudative
discoid and lichenoid chronic dermatosis,

(b) ordinarily fatal but chronic conditions such as
pemphigus and acute disseminated lupus
erythematosus.

When cortisone has to be given daily in doses of 75 mg.
or more for months or even years special problems arise
and the authors discuss these on the basis of some 4 years'
experience. They first emphasize the need before treat-
ment to exclude the presence or history of cardiac, renal
or pulmonary disease, gastric or duodenal ulcer, tuber-
culosis, diabetes, thrombo-embolic diseases, and psychi-
atric disturbances. This is always desirable even when
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Use of ACTH Gel in Infective Joint Conditions. (Esquema
personal de utilizaci6n del A.C.T.H.-gel en los pro-
cesos articulares infecciosos.) COSTA BERTANI, G.
(1954). Rev. argent. Reum., 19, 126. 4 refs.

Other General Subjects
Raynaud's Phenomenon due to Vibrating Tools. Neuro-

logical Observations. MARSHALL, J., POOLE, E. W.,
and REYNARD, W. A. (1954). Lancet, 1, 1151. 2 figs,
13 refs.
The authors report from the Oxford United Hospitals

a clinical survey of 37 men suffering from Raynaud's
phenomenon, the diagnosis of which was made on the
history alone. The condition was found to be present in
29 out of 31 men using a pneumatic hammer delivering
2,300 blows per minute, and in eight out of 9 men using
a trip hammer [the frequency of which is not stated].
Sensory loss in the affected fingers was estimated by:

(a) the assessment of the sense of light touch made
with graded nylon threads and by the response
to pinprick, using a standard needle variously
weighted;

(b) from the time of onset of numbness due to
ischaemia after application of a sphygmomano-
meter cuff.

In addition, four men were examined by means of a
nerve clamp which rendered a segment of the ulnar nerve
in the upper arm ischaemic.

There are two views of the causation of Raynaud's
phenomenon, one being that it is due to a local fault in
the condition of the digital arteries, the other that over-
activity of the vasomotor nerves is the primary cause.
From the fact that in the cases examined a permanent
sensory deficit was common in association with Ray-
naud's phenomenon, the present authors conclude that
lesions in the peripheral nerves are the probable cause.
Motor weakness was also elicited in the abductor digit
minimi in ten cases, in the first dorsal interosseous
muscle in four cases, and in the long flexors of the fingers
in four cases. Owing to the nature of the job, the left
hand only was affected in the majority of the men using
the pneumatic hammer, the condition starting in the
terminal phalanx of the little finger; in the men using
the trip-hammer both hands were affected. The con-
dition caused little disability and the use of the pneumatic
hammer was not a precipitating factor, for if an attack was
present it soon passed off when the men started work.
Attacks were not particularly related to cold, many of the
men developing attacks when their hands were warm.
The condition commonly developed from 3 months to
2 years after starting this type of work and was not
cured by removing the men from it. From their experi-
mental observations the authors conclude that there are
disturbances in the peripheral nerves and that these may
be the main cause of the simultaneous blanching of the
fingers and the motor and sensory changes.

[The incidence of Raynaud's phenomenon observed
at this factory appears to be much higher than that
recorded by other workers.] L. G. Norman.

short-term administration only is contemplated, and is
imperative whenever a patient is expected to have to take
cortisone for a prolonged period.
The results of the treatment with cortisone of 35

patients with a variety of dermatoses (including fifteen
cases of atopic dermatitis) for periods ranging from 2
months to several years are given in tabular form, and
were almost universally good. The initial dosage varied
from 300 to 1,000 mg. daily in the "fatal" conditions,
whereas many of the non-fatal skin diseases could be
brought under control by doses of 100 to 300 mg. a day.
Otherwise healthy persons were given an initial dosage
sufficiently large to allay the signs and symptoms rapidly,
the dosage then being reduced as rapidly as possible to
the lowest effective maintenance level. In general it was
found inadvisable to attempt to relieve the signs and
symptoms completely, adverse effects being better
avoided by giving doses just short of the amount required
to achieve this. Such adverse reactions rarely occurred
except when doses of more than 100 to 125 mg. were
given daily for a protracted period. As precautionary
measures the blood pressure and weight were recorded
frequently, the urine tested for sugar, and a salt-poor
diet given together with a daily supplement of 3 g.
potassium chloride in several doses.
The authors stress the need for the regular and frequent

