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

The 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
Corticotropin (ACTH) Therapy of nitial Attacks of Acute
Rheumatic Fever in Children. KELLEY, V. C. (1952).
Amer. J. Dis. Child., 84, 151. 39 refs.
The results of administration of corticotrophin to

eighteen unselected children suffering from initial attacks
of rheumatic fever are reported. Response to treatment
was immediate, all clinical signs disappearing in a few
days, though the erythrocyte sedimentation rate took
considerably longer to return to normal. The optimum
dose was about I to 2 i.u./lb. (2-2 to 4-4 i.u./kg.) body
weight per day. No severe side-effects were encountered;
moon face and mild glycosuria occurred but rapidly
cleared up when treatment was stopped. If the dose of
corticotrophin was carefully tapered off at the end of the
course, all rebound phenomena were avoided. Although
in all cases there were initially marked signs of carditis,
at the end of a follow-up period ranging from 1 to 11
months only five patients had a mild mitral systolic mur-
mur. The author regards this as supporting the view that
corticotrophin has a curative, as opposed to a merely
suppressive, effect on the rheumatic process.

H. F. Turney.

Oral Penicillin in the Prophylaxis of Streptococcal
Infection in Rheumatic Children. GALE, A. H.,
GILLESPIE, W. A., and PERRY, C. B. (1952). Lancet,
2, 61. 1 fig., 10 refs.
Out of a total of 73 children with a history of acute

rheumatism or rheumatic heart disease who were kept
under observation at fortnightly intervals at an out-
patient clinic in Bristol for a period of 7 to 8 months,
41 were given a daily dose of 200,000 units of penicillin
by mouth in tablet form before breakfast, while the
remaining 32 were given tablets containing lactose and
glucose. The children were paired as far as possible in
respect of sex, age, and date of last attack, and the allo-
cation of one member of each pair to each group was
decided by the toss of a coin.
Throat swabs were taken at each attendance at the

clinic, and the average number which were positive on

culture for Group-A haemolytic streptococci was far less
in the group given penicillin than in the control group.
The number of relapses (two, both in the control group)
was too small to enable any conclusion to be drawn as
to the effect of penicillin in preventing relapse. However,
although two of the children taking penicillin developed
throat infections with Group-A haemolytic streptococci,
they had no relapse of rheumatism. R. S. Illingworth.

Effect of Corticotrophin in Rheumatic Fever. BYWATERS,
E. G. L., and DIXON, A. ST. J. (1952). Quart. J. Med.,
21, 307. 14 figs, 23 refs.
Does corticotrophin only suppress the symptoms of

rheumatic fever or does it arrest the disease? In an
endeavour to answer this question the authors, working
at the Canadian Red Cross Memorial Hospital, Taplow,
Bucks., chose eight patients with chronic established
rheumatic activity in whom spontaneous remission during
the short period of study was thought to be unlikely.
Only a limited amount of corticotrophin was available.
After a preliminary period of observation of at least
4 weeks the patients were given saline injections for 8 days,
corticotrophin for 8 days, and saline again for another
8 days. The dosage employed in the majority of cases was
50 mg. a day in five doses, and all patients showed a
normal adrenal cortical response.

It was found that during the administration of cortico-
trophin the temperature and erythrocyte sedimentation
rate fell; the pulse rate also fell except in those patients
with severe carditis. In one case there was an effusion
into the knee-joint; this remained although the pain
ceased. In two patients there were symmetrical pre-
patellar nodules; one of each pair was removed before
treatment and one after, and histological examination
failed to reveal any material difference. A marginate rash
in two cases was unaltered. The effect on the heart was
difficult to assess and auscultatory findings did not help.
In two patients a prolonged QTc interval showed an
initial rise with therapy and a subsequent fall towards
normal. Two patients, not included in the series, had a
prolonged P-R interval; administration of corticotrophin
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ANNALS OF THE RHEUMATIC DISEASES
resulted in this becoming shorter in one, but in the other
it remained unchanged. The effect on pericarditis was
variable; in one case it developed during treatment.
When corticotrophin was withdrawn two patients did

not suffer relapse. The others showed every variation
from a temporary rise in temperature to a temporary
worsening of the joints, but the majority settled down to
a state better than that prevailing before therapy. How-
ever, subsequent follow-up examinations revealed no
material differences between treated and control cases.
Five cases of pure rheumatic chorea, not reported in
detail, were also treated with corticotrophin, but with
no benefit.

It is concluded that while this treatment produces a
remission in subacute rheumatic fever, the recurrence of
manifestations when treatment is stopped indicates that
only a suppressive effect is obtained. There was no
evidence that the incidence of permanent damage to the
heart was altered, but the authors believe that such
damage probably occurs in the first 14 days of the attack
-a period during which patients are not commonly
observed in hospital. K. C. Robinson.

Treatment of Rheumatic Endocarditis with Corticotrophin
and Cortisone. Preliminary Results. (Traitement de la
maladie de Bouillaud par la cortisone et I'ACTH.
Premiers resultats.) DEBRt, R., MOZZICONACCI, P.,
NOUAILLE, J., LABESSE, J., and CARAMANIAN, M. K.
(1952). Bull. Soc. mid. H6p. Paris, 68, 392. 1 ref.
In this paper a preliminary account is given of 41 cases

of rheumatic fever treated with corticotrophin or corti-
sone, or both. Most of the patients were children and the
follow-up period has been 6 months or less, some being
still under treatment. In two cases of rheumatic carditis
complicated by bacterial endocarditis the patients died
48 hours after the beginning of treatment. In other cases
of severe rheumatic pancarditis or endocarditis with and
without articular involvement, however, the cardiac con-
dition responded well to treatment, although pre-existing
valvular lesions were unaffected. One case of chorea was
uninfluenced by treatment.

While admitting the need for further observation before
definite conclusions may be drawn, the authors consider
that hormone therapy is the treatment of choice in rheu-
matic fever, and that its early institution may prevent the
development of further cardiac lesions.

Kathleen M. Lawther.

Action of Corticotrophin on the Clinical, Metabolic, and
Hormonal Condition and on the Histological Findings in
Rheumatic Fever. (Estudio de la accion de la hormona
adreno-cortico-trofica (A.C.T.H.) de la hipofisi en el
cuadro clinico, el estado metabolico, hormonal y las
lesiones histologicas de la fiebre reumatica.) ROBLFS
GiL, J. (1952). Arch. Inst. Cardiol. Mex., 22, 85.
12 figs, 11 refs.
This paper describes in great detail the therapeutic,

metabolic, histological, and hormonal effects of cortico-
trophin on fifteen patients with rheumatic fever. Patients
were given 60 mg. daily for 4 or more days, then 40 mg.
daily for 1 or 2 weeks, the intervals between doses being

gradually increased from 6 to 24 hours. In all patients the
general condition improved, pyrexia, asthenia, and ano-
rexia disappeared or were lessened, weight was gained,
and appetite became enormous. These changes were less
marked in those patients with rheumatic encephalopathy,
in whom no more than prolongation of life was achieved.
Improvement was observed in articular and choreic
symptoms, endocarditis, myocarditis, pericarditis, sub-
cutaneous nodules, dermatitis, and pneumonitis.
Heart failure due to active carditis responded favourably,
as did myocardial and endocardial lesions of recent onset;
old lesions with considerable fibrosis did not respond well.

Electrolyte metabolism and hormonal changes are set
out in detail and the article is illustrated by reproductions
of several chest radiographs and many electrocardio-
grams. The author discusses these findings and comments
on the use of corticotrophin in the treatment of rheumatic
fever. He suggests that the daily dose in the first few days
of treatment should be between 100 mg. and 200 mg..
and that this should be gradually lessened thereafter.

Rene Mdndez.

Rheumatic Fever. Some Observations on ACTH,
Cortsone, and Salicylate Therapy. BACH, F., FREED-
MAN, A., and BERNSTOCK, L. (1952). Brit. med. J.,
2, 582. 3 figs, 25 refs.
Cortisone was given to four children who were severely

ill with rheumatic fever and pericarditis and in whom
there had been no response to salicylates. All the patients
promptly improved after administration of cortisone was
started. R. S. Illingworth.

