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

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

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

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

Acute Rheumatism
Rheumatic Disease of the Coronary Arteries in Childhood.

(PeBMaTHxeciKne XKPoHaPHTbI B )qeTCKOM Bo3pacTe.)
YAKUB, E. E. (1952). Pediatriya, 32.
A statement of Skvortsov (1950) is quoted to the effect

that the commonest cause of death in acute rheumatism in
children is myocarditis and pericarditis, and next to these,
coronary vascular disease. In the present series of twelve
cases in which the clinical picture of coronary disease was
present, eleven of the patients were between 11 and 14
years old and one was aged 8; four were males and eight
females; three were in the acute phase of their first attack,
while nine were suffering from an acute recrudescence.
Sudden onset of pain in the neck or shoulders, dyspnoea,
cyanosis or pallor of the face, and a subjective feeling of
terror and tachycardia (or, rarely, of bradycardia) were
the presenting symptoms. The electrocardiogram showed
the typical signs of coronary involvement.
Treatment included the administration of 1 or 2 drops

of 1 per cent. trinitrin in spirit, morphine, and oxygen
inhalations. The immediate prognosis was good, but the
ultimate outlook poor. In fatal cases brought to necropsy
no infarcts were usually found, but the smaller branches
of the coronary arteries showed fibrinoid necrosis and
thickening of the vessel walls. The larger vessels were less
frequently involved. The author pleads for a more
thorough investigation of the subject.

L. Firman-Edwards.
Prevention of Cardiac Lesions in Acute Articular Rheu-

matism. A New Method in the Treatment of Rheumatic
Fever. [In English.] CORELLI, F. (1952). Acta med.
scand., 143, 450. 1 fig., 10 refs.
A new treatment for rheumatic fever, founded on the

hypothesis that the disease is of allergic-hyperergic
pathogenesis, consists in:

(1) administration of amidopyrine, anti-histaminics,
and calcium;

(2) avoidance of stimulating treatment;
(3) absolute rest in bed until the erythrocyte sedimen-

tation rate is normal;
(4) administration of oxygen by nasal tube or mask for

2 or 3 weeks or longer.

It is claimed that there was no evidence of a cardiac
lesion after 24 years in any one of a series of fifty succes-
sive cases of a first attack of rheumatic fever, treated in
this way, at any early stage, before the onset of cardiac
signs.

(Reference to the case reports suggests that not every
patient was followed-up for 24 years after the initial
attack. The most interesting clinical feature of this com-
munication is the statement that no case of agranulo-
cytosis was observed amongst several hundred patients
treated with amidopyrine. The evaluation of any new
treatment for rheumatic fever is difficult owing to the
variability of the cardiac findings and the latent period
before they become clinically discernible. The author
appreciates the latter but not the former, and it is to be
regretted that a control series was not arranged.]

R. E. Tunbridge.
Treatment of Rheumatic Fever with ACTH. I. Smaller

Doses ofACTH in Acute Rheumatic Fever. SHEINKOPF,
J. A., GRIFFITH, G. C., MORRISON, R., and STARR, P.
(1952). Amer. J. med. Sci., 224, 390. 2 figs, 14 refs.
At the Los Angeles County Hospital, California, the

authors have observed the effect of small doses of ACTH.
To twelve unequivocal cases of rheumatic fever ACTH
was given intramuscularly in divided doses at the rate of
0 4 mg./kg. body weight, the total dose ranging between
20 and 24 mg. per day. The cases were selected as being
neither severe nor complicated; the mean duration of
treatment was 20 5 days. This dose was found to be
effective in mild cases and the patients' signs and symp-
toms disappeared. In the moderately severe cases such a
dose was not effective. Whilst ACTH appears to lessen the
inflammatory reactions of the disease, there is no proof
as yet that it is effective in preventing disabling heart
disease. D. P. Nicholson.
H. ACTH by the Continuous Intravenous Drip Method.

GRIFFITH, G. C., SHEINKOPF, J. A., MCNMR J., D., and
STARR, P. (1952). Amer. J. med. Sci., 224, 397. 3 figs,
13 refs.
At the Los Angeles County Hospital, ACTH was given

to 37 consecutive cases of rheumatic fever without
regard to their severity, chronicity, or the presence of
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ANNALS OF THE RHEUMATIC DISEASES
heart failure. Three methods of treatment were used:

(1) ACTH in divided intramuscular doses amounting
to 100 mg. per day;

(2) small doses by continuous intravenous drip;
(3) the consecutive use of both these methods.
The need for higher dosage became apparent when the

more protracted cases failed to respond to small doses.
The response to this type of treatment was dramatic,

and the only case which failed to respond was shown
to be suffering from subacute bacterial endocarditis.
The chronic cases relapsed after cessation of treatment.
It is concluded that the use of ACTH by intravenous
drip results in a quicker response as judged by the
resultant eosinopenia, and has the added advantage of
being less costly as the amount of the drug was approxi-
mately one-tenth of that required by the intramuscular
route. D. P. Nicholson.

Treatment of Acute Rheumatism with Heparin. (De
behandeling van acute polyarthritis met heparine.)
MENDES DE LEON; C. (1952). Ned. Tijdschr. Geneesk.,
96, 2417. 3 figs, 27 refs.
The allergic nature of acute rheumatism is discussed in

relation to the collagen diseases, and the various sub-
stances which have been used to suppress allergic
phenomena are considered. The predominance of de-
polymerization of hyaluronic acid in the intercellular
substance in hyperergic conditions is the indication for
the administration of anti-hyaluronidase. Heparin, which
is closely related chemically to hyaluronic acid, possesses
anti-hyaluronidase activity, and the reported results of
its use in acute rheumatism are quoted. The author
reports favourable results in a few cases resistant to
salicylates. R. Crawford.

Control of Rheumatic Fever Recurrences with Sulfa-
diazine and Gantrisin. BUNDY, W. E., MCCUE, C. M.,
and PORTER, R. R. (1952). J. Pediat., 41, 320. 3 figs,
17 refs.
In this paper from Richmond, Virginia, the authors

report the results in 190 rheumatic children of giving
continuous sulphonamide prophylaxis for periods ranging
from 4 days [sic] to 76 months. All patients were followed
up for periods ranging from 9 months to 11 years. There
were four recurrences (2- 96 per cent.) in 135 cases
receiving sulphadiazine compared with three (4 6 per
cent.) in the 64 cases taking "gantrisin" (sulphafurazole).
Leucopenia (under 4,000 leucocytes per c.mm.) developed
in nine (6- 6 per cent.) of those on sulphadiazine and in
four (6 2 per cent.) of those on gantrisin.

R. S. Illingworth.

Treatment of Chorea in Children with Prolonged and
Interrupted Sleep. (Leczenie plasawicy u dzieci
przedluzonym przerywanym senm.) ROZA, N. (1952).
Pediat. polsk., 27, 949. 3 refs.
The treatment of chorea with prolonged narcosis,

which was introduced by Himelfarb of Smolensk in 1949,
was used by the author in 25 cases at the Paediatric Clinic
in Warsaw. The patients, twelve of whom were boys and
thirteen girls, ranged in age from 5 to 14 years. In twelve

cases there were signs of cardiac involvement, and in
two cases the patient suffered also from tuberculosis.
Only in two cases was the primary attack treated-one
patient was in the fourth relapse and all others in the
second relapse.

The treatment was based on the administration of
phenobarbitone, 01 g. being given four times daily
during the first 2 days, the dose gradually decreasing
thereafter, treatment lasting 7 to 10 days in all. The
patients were given a high-calorie diet supplemented by
vitamins, being awakened only at meal-times. The
results were very satisfactory, the choreic movements
subsiding and the erythrocyte sedimentation rate falling
in all cases, and electrocardiographic and radiological
findings returning to normal in those with cardiac
involvement. J. Mester.

Hemodynamic Studies in Rheumatic Heart Disease.
FERRER, M. I., HARVEY, R. M., CATHCART, R. T.,
COURNAND, A., and RICHARDS, D. W. (1952). Circula-
tion, 6, 688. 9 figs, 15 refs.
At Columbia University and Bellevue Hospital, New

York, the cardiac function in 42 patients with rheumatic
heart disease was investigated by cardiac catheterization.
Studies were made with the subjects at rest, in some cases
after the administration of digoxin, and in others after
exercise for at least 5 minutes.

In some patients with a diagnosable valve lesion but
without symptoms the cardiac function was found to be
normal. The occurrence of symptoms was always asso-
ciated with an increase in pulmonary arterial pressure,
though the level to which this was elevated was variable.
An increase in pulmonary arterial pressure was not
diagnostic of a lesion of any particular valve. In some
cases of mitral stenosis it was considered that the pul-
monary hypertension was due not only to the mechanical
effect of the stenosis, but also to left ventricular failure.
This conclusion was based on the effects of injected
digoxin.

Exercise in the earliest stage of cardiac failure was
associated with a normal increase in cardiac output, but
at the expense of an elevated right-ventricular end-
diastolic pressure. When congestive failure was present
there were found consistently, even at rest and irrespective
of any valvular lesions, a low cardiac output, pulmonary
hypertension, an increase in blood volume, and elevation
of the right-ventricular end-diastolic pressure.

H. E. Holling.

Treatment and Prophylaxis of Juvenile Rheumatism.
(Tratamiento y profilaxis del reumatismo infantil.)
SELFA, F. (1952). Med. esp., 28, 463. 13 refs.

Results of ACTH Treatment of Rheumatic Fever in
Children. (Wyniki leczenia acth choroby reuma-
tycznej u dzieci.) MARCZUNDKA-ROBOWSKA, M.
(1952). Pediat. polsk., 27, 1283. 10 refs.

Rheumatism in Childhood. (Rheumatismus im Kinde-
salter.) CATEL, W. (1952). Z. Rheumaforsch., 11, 331.
40 refs.
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tration was stopped abruptly in six cases and the dose
gradually reduced in the seventh. The total dose of
cortisone administered before the appearance of toxic
symptoms ranged from 6-125 to 26-625 g. In all the
patients there was marked improvement in the arthritic
symptoms.
The toxic manifestations included frank psychosis,

marked depression, hyperglycaemia, facial fullness, hyper-
tension, duodenal ulcer, and paroxysmal tachycardia. In
no instance did they persist longer than 3 months. The
improvement in the arthritic condition was partly main-
tained in one patient for 230 days and in another for
78 days, but the other five patients relapsed in a few
weeks.

Synovial tissue from the knee-joint, which was examin-
ed in four patients before and after treatment, showed no
significant change in histopathology in two, and a reduc-
tion in the inflammatory reaction, but no alteration in the
density of fibrous tissue, in the other two. A rise in the
excretion of 17-ketosteroids and of gonadotrophins was
demonstrated in the five cases in which the excretion was
estimated. Examination of testicular biopsy specimens
from four male patients after treatment failed to reveal
any marked change compared with specimens examined
before treatment.
The authors conclude that in rheumatoid arthritis

short-term administration of large doses of cortisone
has no advantage over long-term administration of small
doses. C. E. Quin.

Observations on the use of Cortisone and Corticotropin in
Rheumatoid Arthritis. PRICE, A. E., REVENO, W. S.,
LIGHTBODY, J. J., HEIDE, E. C. V., KASHTAN, H. A.,
and CORRINAN, K. E. (1952). J. Mich. med. Soc.,
51, 1183. 7 refs.
The authors report the results of treatment of rheu-

matoid arthritis with cortisone (65 patients), ACTH
(twelve patients), and intra-articular injections of hydro-
cortisone (three patients). Of the 65 patients receiving
cortisone, 45 were treated for 2 years, the remaining
twenty patients and those receiving ACTH or hydro-
cortisone being treated for a year or less. Cortisone was
administered orally in maintenance doses of 25 to 75 mg.
daily, and ACTH subcutaneously in maintenance doses
of 10 to 25 mg. daily, except for a few patients who
received 25 mg. thrice weekly. All the patients receiving
cortisone and ACTH were given a diet of which the salt
content was less than 1 g.
The results obtained with cortisone and with ACTH

were similar; they were considered to be good in 74 per
cent. of the patients receiving cortisone, and 77 per cent.
of those receiving ACTH, and fair in 22 per cent. of the
former group, and 15 per cent. of the latter. The com-
plications were as follows: oedema (29 patients), facial
hirsuties (27, mild in 21), thinning of the scalp hair
(two), acne (fifteen), marked pigmentation (one), pur-
puric lesions (three), gastro-intestinal haemorrhage (one),
gastric ulcer (two, with a perforation in one), euphoria (34),
mild depression (six), acute depressive psychosis (one),
schizophrenia (one), and hypertension (one). The 29
patients with oedema and the three with purpuric lesions

Cortisone in Rheumatic Fever. [In English.] BUNIM,
J. J. (1952). Stetoscopio, 2, 101. 2 figs, 10 refs.

Effects of Cortisone on Acute Rheumatic Carditis. GIBSON,
H. C., SPIVEY, D. V., CLIFFORD, T. C., and OPPENHEIM,
D. J. (1953). U.S. armed Forces med. J., 4, 295.
4 figs, 12 refs.

ACTH and Cortisone in Rheumatic Carditis. (De
toepassing van ACTH en cortison bij carditis rheu-
matica.) CREVELD, S. VAN, and KUIPERS, F. (1953).
Maandschr. Kindergeneesk., 21, 41. 3 figs, 34 refs.

Prevention of Rheumatic Heart Disease. STAFFORD, G. E.
(1953). Neb. St. med. J., 38, 39. 6 refs.

Duration of Electrical Systole in Rheumatic Carditis.
(Durata della sistole elettrica nella malattia reu-
matica.) BOCCARDELLI, V. (1952). Progr. med., Napoli,
8, 662. 3 figs, 25 refs.

Observations on Treatment of Rheumatic Fever with
Salicylate, ACTH, and Cortisone. I. Appraisal of
Signs of Systemic and Local Inflammatory Reaction
during Treatment, the Rebound Period and Chronic
Activity. FISCHEL, E. E., FRANK, C. W., and RAGAN,
C. (1952). Medicine, Baltimore, 31, 331. 9 figs, 59 refs.

Antibiotics or Antipyretics in Rheumatic Fever? (Anti-
biotische oder antipyretische Therapie des Rheu-
matischen Fiebers?) HARING, W. (1952). Ther. d.
Gegenw., 2, 406. 12 refs.

Present Status of Diagnostic.Tests for Rheumatic Fever.
MCCARTY, M. (1952). Ann. intern. Med., 37, 1027.
3 figs, 8 refs.

Recent Developments in the Prevention of Rheumatic
Fever. HOUSER, H. B., and ECKHARDT, G. C. (1952).
Ann. intern. Med., 37, 1035. 24 refs.

Prophylaxis of Rheumatic Fever. LEVY, D. F. (1952).
Conn. med. J., 16, 899. 4 refs.

Natural History of Rheumatic Fever: A 20-Year Per-
spective. BLAND, E. F., and JONES, T. D. (1952).
Ann. intern. Med., 37, 1006. 4 figs, 28 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Use of Massive-dose Cortisone in the Treatment of
Rheumatoid Arthritis. CHASE, J. D., and LIGHTBODY,
J. J. (1952). J. Mich. med. Soc., 51, 1167. 5 figs, 12 refs.
The authors, working at the Wayne University College

of Medicine, Detroit, have treated four men and three
women suffering from rheumatoid arthritis with doses of
cortisone larger than those usually given. The drug was
administered parenterally in several doses totalling 500
mg. or more daily in every case. This treatment was
continued until toxic symptoms appeared, when adminis-
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ANNALS OF THE RHEUMATIC DISEASES
received cortisone, while the patient with pigmentation
received ACTH.
A total of 94 injections of hydrocortisone were given

to thirteen patients, in eight of whom the response was
excellent, a decrease in joint swelling and an improvement
in mobility lasting from 2 to 12 weeks being noted.
Moderate benefit lasting a few days to 2 weeks was
observed in three patients, while the remaining two did
not respond satisfactorily.
The authors also measured the uptake of radioactive

iodine by the thyroid in patients receiving cortisone or
ACTH. It was found that cortisone depressed thyroid
function and ACTH stimulated it. They point out,
however, that their supplies of ACTH contained a trace
of thyrotrophic hormone, which might explain the
thyroid stimulation. C. E. Quin.

Review of Eighteen Months' Experience of the Treatment
of Chronic Rheumatism with Cortisone and Cortico-
trophin. (Bilan de 18 mois de traitement du rhuma-
tisme chronique a la cortisone et a l'A.C.T.H.) BLOCH,
S. (1952). Strasbourg med., 3, 727. 8 refs.
The results of treating 32 cases of chronic rheumatism

with corticotrophin (ACTH) and cortisone are described.
The series included 27 cases of chronic arthritis, two
cases of ankylosing spondylitis, and one case of osteo-
arthritis of the hips. Most patients were given ACTH
first, in daily doses of 100 mg. to a total of 0 25 to 2-0 g.
Those who failed to respond to ACTH were then given
cortisone, 50 to 300 mg. daily, to a total of 0- 5 to 4- 3 g.

