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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
Diagnostic and Therapeutic Aspects of Rheumatic Activity.

(Les aspects diagnostiques et les aspects thdrapeutiques
de 1'activit6 rhumatismale.) RAYNAUD, R., ROBERT
D'EsHOUGUES, J., MINICONI, P., FERRAND, M.,
PASQUET, P., and PASQUET, V. (1954). Sem. H6p.
Paris, 30, 4051. 2 figs.
The disease process of rheumatic fever may be active

in the absence of any clinical manifestation. After sub-
sidence of an acute episode, it may continue quietly for
months or even years, during which time irreversible
changes in the heart are established. From the authors'
detailed study of fifty cases of rheumatic fever the most
interesting conclusion emerges that changes in the level
of serum mucopolysaccharides (glucoproteins), revealed
by paper electrophoresis, provide the most reliable
criterion of this activity. After migration of the serum
glucoproteins under electrophoresis, the paper bands are
treated with a staining reagent which marks their distri-
bution and ex-tent and clearly reveals any change from
the normal. The result is referred to as a "glucido-
gram".

All fifty patients studied showed some sign of activity;
in 41 cases there was an acute attack, in four there was
active rheumatic carditis, and five were cases of well-
compensated valvular disease showing either an increased
P-R interval in the electrocardiogram, or an increase in
erythrocyte sedimentation rate, or both. In all these
cases without exception the glucidogram showed an
important increase in the al, and o2 glucoprotein frac-
tions. Thus the surface on the glucidogram occupied by
the a fraction was increased up to 200 sq. mm. (normal
50 to 100 sq. mm.) and that corresponding to C2 was
400 sq. mm. instead of the normal 150 to 200 sq. mm.
This was the one constant feature of all the authors' cases,
and although the degree of increase in the cx and x2
glucoprotein fractions did not run parallel with the
clinical severity, the authors believe that it is an expres-
sion of the potential activity of the disease, and therefore
of the greatest prognostic value.

In 32 cases repeated electrophoretic tests were made
during treatment, which in twenty cases consisted in
administration of cortisone, in eleven of sodium sali-
cylate, and in one of aspirin only. Cortisone treatment
was continued daily for 6 weeks in progressively decreas-
ing doses from 300 mg. in the first few days to 100 mg.
during the 4th, 5th, and 6th weeks, being followed by
aspirin in doses of 4 to 6 g. daily for 3 to 6 months.
Of the eleven patients treated with sodium salicylate, nine
received 6 g. daily for 3 weeks, the drug being given
intravenously in a solution containing glucose; this was
followed by oral administration of sodium gentisate,
10 g. daily, for several weeks. The remaining two
patients received salicylates both intravenously and
orally. The clinical response was almost identical in
these two treatment groups. In thirteen cases the
glucidogram became normal in less than 4 weeks, in
seven cases the period required was from 5 to 7 weeks,
while in a further seven the serum disturbance persisted
beyond the 7th week (five cases could not be followed up).
These results are considered comparable with the im-
pression of the evolution of untreated rheumatic
fever.

Their observations lead the authors to three main
conclusions:

(1) Neither sodium salicylate, nor aspirin, nor corti-
sone has any action on the activity of the rheumatic
process itself.

(2) The glucidogram is the only reliable criterion of
this activity, and by means of it treatment should be
controlled; this is especially important in cases treated
with cortisone, since the hormone affects the erythrocyte
sedimentation rate and thus destroys its value as a
criterion of activity.

(3) In all attacks of rheumatic fever therapeutic
measures should continue as long as the glucidogram
remains abnormal, even though the clinical signs, the
electrocardiographic findings, or any other laboratory
test may seem to suggest that they could be stopped.

Kenneth Stone.
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uncomplicated cases which did not appear to react to
salicylates, 200 mg. cortisone being given daily for
6 to 10 days and the dose reduced in succeeding weeks,
the total dosage of cortisone being 3 to 5 g. Where
ACTH (corticotrophin) was used the dosage was less
than half that of cortisone. It is claimed that five patients
with endocarditis recovered completely, while eleven
were greatly improved; five appeared to derive no benefit.

While it is too early yet to assess the long-term effect
of hormone treatment on rheumatic endocarditis, clinical
impressions suggest that it represents a considerable
advance on previous therapy. David Preiskel.

Rheumatic Crises provoked by Mitral Commissurotomy.
(Les crises rhumatismales provoquees par la com-
missurotomie mitrale.) SOULIE, P., BOUVRAIN, Y.,
FORTIN, P., and CARAMANIAN, -. (1954). Bull. Soc.
med. H6p. Paris, 70, 879. 11 refs.
Out of a total of 120 cases of mitral stenosis treated

by commissurotomy and followed up for periods of
6 months to 3 years, the operation was considered to have
caused a recurrence of acute rheumatism in ten, which
are here reported fully. In five cases there was no past
history of rheumatic fever and in three cases the last
attacks were 30, 13, and 6 years respectively before the
operation. The two remaining patients had had attacks
more recently (3 and 7 months respectively before opera-
tion). The flare-up followed the operation after an
interval of 3 weeks to 2 months.
The authors feel that some of their findings are open

to criticism for various reasons, but they conclude with
some confidence that the operation should not be carried
out in any case in which a recent rheumatic flare-up has
occurred, as it is likely that a further relapse will be
provoked. Although this will not necessarily prove to
be of a severe type, they feel that the risk should never
be incurred. W. S. C. Copeman.

Value of Blood Volume Determinations in the Study of
Patients undergoing Surgery for Rheumatic Heart
Disease. LIKOFF, W., BERKOWITZ, D., GEYER, S.,
STRAUSS, H., and REALE, A. (1955). Amer. Heart J.,
49, 1. 1 fig., 8 refs.
In this study of the value of determination of the blood

volume of patients undergoing surgery for rheumatic
heart disease, carried out at Hahnemann Medical College
and Hospital, Philadelphia, the blood volume was deter-
mined under fasting basal conditions in 100 such patients
and 45 normal controls using radioactive-iodinated
human serum albumin (R.I.S.A.) in accordance with
the technique described by Storaasli and others (Surg.
Gynec. Obstet., 1950, 91, 458). In analysing the post-
operative results, morbidity was defined as congestive
failure developing within 18 days after operation, and
mortality as death due to cardiac causes, but excluding
haemorrhage, embolism, and ventricular fibrillation
directly attributable to the operation. The results were
as follows (the estimated mean blood volume being given
as ml. per kg. body weight):

Place of Phenylbutazone in the Treatment of Acute
Rheumatism. (La place de la phenylbutazone dans
le traitement actuel de la maladie de Bouillaud.)
ABLARD, G., LARCAN, A., HURIET, C., GILGEN-
KRANTZ, J. M., and GIRARD, C. (1954). Presse mid.,
62, 1865. 18 refs.
The authors briefly describe their experience with

phenylbutazone in the treatment of 26 cases of rheumatic
fever seen at the Legouest Military Hospital, Metz, all
the patients being soldiers of 20 years of age.
The drug was given intramuscularly in doses of 500

to 1,000 mg. daily during the first 3 to 6 days, this dosage
being gradually reduced thereafter and the drug given
by mouth as the general condition improved. Treat-
ment was continued until the erythrocyte sedimentation
rate had returned to normal or nearly so; this occurred
on the average after about 3 weeks. No adverse side-
effects were noted.
The authors comment on the rapid subsidence of

articular pain, sometimes within a few hours of the first
injection, and on the sense of well-being produced by the
drug. The temperature usually fell rapidly during the
first 24 hours of treatment. The erythrocyte sedimenta-
tion rate and blood fibrinogen level returned to normal
in 2 to 3 weeks. In three cases with cardiac involvement
the heart condition was restored to normal, but no
specific action of the drug is claimed in view of the small
number of cases. In no case was there involvement of
the endocardium. All these cases would have been
considered suitable for salicylate therapy [see following
Abstract]. H. F. Reichenfeld.

Recent Series of 200 Cases of Acute Articular Rheu-
matism among Military Personnel. (Sur 200 cas
recent de rhumatisme articulaire aigu observes en
milieu militaire.) ABLARD, G., and LARCAN, A. (1954).
Presse mid., 62, 1671. 23 refs.
The 3-year study reported here was carried out at the

Metz Military Hospital, where 223 cases of acute rheu-
matism in 20-year-old recruits were treated, representing
5 per cent. of all admissions. The majority (114) of these
young soldiers were experiencing their first attack of
rheumatic fever. In 200 cases the attack (114 primary,
86 recurrent) was observed from its onset, the remainder
being excluded from the study. Tonsillitis was observed
in one-third of cases. The erythrocyte sedimentation
rate (E.S.R.) was above 96 mm. in one hour in 56 cases,
between 50 and 90 mm. in 54, and below 50 mm. in eighty.
In general the course of the illness was benign, and the
average period of hospitalization was 4 to 5 weeks.
Transient, benign cardiac involvement was detected by
electrocardiography in 49 cases, severe myocardial
damage was noted in eight cases, valvular lesions of recent
onset in fourteen, probable endocardial changes in eight,
pericarditis in twelve, and a severe pancarditis in two.

Uncomplicated cases (168) were treated with salicylates
by mouth in doses of 6 to 8 g. daily and this was increased
and supplemented by intravenous administration if the
E.S.R. exceeded 50 mm. in one hour. Penicillin was
given in cases of tonsillitis. Hormone therapy was used
in 28 cases with evidence of cardiac damage and in four
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ANNALS OF THE RHEUMATIC DISEASES
45 normal subjects, 75-1;
54 patients without congestive failure, 73 9;
20 with failure responding to treatment, 100-3;
26 with failure not responding to treatment, 86.

Operation on the heart was performed in 59 patients
in whom the blood volume was normal or nearly so.
After operation two died and one developed congestive
failure, a morbidity-mortality rate (MM) of 5- 6 per cent.
On the other hand, of 26 patients with raised blood
volume, four died after operation and eleven developed
congestive failure (MM 57-7 per cent.).
The results were also analysed according to the type

of valvular lesion present.
(1) Of 28 patients with mitral stenosis and normal

blood volume, one developed congestive failure (MM
3-5 per cent.), and of eight such patients with raised
blood volume, five developed congestive failure (MM
62- 5 per cent.).

(2) Of sixteen patients with aortic stenosis, none
developed complications or died (MM nil).

(3) Of thirteen patients with combined mitral and
aortic valvular disease and normal blood volume, two
died (MM 15-4 per cent.), and of sixteen such patients
with raised blood volume, two died and six developed
congestive failure (MM 56-2 per cent.).

(4) One patient with mitral incompetence and raised
blood volume died after operation.

In fifty (95 per cent.) of the 54 patients with chronic
rheumatic heart disease who had not been in failure the
blood volume was normal. However, in the remaining
four the blood volume was raised and the postoperative
morbidity-mortality was high. The reason for the
increase in blood volume is uncertain, but it seems to
indicate some change in cardiac physiology which inter-
feres with postoperative progress. The authors con-
sider that determination of the total blood volume serves
as a useful guide in the selection of cases for surgery.

Arthur Willcox.

Evolution of Murmurs in Early Rheumatic Heart Disease.
ZILLI, A., and GAMNA, G. (1954). Amer. J. Med.,
17, 775. 5 figs, 11 refs.
At Mount Sinai Hospital (Chicago Medical School),

Chicago, 41 patients between the ages of 2 and 15 years
suffering from a first attack of rheumatic fever were
studied for periods varying between several weeks and
3 years with special reference to the development of
cardiac murmurs. For this purpose stethoscopic and
logarithmic phonocardiograms were recorded over the
apex, the mid-praecordium, and the pulmonary, aortic,
and tricuspid areas. In most cases three recordings were
made-in the acute phase, during recovery, and after
stabilization-but the individual totals varied between
two and eight. The patients fell into four groups:

(I) In twenty patients only systolic murmurs were
detected at the first observation; these decreased or dis-
appeared in about one-half of the cases, and increased
in the remaining one-half. A basal systolic murmur
caused by stenosis is characteristically represented by a
diamond-shaped phonocardiographic tracing, and on this
basis about one-third of the basal systolic murmurs

found were considered to be transmitted from the apex.
A pulmonary systolic murmur, not transmitted from the
apex, was found in about one-half of the cases initially,
but only in one-quarter at the final investigation; the
majority of these murmurs are therefore attributed either
to dynamic dilatation of the pulmonary artery or to
rheumatic arteritis. By contrast, in about one-fifth of
the cases an aortic, non-transmitted, systolic murmur
remained present throughout, and was therefore inter-
preted as indicating organic aortic stenosis.

(II) In thirteen cases, all severe, a systolic murmur and
a diastolic rumble were present at the first examination.
In eight of these there was no longer any evidence of a
diastolic rumble at the final examination, and in these
cases the murmur is explained as due to relative mitral
and tricuspid stenosis caused by ventricular dilatation or,
in the absence of any demonstrable dilatation, as possibly
due to oedema of the mitral leaflets.

(III) In four cases there was also an aortic diastolic
murmur which persisted.

(IV) In four cases there were minimal systolic murmurs
whose origin could not be localized. The results of this
study emphasize the value of long-term observation.

Disappearance of a murmur suggests that it was
originally functional in origin; this occurred in about
one-half of the authors' cases of mitral systolic murmur
and in about two-thirds of those in which a diastolic
rumbling murmur was present initially; by contrast,
aortic diastolic murmurs are seldom transient.

A. Schott.

Recent Experience in the Treatment of Rheumatic Carditis
with Hormones and Salicylate. (Ulteriore contribute
casistico sul trattamento ormonico-salicilico della
cardite reumatica.) GELLI, G. (1954). Minerva
pediat. (Torino), 6, 951. 16 refs.
The beneficial effect of the combination of salicylates

with cortisone or corticotrophin (ACTH) in the treat-
ment of thirteen cases of rheumatic carditis has already
been reported by Gelli and Meneghini (Arch. ital.
Pediat., 1953, 16, 85). In the present paper the results in
a further eleven cases are analysed, and the need for early
and prolonged treatment is emphasized. Cortisone,
which is probably preferable to ACTH because of the
tendency to adrenal insufficiency in rheumatic fever, is
given in doses of 50 mg. daily for a maximum of 3 weeks,
the dose then being halved and the drug given for a
further 30 to 60 days, after which the dose is halved
again for a shorter period. In addition, 4 to 6 g. sodium
salicylate is given daily, together with penicillin and
streptomycin or aureomycin, while ascorbic acid and
vitamins K and P are administered parenterally in large
doses. A salt-free diet is advised, but no evidence of
fluid retention or hypokalaemia was noted. No patient
in this or in the previous series has relapsed. The
response to this treatment is often dramatic and rapid,
and signs of carditis disappear. It is thought probable
that even endocardial damage may respond favourably,
and the author regards this form of combined therapy as
indispensable at the present time in cases of rheumatic
fever. A. Paton.
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for the diagnosis of rheumatism in three categories,
as follows:

1. Positive evidence of rheumatic disease. (a) Radio-
logical signs of enlarged left atrium and left ventricle in
the absence of congenital heart disease. (b) Systolic
murmur of Grade 3 or greater intensity at the apex
transmitted to the axilla. (c) Transient prolongation of
A-V conduction in the presence of rheumatic-like
symptoms indicates the presence of carditis. (d) Pro-
longed Q-Tc similarly indicates the presence of carditis.
(e) In the presence of cardiac findings of questionable
significance, a history of rheumatic heart disease in both
parents was considered to justify the diagnosis of
"potential heart disease".