Treatment of Acute Rheumatism in Adults with Sodium
Salicylate or Gentisate. Six Years' Hospital Experience.
(Le traitement de la maladie de Bouillaud de l'adulte
par le salicylate ou le gentisate de soude. Experience
clinique h6pitali6re de six annees.) CAMELIN, A.,
ACCOYER, P., VAILHt, J., ROUMAGNAC, H., and RosSET, B.
(1952). J. Med. Lyon, 33, 643. Bibl.
The authors review the results of treatment of rheu-

matic fever with sodium salicylate and gentisate over a
period of 6 years (1946-51). The majority of the 152
patients studied were young adults (19 to 28 years). In the
first year of the period (thirty cases) sodium salicylate was
given by mouth with an equal quantity of sodium bicar-
bonate, the dosage schedule being: 16 to 20 g. daily for
5 to 6 days, then 12 g. for 6 days, 10 g. for 10 days, and
6 to 8 g. up to the 30th or 40th day. Intestinal disturbance
and tinnitus were almost constant. During the next
2 years (46 cases) this treatment was modified by giving
part of the salicylate intravenously. Next, for 2 years
(33 cases) sodium gentisate was used. This was free from
toxic effects, but its use was followed by an increased
incidence of cardiac valvular lesions and was therefore
abandoned as a first line of attack. However, it is still
recommended after 20 to 25 days of salicylate therapy,
when the erythrocyte sedimentation rate (E.S.R.) is
almost normal, when it is given 2-hourly by mouth in a
daily dose of 12 to 20 g., while in any case in which it
proves impossible to use salicylate, sodium gentisate is
recommended in a daily dosage of 20 to 26 g.

54

 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.12.1.53 on 1 M
arch 1953. D

ow
nloaded from

 

http://ard.bmj.com/


Recognition and Management of Rheumatic Fever in
Childhood. ASH, R. (1952). Med. Clin. N. Amer.,
36, 1649. 2 figs, 8 refs.

Rheumatic Fever and Streptococcal Illness in Two Com-
munities in New York State. COULTER, J. E. (1952).
Milbank mem. Fd. Quart., 30, 341. 1 fig., 12 refs.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Compound F Acetate in Experimental and Rheumatoid
Arthritis. KUZELL, W. C., MANKLE, E. A., and
SCHAFF-ARZICK, R. W. (1952). Stanford med. Bull.,
10, 45. 2 figs, 7 refs.
Work was carried out on the effect of various sub-

stances on the experimental type of polyarthritis which
can be produced in rats by intravenous or intraperitoneal
injection of the L.4 strain of pleuropneumonia-like
organism.

It is known that gold salts will protect such animals
and that cortisone and ACTH make this experimental
arthritis worse. In the first experiment the rats were
given Hydrocortisone (Compound F) from the first day
of infection and while it was being given the arthritis was
less than the control group, but became more active when
the hormone was stopped.

In the second trial the hydrocortisone was given one
day after infection and the arthritis was greater than in the
control group and in the third when the administration of
Compound F was delayed for 8 days after infection again
the arthritis was worse with hydrocortisone than in the
controls. Two clinical reports are included in which
Compound F was found to be inferior to cortisone.

(There is, as yet, no known relationship between the
experimental arthritis in rats produced by the L.4 strain
of pleuropneumonia-like organism and any variety of
arthritis in the human.) Oswald Savage.

Effects of Creatine Precursors in Arthritis-Clinical and
Metabolic Study of Glycocyamine and Betaine. HIGGINs,
A. R., HARPER, H. A., KLINE, E. F., MERRILL, R, S.,
JONES, R. E., SMITH, T. W. D., and KIMMEL, J. R. (1952).
Calif. Med., 77, 14. 23 refs.
A beneficial clinical effect having been reported when

certain precursors of creatine were given by mouth to a
small series of patients with rheumatoid arthritis, more
extensive observations were made on 44 arthritic patients
at the U.S. Naval Hospital, Oakland, California. Half
of these patients received glycocyamine and betaine,
while the others were given an inert substance for control
purposes. The authors report that no significant advan-
tage was shown to result from administration of these
drugs. W. S. C. Copeman.

Hemagglutination Test for Rheumatoid Arthritis. I. An
Immunological Analysis of the Factors Involved in the
Reaction. HELLER, G., JACOBSON, A. S., KOLODNY, H.,
and SCHUMAN, R. L. (1952). J. Immunol., 69, 27.
19 refs.
Agglutinin titres of rabbit anti-sheep erythrocyte agglu-

tinating sera are markedly increased by dilution in many

The treatment finally adopted, and which is considered
by the authors to be the most satisfactory of those used,
consists in the intravenous injection of a solution of 2 g.
sodium salicylate, 1 5 g. sodium bicarbonate, and 1 0 g.
glucose in 40 ml. water at 8-hourly intervals until the
E.S.R. has returned to normal levels, which usually
occurs in 1 to 5 weeks.
The blood salicylate concentration one hour after such

an injection was found to be of the order of 25 to 30 mg.
per 'litre, whereas after injection of the same dose of
salicylate without bicarbonate the level was about 200 mg.
per litre. As the therapeutic effect of the former is at
least the same as of the latter, if not better, the authors'
final conclusion is that successful therapy does not
necessarily depend on the attainment of the high blood
salicylate concentrations recommended by Coburn (about
300 mg. per litre). In cases treated within 48 hours of the
onset the joints rapidly become painless and the tem-
perature falls; towards the 5th day the E.S.R. begins to
fall. During the final year of the period 43 patients have
been treated with intravenous salicylate. Although some
have received a total of 300 to 330 g. salicylate in 60 days,
all have been quite free from tinnitus. The final conclusion
is that the results of properly conducted salicylate therapy
are in no-way inferior to those obtained, with more
expense and risk, with corticotrophin or cortisone.

Kenneth Stone.

Unusual Ocular Manifestations in a Case of Rheumatic
Heart. SHUKLA, B. R. (1951). Clin. J. Gandhi Eye
Hosp., 2. 13.
A 23-year-old woman who, 5 months previously, had

rheumatic fever affecting the heart and both legs, was
admitted to hospital with poor vision (1/60) in the right
eye and loss of sight in the left. There was bilateral
cataract, immature in the right eye, and mature in the
left. Three months later a cataract operation was per-
formed on the left eye and a broad iridectomy on the
right. Vision improved to 6/36 in the right eye and 1/60
with + 10 D sph. 6/24 in the left eye. E. J. Somerset.

Rheumatic Carditis treated with Cortisone Acetate;
Clinical, Metabolic, and Functional Observations. (Su
di un caso di cardite reumatica trattato con acetato di
cortisone: osservazioni cliniche, metaboliche e fun-
zionali.) VALLEcoRsI, G., MICHELI-PELLEGRINI, G.,
and CHECCHIA, C. (1952). Reumaticmo, 4, 353. 8 figs,
bibl.

Action of Sodium Salicylate in Acute Rheumatism.
(Sul meccanismo di azione del salicilato di sodio nel
reumatismo articolare acuto.) GRIFA, P., and LENZI, E.
(1952). G. Clin. med., 7, 737. 10 figs, bibl.

Toxicity of Salicylamide. Effect of Combining Sali-
cylamide with Sodium Salicylate and Acetyl-Salicylic
Acid on the Lethality of these Substances for White
Mouse. PAASONEN, M., and PELTONEN, T. (1952).
Ann. Med. exp. Biol. fenn., 30, 172. 1 fig., 13 refs.

Toxicity of Sodium Salicylate and Age. PAASONEN, M.
(1952). Ann. Med. exp. Biol. fenn., 30, 158. 3 figs,
10 refs.
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ANNALS OF THE RHEUMATIC DISEASES
human sera, particularly sera from persons suffering
from rheumatoid arthritis, as compared with those
obtained by dilution in saline. Titres for such human
sera can therefore be determined by finding the dilution
which must be added to sub-agglutinating concentrations
of rabbit agglutinin to produce minimal agglutination of
sheep erythrocytes (about one-fortieth of an agglutinating
dose of rabbit serum was used). In this procedure the
sera of persons suffering from rheumatoid arthritis usually
showed higher titres than did sera from persons not
suffering from the disease.

Dilution with animal sera, particularly sheep sera, of
sera from patients with rheumatoid arthritis markedly
increased the agglutinin-potentiating power of 85 per
cent. of the latter, while only 1 6 per cent. of sera from
persons free from rheumatoid arthritis was similarly
affected.
The authors consider that a carefully controlled agglu-

tination-potentiation test is of value in the diagnosis of
active peripheral rheumatoid arthritis. C. L. Oakley.

Intra-Articular H4ydrocortisone Acetate in Rheumatoid
Arthritis. KERSLEY, G. D., and DESMARAIS, M. H. L.
(1952). Lancet, 2, 269. 2 refs.
The effects of the intra-articular injection of cortisone

and of hydrocortisone acetate (Compound F) on joints
affected by rheumatoid arthritis were compared by the
authors at the Royal National Hospital for Rheumatic
Diseases, Bath. In each case the dose was 50 mg. Corti-
sone produced only a slight transient improvement, but,
of 32 injections of hydrocortisone into fourteen different
joints in eleven patients, 22 produced a striking improve-
ment lasting on average 14 days, and only four were
completely ineffective. Examination of the synovial fluid
showed that hydrocortisone caused a reduction in the
total number of cells and a relative lymphocytosis, and an
increased viscosity. With cortisone the number of cells in
the fluid was increased, but there was no other significant
change. With neither substance was there any systemic
effect, the changes being entirely local.
The results suggest that hydrocortisone should be of

definite value in the treatment of a refractory joint or as
a means of reducing joint reaction and subsequent for-
mation of adhesions after manipulation or surgery.