In 24 of the cases of chronic polyarthritis, definite
improvement was obtained, minimal improvement
occurring in the other three cases, one of which was of
post-gonococcal arthritis. Relapse, however, took place
in 10 to 14 days after cessation of treatment, with the
exception of three cases in which improvement continued
for 1 to 10 months. Of the two cases of ankylosing
spondylitis, one was unaffected by cortisone, and the
other, in which there was also aortic incompetence,
developed subacute bacterial endocarditis during corti-
sone therapy (although the spondylitic symptoms were
improved). The case of osteo-arthritis of the hips was
unaffected by ACTH. It is concluded that ACTH and
cortisone are useful in the treatment even of advanced
cases of chronic polyarthritis, but that this treatment
needs to be continuous. The hormones are particularly
useful -in improving and maintaining mobility in cases
requiring orthopaedic operation. Kathleen M. Lawther.

Some Effects of Long-Continued Cortisone Therapy in
Rheumatoid Arthritis. WEST, H. F., and NEWNS, G. R.
(1952). Lancet, 2, 515. 5 refs.
The authors, working at the Sheffield Centre for

Rheumatic Diseases, report the results of administration
of cortisone for periods up to 21 months to six patients
with rheumatoid arthritis. The first three patients,
females aged 16, 22, and 36 years respectively, received
50 to 75 mg. daily and responded.well, though in one
of them more joints were affected at the end of treatment
than at the beginning. In all three menstrual function and
feminine attributes became normal and remained so.

In the fourth patient, a female aged 49, who was 3 years
past the menopause, there was dramatic improvement
at first with a dose of 50 mg. cortisone daily, but by
the ninth month 150 mg. daily was barely sufficient to
control the arthritic symptoms. On this higher dose
abnormal deposits of fat and hypertension were observed,
but these effects were reversed when the dose of cortisone
was reduced to 75 mg. daily. Other complications
included haemorrhage from a duodenal ulcer and severe
hot flushes (relieved by oestrogen therapy). This patient's
arthritic symptoms were worse after treatment than they
had been before. The fifth patient, a man aged 29,
received cortisone for one year; he then became ill with
fever, tachycardia, and low blood pressure, and died
on the fourth day of the acute illness. Necropsy revealed
amyloid disease, the liver, adrenal glands, and spleen
being involved. The sixth patient, a man aged 48, also
received cortisone for one year. Haemorrhage occurred
from a duodenal ulcer, but this condition responded to
routine treatment. Cortisone therapy was stopped
25 days after the haemorrhage, and on the 30th day he
collapsed and died. Necropsy revealed severe myo-
cardial fibrosis and a healed duodenal ulcer. The adrenal
cortex was histologically normal. C. E. Quin.

Abnormal Glycine Metabolism in Rheumatoid Arthritis.
LEMON, H. M., CHASEN, W. H., and LOONEY, J. M.
(1952). J. clin. Invest., 31, 993. 2 figs, 43 refs.
Writing from the Veterans AdministrationArthritis

Clinic, Boston, the authors point out that alterations in
the polypeptide chains, the elements responsible for the
tensile strength and elasticity of connective tissue, have
not been adequately studied in diseases affecting this
tissue. They also point out that the connective-tissue
proteins, collagen and elastin, are unique in their com-
position in that glycine constitutes 22- 8 to 27- 6 per cent.
by weight of these substances, and that they are thus
quite unlike any other human extracellular or intra-
cellular protein whose composition has been described.
Any great increase in collagen synthesis in the body
might therefore be reflected in an increased requirement
for glycine which, though not an essential amino-acid, is
limited in its rate of synthesis. Furthermore, it has been
shown that a marked reduction in the rate of hippurate
formation occurs in some cases of acute or advanced
rheumatoid arthritis, and the authors were interested to
determine whether this was due to the lack of synthesis
of hippuric acid owing to poor liver function, or to lack
of glycine. They therefore estimated the concentration
of serum glycine during the rapid hepatic formation and
renal excretion of glycine-benzoic acid conjugates (hip-
puric acid). At the same time the level of serum alanine
was also determined, since this amino-acid is rapidly
synthesized by the body and does not take part in the
detoxication of benzoic acid.
The test was performed on 54 patients with rheumatoid

arthritis and on 41 control patients. In 36 of the 41
control patients the serum glycine level had not changed
by more than 15 per cent. at the end of one hour after the
intravenous injection of 1 77 g. sodium benzoate, while
in 35 of the 54 patients with rheumatoid arthritis the
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membrane was pale and oedematous, and the cartila-
ginous surfaces were normal. Later the inflamed synovial
membrane eroded the edge of the articulating surface and
the adjacent shaft. In the final stage the articulating
ends were represented by stubs of cancellous bone
embedded in fibrous tissue, with no trace of synovial
membrane. Both the arthritic and, to a lesser degree,
the cutaneous lesions responded temporarily to ACTH
and cortisone.
On these clinical and radiological findings the author

concludes that there is a type of chronic arthritis differing
from rheumatoid arthritis to which patients with psoriasis
are liable, but that the pathological changes are not
characteristic. K. C. Robinson.

Sjogren's Syndrome. (OJber das Sjogren Syndrom.)
BEIGLBOCK, W., and HOFF, H. (1952). Dtsch. med.
Wschr., 77, 7 and 42. 1 table, 1 fig.
The authors conclude that Sjogren's syndrome is of

rheumatic allergic aetiology, and that those organs are
affected which are related to the metabolism of muco-
polysaccharides. The syndrome manifests itself when the
counteraction of cortisone or corpus luteum hormone are
deficient. A patient with the syndrome was successfully
treated with cortisone, ascorbic acid, and riboflavin.
Implantation of pituitary glands was also successful.

W. Leydhecker.

Sjogren's Syndrome treated with Cortisone. (Un caso
de sindrome de Sjogren, tratado con cortisona.)
MARAN6N, G., and FERNANDEZ, M. (1952). Gac. med.
esp., 26, 199.
A case of 10 years' duration in a 49-year-old woman

with rheumatoid arthritis. The arthritis improved with
systemic cortisone, but the influence of the hormone
on the ocular condition is not mentioned.

Stewart Duke-Elder.

Cortisone in the Treatment of Rheumatoid Arthritis in
Children. MOWBRAY, J. (1952). J. Irish med. Ass.,
31, 348. 15 refs.

Hydrocortisone in Rheumatoid Arthritis. BERRY, W. C.,
and BENSON, J. F. (1953). U.S. armed Forces med. J.,
4, 99. 4 refs.

Management of Gold Therapy in Chronic Articular
Rheumatism. (Die Durchfuhrung einer Goldbehand-
lung bei chronischrheumatischem Gelenkleiden.)
HAPPEL, P., and MEYER, W. (1953). Medizinische,
6, 175. 1 fig., bibl.

Gold Preparations in Rheumatoid Arthritis. KAIKINI,
V. M. (1953). Antiseptic, 50, 7.

Effect of Serum Hepatitis on Haemagglutination in
Rheumatoid Arthritis. (Einfluss der Serumhepatitis
auf die Hamagglutination bei chronescher Polyarth-
ritis.) FERSTL, A. (1952). Wien. Z. inn. Med., 33, 532.
2 figs, 10 refs.

serum gly*ine level had fallen by more than 15 per cent.
Furthermore, in a few of the patients there was a direct
correlation between the erythrocyte sedimentation rate
and the fall in serum glycine level after sodium benzoate
when these tests were repeated at frequent intervals.
The excretion of hippuric acid was slightly greater in the
patients than in the controls. There was no change in
serum alanine levels throughout the investigation. The
authors conclude that these findings suggest an abnor-
mality of connective-tissue metabolism. G. A. Smart.

A Clinical Investigation of the Value of Synthetic Hya-
luronidase Inhibitors in Rheumatoid Arthritis. (Klinisk
provning av syntetiska hyaluronidasinhibitorer vid
reumatoid artrit.) HAHN, L., THUNE, S., and TRUEDS-
SON, E. 1952). Nord. Med., 48, 1615. 3 figs, 8 refs.
At the Rheumatological Clinic, Lund, Sweden,

three synthetic hyaluronidase inhibitors (carboxyphenyl-
methanes) were given by mouth to 85 in-patients and
sixteen out-patients with long-standing rheumatoid
arthritis (mean duration 8 years) in whom the disease had
recently been active for an average period of 12 months.
There was pronounced subjective and objective improve-
ment in the majority of cases within about 9 days of the
start of treatment. There were no noteworthy side-effects
although many patients complained in the first few days
at being deprived of their salicylates.

[It is impossible to quote the actual percentage of
patients improved because the authors report the effect
of each compound separately on each of four symptoms
and three physical signs.] B. Nordin.

Psoriatic Arthritis: Observations on the Clinical,
Roentgenographic, and Pathological Changes. SHERMAN,
M. S. (1952). J. Bone Jt Surg., 34A, 831. 7 figs, 12
refs.
The author, working at the University of Chicago,

studied fifteen patients with psoriatic arthritis. She com-
ments on the paucity in British and American literature
of pathological studies of this condition. In this report
she presents her conclusions, and gives the case histories
in detail of seven of the patients. She claims that psoriatic
arthritis is a definite clinical entity and should be dis-
tinguished from rheumatoid arthritis. In all the cases
the joint changes were confined to the hands, wrists, and
feet, with the major lesions in the more distal joints;
there was always an asymmetrical pattern of involvement.
None of the patients had fever, leucocytosis, lymphadeno-
pathy, iritis, or subcutaneous nodules. Muscular atrophy
and "rheumatoid" ulnar deviation of the hand were not
seen. The disease progressed joint by joint, and only
in the later stages was there a true polyarthritis.

Radiological changes were also characteristic. Bone
atrophy was very slight, the earliest changes being in the
interphalangeal joints, where marginal erosion occurred;
later, gross destruction of bone took place. Bony anky-
losis was seen in only two of the toe joints of one patient.

Biopsy material was obtained from 33 joints, and
examined histologically. No characteristic pattern was
seen; the findings varied greatly according to the evolu-
tionary state of the lesion. In early lesions the synovial
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ANNALS OF THE RHEUMATIC DISEASES
Response of Patients with Rheumatoid Arthritis to the

Administration of Nitrogen Mustard. PHmLIPS, A. M.,
PHILLIPS, R. W., and CARAWAY, W. T. (1952).
RI. med. J., 35, 610. 7 figs, 25 refs.

Preliminary Report on the Use of Adrenergic Blocking
Agents in the Treatment of Rheumatoid Arthritis.
SCHATZBERG, M. (1952). N. Y. St. J. Med., 52, 2908.
2refs.

Treatment of Rheumatoid Arthritis with Lyophilized
Placenta. (Le Traitement de la polyarthrite chronique
evolutive par le placenta lyophilise.) COLINET, E., and
BOLCKE, R. (1952). Acta physiother. -'rheum. belg.,
7, 247.

Surgical Therapy of Rheumatoid Arthritis. SHIMIZU, G.
(1952). Med. J. Osaka Univ., 3, 165. 13 figs, 25 refs.

Clinical and Pathological Study of a Case of Felty's
Syndrome with Splenectomy. (etude clinique et
anatomo-pathologique d'un cas de syndrome de
Felty avec splenectomie.) BRUEGGER, Y. (1952).
Helv. med. Acta, 19, 501. 5 figs, bibl.

Poliomyelitis, with Myocarditis, complicating Still's
Disease. PUGH, R. C. B. (1952). Gt. Ormond Str. J.,
4, 118. 5 figs, 29 refs.

Heart in Cases of Rheumafoid Arthritis. An Electro-
cardiographic Investigation. ROHLIN, S., and SUNDELIN,
F. (1952). Cardiologia, Basel, 21, 470. 19 refs.

Treatment of Rheumatoid Arthritis. (Contribucion al
tratamiento de la artritis rheumatoide.) PtREz, J. P.
(1953). Clin.y Lab., 55, 12.

Present-day Concept of Rheumatoid Arthritis and Allied
Diseases. RAmos, J. M. (1952). R.L med. J., 35, 597.
9 refs.

Morbidity of Rheumatoid Arthritis. (Morbiditeten ved
polyarthritis chronica promaria.) AMMITZBOLL, F.,
and SNORRASON, E. (1952). Nord. Med., 48, 1701.
9 refs.

Rehabilitation of the Rheumatoid Arthritic Patient.
G1LLMOR, C. S. (1952). J. Mo. med. Ass., 49, 976.
37 refs.

(Osteo-Arthritis)
Management of Osteo-Arthritis in the Aged. KUHNS,

J. G. (1953). J. Amer. med. Ass., 151, 98. 4 figs,
12 refs.

Gonarthritis: a Common Form of Chronic Degenerative
Rheumatism. (La Gonarthrie une forme frequente
du rhumatisme chronique degeneratif.) FRANMON, F.
(1952). Stetoscopio, 2, 117. 5 figs.

(Spondylitis) .
Iritis complicating Ankylopoietic Spondylarthritis. [In

Danish.] WESTERLUND, E. (1952). Nord. Med.,
48, 1653.

(Miscellaneous)
Articular and Other Limb Changes in Acromegaly:

a Clinical and Pathological Study of 25 Cases. KELL-
GREN, J. H., BALL, J., and TUTTON, G. K. (1952).
Quart. J. Med., 21, 405. 15 figs, 38 refs.
The authors give a detailed report on the changes in

the joints and other structures in 25 patients, nine male
and sixteen female, suffering from acromegaly who were
studied at the Rheumatism Centre, University of Man-
chester. They come to the conclusion that much of the
pain in the back and limbs from which acromegalics
suffer results from joint involvement which, they consider,
is of a special type seen only in this disease. The most
common changes in the joints were soft-tissue enlarge-
ment, synovial thickening, excessive and abnormal
mobility, and recurrent effusions, and radiologically,
increased joint space and remodelling of the ends of the
bones. These changes were quite unlike those of osteo-
arthritis or rheumatoid arthritis.
Of the authors' patients, three showed bilateral

median-nerve involvement, which was due in one case to
compression of the nerve and was subsequently relieved
by operation. Thickening of the peripheral vessels was
present in thirteen patients, and in the majority of cases
over 40 years of ago a significant degree of hypertension
was found at out-patient examination. Histological
studies indicated that the predominant change in the soft
tissues was a non-inflammatory fibrous hyperplasia.
The authors compared the effect of hyaluronidase on

the dispersal of physiological saline in the skin of twenty
normal subjects and eleven acromegalics. They found that
hyaluronidase was less effective as a spreading agent in
the skin of acromegalic patients. It is suggested that
this is due to some unknown qualitative change in the
connective tissues. D. G. Adamson.

Radiological Diagnosis of Periarthrosis and Periarthritis.
(Die Rontgendiagnostik der Periarthrose und der
Periarthritis.) LEB, A. (1952). Fortschr. Rontgenstr.,
77, 525. 9 figs, 33 refs.
Investigation of the periarticular soft tissues, which is

essential for the radiological diagnosis of periarthrosis
and periarthritis, may be accomplished in a number of
ways. For the soft tissues to be visible on a plain radio-
graph the kilovoltage must be relatively high and the
film slightly underexposed and underdeveloped so that
the bone structure is just discernible. Contrast filling
of the periarticular spaces, the synovial bursae, and the
parafascial cells of the loose connective tissue is helpful,
while the effect of periarthrotic processes on the articular
space may be demonstrated by arthrography with a
diodone preparation or by serial arteriography, which is
useful also for the demonstration of periarticular
ischaemia due to shrinking and fibrosis of the peri-
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Bronx, New York, between 1941 and 1950, and discuss
theories of causation and methods of treatment. They
point out that alkaline phosphatase is essential to bone
growth and repair. The serum alkaline-phosphatase
level was normal in 23 out of 74 cases in which it was
estimated, three different techniques being used. When
the degree of bone involvement was correlated with the
serum alkaline-phosphatase level, it was found that with
increased bone involvement there was a rise in the serum
alkaline-phosphatase level. Of five cases in which there
were sarcomatous changes the alkaline-phosphatase level
was normal in two, slightly raised in two, and markedly
raised in one. The serum cholesterol and total protein
concentrations were within normal limits; the basal meta-
bolic rate, which was determined in eleven patients, was
also within normal limits. The 17-ketosteroid excretion
was below normal in two out of eight patients.

