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

OF WORLD MEDICINE, and ABSTRACTS OF WORLD SURGERY, OBSTETRICS AND GYNAECOLOGY, 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);
Sciatica; Gout; Non-Articular Rheumatism; General Pathology; ACTH, Cortisone, and other Steroids;
Other General Subjects. At the end of each section is a list of titles of articles noted but not abstracted.
Not all sections may be represented in any one issue.

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

Acute Rheumatism

Oral Penicillin Prophylaxis in Rheumatic Fever Patients.
BRICK, M., MCKINLEY, H., GOURLEY, M., Roy, T. E.,
and KEITH, J. D. (1950). Canad. med. Ass. J., 63, 255.
I fig., 7 refs.
A group of children who had suffered from rheumatic

fever and who received 50,000 units of oral penicillin
thrice daily for 2 years was compared with a control
group of 38 similar children as regards (1) the occurrence
of P-haemolytic streptococci in repeated throat cultures;
(2) the number of upper respiratory infections;
(3) recurrence of rheumatism. The groups were made
as similar as possible as regards sex, age, and duration
of illness. Blood pentcillin levels in ten children after a
single 50,000-unit dose averaged 11 units per ml. after
one hour, 0 035 unit per ml. after 2 hours, and 0 025 unit
after 3 hours.

During the 2 years of the trial, 52 throat swabs out of
576 in the control group grew P-haemolytic streptococci,
but only three out of 570 in the penicillin-treated group
grew the organism. The authors conclude from this that
haemolytic streptococci can be largely eliminated from
the throat by the above dosage, and that this would be a
useful safeguard in a community of children during an
epidemic. There was no epidemic during the trial. A
gradual increase in the number of positive cultures
occurred in the autumn and early winter, reaching a
peak in March. There were 158 colds in the control
series and 151 in the treated group.

There were six cases of rheumatic recurrence in the
control group, including two patients with streptococci in
their throat and five with a raised antistreptolysin titre.
In the treated group, among the three patients with
recurrence none had haemolytic streptococci in the
throat but all three had a raised antistreptolysin titre.
The numbers were not large enough to draw clear-cut
conclusions, but there was suggestive evidence that the
recurrence rate is reduced by giving penicillin. There
were no cases of a rash or allergic reaction in the series.

R. Hodgkinson.

Oral Penicillin in the Prophylaxis of Recurrent Rheumatic
Fever. MALINER, M. M. (1950). J. Pediat., 37, 858.
7 refs.
The author describes the use of troches containing

5,000 units of penicillin in a small group of children
with rheumatism (63) or with congenital heart disease
(23). Of the former 33 and of the latter thirteen were
given penicillin troches to suck three times daily from
September to June, the remainder acting as controls.
The bacteriological results are given with such concise-
ness that they are difficult to comprehend. It would
seem, however, that ,-haemolytic streptococci were
infrequently present, whereas Staphylococcus aureus was
isolated from " 95 per cent. of all the cultures taken ".
In the control group there were two recurrences and in
the treated group none. The author concludes [some-
what naively] that " this study confirms a previous
opinion that 5,000 unit penicillin throat troches are of
value in temporarily eliminating S. haemolyticus from
the throats of rheumatic children ". The condition
of the staphylococci in regard to their resistance to
penicillin before, during, and after the treatment does
not appear to have been studied.

[This paper has no value as a contribution to the study
of the prevention of recurrences of rheumatic fever.]

T. Anderson.

Relation of Hyaluronidase to Salicylates and Rheumatic
Fever. JAWORSKI, A. A., FARLEY, J. E., BARRETr, J.,
and JAWORSKI, R. A. (1950). J. Pediat., 37, 697.
2 figs, 36 refs.
Working in Pawtucket, U.S.A., the authors have

investigated the effects of salicylate and succinate on
hyaluronidase activity in normal and rheumatic subjects
(four showing signs of active disease and eighteen
convalescent from acute rheumatism). As controls they
used 22 children recovered from primary tuberculosis.
The hyaluronidase was a highly purified extract of bovine
testicular origin which produced no inflammation on
injection. The indicator dye used was Evans blue
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ANNALS OF THE RHEUMATIC DISEASES
(T-1824). The authors made many comparisons
between the spreading of the dye in rheumatic and non-
rheumatic subjects with and without salicylate and
succinate therapy. The area of dye spread with
hyaluronidase was significantly greater in rheumatic than
control subjects, thus confirming the findings of previous
workers in this field. A most important finding was
that in rheumatic subjects salicylate therapy had no
inhibiting effect on the spreading of the dye whether
hyaluronidase was injected simultaneously or not.
In the non-rheumatic subjects, however, oral adminis-
tration of salicylate to produce a blood level of 18 - 5 mg.
per 100 ml. brought about a 30 4 per cent. decrease of
dye spread with hyaluronidase, and a 17 8 per cent.
decrease without hyaluronidase injection. Hyaluroni-
dase is an enzyme which can be extracted not only
from many tissues, but from a variety of organisms,
including the streptococcus which is closely associated
with rheumatic fever. The authors suggest that increased
allergy to hyaluronidase may explain why some subjects
develop acute rheumatism in the presence of a strepto-
coccal infection while others do not. The significance of
the observation that salicylates inhibit hyaluronidake
effects in normal and not in rheumatic subjects remains
undetermined. William Hughes.

Cardiotonic Treatment of Rheumatic Carditis in Children.
(Kardiotonickd 166ba d6tskich reumatickych karditid.)
BU6EK, A. (1951). Uk. Listy, 6, 57. 16 refs.

The Clinical Value of Blood Fibrinogen Estimations in
Acute Rheumatism. (Valeur clinique du dosage du
fibrinogene sanguin dans le rhumatisme articulaire
aigu.) MERLEN, J. F., and DAILHEU-GEOFFROY, P.
(1950). Gaz. med. France, 57, 1197. 30 refs.

The Diagnostic Value of Rose's Reaction in Primary
Chronic Polyarthritis. (Valore diagnostico della
reazione di Rose nella poliartrite cronica primaria.)
LUCENTINI, L., and IOLI, G. (1950). Policlinico prat.,
57, 1325. 5 refs.

Sodium Salicylate, a Curative and Prophylactic Agent
in Rheumatic Fever. (El salicilato de sodio, medica-
mento profilitico y curativo de la fiebre reumitica.)
COSTA BERTANI, G. (1950). Rev. argent. Reum., 15, 123.
22 refs.

Preliminary Report on the Treatment of Rheumatic Fever
in Infancy with Sodium Gentisate. (Prime esperienze
cliniche nella cura della malattia reumatica dell'
infanzia con il gentisato di sodio.) TOscANo, F. (1950).
Minerva med., Torino, 2, 1046. 6 refs.

Rbhmatic Fever in Children. SPOHN, P. H. (1950).
Bull. Vancouver med. Ass., 27, 14. 10 refs.

An Environment and Sociological Study of Rheumatic
Heart Disease. In School Children from Four Con-
necticut Communities. QUINN, R. W., LIAo, S. J., and
QUINN, J. P. (1950). Amer. J. publ. HIth., 40, 1285.
4 figs, 8 refs.

Is Rheumatic Fever a Preventable Disease? MCCULLOCH,
H. (1951). Illinois med. J., 99, 28.

Rheumatic Fever in Hawaii. CONNOR, A., and YOSHINA,
T. (1951). Hawaii med. J., 10, 181. 7 refs.

Acute Forms of Rheumatism. (Reumatismos agudos.)
L6PEZ ZAMORA, R. (1950). Rev. argent. Reum.,
15, 195.

Rheumatic Heart Disease in Algerian Native Children.
A Statistical Study. (Cardiopathies rhumatismales de
l'enfant indigene algerien etude statistique.) SARROUY,
C., and VENEZIA, R. (1950). Pediatrie, 39, 867. 9 refs.

Routes of Administration of Salicylates. (Sobre vias de
administracion para la saliciloterapia.) MALDONADO,
I. (1950). Rev. argent. Reum., 15, 185. 14 refs.

Studies on the Pathogenesis of Rheumatic Fever. II.
A Comparison of Antibodies to Haemolytic Streptococci
in Patients with Rheumatic Fever, Patients with Mild
Streptococcal Infections, and Normal Control Groups.
KIRSCHNER, L., and MARTIN, K. (1950). N.Z. med. J.,
49, 713. 4 figs, 32 refs.

Antistreptolysin Titer as an Aid in the Diagnosis of
Rheumatic Fever. BREESE, B. B., and GRAY, H. (1951).
N. Y. St. J. Med., 51, 389. 16 refs.

Chronic Articular Rheumatism

(Rheumatoid Arthritis)

The Anemia of Infection. XIV. Response to Massive
Doses of Intravenously Administered Saccharated
Oxide of Iron. KUHNS, W. J., GUBLER, C. J., CART-
WRIGHT, G. E., and WINTROBE, M. M. (1950). J. clin.
Invest., 29, 1505. 11 figs, 20 refs.
Evidence of the effect of intravenous iron in the

hypochromic anaemia of infection, particularly that
associated with rheumatoid arthritis, is conflicting.
The present authors have recently made an intensive
study of fourteen cases. They conclude that despite
the large doses given and a rise in serum iron level
immediately following treatment, in no instance where the
associated illness persisted following therapy was the
hypoferremia pennanently corrected. In no case was
there a reticulocytosis or haemoglobin rise comparable
to that found in patients with a straightforward iron
deficiency. In three cases urinary iron was estimated,
and in one the iron in a purulent exudate: loss of iron by
these routes was not significant. In two patients who
subsequently died analysis of viscera showed that an
amount corresponding to 46 to 88 per cent. of the
administered iron was recoverable in the liver and spleen.
The reason for this diversion of iron to the tissues remains
obscure. The authors suggest that since the satisfactory
response obtained by Sinclair and Duthie (Lancet, 1949,
2, 646; Brit. med. J., 1950, 2, 1257) was associated with a
fall in erythrocyte sedimentation rate, there was possibly
an equal improvement in the clinical condition of the
patient, and therefore in the anaemia, which was not due
to iron therapy. Janet Vaughan.
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In a number of experiments, single injections of
ACTH (in three different test doses), of cortisone, and
of an ACTH peptide produced regular and statistically
significant deviations in eosinophil count, pain threshold
for joints, and strength of grip, whereas no such deviations
were seen after the administration of various other drugs
which have been claimed to be effective in rheumatoid
arthritis, or after injections of inert substances. It was
noted, however, that of ten patients tested there appeared
to be some response to aspirin in three, in all of whom
the drug produced eosinopenia; the eosinophil count was
unchanged in the remaining seven cases. Ellis Dresner.

Clinical Assessment of Rapidly Acting Agents in Rheuma-
toid Arthritis. QUIN, C. E., MASON, R. M., and
KNOWELDEN, J. (1950). Brit. med. J., 2, 810. 16 refs.
This interesting investigation seems to prove that the

intramuscular injection of deoxycortone acetate followed
immediately by intramuscular injection of ascorbic acid
has no specific, objectively demonstrable, therapeutic
effect on out-patients suffering from rheumatoid arthritis.
Injection of any substance, even of no therapeutic value
whatever, may produce a transient subjective improve-
ment in about two-thirds of cases of rheumatoid arthritis
treated.

It has long been known that subjective improvement of
this sort is to be anticipated in certain cases when a new
treatment is undertaken, but that this will occur in as
much as 58 per cent. of cases is of interest. Such a result
emphasizes the fact that the strictest control methods are
necessary to demonstrate that improvement of this sort
is not in fact due to the test substance used. The authors
were able to do this by proper randomization of the
control injections together with certain other precautions.
No significant difference could be detected after careful
observation when the results of objective tests with
control injections were compared with those in which
the test substance was used. [Future investigators will
do well to follow the criteria indicated in this well-
planned investigation.] W. S. C. Copeman.

Insulin and E.C.T. in Treatment of Rheumatoid Arthritis.
Report on a Pilot Series of Cases. KERSLEY, G. D.,
MANDEL, L., JEFFREY, M. R., DESMARAIS, M. H. L.,
and BENE, E. (1950). Brit. med. J., 2, 855. 16 refs.
Insulin hypoglycaemia provokes the liberation of

adrenaline, and thereby may stimulate the adrenal cortex.
It is possible that this also explains the effect of electric
convulsion therapy. It was decided to treat two series
of cases of rheumatoid arthritis by these two methods.

Forty cases of active rheumatoid arthritis were treated
five times weekly for 3 or 4 weeks by induction of hypo-
glycaemia with insulin. In 22 cases there was marked
improvement, and in ten this was maintained for 6 weeks
after completion of treatment. All the patients gained
weight, but there was no significant change in the
erythrocyte sedimentation rate. In 24 cases the eosino-
phil count fell 44 hours after maximal hypoglycaemia,
but there was no apparent correlation between the degree
of hypoglycaemia, eosinopenia, and recovery. Neither
was there an apparent correlation between the degree of
recovery and the depression of eosinophil count provoked
by adrenaline or adrenocorticotrophin.