H. F. Turney.

Rheumatoid Arthritis-Experiences with Hydrocortisone
(Free Alcohol) and Hydrocortisone Acetate. BOLAND,
E. W. (1952). Calif. Med., 77, 1. 18 refs.
Recent experimental evidence has suggested that hydro-

cortisone (Compound F) is probably the main glycogenic
steroid substance which is secreted by the adrenal cortex.
It would seem that under conditions of stress it may be
of more importance than cortisone. Laboratory studies
suggest, moreover, that hydrocortisone exerts a con-
siderably greater physiological effect, weight for weight,
than does cortisone; in some studies its potency has been
estimated to be twice as great as that of cortisone.

Hydrocortisone is available in two forms, the free-
alcohol preparation and the acetate, and significant differ-
ences have been observed in the ability of these prepara-

tions to suppress the symptoms and signs of rheumatoid
arthritis. When administered orally in large initial dosage
the free-alcohol preparation appears to exert a greater
suppressive effect than the acetates of either hydrocor-
tisone or cortisone, while determination of the main-
tenance-dosage requirements of the various drugs in the
same patients indicate that the effectiveness of hydro-
cortisone (free alcohol) is more than 50 per cent. greater
than that of either the free or acetated forms of cortisone,
and approximately twice as great as that of hydro-
cortisone acetate. It seems, moreover, that this increased
potency is not accompanied by a correspondingly greater
tendency to the appearance of endocrine side-effects. If
these observations are confirmed, hydrocortisone (free
alcohol) would appear to be the most powerful thera-
peutic agent available for rheumatoid arthritis.

Intra-articular injections of hydrocortisone acetate
appear to have only a limited place in the management of
rheumatoid arthritis, but may be used for temporary relief
under certain circumstances. In most of the cases report-
ed the benefit has proved to be quite temporary. The
results obtained in cases of osteo-arthritis have been
decidedly poorer than in rheumatoid arthritis.

W. S. C. Copeman.

Plasma Fibrinogen and the Sedimentation Rate in Rheu-
matoid Arthritis, and their Response to the Adminis-
tration of Cortisone and Adrenocorticotropic Hormone
(ACTH). FLETCHER, A. A., DAUPHINEE, J. A., and
OGRYZLO, M. A. (1952). J. clin. Invest., 31, 561.
8 figs, 25 refs.
The plasma fibrinogen level and the erythrocyte sedi-

mentation rate (E.S.R.) (Westergren) was studied in 160
patients with rheumatoid arthritis. The results reveal a
rough correlation between the two values, the plasma
fibrinogen level being high in those cases in which the
E.S.R. was also high. This correlation became more
exact when patients with a high serum globulin level
(over 2- 5 g. per 100 ml.) were excluded.
When remission was artificially induced by administra-

tion of corticotrophin both plasma fibrinogen level and
the E.S.R. fell rapidly when the drug was given and
both "rebounded" when the drug was abruptly withheld.
It was found that during remission and relapse the change
in the plasma fibrinogen level preceded that in the E.S.R.
by 24 to 48 hours, and that the "rebound" values might
be higher than they were before treatment, gradually
returning to the pretreatment figures. By contrast
the serum euglobulin level reacted slowly to cortico-
trophin therapy, and gradually fell over a period of weeks,
sometimes becoming subnormal. On cessation of treat-
ment the rise was equally gradual.
The authors conclude that the E.S.R. is a rough, but

fairly reliable, index of the plasma fibrinogen level
(except when these levels are changing rapidly), which
in turn appears to indicate the degree of reaction to an
inflammatory process. The E.S.R. is an indication of the
intensity of the reaction to disease rather than of the
severity of the disease process itself; in this its significance
is comparable to that of fever or leucocytosis.
The serum globulin level may often be depressed below
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submitted to careful statistical analysis and show similar
tendencies in both groups treated with ACTH as com-
pared with the untreated, but the effects were greater
in the treated cases of rheumatoid arthritis. A careful
study of the original paper is necessary to appreciate the
differences between the plasma and urine analyses in the
two groups. R. E. Tunbridge.

Radiological Appearance of the Wrists and Hands in
Rheumatoid Arthritis and Ankylosing Spondylitis.
(Aspects radiologiques des poignets et des mains dans
les polyarthrites chroniques de l'adulte et la spondyl-
arthrite ankylosante.) FORESTIER, J., JACQUELINE, F.,
and CANET, L. (1952). J. Radiol. tlectrol., 33, 341.
16 figs, 37 refs.
This paper is based on an analysis of radiographs of

the wrist in 73 cases of polyarthritis, 38 in women and
35 in men, and in eleven cases of ankylosing spondylo-
arthritis. It was found that in women the lower end of
the ulna showed either bone destruction or, more fre-
quently, bone hypertrophy which sometimes gave rise
to a bony ankylosis between the lower ends of the radius
and ulna. The carpus either was compressed along the
axis of the radius and second metacarpal or showed
radial deviation or displacement towards the ulna. The
vertical shortening was occasionally combined with a
lateral deviation of the carpus. In men analogous changes
usually developed at a later stage. The destructive pro-
cesses were extensive and were accompanied by marked
structural changes in the bone. In young adults the joints
became stiff. There was marked osteoporosis and bony
ankylosis, but no atrophic changes were observed.
The wrist changes in nine of the eleven cases of ankylos-

ing spondylitis examined were similar to those observed in
cases of polyarthritis in young men. In the tenth case the
carpal bones were fused into a single block, but there was
no shortening of the carpus; the eleventh case showed
bone destruction. The type of the bone changes seemed to
be largely determined by the age and sex of the patient.

A. Orley.

Scleromalacia. Clinical and Pathologic Study of a Case
with Consideration of Differential Diagnosis, Relation-
ship of Collagen Disease, and Effect of ACTH and
Cortisone Therapy. ANDERSON, B., and MARGOLIS, G.
(1951). Trans. Amer. ophthal. Soc., 49, 235. 2 tables,
10 figs,. 55 refs.
The authors describe the histological appearances of

both eyes of a white woman who, 10 years after the onset
of rheumatoid arthritis, developed scleromalacia per-
forans. Subcutaneous rheumatic nodules from the same
patient were also examined and compared with the ocular
lesions. The basid pattern of the necrobiotic nodules of
rheumatoid arthritis was reproduced in all the tissues.
The diagnosis from other diseases where there is a loss

of scleral tissue associated with ulceration is discussed.
These conditions include scleral necrosis in periarteritis
nodosa, tuberculoma ofthe sclera, an atypical epithelioma,
gumma of the sclera, and scleral hyaline plaques.

Scleromalacia in the limited sense described by the
authors is essentially a rheumatoid nodule characterized

the normal by corticotrophin: this would appear to be the
result, not of reduction in tissue inflammation, but of
direct action of steroids on protein production. Only
rarely does the plasma fibrinogen level fall below normal
(190 mg. per 100 ml.) during corticotrophin therapy.

B. E. W. Mace.

Pathological Fractures in Patients with Rheumatoid
Arthritis Treated with Cortisone. DEMARTINI, F.,
GROKOEST, A. W., and RAGAN, C. (1952). J. Amer.
med. Ass., 149, 750. 4 figs, 6 refs.
Pathological fractures developed in five female patients

with rheumatoid arthritis who had been treated for long
periods with cortisone. The possibility that cortisone
played some part in the causation of these fractures
is discussed. D. P. Nicholson.

Absence of Response to Cortisone. KERSLEY, G. D.,
MANDEL, L., and DESMARAIS, M. H. L. (1952). Brit.
med. J., 2, 540.
The case is reported of a man of 38 suffering from

rheumatoid arthritis which failed completely to respond
to cortisone or corticotrophin. The disease was of 3 years'
duration after an acute onset, and histological changes
typical of the disease were found in synovial biopsies of
the knee and wrist. There was no clinical response to
cortisone in daily doses of 200 to 500 mg., intramuscularly
or by mouth, nor to corticotrophin of several different
batches in doses of 400 mg. intramuscularly and 100 mg.
intravenously. An inflamed joint failed to respond to
hydrocortisone injected locally. Adrenocortical function
was investigated, but the changes in eosinophil count,
urinary 17-ketosteroid excretion, and plasma corticoid
level in response to both cortisone and corticotrophin
were all within normal limits. Oswald Savage.