Like other observers, the authors noted that Paget's
disease was often an unexpected finding during x-ray
examination. The pelvic bones were most often affected,
followed by the skull and then the femur. The bone least
often affected was the mandible, there being only one case
of osteitis deformans of the mandible in the present series.
Among the complications were chronic arthritis (38 cases),
salivary calculi (twenty cases), pathological fractures
(seventeen cases), sarcomatous changes (eight cases), and
multiple myeloma (one case). The authors list a number
of remedies which have been advocated in the past and
dismiss them all as useless. Administration of cortico-
trophin caused an initial fall in the serum alkaline-
phosphatase level in two cases, but this was followed by
a return to the pre-treatment level. In both cases there
was subjective improvement with relief of bone pain;
in one case the hormone caused congestive failure and
had to be withdrawn. William Hughes.

Acute Haematogenous Osteitis in Childhood. A Review of
212 Cases. WHITE, M., and DENNISON, W. M. (1952).
J. Bone Jt Surg., 34B, 608. 15 figs, bibl.
This review of treatment in a series of 212 cases of

osteomyelitis in children admitted to the Royal Hospital
for Sick Children, Glasgow, during the 15 years from
1936 to 1950 falls naturally into three periods marked
by the introduction of sulphonamides in 1941, and of
penicillin in 1945:

In the first period (193643) 75 patients were treated,
with a mortality of 36 per cent. Blood culture was positive
in 50 per cent. of cases before treatment and was usually
negative after the 9th day in the survivors. The organism
involved was Staphylococcus aureus in 95 per cent., a
streptococcus in three, and a pneumococcus in one. Thie
onset of pain was 1 to 10 days before admission. Of tne
27 fatal cases, in thirteen the patient diedwithin 5 days of
admission. Treatment during this period was surgical
according to the principles of Winnet Orr. Infective
arthritis occurred as a complication in two cases and
overgrowth of bone in seven. Pathological fracture was
common.
During the second period (1941-45) 55 patients were

treated, with a mortality of 12 7 per cent. The clinical

articular tissues. The rate of absorption of a water-
soluble contrast medium injected into the joint may
be determined as a means of estimating the efficiency of
the periarticular lymphatic and vascular systems.
Where periarticular disease is present, the plain film

shows a lack of definition and irregularity of outline of
the soft tissues surrounding the joint. In cases of peri-
articular fibrosis or periarthrosis serial arteriography
shows a deficient vascular network and the absorption
of water-soluble media injected into the joint is delayed,
whereas in acute periarthritis there is hyperaemia and
absorption from the joint is accelerated. A. Orley.

Skeletal Changes in Cooley's Anaemia. (Le alterazioni
scheletriche nel morbo di Cooley.) NAITANA, S.
(1952). Arch. Patol. clin. Med., 30, 159. 30 figs,
bibl.
This analysis of the skeletal changes in Cooley's

anaemia is based on eleven cases studied at the universities
of Bologna and Cagliari. Radiologically, the funda-
mental change common to all bones is rarefaction, with
thinning of the corticalis, enlargement of medullary space,
and absorption of trabeculae (with the exception of those
carrying the chief stresses, which became more pro-
minent), producing a sandy, porous, or "micro-areolar"
appearance.
The skull shows frontal and parietal bossing, so that

width and height are increased in relation to vertical
height, and the vertex is flattened and sometimes depress-
ed ("camel's back" appearance); the internal and
external tables are thinned and may disappear, while
radiating spicules of bone form perpendicular to the
tables, particularly near the sutures and fontanelles,
which may show parallel transverse striations simulating
an external table; ultimately the appearance is that of
bristles radiating from a thinned internal table. The
paranasal sinuses may show opacities due to osteophytes.

In the vertebral column abnormal trabeculation is
usual, and may be mistaken for an angioma or, more
rarely, for Paget's osteitis deformans; the transverse
processes and the vertebral ends of the ribs are swollen
and rarefied. The long bones sometimes show new bone
formation in spicules perpendicular to the periosteum,
so that the appearance is that of an osteogenic sarcoma;
the epiphyses are often swollen and their union is delayed.

Anatomically, the skull is flat and the diploe thickened.
The internal and external tables of the skull and the
cortex of the long bones may be reduced to paper thinness.
There appear to be coincidental endosteal absorption
and periosteal growth of bone. The epiphyseal cartilages
are transparent and mucoid. Pathological fractures are
uncommon. George Discombe.

Paget's Disease (Osteitis Deformans). Review of One
Hundred and Eleven Cases. ROSENKRANTZ, J. A., WOLF,
J., and KAICHER, J. J. (1952). Arch. intern. Med.,
90, 610. 4 figs, bibl.
The authors review the findings in Ill cases of Paget's

disease admitted to the Veterans Administration Hospital,
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ANNALS OF THE RHEUMATIC DISEASES
features and bacteriology of these cases were similar to
those of the first group and similar surgical methods of
treatment were used, but were now combined with the
administration of sulphathiazole. The duration of fever
was shorter and metastases fewer, but healing was no
more rapid and the degree of bone destruction much the
same as without sulphathiazole. Only nineteen patients
were followed up in this group, ten ofwhom had develop-
ed some complication such as overgrowth of bone,
adherent scar, sequestrum formation, or ankylosis of a
joint.

During the third period (1946-50) 82 cases were treated,
with a mortality of only 1-2 per cent. The bacteriology
was similar to that of the first two groups, but in two
cases penicillin-resistant staphylococci were found. The
response of the septicaemia to penicillin was dramatic,
the blood culture, if positive on admission, being negative
by the 3rd day in all but the two cases mentioned above.
In over 80 per cent. of cases pus was present on admission.
Neither the temperature nor the leucocyte count could
be regarded as good guides to the progress of the bone
disease under treatment with penicillin, careful examina-
tion and repeated marrow aspiration and radiography
being required, though early treatment with penicillin
may so inhibit the disease that radiological changes may
never be seen. Pyogenic arthritis was present in twelve
cases and was treated by aspiration and the instillation
of penicillin, with recovery of movement in nine cases,
gross epiphyseal damage in two, and bony ankylosis in
one. Limb overgrowth occurred in thirteen cases,
pathological fracture in seven cases, and sequestra needed
removal in fourteen cases.

Current methods of treatment are directed towards the
control of septicaemia and the reduction of tension in the
bone focus. Except for patients under 3 months of age,
for whom aureomycin by mouth is preferable, penicillin
is given to all patients up to the age of 5 years by intra-
muscular injection at 3-hourly intervals in doses varying
from 80,000 to 200,000 units. However, "once an abscess
has formed it cannot be sterilized by the systemic adminis-
tration of penicillin, and in such cases surgery is still
necessary". Aspiration is unsatisfactory, bone'drilling
is seldom necessary, and guttering and saucerization
"have no place in the modern treatment of osteitis".
Incision of the abscess followed by primary suture is
considered to be the best line of treatment.

[This article gives a summary of the present state of
treatment of osteomyelitis with which most orthopaedic
surgeons would be in agreement. An additional argument
in favour of incision and primary suture and against
aspiration is that the incision gives time for further
exudate to escape from the cavity walls as they collapse.
It is disappointing to note that the disease is not being
diagnosed at an earlier stage before admission to hospital,
in spite of the widespread interest and publicity given by
the dramatic response of osteomyelitis to antibiotics. It
is to be hoped that these are not dulling the sense of
alarm which the condition used to arouse in the past, for
the statistics quoted in this article show that a consider-
able number of complications still occur in spite of
adequate treatment.] J. G. Bonnin.

Arthritic and Rheumatoid Complications of the Treatment
of Thyrotoxicosis with Radioactive Iodine (1311). (Ober
arthritische und rheumatoide Erscheinungen bei radio-
jodidbehandelten (J131) Thyreotoxikosen). PRvOvT, R.,
and HORST, W. (1952). Strahlentherapie, 88,253.20 refs.
The authors report a series of 100 cases of thyrotoxi-

cosis treated with radioactive iodine (13'I) at the Univer-
sity Hospital, Hamburg. There were thirteen male and
87 female patients; seventy had been treated unsuccess-
fully by surgery or with x rays or drugs, the remaining
thirty patients having received no previous treatment.
In all, 243 treatments with 1311 (as potassium iodide) were
given, to total dosage ranging from 6,000 to 30,000
roentgen equivalents per gramme of thyroid tissue.
Satisfactory results (disappearance of goitre, return of
the basal metabolic rate and pulse rate to normal or near
normal levels) were obtained with one treatment in 32
patients, with two treatments in 28 patients, and with
three or more treatments in 32 patients. In the remaining
eight patients limited improvement only was obtained,
and further treatment is planned.
The authors analyse the risks and complications of

treatment with 131j. The mortality in their series, as in
other reported series, was nil, compared with an average
of 2 per cent. after thyroidectomy. The risk from the
carcinogenic effects of radiation has been shown by
experiments on animals to be minimal, and compares
favourably with the risk of operative death. Similarly, the
chances of inducing myxoedema with 1811 are no greater
than with thyroidectomy, in which there is the additional
risk of operative injury to the parathyroid glands or to the
recurrent laryngeal nerve. In the authors' series exacer-
bation of the symptoms of thyrotoxicosis occurred in
8 cases, but lasted a few weeks only and was well con-
trolled by small doses of potassium iodide. One patient
developed myxoedema, and two others transient thyroid
deficiency. Arthritic or rheumatoid complications, in-
cluding periarthritis of the shoulder joint, lumbago,
osteo-arthritic changes, and polyarthritic symptoms,
occurred in 10 cases. These symptoms could not be re-
garded as due to thyroid deficiency, as thyroid function in
these cases was at the upper limit ofnormal. In seven cases
they disappeared in a few weeks with physiotherapy and
anti-rheumatic drugs, but in the other three they persisted.

In discussing the cause of this complication the authors
draw attention to the physiological interrelationship
between the thyroid gland and the adrenal cortex, the
latter having an inhibitory influence on thyroid function.
They regard the condition as a manifestation of Selye's
"disorder of adaptation", but do not consider its occur-
rence a contra-indication to the treatment of hyper-
thyroidism with 1311. However, they recommend the use
of a fractionated dosage of radiation, and recommend
that thyroid activity be reduced only to the upper limit
of normal. L. G. Capra.
Benefits and Toxicity of Phenylbutazone ("Butazolidin")

in Rheumatoid Arthritis. STEPHENS, C. A. L., YEOMAN,
E. E., HOLBROOK, W. P., HILL, D. F., and GOODIN,
W. L. (1952). J. Amer. med. Ass., 150, 1084. 3 refs.
The authors have used phenylbutazone ("Butazolidin")

in the treatment of 188 patients, of whom 147 had
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pyrazole compounds hitherto used in therapeutics. Its
clinical efficacy seems to depend on three properties,
namely, its analgesic, antipyretic, and anti-inflammatory
action.

Experiments in rabbits showed that phenylbutazone is
eliminated more slowly than aminopyrine. When 100 mg.
of each drug per kg. body weight was given to these
animals and the blood level determined over a period of
24 hours, it was found that the aminopyrine had been
completely eliminated in 13 hours but the phenylbutazone
persisted for 24 hours. The analgesic properties of the
drug were compared with those of morphine by measuring
the threshold for electrical stimulation of the dental pulp.
The intravenous injection of 100 mg. phenylbutazone
per kg. body weight raised the threshold by approxi-
mately 50 per cent., whereas a dose of 2 mg. morphine
hydrochloride per kg. raised it by 65 per cent. Phenyl-
butazone was shown to have an antipyretic effect of equal
magnitude but of longer duration than that of phenazone.

In further experiments plethysmographic measure-
ments of the volume of the rat's foot showed that 200 mg.
phenylbutazone per kg. body weight injected sub-
cutaneously reduced the degree of oedema normally
produced by an injection of egg albumen. Oedema
induced in the rat's foot by formalin was similarly
inhibited. Phenylbutazone was also found to antagonize
the effects of histamine on the perfused rabbit's ear, and
to increase the lethal dose of histamine in guinea-pigs.
On the other hand, it did not readily inhibit the effects
of histamine on the isolated gut or on the blood pressure.

[The number of animals used is given for only some of
the experiments described in this paper. Even where the
number is stated no indication is given of the variation in
the results, and it is, therefore, difficult to assess their
validity.] P. A. Nasmyth.

Phenylbutazone Therapy of Arthritis and other Painful
Musculoskeletal Disorders. STEINBROCKER, O., BER-
KOWITZ, S., EHRLICH, M., ELKIND, M., and CARP, S.
(1952). J. Amer. med. Ass., 150, 1087. 4 refs.
Phenylbutazone ("Butazolidin") was administered to

52 patients with painful musculo-skeletal disorders at the
Hospital for Joint Diseases and Lenox Hill Hospital,
New York, in an average dosage of 600 mg. daily by
mouth. As a result of their observation of-these cases
the authors consider that as an analgesic in such con-
ditions this new drug is appreciably more effective than
salicylates, sodium gentisate, and amidopyrine. They
state that they could also detect evidence of an anti-
arthritic effect in rather less than one-quarter of their
patients, this being more noticeable in ankylosing spon-
dylitis and osteo-arthritis than in rheumatoid arthritis.
Toxic effects occurred in 25 per cent. of the cases treated,
though none was serious. It was deemed advisable, how-
ever, to suspend treatment-in 22 of the cases. The thera-
peutic effect was obtained soon after administration of
the drug and wore off rapidly on cessation of treatment.
There appeared to be no effect on erythrocyte sedimen-
tation rate or the number of circulating eosinophils.
The authors conclude that phenylbutazone is a useful

analgesic in rheumatic conditions, but that the dangers
7

rheumatoid arthritis or ankylosing spondylitis, at the
Southwestern Clinic, Tucson, Arizona. The average
duration of treatment was 85 days, but 36 patients were
treated for 150 to 455 days. The daily dose ranged from
200 to 1,600 mg. [average 600 mg.], given by mouth in
divided doses. As 44 per cent. of the patients suffered
from toxic effects, consisting principally of reduction in
platelet count and haemoglobin level, gastric irritation,
skin rashes, and haematuria, it was concluded that the
drug is by no means innocuous.

Striking subjective improvement was obtained in a
high proportion of the patients with spondylitis, but
treatment was less effective in rheumatoid arthritis.
Objective improvement was less striking but was, in the
authors' opinion, definite in a small percentage of cases.
While they are unable to decide whether the drug is truly
anti-rheumatic or only analgesic, they consider it to be
worthy of further study on a wider scale.

W. S. C. Copeman.

Observations on the Use of "Butazolidin" in Arthritis.
DAVIES, H. R., BARTER, R. W., GEE, A., and HIRSON, C.
(1952). Brit. med. J., 2, 1392. 1 fig., 6 refs.
The authors describe the results of treatment of one

hundred patients, many of them suffering from rheuma-.
toid arthritis, with Butazolidin (phenylbutazone), a drug
recognized as having analgesic and antipyretic properties.
Patients were examined before, and again 4 weeks after,
treatment. One group of patients were given phenyl-
butazone and another, comparable, group received injec-
tions of saline; neither patient nor physician knew to
which series a particular patient belonged. The drug was
given by injection, starting at 1 g. per day and slowly
decreasing the dosage. Latterly it has been given by
mouth. Progress was assessed by measurement of joint
temperature, grip, and a timed action. More improve-
ment seemed to be shown in the treated than in the control
cases. In some patients with osteo-arthritis of the hip a
very good analgesic effect was noted. In all cases the
temperature became normal, while the erythrocyte sedi-
mentation rate was unaffected. Adverse effects were
pain at the site of the injection, gastro-intestinal distur-
bance, water retention, rash, and purpura. Symptoms
returned 3 to 7 days after cessation of treatment.

[The records as published are inadequate for assess-
ment of the effect of treatment-especially in rheumatoid
arthritis, a disease in which the results of treatment are
notoriously difficult to evaluate.] G. Loewvi.

Some Pharmacological Aspects of Phenylbutazone
("Butazolidin"), a New Antirheumatic. DOMENJOZ,
E. (1952). Int. Rec. Med., 165, 467. 9 figs, II refs.
In this paper from the University of the Saar, Saar-

briucken, the author discusses the pharmacological pro-
perties of phenylbutazone, which has been found to
produce good effects in the treatment of rheumatic dis-
orders, without the undesirable central effects caused by
large doses of aminopyrine. Although chemically the
drug is diphenyl-dioxo-butylpyrazolidine, it differs in
constitution and physico-chemical properties from other
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ANNALS OF THE RHEUMATIC DISEASES
inherent in long-term administration should become the
subject of large-scale investigation. W. S. C. Copeman.