Eleven cases were treated by electric convulsion

The Manubrio-sternal Joint in Rheumatoid Arthritis.
BOGDAN, A., and CLARK, J. (1950). Brit. med. J.,
2, 1361. 5 figs, 5 refs.
A report is presented, from the Westminster Hospital

Rheumatism Unit, of five cases of involvement of the
cartilaginous manubriosternal joint in rheumatoid
arthritis. Pain, swelling, and tenderness at the joint site
were noted, and were aggravated by respiratory move-
ments-particularly coughing, sneezing, and yawning.
Differential diagnosis had to be made from angina in
one case in which the pain was particularly aggravated
by the deeper inspirations resulting from exertion. In
one case the affection of this joint was the first mani-
festation of rheumatoid arthritis. Radiological changes
are best seen in coned lateral views (of which four
examples are reproduced) and occur later; they may
include irregularity and narrowing of the joint space,
erosion of the articular surfaces, and irregular expansion
of the articulating bone ends. Progression to bony
ankylosis was not observed in these cases. Harry Coke.
Objective Assessment of Improvement in Rheumatoid

Arthritis. JANUS, 0. (1950). Brit. med. J., 2, 1244.
6 figs, 12 refs.
The introduction of the potent antirheumatic agents,

cortisone and adrenocorticotrophin (ACTH) has under-
lined the need for reliable objective tests of improvement
in rheumatoid arthritis, sensitive and accurate enough
to demonstrate a response to single injections of cortisone
or ACTH, which would be used in estimating dosage and
in comparing the effects of unknown substances, standard
active preparations, and inert controls in the samrre patient,
and which would eliminate the psychological factors
involved in any subjective or clinical assessment. By
measurements of joint tenderness, strength of grip,
articular blood flow, finger-tip temperature, and number
of circulating eosinophils in cases of rheumatoid arthritis
under standard conditions, the author claims to have
evolved a reliable method of objective assessment
responsive to the effects of single doses of cortisone and
ACTH. A new method for measuring joint tenderness
in the fingers is described, and both this measurement and
the measurement of grip are reproducible within a narrow
range. Blood flow in involved knee-joints is measured
by plethysmography, and skin temperature by thermo-
couples on the finger-tips. Daily measurements were
carried out on patients at rest under basic conditions and
those in which all readings showed steady improvement,
indicating that they were going into remission on rest
alone, were eliminated, only those patients whose
measurements were largely unchanged over a period of
several days being selected for study of the effects of
treatment. After an injection of 25 mg. ACTH a lessen-
ing of joint tenderness and an increase in strength of
grip, maximal between 6 and 8 hours, and a fall in the
number of circulating eosinophils were demonstrated.
Knee blood flow showed a biphasic response, a variable
initial increase at 6 hours being followed by a rapid
decrease between 8 and 12 hours after the injection.
Skin temperature was unchanged. The responses to a
single injection of 200 mg. cortisone were similar but
slower, except that there was not the early increase in
knee blood flows which was produced by ACTH. In
view of this variability in response, it was decided that
the measurement of knee blood flow was not suitable
for inclusion in the test.
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ANNALS OF THE RHEUMATIC DISEASES
therapy, an average of five shocks being given. Three
cases were markedly improved.

It is stressed that further control and follow-up is
needed before results of these two forms of treatment can
be assessed. D. P. Nicholson.

Serum Factor in Rheumatoid Arthritis Agglutinating
Sensitised Sheep Red Cells. BALL, J. (1950). Lancet,
2, 520. 6 refs.
It was reported by Rose and others (Proc. Soc. exp.

Biod., N. Y., 1948, 68, 1) that serum from cases of
rheumatoid arthritis agglutinated sensitized sheep
erythrocytes in high dilutions, whereas normal sheep
cells were agglutinated only in low dilutions. The
author demonstrates that the factor responsible for
agglutination in sensitized sheep erythrocytes is not
the heterophil antibody, but must be an entirely different
and hitherto unrecognized substance. He standardizes
the duration of the test and points out that the rabbit
anti-sheep-erythrocyte serum used for the sensitization
of the sheep cells may not always contain equal propor-
tions of haemolysin and of agglutinin. With a sufficiently
wide margin between agglutinin and haemolysin titres,
the original technique of standardizing the sensitizing
serum on the basis of its haemolysin content is satis-
factory, but in rare cases the agglutinin titre of the rabbit
serum may be so high as to cause spontaneous agglutina-
tion of the sensitized cells. The author therefore checks
the haemolysin content against a human serum of which
the agglutinin titre for sensitized cells is known.
Out of 286 cases diagnosed clinically as of rheumatoid

arthritis, the serum in 49 per cent. contained the factor,
and in 51 per cent. it was negative. The test was negative
in 97-6 per cent. of 85 cases of ankylosing spondylitis,
in 98-3 per cent. of 107 cases of osteo-arthritis, and in
94-2 per cent. of 120 cases of arthritis of other types.
Of 79 patients attending a rheumatism clinic suffering
from indeterminate painful states such as fibrositis, all
but one gave a negative reaction, while 100 per cent.
negative reactions were obtained in nine cases of rheu-
matic fever, eight cases of acute or subacute rheumatism,
and 134 cases of various non-arthritic diseases. Of
67 medical and surgical patients chosen at random, only
one gave a positive reaction.
The author concludes that the factor in human serum

which agglutinates sensitized sheep erythrocytes and is
distinct from heterophil antibody is of considerable
serological interest. It seems to be present in relatively
small amounts in the sera of some apparently healthy
persons as well as in various diseases, but in a proportion
of cases of rheumatoid arthritis the concentration of
the factor is greatly increased, with the result that the
agglutination of sensitized cells may be evident when the
serum is diluted a thousand times or more. He suggests
that this factor may possibly be related to the disease
process of rheumatoid arthritis.
From the clinical trials it is concluded that the test

offers the advantage of considerable specificity, as 91 -5
per cent. of the cases in which positive results were
obtained had been diagnosed clinically as of rheumatoid
arthritis. Further, five out of thirteen false-positive
results occurred in patients with arthritic disease which
might easily have been labelled " rheumatoid arthritis ".
The author points out that-rheumatoid arthritis being
an ill-defined clinical syndrome which merges with various

arthritic, peripheral vascular, and other diseases-any
test which facilitates the delineation of a single clinical
group might be of value in the study of rheumatic disease.

H. Lehmann.

Assessment of Adrenal Cortical Activity in Cases of
Chronic Rheumatism after the Intravenous Adminis-
tration of Large Doses of Sodium Glycerophosphate.
(Esame della funzionalita cortico-surrenale in " reu-
matici " cronici dopo somministrazione endovenosa di
glicerofosfato di sodio ad alte dosi.) NATALE, P., and
PALA, A. (1950). Policlinico (prat.), 57, 1365. 20 refs.
After a brief review of the theories of the pathogenesis

of chronic rheumatic disorders Selye's general adaptation
syndrome in response to stress, and the alarm reaction,
are discussed as being concerned with upsetting the
balance of the diencephalic-pituitary-adrenocortical
system, thus leading to chronic disorder of the joints.
An attempt was made to determine whether the good
results of large doses of sodium glycerophosphate are due
to its activation of a " stress " mechanism, thereby
stimulating the output of cortisone and/or adreno-
corticotrophic hormone (ACTH).

Six patients with rheumatoid arthritis and two normal
controls were given 10 ml. sodijm glycerophosphate
(2 * 5 g. in a 25 per cent. solution) intravenously for three
consecutive days. Three days before, and for 3 days
after, the injection, Thorn's test was carried out to see
if there was any marked drop in the number of the
eosinophils in the blood or an increase of the uric acid/
creatinine ratio in the urine, indicating an excess of
ACTH and/or cortisone. The results showed a complete
irregularity before and after the experiment, and have
to be regarded as negative. Lucherini's view that the
beneficial effect of large doses of sodium glycero-
phosphate is perhaps due to their influence on the acid-
base balance is thought to be nearer the mark.

[A study of the tabulated results of these carefully
performed experiments is of much interest. The great
variation in the findings even before the injections, and
in the controls, should be a warning against wishful
thinking and exaggerated hypotheses in connexion with
indirect biochemical and biological assays of cortisone
and ACTH.] V. C. Medvei.

Prolonged Treatment of Rheumatoid Arthritis with
A.C.T.H. alone and with Gold. GOSLINGS, J., H1iMANS,
W., VAN LIMPT, P. M., and VAN GILSE, H. A. (1950).
Brit. med. J., 2, 1019. 5 figs, 15 refs.
In view of the established observation that the favour-

able effects of adrenocorticotrophin (ACTH) treatment
in rheumatoid arthritis rapidly disappear when it is
discontinued, and that with prolonged administration
untoward side-effects tend to occur, the authors of this
paper set out to find some method of combining a
minimal maintenance dose of this material with one of
the approved medical remedies in the hope that a remis-
sion might be induced and that no relapse would then
occur after the discontinuance of the ACTH injections.
With this end in view, they treated five patients with

rheumatoid arthritis and one with ankylosing spondylitis
with small doses ofACTH over periods of 2 to 6 months.
In four of these cases there was a completely favourable
reaction, which it was found possible to maintain with
six intramuscular injections of 2 mg. ACTH daily.
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patients were given 500-mg. doses once or twice a week,
and seven more, with disease of less than one year's
duration, after preliminary 100- and 250-mg. doses, were
given the same amount, in most cases up to a total of
10 g. The results were equally disappointing, but
toxic effects were very definite. The more serious of
these were nausea, vomiting, and rigors coming on in
from I to 8 hours after an injection, and severe, rapidly
developing anaemia. The authors conclude that cupra-
lene is of no value in the treatment of rheumatoid
arthritis. Kenneth Stone.

Hematological Changes in a Case of Rheumatoid Arthritis
treated with Adrenocorticotropic Hormone (ACTH,
Corticotropin). [In English.] HAVERMARK, N. G.,
and NORDENSON, N. G. (1950). Acta haemat., Basel,
4, 193. 4 figs, 5 refs.
A 62-year-old woman with rheumatoid arthritis and

anaemia (haemoglobin value 50 per cent.) was treated
with adrenocorticotrophin for two periods of 31 and
20 days respectively. Serial blood counts and examin-
ations of sternal marrow were made. During treatment,
there was a slight increase in erythrocyte count and
haemoglobin value with a sharp rise in serum iron level.
There was also a granul'cytosis, with the expected fall in
eosinophil count. The bone marrow changes were not
remarkable. P. C. Reynell.

Precipitin Reaction of Serum from Cases of Rheumatoid
Arthritis with Homologous Connective Tissue Extracts.
LANSBURY, J., CROSBY, W. R., and BELLO, C. T.
(1950). Amer. J. med. Sci., 220, 414. 3 refs.
Complement-fixation and precipitin tests were carried

out to test the hypothesis either that connective tissue
in cases of rheumatoid arthritis has become antigenic
and had provoked immune body formation, or that
normal connective tissues are being attacked by abnormal
immune bodies. Tissues-subcutaneous nodules and
joint tissues-removed from six patients with rheumatoid
arthritis were used as test antigens; details of preparation
are given. Control antigens were prepared from tissues
removed from patients without arthritis. In general,
both sera from patients with rheumatoid arthritis and
controls when tested with the two types of antigen gave
negative complement-fixation reactions. On the other
hand, a number of precipitin reactions were obtained
between sera from patients with rheumatoid arthritis
and antigens from such patients and from controls,
control sera giving only one doubtful reaction. The
negative complement-fixation reactions make it unlikely
that this is a true antigen-antibody reaction; its signi-
ficance is unknown. Kenneth Stone.

Plasma Levels of Free Amino Acids in Normal Subjects
Compared with Patients with Rheumatoid Arthritis.
BORDEN, A. L., WALLRAFF, E. B., BRODIE, E. C.,
HOLBROOK, W. P., HILL, D. F., STEPHENS, C. A. L.,
KENT, L. J., and KEMMERER, A. R. (1950). Proc. Soc.
exp. Biol., N.Y., 75, 28. 11 refs.
Considerable evidence is available that abnormal

metabolism of amino-acids is a frequent accompaniment
of rheumatoid arthritis. The investigation reported by
the authors was undertaken in order to determine whether
a difference exists in the plasma content of free amino-
acids as between normal individuals and patients with

8

An attempt was then made to maintain this improved
condition with injections of gold salts. Although this
procedure would appear to be a reasonable one the
authors were unable to decide whether it was successful
in their cases, and they state that more experience with
the combined treatment will be necessary before con-
clusions can be drawn. W. S. C. Copeman.

Treatment of Diseases of Dysreaction with Nitrogen
Mustard. I. Rheumatoid Arthritis. (El tratamiento de
las enfermedades de disreaccion con las mostazas
nitrogenadas: Fundamentos y resultados. I. Trata-
miento de la artritis rheumatoide.) JIMENEZ DiAZ, C.,
MERCHANTE, A., PERIANES, J., LOPEZ GARCIA, E., and
PUIG LEAL, J. (1950). Rev. clin. esp., 38, 261. 8 figs,
bibl.
The authors give a general survey of the action of

adrenocorticotrophin (ACTH) in rheumatoid arthritis,
and then describe in detail fourteen cases treated with
nitrogen mustard. Pain and joint inflammation lessened
considerably, mobility increased, and temperature
returned to normal. The original dosage employed (five
injections of 0 1 mg. per kg. body weight) was found
to be excessive, causing anaemia, leucopenia, and in one
case thrombocytopenia-all successfully treated by blood
transfusion. It was later found that results as good could
be obtained with a total of three doses of 4 mg. each, given
on alternate days. With this dosage no haematological
complications ensued.
The mechanism of action of nitrogen mustard is

obscure, but is related to that ofACTH, in that the former
is also antimitotic, produces lympholysis, and causes a
lowering of the blood eosinophil count and an increase
in the urinary excretion of 17-ketosteroids. In spite of
this, the authors do not consider that nitrogen mustard
acts by excitation of the adrenal cortex, but that it more
likely has a direct action on mesenchymal structures and
" defence organs ". If Sabin's view that antibodies
are formed by lymphocytes and released by lympholysis
is correct, then another possible mode of action of
nitrogen mustard related to its lympholytic effect must be
considered. Rene Mdindez.