2. Presumptive signs. (a) Family history of rheumatic
disease in a "sickly" child complaining mainly of
abnormal fatiguability. (b) Changes in heart sounds or
murmurs on repeated examination. (c) Choreiform
movements or a history of chorea with minimal cardiac
signs. (d) "Non-specific" electrocardiographic changes,
such as notched P waves, in a child otherwise well.
(e) A generally enlarged heart without alternative
explanation.

3. Helpful diagnostic characteristics. (a) A report that
the child is not well, though not definitely ill. (b) Marked
depletion of vital capacity in an older child without
respiratory disease. (c) Progressive pallor without a
corresponding degree of anaemia. M. MacGregor.

Effects of Flying on Patients with Cardiovascular Disease.
BOURNE, G. (1955). Brit. med. J., 1, 310. 3 figs,
2 refs.
Details are given of thirty patients with heart disease

who have flown long distances without inconvenience or
deleterious effects. The series includes cases of myo-
cardial infarction, angina, hypertension, and severe rheu-
matic heart disease. In all cases the state of cardiac
compensation was good, and adequate pressurization
of the aircraft was assured as an essential preliminary.

[These findings confirm the view of most cardiologists
that, provided the aircraft is pressurized, flying is as
safe as any other method of transport for a patient with
heart disease.] C. W. C. Bain.

Results of the Hormone Treatment of Rheumatic Fever.
(Resultats du traitement hormonal de la maladie de
Bouillaud.) MOZZICONACCI, P., and CARAMANIAN,
M. K.(1955). Arch. Mal. Caur, 48,3. 43 figs, bible.
The authors give an account of the treatment with

cortisone or corticotrophin (ACTH) of 267 children
suffering from rheumatic fever. The maximum period
of follow-up was 3 years. The cases were divided into
three main groups:

(1) 23 patients with severe cardiac involvement and
constitutional disturbances; of these seventeen recovered,
twelve without recrudescence, and six died.

(II) 131 patients with simple carditis, some with
choreic signs, of whom 114 recovered without recurrence
up to the time of writing, and six died.

(III) 113 patients with acute articular rheumatism, and
also in some cases chorea, of whom twelve suffered a

Group-A Beta-Haemolytic Streptococci and Rheumatic
Fever in Miami, Fla. SASLAW, M. S., and STREITFELD,
M. M. (1954). Publ. Hith Rep. (Wash.), 69, 877.
15 refs.
Because of the reported low incidence of rheumatic

heart disease, polyarthritis, and chorea and the lessened
severity of these diseases in the warm, southern parts of
the United States, the authors have investigated the
incidence of Group-A P-haemolytic streptococci in the
throats of 343 healthy children attending three schools
in Miami, Florida. In most cases duplicate swabs were
taken at monthly intervals between February and May,
1953, but in some more than two were taken, the average
number for the whole group being 3-4. The children
were selected to represent different racial groups and
socio-economic levels. One swab was cultured on
"difco" blood-agar base enriched with 4 per cent.
defibrinated sheep's blood, and the others on various
media in an attempt to assess the relative value of different
media. Brewer's thioglycollate broth ("difco") and
neopeptone heart-infusion agar difco containing 4 per
cent. defibrinated sheep blood both proved valuable in
recovering additional strains [but there is no evidence
that such strains might not have been cultured from a
second swab on the first medium]. Grouping and typing
by the Lancefield precipitin method was performed, the
latter for 36 types. In all, 59 strains of Group-A
P-haemolytic streptococci were isolated from 47 children.
All of the 27 typable strains were of Type 12 with one
exception, which was Type 28. In 14 instances repeated
cultures were positive. Of the 343 children observed
over the 4 months' period 16- 3 per cent. gave cultures of
Group-A P-haemolytic streptococci; this compares with
a figure of between 5 and 10 per cent. reported by Denny
for normal children. No antistreptolysin-O titres were
performed. There was no complete follow-up of all
illnesses during the period of study, but none of the
children were admitted to hospital for acute rheumatic
fever or frank nephritis. E. G. L. Bywaters.

Rheumatic Fever and Rheumatic Heart Disease in Children
as seen in Clinic Practice. I. Clinic Diagnostic
Technique. DAVIS, L. L., and GREENE, M. H. (1954).
Amer. J. Dis. Child., 88, 427. 32 refs.
The authors of this paper describe the work of the

diagnostic rheumatic fever clinic at Meadowbrook
Hospital, Long Island, New York, to which 306 children
were referred by their family doctor during the school
year 1951-52 for "evaluation of puzzling cardiac findings
or questionable rheumatic symptomatology". The classic
form of rheumatic fever is now less common than it used
to be, and the "typical" case, in the authors' experience,
is the child with a smouldering carditis and few, if any, of
the orthodox criteria of rheumatism, presenting a for-
midable problem in diagnosis.

Great importance is attached at this clinic to the
standardization of procedure in examination and in the
recording of the results, the methods used being described
in detail, and an attempt has been made to classify the
findings which have proved most important and useful

ABSTRACTS 307

copyright.
 on M

ay 19, 2023 by guest. P
rotected by

http://ard.bm
j.com

/
A

nn R
heum

 D
is: first published as 10.1136/ard.14.3.304 on 1 S

eptem
ber 1955. D

ow
nloaded from

 

http://ard.bmj.com/


ANNALS OF THE RHEUMATIC DISEASES
relapse, but 111 were eventually discharged without sign
of cardiac involvement and two developed persisting
murmurs; in 100 no recurrence has been reported.

Cortisone was used in the majority of cases, being
given in doses ranging from 100 mg. per day, up to age 5,
to 200 mg. per day for those aged 10 to 15 years, either
orally or intramuscularly. ACTH was reserved for
severe cases, such as those of pancarditis, heart failure,
and the "malignant" type of the disease in which urgent
measures were required and the intravenous route there-
fore justified, in doses of 10 mg. per day given by slow
infusion. Treatment was given for 15 days and then,
if the erythrocyte sedimentation rate (E.S.R.) was not
below 20 mm. in one hour, was continued for further
periods each of 15 days up to 4 to 6 weeks, with fort-
nightly reassessment, until the E.S.R. fell to below 20 mm.
At this juncture the hormone was replaced by aspirin in
a dose of 0-1 to 0-15 g. per kg. body weight until the
E.S.R. became normal, when a progressively decreasing
dose of hormone was given for 10 more days. In
addition, 3 g. ammonium chloride was given daily along
with the hormone. The use of heparin or ethyl biscoum-
acetate may have to be considered in cases of acute
*carditis, and in cases of cardiac failure the authors
found it advisable to precede hormone therapy by
digitalization for 24 to 48 hours. All patients were also
given 1,000,000 units penicillin intramuscularly, followed
by 400,000 units daily by mouth.
The authors regard hormone treatment as the most

effective weapon against acute rheumatic fever, and
while the treatment is not curative, it does appear to
check recrudescence and to diminish the incidence of
cardiac involvement in the articular type of the disease.

V. Reade.

Results of Hormone Treatment of Acute Rheumatism in
Children. Comparison with Salicylate Treatment.
(RWsultats du traitement hormonal du rhumatisme
articulaire aigu de l'enfant. Comparaison avec le
traitement salicyl6.) MARQUEZY, R. A., DI MATrrEO,
J., BACH, C., and SCHRUB, J. (1954). Bull. Soc. mid.
Hop. Paris, 70, 844.
The authors compare the results of treatment with

cortisone and ACTH (corticotrophin) in 85 cases of
acute rheumatism in children, in which all the symptoms
responded rapidly, with those in a series of 128 cases
treated in classic fashion with salicylates in full dosage.
After a very full discussion [which should be consulted
in the original] they conclude that hormonal treatment
is preferable for the acute articular stage of rheumatic
fever and should last for 10 to 15 days. Longer periods
are necessary only when the disease is unusually severe
and the heart badly affected.
They consider that the therapeutic effect of hormones

is good in so far as pericardial affection is concerned,
but is uncertain when there is endocarditis and even more
so when myocarditis is present. On the other hand
they consider that the prophylactic effect of hormone
therapy on all forms of rheumatic carditis is real and
impressive. W. S. C. Copeman.

Changing Status of Rheumatic Fever and Rheumatic
Heart Disease in Children and Youth. WALLACE,
H. M., and RICH, H. (1955). Amer. J. Dis. Child.,
89, 7. 5 figs, 10 refs.
The authors have found few reports in the American

literature which substantiate or refute the claim that
there has been a change in recent years in the picture of
rheumatic fever and rheumatic heart disease in children
and young adults. In this paper they discuss the mor-
tality of these two conditions as recorded in New York
City over the 11-year period 1940-50 and the incidence
of heart disease in children in the years 1943 and 1952.

In the period under review there was a significant
reduction in the number of deaths from rheumatic heart
disease in children and young adults under the age of 20,
especially in white children. In 1952 as compared with
1943 fewer children had heart disease of rheumatic
origin and it was noted that a higher proportion were
placed in ordinary schools as opposed to special schools,
indicating, presumably, freedom from cardiac disease.
In the 11-year period 1940-50 there was a 74 per cent.
decrease in mortality from rheumatic fever in the age
group 0 to 20 years. R. S. *llingworth.

Convalescence and Prophylaxis against Recurrence of
Acute Articular Rheumatism in Children. (Con-
valescence et prophylaxis des crises de rhumatisme
articulaire aigu chez l'enfant.) LABESSE, J., DAGONET,
Y., POUJADE, L., and COURRAULT, R. (1955). Arch.
Mal. Cadur, 48, 94. 27 refs.
The authors first review the accepted evidence that

acute articular rheumatism is a sequel of infection with
Streptococcus haemolyticus Group A, usually of the
throat or respiratory tract, and emphasize the infectivity
and the familial tendency of the condition. During
treatment the spread of infection and the risk of re-
infection and superinfection (with another type of
Group-A organism) must be combated, while during
convalescence measures for prophylaxis and rehabilitation
are essential.

Convalescence begins with the cessation of treatment
with hormones and salicylates, and should be passed in
a convalescent home to which the patient is sent directly
from hospital without spending any time in his own
home. At the Hopital de La Roche-Guyon, which is a
convalescent institution and is especially equipped for
the reception of such cases, the condition of every child
is assessed on admission and a swab of the throat taken,
this being repeated weekly. The child is kept in bed
until the temperature, pulse rate, and erythrocyte sedi-
mentation rate (E.S.R.) are all normal and any cardiac
condition has become stable. Prophylactic treatment
is given daily throughout the stay, and is continued after
discharge, in the form of sulphadiazine or penicillin, or
both may be given in succession.
Any sign of reactivation of the disease is treated by

return to strict bed rest, and aspirin is given in doses
such as to produce a serum salicylate level of 30 to 35 mg.
per 100 ml. In cases of re-infection, penicillin (1,200,000
units daily for 5 days, then 600,000 units daily for 5 days)
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Fresh Air Treatment for Juvenile Rheumatism. (K
BOnpOCY 06 HCfO.Jhb3OBaHHH OTKPbITOrO cnevcero

Bo3gyxa ripH JIeIeHHH peBMaTH3Ma y geTeii.) GVELE-
SIANI, K. G. (1954). Pediatriya, No. 6, pp. 41-45.
During a one-year period 133 children aged 10 to

15 years were admitted to the Children's Clinic of the
Medical Institute of Tbilis (Tiflis), Georgian S.S.R., in
the acute phase of various forms of rheumatism, the sex
distribution being approximately equal. The patients
were divided into two groups:

(A) 70 treated in the open air exposed to tempera-
tures varying from -2.5° to 33-10 C.;

(B) 63 treated in normal wards.
The treatment in all cases included rest in bed, adminis-

tration of salicylates (0 5 g. per year of age per day) and
amidopyrine (0-1 g. per year of age per day), and a
course of ten daily injections of 40 per cent. glucose
solution containing 100 mg. of ascorbic acid. The
average period of observation was 45 days.

It was found that in Group A the erythrocyte sedi-
mentation rate and leucocyte count returned to normal
sooner and that the rise in haemoglobin and the diuresis
were greater than in Group B. In all cases the blood
pressure was below normal initially; it had returned to
normal on discharge in 76 per cent. of cases in Group A,
and in only 46 per cent. in Group B. The results of
treatment were classified as "significant improvement",
"improvement", "no change", and "died". The pro-
portion of cases in these categories were, respectively, 55
per cent., 43 per cent., and 2 per cent., and nil in Group A
and 19 per cent., 75 per cent., 2 per cent, and 4 per cent.
in Group B. There were relapses in 14 per cent. of
Group B but in only 5 7 per cent. of Group A.

It is concluded that fresh air treatment, in conjunction
with the more usual forms of therapy, should be used
more widely for juvenile rheumatism. E. D. Fox.

Rheumatic-like Lesions in the Guinea-Pig: a Correlation
of Toxic, Anaphylactogenic, Arthropathic, and Chemical
Properties of Certain Crude Polysaccharides from
Klebsiella pneumoniae Type B. JoNEs, R. S., CARTER,
Y., and DE W. RANKIN, J. (1954). Brit. J. exp. Path.,
35, 519. 7 figs, 20 refs.
In previous studies [not yet published] the two first-

named authors found that certain mucopolysaccharides
obtained from gastric mucin and a Friedlander type of
organism produced lesions of the cardiac valves and
joints on injection into guinea-pigs. In the investigations
here reported from the University of Oregon Medical
School, Portland, mucopolysaccharide fractions prepared
from agar cultures of Klebsiella pneumoniae Type B were
injected into guinea-pigs. Chemical analysis showed
much variation in the protein nitrogen, hexosamine, and
hexuronic acid content of different batches of the material
used. Studies were made of the toxicity of these sub-
stances following intravenous injection, and of their
ability to induce anaphylactic hypersensitivity by sub-
cutaneous injection. [It is not possible from the descrip-
tion given to form a clear idea of how the experiments
were carried out.]