Tocopherol Administration to Patients with Dupuytren's
Contracture. Effect on Plasma Tocopherol Levels and
Degree of Contracture. KIRK, J. E., and CHIEFFI, M.
(1952). Proc. Soc. exp. Biol., N.Y., 80, 565. 1 fig.,
8refs.
The favourable effects of tocopherol (vitamin E) in

cases of Dupuytren's contracture were first reported by
Steinberg (Med. Clin. N. Amer., 1946, 30, 221). Since
then conflicting reports on its value have appeared. The
present investigation was carried out at the 'St. Louis
City Infirmary Hospital (Washington University School
of Medicine), on 26 contracted hands in fourteen men and
five women whose mean age was 74 years. A daily dose
of 300 mg. of DL-alpha-tocopherol acetate was given for
300 days and the patients were kept under observation
for a further 350 days.
The degree of contracture was measured by means of

plaster casts of the hands made under standard con-

ditions. Two measurements were chosen-the degree
of concavity of the palm, and the angle between the fifth
finger and the direction of the palm. The latter was

measured directly, the former indirectly by filling the
palm with sand and measuring its cubic capacity. The
average plasma tocopherol level before treatment was

0-55 mg. per 100 ml. compared with a mean normal
value of 1-02 mg. per 100 ml. previously determined for
this age group. After 300 days' treatment the mean value
had risen to 1-37 mg. per 100 ml., and 215 days after
stopping treatment it had returned to its original level.

In no case of moderately severe contracture did the
treatment result in disappearance of the extension defect
of the fingers. However, a definite improvement was

noted, and in 23 of the 26 cases the palmar concavity
became less marked, although on the whole this moderate
degree of objective improvement was not noticed by
the senile patients. These findings thus support the
contention that tocopherol has a beneficial effect on

Dupuytren's contracture, though the response was

limited; this may have been due to the advanced age of
the patients, as Thomson (Brit. med. J., 1949, 2, 1382)
has reported much better results in younger patients with
disappearance of the contracture in some cases.

[It appears that there may be two or more responsible
factors in the causation of Dupuytren's contracture. In
the senile patient and the patient with coronary throm-
bosis who develops the lesion in the left hand the cause

appears to be vascular, which may explain the limited
response in eldierly patients with an avascular, fibrous
palm. An investigation of a group of younger patients,
carried out with the same accuracy as that reported here,
is still required to establish the claims for the efficacy of
tocopherol therapy, which most observers of limited
numbers of cases consider to have been overstated.]

J. G. Bonnin.

Rehabilitation of the Disabled Housewife. COOKSEY, F. S.
(1952). Ann. phys. Med., 1, 120. 4 figs.
Much progress has been made in the rehabilitation,

vocational training, and resettlement of the handicapped

child and industrial worker, but little has been done to
help the disabled housewife, whose work "is one of the
most important industries in the country". The author
outlines a plan for adoption by departments of physical
medicine in retraining the disabled housewife. The
ordinary activities of daily life, such as dressing and
feeding, are practised in the department under super-
vision, with adaptation of clothing and the use of special
appliances when necessary. Later, domestic retraining
is given with the aid of a special kitchen unit so designed
that it can be adjusted to the patient's disability. The
unit which is in use at King's College Hospital, London,
is described in full. Retraining includes cooking, the
most essential domestic duty, washing and ironing, and
(especially for people living alone) bed-making. It is
suggested that coal fires should be replaced by gas or
electric fires and that cleaning should be left to the
domestic help. The occupational therapist visits the
patient's home to offer advice on the alterations needed,
and the almoner secures the help as needed of the land-
lord, local authority, or hospital workshop in carrying
them out.
The plan enables the physical medicine department to

co-operate with the welfare department and the voluntary
associations in rehabilitating the disabled housewife.

M. H. L. Desmarais.

Aspects of the Urethritis-Conjunctivitis-Arthritis Triad.
(Aspects actuels de la triade urdtrite-conjonctivite-
arthrite.) DAGUET, G. (1952). Ann. Derm. Syph. Paris,
79, 149. Bibl.
The subject is exhaustively reviewed and particular

attention is paid to clinical manifestations and the
organisms which have been held to be responsible for the
syndrome. S. J. H. Miller.

Erythema Multiforme Exudativum. Study of Fifteen
Cases. BILLOW, B. W., and LOWEN, H. J. (1952).
Arch. intern. Med., 90, 310. 3 figs, 22 refs.
The authors trace the history of erythema multiforme

exudativum from the original description by Hebra in
1860 to the present time, and discuss the various theories
of causation, the clinical findings, and the treatment
which have been reported in the literature.
They analyse, in a table, the history, diagnostic signs,

and clinical features in fifteen personal cases. The most
frequent, and specific, diagnostic signs were the toxic
appearance of the patient, lesions of the eye and mucous
membranes, and a maculo-papular, vesicobullous,
haemorrhagic skin rash. Less frequent, but equally
important, signs' were pneumonitis, sore throat, malaise,
joint pains, and erythema nodosum. Two of their cases
in which there was hypersensitivity to drugs were indis-
tinguishable clinically from the other thirteen in which the
cause was attributed to an infectious agent of unknown
origin. Pathological and biochemical investigations did
not reveal anything of note. Aureomycin and penicillin
were useful in controlling secondary infection, but the
authors doubt whether they have any specific action.
The authors suggest that the term erythema multiforme

exudativum should be used to denote a recognized
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Clinical Evaluation of Phenylbutazone. PATTERSON,
R. M., BENSON, J. F., and SCHOENBERG, P. J. (1953).
U.S. armed Forces med. J., 4, 109. 5 refs.

Effect of L-Cysteine Hydrochloride, DL-Alanine, Hydro-
chloric Acid and Sodium Hydrosulfide on Experimental
Polyarthritis of Rats. LIBENSON, L., and WETZEL, V.
(1952). J. infect. Dis., 91, 216. 3 figs, 11 refs.

Diagnostic Helps in Rheumatic Diseases. MARTIN, W. J.
(1953). Med. Ann. Distr. Coluimbia, 21, 661.

Butazolidin in Rheumatic Diseases. GOLDFAIN, E.
(1953). .1. Okla. med. Ass., 46, 27. 6 refs.

Disk Syndrome

Tables for Vertebral Elongation in the Treatment of
Sciatica. NEUWIRTH, E., HILDE, W., and CAMPBELL, R.
(1952). Arch. phys. Med., 33, 455. 3 figs, 3 refs.
The authors report from the U.S. Veterans Adminis-

tration Center, Whipple, Arizona, on the treatment of
sciatica caused by disk protrusion by means of the
vertebral elongation technique, for which they use a
modification of Godet's table. They regard it as essential
that conditions other than disk protrusion be excluded
before this treatment is instituted. When there is no
absolute indication for surgery, they recommend that
elongation of the lumbar segment of the vertebral
column should be tried, this method being applicable
to both acute and chronic cases. In chronic sciatica, if
there has been no improvement after 6 treatments, they
advise the discontinuance of this therapy.
The main mechanical effects of the treatment are to

widen the intervertebral and apophyseal spaces and to
stretch ligaments, muscles, and adhesions. The treatment
also tends to reproduce the anatomical and physiological
conditions that existed before the development of sciatica.
The authors report the results of treating thirteen

patients with sciatica by their method, eight ofwhom were
cured, three improved, and two failed to respond. They
conclude that the best results with this technique are
obtained by its combination with sleeping on a firm
mattress and the wearing of a low back support.

M. H. L. Desmarais.

Neurological Manifestations of Cervical Spondylosis.
BRAIN, W. R., NORTHFIELD, D., and WILKINSON, M.
(1952). Brain, 75, 187. 16 figs, 38 refs.
Attention is drawn to the importance of cervical

spondylosis as a cause of alteration of function in the
cervical segments of the spinal cord, this conclusion
being based on 45 cases of cervical spondylosis seen at
the London Hospital. In 38 of these patients there was
unequivocal evidence of spinal-cord disorder, and in
six necropsy had been performed. The disability is
usually slowly progressive for one or two years and
may then remain stationary for long periods. Tha
neurological disturbance varies a good deal, but com-
monly there is pyramidal involvement affecting the arms

entity, rather than the eponyms Stevens-Johnson syn-
drome, Behcet's disease, and Hebra's disease.

G. B. Mitchell-Heggs.

Unusual Reaction following Use of Phenylbutazone.
Report of a Case. CHARET, R., and SIEGEL, I. (1953).
J. Amer. med. Ass., 151, 556. 1 fig., 2 refs.
Phenylbutazone, which is used in the treatment of

arthritis may have undesirable side reactions. Among
them, as is described in a case reported in this paper, are
skin eruptions and photophobia, with redness of the
conjunctiva. Treatment was undertaken with ACTH,
penicillin, and aureomycin, and the condition cleared
rapidly. A. G. Cross.

Balanitis Circinata in Reiter's Disease. Symptoms and
Histology. (Balanitis circinata bei Reiterscher Krank-
heit. Klinik und Histologie.) REICH, H. (1952).
Arch. Derm. Syph. Berl., 194, 1.
Description of the histology and clinical picture of

balanitis in Reiter's syndrome. W. Leydhecker.

The Treatment of Reiter's Disease with Threomycin. [In
Hungarian.] NAGYVARADI, J. (1953). Orv. Het.
(Hung. med. Weekly J.), 94, 106.
The author discusses in detail the aetiology of Reiter's

disease, which is not yet clear. In the case discussed
gonorrhoea and dysentery were definitely excluded.
His opinion is that the morbid principle is a virus and
an important condition to the outbreak of the infection
is the preliminary diminishing of the organism. After
treatment with 20 g. threomycin improvement appeared.

P. Weinstein.

A Case of Beh5et's Syndrome. (Um caso de sindroma
de Behcet.) FONSECA, F., BRANCA, F., PINA, A., and
GANDER, G. (1952). Clin. Contemp., Lisboa, 6, 36.
Report of a case in a 22-year-old female with recurrent

aphthous stomatitis, nodular cutaneous lesions with pain
in the inferior members, vaginal discharge, and bilateral
iritis. The biopsy of a cutaneous nodule showed normal
epidermis, granuloma in the dermis and hypodermis,
many histiocytes, lymphocytes, neutrophil polynuclears,
some eosinophils, and giant cells similar to those of
erythema exudativum multiforme. In several places
there were perivascular nodules similar to erythema
nodosum. Cortisone, systemic and local, reduced the
frequency and intensity of the muco-cutaneous attacks
considerably, and cured the iritis (some synechiae
remaining only and visual acuity about 0 8).
For 8 months, without any treatment, the patient has

continued well. P. Moutinho.

BehSet's Disease. KARANI, S. B. (1953). Proc. roy. Soc.
Med., 46, 45. 2 figs, 3 refs.
A man aged 24 was treated with antibiotics, cortisone

(locally for eyes), ACTH, anti-coagulant, and testosterone
without effect. A. G. Leigh.

Butazolidin in the Treatment of Rheumatism. (Butazolidin
als Antirheumatikum.) BELART, W. (1953). Dtsch.
med. Wschr., 78, 129. 5 refs.
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ANNALS OF THE RHEUMATIC DISEASES
and legs and often impairment of position sense, especially
in the hands, with variable cutaneous sensory disturbance.
The Queckenstedt response is frequently normal, and the
only common abnormality in the cerebrospinal fluid is
some increase in protein content, the highest value found
in this series being 160 mg. per 100 ml.

In these cases the most important investigation is
radiography of the cervical spine, the most common
findings being narrowing of one or more intervertebral-
disk spaces, anterior and posterior osteophytes on the
vertebral bodies, abnormalities in the articular surfaces
of the neuro-central joints, and projection of osteophytes
into the intervertebral foramina. Conservative treatment
consists in immobilization of the cervical spine, with
physiotherapy for the limbs; in cases treated early enough
satisfactory improvement in symptoms may occur.
Operative treatment consists in laminectomy, "unroof-
ing" of the intervertebral foramina, and opening of the
dura and division of the denticulate ligament with the
object of giving greater mobility to the spinal cord and
relieving pressure on the nerve roots. Operation was
performed on 21 patients, and the best results were
obtained in the younger patients with a short history.
The literature is extensively reviewed, detailed histories

of the six patients coming to necropsy are given, and the
paper includes a discussion on the mechanism of the
damage to the spinal cord. J. W. Aldren Turner.

Discography. Technique, Indications, and Evaluation of the
Normal and Abnormal Intervertebral Disc. CLOWARD,
R. B., and BUZAID, L. L. (1952). Amer. J. Roentgenol.,
68,552. 10figs.

Cervical Spondylosis. Clinical and X-ray Investigation.
(Cervikalspondylose. En klinisk og rontgenologisk
undersokelse.) BORMER, T., and EVANG, E. (1952).
Nord. Med., 48, 1330. 4 figs, 25 refs.

Gout

Therapeutic Value of Probenecid (Benemid) in Gout.
PASCALE, L. R., DUBLIN, A., and HOFFMAN, W. S.
(1952). J. Amer. med. Ass., 149, 1188. 5 figs, 19 refs.
Since probenecid-p(di-n-propylsulfanyl)benzoic acid is

capable of blocking tubular reabsorption, the authors
have tried the therapeutic effect of this product in gout.
In all, twenty patients were studied, five very completely.
All subjects treated were placed on a low purine diet
and varying methods of dosage were employed, 0-5 g.
every 6 hours, 2 g. every other day, and 2 g. on successive
days each week. A prompt reduction in the serum urate
concentration occurred in fourteen patients, a more
gradual fall over 96-120 hours in three, and no decrease
in the remaining three, all of whom had associated renal
insufficiency. The patients treated with 2 g. on the first
2 days of the week continued to show prompt falls in the
serum uric acid level and there was no evidence of
refractoriness to the drug. One or more acute attacks
occurred in nine patients during treatment. Without the

additional therapeutic aid of ACTH or colchicine, the
attacks were prolonged, some lasting 12 days. Acetyl
salicylic acid, given in doses of 1-3 g. over 6 hours,
completely suppressed the action of probenecid, pre-
sumably by blocking its uricosuric action.
The authors compare and contrast the action of sali-

cylates and probenecid and suggest that it produces its
blocking action of urate reabsorption only if it is con-
jugated in the tubular cell, the negativizing action of
salicylates being due to the latter competing in the
tubules with probenecid for the conjugating enzymes.
The authors discuss the failure to prevent acute attacks

and the apparent slowness of action upon tophi, but
consider that the evidence justifies the use of the drug
for long-term therapy. The only serious toxic mani-
festation which followed its use was one instance of
haematuria. Liberal supplies of fluid and alkalies are
recommended to minimize the possibility of such a
complication. R. E. Tunbridge.

Corticotrophin and Cortisone in the Treatment of Chronic
Gout. (ACTH et cortisone dans le traitement de la
goutte chronique.) COSTE, F., PIGUET, B., DELBARRE,
F., and FRiZAL, J. (1952). Ann. Mid., 53, 647. 10 figs,
17 refs.
The authors record their results in twelve patients

suffering from severe chronic polyarticular gout who
were treated at the Hopital Cochin, Paris, with cortico-
trophin (ACTH) or cortisone or both; these patients had
proved to be resistant to colchicine and salicylates. The
dosage and duration depended on the severity of the
condition and the response; the usual dose of cortisone
was 100 mg. daily, given by intramuscular injection, and
the total dose of ACTH averaged 1 5 g., and that of
cortisone 4 g. The patients were kept on a purine-free
diet and were deprived of alcohol. A rapid remission of
symptoms was observed in seven out of nine cases of
chronic tophaceous gout treated with ACTH or cortisone
or both, in one out of two cases of chronic non-
tophaceous gout treated with ACTH, and in one case of
recurrent gout treated with ACTH; the mobility of stiff
joints was improved in the cases which responded, and in
five cases a "modest regression" of the tophi was ob-
served. No adverse effects from the drugs were observed.
The clinical improvement has been maintained in six
cases for a period of many months.
The eosinophil response to a test dose of ACTH given

before treatment showed the characteristic sharp fall in
eosinophils (Thorn's test). The plasma uric acid content
was significantly decreased during five out of nine
courses of treatment with ACTH, and during two out
of five courses of cortisone; the urinary excretion of uric
acid showed increased values during eight out of nine
periods of treatment with ACTH, and during three out
of five with cortisone. The authors relate these findings
to a progressive reduction of the "miscible pool" of uric
acid.
They conclude that ACTH and cortisone are likely to

be useful in the treatment of exacerbations of chronic
gouty arthritis in patients who have proved resistant to
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General Pathology

Iron Absorption Tests in Anaemia: the Use of Intravenous
Iron Preparations. CRAWLEY, J. (1952). Edinb. med. J.,
59, 478. 1 fig., 15 refs.
The absorption of iron given intravenously was

examined in patients with iron-deficiency anaemia who
had failed to respond to prolonged courses of iron by
mouth.