Amino Acid Studies and Clinical Findings in Normal
Adults and Rheumatoid Arthritis Patients treated with
ACTH. BORDEN, A. L., BRODIE, E. C., WALRAFF, E. B.,
HOLBROOK, W. P., HILL, D. F., STEPHENS, C. A. L.,
JOHNSON, R. B., and KEMMERER, A. R. (1952). J. clin.
Invest., 31, 375. 2 figs, 11 refs.
The present communication from the Arizona group of

workers is a further attempt to analyse by microbiological
techniques the changes in protein metabolism accompany-
ing remissions in disease and in particular in rheumatoid
arthritis. Amino acid analyses of six amino acids in the
urine (Arginine, Histidine, Lysine, Phenylalanine,
Threonine, and Tyrosine) and seven in the blood, the
six analysed in the urine plus proline were compared in
normal subjects treated with ACTH, 40 mg. daily divided
into three doses, with cases of rheumatoid arthritis
treated with a similar order of dosage and supportive
therapy. A number of interesting observations emerged
during the study. The normal individuals treated with
ACTH manifested no improvement in appetite, no
increase in energy, no mental alertness or general sense of
well-being. Supportive treatment, including ATP,
thyroid, amino acid feeding and testosterone, apparently
had no significant effect upon the amino acid increases
induced by ACTH. The amino acid estimations have been
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ANNALS OF THE RHEUMATIC DISEASES
by an indolent non-inflammatory necrobiotic process,
affecting, as a rule, both eyes. Closely allied to this
condition is neuroscleritis nodosa which usually affects
one eye only and is nodular in form. When this condition
occurs in the presence of rheumatoid arthritis it must be
regarded as a form of scleromalacia perforans but when
it occurs in the absence of rheumatoid arthritis it is pos-
sibly a different disease.

Scleritis and episcleritis may occur as precursors of
scleromalacia perforans but acute destructive scleritis is
an inflammatory condition. Brawny scleritis holds an
intermediate position between the acute inflammatory
lesion and the necrobiotic process.
The literature is fully reviewed, the relationship of

collagen disease is discussed and some twenty reported
cases of scleromalacia perforans and neuroscleritis nodosa
are analysed. Treatment with ACTH, cortisone, and
hormones is of little value in the ocular condition.

A. G. Leigh.

Chronic Evolutive Polyarthritis with Perforating Sclero-
malacia. (Polyarthrite chronique evolutive avec sclero-
malacie perforante.) SEZE, S. DE, RENARD, G., BREIGEAT,
P., ORDONNEAU, P., RYCKEWAERT, A., RIBIERRE, M.,
and MAZEL, R. (1951). Rev. Rhum., 18, 132.
A case of severe chronic evolutive polyarthritis with

perforating scleromalacia is reported in a 66-year-old
woman. The scleral lesions are described. Systemic
cortisone was given and improved both the scleral lesions
and arthritis, but they recurred as soon as treatment was
discontinued. S. Vallon.

Kerato-Conjunctivitis Sicca and Rheumatoid Arthritis.
(Kerato-conjuntivitis sicca y artritis reumatoidea.)
LACKINGTON, C., CHARLIN, C., and GORMAZ, A. (1951).
Rev. med. Chile, 79, 233.
The authors review the pathogenesis of Sjogren's

disease. In a group of fifty patients, rheumatic arthritis
was evident in 34 per cent. Kerato-conjunctivitis sicca
usually develops long after the joints are affected, but
the precise relationship of joint and ocular processes is
still unknown. A. G. Cross.

Observations on Cases of Rheumatoid Arthritis Treated
with ACTH. (Considerazioni su alcuni casi di artrite
reumatoide trattati con A.C.T.H.) MASTURZO, A.
(1952). Rif. med., 66, 1155. 1 fig., 36 refs.

Intra-Articular Injection of Hydrocortisone (Compound F)
in the Treatment of Selected Cases of Arthritic Diseases.
FREuND, H. A. (1952). J. Mich. med. Soc., 51, 1199.
2 refs.

Intra-Articular Hydrocortisone in Treatment of Arthritis.
Present Status. ENSIGN, D. C., and SIGLER, J. W.
(1952). J. Mich. med. Soc., 51, 1189. 2 refs.

Hydrocortisone (Compound F) in Arthritic Joints.
KASHTAN, H. A. (1952). Harper Hosp. Bull., 10, 143.
2 refs.

Treatment of Rheumatoid Arthritis with Two Types of
Nitrogen Mustard (Mustine). (Tratamiento de la
arthritis reumatoidea con mostazas nitrogenadas de
dos tipos.) POAL, J. M. (1952). Rev. argent. Reum.,
17, 136. 15 refs.

Autonomic Nervous System in Rheumatoid Arthritis. A
Preliminary Report on the Use of D.H.E. -45.
SUSSMAN, N. (1952). Med. Times, N. Y., 80, 560.
4 refs.

(Spondylitis)
Results of Treatment of Ankylosing Spondylitis with

Intravenous Thorium X. (Die Ergebnisse der intra-
venosen Thorium X-Behandlung bei der Spondyl-
arthritis ankylopoietical.) KOCH, W., and RESKE, W.
(1952). Strahlentherapie, 87, 439. Bibl.
Thorium X, when administered intravenously to young

rabbits, is found to be stored in the ossifying zone of
growing bones. This selective affinity of thorium X to
calcifying tissue may, according to the authors, be
utilized for the treatment of ankylosing spondylitis,
where the main pathological process is said to be the
extensive ossification of vertebral and costal joints. The
assumption is that the selective concentration of thorium
X in the newly calcified tissue and its resulting intensive
a-particle bombardment will lead to interruption of the
ankylosing process.
A series of 120 cases of ankylosing spondylitis treated

with intravenous thorium X since 1948 at the University
Orthopaedic Clinic and Polyclinic, Munster, are reviewed.
The usual dose was 200 units once weekly for 10 to 12
weeks, though treatment was abandoned if after three to
four injections there was no substantial relief of pain.
Patients with impaired liver or kidney function or damage
to the haematopoietic system are unsuitable for this form
of therapy, as are young children, pregnant women, and
patients with active pulmonary tuberculosis. No serious
side-effects associated with thorium-X therapy have been
noted.
Of the 120 patients so treated, 57 (47 per cent.) became

completely symptom-free, 56 (46- 67 per cent.) were much
improved, six (5 per cent.) showed slight improvement,
and one was no better. Improvement in these cases was
characterized by relief of pain, increase in respiratory
excursion (by some 2 cm.), a fall in the erythrocyte sedi-
mentation rate, an increase in height (up to 10 cm.) due
to straightening of the spine, and an increase in the range
of movement of affected joints. Jan G. de Winter.

Brucellar Spondylitis and Sacro-Iliac Arthritis. (Spondiliti
a sacroileiti brucellari.) BENASSI, E. (1952). Chir.
Organi Mov., 37, 165. 44 figs.
In the study of the not infrequent osteo-arthritic mani-

festations of brucellosis, radiographic examination is of
great help. Examination of the spine, which is one of the
most frequent sites affected, not only helps in excluding
tuberculosis, but it also indicates the exact site and the
stage of progress or regression of the bone lesion.
The author here describes thirty cases of spondylitis due

to infection with Brucella melitensis and five cases of
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to the level of D 9. There was weakness of the right arm,
with obvious wasting of the small muscles of the right
hand. The right arm reflexes were diminished. Lumbar
puncture revealed a partial block and a raised protein
content of the cerebrospinal fluid. Radiography showed
well-marked degenerative changes in the spine, with
narrowing of the disk spaces and osteophytic outgrowths
at many levels. The patient died in May, 1951. Necropsy
showed that all cervical intervertebral disks were some-
what prominent, particularly those between C 5 and C 6.
Laterally, the intervertebral foramina were markedly
narrowed and distorted. The spinal theca was adherent
to the posterior longitudinal ligament at the level of the
protrusion between C 6 and C 7, and the spinal cord
throughout the whole of what should have been the
cervical enlargement was much shrunken.

Microscopy of the cord showed severe chronic degen-
erative changes, especially at C 5 and C 6, and a striking
lesion was the degeneration in the lateral columns spread-
ing medially from the thickened denticulate ligament.
There was also severe degeneration of the entering nerve
roots at the level of C 5, C 6, and C 7. There were no
significant vascular changes.
The authors speculate on how the spondylotic changes

could cause the progressive myelopathy, and suggest that
normal neck movement may be the potent factor, and
that fixation of the neck may be of value in treatment.

[This is an admirably clear clinical and pathological
account of a condition of which the importance is being
increasingly recognized. It is difficult to do full justice
to the paper in an abstract.] N. S. Alcock.

Rheumatoid Spondylitis. CRENSHAW, A. H., and HAMIL-
TON, J. F. (1952). Sth. med. J., Bgham, Ala, 45, 1055.
2 figs.

On Pain Syndromes by Cervical Spondylosis. SNELLMAN,
A. (1952). Zbl. Neurochir., 12, 74. 1 fig., 10 refs.