Copper Therapy of Rheumatoid Arthritis. TYSON, T. L.,
HOLMES, H. H., and RAGAN, C. (1950). Amer. J. med.
Sci., 220, 418. 4 refs.
This study of copper therapy in rheumatoid arthritis

was undertaken because of Forestier's favourable report
published in 1946. First, twenty patients with severe
rheumatoid arthritis, in which gold therapy had been
either ineffective or toxic, were treated by intravenous
injections of "cupralene ", an organic copper salt,

COONA

-NH-C-N-CH2CH: CH2

IJ Icu,
receiving an initial dose of 100 mg., followed by 250 mg.
twice weekly until a total of 4 g. had been given. This is
the dosage recommended by Forestier. No toxic effects
of importance were observed. In only two cases was the
condition improved.

Higher doses were used in a second course. The same
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ANNALS OF THE RHEUMATIC DISEASES
rheumatoid arthritis. The levels of free arginine,
g1Vcine, histidine, lysine, phenylalanine, serine, and
threonine in the plasma of groups of 21 to 40 normal
subjects and of 25 to 61 patients are reported upon.

Since it is generally agreed that plasma values for these
amino-acids are normally relatively constant, it would be
reasonable to suppose that any significant change
observed in an adequate series would be worthy of
further consideration. It was found that the mean
values for arginine, histidine, and threonine in the
rheumatoid arthritic patients were very significantly
lower than those obtained in the normal groups. The
values for glycine, lysine, phenylalanine and serine were
not significantly different in the two groups.

W. S. C. Copeman.

Urinary Excretion of Certain Amino Acids during ACTH
and Cortisone Treatment of Rheumatoid Arthritis.
BRODIE, E. C., WALLRAFF, E. B., BORDEN, A. L.,
HOLBROOK, W. P., STEPHENS, C. A. L., HILL, D. F.,
KENT, L. J., and KEMMERER, A. R. (1950). Proc. Soc.
exp. Biol., N.Y., 75, 285. 3 refs.
The urinary excretion of free threonine, lysine, tyro-

sine, and arginine was estimated in 41 patients suffering
with rheumatoid arthritis before and during treatment
with adrenocorticotrophin (ACTH) or cortisone (on
which they all subsequently improved to a varying
extent), the excretion values during the control periods
being compared with the average and maximum values
during treatment. The authors were able to show a
highly significant increase in urinary excretion of free
threonine, lysine, and tyrosine in patients treated with
ACTH, as calculated both from the average and
maximum 24-hour excretion. Patients treated with
cortisone excreted a highly significantly increased amount
of threonine and tyrosine, but not of lysine, at the
maximum. Arginine excretion was not increased by
either drug. The cause of this increase in urinary
excretion of the amino-acids under study is not known,
but may possibly be associated with the metabolic
changes brought about by the remission of rheumatoid
arthritis. W. S. C. Copeman.

Rheumatoid Arthritis. Partial Rehabilitation by Interval
Therapy with A.C.T.H. and Cortisone. STONE, R. E.,
SpiEs, T. D., and NIEDERMEIER, W. (1950). Lancet,
2, 555. 2 figs, 9 refs.
The continued administration of adrenocorticotrophin

(ACTH) may be harmful, as it may over-stimulate the
adrenal glands, while that of synthetic cortisone may, on
the other hand, result in some degree of adrenal atrophy
(as in certain examples,of Cushing's syndrome where one
cortex is hyperplastic and the other hypoplastic). In
view of these facts it seemed worth while to treat a series
of cases of active rheumatoid arthritis with a course of
ACTH, followed after an interval by a course of cortisone.
During the interval, injections of prenenelone acetate,
deoxycortone acetate and ascorbic acid, saline, or
salicylic acid were given. Only ACTH and cortisone
produced any beneficial effect.

There is no evidence that the fundamental disease
process of rheumatoid arthritis is cured by this treatment,
but the course of the disease is favourably influenced and
all the patients treated obtained temporary remission.
The authors suggest that the aim should be to treat each
relapse with the minimum amount of hormone required

to establish a remission, possibly using ACTH and
cortisone alternately. D. P. Nicholson.
A Study of the Lipids in Post-partum Plasma. Its Use

in Rheumatoid Arthritis. GRANIRER, L. W. (1950).
Surg. Gynec. Obstet., 91, 591. 3 refs.
The investigation here reported was undertaken to

ascertain whether or not there was any abnormality in
the lipid content of the plasma post partum which might
account for the fact (Granirer, 7th internat. Congr.
Rheum. Dis., New York, 1949), that a sustained remission
could be produced in rheumatoid arthritis by the
administration of suitable amounts of pooled post-
partum plasma. The mechanism of this effect has not
yet been elucidated, but the evidence suggests that it is
not due solely to steroidal factors. The subjects of the
investigation were parturient patients, with no evidence
of liver disease, in the obstetrical wards of the Queens
General Hospital, Jamaica, Long Island. All patients
were maintained on an ordinary diet and blood obtained
48 to 72 hours after delivery was pooled so that each
plasma specimen represented the blood of ten mothers.
Lipid estimations were determined according to the
method described by Bloor.

In a group of eighty subjects the average plasma level
of total lipids was 465 mg. per 100 ml., of fatty acids
355 mg. per 100 ml., and of phospholipids 8-2 mg. per
100 ml. In 250 patients the average plasma total
cholesterol content was 119 mg. per 100 ml. and that of
cholesterol esters 68 mg. per 100 ml. It is concluded that
there is a decrease in the plasma cholesterol after delivery,
which may be a reflexion of pituitary adrenocortico-
trophic activity. Lilian Raftery.
Observations on the Effect of Cortisone in Chronic

Arthritis. (Beobachtungen uber die Wirkung von
Cortisone (17-Hydroxy-11-dehydro-corticosteron) bei
chronischer Arthritis.) CERESA, F., RUBINO, G. F., and
GAMMA, G. (1950). Praxis, 39, 923. 4 figs.
The authors report their observations on the use of

cortisone in two cases of rheumatoid arthritis and one of
acute rheumatic fever. The dosage used was 200 mg.
on the first day, with 100 mg. on subsequent days, given
intramuscularly. In the cases of rheumatoid arthritis
there was dramatic relief of pain, with return of move-
ment and function in the affected joints, within 4 hours
of the first injection. In the case of rheumatic fever,
which had not responded to salicylates, there was a
marked improvement on giving cortisone. In each case
there was the usual return to the former state after
treatment was stopped.

Cortisone produced in all three cases a slight poly-
morphonuclear leucocytosis, eosinopenia, slight hyper-
tension, a rise in the blood sugar level of 20 to 30 mg. per
100 ml., and an increase in the urinary excretion of
I I -oxysteroids, 17-ketosteroids, and of acid. These
changes are listed in detail day by day in all three cases
before, during, and after treatment. A warning of the
possible ill-effects of cortisone is given. G. S. Crockett.

Influence of Adrenocorticotrophic Hormone (ACTH)
on Differences of Potential Between Synovial Fluid and
Skin in Rheumatoid Arthritis. STECK, I. E., MONT-
GOMERY, M. M., REED, C. I., and JOSEPH, N. R.
(1950). J. appl. Physiol., 3, 84. 7 refs.
In an investigation carried out at the University of

Illinois, Chicago, the potential difference between the
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Long-term Results of Denervation of the Carotid Sinus
in Rheumatoid Arthritis. (Resultats eloignes de
16nervation sinucarotidienne dans la polyarthrite
chronique progressive.) MICHorrE, L. S. (1951).
Rev. Rhum., 18, 1.

Psoriatic Arthritis. Report of a Case. PLENK, H. P.
(1950). Amer. J. Roentgenol., 64, 635. 2 figs, 14 refs.

Tonsillectomy in Chronic and Postacute Rheumatoid
Arthritis. [In English.] RICHTNER, N. G. (1950).
Acta oto-laryng., Stockh., 38, 419.

Present Position of Gold Therapy in Rheumatology.
(Estado actual de la auroterapia en reumatologia.)
SPINDLER, S. (1950). Rev. argent. Reum., 15, 188.
13 refs.

The Use of BAL in the Treatment of Skin Reactions due
to Gold Therapy. MONTGOMERY, M. M. (1950).
Ann. intern. Med., 33, 915. 19 refs.

Rheumatoid Arthritis With Neutropenia, Thrombocyto-
penia, and Splenomegaly (Felty's Syndrome) With
Improvement After Splenectomy. FERSHTAND, J. B.,
and HOLSAPPLE, C. K. (1950). Tex. J. Med., 46, 842.
1 fig., 16 refs.

Felty's Syndrome. Report of Two Cases Treated by
Splenectomy. KANAR, E. A., HARKINS, H. N., CRONE,
R. I., LYTER, C. S., and ROBINSON, A. H. (1950).
West. J. Surg. Obstet. Gynec., 58, 670. 4 figs, 34 refs.

Felty's Syndrome. (La sindrome di Felty.) RENATO, A.
(1950). Med. internaz., 58, 279. 26 refs.

Felty's Syndrome in Chronic Haematogenous Tuber-
culosis. (Felty-Syndrom bei thronischer hamatogener
Tuberkulose (Splenektomie).) GABLER, E. (1951).
Wien. Z. inn. Med., 32, 24. BibI.

The Tuberculin Reaction In Different Parts of the Skin
and the Sensitivity in Rheumatoid Arthritis. With
Special Reference to the Technical Error in the Mantoux
Reaction. [In English.] WASZ-HOCKERT, 0. (1950).
Acta paediatr. Stockh., Suppl. 79. 2 figs, bibl.

Surgical Treatment of Deformities of Rheumatoid Arthritis
of the Forefoot and Toes. LARMON, W. A. (1951).
Quart. Bull. Nthwest. Univ. med. Sch., 25, 39. 6 figs.

Electrophoretic Characterization of Serum from Rheuma-
toid Arthritis Patients. REID, A. F., .PIKE, R. M.,
SULKIN, S. E., and COGGESHALL, H. C. (1951). J. Lab.
clin. Med., 37, 264. 3 figs, 16 refs.

Serological Reactions in Rheumatoid Arthritis. III.
Increased Agglutination of Sensitized Sheep Erythro-
cytes in the Presence of Normal Animal Sera. PIKE,
R. M., SULKIN, S. E., and COGGESHALL, H. C. (1951).
J. Immunol., 66, 107. 1 fig., 20 refs.

The Supersonic Treatment of Arthritis. (Die Ultra-
schallbehandlung der Arthrosen.) TSCHANNEN, F., and
SONNENSCHEIN, V. (1950). Med. Klinik, 45, 1500.
1 1 refs.

skin and the synovial fluid of the knee-joint was deter-
mined by means of a needle electrode inserted into the
cavity of the latter, and a circuit including two standard
saturated potassium chloride-calomel half-cells. In five
young males, aged between 20 and 30, with no evidence
of rheumatoid arthritis, a difference of potential ranging
from 0 to 5 mv. was recorded, the joint potential being
positive in relation to the skin. In six patients with
active rheumatoid arthritis, the differences ranged from
28 to 76 mv. during a control period. The joint potential
in the second group fell markedly during the first hour
after the administration of 25 mg. adrenocorticotrophin
(ACTH), and in all cases the joint potential fell to less
than 5 mv. at some time during a course in which 75 mg.
ACTH was given followed by 100 mg. daily for a further
3 days. In five cases the potential difference returned
to the pre-treatment level on the second or fourth day
after cessation of treatment.
From these results it is concluded that " the primary

effect of administration of ACTH is a metabolic process
mediated through the adrenal cortex and manifesting
itself as a change in bio-electric potential of the articular
structures ". Since a number of types of metabolic
inhibitions are known to result in the production of
positive potentials, the problem here posed appears to
involve the specificity of the adrenocortical hormones in
affecting a given reaction known to yield positive
potentials. Further experiments correlating physico-
chemical and metabolic processes with potential-
difference changes in experimental animals are required.

A. T. Macqueen.

The Treatment of Chronic Rheumatoid Arthritis. (Con-
siderations sur le traitement de la polyarthrite rhumatis-
male chronique.) BICKEL, G. (1951). Pr. med., 59, 59.
15 refs.

The Present Position in the Treatment of Rheumatoid
Arthritis. (Ou en est le traitement de la polyarthrite
chronique evolutive.) MONNEROT-DUMAINE, M.
(1950). Rev. mid. Moyen Orient, 7, 283.

Limitations of Cortisone Acetate in Rheumatoid Arthritis.
SNOWDEN, V. L. (1950). Permanente Fdn med. Bull.,
8, 116. 4 refs.

Personal Experience of Cortisone in Rheumatism. The
Limitations of Treatment. (Une experience de cortisone
en rhumatologie. Les limites du traitement.) DE
SI-ZE, S., ORDONNEAU, P., and ROBIN, J. (1950).
Rev. Rhutn., 17, 553.

Treatment of Rheumatoid Arthritis with Pregnenolone.
STRAZZA, J. A. (1950). J. med. Soc. N.J., 47, 472.
13 refs.

Deoxycortone Acetate and Ascorbic Acid in Rheumatoid
Arthritis. MACLEAN, K. S. (195 1). Lancet, 1, 444.
10 refs.

The Treatment of Chronic Polyarthritis by the Parenteral
Administration of Aminophenazone in High Dosage.
(Erfahrungen bei der Behandlung von chronischen
Polyarthritiden mit hohen Dosen parenteral zuge-
fuhrten Aminophenazons.) ZINNIrrz, F., and KOLWEL
E. (1950). Munch. med. Wschr., 92, 1378. 1 fig.,
5 refs.
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ANNALS OF THE RHEUMATIC DISEASES
(Osteo-Arthritis)

Vertebral Osteo-arthritis and Rheumatism. (Spondylosis
deformans und Rheumatismus.) COCCHI, U. (1950).
Radiol. clin., Basel, 19, 351. 3 figs, 24 refs.