Iron absorption tests were performed on six normal
subjects, 34 patients with hypochromic anaemia who
subsequently responded to oral iron therapy, and five
patients with hypochromic anaemic refractory to orally
administered iron preparations. From the tests it appears
that refractoriness to oral iron therapy is related to a
failure of iron absorption, and in patients in whom this
was found the iron absorption curve was of the flat type.
Intravenously administered iron was not excreted in the
faeces, but there was a urinary iron output of about
4 per cent.
The author concludes that there is a definite place for

parenteral iron therapy in some patients suffering from
persistent gastro-intestinal disturbances, particularly
during pregnancy, in cases of rheumatoid arthritis, and
in patients suffering from gross external blood loss;
also where there is inadequate absorption of iron in
patients with persistent diarrhoea after resection of parts
of the intestinal tract.

John F. Wilkinson.

Basis of the Erythrocyte Sedimentation Rate. HARDWICKE,
J., and SQUIRE, J. R. (1952). Clin. Sci., 11, 333.
4 figs, 25 refs.
In artificial systems a function of the "corrected"

maximum rate of sedimentation has been shown to bear
a linear relation to the concentration of macromolecules
added. The degree of effect varies with different macro-
molecules, increasing with molecular size. This function
applies to all the colloids examined, namely, dextrans,
gelatin, gum acacia, polyvinyl pyrrolidone, and fibrino-
gen. To demonstrate this effect, maximum sedimentation
velocities are determined at standard cell concentration,
and "corrections" applied for viscosity of suspending
fluid, and for fluid and red cell specific gravities.

In a series of normal and diseased persons the differ-
ence between this function of the plasma and serum
sedimentation rates is shown to depend directly on the
plasma fibrinogen concentration. Elevated fibrinogen
values do not account completely for the rise of sedi-
mentation rate in disease. The serum sedimentation rate
is shown to be associated with the concentrations of
a2 and y globulins, as estimated by electrophoresis
on filter paper. Variations in these components may have
diagnostic significance, and merit further investigation.
The limitations of routine methods of estimating the

ESR are demonstrated. The practical value of deter-
mination of plasma and serum viscosity is discussed,
since variations in these values appear to depend largely
on plasma protein changes similar to those concerned
in erythrocyte sedimentation.-[Authors' summary.]

the usual treatment. They note that in several of the
cases one or more exacerbations occurred towards the
end, or soon after the cessation, of treatment with ACTH,
but it was found that these attacks usually responded
well to colchicine, although this drug had previously
proved ineffective, and they recommend [apparently on
the basis of this latter finding] treatment by alternating
the several drugs, old and new, which are known to be
of value in gouty arthritis. Joseph Parness.

Non-Articular Rheumatism

Procaine and Procaine Amide Hydrochloride in Skeletal
Pain. TRAUT, E. F. (1952). J. Amer. med. Ass.,
150, 785. 2 refs.
The effects of procaine hydrochloride and procaine

amide hydrochloride in relieving pain in various joint
diseases and other skeletal conditions were compared at
the Presbyterian and Cook County Hospitals, Chicago.
The latter drug was ineffective when given by mouth in
doses of 3 g. daily for a week, while a similar dose of
procaine hydrochloride gave only doubtful relief. Given
intravenously, procaine amide was ineffective in three
cases of skeletal carcinomatosis and three of rheumatoid
arthritis. On intradermal injection, procaine amide
hydrochloride produced analgesia more slowly than
procaine hydrochloride (I to 4 min.), but lasting no
longer and no more effective. A dose of 10 to 60 ml.
1 per cent. procaine amide solution, given by peri-
articular + intra-articular injection, gave prompt and
lasting relief in degenerative arthritis; equally good
results were given by periarticular infiltration alone,
whereas intra-articular injection alone gave prompt but
transient relief, which was no different from that given
by procaine or by saline. Slighter and more transient
relief was given by infiltration with procaine amide in
rheumatoid arthritis, but intra-articular injection gave
none. In cases of radiculitis due to pressure or post-
herpetic neuralgia prompt and lasting benefit was obtain-
ed by infiltration of the nerve roots with procaine amide.
The drug was also used successfully for the injection of
fibrositic nodules in the back and for the infiltration of
painful bursae and tendon sheaths around the shoulder.
The "shoulder-hand syndrome" was promptly relieved by
infiltration of the stellate ganglion, which did not result
in a Horner's syndrome as would have been the case
with procaine.
The side-effects of procaine amide hydrochloride were

negligible. There was no nausea, giddiness, or vomiting
and no effect on the blood picture, erythrocyte sedimenta-
tion rate, or electrocardiogram. The authors have aban-
doned as unnecessary the premedication of their patients
before injection. On account of its low toxicity, they
consider procaine amide superior to procaine for the
infiltration treatment of painful skeletal conditions.

Stephen G. Gang.

Fibrositis in Industry and the Laughton-Scott Technique.
HEALD, C. B. (1952). Trans. Ass. industr. med. Offrs.,
2, 106. 5 refs.
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ANNALS OF THE RHEUMATIC DISEASES
Relation between Joint Stiffness upon Exposure to Cold

and the Characteristics of Synovial Fluid. HUNTER, J.,
KERR, E. H., and WHILLANS, M. G. (1952). Canad. J.
med. Sci., 30, 367. 9 figs, 14 refs.
In this paper from the Defence Research Laboratories

Toronto, on the effect of cold on joint movement, four
groups of experiments are described:

(A) The speed of flexion at the proximal interphalan-
geal joint of the index finger of twelve subjects was
measured before and after exposure to cold. For this
purpose two push-buttons were used, each operating
a counter and separated by a baffle so that the finger
must be flexed in moving from one to the other. The
number of contacts made with each button in turn
during a period of 10 sec. provided a measure of flexion
speed.

(B) Radiographic records of the movements at the
proximal interphalangeal and knee-joints were studied
to determine the type of movement involved.

(C) The increase in viscosity with fall in temperature of
various specimens of bovine synovial fluid was deter-
mined and its relation to the mucin content studied.

(D) Movement of the cat's knee-joint was studied
in vivo, the tension exerted through the patellar ligament
to produce different rates of shear being studied in rela-
tion to the characteristics of synovial fluid as determined
in vitro.
It is concluded from these studies that:

(1) cold slows the speed of joint movement;
(2) joint stiffness results from local physical changes

at the interarticular surfaces;
(3) the increased viscosity of synovial fluid resulting

from a fall in temperature is a function of its mucin
content;

(4) the characteristics of synovial fluid account for the
increased forces required to move a cold joint and for the
loss in speed of movement. A. T. MacQueen.

Variation in Serum Hyaluronidase-inhibitor during Treat-
ment with 3-Hydroxy-2-phenyl-cinchoninic Acid (HPC).
[In English.] FABER, V., and IVERSEN, M. (1952).
Acta med. scand., 143, 436. 1 fig., 22 refs.
In this important paper the beneficial therapeutic effect

of 3-hydroxy-2-phenylcinchoninic acid (HPC, "Oxino-
fen"), with relief of pain and joint swelling and a prompt
fall of temperature, is confirmed in rheumatic fever, but
not in rheumatoid arthritis. The authors, who were
primarily interested in whether HPC had a corticotrophic
action, found that the level of hyaluronidase inhibitor in
the blood decreased concomitantly with clinical improve-
ment as a result of treatment with HPC in five cases of
rheumatic fever, but observed no comparable effect in
the five cases of rheumatoid arthritis so treated at the
Bispebjerg Hospital, Copenhagen. The drug had no
effect on the 17-ketosteroid excretion or the eosinophil
count. They were unable to demonstrate any effect of
HPC on hyaluronidase or its inhibitor in vitro.

R. E. Tunbridge.

Electrophoretic and Chemical Study of the Serum ProteinS
in Rheumatoid Arthritis and their Modification under
the Influence of Adrenal Cortical Therapy. (etude
electrophoretique et chimique des protides seriques
au cours de la polyarthrite chronique dvolutive et leur
modification sous l'influence de la corticotherapie.)
LAYANI, F., BENGUI, A., and MENDE, S. DE (1952).
Sem. H6p. Paris, 28, 3221. 5 figs, 29 refs.
The authors studied the serum proteins and the effect

on them of adrenocortical therapy in 25 cases of rheuma-
toid arthritis and eight healthy control subjects. Electro-
phoretic and chemical analysis of the serum proteins was
made at least twice in each case, and the erythrocyte
sedimentation rate was also determined.

Chemical analysis confirmed the existence of a general
hyperproteinaemia, due to increase in the globulin
content, on the one hand, and a depression of the
albumin-globulin ratio, due to a concomitant reduction
in the albumin content, on the other. Observations on
healthy subjects revealed a similar tendency with increas-
ing age, in the absence, however, of an absolute hyper-
proteinaemia.

Electrophoretic curves demonstrated that the greatest
increase occurred in the x- and y-globulin fractions. A
striking parallelism was observed between the increase
in erythrocyte sedimentation rate and that of the sum
of P and y fractions. In the y fraction the greatest
increase was recorded in the y, subdivision, the portion
of serum proteins usually regarded as the vehicle of
antibodies.
The effects of ACTH therapy were studied in nine

patients. An increase in serum albumin and a drop in
cx- and y- globulin fractions were observed. The yi sub-
division was reduced but did not disappear under the
influence of this hormonal treatment.
The authors point out the existence of wide dis-

crepancies in the results of various investigators, and
suggest that different techniques of electrophoresis may
be responsible, as well as differences of opinion as to the
range of normal values.

A. Swan.

17-Ketosteroid Excretion in Gout. BUTT, W. R., and
MARSON, F. G. W. (1952). Brit. med. J., 2, 1023.
1 fig., 9 refs.
In a group of 33 patients with gouty arthritis, whose

ages ranged from 36 to 70 years (mean 54-4 years), the
daily urinary excretion of 17-ketosteroids measured by
a polarographic method varied between 1 4 and 18 * 0 mg.
(mean 9 5 mg.), the serum urate concentration varying
from 4-8 to 12 7 mg. per 100 ml. (mean 7 7). The mean
daily excretion of 17-ketosteroids in the four females in
the group (mean age 66 years) was 5 0 mg. By the method
used the daily excretion for normal males, aged 20 to
38 years, was 10 to 20 mg., and for normal females, aged
18 to 37, was 6 to 18 mg. When allowance was made for
the fall in 1 7-ketosteroid excretion with age, all the results
in the gouty patients, both male and female, were found
to lie within the normal range.

M. Lubran.
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tinins were not affected. Treatment with staphylococci
absorbed both homologous'and heterologous agglutinins.
The author concludes on the basis of this and of the two
(below) succeeding papers that agglutination in sera from
patients with rheumatoid arthritis is a non-specific
process. E. G. L. Bywaters.
IH. Comparison between the Agglutination of Strepto-

coccus haemolyticus and Staphylococcus aureus and
Antistreptolysin and Antistaphylolysin Titers in Sera of
Patients with Rheumatoid Arthritis. [In English.]
OKER-BLOM, N., and WIDHOLM, 0. (1952). Ann. Med.
exp. Biol. fenn., 30, 144. 8 refs.
Here the possibility is examined that two different

specific agglutinins co-exist in serum from rheumatoid
arthritis patients. The relation between antistreptolysin
O and antistaphylolysin and the agglutination titre for
living Streptococcus haemolyticus and Staphylococcus
aureus was examined, using sera from 48 cases of rheuma-
toid arthritis, and from 86 children aged 5 months to
10 years as controls. The sera were inactivated at 56° C.
for 30 minutes and stored at 8° to -15° C. The authors
mention the difficulties due to auto-agglutination. The
results, which are clearly tabulated, show that there was
no correlation between increased antistreptolysin-O titres
and positive streptococcal agglutination tests, or between
increased antistaphylolysin and agglutination titres in the
sera from patients with rheumatoid arthritis.

E. G. L. Bywaters.
IV. Absorption with Bentonite of the Streptococcal Agglu-

tinating Factor from Sera of Patients with Rheumatoid
Arthritis. [In English.] OKER-BLOM, N. (1952). Ann.
Med. exp. Biol. fenn., 30, 150. 1 fig., 12 refs.
Here the results are reported of absorption of strepto-

coccal agglutinins from the serum of rheumatoid arthritis
by bentonite (colloidal aluminium silicate), a substance
which is known to remove most of the lipids and some
70 per cent. of fl-globulin from serum without causing
any appreciable change in the other protein components
of the serum. It was found that bentonite removed all
trace of the rheumatoid-arthritis streptococcal-agglu-
tinating factor, whereas parallel experiments with various
types of antibacterial immune sera and with haemagglu-
tinins showed only very slight absorption. It is concluded
that the agglutination of living haemolytic streptococci by
rheumatoid-arthritis sera is due to a non-specific factor
probably occurring in the a- or f-globulin fractions, or
both. E. G. L. Bywaters.

Determination of Iron in Blood Plasma or Serum. RAMSAY,
W. N. M. (1953). Biochem. J., 53, 227. 1 fig., 25 refs.
The author describes a method for the determination of

the iron content of serum or plasma which is of general
application and depends on the replacement of the metal-
combining globulin of the plasma by 2: 2'-dipyridyl,
which reacts with ferrous iron to give a highly-coloured
ferrous-dipyridyl-complex ion. In practice, 2 ml. un-
haemolysed plasma or serum is mixed with 5 ml. 0-SM
acetate buffer solution (pH 5), containing 0 075 per cent.
2 : 2'-dipyridyl and 0-1 per cent. hydroxylamine hydro-
chloride and heated in a boiling-water bath for 5 minutes.
The coagulated proteins are filtered off and the intensity

Respiratory Effects of Salicylate. COCHRAN, J. B. (1952).
Brit. med. J., 2, 964. 3 figs, 6 refs.
The effect of salicylate, given orally and by intra-

venous infusion, on oxygen consumption and output of
carbon dioxide was studied in three patients with sub-
acute rheumatism, one patient with quiescent rheumatoid
arthritis, and five healthy young adults, three of the
healthy subjects acting as controls. The Knipping spiro-
meter, a modified Benedict-Roth spirometer which makes
it possible to record both oxygen consumption and carbon
dioxide output on the same record, was used.
Sodium salicylate was given intravenously over a

period of 3 to 4 hours (10 g. in 400 ml. distilled water)
to two healthy subjects and to the patient with rheumatoid
arthritis, 10-minute spirometer tracings being taken at
half-hourly intervals. The three patients with rheumatic
fever received 1-5 to 2-0 g. aspirin by mouth five times
a day after a satisfactory baseline had been reached as
determined by three consecutive spirometer tracings
taken each morning. Tracings continued to be taken
after cessation of treatment until the spirometer records
showed a return to pre-treatment levels.

It was found that the administration of salicylates
produced an increase in depth of respiration and a
marked increase in oxygen consumption. The fall in the
respiratory quotient suggested that protein or fat was
being mainly burned, but no conclusion could be drawn
concerning the nature of metabolic stimulation. It was
nevertheless considered that the increase in tissue oxida-
tion following salicylate administration might be of
fundamental significance in the therapeutic action of
the drug. A. T. MacQueen.

Serological Studies in Rheumatoid Arthritis. II. Absorp-
tion of the Streptococcal Agglutinating Factor from Sera
of Patients with Rheumatoid Arthritis by Streptococcus
haemolyticus and Staphylococcus aureus. [In English.]
OKER-BLOM, N. (1952). Ann. Med. exp. Biol. fenn.,
30, 139. 8 refs.
Because of the agglutination of haemolytic streptococci

by sera from patients with rheumatoid arthritis, Strepto-
coccus haemolyticus has been regarded as a possible
causal agent in this disease. Staphylococcus aureus also
is agglutinated, however, and there are thus three possible
explanations:

(1) the two organisms have a common antigen;
(2) serum from patients with rheumatoid arthritis has

specific agglutinins against both organisms;
(3) the agglutination is a non-specific phenomenon.
This paper (the second of a series, the first of which

was published by the author in 1948 (Ann. Med. exp.
Biol. fenn., 1948, 26, 77)) is concerned with the first
possibility listed above. Rabbits were immunized by
intramuscular injections of heat-killed bacteria three
times weekly for 4 weeks. They formed in response specific
agglutinins which were absorbed only by the homologous
antigen. Then from ten patients with rheumatoid arthritis
samples of serum were obtained, each agglutinating
staphylococci and streptococci to a titre between 1 in 80
and I in 640. Absorption with streptococci left no
homologous agglutinins, but the staphylococcal agglu-
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ANNALS OF THE RHEUMATIC DISEASES
of the absorption band of the filtrate at 520 mp. measured
in a spectrophotometer. The standard deviation of a single
determination from the mean, calculated indirectly from
seventy consecutive duplicate determinations, was +5t I
,ug. per 100 ml., or about 2 8 per cent. of the mean value.
In 22 specimens from seventeen normal male subjects
aged 19 to 44, the mean plasma iron concentration was
171 ,ug. per 100 ml. (S.D. 37) with a range of 112 to
225 ,ug. per 100 ml.; in three specimens from thirteen
normal female subjects aged 19 to 24 the mean value was
127 ,ug. per 100 ml. (S.D. 29) and the range 78 to 170 ,ug.
per 100 ml. These mean values are 30 to 60 .ug. higher
than those previously reported by other workers using
other methods. The significance of these differences is
discussed. J. E. Page.