supervision of ambulatory patients and emphasize that
cortisone may mask the signs of active infection, render
painless the perforation of a viscus, reduce fever, and
maintain a feeling of well-being in the face of serious
infection and destruction of tissue. The most encour-
aging experience in the prolonged administration of
cortisone was that in almost all cases the dosage could be
reduced, often to a fraction of that originally required,
and in a few cases discontinued altogether without a
recurrence of the disease. There were no instances of
acquired drug resistance or of addiction.

E. E. Prosser Thomas.

Treatment of Chronic Joint Diseases with Cortisone and
ACTH on the Basis of Personal Experience. (Leeni
chronickych chorob kloubnich cortisonem a adreno-
kortikotropnim hormonem na podklad6 vlastnich
zkugenosti.) LENOCH, F., and KNOBOVA, J. (1954).
Cas. Ldk. 6es., 93, 1121. 7 figs, 21 refs.

Cortisone in the Rehabilitation of the Arthritic Patient.
BRODKIN, H. A. (1954). J. med. Soc. N.J., 51, 411.

Psychical Disturbances due to Cortisone and ACTH.
(Psychische Storungen durch Cortison und ACTH.)
Wyss, S. (1954). Z. Rheumaforsch., 13, 195. 12 refs.

Excretion of /3-17-Ketosteroids in Polyarthritis after
Infusion of ACTH. (Zur Ausscheidung von P-17-
Ketosteroiden bei Polyarthritis nach ACTH-Infu-
sionen.) ENZINGER, J. (1954). Wien. Z. inn. Med.,
35, 390. 4 figs, 7 refs.

Temporal Arteritis "cured" by Cortisone. (Un cas
d'arterite temporale "gueri" par la cortisone.) StZE,
S. DE, and DENIS, A. (1953). Rev. Rhum., 20, 233.
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ANNALS OF THE RHEUMATIC DISEASES
Raynaud's Phenomenon in Workers with Vibratory Tools.

JEPSON, R. P. (1954). Brit. J. industr. Med., 11, 180.
18 refs.
An investigation was carried out at the Royal Infirmary,

Manchester, to determine whether patients suffering from
Raynaud's phenomenon as the result of using vibratory
tools can be distinguished from normal subjects and from
those in whom the condition is due to some other cause.
The 34 patients examined were employed in a wide
variety of occupations involving vibration. The onset
of the condition followed a symptomless period of work
with a pneumatic tool which ranged from one month to
20 years. Not all exposed workers developed Raynaud's
phenomenon, but some, such as flangers and clinchers in
the motor industry and shoe pounders, were particularly
liable, symptoms often being noted within the first year.
The fingers first affected were those most exposed to
vibration. The symptoms appeared to reach a peak in
their severity; thereafter they did not progress but per-
sisted unchanged, even if the patient left the industry
concerned. X-ray examination revealed carpal or meta-
carpal cysts in only four of the 34 patients. In all the
patients there was a normal reaction to the hyperaemia
test; fourteen developed white "dead" fingers when the
hands were immersed in a water bath at 150 C. for 15
minutes. The response to the heat-flow test, carried out
with a copper-tellurium heat-flow disk, was normal in
thirteen out of 24 of the patients, compared with eight
out of 29 healthy controls.
The author concludes that the diagnosis of Raynaud's

phenomenon caused by vibratory tools must at present
be made on clinical grounds. John Pemberton.