Active anaphylaxis was induced in guinea-pigs by only
8

is used in preference to aureomycin. After discharge
the parents are instructed as to the routine to be followed
under medical supervision; the need for continuous pro-
tection with antibiotics is again stressed. After a
quiescent period of 6 months, games may be permitted,
unless a cardiac lesion is also present, when at least
one year must elapse.
Among 49 children treated with 1 g. sulphadiazine

daily for 6 weeks and followed up for 8 months there
were two relapses (4 per cent.); in 100 patients given
200,000 units of penicillin orally twice a day there were
six minor recurrences after 6 months (6 per cent.); and in
twenty treated with sulphadiazine and then penicillin
there was one case of relapse (5 per cent.). For com-
parison, among 131 children in whom treatment had
lapsed there were 74 recurrences (56 per cent.) during
a follow-up period of 11 months. Prophylaxis should
continue until the age of 18, or possibly for life, in the
case of associated cardiopathy. V. Reade.

Vessel Permeability in Juvenile Rheumatism. (CocyguicTaq
HpoHHiaeMoc~r ripH peBMaTH3Me y geTeei.) SOKOLOVA-
PONOMAREVA, 0. D., and BISYARINA, V. P. (1954).
Pediatriya, No. 6, pp. 17-21.
The plasma protein levels were studied at the Kalinin

Medical Institute, Omsk, in ninety cases of active juvenile
rheumatism, consisting of 38 cases of acute articular
rheumatism, 32 of rheumatic carditis, and twenty of
chorea. The average total plasma protein content was
3 02 per cent. lower than the normal value for the same
age group; the plasma fibrinogen level was 2- 35 per cent.
higher in 51 cases and 1-57 per cent. lower in 34 cases;
the plasma globulin level was 19 5 per cent. higher in
82 cases and lower than normal in only four cases;
and the plasma albumin level was 20 3 per cent. lower
than normal in 81 cases and higher in only five (in the
remaining cases the values for all three plasma proteins
were normal). In 79 cases the albumin: globulin ratio
was significantly reduced. These changes are attributed
to the changes in capillary permeability which occur in
the active stage of acute rheumatism, as reported
by the same authors, Pediatriya, No. 5, 1954, p. 3.

Analysis of the results showed that in cardiac and
articular rheumatism, both in first and subsequent
attacks, the plasma globulin content was increased and
that of albumin decreased, signifying an increase in
vascular permeability. In chorea the same was true in
first attacks, but in subsequent attacks the changes were
less in degree, signifying a less severe increase in capillary
permeability. With clinical improvement the plasma
protein pattern returned to normal in 26 out of the
ninety cases, the total plasma protein content in the other
64 cases remaining lower than normal, although higher
than before the institution of treatment. The plasma
globulin level remained above normal in 56 cases and that
of plasma albumin below normal in 63 cases.

It is concluded that the determination of the total and
individual plasma protein levels in juvenile rheumatism
is of value in judging the degree of activity of the disease
process. E. D. Fox.
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ANNALS OF THE RHEUMATIC DISEASES
one of the fractions-an "acid-hydrolysis" fraction
prepared by Wong's method (Proc. Soc. exp. Biol. (N. Y.),
1938, 38, 107 and 110), and this was also shown to be
toxic. An "alkaline-hydrolysis" fraction was non-
anaphylactigenic and less toxic. Daily injections of 2- 5
or 5 mg. (intravenously or subcutaneously) of either
fraction resulted in the development of cardiac valve
lesions and synovial proliferative changes, with exudate,
in certain joints, both reactions occurring within 1 to 14
days of the first injection. The authors regard the
cardiac changes as non-specific and as part of a general
inflammatory response in the guinea-pig, but consider
that the changes in thejoints are more specificallyrelated to
the injection of mucopolysaccharides. E. J. Holborow.

Pathogenesis of Rheumatic-like Lesions in the Guinea-Pig.
JONES, R. S., and CARTER, Y. (1954). Arch. Path.
(Chicago), 58, 613. 30 figs, 47 refs.
This study from the University of Oregon Medical

School, Portland, is concerned with the changes
produced in the cardiac valves and the joints of guinea-
pigs by injection of various chemicals and organisms.
Some of these produced proliferative changes, but the
changes were not regarded as specific. The authors,
while admitting that no specific thesis has been proved,
hope that these experiments will widen the horizon for
future investigation. A. C. Lendrum.
Diagnosis of Rheumatic Valvular Disease, 1924-1954.
BRAMWELL, C. (1955). Lancet, 1, 213. 4 figs, bibl.

Prevention of Acute Rheumatism. (La prevention du
rhumatisme articulaire aigu.) RUTSTEIN, D. D. (1955).
Presse mid., 63, 221.

Streptococcal Infection in a Family followed by Acute
Rheumatism. (Streptococcie familiale avec maladie
de Bouillaud.) GIRAUD, G., LATOUR, H., LEVY, A.,
PUECH, P., BONNET, H., BERTRAND, A., and Roux, J.
(1954). Montpellier meid., 46, 567.

Experimental Studies of the Biological Activity of Sodium
Salicylate. (Ricerche sperimentali sull'attivitA bio-
logica del salicilato di sodio.) SCHIAVETTI, L., and
FERRARIS, F. (1955). Reumatismo, 7, 70. 2 figs,
35 refs.

Localized Visceral Lesions in Rheumatic Fever.
(Localisations viscerales particulieres de la maladie de
Bouillaud.) BESSON, F. (1955). Praxis, 44, 133.

Local Oximetry of the Blood in Rheumatic Fever.
(L'emossimetria distrettuale nella malattia reumatica.)
SCALABRINO, R., and PASQUARIELLO, G. (1955).
Minerva med. (Torino), 1, 445. 7 refs.

Prevention of Rheumatic Fever by the Use of Antibiotics.
STOLLERMAN, G. H. (1955). Bull. N.Y. Acad. Med.,
31, 165. 4 figs, 31 refs.

Differential Diagnosis of Rheumatic Fever in Office
Practice. WEDUM, B. G., and RHODES, P. H. (1955).
J. Amer. med. Ass., 157, 981.

Community Control of Rheumatic Fever. BUNN, W. H.,
and BENNETT, H. N. (1955). J. Amer. med. Ass.,
157, 986. 14 refs.

On some Features of Rheumatic Fever and Rheumatic
Heart Disease as seen in the National Cardiological
Institute of Mexico. SALAZAR-MALLEN, M., and
RULFO, J. (1955). Ann. intern. Med., 42, 607. 4 figs,
24 refs.

The Q-Tc, an Aid to the Diagnosis of Rheumatic Carditis.
GULOTTA, G. A., PETERSON, W. L., and DANIELS, R. S.
(1955). U.S. armed Forces med. J., 6, 162. 2 figs.
24 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Effect of Cortisone in the Long-Term Treatment of
Rheumatoid Arthritis. Observation of 35 Patients over
a 3-year Period. TOONE, E. C., and IRBY, R. (1955).
Amer. J. Med., 18, 41. 3 figs, 21 refs.
The clinical course in 35 patients with rheumatoid

arthritis who were given cortisone over a 3-year period
is described in this paper from the Medical College of
Virginia Hospitals, Richmond, Virginia. The ages of
the patients (19 males and 16 females) ranged from 33
to 74 years. At the start of treatment the disease was
classified as early in two cases only; in the majority
it was advanced. The daily dosage of cortisone ranged
from 50 to 150 mg. (average 75 mg.). The patients were
treated in hospital at the beginning, the drug being given
by intramuscular injection during this period. The
immediate results were good in 34 cases. The long-term
results, however, showed that none of the patients
experienced complete remission of symptoms. At the
end of 3 years only eleven patients had benefited sufficient-
ly to continue taking cortisone, there being major
improvement in seven and minor improvement in four.
Of the remaining 24 patients in the series, nineteen ceased
treatment because of toxic reactions or absence of any
improvement in symptoms. There were five deaths,
four attributable directly or indirectly to cortisone.
Toxic reactions, which were frequent and in ten cases

were sufficiently severe to necessitate discontinuance of
the drug, included moon-face, oedema, obesity, osteo-
porosis, and gastro-intestinal ulceration or haemorrhage.
In six cases abscess of the buttock developed following
the first injections. Severe psychosis was noted in three
cases, and rapid progressive joint damage in two. Sum-
marizing their results, the authors stress the fact that
only eleven of the patients thought it worth while to
continue cortisone for 3 years. They consider that the
drug should be confined to those cases in which other
forms of treatment have failed. William Hughes.

Hydrocortisone by the Oral Route in Rheumatoid Arthritis
(Preliminary Clinical Study). (Hydrocortisone par
voie buccale dans la polyarthrite chronique evolutive
(etude clinique preliminaire).) LAYANI, F., and
PEYRON, J. (1955). Rev. Rhum., 22, 30. 2 refs.
The authors record and discuss their observations in

sixteen cases of rheumatoid arthritis treated with hydro-
cortisone free alcohol given orally; some of the patients
were followed up for 6 months or more. The drug was
given in an initial dose of 40 mg. daily, which was then
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body fluids, whereas the recently introduced oral pre-
paration, hydrocortisone free alcohol, is some 35 times
more soluble in serum. In this study the authors com-
pare the results achieved with oral hydrocortisone in the
treatment of 31 patients with rheumatoid arthritis and
two with ankylosing spondylitis, all of whom had pre-
viously been treated for periods varying from 4 months to
3 years with maintenance doses of cortisone. Initially
the oral hydrocortisone was given in approximately the
same dosage as cortisone. The progress of the patients
was then reviewed at intervals of a fortnight, when the
daily dose was reduced by 10 mg. at a time until signs of
relapse appeared.

In only two cases was little or no change noted on
substituting hydrocortisone, the other patients being
definitely better than when under treatment with corti-
sone; improvement in some cases was rapid and spec-
tacular. In all but one of 26 patients a raised erythrocyte
sedimentation rate fell, in nine cases to normal, on
changing to oral hydrocortisone.

It was found that with 40 to 50 mg. hydrocortisone
the clinical and biological response was just superior to
that with 75 mg. cortisone-in other words, that hydro-
cortisone is 1I times as active as cortisone. All the
patients in this study had tolerated maintenance doses of
cortisone without side-effects, but after the change to
oral hydrocortisone three patients developed tachycardia
and swelling of the face. Previous reports on the inci-
dence of side-effects with oral hydrocortisone have been
conflicting, Boland reporting a diminution or dis-
appearance of such side-effects as oedema and "moon-
face", whereas West and Newns (Lancet, 1954, 2, 168)
found quite the opposite. Kenneth Stone.

Failure of Skin Testing to detect Antigen-Antibody
Properties in the Tissues of Rheumatoid Arthritis.
LANSBURY, J., ALLEN, G. E., and ROGERS, F. B. (1955).
Amer. J. med. Sci., 229, 191. 2 refs.
The authors report on reactions to intradermal injec-

tions of test material derived from joint fluid, joint
synovium and rheumatoid nodule of three patients with
typical rheumatoid arthritis. The three test materials
and a control material derived from E. coli filtrate were
administered to a series of twenty cases of rheumatoid
arthritis and a series of twenty non-rheumatic control
patients. All cases gave a moderate response to the
bacterial filtrate. None gave any local or systemic
response to the filtrates of rheumatoid tissue. It is
concluded that those features of rheumatoid arthritis
which suggest antigen-antibody reaction may lie in the
field of some as yet unknown immune mechanism.-
[Authors' summary.]

Rheumatoid Affections of the Skin. (Afecciones cutaneas
reumatoides. Comentarios a nuestra casuistica.)
VILANOVA, X., PI&OL, J., and ROTtS-QUEROL, J. (1954).
Act. dermo-sifiliogr. (Madr.), 46, 106. 1 fig.
The authors discuss 166 cases in which there were both

cutaneous and rheumatoid manifestations, occurring
among patients seen at the University Dermatological
Clinic, Barcelona. They are considered in two groups,

modified from week to week until the minimum daily
dose sufficient to give reasonable relief was determined,
this usually ranging from 30 to 60 mg. per day. The
clinical effect was similar to that of cortisone, but com-
parable results were obtained with smaller doses. The
most striking feature was the absence of any important
side-effects. The authors confirm that hydrocortisone
free alcohol is superior to cortisone in such cases.

Kenneth Stone.

Evaluation of Prolonged Cortisone Therapy in Rheumatoid
Arthritis. A Four-year Study. BUNIM, J. J., ZIFF, M.,
and McEWEN, C. (1955). Amer. J. Med., 18, 27.
7 figs, 11 refs.
The results obtained in 78 patients suffering from

rheumatoid arthritis who were given cortisone for periods
ranging from a few weeks to 4 years are reported from
New York University College of Medicine. Of 71
patients treated for more than 6 weeks, sixteen were in
remission, twenty showed major improvement, 31 minor
improvement, and four were unimproved or worse.
This group included 31 males and forty females, 35 of
whom were over 50 and ten were under 20 years of age.
Before treatment started arthritis has been present for
12 months or under in nineteen patients, for 1 to 10 years
in 29, and over 10 years in 23. In seventeen patients the
disease was in the early reversible stage and in about
half it was in an advanced stage. The average daily
dosage of cortisone in all except three cases ranged from
25 to 100 mg.; in three patients given more than 100 mg.
a day peptic ulcer developed, and two perforated.

Analysing their results, the authors note that in
thirteen of sixteen patients with remission the disease was
in the reversible stage at the start of treatment. It was
noteworthy that seven of the sixteen were between 10
and 29 years of age. In general, clinical improvement
was paralleled by a fall in the erythrocyte sedimentation
rate, but there were many exceptions. In the majority of
patients subcutaneous nodules did not disappear during
treatment, while in two patients new nodules developed
for the first time. The most disconcerting objective
finding was an increase in areas of bone destruction.
Serial radiographs in twenty cases showed that areas of
bone destruction were present in fourteen at the begin-
ning of treatment; in eight of these the area increased,
in five it was unchanged, and in one it was diminished.
In the six cases in which there was no evidence of bone
destruction before treatment osseous damage developed
during administration of cortisone, although in five there
was clinical and laboratory evidence of improvement.
There were six deaths in the series, five of which were
probably unrelated to cortisone therapy. The sixth
patient died from a fulminating pneumococcal infection
which was masked by cortisone. William Hughes.

Comparative Results of Treatment with Oral Hydro-
cortisone and with Cortisone. (Resultats therapeutiques
comparatifs de l'hydrocortisone buccale et de la
cortisone.) DE SiZE, S., DEBEYRE, N., and BORDIER,
P. (1955). Rev. Rhum., 22, 38. 10 refs.
The hydrocortisone acetate suspension given by injec-

tion for its local effect is but feebly soluble in water and
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ANNALS OF THE RHEUMATIC DISEASES
those of primary rheumatoid disease with an accompany-
ing cutaneous syndrome, and those of a rheumatoid
syndrome occurring in association with disorders of the
skin. The series included seventeen cases of lupus
erythematosus with articular involvement in nine,
fifteen cases of scleroderma with articular involvement in
four, twelve cases of erythema nodosum with arthralgia
or articular swelling in all, and 69 cases of psoriasis
arthropathica. Eric Dunlop.