Marie-Striimpell Arthritis. Including a Survey of 41 Cases
treated with X Rays. WHITE, C. M. (1952). J. Kansas
med. Soc., 53, 369. 5 figs, 10 refs.

(Miscellaneous)
Peripheral Vascular Lesions of Lupus Erythematosus.
LOWMAN, E. W., and SLOCUMB, C. H. (1952). Ann.
intern. Med., 36, 1206. 5 figs, 11 refs.
An account is presented of the post-mortem lesions

found in muscle, nerve, and joints in fifteen cases of lupus
erythematosus coming to necropsy at the Mayo Clinic.
Degenerative changes in muscles and nerves (in the latter
undefined) were rather more common than in control
cases, and perivascular cell aggregates, similar to those
of rheumatoid arthritis, were much more common.
Arterial lesions were insignificant. Venous lesions were
seen in nearly all cases, and oedematous, reactive, and
sclerotic phases are described. The joints were studied
in five cases; the lesions seen were vascular (chiefly
venous) with no synovial involvement. The similarity of
the lesions in these cases to those of rheumatoid arthritis
and polyarteritis is stressed. Bernard Lennox.

sacro-ileitis of the same detiology, collected over a period
of 15 years' radiodiagnostic practice at the Institute of
Medical Radiology of the University of Ferrara. The
patients' ages ranged from 13 to 65 years, with a pre-
dominance in young adults, cases in males being twice as
many as in females. In all cases except two the presence
of Br. melitensis was confirmed by bacteriological exami-
nation of pus in addition to the usual serological methods.
The clinical picture and sometimes even the radio-

logical appearances are very similar to those of tuber-
culous spondylitis, particularly when the bone complica-
tions occur late in the disease. Brucella infection of the
spine produces abscesses which increase in size, extend,
and discharge through fistulae analogous to those from
tuberculous abscesses, and in which the presence of the
specific organism is difficult to demonstrate. There are,
however, certain radiological characteristics of the con-
dition which, though not specific, may yet be of great
value when taken together with the serological and
bacteriological findings. Repeated examinations may be
necessary. The lumbar spine is most often affected, as
was the case in 27 of the author's patients. The most
constant radiological change is a narrowing of the inter-
vertebral space from absorption of the fibrocartilage, so
that the two bony surfaces touch one another. A kypho-
sis results which may not be apparent on clinical exami-
nation, especially in obese subjects. Later there is shading
of the adjacent bony surfaces, and at the angle of the two
affected vertebrae notching or irregular erosion may
become evident. Rarely the vertebra is more extensively
involved and collapse results. Reactive bone atrophy is
absent, even near the most prominent foci, osteosclerosis
being more often seen, sometimes so advanced in degree
as to cause a marked increase in density over the affected
vertebra. This is an important diagnostic sign and was
present in all cases in the series. Osteosclerotic and osteo-
phytic changes are early and develop rapidly, ankylosing
intervertebral bridges being formed in the later stages.
The main points of radiological distinction between

Pott's disease and brucellar spondylitis are discussed,
and it is concluded that though the radiological findings
by themselves do not give conclusive differentiation,
particularly in the typhoid and osteo-myelitic forms, yet
they are of great value when taken in conjunction with
the rest of the clinical picture.

Antibiotics (chloromycetin and aureomycin) are very
effective in the early stages of the disease and in limiting
its spread, but are of little value in long-standing bony
lesions, where radiotherapy and short-wave diathermy
are more efficacious. Edgar J. Gatt.

Degeneration of the Spinal Cord Associated with Cervical
Spondylosis. BEDFORD, P. D., BOSANQUET, F. D., and
RUSSELL, W. R. (1952). Lancet, 2, 55. 7 figs, 13 refs.
The authors, from the United Oxford Hospitals, record

the case of a woman of 71 whose symptoms began in
1946 with paroxysms of pain in the legs, gradually becom-
ing more frequent and severe over 3 years until there was
marked weakness of the legs and numbness of the right
hand and forearm. Examination showed a spastic paresis
of both legs with a partial Brown-Sequard syndrome up
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ANNALS OF THE RHEUMATIC DISEASES
3-Hydroxy-2-phenylcinchoninic Acid ("Oxinofen") with

Particular Regard to its Side-effects. (3-Hydroxy-2-
phenylcinchoninsyre (Oxinofen) specielt med henblik
pa bivirkninger.) R0NNOV-JESSEN, V. (1952). Ugeskr.
Laeg., 114, 962. 5 refs.
The author reports the results of clinical trials of

"Oxinofen" (3-hydroxy-2-phenylcinchoninic acid) carried
out at the City General Hospital, Frederiksborg, Den-
mark, on 33 patients with acute or chronic rheumatic or
gouty arthritis. The daily dose was 20 mg./kg. body
weight divided into three, treatment lasting from 5 to 24
days. Only in four of sixteen patients with rheumatoid
arthritis was improvement noted objectively. Of the 23
patients, fourteen suffered from side-effects: in three cases
treatment had to be discontinued owing to diarrhoea and
nausea, seven patients suffered from photo-sensitivity,
and two developed microscopic haematuria and pro-
teinuria. Only in one patient was dramatic improvement
observed comparable to that obtained with cortico-
trophin.
Although the mode of action of Oxinofen is unknown,

it has been suggested that it stimulates the pituitary gland
to release corticotrophin. The author, however, points
out that several clinical observations are inconsistent
with this theory: thus Oxinofen has no effect on 17-keto-
steroid excretion, it causes no fall in the eosinophil count
and only occasionally in the erythrocyte sedimentation
rate, and there is no connexion between its effect on
symptoms and on temperature. Moreover, eight patients
with rheumatoid arthritis improved under treatment with
corticotrophin on whom Oxinofen had no effect. Although
Oxinofen is undoubtedly effective in the treatment of
acute rheumatic arthritis, myocarditis has been observed
to develop during treatment. The effect on rheumatoid
arthritis is doubtful. Although the side-reactions so far
reported are usually slight, Oxinofen is not recommended
for use in general practice until it is established that more
serious reactions do not occur. E. S. Fountain.

Mumps Arthritis. APPELBAUM, E., KOHN, J., STEINMAN,
R. E.; and SHEARN, M. A. (1952). Arch. intern. Med.,
90,217. 9refs.
The authors describe five cases of mumps comnplicated

by arthritis. In four of the patients, all with concomitant
orchitis, the arthritis appeared between the 10th and 14th
days of the parotitis. The relation of the arthritis to the
mumps virus seemed clear in these cases. The fifth patient
was a woman of 27 in whom the arthritis preceded the
parotitis by one day. In this case there was a polymorpho-
nuclear synovial effusion of the knee joint, smears and
cultures of which were negative, an antistreptolysin-O
titre of 700 units per ml., and the blood Wassermann
reaction was 4+. The relation of the arthritis to the
mumps virus was doubtful in this case.
The clinical features were those of a migrating poly-

arthritis, affecting both large and small joints, which did
not respond to salicylates but which subsided spon-
taneously in 1 to 4 weeks without cardiac involvement or
sequelae. Administration of corticotrophin caused
temporary suppression of the arthralgia.
The authors suggest "that the arthritis is in the nature

of an antigen-antibody reactionl, similar to the mechan-
ism proposed for the poststreptococcal diseases".

L. J. M. Laurent.

Polyostotic Fibrous Dysplasia. VINEs, R. H. (1952).
Arch. Dis. Childh., 27, 351. 5 figs, 36 refs.
The author, in a report from the Hospital for Sick

Children, Great Ormond Street, London, reviews three
cases of polyostotic fibrous dysplasia in children, two of
them for the first time. This condition is characterized by
multiple bone lesions, possibly originating from marrow
fibrosis and without the general decalcification and dis-
turbance of calcium metabolism associated with hyper-
parathyroidism. The majority of patients also show
cafe-au-lait pigmentation of the skin, and some, generally
girls, exhibit precocious puberty and other endocrine
changes. The condition usually becomes arrested in adult
life and is largely painless, unlike hyperparathyroidism.
In the two new cases described several members of each
family had cafe-au-lait spots, but as they were also found
in twelve of 100 controls the significance of this finding
remains doubtful. The author found ten cases with
associated congenital abnormalities among 140 cases in
the literature, and suggests that this does not show any
correlation. G. W. Csonka.