Determination of Blood Serum Potassium by an Improved
Sodium Cobaltinitrite Method. BARRY, J. M., and
ROWLAND, S. J. (1953). Biochem. J., 53, 213. 1 fig.,
10 refs.
The sources of error in the sodium cobaltinitrite

method for the determination of potassium in blood
serum have been investigated, and an improved analytical
procedure developed. The low accuracy of earlier
methods is attributed to the dilution of serum with water
(which can lead to as much as 20 per cent. of the potas-
sium remaining unprecipitated owing to the solubility of
potassium sodium cobaltinitrite), to insufficient time being
allowed for the precipitation of potassium, and to the loss
of some of the precipitate during washing.

In the method described, the potassium is precipitated
as potassium sodium cobaltinitrite by adding a sodium
cobaltinitrite reagent to the serum in a centrifuge tube.
After washing with aqueous ethyl alcohol the precipitate
is dissolved in water and its cobalt content measured
colorimetrically. It is claimed that the standard deviation
of replicate determinations does not exceed I per cent. of
their mean value, and that the recovery of added potas-
sium is satisfactory. J. E. Page.

Plasma Cholinesterase Activity in Liver Disease: Its Value
as a Diagnostic Test of Liver Function Compared with
Flocculation Tests and Plasma Protein Determinations.
WILSON, A., CALVERT, R. J., and GEOGHEGAN, H.
(1952). J. clin. Invest., 31, 815. 1 fig., 27 refs.
At University College Hospital Medical School,

London, the plasma cholinesterase activity was studied
in 43 patients with liver and biliary-tract disease, in 44
convalescent patients with no evidence of liver disease,
and in one hundred normal subjects, in order to determine
its diagnostic and prognostic significance.
A well-marked depression of cholinesterase activity

was observed in the group of 33 patients with liver
disease. The mean value for normal subjects was 1,790 [lI.
CO2 per ml. per hour (range 818 to 3,265 1d.), and in
patients with liver disease it was 612 (range 238 to 1,086)
[Il. C02 per ml. per hour. This test was compared with
flocculation tests, and it was shown that the depression
of cholinesterase activity was a confirmatory finding in
acute and subacute hepatic disease, and that it was a
useful prognostic guide to recovery, since cholinesterase

activity returns to normal more quickly than is shown
by flocculation tests. In chronic liver disease, even when
flocculation test results were normal, cholinesterase
activity was usually depressed. Normal plasma cholin-
esterase levels were found on the ten patients with extra-
hepatic biliary obstruction of short duration, low values
occurring during attacks of cholangio-hepatitis, or after
prolonged obstruction. The test is less precise than
flocculation tests in the differential diagnosis of jaundice,
but in conjunction with these tests provides reliable
information regarding impairment of liver function.

A. C. Frazer.

Chemical Estimation of Cortisone-like Hormones in
Urine. COPE, C. L., and HURLOCK, B. (1952). Brit.
med. J., 2, 1020. 18 refs.
The authors point out the need for a simple quantitative

test for the estimation of cortisone-like substances in body
fluids, and they discuss the problems involved with
reference to their own observations at the Post-graduate
Medical School of London and to those of others reported
in the literature.
The first step, the quantitative extraction of urine, can

at present be carried out by two different methods:
(1) repeated extraction with chloroform after acid

hydrolysis;
(2) Bayliss's method of triple extraction after hydro-

lysis with glucuronidase (Biochem. J., 1952, 52, 63).
The authors carried out parallel extractions by the

two methods and assayed the extracts biologically by
measuring the eosinopenia induced in adrenalectomized
mice. The second method of extraction increased the
yield by an average of 99 per cent. (range 8 per cent. to
315 per cent.) over that obtained by the first. The next
step in need of simplification is the elimination of
contaminants. The Porter-Silber reaction for the chemical
assay of adrenal cortical hormone in the urine is the
most sensitive available, but the result may be vitiated by
the presence of certain contaminants which undergo
the same colour changes as the hormones. The authors
have therefore attempted to remove these contaminants
by paper-chromatography and, so far as could be judged
from biological assay, were able to recover all the hor-
mone in a purified state. With extracts purified in this
way the Porter-Silber reaction seemed to give a much
more reliable index of the true adrenal hormonal content.
Parallel assays were carried out, part of the yield of an
extraction being assayed by the biological method and
part by the chemical method after purification. In
fourteen out of 23 assays the results given by the two
methods agreed to within 30 per cent., the even scatter of
the results suggesting that the differences were mainly
due to experimental error. Biologically inert steroids
present in the urine, of which tetrahydrocortisone is
probably the most important, also give a yellow colour
with the Porter-Silber reaction, but this will seriously
affect the result only when they are present in abnormally
high concentration. However, if absolute specificity in
analysis is required, recourse must still be had to the
biological method. Ferdinand Hillman.
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ment with the other compound was continued in either
case; in both groups a deterioration of the condition of
the joints appeared within a few days. The results indicate
that suboptimal control over rheumatoid arthritis can be
obtained with a dose of cortisone as small as 25 mg. per
day when given combined with PAS. D. J. Bauer.

Trial of 3-Carboxylic Pyrocatechol in Rheumatic Fever,
Rheumatoid Arthritis, and Certain Other Rheumatic
Conditions. (Essai de pyrocatechol 3-carboxylique dans
le rhumatisme articulaire aigu, la polyarthrite chroni-
que evolutive et certaines affections pararhumatis-
males.) MICHOTTE, L., and DANAUX, R. (1952).
Acta physiother. rheum. belg., 7, 141. 6 refs.
Following up the idea that the active principle in

salicylate therapy might be one of the accompanying
impurities, the authors investigated the effect of 3-carbo-
xylic pyrocatechol (a persulphuric oxidation product of
salicylic acid) in twenty patients with acute rheumatic
fever. The sodium salt of the drug was administered
orally in doses of 0 5 g. 4-hrly. This resulted in a more
rapid return to normal of the erythrocyte sedimentation
rate, electrocardiographic appearances, and clinical
condition than with salicylate or gentisate therapy, but
the response was not so rapid as with cortisone. There
was no marked effect in rheumatoid arthritis. One case
of relapsed erythema nodosum responded satisfactorily,
and a case of periarteritis nodosa with polyneuritis
showed partial improvement. I. Ansell.
Resistance to Corticotrophin in the Treatment of Rheu-

matic Disorders. (Limites et echecs de I'ACTH en
rhumatologie.) SiZE, S. DE, RYCKEWAERT, A., ROBIN,
J., and RENIER, J. C. (1952). Rev. Rhum., 19, 596.
2 figs, 12 refs.
The authors report nine cases of rheumatoid arthritis

treated with ACTH. All the patients were adults and
had active arthritis at the time of treatment; the duration
of the disease varied from 5 mths to 15 yrs. The dosage of
ACTH given was 75 to 100 mg. daily for 1 to 3 mths, and
was then gradually reduced according to the condition
of the patient. Results showed that in five cases there
was a good initial response, with loss of pain, improve-
ment of the joint condition, and a fall in the erythrocyte
sedimentation rate. However, while still under treatment,
all five cases relapsed between the fourth and seventh
weeks and the disease progressed. In one case ACTH
given intravenously was effective, but proved imprac-
ticable. All these cases responded favourably to sub-
sequent treatment with cortisone. The other four cases
never responded to ACTH, but responded adequately to
cortisone. The reasons for the failure of ACTH therapy
are discussed, and it is suggested that it was due to an
abnormal adrenal response. Kathleen M. Lawther.

Cortisone, Corticotrophin, and Salicylates in the Treat-
ment of Inflammatory Rheumatic Disease and Similar
Conditions. (Cortisone, ACTH et salicyles dans le
traitement des rhumatismes inflammatoires et des
etats similaires.) ROSKAM, J., and CAUWENBERGE,
H. VAN (1952). Presse mid., 60, 1344. 4 figs, 25 refs.
The authors, writing from Liege, record their con-

viction that an endocrine mechanism is responsible for

Further Investigations into the Significance of Auto-
antibody Estimations in Rheumatism and Organic
Inflammatory Diseases. (Weitere entersuchungen zur

Frage der klinischen Bedeutung von Auto-Anti-
korpernachweisen beim Rheumatismus und bei
entzundlichen Organerkrankungen.) VORLAENDER,
K. 0. (1952). Z. ges. exp. Med., 120, 9. 34 refs.

Fractional Estimation of 17-Ketosteroids in Rheumatoid
Arthritis. (Ober die draktionierte 17-Ketosteroid-
bestimmung bei der Polyarthritis.) ENZINGER, J., and
SCHM1D, J. (1953). Wien. Z. inn. Med., 34, 28. 1 fig.

ACTH, Cortisone, and Other Steroids
Cortisone in Rheumatoid Arthritis. (Notre experience de

la cortisone dans les rhumatismes chroniques inflam-
matoires.) MANTHA, L. (1952). Un. mid. Can.,
81, 1156.
This article opens with an historical review of Cortisone

treatment in rheumatoid arthritis from its discovery in
1949, and goes on to describe and discuss the author's
personal experiences with this drug. He has treated 85
patients with cortisone in small doses-from 50 mg.

daily to 25 mg. on alternate days, combined with gold
injections and a theobromine-salicylate compound orally.
(The dose of gold salt is given as 1/120 to 1/60 mg.

weekly.) This treatment was continued for 12-15 months
in twenty of these patients, but it did not appear to be
more effective than the author's well-tried regime of
gold therapy.

Treatment was stopped in the remaining 65 patients,
mainly because of side-effects, of which fluid retention
was the most common. In more than twenty cases,

treatment was stopped at the patient's request.
[The incidence of side-effects seems high, in view of the

rather small doses used. No indication is given in this
article of the severity or activity of the disease in the
cases treated; the fact that so many patients asked for
treatment to be stopped suggests that some of these
cases were in a relatively inactive phase.] B. E. W. Mace.

Combined Treatment with Cortisone and para-Amino-
benzoic Acid [in Rheumatoid Arthritis]. (Kombinerad
cortisone- och paraaminobenzoesyra-terapi.) OKA, M.
(1952). Nord. Med., 48, 1407. 14 refs.
The effect of combined treatment with cortisone and

p-aminosalicylic acid (PAS) was observed in twenty
patients aged between 21 and 50 yrs who had suffered
from rheumatoid arthritis for 6 mths to 18 yrs. Cortisone
was given either intramuscularly or by mouth in a dose
of 25 mg. daily, and the sodium PAS in doses of 1 to
I 5 g. at intervals of 2 to 3 hrs, to a daily total of 6 to 12 g.
The average period of treatment was 36 days.
A favourable effect was noted in sixteen patients, with

improvement of the general condition, an average gain
of weight of 2- 3 kg., and improvement in the condition
of the joints. The four remaining patients showed
improvement when the daily dose of cortisone was

increased to 37- 5 to 50 mg. Both routes of administration
were equally effective. Treatment with cortisone or PAS
was stopped in two groups of seven patients while treat-
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ANNALS OF THE RHEUMATIC DISEASES
the therapeutic effects of salicylates in rheumatic fever
and the inflammatory rheumatic diseases; and that this
mechanism consists of successive stimulation of the hypo-
thalamus, anterior pituitary, and adrenal cortex. In
experiments with rats they showed that heavy doses of
salicylates evoke the same response as ACTH in respect
to reduction of adrenal ascorbic acid and cholesterol,
the circulating eosinophils, and nuclear changes in the
cells of lymphoid tissue. By giving progressively decreas-
ing doses of salicylates they further showed that the
maximum reaction is obtained by that degree of salicyl-
aemia found most efficacious in the treatment of rheu-
matic fever.
They then give case details of patients suffering from

rheumatoid arthritis, chorea, rheumatic fever, and
psoriasis, who developed a mild Cushing syndrome
during treatment with aspirin in doses up to 8 g. daily,
or during combined treatment with aspirin and a dose of
cortisone considerably less (between one-quarter and
one-half) than those usually considered effective. In cases
responding unsatisfactorily to salicylate therapy it is
claimed that the addition of these small doses of cortisone
is beneficial.
The authors have devised a test which they suggest

makes it possible to judge the probable efficacy of sali-
cylate therapy in any case. Under controlled conditions
blood and urine are collected 4, 6, and 8 hrs after the
ingestion of 6 g. sodium salicylate. Patients showing
a positive response will respond clinically to the adminis-
tration of salicylates, a positive respofise being shown by
a greatly increased ratio of uric acid to creatinine in the
urine, up to 50 per cent. or more of its initial value after
4 hrs, and after 6 to 8 hrs a fall in the number of eosino-
phils to 50 per cent. of the initial value. Kenneth Stone.

Changes in Connective Tissue Reaction Induced by
Cortisone. EBERT, R. H., and BARCLAY, W. R. (1952).
Ann. intern. Med., 37, 506. 8 figs, 15 refs.
The authors, in experiments carried out at the Univer-

sity of Chicago, using their own modification of the
Sandison rabbit-ear chamber, have demonstrated very
clearly the soundness of some of the existing theories as
to the action of cortisone upon the vascular system.
The effect of cortisone was fundamentally the same in
the normal preparations, in non-specific inflammatory
reactions, and in tuberculous infections. Vascular tone
was better maintained, there was less damage to the
vascular system, and the amount of exudate and the
leucocyte response were reduced. Their findings afford
confirmation of the effect of cortisone on wound healing
and of the possibility of a deleterious effect of cortisone
on the condition of patients suffering from pulmonary
tuberculosis. R. E. Tunbridge.

Effect of Cortisone upon Skin Sensitivity to Tuberculin in
Sarcoidosis. PYKE, D. A., and SCADDING, J. G. (1952).
Brit. med. J., 2, 1126. 10 refs.
The authors describe the effect of cortisone upon skin

sensitivity in fourteen patients with sarcoidosis. Of the
fourteen patients, eleven were negative to 100 tuberculin
units (T.u.) of old tuberculin given intradermally, and ten

of these received 100 mg. cortisone daily by intramuscular
injection, In eight patients skin reactivity to tuberculin
appeared 6 to 17 days after cortisone treatment was
started, the reactions in six, with areas of induration,
being maximum at 24 hrs and usually disappearing in
72 hrs. In two patients there were areas of erythema at
24 hrs, fading at 48 hrs. Later the reaction was less and
faded more quickly. No reaction was observed in two
patients at any time during cortisone administration.
To nine patients normally Mantoux-negative an intra-
dermal injection of 1 25 mg. cortisone was given with a
dose of tuberculin equal to the highest dose to which
they had previously failed to respond. An area of indura-
tion and erythema persisting at least 48 hrs was observed
in seven, while there was no response in two. Similar
injections of cortisone with tuberculin in three patients
who were normally sensitive to 100 T.U. inhibited the
reaction produced by tuberculin alone.
The authors suggest that the phenomenon they have

observed in Mantoux-negative cases of sarcoidosis may
prove to be of some practical importance as a diagnostic
test. I. Ansell.