The relationship between spinal osteo-arthritis and
rheumatism has not been yet fully explained. Osteo-
arthritic changes occur in the vertebrae not only in man
but also in erect animals (baboon, kangaroo), and
represent not inflammatory but degenerative changes.
Inflammatory changes occur in the soft tissue surrounding
the vertebral column, and usually follow a throat
infection.
The author has studied radiography of the vertebrae

of 1,017 patients. They reveal an increased incidence
of osteo-arthritic changes in older patients, this increase
being related to the age (in the 2nd decade, 3 per cent.;
in the 5th decade, 55 per cent.; in the 8th decade, 95
per cent.).
The occupation of the patient has no material influence

on the incidence and degree of osteo-arthritis. No
difference was observed as regards patients with sedentary
occupations and those working in the erect position.
There was, however, a difference between patients
employed indoors and outdoors; in the former osteo-
arthritis was foupd in 49 per cent. of cases, and in the
latter in 68 per cent. of cases. The author attributes
this difference to the influence of weather conditions.
Only 78 per cent. of patients complained of symptoms

related to the spine. In others osteo-arthritis was an
accidental finding. Out of 81 patients radiographed
because of other symptoms (tumours of the neck, goitre)
and without a history suggestive of osteo-arthritis or of
any specific or non-specific inflammatory process, 50 per
cent. showed no changes in the spinal column, but the
other 50 per cent. showed osteo-arthritic changes of
various degree. There was no difference in radiological
appearances between cases with symptoms and those
without. The osteo-arthritic changes in the latter group,
however, appeared at a later age (4 to 10 years later)
than in the former group. Hence radiological evidence
of osteo-arthritis is not important from the clinical
point of view.
The spine is not uniformly affected, areas most exposed

to strain being most commonly involved. These areas
are: 4 to 7 C, 5 to 9 D, and 3 to 5 L.

Exposure to adverse weather conditions causes peri-
spondylitis, which accelerates the normal " wear and
tear" process in the spine. Perispondylitis improves
on treatment, but osteo-arthritic changes remain
unaffected by treatment or even progress.

[The author's tables of results should be studied in the
original by those interested.] W. J. Czyzewski.

Joint Debridement for Osteoarthritis of the Knee.
ISSERLIN, B. (1950). J. Bone Jt Surg., 32B, 302. 8 figs,
3 refs.
The operation of joint debridement described by the

author is essentially one of synovectomy, with, in
addition, the removal of osteophytes. The articular
cartilage is smoothed where degenerate; the menisci
are preserved if they appear healthy. A total of 35
operations are reviewed after periods of I to 9 years.
The striking results were the relief of pain (28 knees) and

the restoration of movement (full extension in 25 knees,
and flexion to or beyond a right angle in 27 knees).

[This valuable procedure is one which should be more'
often used for the osteo-arthritic kree which resists
conservative treatment.] Norman Capener.

Experimental and Clinical Use of Oxidized Cellulose and
Cortisone in the Ptevention of Excess Bone and Fibrous-
tissue Formation. STINCHFIELD, F. E. (1950). J. Bone
Jt Surg., 32A, 739, 766. 12 figs, 4 refs.
The author records his experience of the use of oxidized

cellulose and instillation of cortisone in the prevention
of excessive bone and scar tissue formtation after ortho-
paedic procedures. Oxidized cellulose was used in 22
cases of arthroplasty of the hip, knee, elbow, or hallux.
The range of movement in these cases was greater than
that achieved when oxidized cellulose was not used.
There was little or no new bone formation, but fibrous-
tissue formation proceeded normally, or was even
accelerated. Accordingly the effect of cortisone, which
is known to inhibit wound healing by suppressing the!
growth of connective tissue, was studied in experimental
arthroplasty in dogs. Post-mortem examination of the
joints in which cortisone was used revealed a reduction
in fibrous-tissue formation. The author suggests that
in clinical practice fibrous-tissue formation after arthro-
plasty could be controlled by the use of cortisone.

(In the discussion it was suggested that although
cortisone might reduce fibrous-tissue formation around
joints after arthroplasty, there was a risk that it might
inhibit the process of wound healing.) J. S. Batchelor.

Heberden's Nodes. (Heberden's knuder.) SYLVEST, O.,
JARL0v, N. V. (1951). Nord. Med., 45, 391. 7 refs.

(Spondylitis)

Anatomical and Radiological Study ofa Case of Ankylesng
Spondylitis. (etude anatomique et radiologique diune
spondylite ankylosante.) LACHAPiELE, A. P. (1950).
J. Radiol. Electrol., 31, 665. 4 figs.

Spondylarthritis Ankylopoietica. (Spondylarthritis anchy-
lopoietica.) JoNssON, E. (1950). Nord. Med., 44, 1705.
23 refs.

Spondylitis Ankylopoietica and Osteo-arthritis of the
Vertebral Column. (Spondylose rhizomelique et
spondylose deformante de la colonne vertebrale.)
VAN WENT, J. M. (1950). Rev. Rhum., 17, 517.

The Early Diagnosis of Spondylarthritis Ankylopoietica.
(Spondylarthritis anchylopoietica incipiens. Diagnose
og behandling. II.) REITER, H. F. H., and THOMS, J.
(1950). Nord. Med., 44, 1739. 2 figs, 24 refs.

The Pathological Anatomy of, Spondylitis and Certain
Types of Polyarthritis. (A propos de l'anatomie
pathologique des spondylarthrites et de certaines
polyarthrites.) HERBERT, J. J. (1950). Rev. Rhum.,
17, 535. 2 figs.

Rheumatoid Spondylitis (Striimpeil-Marie Arthritis).
Orthopedic Management. POTTER, T. A. (1950). Amer.
Practit., Phila., 1, 1129.
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dramatic (within a few days) and relapse occurred
14 to 48 hours after discontinuing the treatment. In the
third case, 8 days after withdrawal of ACTH, cortisone
acetate was given intramuscularly in a dosage of 300 mg.
daily for 3 days, 200 mg. for 10 days, and 150 mg. daily
for 10 days, making a total of 4-4 g. The condition
improved even more readily than with ACTH, amd the
subsequent relapse upon withdrawal was not so severe.
A few weeks later cortisone was given by mouth at
12-hourly intervals, the dosage being 300 mg. daily for
3 days, 200 mg. daily for 10 days, and 150 mg. daily for
4 days, making a total of 3 5 g.; it was as effective as
when given by injection and the relapse seemed even
milder. Clinical impressions were fully supported by
laboratory tests. The authors point to one significant
and satisfactory feature. In spite of relapse on with-
drawal of treatment, the course of the disease was
materially shortened in the first two cases (in which
the patients recovered completely) and probably
shortened in the third.

[A case which presented all the signs and symptoms
of Reiter's syndrome (the only unusual feature being that
the patient was a young woman) was demonstrated at
the January (1951) meeting of the Heberden Society;
cortisone administration was without effect, the disease
actually progressing while it was being given.]

D. Preiskel.

Some Examples of the Indications for Parathyroidectomy,
Particularly in Chronic Rheumatism. (Documents pour
servir aux indications de la parathyroidectomie.
(En particulier dans les rhumatismes chroniques.))
MALLET-GUY, P., and GUIGOU, P. (1950). J. Mid.
Lyon, 31, 991.
The authors of this article describe a number of cases

of neurofibromatosis, sclerodermia, spinal osteomalacia,
and chronic back pain due to spondylitis in which removal
of the parathyroid gland on one side gave relief in one
case in which the operation was performed under local
analgesia the pain vanished as the gland was removed.
[They do not distinguish between osteoporosis and
osteomalacia and the rationale of the operation is not
discussed.] Three conditions which must be fulfilled to
obtain success in cases of chronic rheumatism are that
the tissue removed be shown 'to be parathyroid by
histological examination, that there be hypercalcaemia,
and that the rheumatism be confined to the spine.

G. S. Crockett.

The Shoulder-Hand Syndrome and Aortic and Coronary
Disease. (Syndrome " epaule-main " et affections
aortocoronariennes.) SOULIE, P., TRICOT, R., and
DEGEORGES, M. (1950). Sem. H6p. Paris, 26, 4141.
10 figs, bibl.
After a review of the literature on the shoulder-hand

syndrome, four cases observed by the authors are des-
cribed. Three of the patients developed the typical
signs and symptoms of the syndrome after an attack of
myocardial infarction, and the fourth had syphilitic
aortitis with severe retrosternal pain and dyspnoea.
This last patient died and necropsy revealed, in addition
to the cardiac and aortic changes, microscopic lesions
of a proliferative type in the region of the last two
cervical and first dorsal nerve roots, with some degenera-
tive changes in the corresponding spinal ganglia.

(Miscellaneous)

Reiter's Disease: a Case Successfully Treated with
Aureomycin. KORB, H., and BROWN, E. A. (1950).
Arch. Derm. Syph., Chicago, 62, 391. 10 refs.
The case is reported of a man, aged 20, who first came

under treatment at the Boston City Hospital in 1944
with urethritis, conjunctivitis, and arthritis of the left
knee. He was treated with sulphadiazine, apparently
with success. Later that year the urethral discharge,
conjunctivitis, and arthritis recurred and he was again
admitted to hospital. Investigation showed a leuco-
cytosis of 12,000 per c.mm., but the condition responded
to sulphadiazine as before. He was admitted for a
third time in 1946 with urethritis and a swollen left knee
and, shortly afterwards, the conjunctivitis again became
evident. This time he was treated with penicillin and
was discharged from hospital 13 days later. The
condition recurred, however, after 2 months, with
urethritis, conjunctivitis, and a swollen left heel. He was
then treated with aureomycin, 100 mg. per kg. body
weight being given in the first 24 hours, followed by
75 mg. per kg. daily for one week, after which time the
daily dose was reduced to 50 mg. per kg. [total dose not
stated]. Improvement was immediate and the urethral,
eye, and joint symptoms cleared by the third day. When
seen 25 days later he was apparently well.

It is claimed that this is the first recorded case of
Reiter's disease to be treated with aureomycin. [No
investigations for pleuro-pneumonia-like organisms are
reported as having been undertaken either in the patient
or his consort(s).]

[Reiter's disease is attracting increasing attention in
the U.S.A. at a considerable interval after similar interest
was aroused in Great Britain. It is noteworthy also
that in the U.S.A. non-specific urethritis is regarded as
much less of a problem than it is in Britain.]

R. R. Willcox.

Reiter's Syndrome: Effect of Pituitary Adrenocorticotropic
Hormone (ACTH) and Cortisone. OGRYZLO, M. A,
and GRAHAM, W. (1950). J. Amer. med. Ass., 144,
1239. 2 figs, 12 refs.
Since Reiter's description (in 1916) of the syndrome

which bears his name, its boundaries have remained
ill-defined, with emphasis on the triad of urethritis,
conjunctivitis, and arthritis. All but one of the cases
reported hitherto have been in young adult males. The
causation of the disease remains in doubt. Some
workers have recovered pleuropneumonia-like organisms
from the genito-urinary tract and joint fluid (though
they were unable to reproduce the disease experimentally);
others have suggested that the syndrome is similar to
dysenteric polyarthritis with toxic manifestations.
The present authors describe the effect of pituitary

adrenocorticotrophic hormone (ACTH) and cortisone
on the syndrome in three cases, inert injections being
given both before and after the above preparations, so
that the patients were unaware of any change in treatment.
The patients, whose case-histories are given, were all
males, aged 29, 35, and 24 respectively. The first
patient was treated with ACTH in doses of 25 mg. given
intramuscularly every 6 hours for 12 days; the second
with 10 mg. 4-hourly for 14 days, and the third with
25 mg. 6-hourly for 14 days. Response to ACTH was
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ANNALS OF THE RHEUMATIC DISEASES
After describing the general course, progress, radio-

logical appearances, and treatment of the condition, the
authors discuss its aetiology in some detail. It is
considered that the most probable cause is reflex
sympathetic inhibition affecting the upper dorsal and
stellate ganglia and that this is confirmed to some extent
by the post-mortem findings. Kathleen M. Lawther.

Accessory Sacroiliac Articulations with Arthritic Changes.
HADLEY, L. A. (1950). Radiology, 55, 403. 9 figs,
3 refs.
Accessory articulations may frequently be demon-

strated between the ilium and the posterior surface of the
sacrum. These joints may show arthritic changes of
lesser or greater degree, and ankylosis may occur.
Many of the patients complain of low backache, and
some of tenderness when pressure is applied over the
accessory joint. Photographs of two osteological
specimens and radiographs of six patients with accessory
sacro-iliac articulations are reproduced, illustrating
asymptomatic, arthritic, and ankylosed joints.

A. Orley.

Comparison of Muscle Biopsies and Bone Marrow
Examinations in Dermatomyositis and Lupus Erythe-
matosus. MADDEN, J. F. (1950). Arch. Derm. Svph.,
Chicago, 62, 192. 7 figs, 20 refs.
This work was undertaken in an attempt to facilitate

the differentiation between dermatomyositis and acute
disseminated lupus erythematosus, which is sometimes
difficult in the early stages of these diseases. Muscle
biopsies were performed in eight cases of dermato-
myositis, eleven cases of acute disseminated lupus
erythematosus, six cases of subacute lupus erythematosus,
and one case of chronic discoid lupus erythematosus.
Some degree of nodular myositis was found in alt

cases of dermatomyositis, but this change was also found
in those cases of disseminated lupus erythematosus in
which joint or muscle pains occurred. It is concluded
that although muscle biopsy may help in the diagnosis
of dermatomyositis it does not provide a means of
differentiation when this is difficult clinically. On the
other hand, the finding of the L.E. cell in bone-marrow
preparations is diagnostic of acute disseminated lupus
erythematosus, although it is not present in every case
and is more easily found in the acute and early stages of
the disease than later on. It was not found in any case
of dermatomyositis or of subacute or chronic discoid
lupus erythematosus. H. R. Vickers.