Bone Diseases of Metabolic Origin. (Les osteoses meta-
boliques.) SERRE, H., and MIROUZE, J. (1952). Ann.
mid., 53, 457. 20 figs, 14 refs.
Among the confused medley of toxic and degenerative

diseases of bone it is possible to recognize and treat
certain fairly well-defined states due to hormonal, hae-
mato logical, andneoplastic processes. There is also, as the
authors point out at length, a group of bone diseases best
called "metabolic" which are worthy of careful clinical
scrutiny. Metabolic bone disease which may be of
either hypoplastic or hyperplastic type occurs more
often than is ordinarily realized in conditions of mal-
nutrition, cranky devotion to an inadequate diet, fads and
fancies about high blood pressure, genteel poverty, and
such-like abnormal circumstances and is a result of not
very conspicuous disorders of metabolism. Calcium
insufficiency resulting from inadequate diet, chronic
diarrhoea, or inefficient absorption will often be found in
semi-invalids living secluded, lonely, and impoverished
lives and complaining of "rheumatism" when, in fact, the
correct diagnosis is "metabolic osteosis". Gout and
diabetes may bring about a condition simulating Paget's
disease. Chronic nephritis and lipoid nephrosis some-
times cause an osteoporosis or, contrariwise, osteo-
fibrosis. G. F. Walker.

Dupuytren's Contracture, with a Note on the Use of the
"Compression Suture". TANZER, R. C. (1952). Now
Engl. J. Mid., 246, 807. 3 figs, 26 refs.
Spontaneous contracture of the palmar fascia (Du-

puytren's contracture), which is described in detail, is a
hereditary disease of adults affecting about 1 to 2 per
cent. of the population, mostly males. The causative
factor is obscure, but the gross picture is one of progres-
sive fibrous contraction of the palmar aponeurosis, which
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The cases are described of two children, aged 8 and
12 respectively, who developed spondylolisthesis under
observation following fracture of the pedicles. In each
case the violence was slight and the child continued to
live normally for some time after the injury. These cases
demonstrate that fractures of the pedicles may result
from relatively minor injury, that they are not acutely
painful initially, and that a condition of spondylolisthesis
eventually results. While being unable to refute the theory
of congenital origin, the authors consider, with Brailsford,
that a fracture of the isthmus in childhood after minor
injury is probably the most frequent cause of spondylo-
listhesis. J. G. Bonnin.

Tuberculin Therapy in Rheumatic Disorders. (Quelques
aspects de la tuberculinotherapie antirhumatismale.)
JUNET, R. (1952). Actaphysiother. rheum. belg., 7, 117.
21 refs.
The author, writing from Geneva, reviews 345 cases of

rheumatic disorders treated with tuberculin injections.
The dose used was gradually increased from 0- 1 ml. of
l-in-100 solution of tuberculin to 1-0 ml. or more of
undiluted tuberculin. Treatment continued for weeks or
months according to the results or reactions obtained.
A marked skin reaction occurred in 65 per cent. of cases,
but generalized reactions were few and mild. The con-
ditions treated included osteo-arthritis (238 cases),
periarthritis of the shoulder (52), rheumatoid arthritis
(44), psoriatic arthritis (four), ankylosing spondylitis (2),
and gout (five cases). Results of treatment are tabulated
for each group. Cases of periarthritis of the shoulder
appeared to respond most favourably, marked improve-
ment being obtained in 75 per cent. of the cases. Con-
siderable improvement was also seen in 69 per cent. of
osteo-arthritics and in 55 per cent. of rheumatoid
arthritics. The author concludes that tuberculin therapy
deserves a place in the treatment of chronic rheumatism
provided that there is no tuberculous lesion.

Kathleen M. Lawther.

Reiter's Syndrome, Prostato-Vesiculitis and Infectious
Non-Bacterial Pyuria. (Reiters syndrom, prostato-
vesiculit och infekti6s abakteriell pyuri.) ROMANUS, R.
(1952). Nord. Med., 48, 1024. 42 refs.
A discursive review said to be based on fifteen cases of

Reiter's syndrome, fifteen cases of urogenital infection
associated with joint symptoms, and over 100 cases of
ankylosing spondylitis, most of them associated with
genito-urinary infection. The writer regards the prostate
and seminal vesicles as the main infective foci in many
obscure chronic genito-urinary infections, and believes
that inadequate treatment permits the development of
sacro-iliac arthritis and, ultimately, of ankylosing spon-
dylitis. B. Nordin.

Reiter's Syndrome. A Case with Favourable Reaction to
914 (Neosalvarsan). [In Portuguese.] MOURA, A. DE
(1951). Rev. port. Obstet., 4, 70.
A general review and report of a case in which the

author verified a complete cure after three injections of
neosalvarsan (one of 0-15 and two of 0 30).

H. Moutinho.

has been observed in association with induratio plastica
penis (Peyronie's disease). There is a curious association
also between Dupuytren's contracture and epilepsy which
has not been satisfactorily explained.

Non-operative measures have proved ineffective.
Palliative relief by subcutaneous fasciotomy has been
practised for years, but the best method of treatment
for permanent correction is resection of the involved
aponeurosis, with or without skin graft. The author
also describes a method of "compression suture" which
eliminates the haematoma formation and lessens the
period of convalescence.

[This comprehensive article should be consulted in the
original by those interested.] Leon Gillis.

Traumatic Spondylolisthesis. (Les spondylolisthdsis
traumatiques.) SICARD, A., and LECA, A. (1952).
Pr. med., 60, 914. 14 figs.
Although there are other, rare, causes, in the majority

of cases spondylolisthesis is due to a fracture of the
vertebral pedicles. No agreement has been reached as to
the cause of this fracture. The theory of congenital origin
is supported by the occurrence of several cases within one
family, suggesting a hereditary basis, the occasional dis-
covery of the lesion in a child, the youngest recorded being
one of 17 months, and its frequent association with other
congenital deformities.
On the other hand the two centres whose failure to fuse

is the cause of the lesion according to the congenital
theory have not been found by recent workers on the
subject, and do not, in fact, exist except as a very rare
variant. Their original description was due to an error in
observation. The traumatic theory has provoked experi-
mental research with contradictory results. The fracture
-cannot be caused by compression, extension, or direct
violence, but may result from hyperextension or, less
readily, hyperfiexion. However, the arguments in favour
of traumatic origin rest on more precise grounds than
those supporting the theory of congenital malformation.
The area is obviously a weak one. Recorded fractures
of the area may show healing after a long period of rest,
but undiagnosed fractures tend to occur, with develop-
ment of a pseudarthrosis.
Of the 52 cases seen by the authors in the last 5 years

-there was a history of trauma producing the original pain
in 34, and in eleven of these it was serious trauma. It is
admitted that in the remaining 23 cases the trauma was
not severe enough to fracture the isthmus. In these cases
the argument that a pre-existing spondylosis was aggra-
vated by the injury is often unanswerable unless earlier
radiographs showing a normal spine happen to be avail-
able or a progressive forward slip is observed following
the injury. Systematic radiography, particularly the
oblique view, and tomography of the lumbar region after
injury, have shown that injuries to the pedicles are more
frequent than is usually expected and may result from
apparently trivial violence. The painful-back syndrome
arises as a rule months later. The degree of forward slip
is not related to the degree of pain suffered, and the syn-
drome develops fully only with the gradual stretching of
the soft parts.
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ANNALS OF THE RHEUMATIC DISEASES

Sjogren's Syndrome. A General Disease. MORGAN,
A. D., and RAVEN, R. W. (1952). Brit. J. Surg., 40, 154.
1 table, 16 figs, 47 refs.
A description of two cases of Sjogren's syndrome, with

an extensive review of the condition. The pathological
changes in the parotid gland are described in detail. The
earliest change is a lymphocytic infiltrationv and this is
followed by atrophy of the secretory cells. The lympho-
cytic tissue increases in amount, and, finally, this is the
only tissue that is seen. It is concluded that many cases
of Sjogren's syndrome may occur with delay of the
ocular symptoms. A. G. Cross.

Gougerot-Houwer-Siogren's Syndrome (Two Cases). [In
Greek.] GEORGIADES, G. (1951). Trans. Greek
ophthal. Soc., 19, 84. 2 figs.
After a general study of the syndrome, the author

reports two cases affecting women. The first was a partial
syndrome with mucosal manifestations (kerato-con-
junctivitis sicca and stomata-rhino-pharyngitis sicca) and
some general symptoms (fever, lymphocytosis, and slight
cholesterolaemia). The second case, very rare, presented
the complete syndrome. Mucosal manifestations: kerato-
conjunctivitis sicca and atrophic rhinitis sicca. A series
of rare symptoms including the manifestations of cal-
cification disorders (osteo-articular), rheumatismal crises,
nodular infiltrations of the muscles and the conjunctival
tissue at the level of the upper limbus, calcium deposits in
the conjunctiva, the tissue around the elbow and joints,
and dental lesions. Cutaneous syndrome: lesions of
pseudo-ichthyosis, alopoecia, ungual lesions consisting
of multiple depressions (polycoilonychia). Syndrome of
general symptoms: fever, increased sedimentation rate,
fatty nodule-like deposits in the conjunctival tissue,
around the elbow joints. Marked cholesteraemia: 2-8
per cent. J. Charamis.