Free Erythrocyte Porphyrin and Plasma Copper in
Rheumatoid Disease. [In English.] JEFFREY, M. R.,
and WATSON, D. (1954). Acta haemat. (Basel),
12, 169. 2 figs, 14 refs.
The anaemia of rheumatoid arthritis is similar in many

respects to the anaemia of sepsis. As it has been shown
that in the latter the concentration of free erythrocyte
protoporphyrin and serum copper is raised, the authors,
in a study here reported from the Royal National
Hospital for Rheumatic Diseases, Bath, determined the
levels of these substances in the heparinized venous blood
of fasting control subjects and patients with rheumatoid
arthritis, using for the former determination the method
of Grinstein and Watson (J. biol. Chem., 1943, 147, 675)
and for the latter the method of Watson. The plasma
iron content was also estimated.

In twenty normal subjects the mean value of free
erythrocyte porphyrin (essentially protoporphyrin) was
215 [g. (maximum 44 ,g.) per 100 ml. erythrocytes. In
uncomplicated cases of rheumatoid arthritis (excluding
those with conditions producing iron deficiency) this
value was within the upper limit of normal (taken as
60 ,ug. per 100 ml.) in two-thirds of the cases, but was
above it in nine out of twenty men, and in five out of
thirty women. There was a high negative correlation
with haemoglobin value (r = -0 49) and with plasma
iron content (r = -0 68 in men, -0-46 in women),
but no significant correlation with age or with duration
or activity of the illness. After treatment with iron
(given intravenously as saccharated iron oxide three
times weekly for 3 months) the porphyrin value, where
it had been abnormally high, returned to normal.
The average plasma copper concentration was 101 ,ug.

per 100 ml. for twenty normal men and 106 jig. for twenty
normal women, the upper limits of normal being taken
as 120 and 135 ,ug. per 100 ml. respectively. Of the
patients with rheumatoid arthritis, 25 out of 35 men and
52 out of 65 women gave results above the normal range,
with means of 144 Vg. and 159 ,ug. per 100 ml. respec-
tively. There was a negative correlation between plasma
copper levels and haemoglobin values (r = -0-70 and
-0-55 for men and women respectively), and also
between plasma iron concentration and copper content
(r = -0 76 and -0-54 respectively). After treatment
with gold salts (given intramuscularly as calcium auro-

thiomalate over about 5 months to a total of 1 g. of the
metal), plasma copper values did not change signi-
ficantly in 18 cases despite a mean rise in the haemo-
globin value of 1 g. per 100 ml.; in response to intra-
venous iron therapy, high copper levels increased some-

what and remained high despite correction of the anaemia.

The authors conclude that the raised porphyrin values
observed were due to iron deficiency rather than to the
rheumatoid arthritis; but the hypercupraemia observed
is only partly explained by the presence of anaemia and
could, they suggest, be due to decreased utilization of
copper in consequence of the impaired formation of
haemoglobin and erythrocytes thought to be present
in rheumatoid anaemia. E. G. L. Bywaters.

Ocular Signs of Still's Disease. (Les manifestations
oculaires de la maladie de Still.) FRAN4OIS, J., and
HAUSTRATE, L. (1954). Bull. Soc. beige Ophtal.,
No. 107, 383. 1 fig., 89 refs; (1954). Ann. Oculist.
(Paris), 187, 1061. 1 fig., 89 refs.
The authors report a case in a 2-year-old boy with

bilateral insidious and chronic iridocyclitis, band-
shaped corneal opacity, and complicated cataract.
This triad is pathognomonic of infantile rheumatism,
although it is not possible to say if it belongs to a chronic
progressive rheumatism or to Still's disease. In every
case, even in the absence of acute articular lesions, it is
indicative of rheumatism in the child. L. Coppez.

Studies on Metacortandralone and Metacortandracin in
Rheumatoid Arthritis. Antirheumatic Potency, Meta-
bolic Effects, and Hormonal Properties. BUNIM, J. J.,
PECHET, M. M., and BOLLET, A. J. (1955). J. Amer.
med. Ass., 157, 311. 7 figs, 4 refs.
Metacortandralone and metacortandracin, two new

synthetic steroids, were tried in the treatment of seven
patients with rheumatoid arthritis, in all of whom con-
ventional treatment had been unsuccessful and in four
there had been no response to cortisone. The investiga-
tion was concerned mainly with metacortandralone, the
authors stating that metacortandracin appeared to be
very similar in action and potency.

Metacortandralone was given by mouth in an initial
suppressive daily dose of 30 to 60 mg.; this was later
reduced to a maintenance dose varying from 5 to 25 mg.
daily. None of the patients was aware of the change in
treatment from salicylates or cortisone to metacort-
andralone. Subjective improvement was noted within
4 to 6 hours of administration of the first dose of meta-
cortandralone and was obvious within 24 hours; objective
improvement was more gradual, being maximum after
2 to 3 weeks. There was consistent improvement in
joint inflammation, indicating that the drug possessed
antirheumatic properties, and this was confirmed in three
patients by histological examination of biopsy specimens
of the synovial membrane taken before and during treat-
ment, a striking subsidence of inflammation being noted.
Side-effects were not serious, and disappeared when the
dose was reduced to maintenance level. In two patients
signs and symptoms of arthritis returned within about
2 weeks of withdrawal of the drug; no other constitu-
tional symptoms were noted. In the four cases in which
there had been no response to cortisone the maintenance
dose of metacortandralone appeared to be from one-third
to one-fifth of that of cortisone, but this estimate may
require revision after more experience.

Administration of metacortandralone resulted in a
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studies carried out at the Municipal Hospital for Infec-
tious Diseases, Barcelona, the authors have used a system
of Brucella abortus sensitized with human incomplete
anti-Brucella antibody for detection of the R.A.S. factor.
The human anti-Brucella serum had an agglutinin titre
of 1 in 15 and an incomplete antibody titre of 1 in 2,500.
A washed, killed suspension of Br. abortus was sensitized
by incubation for one hour at 37° C. with this serum
diluted to a titre of 1 in 125. In performing the test the
patient's serum is diluted with saline in successively
doubled dilutions in ten tubes, 0 5 ml. of each dilution
is added to 0 5 ml. sensitized Brucella suspension,
and the mixture incubated at 37° C. Agglutination is
judged visually. A control series of dilutions is set up,
using a suspension of unsensitized Br. abortus. If the
test serum contains Brucella antibodies, they are removed
by absorption.
The test was carried out on 54 healthy control subjects

and 23 patients with rheumatoid arthritis. In nineteen
of the latter, antibody titres ranged from I in 80 to
1 in 10,240; in one case the titre was I in 40, in another
the test result was doubtful, and in two cases it was
negative. Only one of the 54 control subjects gave a
positive test result (titre 1 in 320). The Waaler-Rose
test was negative in five of the cases of rheumatoid
arthritis. The authors report that they are using with
success a system of Rh-positive erythrocytes sensitized
with incomplete Rh-antibodies [but give no details].

M. Lubran.

Observations on 69 Cases of Rheumatoid Arthritis treated
with Di-(2-chloroethyl)-methylamine Hydrochloride.
(Quelques considerations sur 69 cas de polyarthrite
chronique evolutive traits par le chlorhydrate de
methyl-bis-,-chloroethyl-amine.) ROBECCHI, A., CAR-
TESEGNA, F., and DANEO, V. (1954). Rev. Rhum.,
21, 823.
At the Rheumatological Centre, Turin, 69 patients

(20 men and 49 women), of whom 62 had rheumatoid
arthritis and five "psoriatic rheumatism", were given a
dose of 5 mg. nitrogen mustard intravenously either on
alternate days or every third day; after four injections
there was an interval of 8 to 20 days and then another
four injections completed the course. In the rheumatoid
arthritic patients the results were "excellent" in 19 per
cent., "satisfactory" in 47-5 per cent., "insignificant" in
17-5 per cent., and there was no benefit in 16 per cent.
Neither sex nor age appeared to influence the results, and
if the first course of treatment failed no benefit was
derived by repeating it. The cases of psoriatic rheu-
matism reacted in much the same way as the rheumatoid
patients in as far as the joint condition was concerned,
and the skin lesions cleared in one case. But treatment
had to be interrupted in four of the five cases because
of persistent vomiting. In the group of patients with
rheumatoid arthritis, however, side-effects were few.

[In most of these cases the treatment was followed by
a standard course of gold or cortisone; it is therefore
difficult to assess the long-term effects of the nitrogen
mustard. Nevertheless, the authors claim that one
patient with rheumatoid arthritis who reacted very well

prompt and uniform fall in the eosinophil count and a
reduction in the urinary excretion of 1 7-ketosteroids.
A rise in the serum cholesterol level was observed in six
cases. Carbohydrate metabolism appeared to be un-
affected, and no change was observed in the sodium or
potassium balance with a dose of 30 mg. daily; 50 mg.
daily was necessary to induce a negative nitrogen balance.
The authors conclude that these synthetic steroids are

several times more potent than cortisone, and that this
potency does not appear to be accompanied by an
increase in the severity of side-effects. They emphasize,
however, that a long-term investigation is necessary to
determine their true value. B. E. W. Mace.

Clinical Trial of a Derivative of a Bile Salt in the Treatment
of Rheumatoid Arthritis. A Preliminary Communica-
tion. HIGHTON, T. C. (1954). N.Z. med. J., 53, 569.
1 fig., 11 refs.
After drawing attention to the clinical observation

that an attack of infective hepatitis may induce a remis-
sion of rheumatoid arthritis, the author recalls the
successful results obtained by Hench with intravenous
injections of bile salts. At the Queen Elizabeth Hospital,
Rotorua, 56 patients with rheumatoid arthritis were
given an intramuscular injection of 200 mg. sodium
triketocholanic acid, a bile-salt derivative, twice a week.
To counteract the irritant effect of the injection an equal
volume of 2 per cent. procaine was added to the bile-salt
preparation; this, however, was omitted from the injec-
tions given to patients known to be hypersensitive to
procaine. Few side-effects were observed. Injection
abscesses developed in some cases, and a sensation of
premenstrual tension was experienced by a number of
patients when the injection was administered during the
pre-ovulatory phase. Other side-effects were polyuria
and pain in the right hypochondrium.

Injection of this bile-salt preparation produced no
immediate dramatic effect, but in 36 patients improvement
was observed about the third to the sixth weeks, and
was progressive thereafter, except for attacks of "arthritis
in miniature". Improvement was maintained for
periods varying between 18 months and 3 years, but the
authors consider that the course of injections must be
continued for at least 2 years. They believe that the
results compare favourably with those obtained with
ACTH and cortisone. A. Garland.

Auto-antibodies in Rheumatoid Arthritis. A Simple
Method of Demonstration with Possible Diagnostic
Application. (Autoanticuerpos en la poliartritis
cr6nica progresiva. MWtodo sencillo de demostraci6n
con posibles aplicaciones diagn6sticas.) Foz, A.,
BATALLA, E., and ESPAcio, L. (1954). Rev. Diagn.
biol. (Madr.), 3, 460. 6 refs.
The similarity between the Coombs test for incomplete

antibodies and the Waaler-Rose test for rheumatoid
arthritis suggests that the rheumatoid-arthritis serum
(R.A.S.) factor may be an auto-antibody against the
patient's own globulin. The erythrocytes act passively
as a carrier of the globulin and can be replaced by other
carriers, such as erythrocytes of other species. In
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ANNALS OF THE RHEUMATIC DISEASES
to a course of nitrogen mustard was still in "satisfactory
condition" one year later, having, in the intervening
period, been maintained on 37- 5 mg. cortisone daily.]

David Preiskel.

A Study of Gamma Globulin in Rheumatoid Arthritis.
VAUGHAN, J. H., ARMATO, A., GOLDTHWAIT, J. C.,
BRACHMAN, P., FAVOUR, C. B., and BAYLES, T. B.
(1955). J. clin. Invest., 34, 75. 4 figs, 18 refs.
In a study carried out at Harvard University Medical

School, Boston, of the fate of serum proteins in patients
with rheumatoid arthritis small groups of such patients
and normal control subjects were given intravenous
injections of gamma globulin and albumin derived from
both rheumatoid arthritic and normal blood and labelled
with radioactive iodine (1311), its rate of disappearance
from the blood stream being then observed. The
elimination of both globulin and albumin was found to
be more rapid in the rheumatoid patients, irrespective of
the origin of the protein fraction, but otherwise the two
groups showed little difference. In further experiments
in vitro it was shown that both rheumatoid and normal
joint tissues removed at operation took up labelled
gamma globulin without any significant differences.
From these and other experiments the authors conclude
that there is no evidence to support the concept of a
specific relationship between joint tissue and plasma
gamma globulin in rheumatoid arthritis. Harry Coke.

Rheumatoid Purpura treated with ACTH, Cortisone,
and "4560 RP". (A Series of Five Cases.) (Purpura
rhumatoide [ACTH, cortisone, 4560 RP]) (a propos
de 5 observations.) LANGERON, L., FRUCHART, G.,
DESTOMBES, A., and LEMAIRE, E. (1954). Bull. Soc.
med. H6p. Paris, 70, 917. 1 ref.
Rheumatoid purpura, or Schonlein-Henoch's disease,

is characterized by a cutaneous purpuric eruption,
abdominal and renal symptoms, and a generalized
arthralgia and oedema. The authors present five cases
in which the administration of ACTH or cortisone,
and in some cases "4560 RP", resulted in marked
improvement or cure. The authors regard the con-
dition as a consequence of irritation of the sympathetic
nervous system, and emphasize the value of skin biopsy
in diagnosis. Kate Maunsell.

Treatment of Rheumatoid Arthritis with Minimal Doses
of ACTH. (Tratamiento de la artritis reumatica con
dosis minimas de ACTH.) SITZERMAN, B. (1955).
Rev. argent. Reum., 19, 212. 15 refs.

Orthopaedic Management of Rheumatoid Arthritis.
PETTY, H. (1955). Physiotherapy, 41, 69.

Aetiology and Pathogenesis of Rheumatoid Arthritis.
DRESNER, E. (1955). Amer. J. Med., 18, 74. Biblio-
graphy.

Management of Rheumatoid Arthritis in Relation to
Physical and Surgical Measures. PEABODY, C. W.
(1955). J. Mich. med. Soc., 54, 317. 5 figs.

Unusual Manifestations of Rheumatoid Nodules. Report
of Three Cases. MIKKELSEN, W. M., DuFF, I. F., and
ROBINSON, W. D. (1955). J. Mich. med. Soc., 54, 292.
5 figs, 14 refs.

