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ABSTRACTS

This section of the ANNALS is published in collaboration with the two abstracting Journals,
ABSTRACTS OF WORLD MEDICINE, and OPHTHALMIC LITERATURE, published by the British Medical
Association.

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

The section "ACTH, Cortisone, and other
dealing with research into the scope and modus

Acute Rheumatism
Prevention of Rheumatic Fever Recurrences. BYWATERS,

E. G. L., and THOMAS, G. T. (1958). Brit. med. J.,
2, 350. 14 refs.
During the years 1949 and 1950 at the Canadian Red

Cross Memorial Hospital, Taplow, Bucks, 96 patients
were diagnosed as having rheumatic fever, the criteria
for diagnosis formulated by Duckett Jones (1944) as
modified by the American Heart Association, being
fulfilled in all cases. Four died in hospital and the
remainder, who received no prophylactic chemotherapy,
were followed up (with the exception of one who died and
six who defaulted) for 5 years. During 1951 and 1952,
88 cases of rheumatic fever were diagnosed according to
the same criteria, but (apart from two who died) during
their stay in hospital and subsequently these patients
received 1 g. daily of "sulphatriad" (a mixture of equal
parts of sulphathiazole, sulphadiazine, and sulpha-
merazine); of the 86 survivors, 79 were followed up for
4 years and 71 for 5 years. Of the earlier group, eighteen
suffered 24 episodes of fresh rheumatic activity during
the follow-up period (14 one attack, two two attacks, and
one three attacks of rheumatic fever, and one three
attacks of chorea); in nine of these "recurrent" cases the
patient was subsequently given prophylactic treatment
and had no further attacks. Of the 1951-52 group, five
had a further attack of rheumatic fever. Thus the mean
incidence of recurrences per patient per year was 5 - 6 per
cent. in the "unprotected" and I*2 per cent. in the
"protected" group. Toxic reactions to the drug were
few. Two patients complained of lassitude and were
found to have a low leucocyte count, but recovered when
penicillin was substituted for sulphonamides, while one
developed urticaria after 10 weeks' treatment.

Since 1952 all patients with rheumatic fever or chorea
have been given prophylactic treatment with sulphatriad
or benzylpenicillin (200,000 units twice daily) in hospital
and after discharge. Although information as to any
difference in the recurrence rate between the patients
receiving the two drugs is not yet available, the authors'
original favourable impression has been confirmed and

Not all sections may be represented in any one issue.
Steroids" includes abstracts and titles of articles
operandi of steroid therapy.

toxic reactions have continued to be few and harmless,
usually occurring within a few weeks of starting treat-
ment and while the patient is still in hospital. The
relative merits of the two forms of prophylaxis and the
dosage and duration of administration are discussed
briefly. C. Bruce Perry.

Prevention of Rheumatic Fever by Treatment of Strepto-
coccal Infections. II. Factors Responsible for Failures.
CATANZARO, F. J., RAMMELKAMP, C. H., and CHAMO-
VITZ, R. (1958). New Engl. J. Med., 259, 51. 12 refs.
The relationship between clinical, bacteriological, and

immunological factors and the development of rheumatic
fever was studied over a 5-year period at the Francis E.
Warren Air Force Base, Wyoming, in 5,198 patients with
infection due to Group-A streptococci. All the patients
were treated with sulphadiazine or an antibiotic.
Rheumatic fever developed in 76 of the patients, but

27 were excluded from the investigation either because
the latent interval was too long for the disease to be
attributable to the same streptococcal infection, or
because signs and symptoms ofrheumatic fever developed
during the first 72 hours of the streptococcal infection,
making assessment of the efficacy of specific treatment
uncertain. In the remaining 49 patients with latent
periods of 4 to 45 days, the rheumatic fever was con-
sidered to be related to the preceding streptococcal
infection.

It was found that a previous attack of rheumatic fever
or recent contact with streptococcal infection slightly
increased susceptibility to rheumatic fever. Further,
the continued presence of the infecting organism during
the convalescent phase after treatment was a highly
significant factor in the subsequent development of
rheumatic fever, the organism being present in 62 of
the 76 patients with rheumatic fever but in only 20 per
cent. of the remainder of the population studied.
The authors conclude that the most important factor

in causation of rheumatic fever following streptococcal
infection is failure to eradicate the organism by treatment.
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ANNALS OF THE RHEUMATIC DISEASES
They also emphasize the need for effective antibiotic
therapy (penicillin parenterally rather than by mouth)
and for continuous prophylaxis in patients who have
had rheumatic fever previously. They add that sul-
phonamides should never be given in treatment since
they do not eliminate the Streptococcus.

Geraldl Sandler.

Differential Diagnosis of Rheumatic Fever. HALLIDIE-
SMITH, K. A., and BYWATERS, E. G. L. (1958). Arch.
Dis. Childh., 33, 350. 23 refs.
The differential diagnosis of rheumatic fever is dis-

cussed on the basis of 9 years' experience (1947 to
1956) at the Centre for Juvenile Rheumatism, Canadian
Red Cross Memorial Hospital, Taplow, Bucks. Of
2,214 patients admitted to the unit over this period, 959
were discharged with a diagnosis of rheumatic fever, the
criteria for diagnosis being those of Duckett Jones
(J. Amer. med. Ass., 1944, 126, 481), with modifications.
A group composed of one-sixth of these 959 patients was
selected, and it was found that in twelve of the 160
patients rheumatic fever was not diagnosed initially, the
erroneous diagnoses including pneumonia, meningitis,
rubella, dysentery, subacute bacterial endocarditis,
appendicitis, suppurative arthritis of the hip, Still's
disease, and fallen arches. A group of 196 patients was
admitted to the hospital with a diagnosis of rheumatic
fever, but this was not substantiated. The final diag-
noses in this group were:

Functional disorders (eight, including three with
physiological tachycardia);
Traumatic and postural disorders (eleven);
Infections (91, including 55 with respiratory-tract

infections, 16 with specific fevers, and ten with bone
or joint infection);

Connective-tissue disorders (42, including 24 with
Still's disease or rheumatoid arthritis and eight with
Schonlein-Henoch purpura);
Rheumatic and congenital heart disease (nine, of

whom seven had established rheumatic heart
disease, although there was no evidence of active
rheumatism);
Blood dyscrasia (two);
Others, including arthritis of unexplained origin,

arthralgia, and limb pain (33).

The clinical features pointing to a diagnosis of rheu-
matic fever are described, and the common erroneous
interpretations of the history and of the presence of fever,
tachycardia, and systolic murmurs are discussed. The
authors emphasize the importance of recognizing even
mild cases of rheumatic fever now that the efficacy of
sulphonamide or penicillin in the prevention of the
disease has been established. They consider that fuller
investigation at an early stage, particularly estimation of
the erythrocyte sedimentation rate and a search for
streptococcal infection, would be helpful in the less
obvious cases.

C. E. Quinn.

Blood Culture Studies in Rheumatic Fever Patients.
SCHEFF, G. J., MARIENFELD, C. J., and HACKETT, E.
(1958). J. infect. Dis., 103, 45. 20 refs.
The authors have returned to the attack on the

problem of isloating and identifying a possible causative
agent in rheumatic fever, and in this communication
from the University of Illinois, Chicago, they present the
results of the culture of 509 blood samples taken from
285 children aged 5 to 15 years, of whom 185 were in
various stages of rheumatic fever and the remaining
100 served as controls. A full description is given of the
precautions taken in obtaining the blood by venepuncture
and of the culture medium, a brain-heart infusion con-
taining 0 1 per cent. agar, using 5 ml. blood to 45 ml.
freshly prepared medium. The flasks were cultured for
periods of up to 35 days since growth at first is very slow,
opened on the appearance of turbidity or discoloration,
and an inoculum usually passaged to a further broth
culture before spreading on solid 5 per cent. blood agar.
About five colonies were selected for further identifica-
tion, which was based on morphological, biochemical.
and physical characteristics as well as serological investi-
gation using anti-A and anti-D antisera in a micro-
precipitin test.

Organisms, which were found to be almost exclusively
enterococci, were first isolated after 15 days in 43 out of
fifty cases, and all except one were isolated within 30
days' incubation. Pure cultures were grown in each
instance and all had the same cultural characteristics.
Of 79 cultures from 36 patients in the acute stages of
rheumatic fever but not receiving antibiotics or sulphon-
amides 41 (52 per cent.) were positive (equivalent to
66 per cent. of the patients), while of those from eighty
patients who were receiving antibiotics or sulphonamides
only nine (11 per cent.) were positive (24 per cent. of the
patients). Somewhat similar figures were found in
convalescent patients and those with inactive disease,
with a slightly higher proportion of isolations in those
patients who were not receiving antibacterial treatment.
Of the cultures from the 100 control cases 14 per cent. of
those from febrile subjects and only 4 per cent. of those
from non-febrile subjects (mostly one culture per patient)
were positive.

Morphologically the isolated organisms appeared
predominantly as Gram-positive diplococci showing
some variation in size. In tests for haemolysis on horse-
blood agar plates more colonies manifested /-haemolysis
than y-haemolysis, whereas on the human-blood plates
this ratio was reversed; distinct a-haemolysis was not
observed. The biochemical characteristics of the
organisms resembled for the most part those of entero-
cocci. Serological tests showed that 34 out of 38 reacted
with Group D serum; seven were grouped as A. It
would be reasonable to suggest that these enterococci
enter the blood stream from the gastro-intestinal tract,
but work in progress, using the tetrazolium reduction
test for closer identification, has shown that the organisms
isolated in this study differed markedly from bacteria of
known faecal origin. The authors conclude: "Although
no claim is made regarding relationship to rheumatic
fever, it is felt that the enterococci invading the blood
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Changes in the Laboratory Findings during the Course of
Rheumatic Carditis treated with Hormones. (Variations
biologiques au cours des cardiopathies rhumatismales
sous hormonotherapie.) SARROUY, C., SENDRA, L.,
CABANNES, R., GILLOT, F., RAFFI, A., and RAOUX,
J. P. (1958). Arch. fran9. Pidiat., 15, 736. 36 refs.
At the Children's Medical Clinic of the Faculty of

Medicine, Algiers, a number of biochemical estimations
were serially performed on 32 patients with rheumatic
carditis, ofwhom 24 had active disease, three had chronic
valvular disease with smouldering activity, and five had
had rheumatic carditis in the past. In order to establish
normal baseline values the same investigations were also
performed on twenty healthy subjects, while ten further
patients suffering from a variety of diseases were also
investigated in order to test the specificity of the pro-
cedures employed; these were determination of the ery-
throcyte sedimentation rate (E.S.R. (Wintrobe)), and of
the serum fibrinogen, hexosamine, polysaccharide, and
mucopolysaccharide levels, a test for the presence of
C-reactive protein, and estimation of the antistrepto-
lysin-O (A.S.O.) titre; the serum proteins and serum
sugars were investigated by electrophoresis. The over-
all object of the study was to discover whether it was
possible to establish a battery of tests which would be
specific for the diagnosis of doubtful cases, and which
could be used to assess the gravity of the illness at
onset, to follow the course of the disease and guide
management during treatment, and finally to help in
determining the prognosis. The patients with rheu-
matic carditis were all treated with prednisolone, starting
with 30 mg. daily later reduced to 10 mg. daily, and
terminating with three injections of 75 mg. ACTH on
consecutive days. The minimum duration of hormone
treatment was 45 days.
Though the combined test results were suggestive of

the diagnosis of rheumatic fever before treatment was
begun, none was found to be specific, the results being
virtually the same as those found in a variety of unrelated
disorders, for example, leukaemia. In patients with
acute rheumatic fever, a normal E.S.R. was found in
one case and a normal serum fibrinogen level in another;
the total serum polysaccharide, mucopolysaccharide, and
C-reactive protein levels were elevated in all cases, and
the serum hexosamine level in all but four, while the
A.S.O. titre was below the normal value of 200 in three
cases. The electrophoretic pattern of the serum proteins
was always abnormal, the albumin fraction being de-
creased and the a2-globulin and y-globulin fractions
increased. The serum sugar pattern was often normal.
The degrees of departure from normal of the various
tests usually correlated with each other and with the
clinical severity of the case, but not with the ultimate
prognosis.
During hormone treatment the E.S.R. fell rapidly in

favourable cases and remained normal, provided the
dose was sufficient, but in a few in which the clinical
outcome was unfavourable the E.S.R. remained high.
The variations in the serum fibrinogen level were incon-
sistent and unreliable. The serum total polysaccharide,
hexosamine, and C-reactive protein levels tended to

stream are not incidental but may play a contributory
role in the disease picture."