Effect ofACTH on Water Distribution in Man as Measured
by Antipyrine, T 1824 and Bromide. ZIFF, M., SIMSON,
J., and BUNIM, J. J. (1952). J. clin. Invest., 31, 829.
5 figs, 29 refs.
A study of the effect of corticotrophin (ACTH)

administration on water distribution was carried out at
New York University College of Medicine on five adult
patients, of whom three had rheumatoid arthritis, one
spondylitis, and one acute rheumatism. Determinations
of antipyrine space, plasma volume (by the T 1824 dye
method), bromide space, and total body chloride were
made before, during, and after treatment with 100 to
120 mg. corticotrophin daily for about 4 weeks. Results
are given in detail for each patient; in interpreting
them, the antipyrine space is taken as representing total
body water, and the bromide space extracellular fluid
together with a portion of ihtracellular fluid. On adminis-
tration of corticotrophin there was a marked increase in
total body water in four cases, the increase in antipyrine
space being confirmed by a gain in weight. In two of
these four there was an almost parallel increase in bromide
space and also in total body chloride, suggesting that
the gain in body water was largely due to an expansion
in the predominantly extracellular chloride compartment.
In the other two patients the increase in bromide space
and total body chloride was less than proportional
to the gain in total body water implying that water
retention in these cases was mainly intracellular, perhaps
accompanying repair of atrophic muscle tissue. In the
fifth patient an early increase in total body chloride and
bromide space (without increase in total body water or
body weight) appeared concurrently with signs of heart
failure; later the total body chloride and bromide space
diminished in spite of a rise in total body water. The
plasma volume increased during treatment in thFee cases
and fell in two; a protein shift, repair of anaemia, or a
change in the permeability of the capillaries to T 1824
might have contributed to this finding.
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As regards methods of increasing the effectiveness of
this treatment, the author had no success with sodium
lactate or with small maintenance doses of cortisone,
and the results with salt-poor human albumin were
equivocal. The only death that appeared to be related
to treatment occurred in a 3-year-old boy, death being
due to acute renal failure following an infection, which
was probably increased by the drug given. In all cases
in which hypertension occurred blood pressure rapidly
became normal on cessation of treatment.

It was impossible to forecast the outcome of treatment,
because different results followed successive courses in
the same patient. The author states that "no cAtain
curative value can be claimed for these hormones at
present". K. G. Lowe.

Further Studies on the Treatment of Congenital Adrenal
Hyperplasia with Cortisone. IV. Effect of Cortisone
and Compound B in Infants with Disturbed Electrolyte
Metabolism. CRIGLER, J. F., SILVERMAN, S. H., and
WILKINS, L. (1952). Pediatrics, 10, 397. 32 refs.
Metabolic studies were carried out on three infants

with congenital adrenal hyperplasia at Johns Hopkins
Hospital, Baltimore, in order to determine the most
effective means of controlling the electrolyte and hor-
monal disturbance. It was established that cortisone
was more effective than corticosterone (Compound B) in
reducing the urinary output of 17-ketosteroids, whereas
corticosterone was more effective in retaining sodium.
Neither preparation, administered by itself, could
adequately control both aspects of the disease except in
doses which caused the development of "moon-face" and
other toxic effects, but in two of the patients the com-
bination of cortisone with a high salt intake proved
satisfactory. In the third case deoxycortone acetate was
also required. However, intercurrent infection or illness
of any kind was liable to precipitate an Addisonian crisis
and necessitated the administration of additional salt.

B. Nordin.

Effects of Adrenocortical Stimulation on Thyroid Function
-Clinical Observations in Thyrotoxic Crisis and
Hyperthyroidism. SZILAGYI, D. E., MCGRAW, A. B.,
and SMYTH, N. P. D. (1952). Ann. Surg., 136, 555.
15 figs, 50 refs.
A description is first given, from the Henry Ford

Hospital, Detroit, of three cases of thyrotoxic crisis in
which the administration of corticotrophin (ACTH) was
followed by a rapid and considerable degree of improve-
ment. Since, however, ACTH was not the only thera-
peutic agent used in these cases it was not certain that
it was responsible for the observed improvement in the
patients. An investigation was therefore made into the
effect of ACTH in five other cases of hyperthyroidism,
four of the patients having diffuse hyperplastic goitre and
one a toxic nodular goitre. The effect of ACTH in these
patients was estimated by measurement of the thyroid
uptake and urinary excretion of radioactive iodine, the
basal metabolic rate, and the serum protein-bound iodine
and cholesterol levels.
The findings were by no means consistent, but it

It is clear that the amount and distribution of water
retained in response to the administration of cortico-
trophin varies in different individuals, probably being
determined, among other things, by the tissue require-
ments of the subject when treatment is started.

H. McC. Giles.

Inhibitory Effect of Cortisone on Strictures of the Uro-
logical Tract. BAKER, R., GOVAN, D., and HUFFER, J.
(1952). Surg. Gynec. Obstet., 95, 446. 11 figs, 10 refs.
In experiments on dogs, cortisone was shown by the

authors to depress the production of scar tissue about
the ureter following uretero-sigmoidostomy, preventing
the development of periureteric stricture and secondary
hydronephrosis. This modifying influence of cortisone
on fibroplasia was much less marked after re-anastomosis
of the ureter to the uninfected bladder, little difference
in the amount of scarring being observed between the
cortisone-treated dog and the control animal.
On the basis of these observations the drug was used

in combination with operative treatment in cases of
urethral stricture and of total cystectomy with uretero-
colostomy, a dose of 50 mg. being given intramuscularly
twice daily for 2 days before and for about 3 weeks after
operation. A convincing excretion pyelogram is repro-
duced, taken 8 months after total cystectomy for carci-
noma of the bladder had been performed by the Coffey-I
technique; very little dilatation is present and good
"cupping" of the calyces is to be seen. In the treatment
of urethral stricture the authors emphasize that excision,
incision, or rupture of the stricture must be carried out if
cortisone is to be of value. They issue a warning that the
skin sutures should be retained for 3 weeks, the fascial
planes should be sutured with steel wire, and the patient
should be provided with an "antibiotic umbrella" during
cortisone therapy. K. Whittle Martin.

Corticotrophin and Cortisone in Management of the
Nephrotic Syndrome in Children. RILEY, C. M. (1952).
J. Amer. med. Ass., 150, 1288. 7 refs.
The effects on fifty patients with the nephrotic syn-

drome of treatment with corticotrophin or cortisone
(parenterally or orally) or a combination of the two are
reported. Only three of the patients were over the age
of 16. Maximum daily doses in the older children (over
9 years) and in adults were 100 mg. corticotrophin and
300 mg. cortisone; in those cases in which a combination
of the two drugs was given the daily dose of each was
half of that given alone. A course of treatment lasted
10 days. No differentiation was made between cases of
lipid nephrosis and cases of chronic glomerulonephritis
in the nephrotic stage.
Only five of the patients failed to respond to this treat-

ment at any time. The two drugs were about equally
effective, but cortisone by mouth was the easier to
administer. In some cases diuresis began during treat-
ment, but more frequently it followed cessation of treat-
ment. Diminished proteinuria and a rise in the serum
protein level were not constant features of the diuresis.
The duration of re'mission varied; in fourteen cases it was
less than one month, while in some it lasted for as long as
2 years.
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seemed that thyroid function was significantly depressed
in only one case and perhaps slightly in another, whereas
it was augmented in a third case and in the remaining
cases showed no significant change. All these patients,
however, when operated upon had an exceptionally
smooth post-operative course. The authors conclude
with a discussion of the relationship of the pituitary-
thyroid to the pituitary-adrenocortical axis, and it is
suggested that the stress produced by thyroid over-

activity can be minimi7ed by simultaneously increased
activity of the adrenal cortex. G. A. Smart.

Use of ACTH in Agranulocytosis. FULD, H. (1952).
Brit. med. J., 2, 1133. 5 refs.
A case of agranulocytosis of unknown origin is des-

cribed. The patient failed to respond to treatment,
which included ACTH over a period of nine days.
The prognosis for agranulocytosis of unknown aetiology
remains grave in spite of the introduction of cortisone
and ACTH.-[Author's siommary.]

Effect of ACTH and Cortisone Therapy in Blood Dis-
orders. DAVIDSON, L. S. P., GIRDWOOD, R. H., and
SWAN, H. T. (1952). Brit. med. J., 2, 1059. 1 fig.,
5 refs.
From the University of Edinburgh the authors report

the results of ACTH and cortisone therapy in a series of
24 patients with various disorders of the blood. Of ten
cases of thrombocytopenic purpura, six showed some

response. In three of them there was clinical and haema-
tological recovery, but since the illness in these cases had
been of short duration the results were considered to
be of doubtful significance. In the other three cases, which
were of several years' duration, only temporary benefit
was obtained. One of these patients, who had failed
to respond to splenectomy 4 yrs previously, showed no

response to 100 mg. ACTH daily for 10 days, but 8 mths
later, on being given 800 mg. cortisone by mouth over

7 days, there was a temporary but substantial rise in the
platelet count with a reduction in bleeding time. Another
patient repeatedly responded to small courses of ACTH,
but showed a higher platelet response to oral cortisone
in the same dosage (100 mg. daily). In the last case

there was a significant but temporary response to oral
cortisone.
Four cases of non-thrombocytopenic purpura, appar-

ently of the allergic type, failed to respond to hormone
therapy.
Of two patients with idiopathic acquired haemolytic

anaemia, one responded temporarily to ACTH, but not
to oral cortisone. Splenectomy supplemented by ACTH
was subsequently performed and resulted in delayed but
eventual improvement. The other patient, who also
had rheumatoid arthritis, obtained temporary benefit
from both ACTH and cortisone therapy.
Hormone therapy was without benefit in aplastic

anaemia (four cases), myelosclerosis (one case), acute
leukaemia in adults (two cases), and eosinophilia and
splenomegaly in infancy (one case). L. J. Davis.

Intravenous ACTH in the Treatment of Allergic Diseases.
HAMPTON, S. F. (1952). J. Allergy, 23, 493. 13 refs.
At Washington University Medical School, St. Louis,

sixty patients, of whom 35 suffered from asthma and the
rest from urticaria or dermatitis, received ACTH intra-
venously, as it had been reported that treatment by this
route gave as good or even better results with consider-
ably smaller doses.
Some were given daily infusions lasting 8 to 12 hours

over a period of 2 to 10 days, the daily dose being 10 to
12 5 mg. in one litre of water and glucose.
Others received continuous intravenous infusions for

2 to 5 days, the concentration of ACTH in the infusate
being the same.
A third group received daily infusions in the same way

as the first group, but in addition one injection of 10 to
12 5 mg. ACTH was given intramuscularly at midnight.
The clinical results [details of which are not reported]

were judged to be excellent. The fall in the eosinophil
count and the increase in 17-ketosteroid excretion were
pronounced. H. Herxheimer.

Effect of ACTH and Cortisone on the Rho Antibody Titre
during Pregnancy. CHRISTENSEN, R. C., MARGULIS,
R. R., and STEWART, H. L. (1952). West. J. Surg.
Obstet. Gynec., 60, 429. 6 refs.
At the Henry Ford Hospital, Detroit, ten pregnant and

two non-pregnant Rh-immunized women were treated
with ACTH or cortisone to test the effect of these hor-
mones on the process of isoimmunization; eight of the
women had previously borne babies affected by haemo-
lytic disease, whereas two had no previous history but
were admitted to the trial on account of a rising anti-Rh
titre. The two non-pregnant women presented residual
titres from previous sensitization.
Each drug was first given intramuscularly; if no

adrenal response was detected by the Thorn test 4 hrs
later, it was given intravenously. (Cortisone was later
also given orally.) The dose ranged from 75 to 100 mg.
of either drug three to six times per week. When titres did
not fall, intravenous ACTH was used (20 to 25 mg.
in 300 ml. of 5 per cent. glucose in water). The shortest
period of treatment was 3 days, and the longest 6 ..

months; the largest total doses given were 6,560 mg.
cortisone and 300 mg. ACTH. The effects were judged
according to fall of Rh titre and eosinophil count.

Spectacular falls in titre of anti-Rho (anti-D) were
observed during treatment, the titre afterwards returning
to normal. In six out of nine cases tested the Coombs'
test showed no alteration as a result of treatment. The
quickest response was found in the "ialbumin antibody
titre", and one case is described in which the albumin
titre fell from.l in 1,024 to nil. In all patients the fall in
titre was more than two dilutions, and therefore probably
outside the limit of error. No ill-effects were observed;
on the contrary, the patients tended to feel better and
eat more, although in one patient pigmentation developed
and another showed a general increase in hair. No
infections were encountered. There were eight live births
and two stillbirths; details of each case are shown in
tables.
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reaction, leprous elephantiasis, and acute leprous arthritis
(one case each). Corticotrophin was administered nor-
mally in doses of 25 mg. 6-hourly, and cortisone 100 mg.
12-hourly, the duration of treatment being 2 to 5 days;
later, some of these doses had to be reduced because of
adverse effects. Four cases of acute eye inflammation
received cortisone eye drops.
The immediate results in the series were good, the acute

conditions being readily controlled by hormone therapy.
The most striking results were obtained in sulphone
sensitivity, and in acute and subacute leprous eye inflam-
mation, in which type of case hormone therapy is con-
sidered to be fully justified. In the other conditions,
however, the underlying disease appeared to be aggra-
vated by the treatment, and some bad late results were
seen. Apart from cases of sulphone sensitivity and
leprous inflammation of the eye, therefore, the author
considers that hormone therapy of leprosy is usually
contraindicated. J. L. Markson.

Cortisone in Ochronotic Arthritis. COPE, C. B., and
KASSANDER, P. (1952). J. Amer. med. Ass., 150, 997.
4 figs, 10 refs.
A patient suffering from this disease which is character-

istic of arthritis associated with pigment changes in skin,
sclera, cartilage, and urine, showed marked temporary
improvement when treated with cortisone. P. L. Blaxter.

ACTH and Cortisone in Ocular Trauma and in Eye
Surgery: a Preliminary Report. THORPE, H. E. (1951).
Proc. Second Clin. ACTH Conference, 2, 340. 6 figs,
Srefs.
Eighteen cases of ocular injury and post-operative

complications in eye surgery are reported, and the results
of treatment with ACTH and cortisone are classified in
six groups:

(1) effect on traumatic ocular inflammation (three
cases);

(2) ACTH in traumatic eye surgery (six cases);
(3) effects of ACTH and cortisone on the healing and

cicatrization of surgical incisions and drainage in glau-
coma fistulating operations (three cases);

(4) effects of ACTH and cortisone on post-surgical
oedema and inflammation in freshly operated acute
congestive narrow angle glaucoma (two cases);

(5) beneficial effects of ACTH and cortisone in the
course of a severe sympathetic ophthalmitis (one case);

(6) effects of hormonal treatment in two cases of
traumatic cataract with "phaco-anaphylactic endo-
phthalmitis".
The author describes in detail the intensive clinical,

laboratory, and metabolic surveys undertaken in every
case and the methods of giving the ACTH and cortisone.
Side-effects are briefly discussed. The results of treatment
and the conclusions which may be drawn from an
admittedly short series of cases complete this paper.
The favourable effects of ACTH in post-traumatic

inflammation, in the preparation of severely inflamed
eyes with intra-ocular foreign bodies for surgery, in
sympathetic ophthalmitis, and in severe post-operative
reaction following acute glaucoma surgery are observed.

It is interesting to note that in the two non-pregnant
cases the titre rose again to its previous level at the end of
treatment. The observations are said to support the
view that the Rh-antibody titre is not related to the degree
of haemolytic disease in the child. The findings do not
suggest that ACTH or cortisone has any beneficial effect
upon erythroblastosis in the child; however, it was
shown that prolonged treatment with these drugs
apparently does little harm to the pregnant woman.

John Murray.

Experimental Study ofthe Psychological Changes Produced
by Treatment with ACTH and Cortisone (Preliminary
Results. (etude experimentale des modifications
psychologiques produites par les traitements a 1'ACTH
et la cortisone (premiers resultats).) DELAY, J.,
PICHOT, P., PERSE, J., and AUBRY, J. L. (1952).
Encdphale, 41, 393. 4 figs.
In a series of eleven cases of chronic rheumatism an

attempt was made to assess the psychological changes
accompanying treatment with ACTH or cortisone. A
test-retest method was used involving a non-verbal,
culture-free intelligence test (Cattell, Forms 2A and 2B),
a vocabulary (synonyms) test (Binois and Pichot), the
F factor test (Cattell) and the Minnesota Multiphasic
Personality Inventory (M.M.P.I.).

Contrary to the patients' subjective impression that
intelligence improved with treatment, the results of the
first two of the above-named tests indicated intellectual
impairment. The results of the F factor tests were
affected by the motor disturbances accompanying the
disease and were therefore discarded. The results of
the M.M.P.I. before treatment showed a slightly patho-
logical personality such as is commonly found in cases
of chronic illness, with a tendency to depression and
hypochondriasis. After treatment the M.M.P.I. results
revealed a general psychological improvement and
amelioration in respect of depression, hypochondriasis,
hysteria, and psychasthenia, but deterioration in respect
of the K scale and of psychopathic deviation, paranoia,
and hypomania, corresponding to increased euphoria
and lowered moral values. Analysis of the individual
M.M.P.I. scores showed that the treatment produced a
general levelling out of scores in the direction of the
patient's mean. The authors note the similarity between
the changes they report and those observed with the same
test in cases of leucotomy and in subjects under the
influence of alcohol. N. A. Standen.