Review of Cases of Arthritis since July, 1946. (Revue
des cas d'arthrite depuis juillet 1946.) ROUSSEAU, J.,
and DELISLE, C. (1950). Laval mid., 15, 913. 8 refs.

Chronic Rheumatic Arthritis and Housing Conditions.
[In English.] DAHLBERG, G., and GRUBB, I. (1951).
Acta genet., Basel, 2, 42. 6 refs.

Medical Aspects of Bone Disease with Particular Refer-
ence to Osteoporosis. HOWARD, R. P. (1950). Canad.
med. Ass. J., 63, 258. 8 figs, 13 refs.

The Treatment of Rheumatism with PeniciUin. (Penicillin-
behandlung des Rheumatismus.) EPPING, H. (1950).
Ther. d. Gegenw., 89, 373.

Results to be Expected from Crenotherapy in Rheumatic
Disease. (Ce que l'on peut attendre de la creno-
therapie des affections rhumatismales.) JUSTIN-
BESANMON, J., and RUBENS-DUVAL, A. (1950). Con-
cours mid., 72, 3317.

Changes in Blood Histamine Level in Arthritis after
Mud-pack Treatment. (Sul comportamento dell'-
istaminemia negli artropatici dopo un fango.)
BONESSA, C., and BocCONI, G. (1950). Minerva med.,
Torino, 41, 1209. 3 figs, 10 refs.

Changes in Blood Histamine Level during Mud-pack
Treatment. (Sul comportamento dell'istaminemia
durante la cura di fanghi.) BOCCONI, G., and BONESSA,
C. (1950). Minerva med., Torino, 41, 1214. 6 figs.

Physostigmine. The Clinical Response in Arthritis of Long
Standing. SHAPIRO, S., and WEINER, M. (1950).
Med. Times., N.Y., 78, 557. 6 refs.

The Use of Physostigmine and Foreign Protein Therapy
in Arthritis and Related Conditions. STAHMER, A. H.
(1950). Wis. med. J., 49, 1020. 2 figs, 10 refs.

The Therapeutic Effect of " Benzedrine in Obesity with
Rheumatism. (Les effets therapeutiques de la benze-
drine (amphetamine) chez les obeses rhumatisants.)
JUNET, R. (1950). Rev. mid. Suisse rom., 70, 713.

The Problem of Effective Salicylate Therapy. (Zur Frage
einer wirksainen Salizyltherapie.) MLCZOCH, F., and
TREMI, E. (1950). Wien. klin. Wschr., 62, 975. 2 figs,
9 refs.

Calciferol Intoxication during the Treatment of Chronic
Arthritis. (Intoxikace calciferolem pri lcb chronicke
arthritidy.) KUBICKA, J. (1951). Vas. Lek. ces., 90,
137. 12 refs.

Reiter's Syndrome in Childhood. CORNER, B. D. (1950).
Arch. Dis. Childh., 25, 398. 2 figs, 24 refs.

Gonococcal Rheumatism as a Clinical Entity. (Le
rhumatisme blennorrhagique n'est pas un vain mot.)
WEIL, M. P. (195Q). Rev. Rhum., 17, 562.

Ten Cases of Amoebiasis with Arthritic Complaints.
ZINNEMAN, H. H. (1950). Amer. J. Digest. Dis., 17, 342.
16 refs.

The Significance of Acute Lumbago. (Le lumbago aigu.
Sa signification.) LIEVRE, J. A. (1950). Rev. Rhum.,
17, 557. 12 refs.

The Aetiology of Certain Types of Arthritis of the Hip.
(L'etiologie de certaines arthroses de la hanche.)
CHARRY, R. (1950). Rhumatologie, No. 5, 220. 7 figs.

Periarthritis of the Shoulder. (La periarthrite de l'epaule.)
SICHiRE, R. M. (1950). Mid. franc., Paris, 10, 263.

Scapulo-humeral Periarthritis of Coronary Origin. (Les
periarthrites scapulo-humerales d'origine coronarienne.)
RUELLE, M. (1950). Rev. Rhum., 17, 515.
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whereby the degree of neural damage may be assessed
from the size, site, or nature of a disk lesion.

[The cadavers studied were dissecting-room subjects
whose ages are not stated, nor are the methods and time
of preservation mentioned; measurements, which are
recorded in millimetres, would thus appear to be liable to
wide limits of error.] Lambert Rogers.

Sciatica. OLIVER, L. C. (1951). Postgrad. med. J.,
27, 50. 3 figs, 2 refs.

Gout

ACTH and Colchicine in the Clinical Treatment of
Acute Gouty Arthritis. Physiological Considerations
and Review of Therapeutic Results in Fifty-one Attacks.
WOLFSON, B. Q., HuNT, H. D., COHN, C., ROBINSON,
W. D., and DUFF, I. F. (1950). J. Mich. med. Soc.,
49, 1058 and 1083. 1 fig., 18 refs.
Adrenocorticotrophin (ACTH), given in doses small

enough to be free from undesirable effects, will end
almost all acute attacks of gout within 24 hours. When
the hormone is withdrawn some patients relapse within a
few days, but this is found to be prevented by the
simultaneous administration of colchicine. In this study
three preparations of ACTH were used: (1) aqueous
ACTH; (2) a long-acting preparation ofACTH adsorbed
on colloidal aluminium phosphate; (3) a new long-
acting preparation named " polyvinyl-adactar" (ACTH
adsorbed on aluminium phosphate in polyvinyl-
pyrrolidone).

Patients treated with the first two preparations
received an initial dose of 50 mg. which was repeated at
6-hour intervals until 75 to 90 per cent. improvement was
observed. Administration of colchicine was started at
the same time in a dose of fW grain (0 * 65 mg.) four times
daily, which was continued until diarrhoea occurred,
when it was stopped; with recovery from the diarrhoea
it was resumed at a lower dosage, the process being
repeated until the maximum daily dose which was well
tolerated was ascertained, and this was continued for at
least 2 weeks after all residual joint soreness had dis-
appeared. The results of eosinophil counts in the peri-
pheral blood, taken before, and 4 hours after, each dose
of ACTH, and determinations of the urine urate/
creatinine ratio, in 1-hour urine samples taken before, and
during the 4th hour after, each dose suggest that a good
therapeutic response is not obtained until ACTH evokes
a good increase in adrenal function. Clinically, little
change is noted for 2 to 3 hours after the initial 50-mg.
dose of ACTH. Then, in patients who respond well,
subsidence is rapid. In other cases there may be no
change until the second or third dose is given, when there
may be either the same rapid improveiTent or a more
gradual recession. The emotional state which commonly
precedes and accompanies acute gout is dissipated as
rapidly as the joint symptoms. In a series of 38 attacks
treated by the authors 75 to 90 per cent. improvement
was generally obtained within 24 hours.

Patients treated with polyvinyl-adactar were given an
initial dose of 100 mg., which was repeated at 24-hour
intervals until 75 to 90 per cent. improvement was noted.
This preparation appears to be active up to 48 hours
after a single dose. Colchicine was given simultaneously
in the manner already described. Of thirteen attacks

Anatomical Aspects of Scapulo-humeral Periarthritis.
(Les aspects anatomiques de la periarthrite scapulo-
humerale.) DENIS, A. (1951). Rev. Rium., 18, 22.

Scapulohumeral Periarthritis. (Periarthritis scapulo-
humeralis.) BUYSE, K. (1951). Belg. Tijdschr. Geneesk.,
7, 193. 2 figs.

Sciatica

Anomalies of the Lumbosacral Vertebrae in Five Hundred
and Fifty Individuals without Symptoms Referable
to the Low Back. SOUTHWORTH, J. D., and BERSACK,
S. R. (1950). Amer. J. Roentgenol., 64, 624. 3 figs,
13 refs.
The authors review the radiological findings in the

lumbar spine of 550 patients referred for barium-meal
examination at the Mt. Alto Veterans' Hospital,
Washington, D.C., in order to assess the clinical signi-
ficance of the common variations found in this region.
The length and width of the transverse processes of

the lower lumbar vertebrae were measured. The
maximum width for those of L4 and L5 were found to be
14 and 19 mm. respectively, values exceeding 19 mm. for
L5 being considered to indicate an attempt at sacraliza-
tion. L4 could be identified by the fact that its transverse
processes were smaller and more sharply angulated
upward than those of L3. Asymmetry of the planes of
the posterior articular facets between L4 and L5 and L5
and S1 was found in 36-4 percent. of subjects. As none
of these complained of symptoms it is concluded that
such asymmetry, though mechanically undesirable, is
not necessarily significant.
Some degree of spina bifida occulta occurred in 18-2

per cent. of subjects, but the incidence of scoliosis was
no higher in these cases than in the rest of the series.
In 6-4 per cent. of subjects there was evidence of
sacralization of L5 in the form of grossly overdeveloped
and wing-shaped transverse processes. Lumbarization
of S1 was found in 2 per cent., and first lumbar ribs in
11 * 3 per cent. The incidence of osteo-arthritis appeared
to be mainly related to age, but was slightly more frequent
in patients with scoliosis. It was found rather often
between the contiguous margins of the sacrum and
sacralized transverse processes of L5. Otherwise the
condition did not appear to be associated with con-
genital anomalies. J. A. Shiers.

Protrusions of Intervertebral Discs. Study of their
Distribution, Characteristics and Effects on the Nervous
System. HALEY, J. C., and PERRY, J. H. (1950).
Amer. J. Surg., 80, 394. 9 figs, 29 refs.
The authors examined the spinal column in 99 cadavers

and found protrusion of intervertebral disks in 63.
Cervical protrusion was seen twice as often as lumbar,
which, in turn, was seen four times as often as thoracic
protrusion. The commonest sites were the 4th, 5th, and
6th cervical disks and the 4th and 5th lumbar disks. In
nearly half the specimens there were multiple lesions.
Many protrusions showed no rupture of the annulus,
which was merely bulged. It is suggested that certain
cord changes may result from compression or occlusion
of spinal branches of the vertebral artery or aorta as a
result of disk protrusion, and that there is no simple rule
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ANNALS OF THE RHEUMATIC DISEASES
treated (five not previously treated with colchicine,
eight colchicine-resistant attacks), all but one were
terminated by a single injection of the ACTH prepara-
tion, and in eleven of the attacks 75 per cent. improve-
ment was apparent after 12 hours. Kenneth Stone.

Renal Changes in Gout. BROWN, J., and MALLORY, G. K.
(1950). New Engl. J. Med., 243, 325. 5 figs, 17 refs.
This survey is based on a study of five patients with

gout and one patient aged 83 without clinical gout in
whose kidneys urate deposits were found at necropsy.
The authors believe that urates are first precipitated in the
tubules, and that subsequent necrosis and fibrosis of the
tubular wall may confuse the picture; this would account
for previous reports of interstitial deposits. In three of
their six cases there was pyelonephritis, and the lesions
were most definite in relation to urate deposits blocking
the tubules. It is suggested that associated pyelo-
nephritis, as well as vascular degeneration, may play a
part in the genesis of renal failure in gouty persons.

D. A. K. Black.

ACTH and Colchicine in Therapy of Gout. Report of
a Case of Acute Gouty Arthritis. LEOPOLD, H. N.
(1950). Texas J. Med., 46, 710. 10 refs.

Gout in Argentine Hospitals. (La gota en nuestro medio
hospitalario.) FRANCE, O., and LOSADA, M. (1950).
Rev. argent. Reum., 15, 116. 14 refs.

Excretion of 17-ketosteroids in Gout. (Eliminacion de
17 cetosteroides en gota.) TARNOPOLSKY, S., MON-
TUORI, E., and SCHERE, M. (1950). Rev. Asoc. med.
argent., 64, 541. 5 refs.

Non-Articular Rheumatism

Chronic Relapsing Febrile Nodular Nonsuppurative
Panniculitis (Weber-Christian Disease). Relation to
Rheumatic Fever and Allied Disease. BRUDNO, J. C.
(1950). New Engl. J. Med., 243, 513. 5 figs, 24 refs.
A case of Weber-Christian disease is recorded. This

is an uncommon syndrome characterized by successive
crops of nodules in the subcutaneous (and sometimes
internal) fatty tissue, associated with fever. As long as
there are nodules present, fever persists. The nodules,
single or in clusters and mainly on the thighs, are caused
by a focal inflammatory process. Histologically, the
early changes are oedema, congestion, infiltration with
segmented cells and lymphocytes, necrosis of fat, and
phagocytosis of fat droplets by large histiocytes; later
there is replacement by collagen, and ultimately fibrosis.
The overlying skin is at first red and raised; with involu-
tion of the nodule it becomes pigmented and depressed.
The case reported occurred in a woman aged 29, who

was admitted to the City Hospital, Quincy, Massachusetts.
with migratory joint pain and fever, and gave a past
history of rheumatic fever. The author suggests that
Weber-Christian disease is not a disease entity, but an
allergic reaction with focal manifestations in the sub-
cutaneous or intra-peritoneal fat, and that it is allied to
the group of collagen diseases. Kenneth Stone.

Chronic Polymyositis. [In English.] CHRISTENSEN, E., and
LEvIsON, H. (1950). Acta psychiat., Kbh., 25, 137.
28 refs.
Dermatomyositis is a well-recognized condition, but

reports in the literature on pure myositis are infrequent.
The author describes six cases of the latter.

Family histories were negative in all cases, two of
which were in males and four in females. Symptoms
had been present for 6 months to 10 years-in a boy of 9
since birth. The main complaints were of pain, weakness,
and tenderness of muscles, with predominant involvement
of the limbs and back. Rarely the facial, oculomotor,
and pharyngeal muscles were affected. Atrophy of
muscles was common but pseudohypertrophy was seen
in two cases.