E. G. L. Bywaters.

'Rheumatic" Pneumonia with Pulmonary Hyaline Mem-
brane. (tber die sog. rheumatische Pneumonie mit
pulmonalen hyalinen Membranen.) LAPP, H., and
MALECH, G. (1958). Frankfurt. Z. Path., 69, 194.
3 figs., 25 refs.
With reference to three cases examined post mortem at

the Pathological Institute of the Justus Liebig University,
Giessen, the author discusses the morbid anatomy of the
pneumonic condition occasionally associated with rheu-
matic carditis. Macroscopically, the lungs show ill-
defined areas of consolidation, not confined to any one
lobe; the consistency of these areas is less firm than in
the hepatization of lobar pneumonia and their colour
depends on the amount of cardiac back-pressure which
has been present. Histologically, there is a non-suppura-
tive, partly haemorrhagic pneumonia, with hyaline
membranes lining the alveoli and terminal bronchioles.
The thickness of the membranes varies from a few
microns upwards; they are sharply demarcated from the
alveolar wall, and occasionally a connection between the
membranes in adjacent alveoli through the alveolar pores
may be seen. Irregular coarse layering of the hyaline
material can sometimes be seen, and it may be acellular
or contain round cells of varying size. Some alveoli
contain spherical hyaline masses (Masson bodies)
enclosing alveolar epithelial cells and showing signs of
organization by ingrowing fibroblasts. The hyaline
material can be distinguished from oedema fluid and
from fibrin by its staining reactions; it gives a positive
periodic-acid-Schiff reaction. No neutral fat is demon-
strable. There is also proliferation of the pericapillary
endothelium to form large cells, usually mononuclear but
occasionally multinuclear, with a basophil cytoplasm.
These cells may be found in the alveolar lumen and in
the Masson bodies.
The author considers that there is a fundamental

difference between the pulmonary hyaline membranes
found in uraemia, plague, and poisoning with phosgene
and other substances in man and in experimental oxygen
and carbon dioxide poisoning in animals, in which the
hyaline material is derived from necrotic alveolar cells,
and those found in interstitial plasma-cell pneumonia
of the newborn, poliomyelitis, pneumonia of premature
infants, and rheumatic pneumonia, in which it lies on a
healthy alveolar wall. The author suggests that although
the latter group contains conditions of widely differing
aetiology the hyaline material in all of them is derived
from the blood. In the rheumatic process there is a
disturbance of the ground substance of connective tissue
which is reflected in an increase in the serum gluco-
protein and globulin content. This dysproteinaemia may
account for the unusual appearance of the inflammatory
exudate in rheumatic pneumonia, and a similar mechan-
ism may operate in the other conditions mentioned.

F. Hillman.
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74ANNALS OF THE RHEUMATIC DISEASES
follow the E.S.R., but theAS.O. titre was not influenced Pathology of Rheumatic Fever treated with Cortico-
by treatment. The changes in the serum protein frac- steroids. (Patologia de la fiebre reumdtica tratada con

tions tend to revert towards normal. It is pointed out corticosteroides.) BARROSO-MOGUEL, R. (1958).

that after the conclusion of treatment the rebound Gac. mid.Me x., 88, 407. 10 figs, 37 refs.

phenomenon may occur, during which the various In this paper from the National Institute of Cardiology

changes described above tend to follow the pattern set Mexico, the author reviews the pathological findings in

by the E.S.R. It is finally concluded that none of these thirty fatal cases of clinically typical rheumatic fever

tests except the E.S.R. is essential for following the which had been treated mainly by corticosteroid therapy.

progress of a case of acute rheumatic fever. The macroscopic findings, which did not appear to have

[The number of estimations, the interval between been influenced by the treatment, included valvular

them, and the actual values obtained are not given in the vegetations in 24 cases, fibrinous pericarditis in thirteen,

paper.] pneumonitis in eleven (severe in seven), and encephalitis

John Lorber. in one.
The histological appearances on the other hand were

Serum Oxaloacetic Transaminase Activity in Acute considerably influenced by the treatment, and the follow-

Rheum aticFever. Values inCases withandwithout ing features seemed to be associated with high doses and

Rheumat icFe ver. Va lues inWCases.withand withoutMlong courses of corticosteroids. The valvular vegeta-

Salicylate Therapy. MASSIE, R. W., and STAHLMAN, M. tions showed markedly cell-free accumulations of un-

(1958). A.M.A. J. Dis. Child., 95, 469. 7 figs, 8 refs. organized Schiff-poeitfre a latins tissue
In a study at Vanderbilt University, Nashville, Ten- organized Schiff-posltivematerial with minimal tissue

nessee, the authors determined the glutamic oxalacetic reaction inthe underlying valve despite clinical evidence

transaminase (G.O.T.) activity in
the serum of eighteen of prolonged valvular involvement. Fibrinoid necrosis

cases ofrheumatic fever and endeavoured to correlate it was especially severe and widespread, with little tendency

w o ie acu e-p ase act vit an dwo*r*l h to organize and reabsorb , and it fre tly involve also

with other indices of acute-phase activity and with both the cardiac and visceral blood vessels. Aschoff

medication. These eighteen cases, sixteen of them in bodies were seen in thirteen cases, but appeared to be
children between 6 and 14 years of age, were followed up typical only in the three cases which had received the
for 3 to 15 months. G.O.T. activity was determined least treatment, the lesions in the remainder showing
according to the method of Karmen, Wroblewski, andle ast ic trans ion. Largeells shoing
LaDe(Jcli.1s}e~t, 155? 4 12) vluesabov 40 a fibroblastic transformation. Large cells with intensely
La Due (J. c/in. Invest., 1955, 34, 126), values above 40 blue-staining cytoplasm were sometimes seen along with
units being taken as abnormal. A series of seven indivi- the Aschoff bodies; in some

the cytoplasmic

erythrocyte sedimentation rate serum GOt.t C- staining obscured the cell nucleus sufficiently to produce

ere ctih roy sedin, ent atistrepo yin' ir a ee.l. an appearance resembling the haematoxylin bodies of

reactive protein, antistreptolysin-0 titre, salicylate leveldseiae uu rteaou.Telnssoesalic y lteiain and "clinical activit y" ( a ssedisseminated lupus erythematosus. The lungs showed
ylate medication, assessed unusually severe fibrinoid infiltration around the alveolar

independently of the above indices). Although there
blood vessels. The intra-alveolar exudate

was a tendency for the serum GOT. level to be raised organized and eventually formed numerous Masson

in the acute phase of rheumatic fever (thirteen out of bodies, while the proliferation of the alveolar lining cells

eighteen cases), as also occurs in other instances of and parenchymal fibrosis produced in some cases a
tissue damage, the changes in level were inconstant n paecy lfirssroudinom cssa
R hs u ati ea dti w n ino w ays acco m panied tby .

o t e

Rheumatic is was inothe level,always ac panied val swHamman-Rich syndrome. Lymphocytic infiltration of

rise in
the G.Op T. level, although raised values were the myocardium occurred in 28 cases, but its severity was

seen only in patients with rheumatic carditis. There not related to the dose of corticosteroids; nevertheless,
was a slight paralelism between other acute-pheasewadicesasight ,parallelismbeandein othersacutephase the infiltration could be very extensive even when large

indices some patients, and in others there was a doses had been given. The pericardium showed un-

striking rise in the level coincident with the adminis- usually severe fibroblastic reaction and there was un-
tration of salicylate.

Control studies were devised to elucidate this last usually severe fibrinoid necrosis in the underlying
phenomenon, but no effect was found in studies in vitro In her conclusions the author suggests that cortico-
using salicylate levels up to 40 mg. per 100 ml., nor steroids may (1) increase fibrinoid necrosis in rheumatic
were any changes found after large doses of salicylate fever, and (2) transform Aschoff cells into active fibro-
in a normal subject or a patient with severe congestive blants. Alan StiveDixo-
failure and hepatomegaly. There was no change in blasts Allan St. J. Dixon.
patients with a raised serum G.O.T. level due to liver
disease given salicylate treatment for 7 days, nor in a Relation between C-reactive Protein and Erythrocyte

patient recovering from acute salicylate intoxication. Sedimentation Rate in Rheumatic Fever. ROZANSKY,
Various hypotheses were examined to account for these R., and DAVIS, E. (1958). Amer. J. clin. Path., 29, 331.

rises in serum G.O.T. level during salicylate therapy, but 1 fig., 11 refs.
none of them seemed to the authors entirely satisfactory. The authors report from the Rothschild-Hadassah
A single determination of G.O.T. activity was of little University Hospital, Jerusalem, a study of the C-reactive

value in diagnosis or in following the course of the protein (C.R.P.) content of the serum and the erythrocyte

disease. sedimentation rate (E.S.R., Westergren) in 448 patients

F. G. L. Bywaters. (adults and children) with rheumatic fever or rheumatic
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Rheumatic Fever. A Follow-up Report of the St. Louis
Secondary Prevention Program. SMITH, J. E., and
WAIrr, P. (1958). Missouri Med., 55, 1095.

Study of the Manifestations of Rheumatic Fever following
Cessation of Therapy. FISCHEL, E. E., FRANK, C. W.,
and BELLOWS, M. T. (1958). Circulation, 18, 367.
6 refs.

Clinical Picture of Rheumatic Fever. II. Therapeutic
Considerations. (Il quadro clinico della febbre reu-
matica. II. Considerazioni terapeutiche.) MASSELL,
B. F., FYLER, D. C., Roy, S. B., and PELARGONIO, S.
(1958). Progr. med. (Napoli), 14, 321. 1 fig., 1 ref.

Streptolysin Reactions in Children suffering from Rheu-
matic Fever. (Odczyny streptolizynowe u dzieci z
choroba reumatyczn4.) CHMIELOWA, M. (1958).
Pediat. pol., 22, 797. 6 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Triamcinolone in Treatment of Rheumatoid Arthritis.
HARTUNG, E. F. (1958). J. Amer. med. Ass., 167, 973.
9 refs.
Triamcinolone, a new cortisone analogue, was tried

in the treatment of 67 patients with rheumatoid arthritis,
23 of whom were given the drug for over 6 months.
The suppressive effect on the arthritis of an average
dose of 10 mg. a day was satisfactory but was slower
than that of prednisone or prednisolone. In the author's
view some side-effects of treatment, such as hypertension,
symptoms of peptic ulceration, euphoria, and oedema,
were less severe with triamcinolone than with other
steroids, but weight loss, night cramps, and masculinizing
effects were more marked. Oswald Savage.

Triamcinolone. HART, F. D., GOLDING, J. R., and BUR-
LEY, D. (1958). Lancet, 2, 495. 2 figs, 9 refs.
Triamcinolone (16-a-hydroxy:A ':9-a-fluorohydrocor-

tisone) is claimed to have less sodium retaining action,
to cause fewer side-effects (particularly peptic ulceration),
and to have an equally potent antirheumatic effect as
compared with prednisone and prednisolone, when given
in four-fifths of their dose. The authors therefore
carried out a short-term trial at the Westminster Hos-
pital, London, to assess the last two of these claims, 24
patients with rheumatoid arthritis and one with psoriatic
arthropathy being given 5-mg. tablets of prednisolone
until improvement was maintained at a constant level,
and treatment then changed to the same number of
4-mg. tablets of triamcinolone, that is, the dosage was
reduced to four-fifths; after a period ranging from 5 to 70
days the patient was again given prednisolone. A positive
result was recorded only when improvement occurred
on changing to triamcinolone and deterioration on
changing from it.

heart disease, 700 specimens of blood being examined.
There was a well-marked correlation between the results
of the two estimations. The discrepancies, however,
were informative. C.R.P. was present in 15 per cent. of
the specimens showing a normal E.S.R. In specimens of
blood from nine patients with active rheumatic fever and
congestive heart failure the reaction to the C.R.P. test
was strongly positive and the E.S.R. was normal. The
response to the C.R.P. test was negative in 40 per cent. of
specimens showing an E.S.R. between 21 and 50 mm.
per hour, probably because C.R.P. usually disappears
from the serum before the E.S.R. reaches normal levels.

In five out of 22 pregnant women suspected of having
rheumatic activity the result of the C.R.P. test was
negative although the E.S.R. was above 50 mm. in one
hour. The authors consider that in such cases Theu-
matic activity could probably be excluded, since a
number of workers have found that during normal
pregnancy the E.S.R. is usually raised but the response
to the C.R.P. test is positive in from 17 to 32 per cent.
of cases. E. G. L. Bywaters.

Serum Mucoprotein Content as a Diagnostic Index and
Measure of Activity in Rheumatic Fever in Children.
(Le mucoproteine quale indice diagnostic e di attiviti
della malattia reumatica in pediatria.) QUARTI, M.,
TARANTINO, M., and VASSENA, E. (1958). Osped.
maggiore, 46, 95. 23 refs.
This paper from the University of Milan reports the

results of the estimation of serum mucoprotein levels in
98 patients with rheumatic fever. The technique of
estimation is given in detail. Of these 59 male and 39
female patients, ranging in age from 4 to 13 years, 74
were in-patients at the Ospedale Maggiore of Milan, and
in these the estimations were performed before treatment
with prednisone or phenylbutazone and repeated after
recovery. The other 24 children were apparently well
but had a history of previous rheumatic fever.

In many cases the serum mucoprotein level was raised
during the acute phase of the disease, but tended to
become normal later. Very high levels were often
associated with a markedly raised erythrocyte sedi-
mentation rate. It is concluded that an increase in the
serum mucoprotein level is of diagnostic value, but is
not an absolute expression of the activity of rheumatic
fever. David Friedberg.

Experiences with the Treatment of Acute Rheumatic
Fever with Prednisone. (Nage zkugenosti s 166bou
akutniho revmatismu prednisonem.) VONDRAKOVA', I.,
VINTERA, J., and KRCILKOVA', M. (1958). (si. Pediat.,
13, 704. 6 refs.