(Osteo-Arthritis)
Cheilotomy and Multiple Perforations in the Treatment

of Osteo-Arthritis. (Cheilotomie e perforazioni mul-
tiple nella cura della artrosi deformante.) BARBIERI,
M. (1954). Minerva chir. (Torino), 9, 981. 34 figs,
31 refs.
The treatment of twelve patients with stiff and painful

joints by cheilotomy combined with multiple drilling of
the joint surface is reported from the Orthopaedic Clinic
of the University of Genoa. In six cases the knee was
affected, the joints involved in the remaining cases being
the elbow, hip, and ankle. The author reviews the
results in this small series (the follow-up period being
1 to 4 years in seven of the twelve cases) and claims that in
90 per cent. the results were good, although in no cases
were all the essential features of the condition-pain,
limitation of movement, and instability-eliminated,
while in some of the cases these symptoms were aggra-
vated by the operation.

[The arthritic changes shown in the radiographs repro-
duced are not of comparable origin or nature, nor do
the photographic illustrations permit the reader to judge
for himself whether or not there has been an increase in
the range of movement. The claims made for this
method in the treatment of osteo-arthritis are not admis-
sible on the evidence provided by a small series of
heterogeneous cases, nor are they borne out by the
follow-up details given.] L. Michaelis.

Osteo-Arthritis Deformans of the Luschka Joints. CAVE,
A. J. E., GRIFFITHS, J. D., and WHITELEY, M. M. (1955).
Lancet, 1, 176. 4 figs, 12 refs.
The authors, discussing the possible causes of cervico-

brachial neuritis, state their belief that protrusion of the
cervical intervertebral disks is less frequently responsible
than deforming osteo-arthritis of the neurocentral joints
of Luschka. They base this opinion on their findings
in an anatomical study of 60 adult cervical spines carried
out at St. Bartholomew's Hospital Medical College,
London, and describe twelve unselected cases of cervico-
brachial neuritis in out-patients attending the hospital,
in all of whom they demonstrated the condition radio-
logically. The suggested mechanism is a compression
angulation of the contents of the intervertebral canals by
bony encroachment into their medial end.

A. C. Lendrum.

Osteo-Arthritis of the Hip. LLOYD-ROBERTS, G. C.
(1955). J. Bone Jt Surg., 37B, 8. 64 figs, 97 refs.
This paper deals, firstly, with an attempt to relate

symptoms to the morbid anatomical and radiographic
appearances of the osteo-arthritic hip, and, secondly,
discusses the factors that predispose to its development.
The author considers that the capsule is the principal

articular structure from which pain arises. Studies of
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The authors have so far performed arthroplasty on 38
occasions in 21 patients, but the results in only fourteen
who were subjected to bilateral operation are discussed
here. In seventeen operations the Judet-type of pros-
thesis was employed, but the best results were obtained
with the use of a special type of acrylic prosthesis for the
head and neck of the femur which has a long intra-
medullary stem. In thirteen of the fourteen patients
increased mobility of the hip-joints, ranging from 36 to
43 degrees, was achieved, all thirteen could walk more
easily, and twelve could sit down unaided; three of the
patients have been able to resume their former employ-
ment. The special hazard of the operation is hyperaemia,
which makes good haemostasis difficult. The extensive
changes which occur in the soft-parts round the joints,
such as deposit of fat and matting of the fascial planes
in every layer, are described. The authors believe that
preoperative exercise of the legs carried out in bed may
prevent these changes, a crucial feature in these cases,
from developing fully. In four cases they tried excision
of the head and neck of the femur without fitting a
prosthesis, but the results were less satisfactory.

L. Michaelis.

X-Ray Treatment of Ankylosing Spondylitis. HILTON,
G. (1955). Rheumatism, 77, 10. 4 figs, 1 ref.
Writing from University College Hospital, London,

the author states that the treatment of ankylosing
spondylitis by immobilization or physiotherapy alone has
proved of only temporary value, therapy with vaccines
and gold has failed, and cortisone, while useful in an
acute phase, has not proved curative. Radiotherapy,
however, has changed the whole outlook. The earlier
the treatment-preferably when still only the sacro-iliac
joints are involved-the better the results. Misdiagnosis
of an abnormal radiological picture, for example, one of
osteitis condensans ilii, is a possible cause of failure.

In the acute phase, when there is general illness, com-
plete rest is indicated and irradiation at this stage is
contraindicated. Later, however, even advanced cases
can be benefited by localized radiation. It is important
to consider the dosage received by the gonads. In the
male the dose to the testes, if adequately protected, is
negligible (about 5 r), and libido is not affected by such
a dose, although it is often impaired by the general effects
of the disease; sperm counts made before and after
treatment have shown no reduction in numbers. In the
female, however, the situation is very different and it is
impossible completely to avoid affecting the ovaries.
A direct sacro-iliac field will give an ovarian dose of
400 to 500 r; this will always cause amenorrhoea, which
may be permanent in women approaching the meno-
pause, and may last 8 to 12 months in younger women.
A later pregnancy may produce a normal child, and
genetic damage may not show itself until the second or
even third generation; hence some authorities advise a
full sterilizing dose of irradiation in all female cases.
In the author's view irradiation should be given to
younger women only when there are definite radiological
changes or physical incapacity. Before beginning treat-

this structure in the hip joints of 25 patients who had
undergone operation, showed that synovial congestion
and subsynovial fibrosis are constant features, and that,
these appear to be due to articular debris from the
degenerate joint surfaces. This debris tends to accumu-
late in the synovial pocket below the neck of the femur,
and the resultant capsular fibrosis and thickening is the
cause of many of the signs and symptoms of this disease.
The morbid anatomical changes are discussed in detail.
The aetiological aspects are discussed under four

main headings. Incongruity between the joint surfaces
of the hip is a recognized cause of osteo-arthritis; in the
author's series of 124 hips, adolescent coxa vara was
the commonest cause (eight cases), and the mechanism
of production of arthritis in this condition is discussed
in detail. Congenital dysplasia, meaning a develop-
mental abnormality of the femoral head or neck, or of
the acetabulum, tending to subluxation, is another com-
mon cause (26 cases out of 124). Methods of deter-
mining minor degrees of dysplasia of this sort are
discussed, and the importance of early and vigorous
treatment for congenital subluxation of the joint is
emphasized by a series of radiographs.
The hypothesis that osteo-arthritis of the hip may be

the result of ischaemic change in the head is considered,
but little direct evidence in favour of this can be found.
No aetiological cause could be found in 73 of the

124 hips studied. It was noted that both bilateral and
unilateral disease occurs more commonly in women, and
that bilateral disease is the more commonly associated
with osteo-arthritis in other joints; arthritis of this kind
may have a "constitutional" rather than a local cause.
The author concludes by pointing out that cartilage

degeneration most commonly occurs with advancing
age, and that osteo-arthritis is merely an acceleration
of this process; a better understanding of normal
cartilage metabolism may help to solve the problem of
osteo-arthritis. B. E. W. Mace.

Development and Nature of Osteo-Arthritis of the Hip
Joint. PRIDIE, K. H. (1955). Rheumatism, 11, 2.
9 figs.

(Spondylitis)
Acrylic Arthroplasty in Ankylosing Spondylitis. (L'arthro-

plastie acrylique dans la spondylarthrite ankylosante.)
D'AUBIGNE, R. M., RAMADIER, J. O., and POSTEL, M.
(1955). Rev. Rhum., 22, 16. 3 figs.
The authors review the results of operations designed

to increase the mobility of hip-joints ankylosed as a
result of extension of ankylosing spondylitis. They urge
(with justification) that in patients with a combination
of ankyloses of the spine, hip, and often also one or
both knees, any effort made to restore some degree of
movement at least to the hip- and knee-joints is worth
while, since without such attempts the patients are for
all practical purposes helpless, having the choice of only
two positions, the horizontal and the upright; they cannot
change position without assistance, cannot sit, and can
usually walk only with extreme difficulty with crutches.
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ANNALS OF THE RHEUMATIC DISEASES
ment septic foci and anaemia should be dealt with.
The haemoglobin level does not usually fall during treat-
ment, and may even rise. The number of leucocytes
should be checked by making weekly counts, treatment
being suspended if the count falls. A radiograph of the
chest should be taken routinely, for irradiation can stir
up a latent focus of tuberculosis.
The aim of treatment in spondylitis is quite different

from that in cancer therapy and much smaller doses are
needed; the beneficial effects are probably due to depres-
sion of cell activity, increased blood and lymph flow,
diapedesis, and proliferation of fibroblasts. In tech-
nique, wide-field x-ray "baths" have been generally
abandoned, and irradiation is now given to the sacro-
iliac joints plus the lumbar spine or whole spine-pre-
ferably the whole spine, to lessen the chances of recur-
rence-200 to 250 kV being used for the spine and large
joints, and 120 to 150 kV for small joints and muscle
attachments. Three spinal fields 8 cm. wide and 15 to
20 cm. long are used. In the male the sacro-iliac joints
are treated by one transverse field, but in the female each
side is treated by separate tangential fields in order to
minimize dosage to the ovaries. There is no general
agreement on optimum dosage; a usual course is a total
surface dose of 1,500 to 2,000 r, 300 r being given to one
field or 200 r to 2 fields daily and the whole treatment
spread over one month. For peripheral joints a total
of 1,000 r is delivered to the centre of the joint over
2 weeks. Physiotherapy, consisting first of passive and
then of active movement, should be given concurrently,
and breathing exercises to improve chest expansion are
most important. Surgery, such as osteotomy of the
hip-joint or spine, is of very little value and may entail
the risk of causing increased ossification, while manipu-
lation only aggravates the condition.
The results of treatment depend largely on the stage

of the disease at which irradiation is begun. In early
cases in which only the sacro-iliac joints are involved
signs and symptoms may disappear in 100 per cent. of
cases. In moderately advanced cases this can be ex-
pected in about 70 per cent., but even bedridden patients
can be greatly helped and become useful citizens. In-
volvement of the hip-joints causes the most crippling
disablement and has the worst prognosis. Complete
relief of pain may take 1 to 3 months to achieve. There
is no close correlation between the erythrocyte sedimen-
tation rate (E.S.R.) and activity of the disease; a fall in
the L.S.R. may lag months behind clinical improvement,
and treatment policy should therefore be guided primarily
by symptoms. In such a chronic disease it is difficult to
say whether cures can be permanent, since the data are
as yet inadequate, but the author has known cases in
which the progress of the disease was halted for 10 to
15 years. Recurrences may be due to incomplete spinal
treatment, unsuitable occupation or exposure, or severe
illness of other sorts. Treatment has little influence on
the radiological picture, and calcification or ossification
usually remains unchanged. Rehabilitation, after-care,
and the choice of work are most important; both heavy
manual work and a wholly sedentary occupation are to
be avoided. J. Walter.

Anatomy, Physiology, and Radiology of the Sacro-iliac
Joints. (Anatomie, physiologic et radiologie des
articulations sacro-iliaques.) QUEROL, J. R. (1954).
Rhumatologie, 6, 277. 9 figs, 4 refs.

Diagnosis of Disorders of the Sacro-iliac Joints. (Diag-
nostic des affections des articulations sacro-iliaques.)
ARLET, J. (1954). Rhumatologie, 6, 285. 2 figs.

Infective Sacro-iliac Arthritis. (Les arthrites sacro-
iliaques infectieuses.) SERRE, H. (1954). Rhumato-
logie, 6, 292. 3 figs.

(Miscellaneous)
Effect of Periarticular Procaine Infiltration on Joint

Temperature. FLETCHER, E., JACOBS, J. H., and ROSE,
F. C. (1954). Ann. phys. Med., 2, 123. 5 refs.
The temperature within a joint before and after pro-

caine infiltration was recorded in patients with and
without arthritic disease at the Royal Free Hospital,
London. The medial or lateral aspect of the peri-
articular tissues of the knee were infiltrated with 5 ml.
2 per cent. procaine and the temperature within the joint
measured by means of an indwelling thermocouple in a
1-millimetre needle. A rise of several degrees occurred
within 30 minutes in all the joints observed, the rise being
highest when the initial temperature was low. In a
second experiment the thermocouple needle was with-
drawn after the initial temperature had been read and
reinserted later after intervals varying from 30 minutes
to 15 hours. The results were similar to those obtained
in the first experiment, but it was observed that in one
instance the rise in temperature was maintained for 15
hours. No changes in temperature were observed when
the thermocouple was introduced into the joint without
previous injection of procaine or normal saline. The
mean intra-articular temperature was raised in cases of
osteo-arthritis and it is suggested that this may be due to
increased vascularity of the joint.
The authors consider that the rise in intra-articular

temperature which follows periarticular infiltration of
procaine is the result of local paralysis of vasoconstrictor
nerve endings, this allowing vasodilatation of the vessels
supplying the synovium and capsule; and that the
"partial success attending various intra-articular injec-
tions" for the relief of pain in chronic joint disease is due
to the preliminary procaine analgesia. J. B. Millard.

Physiotherapy in Degenerative Rheumatism. (Physio-
therapie du rhumatisme degeneratif.) MARCHAND,
J. H., CLAUTOUR, J., and DESPROGES-GOTTERON, R.
(1955). Rev. Rhum., 22, 45.
The authors discuss the physical treatment of de-

generative joint disease, particularly cervical spondylosis
with brachial neuralgia. Their first line of attack is
x-ray therapy, which they consider to have an anti-
inflammatory action and to be superior to any other
form of treatment. The dosage, which should not exceed
a total skin dose of 1,200 to 1,500 r spread over 3 or 4
weeks, is small enough to be free from any undesirable
effects. The first dose, usually one of 100 r, provokes a
temporary exacerbation of pain, coming on some 3 to
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the clinical features and pathology of scleroderma as
observed in 150 cases seen over a period of 14 years
are discussed. In 25 cases the disease was of the cir-
cumscribed type, but in the remainder there was evidence
of generalized systemic involvement. The ratio of
females to males was 2 7 : l. After a brief account of
the clinical signs and symptoms and the laboratory
findings, the authors describe the clinical and patho-
logical aspects of the disease system by system. The
results of laboratory tests were not diagnostic of or
specific to scleroderma; the erythrocyte sedimentation
rate was raised in 85 per cent. of the cases; calcium
metabolism was normal, and in some cases abnormal
findings suggested focal involvement of certain viscera.
The authors describe at length the changes which

occur in the lungs, heart, kidneys, gastro-intestinal tract,
and blood vessels. In general they consist in changes in
collagen, changes in the arteries (acute arteritis), and
the immediate and remote effects of collagen degenera-
tion and arterial obstruction upon the skin and viscera.
[This section of the paper is, however, too detailed for
abstraction and should be studied in the original.]
The aetiology of scleroderma and the pathogenesis of
the calcinosis which is observed in some cases are
discussed. After a brief reference to the various drugs
already tried in treating this disease the authors describe
their experience with cortisone in eight cases, in all of
which some improvement was observed.