Muscle biopsy examination was performed in all cases,
with the finding of fibrillary atrophy, lymphocytic
infiltration (frequently perivascular), and a less marked
cellular exudate of mononuclears, polymorphonuclear, or
eosinophil cells. In two cases biopsy was repeated after a
course of streptomycin and the cellular infiltration was
then found to be much reduced. In four of the cases
streptomycin led to improvement and to a fall in the
erythrocyte sedimentation rate.

Proximal muscles were mainly affected, as in a
dystrophy, and in three cases a clinical distinction from
muscle dystrophy was impossible; the electromyographic
findings were also compatible with a dystrophy. In two
cases the initial biopsy diagnosis was myositis, but
re-examination of a specimen after an interval showed
the picture of a dystrophy.

In myositis, streptomycin may lead to improvement
or complete remission. Some cases of muscular
dystrophy may be the late result of an attack of myositis.
[From the clinical and microscopical descriptions

given, the abstracter finds it difficult to withhold the
diagnosis of muscular dystrophy in some of these cases.]

D. P. Jones.
Panniculitis. Report of Cases. JONES, P. E., LAMB, J. H.,
and GOLDMAN, L. (1950). 5th. med. Ji, Bgham., Ala.,
43, 792. 7 figs, 14 refs.
An outline of the features of panniculitis, and of the

34 cases described in the literature, is given, three personal
cases being reported. The first patient was a woman
with a history of tender tumours on arms and legs for
9 years. After x-ray treatment for menorrhagia she
became ill and the fatty tumours broke down and
discharged pus. New lesions appeared and became
necrotic: she became progressively weaker and eventually
died. The other two cases were both of fat necrosis of
the new-born. The first child had a fatty tumour of the
back which had almost disappeared at 3 months. The
other had firm nodular bluish masses on the shoulders,
which from time to time turned yellowish and became
less firm. They gradually disappeared. All cases were
associated with pyrexia. In all cases, microscopy
showed necrosis of tissue fat and foreign-body cell
reaction. It is noted that one child was born to a diabetic
mother, while the other mother died of fat embolism
a few days after delivery. The hypothesis that changed
fat metabolism causes foreign-body reaction is discussed.

E. H. Johnson.
Objective Diagnosis and Curability of Non-Articular
Rheumatism. GooD, M. G. (I951). Brit. J. phys. Med.,
14, 1. 9 figs, 20 refs.
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Sickle Cell Anemia Simulating Rheumatic Fever in the
White Race. CACCAMO, L. P., and STRUTNER, L. A.
(1951). Ohio St. med. J., 47, 121. 4 figs, 11 refs.

The Pathological Anatomy Underlying Rheumatic
Diseases. (Das pathologisch-anatomische Substrat
rheumatischer Erkrankungen.) WALTHARD, B. (1951).
Z. Rheumaforsch., 10, 39. 8 figs, I ref.

ACTH, Cortisone, and Other Steroids

Use of Cortisone and Adrenocorticotropic Hormone in
Acute Disseminated Lupus Erythematosus. SOFFER,
L. J., LEvrrr, M. F., and BAEHR, G. (1950). Arch.
intern. Med., 86, 558. 5 figs, 8 refs.
A series of fourteen patients with disseminated lupus

erythematosus were treated with cortisone and adreno-
corticotrophin (ACTH). On the whole, ACTH was
quicker in its action but its effect terminated very abruptly
when it was withheld. All fourteen showed dramatic
improvement in the characteristic clinical features of
the disease, namely, fever, weakness, joint pains, charac-
teristic eruption, and cardiovascular changes. There
was, however, little change in the biochemical findings
in the patients under treatment, the effect apparently
being a matter of simple clinical improvement without
arrest of the essential disease processes. All fourteen
patients had some oedema, hypertension, heart failure,
and either depression or euphoria. Of the fourteen
patients, one died in convulsions under treatment, one
died from an intercurrent unrelated malady, and in one
diabetes mellitus developed. Treatment was continued
for several months but all the patients who survived
promptly relapsed when the treatment was stopped. It
is quite clear that considerable further study of this
clinical enterprise is needed. G. F. Walker.

The Effect of Adrenocorticotropic Hormone (ACTH) and
Cortisone on the Course of Disseminated Lupus Erythe-
matosus and Periarteritis Nodosa. CAREY, R. A.,
HARVEY, A. M., and HOWARD, J. E. (1950). Bull.
Johns Hopk. Hosp., 87, 425. 11 figs, 14 refs.
The authors describe their experience with adreno-

corticotrophic hormone (ACTH) in eight patients
suffering from disseminated lupus erythematosus. The
initial daily dose was 100 mg., reduced gradually to
20 or 10 mg., and the period of treatment was 15 to
68 days. To four other patients suffering from the same
condition the authors gave cortisone in initial doses of
200 to 400 mg., reduced gradually and continued for
11 to 18 days. The patients had had the disease for
periods varying from I month to 8 years, with an average
of 2 years. In all cases there were systemic features as
well as skin lesions. All the patients responded immedi-
ately and dramatically to administration of ACTH or
cortisone, the temperature becoming normal and the
joint pains disappearing within 24 hours. An increased
sense of well-being, loss of fatigue, and increase in appetite
were noted, together with recession of skin lesions,
absorption of pleural and pericardial effusions, and
subsidence of palpable lymph nodes. Temporary
relapse occurred in five cases, with recrudescence of fever
and of skin and joint lesions, when the dose of ACTH
was reduced to less than 40 mg. daily. This " rebound

The Painful Back. BAGNALL, A. W. (1951). Canad. med.
Ass. J., 64, 107.

Neurotrophic Rheumatism of the Upper Limb. (Le
rhumatisme neurotrophique du membre superieur.)
RAVAULT, P. P. (1951). Rev. Rhum., 18, 74. 32 refs.

General Pathology

The Uroprecipitation Reaction in Rheumatic Disease.
(Odczyn uroprecypitacyjny w chorobie gosccowej.)
HIRSZFELDOWA, H., and SZOMSKA, J. (1950). Polsk.
Tyg. lek., 5, 932. 4 refs.
The uroprecipitation reaction was studied in 123 cases

of rheumatism. Positive results were obtained in
54 cases. Both auto- and iso-uroprecipitation have
been observed by other workers in a variety of diseases
(pneumonia, jaundice, typhoid fever, typhus) but in low
titre (I in 2, 1 in 4, occasionally I in 8), whereas in cases
of rheumatic disease the titre was usually I in 32 to
1 in 64.
The authors recommend for the test 0 - 2 ml. inactivated

serum from the patient, superimposed on 0 * 5 ml. boiled
and filtered urine. After this combination has been
incubated at 370 C. for 18 hours, the results are read in an
agglutinoscope. Controls include saline and serum,
and saline and urine. J. W. Czekalowski.

A Comparative Study of Antihyaluronidase, Antistrepto-
lysin "0O ", Antistreptokinase, and Streptococcal
Agglutination Titres in Patients with Rheumatic Fever,
Acute Hemolytic Streptococcal Infections, Rheumatoid
Arthritis and Non-rheumatoid Forms of Arthritis.
QuINN, R. W., and LIAO, S. J. (1950). J. clin. Invest.,
29, 1156. 12 figs, 45 refs.
The authors made a comparative study of the anti-

bodies liberated in the body as a result of haemolytic
streptococcal infection. Quantitative tests for the
presence of these antibodies in the blood were made in
the following groups: (l) patients with, and convalescent
from, acute P-haemolytic streptococcal infections;
(2) patients with active rheumatic fever; (3) patients
with inactive rheumatic fever; (4) patients with rheuma-
toid arthritis; (5) patients with non-rheumatoid forms
of arthritis; (6) normal subjects. The anti-bodies
studied were: (a) antistreptolysin "0 ", (b) antistrepto-
kinase; (c) antihyaluronidase; (d) agglutinins to auto-
claved streptococci.
A rise in titre was observed for all the antibodies in

patients suffering and convalescent from haemolytic
streptococcal infection and active rheumatic fever.
Those with rheumatoid arthritis only showed a significant
rise in the agglutinin titre, and those with non-rheumatoid
forms of arthritis showed no consistent change in
antibody titre as compared with normal subjects. It is
suggested that these differences in antibody pattern are
indicative of fundamental differences between the
diseases, and might be used as the basis of a test for the
diagnosis of acute rheumatism, provided recent infection
with haemolytic streptococci is excluded. S. Karani.
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ANNALS OF THE RHEUMATIC DISEASES

phenomenon" subsided spontaneously in 7 to 15 days.
Up to the time of the present report five patients had had
remissions lasting from 3 to 11 months. In five there
was a relapse of varying severity from 7 days to 4 months
after treatment; two of these patients had a further
course of treatment, which was followed by a relapse
after 7 days in 1 case and a remission lasting 6 months in
the other. There were two deaths, one from empyema,
the other from renal insufficiency.

In five other patients (four of whom received ACTH
and one cortisone) with predominant skin manifestations
and no significant systemic involvement the response
was less satisfactory. There was some 40 to 50 per cent.
improvement in chronic lesions, but relapse occurred
soon after treatment was discontinued.

Neutrophilia and lymphopenia followed administration
of ACTH or cortisone, but eosinophils were already
greatly reduced in number or absent before treatment
was begun in most cases and therefore did not form a
satisfactory index of response. The erythrocyte sedi-
mentation rate fell to normal in seven cases and was
unchanged in 10, there being a quantitative relation with
the degree of clinical response and the duration of
remission. Hargreaves's " L.E." cells were reduced in
the peripheral blood during treatment, and serum
gamma-globulin concentration fell strikingly.
One case of periarteritis nodosa is also reported in

which recurrent episodes of the disease each responded
in turn to three separate courses of ACTH, as shown
both clinically and by serial muscle biopsy.

Robert de Mowbray.

Hypoadrenalism: Steroidal Mediation of Sodiuwn Action
on Blood Pressure; Modification of Antiarthritic
Response to Cortisone. PERERA, G. A., and RAGAN, C.
(1950). Proc. Soc. exp. Biol., N.Y., 75, 99. 1 fig.,
15 refs.
This paper by workers from the Presbyterian Hospital,

New York, describes studies undertaken on a patient
who had had hypertension, mild diabetes mellitus, and
rheumatoid arthritis, and who had more recently
developed Addison's disease. Throughout the studies
sufficient salt was given to maintain normal sodium
values in the serum.
A dose of 25 mg. cortisone daily was sufficient to

improve the arthritis without causing hypertension.
With a constant sodium chloride intake, increase of the
dose of cortisone or addition of deoxycortone acetate
(DCA) caused haemodilution and hypertension, which
subsided on withdrawal of the hormones. During the
intervals between hormone therapy a rise in sodium
chloride intake was accompanied by haemodilution but
not by hypertension. When, however, the patient was
given I mg. DCA daily, increase in the salt intake was
accompanied by both haemodilution and hypertension.
It is suggested that the action of sodium chloride on blood
pressure is mediated by the adrenals. G. Ansell.

Effect of ACTH on Induced Fever. KASS, E. H., and
FINLAND, M. (1950). New Engl. J. Med., 243, 693.
3 figs, 6 refs.
The duration and intensity of fever induced by intra-

venous injection of killed typhoid bacilli were studied
in two cases of chronic rheumatoid arthritis at the City

Hospital, Boston. Pretreatment with a few doses of
adrenocorticotrophin (ACTH, 12-5 to 50.0 mg.)
resulted in a diminished response as measured in " fever
units", one fever unit being defined as a rise of 10 F.
(0.56° C.) over 1000 F. (37.80 C.) maintained for one
hour. A similar effect was observed in rabbits in the
response to injections of typhoid bacilli or influenza
virus.
The authors conclude from their experiments that in

some patients the administration of ACTH will result in
reduction in fever, but no alteration in the fundamental
pathological process of the illness which is being treated.
[The original article should be consulted for the clinical
details.] N. R. W. Taylor.

Development of Hypercholesteremia during Cortisone and
ACTH Therapy. ADLERSBERG, D., SCHAEFFER, L., and
DRACHMAN, S. R. (1950). J. Amer. med. Ass., 144,909.
3 figs, 5 refs.
An investigation is reported of the serum cholesterol

level in a number of patients undergoing treatment with
cortisone or adrenocorticotrophin (ACTH) for a wide
variety of diseases. Total and esterified cholesterol
was determined by the method of Sperry and Schoen-
heimer.
Of 26 courses of cortisone acetate administered to

22 subjects, 21 were accompanied by high cholesterol
levels,,-both total and esterified. Elevation of serum
cholesterol also occurred in fifteen out of 21 courses of
ACTH therapy. Of eight patients who received hormone
treatment for longer than 60 days, seven developed
hypercholesterolaemia (over 280 mg. per 100 ml.); the
incidence was much lower in those patients on shorter
courses. If hormone therapy was reduced or terminated
the serum cholesterol level often fell with the recurrence
of symptoms, and on resuming treatment the amelioration
of symptoms was usually accompanied by elevation of the
cholesterol level. Consistent parallelism between the
serum phospholipid and cholesterol levels was observed.
Cortisone appeared to be more effective than ACTH
in producing sustained hypercholesterolaemia. Investi-
gation of the families of some of the patients concerned
showed that hereditary hypercholesterolaemia was
present in only two of the eight subjects undergoing
prolonged hormone treatment.

It has now been demonstrated that prolonged adminis-
tration of adrenal cortical agents (cortisone and ACTH)
can produce sustained hypercholesterolaemia, as can
suppression of normal thyroid function. Abnormal
distribution of body fat and elevation of serum cholesterol
level, characteristics of Cushing's syndrome, are
frequently observed in patients undergoing long courses
of treatment. Moreover, premature atherosclerosis
(associated with hypercholesterolaemia), often observed
in Cushing's syndrome, may be induced by such treat-
ment. Animal experiments to test this possibility are
in progress. Nancy Gough.