Clinical and Statistical Study of the Incidence of Rheu-
matic Fever and Cardiopathy in Children attending
Primary Schools in Bari. (Indagine clinico-statistica
sulla frequenza delle cardiopatie e della malattia
reumatica tra gli alunni di scuole primarie di Bari.)
COLONNA, L., RICCIARDI, G., CANDELA, V., and
GIORDANO, S. (1958). Reumatismo 10, 178. 1 fig.,
15 refs.
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ANNALS OF THE RHEUMATIC DISEASES
None of the patients showed any significant change

in erythrocyte sedimentation rate or finger tenderness,
while five reported significant subjective improvement
while taking triamcinolone. Of the seven patients with
gastro-duodenal symptoms, three were improved, one was

unchanged, and three were worse after changing to
triamcinolone; in two patients large abdominal striae
appeared while taking triamcinolone. Improvement of
the skin condition occurred in the one psoriatic patient.
In three patients with systemic lupus erythematosus and
two with ulcerative colitis triamcinolone produced little
change as compared with prednisolone.
The authors conclude from this admittedly short trial

that triamcinolone is an effective steroid, but has few
advantages over prednisolone, apart from its lack of salt
and water retaining action. Mild side-effects may be
commoner, but the incidence of serious side-effects can

only be determined by more extensive trials (although
some were seen in this series). A slight preference is
expressed for triamcinolone. B. E. W. Mace.

16a-Methyl Corticosteroids. A New Series of Anti-
inflammatory Compounds; Clinical Appraisal of Their
Antirheumatic Potencies. BOLAND, E. W. (1958).
Calif. Med., 88, 417. 1 fig., 14 refs.
Over the past few years many attempts have been

made to produce synthetic steroid compounds which
retain their anti-inflammatory action but are free from
the properties inducing deleterious physiological effects.
Recently, a family of four hydrocortisone analogues
with a methyl group at the 16a carbon position of the
steroid nucleus have been synthesized, and on biological
testing were found to possess markedly enhanced anti-
inflammatory action unassociated with disturbance of
electrolyte metabolism.
These four compounds, 1 6a-methyl-9a-fluoropredni-

solone (MK-125), 16a-methyl-9a-fluorohydrocortisone
(MK-126), 16a-methylprednisolone (MK-110), 16a-
methylhydrocortisone (MK-117), were tried in the
treatment of patients suffering from rheumatoid arthritis,
and preliminary observations are reported in this paper
from St. Vincent's Hospital, Los Angeles. The selection
of patients was limited to those whose maintenance dose
of prednisolone was well-established and stable but who
had sufficient residual evidence of active joint inflamma-
tion to permit measurement of any changes. Treatment
was given with first one drug and then another, and the
dosage of each drug required to maintain equivalent
clinical improvement, as judged subjectively and objec-
tively, was determined. At least two cross comparisons
were made in every case. The approximate differences
between the compounds were: MK-125 was seven times
and MK-126 three times more potent than prednisolone;
the potency of MK-110 was only one-third greater than
that of prednisolone; and the potency of MK-l 17 was
only two-thirds that of prednisolone. None of these
steroids caused signs of salt and water retention. The
author states that the findings are in accord with the
results of experiments in animals.
These preliminary observations indicate that MK-125

is the most effective anti-rheumatic agent so far produced,
satisfactory control of the disease being achieved with a
daily dosage of 0 6 to 2 8 mg. for periods up to 4 months.
The author points out, however, that further prolonged
observation is required before its value and potential
hazards can be assessed.

It is concluded that the substitution of a methyl
radical at the 16a position intensifies the anti-rheumatic
action of certain I1-hydroxycorticosteroids.

B. M. Ansell.

Intra-Articular Therapy in Rheumatoid Arthritis. Com-
parison of Hydrocortisone Tertiary Butyl Acetate and
Hydrocortisone Acetate. CHANDLER, G. N., WRIGHT,
V., and HARTFALL, S. J. (1958). Lancet, 2, 659. 1 fig.,
5 refs.
In the treatment of 24 patients with rheumatoid

arthritis principally involving the knee-joints (37 joints)
at the General Infirmary at Leeds the authors have com-
pared the results of intra-articular injections of hydro-
cortisone acetate and hydrocortisone tertiary butyl
acetate (T.B.A.); the latter is a less soluble preparation
which was introduced for intra-articular therapy in the
hope of obtaining a more prolonged action. By the
use of a double-blind, cross-over technique neither the
patient nor the assessor knew which drug was being
tried; all patients received both drugs and a placebo
(the suspending vehicle) at different times so that each
patient served as his own control. The dosage of both
drugs was 25 mg. in 1 ml. vehicle, the placebo being
1 ml. vehicle. The injections were given in three courses
of four fortnightly injections with 8 weeks' rest between
courses.
The results were assessed every 2 weeks by the same

observer throughout the trial, the final assessment being
made by comparing the effects on pain, tenderness, walk-
ing time, range of movement, limitation of extension,
erythrocyte sedimentation rate, and a subjective assess-
ment. Both drugs produced significantly better results
than the placebo. Although improvement appeared
generally greater and more sustained with hydrocortisone
T.B.A. than with hydrocortisone acetate the difference
was not statistically significant. William Hughes.

Deleterious Effect of Intra-Articular Hydrocortisone.
CHANDLER, G. N., and WRIGHT, V. (1958). Lancet,
2, 661. 3 figs, 3 refs.
After the trial described above (see previous Abstract)

the authors were disturbed to find that, despite the
generally good clinical response, in many of the patients
treated by intra-articular injections of steroids, radio-
logical deterioration of the knee-joint had occurred.
Thus, in eighteen subjects who completed the trial, radio-
graphs of the knees taken before and after treatment
revealed that thirteen out of 25 affected joints showed
deterioration, in two cases severe. The x-ray findings
were graded as to degree of osteoporosis, loss of joint
space, and erosions before and after treatment.
The data were analysed to ascertain if any correlation
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two groups of patients showed that an "individualized"
regimen was more effective than a standard regimen and
induced a remission in 82 per cent. of cases. With
adequate therapy a remission can be expected in 12 to
18 weeks, and is likely to persist with maintenance therapy
for an average period of 8 months. A. Garland.

Gold in the Treatment of Rheumatoid Arthritis. LOCKIE,
L. M., NORCROSS, B. M., and RIORDAN, D. J. (1958).
J. Amer. med. Ass., 167, 1204. 7 refs.
Since 1940 at the General Hospital, Buffalo, N.Y.,

gold salts have been given to all patients with reversible
rheumatoid arthritis who were otherwise in good health.
The majority of the 369 patients received gold sodium
thiomalate, but a few were given aurothioglucose. The
gold salt was administered intramuscularly at weekly
intervals, beginning with a dose of 10 mg., then 20 mg.,
and then 40 mg. weekly until a total of 500 mg. had been
given. Thereafter the dosage was determined on the
basis of the clinical status of the patient. The injection
was given into the deltoid muscle, a 24-gauge j-inch
(19 1-mm.) needle being used. There were no local
inflammatory reactions with this technique.
Compared with a group of 566 controls the patients

given gold salts had "a 20 per cent. better chance of
complete recovery or major improvement". Favourable
results were obtained in a relatively large number of
patients suffering from moderate or severe rheumatoid
arthritis, and the authors suggest this good response
was due to close observation and treatment extending
over a period of many months or years. A total dose
of more than 300 mg. of the gold preparation was re-
quired in order favourably to influence the course of the
disease. Severe side-effects were few, since care was
taken to observe "the warning appearance of glossitis
and dermatitis". The reactions were controlled by
omitting gold treatment and administering antihista-
minics, steroids, and dimercaprol when necessary. It is
emphasized that although evidence of sensitivity to gold
salts may appear at any time, the treatment can be
continued for years without precipitating a reaction,
provided there is careful and constant observation of
the patient for signs of such sensitivity. In 50 per cent.
of patients with mild reactions treatment can be con-
tinued although the dosage may have to be reduced.

A. Garland.

Treatment of Rheumatoid Arthritis with Chloroquine.
(Die Resochinbehandlung der primer chronischen
Polyarthritis.) BRAuNSTEINER, H., EGGHART, F.,
PARTAN, J., and WIEDERMANN, G. (1958). Wien. Z.
inn. Med., 39, 248. 36 refs.
The authors report briefly the results obtained with

chloroquine in the treatment of 103 cases of rheumatoid
arthritis observed over a period of 2 to 6 months at the
Second Medical University Clinic, Vienna. The drug
was initially administered in a daily dose of 0 5 g., but
in the majority of cases this was reduced after 2 to 3 weeks

7

existed between radiological deterioration and clinical
response. At the sixth week it was noted that the
improvement in walking time after the injections was
greater in those with radiological deterioration, the
difference being statistically significant; this was the
only significant difference noted. The authors regard
the improvement in walking time as the attainment of a
performance which is really beyond the capacity of the
joint. They have observed elsewhere the development
of a virtual Charcot's arthropathy in a rheumatoid
arthritic patient who was treated for over 18 months by
intra-articular hydrocortisone. They suggest that the
intra-articularly injected steroid interferes with a locally
protective mechanism and thus allows a greater range
of movement, but in turn causes the radiological
deterioration observed. William Hughes.

Increasing the Effectiveness of Gold Therapy in Rheuma-
toid Arthritis. SMITH, R. T., PEAK, W. P., KRON,
K. M., HERMANN, I. F., DELTORO, R. A., and GOLD-
MAN, M. (1958). J. Amer. med. Ass., 167, 1197.
2 figs, 18 refs.
As part of a study at the Benjamin Franklin Clinic,

Philadelphia, of the variable response to gold therapy in
rheumatoid arthritis, the urinary secretion of gold was
assayed on 138 occasions in a series of patients who had
been given intramuscular injections of aurothioglucose
and gold sodium thiomalate in a total dosage of 820 to
1,070 mg. in 24 weeks. Among patients who experi-
enced a remission of arthritis approximately one-seventh
of the dose of gold salt was excreted during the first
week of administration, but among patients who showed
intolerance the amount excreted was less than one-seventh
of the dose. There was an approximate correlation
between the total amount of gold salt administered, the
excretion rate, and the onset of toxicity. Toxic reactions
included pruritis, dermatitis, stomatitis, leucopenia, and
disturbances of renal function. In one patient dermatitis
developed after a total dose of 70 mg. aurothioglucose
had been given, while in another the skin reaction did
not appear until 820 mg. had been administered. In
cases of hyper-retention of gold a total dose of 300 to
500 mg. had been administered before the onset of
toxic reactions.
For the management of toxic reactions the authors

advocate the omission of gold therapy and administration
of prednisolone or prednisone in a daily dosage of 10
to 20 mg. If a rash occurs a steroid lotion may be
applied locally. Dimercaprol is required only occasion-
ally. From two-thirds to three-quarters of the previously
planned dose of the gold salt should be instituted as
maintenance therapy 2 to 3 weeks after the reaction has
subsided and the steroid has been withdrawn. Before
each injection an examination should be carried out for
signs of irritation, rash, or soreness of the mouth, and the
blood and urine should be examined. Every 4 weeks
the laboratory tests should include a complete blood
count and determination of the erythrocyte sedimentation
rate.
A comparative study of the effects of gold therapy in
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ANNALS OF THE RHEUMATIC DISEASES
to 0-25 g. daily in view of the frequent occurrence of
side-effects, such as giddiness, followed by abdominal
pain and vomiting, disturbance of accommodation, and
insomnia. These occurred in 66 cases (65 per cent.) and
were so severe in seven that the treatment had to be
discontinued.
Some improvement was noted in 68 per cent. of cases,

this effect usually appearing between the fourth and
sixth weeks of treatment. One-third of these patients
improved to such an extent that additional medication
was only rarely necessary; the other two-thirds had to
continue with their previous medication of gluco-
corticoids and analgesics, but in reduced doses. There
were no cases ofcomplete remission.

H. F. Reichenfeld.

Long-term Treatment of Rheumatoid Arthritis with
Mepacrine and Chloroquine. (Langtidsbehandling af
rheumatoid arthritis med mepacrin og chloroquine.)
ERLENDSSON, F. (1958). Ugeskr. Legg., 120, 793.
18 refs.
The author reports the results obtained with mepacrine

and chloroquine in the long-term treatment of fourteen
patients (eleven women) with rheumatoid arthritis. All
but four of the patients were over 50 years of age, and
in six of them the onset of the illness had taken place at
least 20 years previously. Except for one patient, all had
disease graded as Stage II, III, or IV. The minimum
daily dose of mepacrine was 100 mg., and that of chloro-
quine diphosphate 250 mg.

In seven patients who were followed up for I to 3
years, the severity of the condition lessened by one or
two Grades, while two others discontinued active
treatment in view of their continued well-being. Toxic
reactions made withdrawal of the drug necessary in five
patients, four of these developing cardiac pain and one
a rash. In three cases chloroquine was substituted for
mepacrine without a break in therapy. Although no
conclusions are reached regarding the type of case most
suitable for this therapy, the author is convinced of the
value of chloroquine in the treatment of rheumatoid
arthritis. It is of interest that two patients who had
failed to respond to cortisone showed marked improve-
ment with the antimalarial drugs. Several detailed
case histories are presented.