[It is surprising that in such a long and detailed
account no reference is made to the papers of Cullinan
and Harper (Proc. roy. Soc. Med., 1953, 46, 507 and 512),
in which the sigmoidoscopic and radiological changes in
the colon are described. Only brief mention is made of
the changes in the jejunum and ileum which Abrams,
Carnes, and Eaton (Arch. intern. Med., 1954, 94, 61)
have shown may dominate the clinical picture and lead to
premature death from malabsorption.] Nigel Compston.

Treatment of Chronic Arthritis by the Intra-articular
Injection of a Plastic Material. Experimental and
Clinical Details. (Essai de traitement des arthrites
chroniques par injection intra-articulaire de mati&e
plastique. Donnees experimentales et cliniques.)
ARNULF, G., BENICHOUX, P., and MORIN, G. (1954).
Mem. Acad. Chir. (Paris), 80, 933. 3 figs, 1 ref.
The authors conceived the idea of treating chronic

arthritic joints by the intra-articular injection of a syrupy
solution of an inert synthetic resin which, it was hoped,
by spreading over the eroded articular surface and solidi-
fying, would provide as it were a new "cartilage".
After a large number of experiments an acrylic resin,
a polymer of methylmetacrylate, allied to that used in
the Judet arthroplasty ("plexiglas") was found to be
the most suitable, and a non-toxic solvent was found
in the monochlorhydrin of glycol.

Experiments were conducted on forty animals (22 dogs
and 18 rabbits). Both hip-joints were exposed, and
from each femoral head a fragment of cartilage and
underlying bone was gouged out. Then on one side
only-the other being left untreated as a control-a few
drops of the sterilized acrylic solution was introduced

5 hours after irradiation and lasting about 2 hours. If
this reaction is not excessive a second dose of 150 r is
given 48 hours later, successive doses being at this level.
In many cases this treatment is followed by complete
and rapid relief and for some patients two or three
treatments may suffice. In other cases the pain abates
gradually during the month after treatment.
When pain persists beyond this period the authors have

recourse to the use of constant current, calcium ionization
being employed for its sedative effect. For cervical
stiffness persisting after pain has abated they use iodine
ionization, the current being applied transversely through
the neck. Examples of other types of arthrosis are dis-
cussed from the same point of view. Their treatment
of sciatica follows the same general plan. They have
found that relief of pain follows x-ray therapy in cases
of osteo-arthritis of the hip and knee and in subacromial
bursitis. Kenneth Stone.

Periarteritis Nodosa: Recognition and Clinical Symptoms.
BLANKENHORN, M. A., and KNOWLES, H. C. (1954).
Ann. intern. Med., 41, 887. 6 refs.
On the basis of the pathological findings, 45 cases of

necrotizing angiitis occurring at the Cincinnati General
Hospital (University of Cincinnati) were divided into
three groups:

(1) In 21 cases the condition was designated "secon-
dary" periarteritis nodosa and was found after a careful
search in patients dying of hypertensive renal disease.

(2t In fourteen cases the typical Kussmaul-Maier
type of periarteritis nodosa was present, in which the
small and medium-sized arteries were involved and the
lesions were situated at the points of branching, parti-
cularly in muscle. Lesions of various ages were found
together and the condition was associated with vascular
obstruction and hypertension. All organs in the body
were commonly involved.

(3) The remaining ten were regarded as cases of hyper-
sensitivity angiitis. Here the arterioles, venules, capil-
laries, and small arteries of the viscera and interstitial
tissues were involved. All lesions appeared to be of the
same age and showed an exudative reaction. Hyper-
sensitivity angiitis was commonly associated with visceral
interstitial inflammation, necrotizing glomerulonephritis,
and fibrinoid pneumonia.

Clinically, eosinophilia was common in the cases of
periarteritis nodosa and rare in those of hypersensitivity
angiitis. Uraemia, rare in primary periarteritis, was
common in hypersensitivity angiitis. In the cases studied
primary periarteritis nodosa ran a long clinical course,
whereas hypersensitivity angiitis was a fulminating disease
with fever, skin rash, nephritis, and myocarditis, and
there was a frequent history of exposure to some anti-
genic substance. It is concluded that primary peri-
arteritis nodosa and hypersensitivity angiitis represent
two distinct conditions. C. Bruce Perry.

Scleroderma (Based on a Study of Over 150 Cases).
LEINWAND, I., DURYEE, A. W., and RICHTER, M. N.
(1954). Ann. intern. Med., 41, 1003. 19 figs, bibl.
In this paper from New York University Post-Graduate

Medical School and the University Hospital, New York,
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ANNALS OF THE RHEUMATIC DISEASES
into the joint space. This formed a thin pellicle on the
articular surface, filling in the traumatized zone. The
animals were killed at intervals varying from one month
to one year. On examination of the hip-joints the differ-
ence on the two sides was striking: on the side treated
with the resin there was a perfectly regular surface, the
experimental lesion being smoothly covered over; on
the control side the injured zone was roughly eroded.

These experiments having shown that this plastic
material was well tolerated and had a favourable effect
on cicatrization of a traumatic lesion, and having regard
to the proved inert nature of the acrylic head used in
the Judet operation, the authors have employed the
treatment in a few cases of osteo-arthritis of the hip-joint
in man. The small number of cases and the short period
of follow-up preclude definite conclusions at this juncture,
but pain in each case was suppressed for several months.
The future will show if this "chemical arthroplasty" has
a place in the treatment of suitable joint conditions.

Kenneth Stone.
Diagnostic Significance of Pulmonary Hypertrophic

Osteo-Arthropathy. VOGL, A., BLUMENFELD, S., and
GUTNER, L. B. (1955). Amer.J. Med., 18, 51. 20 figs,
bibl.
From the Metropolitan Hospital, New York, seven

cases of pulmonary hypertrophic osteo-arthropathy asso-
ciated with pulmonary disease are reported, in six of
which there was bronchial carcinoma and in one a lung
abscess. The classical features of pulmonary hyper-
trophic osteo-arthropathy were present in all cases-
namely, bone pain, stiffness of the fingers, muscle weak-
ness, broadened finger ends, and redness and warmth of
the overlying skin, the bone tenderness improving after
removal of the underlying cause. In five of the seven
cases the presenting symptoms were referable to the
extremities, and in some the appearances strongly sug-
gested rheumatoid arthritis. In one case the bone
changes did not give rise to symptoms. The authors
consider that pulmonary hypertrophic osteo-arthro-
pathy is the outcome of a sustained increase in arterial
flow with capillary stasis, caused by some pathological
intrathoracic reflex. They state that there is no reported
case of pulmonary hypertrophic osteo-arthropathy due to
uncomplicated pulmonary tuberculosis, and therefore the
presence of clubbing in a case of doubtful aetiology
would favour a diagnosis of carcinoma rather than of
pulmonary tuberculosis. A careful search for pulmonary
hypertrophic osteo-arthropathy, including radiological
examination, should be made in any case of lung disease
where the diagnosis is in doubt. A. Gordon Beckett.

Contribution to Therapy with the New Antirheumatic
Drug "Osadrin" (formerly "K317"). (Ein Beitrag
zur Therapie mit dem neuen Antirheumatikum
"Osadrin" (bisher "K317").) HUSSEL, W. (1955).
Medizinische, 9, 329.

Certain Aspects of Disordered Muscular Metabolism in
Rheumatic Joint Diseases. (Alcuni aspetti del dis-
metabolismo muscolare nell'artrite reumatoide.)
SCOPINARO, D., RIVANO, R., and SOLARI, S. (1955).
Reumatismo, 7, 65. 12 refs.

Arthrosis and Somatotrophic Hormone. (Artrosi e
ormone somatotropo.) LUCHERINI, T., CECCHI, E.,
and SCHIAVETTI, L. (1954). R.C. Ist. sup. Sanita,
17, 1067. 34 figs, 46 refs.

Rehabilitation of the Chronic Arthritic Hand. NEWMAN,
M. K., GOLDSTEIN, A. S., WALL, P., and JEWETT,
H. B. (1955). J. Mich. med. Soc., 54, 313. 7 refs.

Rehabilitation in Arthritis. A Case Report. JACKSON,
W. M., SIGLER, J. W., ENSIGN, D. C., FLEMING, J. L.,
and LONG, C. (1955). J. Mich. med. Soc., 54, 330.

Arthritis and Injury. DURMAN, D. C. (1955). J. Mich.
med. Soc., 54, 301. 4 figs, 1 ref.

Disk Syndrome
Use of Traction in Backache. FRAZER, E. H. (1954).
Med. J. Aust., 2, 694. 3 figs, 18 refs.
There are many causes of low backache, the most

frequently encountered being physical and/or emotional
trauma. The end-result of most lesions is muscle
tension, and to counteract this spinal traction is valuable.
A vertical traction appliance is described in which use is
made of the patient's body weight, and the resistance due
to friction when a traction table is used is avoided. It
is claimed that almost every joint in the body may be
stretched by this method. The appliance consists of a
self-locking hoist fixed to a wall, the hoist being con-
nected by a wire over a ceiling pulley to a steel cross-bar.
A spring balance is incorporated in the traction wire.
The patient is suspended from the cross-bar by a special,
well-padded corset, which fits round the thorax. A
leather gaiter fixed to each leg or a pelvic band is attached
to a steel bar fastened to the floor. By this method
traction up to 400 lb. (181 kg.) is given for about 5
minutes, the traction being applied gradually and in-
creased at each session. The author claims good results
in 80 to 90 per cent. of cases which failed to respond to
other methods of treatment, and he quotes the results
obtained with traction at various centres in Europe, the
percentage of "good results" at six centres averaging
69-8. He advocates administration of sedatives, such
as bromide, as a routine and mephenesin 10 minutes
before traction is applied. All patients are examined
clinically and radiologically before treatment is started,
but care should be exercised in patients with peptic ulcer,
high blood pressure, hernia, cardiac disturbances, or
gross haemorrhoids. J. B. Millard.

New Approach to the Treatment of Cervical Osteo-
Arthritis with Radiculitis. FOWLKS, E. W. (1954).
Arch. phys. Med., 35, 765. 2 figs, 11 refs.
In this paper from the Veterans Administration

Hospital, Portland, Oregon, the pathological anatomy
of the cervical vertebrae, including the atlanto-axoid and
the occipito-atlantoid articulations, is first discussed.
It is then pointed out that the presenting symptom of
cervical osteo-arthritis is often referred pain leading
in some instances to misdiagnosis of the condition.
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became normal, and this part of the test is not therefore
considered a reliable criterion of adrenal insufficiency.
Determination of 1 -oxysteroid excretion gave much
more consistent results.
The Thorn test reveals many instances of adreno-

cortical insufficiency apart from that occurring in
Addison's disease. In a study of 24 cases of non-
Addisonian asthenia with pigmentation of the skin-a
picture suggestive of Addison's disease but differing in
its clinical course-prolongation of the test to 24 hours
showed its increased diagnostic value. Thus, in some
of these cases the result was pathological at 4 hours but
normal at 24 hours, indicating that the adrenal cortex
responded normally to more effective stimulation; in
other cases the result of the classic test was normal,
but the response at 24 hours pathological, indicating an
adrenal cortex incapable of responding to prolonged
stimulation. In various other endocrinological condi-
tions, such as myxoedema and pituitary affections,
pathological results of the test were recorded in many
cases, and similar indication of adrenal insufficiency was
found in two cases of chronic diarrhoea, while in six
cases of haemochromatosis the prolonged test was
negative in all at 24 hours, although in a few it had been
normal at 4 hours.

In conclusion, the authors urge that in order to avoid
false pathological results the 24-hour test is essential.
Discussing the different elements of the test, they con-
sider the amount of the daily 17-ketosteroid excretion to
be an unreliable guide, but the eosinophil count is
reliable as is the determination of 1 I-oxysteroid excre-
tion, and this last, they suggest, should become routine
practice. Kenneth Stone.

Aminotripeptidase Content of Synovial Fluid in Arthritic
Diseases. ZIFF, M., SIMSON, J., SCULL, E., SMITH, A.,
SHATTON, J., and MAINLAND, D. (1955). J. clin.
Invest., 34, 27. 3 figs, 10 refs.
The enzyme aminotripeptidase is widely distributed in

the tissues, being especially richly concentrated in the
leucocytes. In inflammatory reactions in a fluid-
containing body space, such as the synovium, it might
be expected that the amount of enzyme released by the
dissolution of inflammatory cells and those of the lining
membrane would be correlated with the degree of inflam-
mation. On the basis of this theory the authors have
measured the enzyme activity in articular fluid by the
rate of hydrolysis of glycylglycylglycine in a "veronal"
buffer at pH 7 8 and a temperature of 37' C., cell-free
and unhaemolysed synovial fluid being obtained by
centrifugation at 3,000 r.p.m. The activity was expressed
as the percentage hydrolysis of substrate per hour.
At New York University-Bellevue Medical Center,

examination of 112 specimens of fluid from the knee-
joints of 98 patients gave the following ranges. In
eleven cases of degenerative joint disease it ranged from
1 * 4 to 6 9 per cent.; in seventeen cases of acute rheumatic
fever from 3 6 to 12-2 per cent.; in 31 of rheumatoid
arthritis from 3 3 to 56 3 per cent.; in five of gonococcal
arthritis from 5 7 to 13 0 per cent.; and in sixteen of
gout from 3-3 to 46 2 per cent. Widely scattered and

From a wide experience of the treatment of cases of
cervical osteo-arthritis the author found that simple
traction often induced considerable muscle spasm and
was not, therefore, always successful. Electromyo-
graphic tracings showed that moist heat tended to reduce
this spasm, and a combination of moist heat (in a cabinet)
and traction was found to be a more effective therapeutic
measure. In about 20 per cent. of over 300 cases some
restriction of movement was still present after treatment,
and for this the author used manipulation, the technique
of which is described. B. E. W. Mace.

General Pathology
Thorn's Test Prolonged over 24 Hours. (Le test de
Thorn prolonged sur 24 heures.) DE GENNES, L.,
MATHIEU DE FosSEY, B., BRICAIRE, H., GUILLON, J.,
and DELTOUR, G. ( 1954). Ann. Endocr. (Paris),
15, 653. 7 figs, 8 refs.
In Thorn's original test for estimating the efficiency of

the adrenal cortex counts of the eosinophil granulocytes
made immediately before and 4 hours after the injection
of 25 mg. ACTH are compared, a fall of less than 50 per
cent. in the number being taken to indicate adrenal
insufficiency. It later became clear, however, that more
prolonged adrenal stimulation was needed for reliability,
and Thorn himself proposed extension to 48 hours,
during which a total of 95 mg. ACTH would be given.