Hormone Studies in Peptic Ulcer. Pituitary Adreno-
corticotropic Hormone (ACTH) and Cortisone. SAND-
wEIss, D. J., SALTZSTEIN, H. C., SCHEINBERG, S. R.,
and PARKS, A. (1950). J. Amer. med. Ass., 144, 1436.
26 refs.
The authors present a preliminary report on the effect

of adrenocorticotrophic hormone (ACTH) and cortisone
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to penicillin, two of sympathetic ophthalmia, and two of
atropine sensitivity are described. The ACTH was
usually given in doses of 100 mg. daily, diminishing
gradually after 2 days to 20 mg., in four divided doses.
The ceurse lasted 6 to 21 days, the total dose ranging from
193 to 1,248 mg.
Only four of the nineteen chronic asthmatics so treated

were not completely relieved, and two of these were
given, in error, only half the above dose. Relief lasted
from 3 to 263 days, the smaller doses on the whole
giving least relief. When the asthma recurred it is
claimed that it was less severe than before treatment, and
six patients received a second course with as much relief
as after the first. The eosinophil count tended to fall
from the 2nd to 7th days, but rose later when the dose of
ACTH was below 30 mg. daily. Skin-test reactions were
reduced in severity and nasal mucosae appeared
improved. Five patients with asthma who were given
cortisone, 200 mg. daily for one day and then 100 mg.
for 7 days, did not do well, only one with mild disease
being relievecL Subsequently three of these patients
responded to ACTH.
Four patients with penicillin reactions improved within

12 hours and the symptoms had disappeared after 72
hours with ACTH in doses of 50 to 100 mg. daily to
a total of 145 to 635 mg. On the other hand, cortisone
did not entirely relieve the symptoms in another case.
Atropine sensitivity was relieved in two cases, and
improvement is also claimed in two cases of sympathetic
ophthalmia [though the details given are meagre].

[Further details of the type of asthma in these cases
would he wvelcome; a fuller account is to be published
later.] K. Gurling.
The Effect of Adrenocorticotropic Hormone (ACTH) and

Cortisone on Drug Hypersensitivity Reactions. CAREY,
R. A., HARVEY, A. M., HOWARD, J. E., and WAGLEY,
P. F. (1950). Bull. Johns Hopk. Hosp., 87, 354. 5 figs,
15 refs.
Five patients who were penicillin-sensitive (manifested

by urticaria and angioneurotic oedema and, in two of
the patients, by fever and arthritis) responded
dramatically to the administration of 50 to 100 mg. daily
for from 3 to 9 days of adrenocorticotrophic hormone
(ACTH). Improvement was noted within a few hours
and was complete in I to 5 days. Response was slower
and less complete in another patient given 200 mg. of
cortisone daily for 4 days. In four of the six patients
minor relapses occurred 5 to 14 days after treatment was
stopped. In one of the patients receiving ACTH there
was only a minimal reaction to a further injection of
penicillin.
ACTH, 100 mg. daily, was given to a patient who was

sensitive to iodine (high fever, angioneurotic oedema,
buccal ulceration, and exfoliative dermatitis). He
responded within 48 hours, resolution being complete
within 4 days. Although treatment was continued for
8 days, the condition relapsed 6 days later; it again
responded to ACTH, this time permanently.

In two patients who reacted to local application of
atropine to the eye (oedema of the eyelids and cornea,
and dermatitis of the face) there was a rapid response
to ACTH, 100 mg. daily; sensitivity to atropine was
abolished, as shown by the patch test. One patient
in whom there was an acute reaction to 3-hydroxy-2-
phenylcinchoninic acid (HPC), given in the treatment of

in the treatment of peptic ulcer. The effect of this
hormone was .tested on twelve dogs in whom experi-
mental ulcers had been produced by the Mann-Williamson
operative technique and on eleven control animals:
10 mg. cortisone acetate was given subcutaneously or
intramuscularly twice daily throughout the life of the
animal and this treatment started 13 to 30 days after
operation. The dosage of ACTH used was 5 to 7 * 5 mg.
by either route twice daily and was commenced 8 to
35 days after operation.

It was found that the dogs treated with cortisone
lived, on an average, twice as long as the control animals.
Those treated with ACTH lived longer than the controls,
but not so long as the cortisone-treated animals. The
treated animals as a group were in a good state of
nutrition and vigour as compared with the untreated
ones. Similar results were obtained in Mann-Williamson
dogs treated with an extract made from pregnant mare's
urine (" wroanthelone ", " kutrol ") which indicates
that this effect of cortisone and ACTH is not specific.
The urinary excretion of II -oxycorticosteroids and

17-ketosteroids was studied in 31 normal subjects and
fourteen patients suffering from duodenal ulcer. In
twelve of the latter steroid excretion was studied during
an attack and repeated during a remission of symptoms.
Those with active duodenal ulcer showed a statistically
significant diminution of urinary excretion of 1 -oxy-
corticosteroids as compared with normal subjects, and
as compared with their excretion during a symptom-free
period. This finding indicates that there is diminished
adrenal activity during the active phase in duodenal ulcer.

Treatment of active duodenal ulcer with these
hormones was carried out on four patients, two of whom
received 1,300 mg. cortisone over a period of II days.
One failed to respond, but the other became symptom-
free with marked feelings of well-being, which continued
up to 9 months after treatment. In both cases there was
a decided response to the cortisone as shown by increased
steroid excretion and fall in the eosinophil count.

In treating two patients with ACTH the first received
100 mg. per day (33-3 mg. 8-hourly by intramuscular
injection). On the 4th day of treatment the symptoms
became worse and by the 9th day had reached the stage
of impending perforation; hormone treatment was then
stopped. The second patient was given a dosage of
15 mg. 6-hourly for 4 days, 20 mg. 4-hourly for 4 days,
25 mg. 4-hourly for 2 days, and finally 33 * 3 mg. 8-hourly
for 6 days. Symptoms abated on the 5th day and after
the 12th day the patient became symptom-free. A few
days after discharge from hospital the symptoms
recurred. The response to the administration of
ACTH was marked by an increased urinary excretion
of steroids and a lowering of the eosinophil count.
From the material available the authors are of the

opinion that, in peptic ulcer, cortisone by injection
or pregnant mare's urine given orally might be of value
before resorting to surgical measures, but that pituitary
adrenocorticotrophic hormone should be used guardedly,
if at all. M. Beaton.

Effects of Pituitary Adrenocorticotropic Hormone (ACTH)
on the Hypersensitive State. HOWARD, J. E., HARVEY,
A. M., CAREY, R. A., and WINKENWERDER, W. L.
(1950). J. Amer. med. Ass., 144, 1347. 7 refs.
The effects of adrenocorticotrophin (ACTH) and

cortisone in 23 cases of asthma, five of serum sickness due

ABSTRACTS 211

copyright.
 on M

ay 16, 2023 by guest. P
rotected by

http://ard.bm
j.com

/
A

nn R
heum

 D
is: first published as 10.1136/ard.10.2.197 on 1 June 1951. D

ow
nloaded from

 

http://ard.bmj.com/


ANNALS OF THE RHEUMATIC DISEASES
chronic lupus erythematosus, received 200 mg. ACTH;
resolution was rapid and there was no reaction to a

further dose of HPC. An asthmatic patient who was
sensitive to aspirin reacted only mildly to 130 mg. of
aspirin during treatment with 140 mg. of ACTH daily
and did not react to 80 mg. of aspirin after ACTH was

discontinued. In two cases of hypersensitivity to
sulphonamides (generalized skin eruption, stomal
ulceration, and agranulocytosis) the leucocyte count
returned to normal and there was some improvement
in the skin condition. One of the patients, however,
a man of 55, was receiving penicillin and aureomycin at
the same time; the dosage of ACTH was inadequate
and he subsequently died in uraemia.

Robert de Mowbray.

Skin Complications of Cortisone and ACTH Therapy.
BEHRMAN, H. T., and GOODMAN, J. J. (1950). J. Amer.
med. Ass., 144, 218. 7 figs, 7 refs.
The case histories of patients of the, Mount Sinai

Hospital, New York, are recorded in order to illustrate
cutaneous complications seen there in patients under
treatment with adrenocorticotrophin (ACTH) and
cortisone. Three of the cases were of acute disseminated
lupus erythematosus and had been treated with ACTH
in doses of 90 to 100 mg. over periods of 26 to 42 days.
The other patient, who had a type of recurrent erythema
multiforme, had received 1 * 5 g. ACTH in 13 days.
The skin manifestations seen were hyperpigmentation,
acneiform eruptions, hirsutism, rounding of the face
(moon face), striae atrophicae, delayed wound healing,
and flattening of keloid scars. Cutaneous manifestations
previously reported in the literature are briefly reviewed.

N. R. W. Taylor.

Observations on Changes Taking Place in the Upper
Respiratory Tract of Patients Under ACTH and
Cortisone Therapy. BORDLEY, J. E. (1950). Bull. Johns
Hopk. Hosp., 87, 415. 4 figs, 3 refs.
Changes have been noted in the tissues of the upper

air passages under adrenal cortical stimulation by ACTH
and following the administration of cortisone. During
exhibition of ACTH the nasal mucous membranes lose
their swelling, develop a slate-pink colour and are
covered with a thin layer of clear mucus. Polyps lose
their translucence, become pink and begin to shrink,
in many cases disappearing completely. Such changes
seem to be correlated with the initial eosinopenia
developing under ACTH therapy. Changes have also
been observed in the nasopharyngeal lymphoid tissue.
It becomes clearly outlined from its surrounding struc-
tures, developing an orange-pink colour. Discharge
around it clears up and the crypts become more
prominent. Microscopic studies show no demonstrable
change in such lymphoid tissue or in the nasal polyps.
The changes in the nose and nasopharynx regress

after discontinuing therapy. Within a few days the nasal
mucosa loses its dusky appearance, and the lymphoid
tissue returns to its former state. Nasal polyps return
in from 2 weeks to 2 months.

Cortisone therapy has very much the same effect on
the tissue of the respiratory tract, except that no marked
colour change was noted in the nasal mucosa or in the
nasopharyngeal lymphoid tissue in the patients under
such treatment. Nasal sprays of cortisone have resulted

in a slow but definite regression of nasal polyps.
[Author's summary.]

Effects of Adrenocorticotropic Hormone in Pneumonia:
Clinical, Bacteriological and Serological Studies.
KASS, E. H., INGBAR, S. H., and FINLAND, M. (1950).
Ann. intern. Med., 33, 1081. 5 figs, 10 refs.
Three patients with pneumococcal and one with viral

pneumonia were treated with varying amounts of adreno-
corticotrophin (ACTH); in another patient with viral
pneumonia the administration of ACTH seems to have
coincided with the beginning of natural recovery. These
studies, made by the authors at the Boston City General
Hospital, do not suggest any superiority of ACTH over
the sulphonamides or penicillin in the treatment of
pneumonia.
The details given suggest that full clinical control of the

disease is obtained more slowly, an impression supported
b', the persistence of irregular fever for 8 to 12 days in
two of the three pneumococcal cases and by a severe
recrudescence in the 3rd, in which empyema also
developed after 4 weeks, by the absence of any demon-
strable effect of ACTH on the pneumococci, and by the
persistence of rusty sputum or bacteriaemia despite
clinical improvement. On the other hand, ACTH seems
to have induced remarkable crises on the 3rd day in two
patients with pneumococcal pneumonia, and a sharp
lysis on the 4th day in the other. Symptomatic relief,
as shown by disappearance of pain, lessening of toxaemia
and headache, and general subjective improvement,
was notable. The appearance of antipneumococcal
antibodies and cold agglutinins was neither delayed nor
accelerated. Two patients developed glycosuria and
two facial oedema. There was some evidence to support
an antipyretic action of ACTH. Maxwell Telling.

Investigations on the Urinary Excretion of Corticoids and
17-Ketosteroids during the Administration of Adreno-
corticotrophic Hormone (ACTH). [In English.]
SPRECHLER, M. (1950). Acta endocrinol., Kbh., 5, 101.
12 figs, 41 refs.
Adrenocorticotrophin (ACTH) was given to a series

of patients of both sexes and practically all age groups
who were suffering from a variety of conditions including
acute and chronic rheumatism, leucoderma, scleroderma,
disseminated lupus erythematosus, and Boeck's sarcoid.
The ACTH was from four different batches and the dose
was usually between 30 and 100 mg. daily, given in three
or four divided doses. The treatment was continued for
periods ranging between 4 and 125 days. Urine was
collected in 24-hour lots and was assayed for 17.keto-
steroids, corticoids, and occasionally glucocortoids.
Ten patients showed a normal response: the urinary
excretion of steroids increased on the first day of treat-
ment and continued to increase progressively to reach a
maximum on the 3rd to 5th days, then remaining fairly
constantly elevated; the excretion of corticoids generally
reached a maximum before that of 17-ketosteroids, and
the relative increase in the excretion of corticoids was
generally greater than that of 17-ketosteroids. In four
other cases there was a poor response similar to that
observed in Addison's disease, but none of these patients
had any symptoms of Addison's disease.
A further series of five patients were given larger doses

of ACTH, varying between 980 and 2,700 mg. daily,
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oestrogenic, androgenic, or adrenal-cortical activity, but
all these activities can be demonstrated with massive
doses in particular types of experiment. It has no toxic
action; mice survive single doses of 5 g. per kg. body
weight without any ill effect, and very large doses can be
repeatedly given during long periods without affecting
their growth or fertility, or altering the blood picture.
The clinical application of pregnenolone has so far

been empirical. It was first given to volunteers subjected
to fatigue in experimental conditions under which the
urinary 1 7-ketosteroid excretion is increased. This
increase and other objective signs o'f fatigue were
lessened by giving 50 mg. of pregnenolone daily by mouth.
This effect has not been generally confirmed-the drug
is apparently only of benefit in fatigue associated with an
element of urgency or anxiety. The 1 7-ketosteroid
excretion is increased in ankylosing spondylarthritis and
can be reduced to normal by giving 50 to- 150 mg. of
pregnenolone daily by injection; the treatment reduces
pain and muscle spasm -and extends the limits of move-
ment. In rheumatoid arthritis the 1 7-ketosteroid
excretion is normal, but the fatigue incident to the
condition suggested that the steroid might be of some
benefit. Conflicting clinical reports of its effect are
summarized, some of which claim relief of pain, lessening
of fatigue, and in some cases measurable reduction in
swelling. High dosage seems to be necessary and daily
doses of 1 g. by mouth or 600 mg. by injection have been
given for long periods without any side-effects being
noted. Further investigation is warranted, but definite
benefit has not yet been proved. The compound has no
significant effect on oligospermia.
The authors point out that until a normal physiological

role has been assigned to the steroid its use will remain
empirical, which the remarkable absence of effects on the
rest of the endocrine system makes relatively harmless.