H. F. Reichenfeld.

Treatment with Chloroquine of Twenty Patients with
Active Rheumatoid Arthritis. (Chloroquinebehandling
of 20 patienter med aktiv rheumatoid arthritis.)
ERLENDSSON, F. (1958). Ugeskr. Larg., 120, 800.
11 refs.
The treatment with chloroquine of sixteen female and

four male patients suffering from active rheumatoid
arthritis is described. Their ages ranged from 24 to 71
years and, with the exception of a 57-year-old woman in
Stage IV, the disease was in Stages I, II, or III. Previous
methods of treatment had included gold therapy in
five cases and corticosteroid therapy in eight. Chloro-

quine therapy was started with a daily dose of from 500
to 750 mg. of the diphosphate, this being reduced to
250 to 500 mg. daily when either the onset of side-
effects made it necessary or a good therapeutic response
had been obtained.

After a period of treatment which in most cases lasted
from 2 to 6 weeks, five patients had a complete remission,
ten showed major and three minor improvement, and two
were not improved. In ten cases the treatment was con-
tinued for further periods ranging from 80 to 700 days,
and by this time the disease in six patients had regressed to
Grade I and in the remaining four to Grade II. Similar
assessment in another six cases, which responded to the
initial course of treatment but in which chloroquine
therapy had been discontinued, showed improvement to
Grade I in four cases and to Grade II in two.

H. F. Reichenfeld.

Treatment of Rheumatoid Arthritis with Primaquine and
Chloroquine. (Behandling af rheumatoid arthritis med
primaquine-chloroquine.) ERLENDSSON, F. (1958).
Ugeskr. Lwg., 120, 804. 23 refs.
Detailed case histories are presented of six patients with

active rheumatoid arthritis who were treated with an
intensive course of antimalarial drugs at the Antssygehus,
Aarhus, Denmark. This consisted in the adminis-
tration of chloroquine diphosphate, 500 mg. three times
daily and primaquine phosphate 7-5 mg. of the base,
twice daily. Side-effects, in the form of diarrhoea, giddi-
ness, sweating, and nausea, were so severe that treatment
of one patient was stopped after 5 days, while the five
others continued on a much reduced dosage for further
periods of 11 to 60 days. On cessation of treatment, two
of these cases showed improvement to Grade III and
three to Grade II. H. F. Reichenfeld.

X-Ray Manifestations of Peptic Ulceration during
Corticosteroid Therapy of Rheumatoid Arthritis.
HILBISH, T. F., and BLACK, R. L. (1958). A.M.A.
Arch. intern. Med., 101, 932.
It has been observed that the incidence or activation

of peptic ulcers is high in patients treated with cortico-
trophin, cortisone, or hydrocortisone. Ulcers occurred
in twelve (24 per cent.) of 49 patients being treated for
rheumatoid arthritis with various corticosteroids. The
case histories of the twelve patients in which ulcer
occurred (usually with atypical symptoms) are summarized
in a Table and six are reported in detail. The pain
experienced by these patients was often atypical but was
the most reliable clinical symptom. Occult blood in the
stools was also a useful guide. The radiographic evi-
dence of ulceration in the patients was often scanty, a
crater being sometimes the only evidence of ulceration.
Tenderness to palpation was often diminished or absent.
Sometimes a deformed duodenumcould be demonstrated;
if this was found in a patient whose duodenum was
normal before the institution of therapy with cortico-
steroids, it could be regarded as presumptive evidence of
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The authors discuss their findings and conclude that
they contribute little to the solution of the question
whether R.F. is an antibody to y globulin or a com-
plement-like substance. All the evidence indicated that
only large complexes with a sedimentation constant
greater than 20 S were involved in interactions with R.F.
The suggestion is made that R.F. might represent an
antibody to an antigen-antibody complex.

Harry Coke.

Characterization of the "Reactant" (Gamma Globulin
Factor) in the F I Precipitin Reaction and the F H
Tanned Sheep Cell Agglutination Test. CHRISTIAN,
C. L. (1958). J. exp. Med., 108, 139. 13 figs, 22 refs.
An investigation is reported from Columbia University

College of Physicians and Surgeons and the Presbyterian
Hospital, New York, into the nature of the y-globulin
component, or "reactant", which interacts in precipitin
and haemagglutination reactions with the rheumatoid
factor. This factor is itself a y-globulin complex with a
sedimentation constant of 19 S, and exists in the serum
of patients with rheumatoid arthritis as a soluble complex
with a 7-S y globulin, the combination having a sedi-
mentation constant of 22 S. The complex interacts in
a number of "diagnostic" tests with the y globulin of
Cohn's Fraction (F II).

In the present investigation commercial pooled human
F was fractionated by precipitation with sodium sulphate
(0 36 to 1 18 M) into six fractions, labelled SS, to SS,.
In the ultracentrifuge SS, gave a curve with an asym-
metrical peak, at a sedimentation constant of approxi-
mately 40 S, and SS2 showed a fairly symmetrical
component with a value of 30 S, while the remaining
fractions contained no component heavier than 7 S. The
hexose: nitrogen ratios of the fractions did not differ
significantly from that of whole F II. Fractions SS3 to
SS6 were heated to 63° C., after which they contained
components heavier than 7 S.

In combination with rheumatoid sera Fractions SS,
and SS2 yielded large amounts of precipitate, which were
even greater after the fractions had been heated, whereas
Fractions SS, to SS6 did not produce more precipitate
than was formed spontaneously in the serum. The
precipitin reactivity of whole F II was intermediate
between those of the inactive fractions SS3 to SS, and
the strongly reactive fractions SS, and SS,. The separ-
ated 30-S and 40-S components alone induced precipita-
tion with rheumatoid sera. After precipitation the
supernatants were shown to contain some 22-S material
which could be progressively precipitated by the addition
of more SS,, the haemagglutination titre being reduced
in parallel with the removal of the precipitate. The 7-S
globulin isolated was demonstrated to have an inhibitory
effect on these precipitin reactions, which probably
accounts for a number of phenomena observed in
precipitin reactions with whole F II. Fractions SS1 and
SS2 strongly inhibited a positive F-Il-tanned-cell agglu-
tination system, as did whole F II, though to a lesser
degree. Similarly, when Fractions SSL and SS2 were used
to coat or sensitize sheep erythrocytes a relatively low

an ulcer. The authors conclude that a high index of
suspicion is warranted in the examination of a patient
receiving corticosteroids and experiencing even vague
epigastric pain and occult blood in the stools.

P. A. Nasmyth.

Interaction of the Rheumatoid Factor with Antigen-
Antibody Complexes and Aggregated Gamma Globulin.
EDELMAN, G. M., KUNKEL, H. G., and FRANKLIN,
E. C. (1958). J. exp. Med., 108, 105. 5 figs, 21 refs.
The authors report a series of experiments undertaken

at the Rockefeller Institute for Medical Research, New
- York, in an attempt to characterize further the intricate
interactions between purified rheumatoid factor (R.F.)
-now known to be a y globulin with a sedimentation
constant of 19 S-and antibodies and other y globulins.
The isolation of R.F. from euglobulin fractions or

precipitates obtained from the serum of four patients
with rheumatoid arthritis is described, density gradient
zone centrifugation being used to obtain 90 per cent. of
the 19-S material. Evidence was obtained that the
addition of the systems consisting of ovalbumin, human
albumin, and human y globulin with the corresponding
rabbit antibodies, the precipitates being compared by
determining their nitrogen content. Furthermore, an
additional precipitate occurred on the addition of R.F.
to the supernatant fluid removed after precipitation
had taken place in the control series, indicating the
reaction of R.F. with soluble antigen-antibody complexes.
In the zone of excess antibody globulin, where there is
no soluble antigen-antibody complex, no precipitation
occurred as the result of the addition of R.F. No
similar increase in precipitation by R.F. was noted in a
horse anti-pneumococcus Type-III system. Heating
R.F. to 560 C. for one hour reduced only slightly the
potentiation of precipitation in an anti-human-albumin
system, and prolonging the reaction time of the antigen-
antibody system from 24 hours to 7 days at 4° C. had no
significant effect. An approximate linear relationship
was established between the nitrogen content of the
precipitate produced by the addition of R.F. and the
quantity of protein nitrogen in the antibody-antigen
system.

Direct precipitation reactions occur between R.F. and
heated y globulin, this increase reactivity being known
to be due to the aggregation of globulin complexes. An
increase in reactivity of a similar nature was obtained
by pre-treating the y globulin with guanidine or a mixture
of urea and mercaptoethanol, the effect of the latter
being largely blocked by iodacetamide. Increased in-
hibition of the sheep-cell agglutination reactions was
achieved by pre-treatment of Fraction II y globulin by
similar methods. Zone ultracentrifugation in a sucrose
density gradient demonstrated that the activity in each
of these preparations was due primarily to aggregated
material with a sedimentation constant greater than
20 S. Insoluble denatured precipitated human y-
globulin preparations were found to adsorb R.F., which
could be readily eluted from them in urea or acid buffers,
the eluate containing 70 per cent. of a 19-S component.
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ANNALS OF THE RHEUMATIC DISEASES
concentration was found to be effective; incomplete
sensitization was effected with SS3, and no sensitization
was obtainable with SS4 to SS6.
The "reactant" appears therefore to consist of mole-

cular aggregates of y globulin with sedimentation con-
stants above 7 S and as high as 40 S. Harry Coke.

New Method for the Demonstration of the "Agglutinating
Factor" in Rheumatoid Arthritis. (Nouvelle methode
de recherche du "facteur agglutinant" de la poly-
arthrite chronique 6volutive.) DULONG DE ROSNAY, C.,
DU PASQUIER, P., and MOUSTARDIER, G. (1958). Ann.
Inst. Pasteur, 95, 23. 1 fig., 10 refs.
The latex fixation test described by Singer and Plotz

(Amer. J. Med., 1956, 21, 888; Abstr. WId Med., 1957,
22, 50) detects a specific agglutinating factor present in
the blood of patients with rheumatoid arthritis by means
of its ability to agglutinate particles of polyvinyl toluene
latex coated with human y globulin. The authors,
working at the Faculty of Medicine, Bordeaux, have
modified this test by mixing the reagents on a slide
instead of incubating then in a tube, and by using a
latex of higher mean particle diameter (I1 17 V.) and of
increased concentration (0-1 per cent). When agglu-
tination produced by a serum dilution of 1 in 80 was
taken as positive and that by a dilution of 1 in 40 as
"borderline", the result of the test on 118 normal sera
was negative in 117 and borderline in one; of 64 rheu-
matoid arthritic sera, 57 gave a positive and one a border-
line result of 36 sera from patients with other osteo-
articular diseases, all gave a negative result, except one
from a case of multiple myelomatosis and one from
a patient with hypergammaglobulinaemia. The result
of the Waaler-Rose test on the same 64 rheumatoid
arthritic sera was positive in 51 cases, doubtful in four,
and negative in nine. The authors state that the modified
test is more reliable and takes less time to perform.

Allan St. J. Dixon.

Contribution to the Study of the Mechanism of the
Waaler-Rose Reaction. (Contribution a l'6tude du
mecanisme de la reaction de Waaler-Rose.) SHICHI-
KAWA, R., MAYEDA, A., and YASUDA, J. (1958). Ann.
Inst. Pasteur, 95, 30. 2 figs, 29 refs.
In the studies here reported from the University of

Osaka, Japan, the authors found that the agglutination-
activating factor (A.A.F.) present in the serum of rheu-
matoid arthritic patients did not influence the agglutina-
tion of human A or B cells by the naturally occurring
iso-agglutinins, but did enhance their agglutination by
human anti-A or anti-B immune agglutinins (produced
by immunization with A or B blood-group-specific poly-
saccharides). The enhancement was especially marked
when the immune serum was previously absorbed with
the corresponding antigen to remove complete anti-
bodies and leave incomplete antibodies. Rabbit anti-
human globulin (Coombs serum) had the same action.
In other tests A.A.F. and Coombs serum were found to
enhance the agglutination of Group 0 Rh-positive cells
by incomplete anti-D antibody but not by complete

anti-D. Heating the antiserum to 70° C. for 30 minutes
destroyed the agglutinating power of the A and B iso-
agglutinins and reduced that of A and B immune agglu-
tinins. It did not reduce the enhancing effect of A.A.F.
or of Coombs serum. The authors conclude that A.A.F.
affects immune antibodies but not naturally occurring
antibodies, and that the difference is due to the presence
in immune antibodies of incomplete antibodies whose
action it enhances. Allan St. J. Dixon.