In this paper from the H6pital Broussais, Paris, the
authors describe in detail their own modification, in
which the test is prolonged to 24 hours, 25 mg. ACTH
being injected every 6 hours- the first injection at 8 a.m.,
the last at 2 a.m.-making a total dose of 100 mg.
Eosinophil counts are made immediately before and at
4 hours and 24 hours after the first injection and 24-hour
specimens of urine are collected from the day preceding
to the day following the test for estimation of 17-keto-
and 1 -oxysteroids. The results of the test are:

(1) Normal (positive): if the mean fall in the 4-hour
and 24-hour eosinophil counts exceeds 50 per cent., and
the daily excretion of 1 7-ketosteroids is increased by more
than 3 mg. (normal 12 to 18 mg. for men, 7 to 10 mg. for
women) and that of 1 1-oxysteroids by more than 20 ,ug.
(normal 30 to 50 ,ug.).

(2) Doubtful: if the mean eosinophil count falls by 30
to 50 per cent., and 17-ketosteroid and 11-oxysteroid
excretion increase by less than 3 mg. and 20 sg.

(3) Pathological (negative): if the mean eosinophil
count falls by less than 30 per cent., and there is no in-
crease in 17-ketosteroid or 1 1-oxysteroid excretion. In
normal subjects the results are normal at both 4 and
24 hours, and prolonging the test merely shows that the
adrenal response persists under the influence of ACTH.
Examination of 52 cases of Addison's disease showed
that results were uniformly in accord with the clinical
diagnosis; a normal result must be considered as strong
evidence against the diagnosis. In all but two of the
cases a very low value for the daily 1 7-ketosteroid
excretion was obtained; after administration of ACTH
the figure in general remained low, but in two cases it
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ANNALS OF THE RHEUMATIC DISEASES
relatively high values were a feature of the findings in
rheumatoid arthritis and to a lesser extent in gout.
Statistical analysis showed a positive correlation between
enzyme level and duration of symptoms, and a highly
significant difference in the mean enzyme levels of the
six groups. [In a small group of miscellaneous diseases
only a maximum figure of 42 per cent. is given.]

In degenerative joint disease and in rheumatic fever
the level of aminotripeptidase in the serum was little
different from that in the synovial fluid, but in cases of
rheumatoid arthritis and gout the synovial levels ranged
far in excess of that in the serum. There was only slight
correlation between the leucocyte count and the enzyme
level. It is pointed out that determination of the synovial
enzyme level as a measure of the severity of the inflam-
mation and as a means of differentiation of various types
of joint disease shows good agreement with the results
obtained by a study of the characteristics of the synovial
fluid by other means, although admittedly some over-
lapping occurs. It is suggested therefore that, provided
the duration of the condition is taken into account,
determination of the enzyme level in the synovial fluid
should be of some value in differential diagnosis. The
lack of correlation with the leucocyte count suggests that
the source of the enzyme is more closely associated with
an extrusion or degradation of the synovial lining cells.

Harry Coke.

Erythrocyte Sedimentation in the First Quarter of an
Hour in Rheumatic Fever. A More Sensitive Test.
(La sedimentation globulaire du premier quart d'heure
au cours de la maladie de Bouillaud. Sa plus grande
sensibility.) JOSSERAND, A., and GERMAIN, D. (1954).
Lyon med., 192, 321. 6 refs.
The authors have determined the erythrocyte sedi-

mentation rate (E.S.R.) in ten cases of acute rheumatic
fever, using the Cordier-Chaix vertical-tube technique
but taking the reading after the first quarter of an hour
as well as at one hour. Results showed that while the
patients were febrile erythrocyte sedimentation was very
rapid during the first quarter of an hour of the test, but
when body temperature fell and during convalescence
observation of the E.S.R. for one hour was generally
necessary to show abnormality. The authors conclude
that during acute rheumatic fever the degree of erythro-
cyte sedimentation at the end of 15 minutes gives a better
indication of the acuteness of the inflammatory process
than does the reading of the E.S.R. at the end of an hour,
although the latter may be a better measure of the general
state of the patient. Kathleen M. Lawther.

Determination of Anomalous Viscosity in Pathological
Joint Fluids. SUNBLAD, L. (1954). Scand. J. c/in.
Lab. Invest., 6, 288. 2 figs, 13 refs.
The author, working at Sodersjukhuset, Stockholm,

describes a method for determining the degree of
anomalous viscosity in synovial fluid. [The original
paper must be studied for technical details.] While the
degree of correlation between anomalous and intrinsic
viscosity was fairly high at a chosen stress, the presence
of even a small fraction of highly polymerized hyaluronic

acid caused marked anomalies in flow, whereas the
intrinsic viscosity was less affected. The author there-
fore suggests that determination of anomalous viscosity
is of more value than determination of intrinsic viscosity
for detecting the presence of highly polymerized fractions
of hyaluronic acid in pathological fluids-e.g., fluids
which occur in rheumatoid arthritis after treatment with
hydrocortisone (Scand. J. clin. Lab. Invest., 1354, 6, 295).

Since no quantitative estimation of hyaluronic acid
is required the method could thus be used as a clinical
test for degradation of hyaluronic acid in pathological
fluids. The author also suggests that the determination
of anomalous viscosity may be of value in studying
hyaluronic-acid changes when other mucopolysac-
charides are present-for example, in connective-tissue
extracts. J. Warwick Buckler.

Histology of Lupus Erythematosus. ELLIS, F. A., and
BUNDICK, W. R. (1954). Arch. Derm. Syph. (Chicago),
70,311. 3figs,7refs.
From a review of the literature it does not appear to

be agreed that chronic discoid lupus erythematosus can
be differentiated from disseminated acute or subacute
lupus erythematosus on histological examination of
biopsy material from a skin lesion. In a series of 213
cases of lupus erythematosus (acute in 25, subacute in
25, and chronic in 163) the authors found an excellent
correlation between the histological appearances and
the clinical diagnosis. The histological features which
were of most value in the differential diagnosis were:
atrophy of the epidermis with severe oedema (seen in
the acute form of the disease) and epidermal thickening,
acanthosis, plugging, and infiltration (seen in the chronic
form). In the subacute form the histological appear-
ances were similar to those of the acute form except
that there was less oedema. The authors were unable,
however, to establish an absolute distinction between
the three phases.
(One of the contributors to the discussion of this paper

described a case of long-standing discoid lupus erythe-
matosus, in which death was due to an unrelated cause
and necropsy revealed lesions in the spleen which were
typical of systemic lupus erythematosus. Still another
contributor referred to the development in some cases of
both chronic discoid and acute lupus erythematosus of a
delicate line or zone of fibrinoid degeneration along the
epidermal basement membrane.) Bernard Lennox.

Effects of 17-Hydroxycorticosterone (Compound F) on
Human Eosinophils. HUDSON, B. (1954). Aust. J.
exp. Biol. med. Sci., 32, 601. 14 refs.
Blood was incubated with different concentrations of

compound F for 4 to 6 hours at 380 C. No significant
changes were detected in the number of eosinophils in
blood rendered incoagulable either by heparin or de-
fibrination. No morphologic changes were detected in
the eosinophils. The results of these experiments do not
support the hypothesis that eosinolysis is responsible for
the phenomenon of hormone induced eosinopenia.
[Author's summary.]
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emphasize the importance of slow administration, stating
that the slower the infusion, the greater the effect of
ACTH and the smaller the dose required.
The results were dramatic, ACTH producing rapid

absorption of the effusion and return of the temperature
to normal levels. No serious side-effects were observed.

T. M. Pollock.

Long-Term Control of Severe Bronchial Asthma with
Oral Cortisone. SAVIDGE, R. S., and BROCKBANK, W.
(1954). Lancet, 2, 889. 5 figs, 7 refs.
The results obtained with cortisone in the treatment

of thirteen cases of severe bronchial asthma of at least
two years' duration are described in this paper from
Manchester Royal Infirmary. The dose of cortisone,
which was given by mouth, did not exceed 100 mg. daily,
and the duration of treatment was 7 to 80 weeks. In six
cases there was great improvement; for example, one
patient, formerly bedfast, was able to lead a life of limited
activity, while another, who had repeatedly lost time from
work, experienced a relapse on one occasion only during
a year's treatment, when a blank solution was substituted
for the cortisone. Improvement, mostly subjective, was
noted in four other patients. Of the remaining three
patients, two died while receiving cortisone (see next
Abstract), and one, who failed to show any improvement,
died from bronchopneumonia 7 months after the course
of cortisone was completed. The commonest side-effect
was gain in weight. A moderate rise in blood pressure
was noted in three patients, while in three others there
were episodes of pneumonitis during treatment which
responded to administration of an antibiotic. Most
of the patients had a relapse within a short time of the
cessation of treatment. R. S. Bruce-Pearson.

Two Deaths during Cortisone Treatment of Bronchial
Asthma. SAVIDGE, R. S., and BROCKBANK, W. (1954).
Lancet, 2, 893. 2 figs, 10 refs.
In a previous paper [see preceding Abstract] the

authors reported two deaths from chronic asthma during
cortisone treatment; in the present paper they describe
these two cases in detail. The first patient, a man aged 45
with 20 years' history of bronchitis, developed asthma
which did not respond to the usual methods of treatment.
At first symptoms were relieved by cortisone, but later
there were repeated relapses, although he was receiving
a maintenance dose of 12- 5 to 75 mg. daily. He died in
status asthmaticus after 5 months' treatment while
receiving a dose of 75 mg. daily. The second patient,
a man aged 29, had had asthma almost continuously for
3 years. Improvement followed administration of
cortisone, although the patient was not entirely free from
spasm. He was later readmitted to hospital and died in
status asthmaticus, the maintenance dose at the time of
death being 75 mg. daily.
The authors consider that suppression of spontaneous

adrenal activity by cortisone therapy might have been
partly responsible for death in these two cases. They
cite eight similar cases from the literature, and conclude
that "cortisone treatment is dangerous to life in some
undefined types of asthma".

Contribution to the Study of the Relation between Erythro-
cyte Sedimentation and Focal Infection in Rheumatism.
(Contributo allo studio delle correlazioni fra sedi-
mentazione globulare e infezioni focali reumatiche.)
MAFFET, G. (1954). Ateneo parmense, 25, 349.
5 figs, 46 refs.

Characteristics of the Fibroplastic System. HI. Histo-
genesis of Rheumatic Lesions. (Caracterizaci6n del
sistema fibroblastico. III. Histogenesis de las lesiones
reumdticas.) COSTERO, I., BARROSO-MOGUEL, R., and
CHEVtZ, A. (1954). Arch. Inst. Cardiol. Med.,
24, 437. 8 figs, 12 refs.

Modifications of Capillary Permeability in Rheumatism
treated with Sodium Salicylate. (Modificazioni della
permeability capillare in reumatici trattati con sali-
cilato di sodio.) SCALABRINO, R., and PASQUARIELLO,
G. (1955). Minerva med. (Torino), 1, 446. 4 figs,
32 refs.

Serological Reactions in Acute Rheumatism. Estimation
of Antistreptolysin. (Reactions serologiques dans le
rhumatisme aigu. Dosage des antistreptolysines.)
STADTSBAEDER, S., and DE SOMER, P. (1955). Brux.-
med., 35, 434. 9 refs.

A Histochemical Study of the Lymphadenopathy of
Rheumatoid Arthritis. (etude histochimique des
adenopathies de la polyarthrite chronique evolutive.)
JUSTIN-BESANSON, L., RUBENS-DUVAL, A., VILLI-
AUMEY, J., and CAROIT, M. (1955). Rev. Rhum.,
22, 10. 3 figs, 7 refs.

Serum Protein Fractions and the pH of the Blood in
Rheumatism. (Ober Serumeiweissfraktionen und den
pH-Wert im Blut bei Rheumatikern.) KUKOWKA, A.
(1955). Z. Rheumaforsch., 14, 24. 22 refs.

New Serum Turbidity Test with Mercuric Chloride in
Rheumatoid Arthritis. (Su un nuovo test al sublimate
nell'artrite reumatoide.) BACCARINI, V., and Gos-
PODINOFF, A. (1955). Reumatismo, 7, 98. 35 refs.

ACTH, Cortisone, and Other Steroids
Treatment of Tuberculous Sero-Fibrinous Pleurisy with
ACTH. (Le traitement des pleuresies sero-fibrineuses
tuberculeuses par l'A.C.T.H.) SoRs, C., and TROCME,
Y. (1954). Rev. Tuberc. (Paris), 18, 167. 14 refs.
The authors report seven cases of tuberculous pleural

effusion treated with ACTH (corticotrophin) at the
H6pital Laennec, Paris. Detailed case histories are
given. In four cases the effusion was acute and of short
duration, in two it was subacute or chronic, and in one it
developed after the induction of pneumothorax.
ACTH was given slowly over 84 hours daily as an

intravenous infusion in 250 ml. glucose-saline for periods
up to 14 days, along with 1 g. streptomycin, and in some
cases 250 mg. isoniazid. The dose of ACTH in the
earlier cases was 20 mg. daily, but experience showed that
this could be reduced to 10 mg. daily. The authors
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ANNALS OF THE RHEUMATIC DISEASES
[Though this conclusion may be correct, no evidence

in support of it is provided by these two cases. Both
patients had severe asthma, and death appears to have
been the result of the disease.] R. S. Bruce-Pearson.

Landry-Guillain-Barrk Syndrome: Cardiovascular Com-
plications. Treatment with ACTH and Cortisone.
CLARKE, E., BAYLISS, R. T. S., and COOPER, R. (1954).
Brit. med. J., 2, 1504. 2 figs, bibl.
After briefly reviewing earlier papers containing

references to cardiovascular complications of the
Landry-Guillain-Barr6 syndrome the authors describe
3 cases of the syndrome seen at Hammersmith Hospital,
London, in each of which there was circulatory collapse
with hypotension. The first patient, a woman aged 63,
died 6 days after admission, but post-mortem examina-
tion showed no abnormality of the myocardium apart
from some hypertrophy due to pre-existing hypertension.
In the second case, in a man of 45, there were hyper-
kalaemia and hyponatraemia possibly due to acute
adrenal insufficiency; in this case both the nervous and
cardiovascular symptoms improved promptly when
cortisone and digoxin were administered. The third
patient, a man aged 30, was admitted complaining of
back pain, headache, and stiffness of the neck. Weak-
ness of the muscles developed rapidly and it became
necessary to aid respiration. In this case the cardio-
vascular collapse was accompanied by a pericardial
friction rub and a recrudescence of the muscle weakness.
The symptoms and treatment of these cases are dis-

cussed. In the authors' opinion the circulatory collapse
is due to myocardial involvement and not to loss of
peripheral vascular tone. They suggest that treatment
should include infusion of noradrenaline to combat the
hypotension, together with digoxin and cortisone in the
hope that these may improve the myocardial function
and perhaps favourably influence the pathological
process. L. G. Kiloh.