Peter C. Williams.

Action of Cortisone on Cardiovascular-Renal Effects of
Desoxycorticosterone Acetate. FRIEDMAN, S. M.,
FRIEDMAN, C. L., and NAKASHIMA, M. (1950). Amer.
J. Physiol., 163, 319. 1 fig., 12 refs.
The effects of cortisone acetate alone and in com-

bination with deoxycortone (DCA) was investigated on
the cardiovascular-renal system and plasma electrolyte
balance of Sherman albino rats weighing 60 to 70 g.
Eight animals were used in each of the control and test
groups. Cortisone acetate was given in daily injections
of 2 0 mg. per animal. DCA was given as subcutaneous
implants weighing approximately 19 mg. Two implants
were inserted on the 1st day, and one on the 4th, 8th,
and 12th days of the experiment. The experiment was
continued for 20 days; blood for electrolyte analysis was
taken by intracardiac puncture without anaesthesia and
then the animals were killed. Blood pressure was
estimated by a modified tail plethysmographic method.

In all animals receiving cortisone growth was com-
pletely suppressed, an effect which was not antagonized
by DCA. The blood pressure on the last 7 days of the
experiment was raised in the animals receiving DCA,
while cortisone appeared to inhibit the rise. The authors
did not consider cortisone to be completely antagonistic
to DCA as regards effects of the latter on the cardio-
vascular-renal system, because it failed to prevent the
increase in weight of heart and kidneys produced by DCA
although the blood pressure failed to rise when both

during periods ranging between 14 and 23 days. The
excretion of urinary steroids was at a high level, but after
9 or 10 days the excretion of corticoids decreased,
suggesting an adequate adrenal cortical reserve. One
of these patients, however, although given the high
dosage, had only a very poor response throughout the
period of treatment. Finally, five patients were treated
for longer periods varying between 26 and 125 days. In
only two was there some evidence suggesting that a
refractory state developed after about 40 and 70 days
respectively.
From the available data it is concluded that the

minimum effective daily dose of ACTH required to
produce an increased corticoid output is about 5 to 6 mg.
in children and about 12 mg. in adults. The corre-
sponding dosage required to produce an increased
17-ketosteroid output is about 12 mg. in children and
14 mg. in adults. A. C. Crooke.

Capillary Resistance and Adrenocortical Activity. ROBSON,
H. N., and DUTmIE, J. J. R. (1950). Brit. med. J.,
2, 971. 7 figs, 22 refs.
In these studies the Scarborough negative-pressure

method of determining capillary resistance was used
throughout. The apparatus and technique are described.
The effects of heat, cold, ultraviolet radiation, x rays,
nitrogen mustard, histamine, and T.A.B. vaccine on
capillary resistance are briefly reviewed. The authors
observed a rise in capillary resistance after a dose of
adrenaline or insulin.

In six patients with rheumatoid arthritis, a single dose
of 25 mg. adrenocorticotrophin (ACTH) caused a
significant rise in resistance in 4 hours, with a delayed
response in one case. With doses of 25 mg. every 8 hours
capillary resistance reached a maximum in 72 hours and
continued at this level until administration stopped.
The resistance then fell at varying speeds, generally
returning to basal levels in 10 to 14 days. The extent
and speed of the rise, however, did not always coincide
exactly with the percentage fall in eosinophils in the
blood. In two cases of spondylitis ankylopoietica and
in one out of two cases of disseminated lupus erythemato-
sus, resistance also increased after ACTH therapy.
Definite clinical remission on three occasions followed
the use of ACTH in two cases of idiopathic thrombo-
cytopenic purpura. It is suggested that the rise in
capillary resistance might be due to adrenocortical
stimulation by endogenous adrenaline or some similar
mechanism, and that capillary resistance estimations
may be used as a measure of the response of the adrenal
cortex to stimulation. N. R. W. Taylor.
Pregnenolone. HENDERSON, E., WEINBERG, M., and
WRIGHT, W. A. (1950). J. clin. Endocrinol., 10, 455.
Bibl.
Pregnenolone (the 3-hydroxy derivative of pro-

gesterone) was prepared in the laboratory in 1934 and
isolated from hog testis in 1943. In experimental
animals it favours spermatogenesis without affecting the
interstitial cells of the testis, and protects the testis
against the damaging action of oestrogen. Unfor-
tunately the effect on spermatogenesis is a maintaining
and not a curative one-it prevents the loss of spermato-
genes after hypophysectomy, but will not restore it once
it is lost. In doses usual for steroids it has no
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ANNALS OF THE RHEUMATIC DISEASES
substances were given simultaneously. Moreover, the
renal glomerular damage caused by cortisone was
additive to that caused by DCA when both were given
together. Cortisone caused an elevation of plasma
potassium and chloride levels, effects antagonistic to
those of DCA, but overshadowed by the latter when
both were given together. Cortisone tends to cause
a decrease in the number of eosinophils in the anterior
pituitary; this suggests a suppression of growth hormone.

Routine histological sections were taken of kidney,
heart, adrenal, spleen, pancreas, intestine, testis, and
pituitary; the findings are reported. N. R. W. TaYlor.

Effects of 17-Hydroxy-corticosterone (" Compound F ")
in Man. FOURMAN, P., BARTTER, F. C., ALBRIGHT, F.,
DEMPSEY, E., CARROLL, E., and ALEXANDER, J. (1950).
J. clin. Invest., 29, 1462. 8 figs, 18 refs.
Work with adrenocorticotropbic hormone (ACTH) has

suggested that the adrenal cortex produces three types
of hormone, one affecting carbohydrate metabolism
(" sugar" or " S" hormone), one affecting Na and K
metabolism (" Na" hormone) and one with somato-
trophic and androgenic properties (" nitrogen " or
" androgenic" hormone). Earlier work by the present
authors indicated a possibility that " S " hormone could
influence K balance and hence Na balance, so that the
postulation of a separate " Na " hormone in response to
ACTH stimulation is unnecessary. This paper describes
the investigation on the possibility by the use of a pure
" S "-hormone-like substance, 1 7-hydroxycorticosterone
or compound F.
Compound F (50 mg.) was administered to a normal

man in four doses on each of two separate days, and its
effects were studied on the ensuing three days as com-
pared with three corresponding control days, the diet
being identical on all the days. The urinary excretion
of nitrogen, potassium, sodium chloride, phosphorus,
calcium, magnesium, and 1 7-ketosteroids was determined,
and also the blood sugar and eosinophil levels. Glyco-
suria occurred after compound F on both occasions,
but without a raised blood sugar level, indicating a
lowered renal threshold. A fall in eosinophil count
followed the injections and there was a slight loss of
nitrogen, as expected. The effect on the excretion of K
was more marked than on any of the other electrolytes: K
loss began soon after injection, and 20 mEq. was lost
before large dietary intake restored the balance. Some
water and salt retention occurred, but the observations
were difficult to interpret. Changes in phosphorus,
calcium, and magnesium output were not significant:
17-ketosteroid excretion was slightly reduced.
The authors conclude that since compound F, with

" S "-hormone-like action, reproduces the changes in
K, Na, and Cl balance characteristic of ACTH, there is
no need to postulate that a separate " Na" hormone is
secreted when the adrenals are stimulated by ACTH.

Nancy Gough.

The in vitro Production of Cortisone by Mammalian Cells.
SENECA, H., ELLENBOGEN, E., HENDERSON, E., COLLINS,
A., and ROCKENBACH, J. (1950). Science, 112, 524.
6 refs.
Adrenal tissue was incubated at 370 C. in a complex

nutrient medium with deoxycortone, and the formation

of corticosterone determined by extraction and
examination by paperichromatography. The addition
of vitamins C, Bp, B2, and B6, nicotinic acid, and insulin
gave the best results, omission of any or all of these
materials giving lower yields of cortisone. Addition of
glutathione to this optimum medium gave completely
negative results. The highest positive results were
given by the adrenals of the cat and man (one case)
followed by the dog, rat, and guinea-pig, those of the
chicken being negative. Liver, testis, kidney, and ovary
gave a few positive results. F. W. Chattaway.

The Excretion of Urinary Neutral 17-Ketosteroids follow-
ing Bilateral Splanchnicectomy and Right Adrenal-
ectomy. MICHIE, E. A., and CLAYTON, B. E. (1950).
J. Endocrinol., 6, 423. 1 fig., 13 refs.
An investigation into the urinary excretion of neutral

17-ketosteroids was carried out in the Clinical Endocrin-
ology Research Unit (M.R.C.) at the University of
Edinburgh, on two women, aged 48 and 39 respectively,
before and after undergoing sympathectomy for hyper-
tension. Bilateral splanchnicectomy was performed in
both cases, the greater splanchnic nerve being divided,
the sympathetic chain removed from T8 to L3, and all
communications to the coeliac ganglion from the spinal
nerves divided just short of the ganglion. In one
patient the right adrenal gland was also removed. The
operation was performed in two stages with an interval of
more than 10 days; repeated estimations were made of
17-ketosteroids excretion over a control period before
operation (15 weeks in one case and 2 weeks in the other),
during the interval between the two stages of the opera-
tion, and for 4 to 8 weeks subsequently. Fluctuations
in 1 7-ketosteroid excretion which usually occur after
operation or trauma were thus allowed for.

Forbes and others (J. clin. Endocrinol., 1947, 7, 264)
observed an initial rise in 17-ketosteroid excretion after
vatious forms of trauma, followed by a fall and return
to normal within 10 days, but this was not found in the
two cases reported here. Although there was consider-
able day-to-day fluctuation in 17-ketosteroid excretion
(mainly between 4 and 12 mg. daily in one patient and
between 3 and 6 mg. daily in the other), the operation had
no significant over-all effect on the level of excretion.
Since the operations involved complete division of the
nerve-supply to the adrenals in both cases, and in one
case the removal of one adrenal as well, it would appear
that the excretion of 17-ketosteroids is not under nervous
control, and that when one adrenal is removed the other
can compensate for it adequately. Robert de Mowbray.

The Effects of Adrenaline on the Number of Circulating
Eosinophils and on the Excretion of Uric Acid and
Creatinine. [In English.] BROCH, 0. J., and HAUGEN,
H. N. (1950). Acta endocrinol., Kbh., 5, 143. 8 refs.
From the results obtained in a series of 23 control

subjects and six patients with Addison's disease who were
given subcutaneous injections of 0 * 3 to 0 * 5 mg.
adrenaline, it was concluded that the changes in the
number of circulating eosinophil cells and in the con-
centration of uric acid 4 hours afterwards were too
variable to serve as a useful clinical test of adrenal
cortical function. A. C. Crooke.
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The Treatment of Rheumatic Disease with Adrenocortico-
trophin (ACTH). (Die Behandlung rheumatischer
Erkrankungen mit ACTH.) WYCHGRAM, H. L. (1950).
Neue Med. Welt., 1, 1447. 22 refs.

Preliminary Report on the Effect of Combined Adrenal
Cortical Hormone and Vitamin-C Treatment in Chronic
Rheumatism and on the Value of Thorn's Test. (Primi
rilievi sull'effetto dell'ormone corticosurrenale e
vitamina C associati nel trattamento del reumatismo
cronico e sul valore della prova di Thorn.) NEGRELLI,
Z. (1950). Gazz. med. ital., 109, 263. 1 fig., 10 refs.

The Effect of ACTH in a Case of Humeroscapular
Periarthritis. JESPERSEN, K. (1950). Scanid. J. clin. Lab.
Invest., 2, 284. 1 fig., 2 refs.

Preliminary Observations on Patients Treated with
Cortisone at the Rheumatic Clinic of the Cochin
Hospital. (Premieres observations de malades traites
par la cortisone a laclinique rhumatologique de
1'h6pital Cochin.) COSTE, F., DELBARRE, F., LAURENT,
F., and LACHRONIQUE, F. (1951). Gaz. mid. France,
58, 11. 10 figs, 1 ref.

The Excretion of Uric Acid, Creatine Creatinine, and
Chlorides during the Treatment of Rheumatoid Arthritis
with Large Doses of Testosterone Propionate, Cortisone,
and other Steroids. (Die Ausscheidung von Harn-
saure, Kreatin, Kreatinin und Chloriden bei der
Therapie der primar chronischen Polyarthritis mit
hohen Dosen von Testosteronpropionat, Cortison
und anderen Steroiden.) B6NI, A., and JUNG, A.
(1951). Schweiz. med. Wschr., 81, 188. 18 refs.

The Urinary Excretion of 17-ketosteroids in Arthritic and
Pre-arthritic Conditions. (L'elimination urinaire des
17-cetosteroides dans la maladie arthrosique feminine
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