Involvement of the Heart in Rheumatoid Arthritis. (Ober
die Herzmitbeteiligung bei der primer chronischen
Polyarthritis.) PARTAN, J. (1958) Wien. Z. inn. Med.,
39, 225. 7 figs, 28 refs.
In this study reported from the Second Medical Clinic

of the University of Vienna, the author analyses the
incidence of cardiac damage in 620 cases of rheumatoid
arthritis, having excluded a further eighty cases in which
it appeared likely that existing cardiac damage was due to
other causes. The sex incidence was approximately four
females to one male, the patients' average age was 50 3
years, and the average duration of the illness 10- 5 years.
At the time of onset about one-third of the patients were
under 40, one-third between 40 and 50, and one-third
over 50 years of age. The evidence for cardiac damage
was based on the electrocardiographic findings, which
were definitely pathological in 246 cases and doubtful
in 146, while a normal electrocardiogram was recorded
in 228. A notable clinical finding was the virtual
absence of valvular lesions, the commonest abnormalities
being myocardial damage (126 cases) and endocarditis (81
cases), while in 42 cases there were various types of
disturbance of conduction; infarction was diagnosed in
nine cases.
Numerous Tables and Figures illustrate the further

break-down of the material according to various criteria.
It is of interest that even in the younger age groups there
was a high incidence of abnormal electrocardiograms,
while in regard to the older age groups (50 to 60 and over)
a control study among 100 patients with osteo-arthritis
showed a markedly lower incidence of abnormal electro-
cardiograms than among these older rheumatoid patients.
A shorter duration of the malady, at least up to 10 years,
was shown to have a slightly favourable effect on the
incidence of cardiac abnormalities, whereas the severity
of the condition had the opposite effect, at least in the
more disabling stages of the disease. The effect of
prolonged corticosteroid therapy on the cardiac mani-
festations was difficult to assess in view of the small
number of patients (19) thus treated and the relatively
short period of observation (6 to 18 months), but the
author records his general impression that the prognosis
was most favourable in cases treated with a combination
of prednisone and ACTH (corticotrophin).

H. F Reichenfeld.

Laryngeal Stridor in Rheumatoid Arthritis. DARKE,
C. S., WOLMAN, L., and YOUNG, A. (1958). Brit. med.
J., 1, 1279. 7 figs, 24 refs.
The authors describe five cases of laryngeal stridor
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Rheumatoid Diseases, Antimalarials (Chloroquine and
Hydroxychloroquine) as Therapeutic Aids. CRAMER, Q.
(1958). Missouri Med., 55, 1203. 1 fig., 23 refs.

Problem of "Disengagement" from Corticosteroids in
Rheumatoid Arthritis (Use of Chlorpromazine). (11
problema dello "sganciamento" dai cortisonici nell'-
artrite reumatoide (utilita della cloropromazina).)
GALLI, T., CAVIGLIA, E., SOLARI, S., and PAVERO, A.
(1958). Reumatismo, 10, 253. 2 figs, 217 refs.

Function of the Digestive Organs in Patients with Rheu-
matoid Arthritis. (Czynnos narzadu trawienia u
chorych na gosciec pierwotnie przewlekly.) ROSLAWSKI,
A., and GOETZ, B. (1958). Pol. Tyg. lek., 13, 1583.
1 1 refs.

(Osteo-Arthritis)
Observations on Osteo-Arthritis. WAINE, H. (1958).

Arthr. and Rheum., 1, 454. 37 refs.

Contribution to the Study of Osteo-Arthritis of the Knee
Joint. (Contribuicao ao estudo clinico da osteo-
artrite do joelho.) NAVA, P. (1958). Hospital (Rio
de J.), 54, 435. 66 refs.

Experience with Adenosine-5-monophosphoric Acid in the
Treatment of Osteo-Arthritis of the Spine. (Erfahr-
ungen mit Adenosin-5-monophosphorsaure bei der
Behandlung der Spondylosis deformans.) BRUCKNER,
C., and SIMON, J. (1958). Ther. d. Gegenw., 12, 505.
I fig., 5 refs.

Treatment of Osteo-Arthrosis of the Spine. A Review of
119 Cases. RICH, W. G. (1958). N.Z. med. J., 57, 353.
3 figs.

(Spondylitis)
Rheumatoid Spondylitis: Manifestations and Manage-

ment. LEFKOVITS, A. M., and THOMAS, J. R. (1958).
Ann. intern. Med., 49, 89. 2 figs, 14 refs.
This paper reviews the clinical and radiographic

features and the results of treatment obtained in 267
cases of "rheumatoid spondylitis" in male patients at the
Veterans Administration Hospital, Memphis, Tennessee.
The age of onset varied from 17 to 54 years, but in more
than half the patients the disease began during the third
decade. Of 201 patients in whose notes the appropriate
information was recorded, 25 (12-4 per cent.) gave a
history of arthritis in some other member of the family.
Subjective signs of peripheral arthritis were present in
166 (62- 8 per cent.) of 264 patients and objective signs of
peripheral joint involvement in 1 3 (42 * 4 per cent.) of 266
patients. The onset of the disease was usually insidious,
with recurrent bouts of low backache. In 23- 5 per cent.
of all cases the patient described pain of sciatic distribu-
tion with or without paraesthesiae. Most characteristic

associated with advanced rheumatoid arthritis seen at the
Royal Infirmary and the City General Hospital, Sheffield.
In four instances the stridor was so severe that tracheo-
tomy was necessary.

In the first case, that of a man aged 62 who had
suffered from rheumatoid arthritis for 5 years, an
emergency tracheotomy was required in order to relieve
an obstruction of the respiratory tract. Signs of bilateral
abductor paralysis of the larynx were revealed on
laryngoscopy; the cricoarytenoid joint movements were
unrestricted. Diffuse interstitial fibrosis of the lungs
developed and the patient died suddenly from broncho-
pneumonia. At necropsy the cricoarytenoid joints were
found to be fully mobile. Microscopical examination
showed chronic inflammation of the subhyoid bursa and
also of the synovial lining of the cricoarytenoid and
cricothyroid joints. There was evidence of demyelination
of the vagus and laryngeal nerves. At necropsy in
another case the vagi and the superior laryngeal and
recurrent laryngeal nerves showed demyelination with
varicose swelling of the axis cylinders. These changes
were attributed to ischaemic neuritis which had resulted
from a rheumatoid type of arteritis of the vasa nervorum.
No signs of polymyositis or focal disease were detected
in the laryngeal muscles and there was no evidence of
pressure palsy.

It is suggested that when laryngeal stridor occurs in
rheumatoid arthritis the condition may be produced
either by arthritis of the cricoarytenoid joints or by
abductor paralysis due to nerve degeneration. Cases
described in the literature have a common pattern, with
the onset of obstruction of the respiratory tract in the
6th or 7th decade, but the exact cause of the stridor can
be established only by histological examination.

A. Garland.

Synovial Fluid in Rheumatoid Arthritis. [Monograph, in
English.] MXKINEN, P. (1958). Ann. Med. exp. Fenn.,
36, Suppl. 7, 1. 9 figs, bibl.

Kidney in Rheumatoid Arthritis. (Nerka w gogccu
pierwotnie przewleklym.) MACKIEWICZ, S., PRZYBYL,
L., CHODERA, A., and LEJA, Z. (1958). Pol. Tyg. kek.,
13, 1364. 16 refs.

Rheumatoid Arthritis of the Feet. LOCKIE, L. M., and
ROBINS, H. M. (1958). J. med. Soc. N.J., 55, 656.

Slide Latex-Fixation Test. A Simple Screening Method
for the Diagnosis of Rheumatoid Arthritis. SINGER,
J. M., and PLOTZ, C. M. (1958). J. Amer. med. Ass.,
168, 180. 8 refs.

Appraisal of Serologic Reactions in Rheumatoid Arthritis.
[In English.] SULKIN, S. E., and PIKE, R. M. (1958).
int. Arch. Allergy, 13, 61. 37 refs.
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ANNALS OF THE RHEUMATIC DISEASES
were pain and stiffness occurring during the night or
early morning, with relief after a period of activity.

In those patients with early disease and no obvious
physical signs the authors used a variety of orthopaedic
manoeuvres (including Las~gue's test) to demonstrate
minimal degrees of limitation of movement in the spine
or hip-joints. With more advanced disease flattening of
the lumbar spine, dorsal kyphosis, reduced chest expan-
sion, tenderness over the sacro-iliac joints, and spinal
rigidity were noticed. In 139 cases (55 5 per cent.) some
degree of anaemia was present and in 57 (21- 8 per cent.)
the leucocyte count was over 10,000 per c.mm. The
erythrocyte sedimentation rate was increased in 209
patients (81 9 per cent.), the highest value being 54 mm.
in one hour [method not stated], and C-reactive protein
was present in the blood of 23 of the 26 patients tested.
Hyperglobulinaemia was found in nine out of 34 patients
examined. All patients had radiological evidence of
sacro-iliac joint involvement; the authors emphasize the
difficulty of recognizing and interpreting early changes.
Calcification of spinal ligaments was seen in 89 cases
(33 3 per cent.) and spinal osteoporosis in 64 (23-9 per
cent.). The full triad of Reiter's syndrome was present
in only three cases (the arthritis affecting both spinal and
peripheral joints), though thirteen patients (4 5 per
cent.) had associated iritis. Psoriasis was present in five
patients and 36 had congenital abnormalities of the
vertebral column.

Therapeutic measures used included postural treat-
ment, weight correction, breathing exercises, local
application of dry or moist heat, and radiotherapy (600
to 750 r. to as many as five areas, with smaller doses for
second and third courses). A few patients received
short courses of hydrocortisone (50 to 100 mg. daily) or
phenylbutazone (400 to 600 mg. daily). Aspiration,
sometimes with hydrocortisone replacement (50 to
100 mg.), was carried out in cases of synovial effusion.
Patients with osteoporosis received appropriate hormonal
therapy, and many were fitted with spinal supports.
The results of treatment are analysed and discussed

briefly [although it is not clear how soon after treatment
the assessments were made]. The difficulty of evaluating
progress is mentioned, the authors relying generally on
subjective estimates in classifying the degree of improve-
ment as excellent, good, or fair, according to defined
criteria. A good or excellent response was obtained in
70 (73 7 per cent.) of 95 patients whose treatment did not
include radiotherapy, and in 125 (75 7 per cent.) of 165
who did receive radiotherapy.
The authors point out, however, that no valid con-

clusions can be drawn from the comparison of the results
in these two groups of patients, since most of them
received various types of treatment, of which irradiation
was only one. M. Wilkinson.

Ocular Lesions in Ankylosing Spondylitis. (Spondylitis
ankylopoietica und Auge.) BLATZ, G. (1958). Z.
Rheumaforsch., 17, 274. 6 figs, 47 refs.
The ophthalmological findings in 694 patients under-

going spa treatment for rheumatic disorders at the

Rheumatic Clinic, Bad Elster, Germany, are analysed.
Ankylosing spondylitis had been diagnosed in 121 of
these patients. [The criteria for this diagnosis are not
stated.] Errors of refraction and opacities of the lens
were rather less common in the spondylitics than in the
other patients, but evidence of iritis was much more
frequent, being present in 26 cases (21- 5 per cent.) com-
pared with 0 5 to 4 per cent. in the other diagnostic
groups. Of the patients with spondylitis, two had acute
iritis at the time of examination, twelve had posterior
synechiae, and in twelve the iritis had subsided without
sequelae. Evidence of iridocyclitis was found in three
cases and atrophy of the iris in two. The iritis had
developed in some cases before and in others after the
diagnosis of spondylitis had been made. No constant
relationship between the severity of the arthritis and of
the iritis was discovered. It is stated that no unusual
incidence of intestinal-tract infections or raised anti-
streptolysin titres was found in the patients with iritis.
Only in 10 per cent. of cases was there appreciable loss
of vision as a late sequel. G. Loewi.

Peculiar Changes in the Muscles of Patients with
Ankylosing Spondylitis. TRAUT, E. F., and PASSARELLI,
E. W. (1958). A.M.A. Arch. Path., 66, 110. 4 figs,
20 refs.
The changes on the muscles of patients with ankylosing

spondylitis were studied in sections of the gastrocnemius
muscle obtained from seventeen male patients (aged
28 to 60 years), eight of whom had been bedridden for
5 to 40 years. In all the patients the sacro-iliac joint
was said to be obliterated. In seven patients there was
some localized muscle atrophy, with perivascular cellular
infiltration in four. Peculiar spindle-shaped structures
were seen in the muscle in six cases; these appeared to be
intrafibrillar and consisted of whorls of fibres giving a
tinctorial reaction for collagen together with some
mononuclear cells. No such structures have been
reported, and none were observed by the authors, in
the muscles of patients with rheumatoid arthritis. [From
the details given it is not possible to determine whether
the latter lesions were found in the patients who had
been immobile or had peripheral as well as spinal
arthropathy.] G. Loewi.

Clinical and Radiographic Aspects of the Commoner
Lesions of the Sacro-Iliac Joints. (Aspectos clinicos y
radiograficos de las lesiones mds frecuentes de las
articulaciones sacroiliacas.) LOSADA, M., and SOTO,
0. F. (1958). Arch. argent. Reum., 21, 71. 9 figs,
35 refs.

Rheumatoid Spondylitis without Rheumatoid Arthritis of
Peripheral Joints: Relationship to Rheumatic Fever and
Valvular Heart Disease. HOLLISTER, L. E., and ENGLE-
MAN, E. P. (1958). J. chron. Dis., 8, 334. 21 refs.
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and the lamellar an older and stabilized form. They
conclude that although these studies throw no further
light on the aetiology of the condition they do at least
exclude the possibility of its being inflammatory, rheu-
matic, or degenerative in nature, and do nothing to
sustain the hypothesis of its being a collagen disease.