Hand-Schiiler-Christian Syndrome. (Contributo alla
conoscenza del sindrome di Hand-Schuller-Christian.)
LAGOMARSINO, G., and MERLINI, M. (1951). Minerva
pediat., Torino, 3, 646. 7 figs, 81 refs.
A case report in a 4-year-old child, observed for a

period of 4 years. The authors stress the importance of
early diagnosis and early x-ray treatment. J. Y. Guthrie.

Eye Changes in Generalized Periarteritis Nodosa. (Augen-
veranderungen bei generalisierter hyperergischer Ge-
fasswandentzundung.) NOVER, A. (1952). Klin. Mbl.
Augenheilk., 121, 297. 9 figs, 31 refs.
In six cases of widespread collagen disease of the

arteries, changes in choroidal, retinal, and ciliary body
arterioles were seen, which compared with those else-
where in the body. Intimal proliferation with reduction
in lumen, medial hyperplasia, and proliferation of
adventitial cells were the principal vascular findings. The
illustrations of the histological material are very good.

L. Cudkowicz.
Ocular Autonomic Signs in Cervical Disk Lesions. (Les
syndromes neurovegetatifs oculaires des discopathies
cervicales.) PAUFIQUE, L., and ETINNE, R. (1952).
Sem. Hop. Paris, 28, 2294.
Report of some interesting personal observations of

ocular complications of cervical disc lesions: Fuchs's
heterochromia, some cases of optic neuritis (papilloedema
or retrobulbar neuritis) associated with nocturnal attacks
of acroparaesthesia, shoulder-hand syndrome, lowering
of central retinal artery blood pressure, in which disc
lesions are radiologically demonstrated. The optic
neuritis is cured by cervical traction. Some cases of the
Claude Bernard-Homer syndrome, of chronic glaucoma,
of Adie's myotonic pupil and of excessive lacrimation are
also reported as being probably of the same origin.

S. Vallon.

Classification of Rheumatic Diseases. (Clasificacion de las
afecciones reumaticas.) CUATRECASAS, J. (1952). Rev.
argent. Reum., 17, 166.

Revised Rheumatological Nomenclature. III. The Concept
of Climacteric Arthritis and its Synonyms. (Revision
de la nomenclatura Reumatologica. III. Concepto y
sinonimia de la artritis climaterica: 52 nombres.)
TARNOPOLSKY, S. (1952). Rev. argent. Reum., 17, 162.
8 refs.

Rheumatism of the Hand. (Les rhumatismes de la main.)
JOLY, L. (1952). Rhumatologie, 5, 175. 8 figs.

Rheumatic Disorders of the Ageing. ISHMAEL, W. K.
(1952). J. Okla. med. Ass., 45, 373. 5 refs.

Conservative Management of Chronic Recurrent Low
Back Pain. FRANTZ, C. H. (1952). J. Mich. med. Soc.,
51, 1201. 12 figs, 8 refs.

Radiotherapy of "Rheumatic" Pains in the Region of
the Neck and Arm. -(Roentgentherapie des algies
cervico-branchiales dites rhumatismales.) WEISSEN-
BACH, R. J., and PIZON, P. (1952). J. Radiol. Dlectrol.,
33, 519. 11 refs.

Treatment of Rheumatism in the Obese with a Com-
bination of Amphetamine and Sulphur. (L'association
amphetamine-soufre dans le traitement du rhumatisme
des obeses.) JUNET, R. (1952). Rhumatologie, 5, 195.

Pubic Symphyses and Rheumatism. (Symphyse pubienne
et rhumatismes.) FRAN(ON, F. (1952). Rhumatologie,
5, 202. 2 figs.

Problems Relating to the Structure and Function of Joints.
GARDNER, E. (1952). J. Mich. med. Soc., 51, 1208.
20 refs.

Problem of Arthritis in Industry. BEAUGARD, J. M. (1952).
Canad. med. Ass. J., 67, 326. 32 refs.

Coccygodynia. (La coxigodinea.) FRANCON, F. (1952).
Rev. argent. Reum., 17, 141.

Reiter's Syndrome. [In Serbo-Croat. ] SiMuNc, L. J.,
and SAKIC, D. (1951). Lijech. Vjesn., 73, 320.

Reiter's Syndrome. (Syndrome de Reiter.) SYLVESTRE, L.,
and ETHIER, J. P. (1951). Un. mid. Can., 80, 1343.
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efficacy of the various forms of conservative treatment
for lumbar intervertebral disk protrusion. It is now
known that comparatively few of these cases require
operation; O'Connell (J. Bone Jt Surg., 1951, 33B, 8>
estimates the figure for all patients seen in his clinic as
less than 20 per cent. In all, 500 unselected patients
(314 men, 186 women) with symptoms and signs giving
rise to a diagnosis of lumbar disk protrusion were obser-
ved over a period of not less than 18 months. Only 58
of these eventually came to operation. For those with
sudden or severe root involvement (123) complete rest in
bed for at least 3 weeks followed by graduated exercise
was prescribed. More than half were relieved or improv-
ed, but a quarter suffered recurrence and 43 required
operation. For mild cases, early institution of extension
exercises and physiotherapy was usually sufficient. Of
129 so treated, 90 per cent. were improved or relieved
without any other treatment.
The majority of cases, however, lie between these two

extremes, and the decision regarding prolonged immo-
bility, which may lead to fibrous ankylosis of the spine
and organization of the protrusion, becomes very difficult.
Again, adhesions may form between disk tissues and
lumbar roots and in periarticular tissues, and the protec-
tive spasm which is present may become fixed after long
immobilization, so that the extensor muscles may no
longer be able to act to mechanical advantage, with con-
sequent wasting and loss of tone. These are the cases in
which spinal manipulations, carried out gently and with
avoidance of flexion, are of most value. Of 68 patients so
treated fifty were improved or relieved, only ten requiring
operation later. Despite the alleged danger of paraplegia,
no case was made worse by such treatment.

Prolonged immobilization was of two types:
(1) With plaster jacket when rest in bed was indicated

but economically impossible; lasting improvement
occurred in about half of the 71 cases so treated.

(2) With lumbo-sacral support when symptoms were
mild or the patient's work involved activity which made
recurrence probable-mostly in the case of old people,
childbearing housewives, and policemen.
When once support was applied, few were able ever

to do without it. Out of 104 patients so fitted, 88 showed
improvement and nine relief of symptoms.
The number completely relieved by these various forms

of treatment is very small as compared with those relieved
by operation, and the change is generally less dramatic;
but it is to be remembered that patients requiring opera-
tion have suffered severe and prolonged disability, and
therefore mild post-operative symptoms are less likely
to give them cause for complaint. D. P. McDonald.

Gout

The Kidney of Gout, a Clinical Entity. MODERN, F. W. S.,
and MEISTER, L. (1952). Med. Clin. N. Amer., 36, 941.
3 figs, 15 refs.
Basing their study on the observation of three patients

who had clinical manifestations of gout for many years,
the authors describe the accompanying renal pathology.

Reiter's Syndrome. (Le syndrome de Reiter.) ANON.
(1951). Concours mid., 73, 885.

Histochemical Studies of the Granulomata of Lipoid
Granulomatosis (Hand-Schiiller-Christian Disease).
(Histochemische Untersuchung an Granulomen einer
Lipoid-granulomatose (Hand-Schuller-Christiansche
Krankheit).) PFENNINGS, K. B., and SCHUMMELFEDER,
N. (1951). Zbl. allg. Path., path. Anat., 88, 95.

Sciatica
Differential Diagnosis of Recurrent Herniation of Lumbar

Disks. (Differentialdiagnose der recidivierenden
lumbalen Discushernie.) MURALT, R. H. VON (1952).
Helv. chir. Acta, 19, 189. 3 figs, 5 refs.
Diagnoses such as "thickened ligamentum flavum",

"extradural adhesions", "osteophytosis", or "skeletal
abnormalities" are often recorded after exploration in
cases of suspected herniation of a lumbar intervertebral
disk. Relief in such cases only rarely follows operation,
and the author suggests that herniation has usually
remained undiscovered owing to a medial location of
the lesion or inadequate exploration.

Cases in which relapse has occurred after exploration
and treatment and have required a second operation
constitute about 1 or 2 per cent. of those operated on in
the author's experience. The possible findings on further
exploration may be grouped as follows:

(1) In cases of relapse after an initially successful
operation:

(a) prolapse of residual disk tissue;
(b) degeneration of a neighbouring disk;
(c) reactive osteophytosis;
(d) scar formation involving the nerve root.
(2) In cases of failure, generally due to inadequate

exploration:
(a) inaccessibility of a medially situated hernia;
(b) laterally extending root compression, requiring

partial removal of articular processes;
(c) bilateral herniation (rare);
(d) hernia in more than one segment;
(e) scar strictures, necessitating exploration into the

intervertebral foramen.
(3) In cases of deterioration, immediate or gradual:
(a) excessive removal of statically important skeletal

parts;
(b) trauma to nerve roots during operation;
(c) infection;
(d) retained swabs;
(e) bony fragments.
Three original cases are quoted in detail to illustrate

some of the factors enumerated. The importance of look-
ing for scar formation, of not overlooking disk lesions
in cases of skeletal variation, and of attending to the
opposite side is emphasized. R. Emery.