Action of Hydrocortisone on the Hyaluronic Acid of
Joint Fluids in Rheumatoid Arthritis. SUNDBLAD, L.,
EGELIus, N., and JONSSON, E. (1954). Scand. J. clin.
Lab. Invest., 6, 295. 2 figs, 21 refs.
At the Sodersjukhus, Stockholm, the synovial fluid

from the knee-joint.; of fourteen patients with active
rheumatoid arthritis was examined before and 2 to 3 days
after the intra-articular injection of 50 mg. of hydro-
cortisone acetate. The joints were not emptied com-
pletely, but the degree of effusion was calculated by a
dilution method.

It was found that the beneficial local effect of intra-
articular injection of hydrocortisone was always accom-
panied by biochemical changes in the joint fluid, and
that the converse applied in a few cases in which "buta-
zolidin" (phenylbutazone) or a synthetic hyaluronidase-
inhibitor was similarly administered. There was a rise
in hyaluronic acid concentration in the majority of cases,
but the most consistent change was an increase in the
degree of polymerization of hyaluronic acid, as mani-
fested by a rise in both the intrinsic viscosity and the

degree of anomaly of flow; in about half the cases the
intrinsic viscosity rose to normal. In a few cases in
which repeated aspiration was carried out, the maximum
response occurred after 2 to 4 days. The volume of the
effusion decreased from an average of 20 ml. to an
average of 4 ml.
A slight but significant decrease in hyaluronidase-

inhibitor activity of the fluids was observed after intra-
articular administration of hydrocortisone, and the
authors therefore suggest that the changes in the hyal-
uronic acid cannot be ascribed to inhibited depoly-
merization. In their view, the hormone probably acts
directly or indirectly on the synovial tissue, where the
hyaluronic acid is presumably synthesized.

J. Warwick Buckler.

Approach to the Prediction of Diabetes Mellitus by
Modification of the Glucose Tolerance Test with
Cortisone. FAJANS, S. S., and CONN, J. W. (1954).
Diabetes, 3, 296. 6 figs, 13 refs.
Present methods of assessing carbohydrate tolerance

may not be sufficiently sensitive to reveal the prediabetic
state which is not infrequently present in the apparently
healthy relatives of persons with diabetes. The authors,
working at the University of Michigan Medical School,
Ann Arbor, have therefore devised a modification of the
glucose tolerance test in which cortisone is used to
unmask any latent diabetic tendency. After a pre-
liminary investigation to determine the dose of cortisone
which was large enough to reveal any impairment of
carbohydrate tolerance already present without impairing
the tolerance of a healthy control subject, a trial was
carried out on:

(I) Fifty healthy subjects who had no recent family
history of diabetes,

(2) 152 apparently healthy relatives of diabetic
patients.

The two groups were comparable in respect of age and
sex distribution. Each subject was given a standard diet
containing 300 g. of carbohydrate for 3 days and a
standard glucose tolerance test was then carried out on
two successive days, 50 mg. cortisone being given by
mouth 81 and again 21 hours before the second test.
(Heavier patients were given 62-5 mg. cortisone at the
same time intervals.)
A diabetic curve was obtained in the initial standard

test in one member of Group 1 and in 29 (19 per cent.) of
Group 2.
Of the 37 members of Group 1 on whom the cortisone-

glucose tolerance test was performed, the result was
negative in 36, a diabetic curve being obtained from one
subject, who had a normal curve in the standard test.
Of the 123 members of Group 2 who had given a

normal curve in the standard test, the cortisone test was
performed on 75, of whom eighteen (24 per cent.) gave a
positive response in that the curve was clearly of the
diabetic type.

In three of those classed as diabetic on the evidence of
a borderline curve in the standard test the cortisone-
glucose tolerance test produced a diabetic curve.

Similarly in six obese patients whose standard curve
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glands were often nodular owing to cortical overgrowth.
The diminution in the amount of sudanophilic and
phenylhydrazine-reacting material present and the reduc-
tion in the size and number of the birefringent crystals
revealed an increased secretary activity. These changes
were patchily distributed in both the zona glomerulosa
and the zona fasciculata, indicating that the zonation of
the adrenal cortex is of anatomical rather than physio-
logical significance.
The effects of cortisone therapy were the reverse of

these. The adrenal glands weighed less than half the
normal; this was due to cortical atrophy, since
the medulla was unchanged. There was atrophy of the
zona fasciculata, but it was difficult to determine the
width of each zone because of the distortion of
the cortical architecture. The amount of sudanophilic,
phenylhydrazine-reacting, and digitonin-birefringent
material present was greatly increased, indicating
secretary inactivity.
These findings show that cortical damage can be

caused by therapeutic doses of cortisone; the authors
therefore suggest that corticotrophin should be given
instead of cortisone whenever possible, since these
changes may be irreversible. Richard de Alarc6n.

Clinical Studies on a New Long-Acting Preparation of
Adrenocorticotrophic Pituitary Hormone containing
Zinc. BONNER, C. D., and HOMBURGER, F. (1954).
Bull. New Engl. med. Cent., 16, 159. 5 figs, 14 refs.
When corticotrophin (ACTH) is administered in a

gelatin vehicle its action is prolonged. Recently it has
been reported that the action ofACTH is not only further
prolonged but is also enhanced if the hormone is pre-
cipitated with an insoluble zinc salt in aqueous suspension.
The present authors, at the Tufts College Medical School,
Boston, tried a carboxy-cellulose purified corticotrophin
(Type A) with zinc hydroxide, the potency of which was
12 4 U.S.P. units per ml., in fifteen patients suffering
from various chronic disorders and compared its effective-
ness with that of a gelatin suspension of ACTH.
The potency of the zinc preparation and the duration

of its effect were determined by the eosinophil response,
the eosinophil count estimated before and 4 hours after
intramuscular injection of forty units of various ACTH
preparations being plotted on a graph. For control
purposes results were recorded in all cases after adminis-
tration of 2 ml. crude liver extract. When gelatin
preparations of ACTH were used the eosinophil count
generally returned to the pre-injection level within
48 hours; when, however, the zinc preparation was given
the eosinophil count was depressed for 56 hours or longer.
In two patients-one with pemphigus foliaceus and one
with atopic dermatitis whose minimum requirements of
ACTH had been well established for many months, the
zinc preparation proved to be considerably more potent
than the gelatin suspension and its action more pro-
longed. In the authors' view this enhanced and pro-
longed action of the zinc preparation permits reduction
in the dosage of ACTH and in the number of injections
necessary; the preparation is also easier to handle than
a gelatin suspension. Nancy Gough.

was initially diabetic but had become normal after weight
reduction the cortisone-glucose tolerance test produced
again a classic diabetic curve.
The authors therefore conclude that in screening the

apparently healthy relatives of diabetic patients three
groups may emerge, the first (19 per cent.) giving an
obvious diabetic curve with the standard glucose toler-
ance test, the second (24 per cent.) showing impaired
carbohydrate tolerance only with the cortisone-glucose
tolerance test, and the third giving no evidence of im-
paired carbohydrate tolerance in either test.

[This is an excellent study, and readers are advised to
consult the original for details. The only point over
which disagreement might arise is the old problem of
what constitutes a normal glucose tolerance curve.]

J. N. Harris-Jones.

Biological Properties of the Adrenocorticotrophic Hor-
mone. (XapaKTepHcTzrKa HeioTopbIx 6nonorwlecKHx
CBOHCTB aIpeHOXOPTHIKOTPOnHoro rOpMOHa.) ESKIN,
1. A. (1955). Problemy Endokr. Gormonoter, 1, 52.
4 figs, 9 refs.
The effect of the adrenocorticotrophic hormone

(ACTH) secreted by the anterior lobe of the pituitary
gland on the function of the adrenal cortex has long
been known, but the elucidation of its influence on the
pituitary itself and on other parts of the endocrine
system is not yet complete. At the Institute of Experi-
mental Endocrinology, Moscow, the author has studied
the direct and indirect effects of ACTH on the sexual
development and growth of the female rat, and concludes
that although it delays the growth and development of
the ovaries and uterus, it does not do so by hindering
the production of gonadotrophic hormones by the
pituitary, as it also slows up general growth.

It was observed that when ACTH is administered
over a long period the reaction of the adrenal and
thyroid glands diminishes, presumably owing to develop-
ment of a resistance to the hormone. H. W. Swann.

Effects of Cortisone and Corticotrophin on the Human
Adrenal Cortex. STONER, H. B., and WHITELEY, H. J.
(1954). Lancet, 2, 992. 14 refs.
The authors describe the anatomical and histo-

chemical changes in the adrenal cortex offour adult patients
who were receiving corticotrophin and of three who were
receiving cortisone acetate at the time of death. The
combined weight of the adrenal glands was determined
after fixation in 10 per cent. formol-saline solution, and
the width of the different zones of the cortex was measured
in sections stained with haematoxylin and eosin. The
physiological state of the cortex was assessed from the
amount of sudanophilic and phenylhydrazine-reacting
material present and also from the number and size of
birefringent crystals seen after treatment of the glands
with digitonin.
The combined weight of the adrenal glands of the

patients who had received corticotrophin was above the
upper limit of normal, while the width of the zona fasci-
culata was about twice the normal, this accounting for
the total thickening of the cortex. The surfaces of the
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ANNALS OF THE RHEUMATIC DISEASES
Comparative Study of Aldosterone and Other Adrenal

Steroids in Adrenalectomized Dogs. SWINGLE, W. W.,
MAXWELL, R., BEN, M., BAKER, C., LEBRIE, S. J., and
EISLER, M. (1954). Endocrinology, 55, 813. 15 refs.
In a study of the comparative effects of aldosterone

and three other adrenocortical steroids, carried out at
the University of Princetown, New Jersey, four adrenal-
ectomized dogs were tested with each steroid. These
sixteen animals had been without adrenal glands for 1 to 4
years and had been maintained in good health on a
single daily intramuscular injection of 0-5 mg. deoxy-
cortone acetate in oil and a diet containing 1 * 47 g. sodium
and 0 94 g. potassium. Each steroid in a 10 per cent.
alcoholic solution was injected subcutaneously in two
divided doses daily, the initial dose being gradually
reduced to the minimum maintenance level and this
dose continued for at least 10 days except in two of the
animals treated with aldosterone. The minimum daily
maintenance doses were approximately 10 ,ug. aldo-
sterone, 125 to 250 [tg. deoxycortone (DOC)-as com-
pared with 300 to 500 jig. daily DOC in oil-and 5,000
,ug. cortisone or hydrocortisone. A dose of only 0 3 mg.
per kg. body weight per day of the 10 per cent. alcoholic
solution of cortisone or hydrocortisone was necessary
for maintenance, as compared with one of 1 86 mg. per
kg. per day in the case of the micro-crystalline suspension
of these steroids.
The onset of adrenal insufficiency was gradual when

the dose was reduced below the minimum maintenance
level. The first sign was a fall in arterial blood pressure,
accompanied in two of the animals by normal serum
levels of sodium and potassium, while a third showed a
marked rise in serum potassium level.
The following conclusions were drawn:
(1) Aldosterone is 12 to 25 times more potent than

deoxycortone.
(2) A larger dose of aldosterone is necessary to main-

tain the arterial blood pressure than to maintain a normal
serum electrolyte pattern.

(3) Aldosterone is less efficient in preventing the
accumulation of excess potassium in the serum than in
retaining sodium; of three animals in which the potassium
serum level exceeded 8- 6 mEq. per litre when the sodium
level was normal or only slightly reduced, two developed
severe cardiac symptoms and prostration.

(4) The maintenance requirement of aldosterone is
500 times less than that of cortisone or hydrocortisone,
but its carbohydrate-regulating activity is of course
much weaker, although more powerful than that of
deoxycortone. Robert de Mowbray.

Effect of Cortisone on Response to Endotoxin in Mature
Rabbits. THOMAS, L., and SMITH, R. T. (1954).
Proc. Soc. exp. Biol. (N. Y.), 86, 810. 11 refs.
The authors had previously observed in young rabbits

that cortisone interfered with a protective mechanism,
perhaps involving the reticuloendothelial system, against
the vascular necrotizing action of injected endotoxin.
In this further study carried out at the University of
Minnesota Medical School, Minneapolis, 24 mature
rabbits were given a daily injection of 10 mg. cortisone

per kg. body weight on three successive days; on the third
day meningococcal endotoxin was injected intravenously
and the effect compared with that of the same dose of
endotoxin administered to 24 untreated controls. Of
the latter eighteen died within 18 hours, but in none of
these was there evidence of renal cortical necrosis, nor
was there in any of the survivors which were killed at
24 hours. Although only three of the 24 cortisone-
treated animals died, it was found nevertheless that nine
of this group showed renal cortical necrosis when killed
and examined at 24 hours.

In a further study a group of six rabbits were given a
single intramuscular injection of 10 mg. cortisone 6 hours
before the injection of meningococcal endotoxin. They
all survived for 24 hours, and when killed were found to
be free from renal cortical necrosis. Of six controls
given the endotoxin, but no cortisone, three died within
24 hours, but none developed renal lesions. In another
similar experiment, it was found that cortisone prevented
the early lethal reaction caused by small amounts of
endotoxin following an injection of colloidal iron
saccharate, but that it did not prevent the development
of renal cortical necrosis. B. Nordin.

Life-Maintaining Action of9-Alpha-Chloro Hydrocortisone
Acetate in Adrenalectomized Rats. LEATHEM, J. H.,
and WOLF, R. C. (1954). Proc. Soc. exp. Biol. (N. Y.),
86, 724. 4 refs.
In a study carried out at Rutgers University, New

Brunswick, on adrenalectomized immature male rats
all the animals survived for at least 20 days when given
15 ,tg. daily chlorohydrocortisone acetate (CHCA),
whereas ten times that amount of cortisone acetate was
required to give the same protection. In similar animals
100 per cent. survival was also obtained with deoxycor-
tone acetate in doses of 15 to 20 ,tg. A study of the gain
in body weight showed that rats treated with cortisone
acetate gained an average of only 13 g. in 20 days,
whereas those maintained on CHCA gained an average
of 56 g. To test the duration of action of the steroids,
two groups of rats were given either a single injection
of cortisone acetate (2-5 mg.) or CHCA (0 25 mg.)
immediately after adrenalectomy; a third group of un-
treated animals acted as a control. The control animals
survived for 7 days, the cortisone-treated rats 10-5 days,
and the CHCA-treated animals 18-5 days. A group
given CHCA together with a protein-free diet survived
only 12-2 days. A single injection of deoxycortone
acetate had no effect on survival. B. Nordin.

Arthritis following Use of Desoxycorticosterone Acetate
and Cortisone. Occurrence in Patient with Adrenal
Cortical Hypofunction. HURSH, L. M. (1955). J.
Amer. med. Ass., 157, 1005. 1 fig., 7 refs.

Levels of 17-Hydroxycorticosteroids in Body Fluids.
SANDBERG, A. A., EIK-NES, K., NELSON, D. H., and
TYLER, F. H. (1954). J. Lab. clin. Med., 43, 874.
9 refs.
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