H. A. Sissons.

Sacro-Iliitis in Reiter's Disease. OATES, J. K. (1958).
Brit. J. vener. Dis., 34, 177. 2 figs, 1 table, 14 refs.
It is pointed out in this paper that sacro-iliac disease

is common in Reiter's disease and that it may not be
possible to demonstrate it radiologically. Recurring
attacks of iritis may be present in these cases.

A. G. Cross.

Capsulitis of the Shoulder (Technique of Measurement of
Movements and Clinical Applications). (Les capsulites
de l'epaule (Technique de mensuration des mouve-
ments et applications cliniques).) TROISIER, 0. (1958).
Rhumatologie, 10, 113. 13 figs, 6 refs.

Intra-Articular Treatment in Acute and Chronic Arthritis.
(Tratamiento intra-articular en las artritis agudas y
cr6nicas.) SEMBER, J. (1958). Rev. argent. Reum.,
23, 243.

"Durafoam"-A New Material for Rest Splints in the
Prevention of Deformity in the Chronic Rheumatic
Diseases. SWANSON, J. N. (1958). Canad. med.
Ass. J., 79, 638. 3 figs, 6 refs.

Aetiological and Pathogenetic Considerations in Tietze's
Syndrome. (Considerazioni etiopatogenetiche sulla
sindrome di Tietze.) ScHIAVErrI, L., and GOSPODINOFF,
A. (1958). Reumatismo, 10, 161. 13 figs, 18 refs.

Tietze's Syndrome. ROBERTS, A. E. (1958). Penn.
med. J., 61, 1497. 4 refs.

Disk Syndrome
Use of Contrast Media in the Presence of Low Back Pain
and the Disk Syndrome. LEVERNIEUX, J. (1958).
Rheumatism, 14, 94. 4 figs, 19 refs.

Treatment of Sciatica due to Diskal Hernia by means of
a Plaster Corset. (Tratamiento de la ciatica "por
hernia discal" mediante el corse enyesado.) QUEROL,
J. RoTEs, and SANJURJO, L. A. C. (1958). Rev. esp.
Reum., 7, 581. 9 refs.

Gout
Clinical and Nosological Relationship between Gouty

Polyarthritis and Rheumatoid Disease. (Rapporti
clinico-nosografici fra poliartropatia gottosa e malattia
reumatoide.) LUCHERINI, T., and CERVINI, C. (1958).
Reumatismo, 10, 134. 10 figs, 64 refs.

Infective Spondylitis. (Les spondylites infectieuses.)
RAVAULT, P., LEJEUNE, E., RIFFAT, G., and LAMBERT,
R. (1958). J. Med. Lyon, 39, 995. 17 figs, 147 refs.

(Miscellaneous)

Head and Neck Pain in Temporomandibular Joint Disease
and Muscle Spasm. FREESE, A. S. (1958). A.M.A.
Arch. Otolaryng., 67, 410. 34 refs.
Estimates of the frequency of degenerative diseases of

the temporo-mandibular joint vary between 28 and 40
per cent. of all persons over 40 years of age, but as there
is no uniform standard of diagnosis these figures cannot
be accurately evaluated. The changes in the joint differ
little from the degenerative changes found with increasing
age in other joints when allowance is made for the fact
that the articulating surfaces are covered by fibrous
tissue instead of hyaline cartilage. The clinical impor-
tance of the condition is usually that the pain causes
spasm of the mandibular muscles and that this spasm
increases the damage, so that a vicious circle is set up.
Moreover, mandibular spasm of emotional origin is not
uncommon as the mandibular muscles are used in the
expression of emotion, and such spasm, if continued long
enough, can initiate changes in the joint. The author
emphasizes the importance of psychotherapy in the
treatment of such cases. Apart from this the treatment
should consist in the correction of any malocclusion on
bite and the relief of spasm by means of moist heat,
analgesics, and sometimes muscle relaxants. Complete
ankylosis seems to be almost unknown, and in general
the prognosis is good. F. W. Watkyn-Thomas.

A Histological Study of Dupuytren's Contracture. (La
maladie de Dupuytren. ttude histologique.)
NtZELOF, C., and TUBIANA, R. (1958). Sem. H6p.
Paris, 34, 1102. 8 figs, 18 refs.
This communication from the H6pital Cochin, Paris,

reports the results of a histological study of material
(fragments of fascia and digital nodules) from 25 cases
of Dupuytren's contracture. The various staining
procedures employed included haematoxylin-eosin-
saffron, iron alum, periodic-acid-Schiff (P.A.S.), Masson's
trichrome stain, and stains for iron, elastin, meta-
chromasia, and reticulin.
The lesion takes the form of proliferation of the fibrous

tissue of the palmar aponeurosis. The authors distin-
guish two forms of the lesion, which they describe as
nodular and lamellar (frrme lamellaire), although many
transitional stages were observed. The nodular form is
characterized by the presence of nodular masses of fibro-
blastic cells containing collagen fibres which stain
intensely by the P.A.S. technique and show frequent
metachromasia. The lamellar form shows a more
regular structure, with few cells; the collagen fibres are
thick and often hyalinized, give a negative P.A.S.
reaction, and only exceptionally show metachromasia.
The authors suggest that the nodular form may represent
a relatively recent and still developing stage of the lesion
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ANNALS OF THE RHEUMATIC DISEASES

Rheumatic Diseases and the Blood Uric Acid Level.
(Malattie reumatiche e livello ematico dell'acido
urico.) SCHIAVETTI, L., GOSPODINOFF, A., and VIOLAN-
TI, A. (1958). Policlinico, Sez. prat., 65, 1725. 5 figs,
29 refs.

Contribution of Radiology to the Diagnosis of Gout. (Con-
tribuci6n de la radiologia al diagnostic de la gota.)
HENDERSON, A. T., and TOPAZ, E. R. (1958). Arch.
argent. Reum., 21, 118.

Radiology of Gout. (Radiologia de la gota.) MIZRAJI,
M., and CRESPO, I. (1958). Rev. esp. Reum., 7, 557.
19 figs, 45 refs.

Gout in the Negro Female. RODNAN, G. P., and GOLOMB,
M. W. (1958). Amer. J. med. Sci., 236, 269.
6 figs, 14 refs.

Pararheumatic (Collagen) Diseases

Evaluation of the P-Toluene Sulphonic Acid Test for
Systemic Lupus Erythematosus. [In English.] EKELUND,
C. (1958). Acta rheum. scand., 4, 172. 1 ref.
The author, from the Hospital for Rheumatic Diseases,

Spenshult, Sweden, reports an investigation of the value
of a simple protein flocculation test originally described
by Jones and Thompson (J. Amer. med. Ass., 1958, 166,
1424; Abstr. Wid Med., 1958, 24, 214), in the diagnosis
of systemic lupus erythematosus, the test reagent being
a 12 per cent. solution of p-toluene sulphonic acid in
glacial acetic acid. The test was carried out with
solutions containing various concentrations of the
different serum protein electrophoretic fractions. A
positive result was obtained only with solutions ofgamma
globulin of 1 per cent. or stronger.

Positive results were obtained with sera from seven out
of ten patients with joint symptoms typical of rheumatoid
arthritis and giving a positive response to the L.E.-cell
test, 57 out of 165 patients with rheumatoid arthritis
[and presumably a negative reaction to the L.E.-cell
test], and two patients with myelomatosis and cirrhosis
respectively. Of the 57 positive reactions in patients
with rheumatoid arthritis, 35 were only weakly positive.
The results of the test were negative with sera from
nineteen patients with various other diseases and from
thirty healthy subjects. In all specimens of sera giving
a positive reaction to the flocculation test the gamma-
globulin level was raised but in specimens which were
negative to the flocculation test the gamma-globulin level
was equally raised. The author concludes that this
test does not differentiate lupus erythematosus from
rheumatoid arthritis. M. Wilkinson.

Systemic Lupus Erythematosus simulating Acute Surgical
Condition of the Abdomen. POLLAK, V. E., GROVE,
W. J., KARK, R. M., MUEHRCKE, R. C., PIRANI, C. L.,
and STECK, I. E. (1958). New Engl. J. Med., 259, 258.
6 figs, 19 refs.
Since systemic lupus erythematosus (L.E.) affects small

blood vessels throughout the body any or all of the
organs may be involved. In this paper from the Uni-
versity of Illinois College of Medicine, Chicago, the
authors describe fourteen cases in which the abdominal
symptoms predominated to such an extent as to suggest
an "acute surgical condition of the abdomen". In ten
there was clinical evidence of local or generalized sero-
sitis, and in five necropsy or operation revealed involve-
ment of the small arteries in the subserosa and sub-
mucosa. If the wall of the appendix or gall-bladder is
involved the clinical picture is identical with that seen in
patients without L.E. Pancreatitis was present in four
patients and of these three died. In another case lesions
of systemic L.E. were associated with those of polyarteritis
nodosa-an association which has previously been
reported. There is a tendency for the abdominal signs
and symptoms to recur. The diagnosis may be difficult,
but the presence of lesions in other organs, together with
leucopenia or an abnormal urinary sediment, helps
in differentiation. The intravenous administration of
steroids usually results in improvement within 24 to
48 hours. D. Preiskel.

Pleuritis in Systemic Lupus Erythematosus: Its Importance
as an Early Manifestation in Diagnosis. WINSLOW,
W. A., PLoss, L. N., and LOITMAN, B. (1958). Ann.
intern. Med., 49, 70. 2 figs, 45 refs.
The authors describe the cases of two female patients

presenting with a pleural effusion, both of whom gave a
negative tuberculin reaction and positive L.E.-cell
reaction. These cases stimulated the authors to review
the clinical notes and radiographs of all cases of systemic
lupus erythematosus in the records of the Montefiore and
New York Hospitals, New York, since 1945. They
were able to demonstrate that pleurisy was often an early
feature of the disease in this series, whereas an extensive
review of the literature suggested that it is usually
regarded as a late manifestation.
The diagnosis of systemic lupus erythematosus was

confirmed at necropsy in 23 of the 77 cases reviewed, and
was based on clinical and laboratory findings in the
remainder. Radiographs of the chest were available in
57 cases, and in 34 of these showed evidence of pleurisy,
with or without effusion, while in seven others there was
a history of pleuritic pain without x-ray evidence; only
in eight of these cases were there complicating diseases
likely to cause pleurisy. Pleurisy was the first mani-
festation of the disease in three of the uncomplicated
cases in his group and was an "early" feature (that is,
was preceded by only one other major manifestation) in
sixteen others. The presence of radiographic or clinical
evidence of pleurisy was also recorded in the notes of ten
of the twenty cases in which radiographs were not avail-
able for review, complicating disease being present in one
of the ten. There were thus 42 cases of pleurisy without
complicating disease in the whole series. It is pointed
out that this incidence is higher than that recorded in
most published series.

In 32 of the uncomplicated cases the pleurisy occurred
before the diagnosis of lupus erythematosus had been
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Collagen Diseases of the Upper Respiratory Tract.
ARSLAN, M. (1958). Ann. Otol. (St. Louis), 67, 279.
6 figs, 14 refs.
Research by the author and his colleagues at the

Clinic of Otorhinolaryngology of the University of
Padua has shown that certain primary conditions of the
upper respiratory tract of hitherto unknown aetiology
present clinical and pathological features identical with,
or similar to, those of the systemic collagen diseases.
Moreover, in many cases there are associated generalized
connective-tissue changes, without clinical manifestations,
in other parts of the body.
The chief condition of this type is the granuloma

gangraenescens or malignant granuloma of the nose, in
which there appear in the arteries changes resembling
those of polyarteritis nodosa or of Buerger's disease. In
all the cases studied biopsy of muscle and subcutaneous
tissue from the limbs showed characteristic changes in the
muscle fibres and arterioles, even though there were no
extranasal symptoms. Other diseases in which local
changes have consistently been found to be associated
with generalized lesions suggestive of collagen disease
are the Gougerot-Sjogren syndrome and collagenosis of
the auricle and nasal cartilages. The histological appear-
ances in amyloidosis of the larynx suggest its inclusion
in the same group, although no generalized changes have
been demonstrated. On the other hand muscle biopsy
has given positive results in cases of ozaena and allergic
ethmoidal polyposis, although the histology of the local
lesions is not characteristic of collagen disease.

External carotid arteriography is suggested as an aid
to the diagnosis of granuloma gangraenescens, the
arteriogram showing a reduction in the lumen of the
vessels supplying the affected area. Two patients with
this disease have been subjected to cervical sympathec-
tomy, with complete recovery lasting for many years.

William McKenzie.

Disseminated Lupus Erythematosus, Scleroderma, and
Dermatomyositis as Manifestations of Sensitization to
DNA-Protein. I. An Immunohistochemical Approach.
BARDAWIL, W. A., Toy, B. L., GALINS, N., and BAYLES,
T. B. (1958). Amer. J. Path., 34, 607. Bibl.
The authors, working at Harvard Medical School and

St. Margaret's and the Robert Breck Brigham Hospitals,
Boston, have used the fluorescent antibody method in
studying sera obtained from cases of disseminated lupus
erythematosus (6), scleroderma (6), dermatomyositis (2),
rheumatoid arthritis (8), acrosclerosis (1), temporal
arteritis (2), and miscellaneous conditions such as
glomerulo-nephritis, penicillin reaction, hydatid mole,
eclampsia, and normal pregnancy. L.E. cells had been
found in the five active cases of lupus and in four of the
cases of rheumatoid arthritis. The serum globulin
fractions were conjugated to fluorescein isocyanate and
sections of normal human or rabbit tissues treated with
the conjugates.