ACTH and Cortisone in Treatment of Complications
of Leprosy. LOWE, J. (1952). Brit. med. J., 2, 746.
2 refs.
The treatment of leprosy with sulphone is now showing

good results and the outlook is encouraging. The treat-
ment of the complications of the disease, however, often
presents serious problems. In this study 38 cases of
leprosy showing complications were selected for treatment
with corticotrophin (ACTH) or cortisone. The series was
made up as follows: sulphone dermatitis (four cases);
acute neuritis (eight); acute leprous eye inflammation
(seven); lepromatous reaction (sixteen); tuberculoid
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ANNALS OF THE RHEUMATIC DISEASES
ACTH appears to have little effect on wound healing or
scarring.

In the discussion, Scheie reported on the use of ACTH
and cortisone following corneal grafting; Baxter gave
an account of five cases in which wound healing before
and during ACTH therapy were compared histologically;
Gordon confirmed Thorpe's results in the treatment of
sympathetic ophthalmitis and commented on the use of
desoxycorticosterone acetate in eye disease. J. R. Hudson.

Local Use of Cortisone in Ophthalmology. (Applicazione
locale di cortisone in oftalmologia (Risultati clinici).)
CHINAGLIA, V., and FORONI, 0. (1952). Ann. Ottal.,
78, 535. 44 refs.
A review of the literature and report of the results

obtained in 65 cases of ocular diseases treated by instil-
lation or subconjunctival injection of cortisone. Dramatic
results were obtained in vernal conjunctivitis, acute
and subacute iritis and iridocyclitis, scleritis (particularly
of rheumatic origin), phlyctenular kerato-conjunctivitis,
and in some cases of keratitis, while retinal and choroidal
exudative manifestations, glaucoma, neuritis, and
diseases of the vitreous were not influenced.

N. Pagliarani.

Researches on the Permeability of the Blood-Aqueous
Barrier. IX. Influence of the Local Administration of
Cortisone. (Ricerche sulla permeabilita della barriera
emato-oftalmica. IX. Influenza della somministrazione
locale di cortisone.) SIMONELLI, M., and CALA-
MANDREI, G. (1952). G. ital. Oftal., 5, 364. 15 refs.
A decrease of the permeability of the blood-eye-barrier

was demonstrated after the local administration of
cortisone; this decrease was particularly evident in
normal subjects under 15 years. This action is also marked
in acute inflammatory conditions of the eye while in
chronic cases it is delayed and less evident. The increase
of the ocular permeability induced by subconjunctival
injections of hyaluronidase is completely inhibited by
cortisone. N. Pagliarani.

Ophthalmic Stress. (Doyne Memorial Lecture.) CAMP-
BELL, D. A. (1952). Trans. ophthal. Soc. U.K., 72, 457.
5 tables, 21 figs, 50 refs.
The ophthalmic conditions which may be considered

as due to stress are migraine, glaucoma, miners' nystag-
mus, thyrotoxic exophthalmos, thyrotrophic exophthal-
mos, and myasthenia gravis. The physiological and endo-
crinological sequels of stress are considered and their
application to ophthalmological conditions is demon-
strated. The ophthalmological aspects of general diseases
of stress are enumerated. Reference is made to the rise
of blood sodium in the prodromal stage of migraine and
to corresponding changes in water metabolism. The
relationship of this to changes in the adrenal cortex and
the pituitary gland is discussed. Changes in the blood
sodium in cases of glaucoma are described and their
influence upon the condition is suggested. Finally, the
effects of sodium and water retention in cases of thyro-
toxic and thyrotrophic exophthalmos are postulated and
a plea is made for investigation of simple changes in the
body, such as alterations of electrolytes. A. G. Cross.

Sarcoidosis treated with Cortisone. Report of a Case.
DOLPHIN, A., and HEATHFIELD, K. W. G. (.1952).
Lancet, 2, 1160. 1 table, 1 fig., 22 refs.
Case report with bilateral chorio-retinitis and secondary

glaucoma treated by subconjunctival and parenteral
cortisone: there was "little return of vision". Diagnosis
was established by liver biopsy. P. D. Trevor-Roper.

Effects of Adrenocorticotropic Hormone (ACTH) and
Cortisone on Sarcoidosis. SHULMAN, L. E., SCHOEN-
RICH, E. H., and HARVEY, A. M. (1952). Bull. Johns
Hopk. Hosp., 91, 371. 5 tables, 1 chart, 6 figs.
This is a survey of the results of treatment with ACTH

and cortisone of fifteen cases of sarcoidosis; thirteen
had ocular involvement.

It was noted that heightened adreno-cortical activity
resulted in marked regression of signs of active sarcoidosis
but that fibrotic changes were not influenced. Uveitis
responded well, especially if it were of recent onset;
there was a tendency towards relapse when the cortisone
was discontinued, but the prolonged use of ophthalmic
cortisone ointment kept two cases with anterior uveitis
under control. If posterior uveitis were present, systemic
administration was necessary.
Other ophthalmic manifestations such as conjunctival

nodules were also suppressed by cortisone. D. Ainslie.

Temporal Arteritis and its Treatment with Cortisone and
ACTH. WHITFIELD, A. G. W., COOKE, W. TREVOR,
JAMESON-EVANS, P., and RUDD, C. (1953). Lancet,
1, 408. 16 refs.
Twelve cases of temporal arteritis are reported in ten

of which severe visual loss was featured in addition to
pains of the head and neck. Intravenous drip adminis-
tration of ACTH relieved the pain and pyrexia in all cases
though the E.S.R. remained raised for a long period.
It was also clear that this treatment should be continued
for a long time lest relapse should occur, and in this
series only two cases could, in fact, be treated until
afebrile.

In five cases visual loss was of one or more week's
duration before the start of treatment and was in no way
benefited. In five others the duration was less than 10
days, and some recovery of vision was observed.
From the brief case histories recorded, it is not possible

to deduce whether the visual loss was due to arterial or
venous occlusion, though the record of papilloedema and
profuse retinal haemorrhages in some cases suggests
venous rather than arterial obstruction.

J. E. M. Ayoub.

Influence of Cortisone on Experimental Ocular Tuber-
culosis. (Influenza del cortisone sulla tubercolosi
oculare sperimentale.) GRIGNOLO, A., and PANNARALE,
M. R. (1952). Rass. ital. Ottal., 21, 242. 2 figs, 26 refs.
The action of cortisone, either local or general, was

tested on two groups of guinea-pigs. The first group
received for the first time a tuberculous inoculation into
the anterior chamber, while the second group was com-
posed of immuno-allergic animals which were re-
inoculated intra-ocularly. In the first group, cortisone
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mic conditions, that among other changes produced there
is an increase in the excretion of 17-ketosteroids and of
1I -oxysteroids, and a decrease in the eosinophil count-
effects similar to those induced by ACTH and cortisone.

A. Lister.

Synergistic Action of Cortisone and Total-Body Irradiation
in Mice. WENTWORTH, J. H., and BILLOWS, J. A.
(1952). Radiology, 59, 559. 3 figs, 10 refs.
In a study, made at Brooklyn Hospital, New York,

of the possible synergistic action between cortisone and
whole-body irradiation, 48 male mice of the same inbred
strain were given 750r of 220-kV x radiation. One
group received, in addition, 1 mg. cortisone subcutane-
ously 12 hrs and 24 hrs before irradiation; a second group
received 1 mg. cortisone daily after irradiation; a third
group received irradiation only and served as controls;
a fourth group received cortisone only. The animals
receiving irradiation plus cortisone daily were all dead
within 9 days, showing that the lethal effect of the com-
bination was greater than that of either x rays or cortisone
alone, although irradiation with 750r alone proved
100 per cent. lethal within 16 days.
The experiment was repeated with three groups of

animals, 40Or being given and the dose of cortisone being
increased to two 3-mg. injections before irradiation.
There were no deaths in the groups which received
cortisone or irradiation alone, but of the group given
cortisone plus irradiation nine were dead within 11 days
and only four animals survived. The authors conclude
that these results demonstrate the lethal synergistic
effect of a combination of cortisone and irradiation.
It is suggested that inhibition of the sulphydryl obligate
intracellular enzyme system by inactivation of the
sulphydryl radical is the common basic mechanism.

Margaret Ashton.

Miliary Tuberculosis in a Case of Acute Disseminated
Lupus Erythematosus treated with ACTH. WALKER,
B. (1952). Brit. med. J., 2, 1076. 17 refs.

Erythema Multiforme Exudativum. Report of a Case
treated with Cortisone. WILLIs, W. D., and BARGAR,
H. M. (1952). Med. Bull. Euirop. Command, 9, 160.

Other General Subjects

The So-called Diseases of Adaptation in Rheumatology.
(Les maladies dites "de l'adaptation" en rhumato-
logie.) COSTE, F. (1953). Sci. med. prat., 28, 5.
This is the text of an address delivered by Professor F.

Coste at a conference organized in Paris by Dr. Albeaux
Fernet. In it he examines the pros and cons of the
adaptation theory as applied to the rheumatic diseases.
Professor H. Selye, who attended the conference for the
purpose, made a comprehensive and explanatory reply.

This interesting discussion cannot be abstracted ade-
quately, but should be read in full by all who are inter-
ested in this aspect of disease. W. S. C. Copeman.

caused an aggravation and acceleration of the course
of the tuberculous infection; this was particularly evident
after the local administration of cortisone (ophthalmic
ointment). In the second group the course of the disease
did not seem to be influenced by cortisone.

N. Pagliarani.

Influence of Cortisone on Swartzman's Phenomenon.
[In Japanese.] MIZUKAWA, T., TAKAG,, Y., SUZUE, T.,
and KISHIMOTO, S. (1953). Acta Soc. ophthal. Jap.,
57, 11.
As the first injection, diluted B. coli culture filtrate was

injected into the vitreous of rabbits, and, as the second
injection, a similar filtrate was given intravenously to
cause Swartzman's phenomenon. When cortisone was
given simultaneously with the first injection, the pheno-
menon appeared mildly. When it was given later, it was
apt to have no effect.

It is interesting to note that a small amount of cortisone
(5 mg.) impeded such reactions as an increase in protein
of aqueous humour and an increase in the leucocyte
blood count which appear after the first injection of the
filtrate, whereas a higher dosage of cortisone (25 mg.)
stimulated these reactions. Y. Mitsui.

Influence of Pituitary Posterior Hormone on the Intra-
Ocular Distribution of Thiamine. [In Japanese.]
TSUKAHARA, I. (1953). Acta Soc. ophthal. Jap.,
57,32.
In the previous report (Amer. J. Ophthal., 35, 886,

1952), the author stated that an intravenous injection of
pituitrin alone did not result in an increase in the thiamine
content of the retina and optic nerve. In this report he
states that "atonin", a preparation of pituitary posterior
hormone produced by the Dainihon-Zoki Co., can
cause an increase of thiamine content in these tissues.

Y. Mitsui.

Influence of Pituitary Posterior Hormone on the Intra-
Ocular Distribution of Thiamine. [In Japanese.]
KISHIMOTO, M. (1953). Acta Soc. ophthal. Jap.,
57, 36.
The author states that a combined intravenous

injection of atonin and thiamine results in an increase
in the thiamine content of the aqueous humour, while a
combination of pituitrin and thiamine does not.

Y. Mitsui.

Effect of Intravenous Typhoid Vaccine on Adrenal Cortex
Function. ROSEN, D. A. (1952). Amer. J. Ophthal.,
35, 1783. 10 tables, 31 refs.
Fever therapy dates from about 1893. The pyrogenic

factor common to all fever-producing agents is probably
a polysaccharide so that the term "protein" shock is a
misnomer. Many theories have been advanced as to the
mode of action of these agents. The latest suggests that
they cause an "alarm" or "stress" reaction and that their
effect is due, at least in part, to activation of the adrenal
cortex. Evidence supporting this concept is recorded by
the author who found, in six patients receiving typhoid-
paratyphoid vaccine for the treatment of various ophthal-

175ABSTRACTS

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.12.2.153 on 1 June 1953. D
ow

nloaded from
 

http://ard.bmj.com/


ANNALS OF THE RHEUMATIC DISEASES
Rheumatic Disorders of the Liver. (Ober rheumatische

Hepatopathien.) SCHMENGLER, F. E. (1952). Medi-
zinische, 49, 1553.
The author first noted the association of hepatic

damage with rheumatism in 1938 when, in cases of acute
articular rheumatism (without jaundice) it was found
that a number of common liver function tests gave
consistently abnormal results. He now reports the results
of studies carried out at the Dusseldorf Academy on the
liver changes in chronic rheumatism, which were inves-
tigated clinically and by means of liver function tests and
the examination of liver tissue obtained by biopsy; blind
punch biopsy is, in the author's opinion, both dangerous
and unreliable, and peritoneoscopy was consequently
employed for this purpose. A series of thirty patients
with active or latent forms of chronic articular rheuma-
tism were examined, one at necropsy. In 21 cases en-
largement of the liver was obvious, its edge being some-
times felt a hand's breadth below the costal margin.
In 21 cases again [though not necessarily the same 21] the
erythrocyte sedimentation rate was markedly accelerated;
the Takata reaction, carried out in twenty cases, was
positive in fifteen, and the thymol turbidity test gave a
positive result in most cases. Electrophoretic studies of
the serum proteins were performed in 23 cases and showed
an increase in the y-globulin component in sixteen, and
in the P-globulin component in six. The combination of
increases in /3- and y-globulin is assumed to be charac-
teristic of liver damage. The macroscopic and microscopic
appearances of the affected livers are fully described, as
well as the stages leading to chronic hepatitis and,
ultimately, to the fully developed syndrome of rheumatic
cirrhosis of the liver. D. Preiskel.

The Rheumatic Neurosis. (La nevrosi reumatica.)
ANTONELLI, F. (1952). Policlinico prat., 59, 1669.
The "rheumatic neurosis" is a psychosomatic syndrome

presenting symptoms of a rheumatic type and occurring
in individuals whose personality shows certain charac-
teristic traits. It is aggravated by psychic trauma.
Anatomical and pathological changes are either absent or
negligible, but the development of the rheumatic neurosis
is often followed by the establishment of clear-cut
rheumatoid arthritis, or may be a sequel of that disease.
The author distinguishes four types:

(1) pure, (2) superimposed, (3) residual, (4) somato-
psychic (chronic arthritis with a secondary reactive
personality disorder).

In a series of approximately 1,000 patients attending
the Rome Rheumatological Centre, 20 per cent. showed
the pure form of the neurosis. Since women predominated

in this series, the author confined his personality studies to
the female patient. He concludes that women suffering
from rheumatic neurosis are characteristically hyper-
active and domineering, are rigid disciplinarians, sexually
frigid, and hostile towards the male sex. Their mothers
show the same character traits. In his opinion these
personality features are the result of repressed aggression,
which is also responsible for the muscular tension and
pain from which these patients suffer. Treatment con-
sists in individual and group psychotherapy, re-education
of the patient, occupational therapy, and sedation.

P. Carsar.

Polyneuritis after Treatment with Isoniazid. (Polyneuritis
nach Isonikotinsaurehydrazid.) MOHNKE, W., and
SCHRODER, R. (1952). Med. Klinik,, 47, 1594. 5 refs.
The authors report from the Municipal Hospital,

Bielefeld, eleven cases of disturbance of the peripheral
nervous system, in three instances progressing to a true
polyneuritis, which developed during the treatment of
one hundred tuberculous patients with isoniazid. A
dosage of 0 * 2 g. of the drug four times daily (5 to 15 mg.
per kg. body weight) was employed, as this dosage was
found necessary to maintain a bacteriostatic concen-
tration in the blood stream. In addition to the symptoms
mentioned, some patients also suffered from headache,
faintness, and allergic exanthemata. After a total dose
ranging from 4 to 28 g. had been given, paraesthesia
appeared iq the hands or feet, followed in some cases by
the loss of reflexes, hyperalgesia, hyperidrosis, and trophic
disturbances. Paraesthesia later spread to the lower leg
and forearm. If treatment was continued, walking
became very painful, there was severe pain when pressure
was applied over nerves, urination became very difficult,
and bladder sensation was lost.
The only cases to- develop polyneuritis were those in

whom, in accordance with the advice of previous workers,
treatment had been continued after warning signs of
paraesthesia had occurred. In other cases the therapy
was interrupted for 8 to 21 days, after which it was found
that the drug could again be given without ill-effect.
The changes found were typical of the toxic neuritis
found after the administration of sulphonamides, lead,
and other drugs. The question whether the symptoms
were due to the isoniazid or to toxins released from the
bacteria is discussed; in favour of the latter explanation
was the advanced state of the disease. It is noteworthy
that all the cases of paraesthesia developed in the 50 per
cent. of chronic patients who had received previous
treatment with "conteben" (thiacetazone).

Robert Hodgkinson.
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