Robert Burns and his Heart. VINCENT, E. H. (1954).
Surg. Gynec. Obstet., 99, 245. 5 refs.
Robert Burns, the eldest of the seven children of

William Burnes [sic] and his wife, Agnes Broun, was born
in January, 1759. Throughout his later childhood and
adolescence the family went through difficult economic
times; young Robert was assisting at the threshing when
13, and at 15 he was the principal labourer on the small
family farm. During this period of overworked adoles-
cence he suffered from numerous bouts of nervous
depression, nocturnal headaches, and cardiac palpitation
associated with feelings of faintness and suffocation.
From this early strain he never really recovered, and in
later life was seldom free from illness.

In 1784 Burns had a severe physical breakdown with
alarming symptoms, and for this his physician, Dr. John
Mackenzie of Mauchline, actually prescribed cold baths
and continued farm work. During his visits to Edin-
burgh later on he had numerous riding accidents, and
once was thrown from a coach and sustained a severely
strained knee which laid him up for several weeks. This
joint injury never healed satisfactorily in spite of the
devoted ministrations of the celebrated Drs. James
Gregory and Alexander ("Lang Sandy") Wood of
Edinburgh.

Leaving the capital, where he realized his dazzling
popularity would not last, Burns, in 1788, married Jean

Armour and rented a small farm near Dumfries. At the
same time he applied for a post with the Excise, hoping
to combine the activities of farmer and exciseman. In
spite of hard work the farm proved a failure, and in 1791,
after ridding himself of the lease, Burns moved with his
wife and family into Dumfries, where as exciseman his
salary enabled them to live in some comfort. He did not
regard himself as an invalid, but as a result of his frequent
feverish illnesses and numerous accidents his activities
were limited and he rested a great deal. In 1795 he was
seriously ill with an arthritis and fever which his physi-
cians called "flying gout". For this he was recommended
sea-bathing and country life, and so poor Bums betook
himself to Brow on the Solway. Writing from there to
a friend, he describes himself as "pale, emaciated and so
feeble as occasionally to need help from my chair-my
spirits fled!" Returning shortly afterwards to Dumfries
all the worse for his sea-bathing, he felt himself so near
death that he wrote to his father-in-law asking Mrs.
Armour to come immediately to look after Jean, who was
expecting another child. Three days later, on July 21,
1796, Burns was dead.
The author of this article considers that there is no

evidence to support the assertion of Dr. Currie, the poet's
first biographer, that Burns died from alcoholic excess
and venereal disease; rather is the evidence in favour of
the diagnosis of rheumatic endocarditis as suggested by
the late Sir James Crichton-Browne and others.

H. P. Tait.

Rheumatological Application of Radioactive Isotopes and
of Radioactive Colloidal Gold in Particular. (Con-
siderations rhumatologiques a propos des radio-
isotopes et de l'or colloidal radio-actif en particulier.)
VERHAEGHE, A., and LEBEURRE, R. (1954). Rev.
Rhum., 21, 120. 3 figs, 5 refs.
The authors report a preliminary study of the mode of

action of gold therapy in chronic articular rheumatism
using a preparation containing radioactive gold (198Au).
It was found that whereas radioactive iodine (1311) in-
jected into an arthritic joint in three cases had disappeared
completely within an hour, "8Au injected intra-articularly
could still be detected up to 10 days later. In a fourth
case '98Au was injected intramuscularly and was found
to accumulate steadily in an arthritic knee-joint, little or
none being found in the opposite knee, for at least
5 days after injection.
No definite conclusions can be drawn from such small

numbers, but the authors suggest that further systematic
work on these lines might increase our knowledge of the
role of gold salts in rheumatic therapy.

W. S. C. Copeman.

Three Cases of Lumbar Pott's Disease treated by Direct
Approach. (Trois maux de Pott lombaires traits par
abord direct du foyer.) DEBEYRE, J., StZE, S. DE, and
MOREAU, C. (1954). Rev. Rhum., 21. 645. 4 figs.

Rheumatic Diseases, Rehabilitation, and the General
Practitioner. KLEIN, R. (1954). G.P., 10, 49. 1 fig.
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