Tissue nuclei were found to stain with y-globulin con-
jugates from the active cases of lupus, scleroderma, and
dermatomyositis, from five of the cases of rheumatoid
arthritis, and the case of acrosclerosis. No staining

made, arthritis or arthralgia being the most common
preceding manifestation in these cases. Although
coincidental pericarditis or pneumonitis occurred in a few
cases, 21 of these 32 patients had at least one episode of
pleurisy without detectable pneumonitis. The pleurisy
was bilateral (simultaneous or alternating) in 23 of the 42
uncomplicated cases. In thirteen of the nineteen remain-
ing cases the pleurisy was left-sided. The pleurisy
showed a marked tendency to resolve, and of the 34
uncomplicated cases which were adequately followed up
radiologically, complete clearing was seen after one or
more episodes in fourteen, while minimal pleural residua
persisted in eight. The average survival after the first
pleuritic episode was 39 9 months, though one patient
survived 17 years; 23 patients were alive at the time of
the report, one ofthem 20 years after the onset of pleurisy.
The authors discuss the difficulty of making a clinical

diagnosis of systemic lupus erythematosus and outline
their criteria. They emphasize that this diagnosis
should be considered in all cases in which there is
unexplained pleurisy. M. Wilkinson.

Role of Mucinolysis in Collagen Disease. GESCHICKTER,
C. F., ATHANASIADOU, P. A., and O'MALLEY, W. E.
(1958). Amer. J. clin. Path., 30, 93. 20 figs, 5 refs.
After listing the main histo-pathological features com-

mon to the group of "collagen" diseases the authors
describe a series of experiments, carried out at George-
town University School of Medicine, Washington, D.C.,
in which they applied 2, 1, and 0 5 per cent. solutions of
dimethylparaphenylenediamine to a shaved area of the
skin (about 2 x 3 cm.) of rats, the object being to
reproduce experimentally the lesions found in collagen
diseases.

In the animals painted with the 2 per cent. concen-
tration death occurred in about 12 days. Locally, the
skin was ulcerated; in addition, the lungs were oedema-
tous, the heart showed cellular aggregates resembling
Aschoff bodies, there was superficial ulceration of the
stomach, the adrenal glands were enlarged, and the
spleen showed changes indicating diminution oflymphoid
tissue. The rats treated with the 1 per cent. concen-
tration died between 30 and 60 days later. In addition
to the features described above there was also thickening
of the walls of some of the small arteries. After applica-
tion of the 0 5 per cent. solution some animals lived
longer; in these the observed changes included endo-
thelial proliferation of small blood vessels in the lung and
some fibrinoid change in the heart, while the synovial
membrane of the knee-joints showed collections of cells
which the authors liken to the appearances in rheumatoid
arthritis. Application of the 2 per cent. concentration
for 2 to 4 days to the skin of very young rats produced
glomerular changes which the authors describe as "wire-
loops". The authors claim that the changes described
are due to lysis of the matrix of connective tissue, a
process which they allege to be a feature of collagen
disease.

[In the abstracter's opinion the evidence presented in
this paper is not very convincing.] G. Loewi.
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ANNALS OF THE RHEUMATIC DISEASES
occurred with conjugates from the other sera, with the
sole exception of nuclear staining of rabbit myocardium
with serum from a case of temporal arteritis. Staining
could be prevented by treating the sections with deoxy-
ribonuclease, but not by treatment with ribonuclease.
The material responsible for staining was therefore
presumed to be deoxyribonucleoprotein. Staining with
conjugated serum was inhibited by previous treatment
of the sections with unconjugated serum from the same
source. Cross-inhibitions were observed between cer-
tain of the active sera, but were complex and not analysed
in detail.
The authors conclude that in disseminated lupus

erythematosus, scleroderma, and dermatomyositis the
serum contains one abnormal y-globulin factor, probably
an antibody, which combines with intranuclear deoxy-
ribonucleoprotein. They suggest that these diseases
and perhaps rheumatoid arthritis, may be due to sen-
sitization to intrinsic or extrinsic nucleoprotein.

[Substantially the same findings in disseminated lupus
erythematosus were reported by Holborow et al. (Brit.
med. J., 1957, 2, 732; Abstr. Wid Med., 1958, 23, 75).]

M. C. Berenbaum.

L.E. Phenomenon and Systemic Lupus Erythematosus.
Louis, J., and LIMARZI, L. R. (1958). J. chron. Dis.,
8, 596. 2 figs, 30 refs.

Systemic Lupus Erythematosus. MCCARTHY, T. F., and
MISRA, D. P. (1958). Postgrad. med. J., 34, 592.
11 refs.

Systemic Lupus Erythematosus: A Clinical Report of
47 Cases with Pathological Findings in Eighteen.
COPELAND, G. D., CAPELLER, D. VON, and STERN,
T. N. (1958). Amer. J. med. Sci., 236, 318. 1 fig.,
24 refs.

Symptomatology of Disseminated Lupus Erythematosus.
(Sintomatologia del lupus eritematoso diseminado.)
LOSADA, M., CHAMORRO, G., KLINGER, J., ZA&ARTU,
J., DONOSO, H., ETCHEVERRY, R., GUZMAN, C., and
KATALINIC, V. (1958). Arch. argent. Reum., 21, 106.
14 refs.

Clinical and Pathological Aspects of the Disseminated
Lupus Erythematosus Syndrome. CHAMORRO, G.,
BARAHONA, R., LOSADA, M., and SILVA, L. (1958).
Arch. interamer. Rheum., 1, 288. 11 refs.

Renal Involvement in Schonlein-Henoch Disease. (L'in-
teressamento renale nella malattia di Schonlein-
Henoch.) CAVAZZUTI, G. B. (1958). Minerva nefrol.
(Torino), 5, 147. 27 refs.

Clinical and Morphological Considerations in Digestive
Disorders associated with Collagen Diseases. (Con-
siderations clinico-morphologiques sur les troubles
digestifs dans les maladies du collagene.) STOIA, 1.
(1958). Rhumatologie, 10, 143.

The Lung and the Collagen Diseases. (El pulmon y las
colagenopatias.) MORO, E. R. DE (1958). Pren. med.
argent., 45, 1997. 6 figs, 27 refs.

The Problem of Arthritis and Psoriasis. ROSENBERG,
E. F. (1958). Illinois med. J.. 114, 201. 7 figs, 19 refs.

General Pathology
Erythrocyte Sedimentation Rate and Erythrocyte Sedi-

Sedimentation Curve in clinically Healthy Children in
Creches, Kindergartens, and Schools. [In Russian.]
IONOVA, I. A. (1958). Pediatrija, 36, 62. 8 refs.
The author has studied the effect of a 2-month summer

holiday in the country on the erythrocyte sedimentation
rate (E.S.R.) and the sedimentation curve in a group of
clinically healthy Moscow children. The sedimentation
curve was constructed by Epstein's method, the fall of
the erythrocyte column [? Westergren's technique] being
noted every 15 minutes for 1 to 2 hrs and plotted
against time. According to Steinberg, there are five
characteristic types of curve:

(1) Hyper-reactive, with the greatest fall in the 1st
two 15-minute periods, typical of acute infec-
tions when resistance is high;

(2) Reactive, with the greatest fall in the 3rd period,
found in acute infections with adequate resis-
tance;

(3) Hyporeactive, with the greatest fall in the 4th
and 5th periods, typical of convalescence and of
acute infections when resistance is low;

(4) A reactive, a flat curve with a fall of 0 5 to 1 mm.
every 15 minutes, found in cases with markedly
low resistance;

(5) Normal, a curve of diminishing slope which
approaches the horizontal in its second half.

The children observed were drawn from creches,
kindergartens, and schools andranged in age from less
than one up to 10 years. Readings were obtained before
the holiday from ninety children (divided into five age
groups), of whom fifty were under and forty over 4 years
of age. Of this number, 66 were re-examined after the
holiday; 46 of these were under 4 and twenty between
4 and 7, none of the twenty children aged 7 to 10 in the
original group being re-examined. All the older children
were well nourished and had had no recent illnesses, but
a few of the younger ones were slightly undersized.
Most of the infants under one were bottle-fed. A large
proportion of the remainder had suffered from rickets
in infancy, most of them having been bottle-fed and
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bulin fraction of the serum protein for the presence of
rheumatoid factor by the latex-fixation method of Singer
and Plotz (Amer. J. Med., 1956,21, 888; Abstr. WId Med.,
1957, 22, 50). In practice I ml. serum is mixed with
an equal part of 20 per cent. saline, centrifuged, and the
deposit dissolved in glycine buffer at pH 8-2, serial
dilutions being used in the test in place of serum. Of
ten sera from established cases of rheumatoid arthritis
which had given negative results with the standard
technique, eight gave positive results with the authors'
technique. Of 21 control sera, two gave a positive
result; both these sera came from patients with cirrhosis
of the liver, a condition which has been found to give
positive readings with other methods.

[The euglobulin fraction has previously been success-
fully employed in the Waaler-Rose test by Ziff et al.
(Amer. J. Med., 1956, 20, 500; Abstr. WId Med., 1956,
20, 387), and Svartz and Schlossmann (Acta med. Scand.,
1954, 149, 83 and Nord. Med., 1954, 51, 668; Abstr. WId
Med., 1954, 16, 406) have used a fraction obtained by a
cold precipitation method in the same test. The advan-
tages of the present modification appear to be speed and
simplicity.] G. Loewi.

Latex-Fixation and L.E.-Cell Tests. Studies of Their
Diagnostic and Aetiological Significance in Rheumatoid
Arthritis. (Der Latex-Fixationstest und der Lupus
erythematodes-Zellentest.) BRAUNSTEINER, H., EGG-
HART, F., REINHARDT, F., and WIEDERMANN, G. (1958).
Dtsch. med. Wschr., 83, 2168. 34 refs.

Changes in the Proteins, Glycoproteins, and Lipoproteins
in Synovial Fluid on Standing and in the Presence of
Hyaluronidase. (Variations des proteines et des glyco-
et lipoproteines dans les liquides synoviaux en fonction
du temps et en presence d'hyaluronidase.) DE
TRAVERSE, P. M., COQUELET, M. L., DEPRAITERE, R.,
FORESTIER, J., FORESTIER, F., and DESLOUSPAOLI, P.
(1958). Acta rheum. scand., 3, 157. 4 figs, 10 refs.

Immunohistochemical Analysis of Lesions associated
with "Fibrinoid Change". VAZQUEZ, J. J., and DIXON,
F. J. (1958). A.M.A. Arch. Path., 66, 504. 24 figs,
36 refs.

Creatinuria in Patients with Rheumatoid Arthritis.
(Kreatinurie bei Kranken mit primer chronischer
Polyarthritis.) KovAcs, L., and VIDA, M. (1958).
Z. Rheuma/orsch., 17, 366. 18 refs.

Recent Immuno-Electrophoretic Investigations of the
Serum of Patients with Rheumatism. (Neuere immuno-
elektrophoretische Untersuchungen im Serum Rheu-
makranker.) CLEVE, H. (1958). Z. Rheumaforsch.,
17, 350. 4 figs, 45 refs.

many living in an unsatisfactory environment and getting
little fresh air during the winter months. Each age
group included both completely healthy children and
children with a very mild degree of rhinitis or bronchitis.
The E.S.R. and sedimentation-curve findings before

and after the holiday are analysed in a series of tables.
Before the holiday the E.S.R. was more than 12 mm.
in I hour in 27 of the fifty children under 4, while the
curve was of Type 1 or 2 in 25 and of Type 5 in the other
25. After the holiday only four of the 46 children under
4 examined had an E.S.R. over 12 mm. in 1 hour and
only four curves of Type 1 or 2 were obtained, though
fourteen were of Types 3 or 4. Of the forty children
aged 4 to 10 examined before the holiday, eleven had an
E.S.R. over 12 mm. in 1 hour and the same number had
curves of Type 1 or 2, with five of Types 3 or 4. After
the holiday only two out of twenty children aged 4 to 7
had a raised E.S.R., while five had curves of Type 3, all
the others being normal.

It is concluded that, although none of these children
was clinically ill, the findings indicate that their sojourn
in the country had improved their state of health.

Margot C. Dunlop.

Effects of Sodium Citrate and Potassium Ammonium
Oxalate on the Erythrocyte Sedimentation Rate. [In
English.] EASTHAM, R. D., DENSON, K. W. E., and
EVANS, D. A. (1958). Acta med. scand., 161, 277.
4 figs, 23 refs.
Sodium citrate causes shrinkage of the red cells, short-

ening of the duration of the phase of aggregation, and
diminution both in the rate and the duration of the phase
of maximum sedimentation, when compared with the
effect of the oxalate mixture. The variation in each
phase is less when sodium citrate is used than when
potassium-ammonium oxalate is used, thus it is sug-
gested that the Westergren method is the more satis-
factory of the two. The duration of the phase of
aggregation is inversely proportional to the maximum
sedimentation rate, and directly proportional to the
haematocrit. The height of the supernatant plasma
column at the onset of the phase of packing is inversely
proportional to the haematocrit, and directly propor-
tional to the maximum sedimentation rate.
No advantage was found in favour of routine estima-

tion of the maximum erythrocyte sedimentation rate as
compared with the simpler reading of the blood column
at one hour, except possibly in the serial study of blood
samples with very rapid sedimentation rates. There
appeared to be no advantage in reading the column
height at 45 minutes instead of at 60 minutes.
The Westergren and Wintrobe methods cannot be

compared quantitatively.-[Authors' summary.]

"Periston" Latex-Fixation Test in the Diagnosis of Rheu-
matic Diseases. (Der "Periston-Latex-test" zur
Diagnose rheumatischer Erkrankungen.) WIEDERMANN,
G., EGGHARDT, F., and BRAUNSTEINER, H. (1958).
Z. Rheumaforsch., 17, 314. 12 refs.
The authors describe a method of testing the euglo-
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ANNALS OF THE RHEUMATIC DISEASES
Serological Studies of Rheumatoid Arthritis. [In English.]

SHIMIZU, G'I., SHICHIKAWA, K., and TANABE, S.
(1958). Acta rheum. scand., 4, 145. 4 figs, 15 refs.

Serum Complement in Connective Tissue Disorders.
WILLIAMS, R. C., and LAW, D. H. (1958). J. Lab.
clin. Med., 52, 273. 6 figs, 20 refs.

Sensitized Sheep Cell Haemagglutination Reaction in
Rats with Experimental Infection of Bone and Joint.
LERNER, E. M., II, WILLIAMS, R. R., and JENKINS, J. C.
(1958). Proc. Soc. exp. Biol. (N. Y.), 90, 249. 1 fig.,
24 refs.

Quantitative Considerations of the Rheumatoid Factor.
VAUGHAN, J. H., ELLIS, P. J.. and MARSHALL, H.
(1958). J. Immunol., 81, 261. 6 figs, 26 refs.

ACTH, Cortisone, and Other Steroids

Metabolism of Cortisol by Loose Connective Tissue
in vitro. BERLINER, D. L., and DOUGHERTY, T. F.
(1958). Proc. Soc. exp. Biol. (N. Y.), 98, 3.

Fourteen mice were killed by decapitation, and con-
nective tissue collected from them was distributed among
eight incubation flasks. Each flask contained 0 3-
0 6 g. tissue in 10 ml. 0 1 M phosphate buffer, pH 7 4,
and cortisol 4-C" (25,000 c.p.m.; specific activity
I 467 V/mole). The flasks were shaken for 4 hrs in a
water bath at 370 C. Two control flasks were incubated
without tissue and two control flasks with tissue were not
incubated. After the incubation period, the contents of
the flasks were extracted with acetone. The extract
was evaporated under a stream of nitrogen and the
remaining aqueous phase was extracted with chloroform.
The chloroform fraction was evaporated and chromato-
graphed in the chloroform/formamide system of Zaffa-
roni. In the incubated and non-incubated control
flask only cortisol was present, but on chromatograms
made from the material in the test flasks five peaks of
radioactivity occurred from which six compounds were
identified and one compound was isolated but not
identified. The identified metabolites were 20-epi
substance E of Reichstein; cortisone; dihydro cortisol;
corticosterone; and 4-androstene, 11 beta-ol, 3, 17-dione,
and unmetabolized cortisol. 90 per cent. of the cells in
the connective tissue used in the experiments were fibro-
blasts and the relationships of the metabolic picture
produced to the fibroblastic role on the anti-inflammatory
action of cortisol is discussed. P. A. Nasmyth.

Effect of Cortisol on Gastric Ulcers of the Shay Rat.
ROBERT, A., and NEZAMIS, J. E. (1958). Proc. Soc.
exp. Biol. (N. Y.), 98, 9.
98 female rats were divided into groups of eight to

ten animals. All the animals were fasted for 48 hours,
but at the commencement of the fasting period half of
them were given 10 mg. cortisol suspension subcutaneous-
ly. The other half were used as controls and received
subcutaneously 0 2 ml. of the vehicle in which the cortisol
was suspended. These injections were repeated every
24 hours. At the end of the fasting period the pylorus
was ligated using Shay's method, or alternatively a sham
operation was performed. Groups of animals were
killed 3, 6, 9, 10, and 12 hrs after the operation, and the
stomachs were removed and inspected for ulcers. The
volume of the accumulated gastric juice was also measur-
ed. No ulcers had appeared in the sham-operated
rats 10 hrs after the operation, nor were there any ulcers
3 hrs after ligation of the pylorus. After 3 hrs the
incidence of rumenal ulcers and perforations increased
up to 12 hrs in the control animals given injections of
the vehicle. Fewer rumenal ulcers and perforations
occurred in the animals given cortisol. The volume of
gastric juice secreted did not appear to be affected by the
cortisol. However, the cortisol did promote the for-
mation of ulcers in the corpus of the stomach whether
or not the pylorus was ligated. P. A. Nasmyth.

Effects of Cortisol and Phenylbutazone on Experimental
Arthritis and Serum Polysaccharide/Protein Ratios in
Rats. HERSHBERGER, L. G. (1958). Proc. Soc. exp.
Biol. (N. Y.), 90, 55. 1 fig., 10 refs.

Hypoglycaemic Incidents during the Treatment of Chronic
Polyarthritis with Cortisone. (Hypoglykaemisches
Vorkommen wahrend Cortison-Kuren bei chronischen
Polyarthritikern.) GASPARDY, G., and VIDA, M. (1958).
Z. Rheumaforsch., 17, 387. 4 figs, 17 refs.

Effect of Cortisone on Connective Tissues of the Rat.
SOBEL, H., GABAY, S., and JOHNSON, C. (1958).
Proc. Soc. exp. Biol. (N.Y.), 99, 296. 12 refs.

Adrenocortical Reserves and the Sex Difference of
Adrenocortical Excretion in Patients with Rheumatoid
Arthritis. [In English.] PEKKARINEN, A., and KALLIO-
MAKI, L. (1958). Acta endocr. (Kbh.), 28, 417. 39 refs.

Other General Subjects

Roentgenologic Changes of the Skeletal System in
Cushing's Syndrome. HOWLAND, W. J., PUGH, D. G.,
and SPRAGUE, R. G. (1958). Radiology, 71, 69.
5 figs, 18 refs.
The authors have reviewed the radiographs of the

skeleton of 141 patients with a clinical diagnosis of
Cushing's syndrome seen at the Mayo Clinic. Since,
however, they were especially interested in an unusual
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may account for the marginal condensation of the
vertebral bodies and the excessive callus formation
around fractures. John H. L. Conway-Hughes.

Experience in the Management of Joint and Soft Tissue
Disease with a New Form of Hydrocortisone for Local
Injection. COODLEY, E. L. (1958). J. chron. Dis., 7, 429.
23 refs.
The author first briefly reviews some of the literature

on the treatment of disease of the joints and bursae by
intra-articular injection of steroid compounds and then
reports from the Cedars of Lebanon Hospital, Los
Angeles, the results obtained with concentrated prepara-
tions of hydrocortisone, 150 or 200 mg. of this steroid
in 1 ml. being the usual dose injected into the joints.
The 56 patients studied were suffering from various
diseases including rheumatoid arthritis, osteo-arthritis,
gout, bursitis, and tenosynovitis. In most cases the
lesions were chronic and other forms of treatment had
already been tried, while in some it was possible to com-
pare the effect of the new treatment with the results
obtained with the more usual smaller doses of hydro-
cortisone (50 mg. per ml.).
The results, which were evaluated subjectively, by

clinical examination, and in a few cases by study of C-
reactive protein reactions, showed that the over-all
incidence of improvement resembled that previously
reported from the use of the usual doses of steroids.
Certain joints, however, showed unusually good results,
improvement being noted in all elbows treated, 87 per
cent. of knees, 83 per cent. of ankles, and 73 per cent. of
shoulders. The benefit obtained was also of longer
duration, improvement lasting 11 days or more in
40 per cent., as compared with 30 per cent. of the cases
given the lower doses of steroids. Side-effects, both local
and systemic, of steroid therapy occurred but were
minimal. The author concludes that concentrated intra-
articular injections of hydrocortisone produce somewhat
better results than conventional doses, especially in
resistant cases of tenosynovitis, chronic bursitis of the
shoulder and elbow, and post-traumatic lesions.

M. Kendall.

Type, Mechanism, and Treatment of Weather Effects in
Rheumatic Subjects. (Art, Wirkung und Behandlung
von Wetterbeschwerden beim Rheumatiker.) WESKorr.
H. R. A. (1958). Medizinische, No. 43, 1713. 2 refs.

Experimental Researches on the Metabolic Activity of
Sodium Salicylate. (Richerche sperimentali sulla
attivita metabolica del salicilato di sodio.) PICCINELLI
O., and NICROSINI, F. (1958). Arch. Sci. med., 105, 369.
1 fig., 94 refs.

Observations on the Side-Effects of ACTH and Irgapyrine
in the Treatment of Rheumatism. (Spostrzeznia nad
ubocznym dzialaniem ACTH i irgapiryny w leczeniu
gosca.) JASIN'SKI, K. (1958). Pol. Tyg. kek., 13, 1628,
32 refs.

condensation of the margins of some collapsed vertebral
bodies associated with this condition, only 69 cases in
which a lateral view of the spine was available were
completely analysed; the radiographs of fifty patients
with severe generalized osteoporosis from other causes
were compared as a control.
Of the radiographs of the skull of 43 patients with

Cushing's syndrome, 41 showed osteoporosis; in 25 this
was of a diffuse type and in eighteen of a "metastatic-
appearing" type manifested by irregular zones of rare-
faction. Radiographs of eleven of these patients in
clinical remission for more than 6 months after treatment
showed that the osteoporosis was unchanged in three,
improved in six, and disappeared in two. In three cases
metastatic areas had recalcified, but seven showed
enlargement and erosion of the sella and in a number of
instances there was sellar decalcification. In thoracic
films, which were available for 55 patients, osteoporosis
was present in all but one, fractures of the ribs being
frequent and multiple, while the reparative callus was
usually heavy. In forty controls, osteoporosis was
present in every instance, but fractures of the ribs had
occurred in only two, both of which had a history of
trauma; here callus formation was normal. All but
two of 68 radiographs of the pelvis showed osteoporosis,
and fractures were present in six cases, with heavy callus
formation; in contrast, in 46 controls all showing osteo-
porosis, there were no fractures. Of eleven radiographs
of the extremities, four showed mild or moderate and one
severe osteoporosis.

In the radiographs of the spine (all 69 cases) marginal
condensation was present in 29 (53 per cent.) of the 55
cases showing severe or moderate osteoporosis. The
condensation usually occurred along the upper margin
of the vertebra, where there was readily apparent com-
pression of the body. Of nineteen patients examined
after treatment, eight showed a significant decrease in the
degree of osteoporosis; of eight of these patients in whom
condensation was also present, in two it had not changed,
in three it had decreased, and in three it had disappeared
completely. In the control group, compression fractures
of one or more vertebral bodies, chiefly in the lower
thoracic and upper lumbar regions, were present in 46
of the fifty radiographs available, but condensation of the
vertebral body was found in only one case.

It is stated that marginal condensation of vertebral
bodies in association with compression fractures has not
been described hitherto in Cushing's syndrome. The
authors consider that marginal condensation can occur
in conditions other than Cushing's syndrome, but that
it is minimal and rare. It has been reported by Sissons
that photomicrographs of affected areas showed that
slender trabeculae had become impacted and surrounded
by new bone to form a thicker structure. Treatment with
ad-enocorticosteroids interferes with the healing of frac-
tures and the callus formed does not give normal strength;
these fractures are not so painful as usual owing to an
analgesic action of the steroids, and for this reason the
part is not sprinted as much as it normally would be.
There is thus a continued strong stimulus to excessive
formation of osteoid, which becomes calcified. This
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ANNALS OF THE RHEUMATIC DISEASES
Critical Study of the Focal-Sepsis Theory of Rheumatic

Disease. (Kritisches zur Fokallehre rheumatischer
Erkrankungen.) SCHMID, J. (1958). Klin. Med.
(Wien), 18, 370. 6 figs.

Rheumatoid Syndromes in the Malignant Blood Diseases.
(Sindromes reumatoideos en las hemopatias malignas.)
ETCHEVERRY B, R., GUZMAJN L, C., REGONESI L, C.,
MURANDA R, M., and LOSADA L, M. (1958). Arch.
argent. Reum., 21, 96. 11 refs.

CORRIGENDA
In the article by J. Richmond, L. M. H. Roy,

D. L. Gardner, W. R. M. Alexander, and J. J. R.
Duthie, entitled "Nature of Anaemia in Rheumatoid
Arthritis. IV" (Annals, 1958, 17, 406):

p. 408, col. 1, 1. 6: the haemoglobin standard

should read 14 8 g./I00 ml. and not 14-3.
p. 411, Table VIII: the iron content of bone

marrow, as measured by the chemical
method (cols 4 and 5), should be stated in
mg./100 mg. protein and not in mg./g.
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