Treatment of Lumbar Intervertebral Disk Protrusion.
HENDERSON, R. S. (1952). Brit. med. J., 2, 597. 4 refs.
In this review from St. Bartholomew's Hospital,

London, the author attempts to assess the relative
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ANNALS OF THE RHEUMATIC DISEASES

The outstanding features were: little or no albuminuria,
little or no cellular deposit or cylinduria, grossly delayed
excretion and poor concentration of contrast dyes, a
moderate rise in the blood urea nitrogen level, and a fixed
specific gravity of the urine. In all three patients the
blood pressure remained normal throughout the period of
observation. One necropsy was performed; a tophaceous
kidney ("the kidney of gout") with a pitted, partly
adherent capsule was found. Some glomeruli were in a
state of early fibrosis, interstitial lymphocytic infiltration
was fairly widespread, and near the areas of atrophy the
renal tubules were seen to be dilated. The authors believe
that the intrinsic lesion is an ascending one and due to
pyramidal and medullary deposits of urates compressing
the collecting tubules, with ensuing atrophy of the upper
part of the corresponding nephron. L. H. Worth.

Gouty Arthritis treated with "Oxinofen" (3-Hydroxy-2-
phenylcinchoninic Acid, H.P.C.). (Behandling af
arthritis urica med Oxinofen.) IVERSON, M. (1952).
Ugeskr. Laeg., 114, 960. 1 fig., 7 refs.
The author reports the results of the treatment at

Bispebjerg Hospital, Denmark, of fourteen patients suffer-
ing from gouty arthritis with "Oxinofen" (3-hydroxy-2-
phenylcinchoninic acid). Of these patients, eight had a
severe recurrent or chronic polyarticular form of gout,
and in six only was the disease monarticular. The period
of treatment was between 2 and 11 days, 20 mg./kg. body
weight being the usual daily dose. Marked improvement
was usually observed 24 hours after the beginning of the
treatment, and acute exacerbations frequently responded
within 2 or 3 days. The temperature settled down within
a few days and the erythrocyte sedimentation rate in most
cases showed a tendency to decrease. No increase in uric
acid excretion was observed. Three elderly patients
suffered from side-effects (diarrhoea, fever, and vomiting),
and in others frequency of micturition, photosensitivity,
and nausea occurred. Apparently age plays an important
part in the occurrence of side-reactions and it is therefore
suggested that the treatment of elderly patients should
not be prolonged for more than 4 or 5 days. The author
claims that Oxinofen in some cases has a more rapid
action than cinchophen and colchicine. E. S. Fountain.

Therapeutic Value of Probenecid ("Benemid") in Gout.
PASCALE, L. R., DUBIN, A., and HOFFMAN, W. S. (1952).
J. Amer. med. Ass., 149, 1188. 5 figs, 19 refs.
The clinical trial is reported of a new uricosuric agent,

probenecid or "Benemid". This substance, p-(di-n-
propylsulphamyl)-benzoic acid, was originally found to
be a powerful agent reversibly inhibiting renal tubular
transfer, and has been used to suppress tubular secretion
of penicillin and other substances. An investigation in
the gouty subject was undertaken because it was con-
sidered that one of the fundamental factors in the
pathogenesis of gout was an absolute or relative renal
inefficiency. "The system of the gouty patient, instead
of adjusting excretion by diminishing tubular reabsorp-
tion, attempts to do so by raising the level of serum uric
acid." "Probenecid therapy attacks the problem of gout

at the level of renal excretion", by blocking the partial
reabsorption of filtered urate.
The trial was conducted on twenty patients in whom the

diagnosis had been firmly established, although in four
cases only preliminary tests could be carried out. The
uricosuric action of 0 5 g. probenecid 6-hourly was
studied in five cases, and a significant fall in serum uric
acid level and a rise in urinary uric acid excretion and
clearance were demonstrated, the serum uric acid level
falling to normal in 72 hours and returning to previous
levels equally rapidly on stopping treatment. No other
blood electrolyte or cytological changes were observed.
Acute attacks of gout occurred in nine cases during treat-
ment, although later the intervals between the attacks
were lengthened. Probenecid had no colchicine-like
action, and colchicine or corticotrophin was used to
control the acute attacks. Of the sixteen patients, clinical
improvement was good in eight, several of whom were
severely disabled, and good but less dramatic in five
others. In the three patients who failed to respond to
probenecid, renal insufficiency and deficient urea clear-
ance were demonstrated. The administration of acetyl-
salicylic acid completely annulled the effect of probenecid.
Few toxic effects were observed: one patient (aged 76)
died of coronary occlusion, which was probably uncon-
nected, one had a transient rash, and another a transient
cardiac arrhythmia. The only potentially dangerous com-
plication was haematuria in one case from urate crystal-
luria. A high fluid intake and administration of 8 g.
sodium bicarbonate daily are recommended when the
initial blood uric acid level is high. The usual dosage of
probenecid recommended is in the region of 20 g. daily
or every other day. No other blood electrolyte or cyto-
logical changes were determined. Harry Coke.

Chronic Arthritis associated with the Development of
Gout. (Sdruzene chronicke arthritidy a v-skyt dny.)
CMUNT, E. (1952). eas Lek. c'es., 91, 1286.

Non-Articular Rheumatism

Sacro-iliac Lipomata and Lumbo-sciatic Pain. (Lipomes
episacro-iliaques et lombo-sciatiques.) SICARD, A., and
LORD, G. (1952). Pr. med., 60, 1073.
In a large series of cases of low back pain, of which

twelve proved intractable to conventional treatment, the
symptoms were found to be referable to one or more
small, tense, fatty nodules lying in the region of the iliac
crests or the sacro-iliac joints. Pressure on these nodules
reproduced completely the pain complained of, and in
seven cases unilateral sciatic pain, which did not travel
below the knee, was produced. The authors regard these
nodules as being of the nature of small localized lipo-
mata. The patients affected were mostly women of about
45 who in most cases had entered the menopausal period.
The majority were unaware of the existence of the nodules
until they were discovered on clinical examination. No
definite aetiology could be assigned to them, although it
seemed that the menopause might act as an activating
factor.
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mental thyrotoxicosis in one case. Dupuytren's con-
tracture developed in fourteen patients after the onset of
the shoulder disease. Radiological changes were found in
only twelve of the 35 patients examined, and the signi-
ficance of the changes was doubtful as no radiographs of
normal individuals in corresponding age groups were
available for comparison.

Associated general symptoms, which included anaemia,
increased erythrocyte sedimentation rate, fever, and loss
of weight, were found in 23 per cent. of cases. Most of
these symptoms continued for from several months to
over a year, but usually disappeared when the shoulder
lesion was cured. The disease lasted for 6 to 12 months in
most patients. A follow-up investigation showed that
seven of the 78 patients had died; of the remainder, sixty
had regained their health with no residual symptoms, and
of the eleven who were not cured, only five had symptoms
for longer than 2 years; where the disease had been
present for over 2 years few recovered. The prognosis for
the concomitant Dupuytren's contracture was bad, and no
case in this series showed any improvement. Treatment
consisted of various forms of physiotherapy and irradia-
tion, all of which were employed without any apparent
effect. Of two patients treated with aureomycin, one
recovered surprisingly quickly. Robert Hodgkinson.

Treatment of Rheumatism with the New Muscle Relaxant,
"Tolserol". (Uber Rheumatherapie mit dem neuen

Muskelrelaxans Tolserone.) MOLL, W. (1952). Praxis,
41, 626. 30 refs.
A vicious circle of muscle-spasm and pain is present in

a variety of rheumatic affections. The pain component has
hitherto received the greater amount of attention, but with
the advent of new substances with a curare-like action
interest has been aroused in the treatment of the muscle-
spasm. "Tolserol" (3-ortho-toloxy-I : 2-propanediol)
was chosen by the author for study, and after a resume of
its pharmacology he describes its clinical effects. Intra-
venous injection of a 10 per cent. solution frequently gave
rise to haemoglobinuria and local thrombosis. With
reduction of the strength to 2 per cent. these particular
side-effects were avoided, but minor manifestations such
as nystagmus, numbness, and hypotension were still liable
to occur. Intravenous injection should therefore be
reserved for diagnostic purposes or for giving a loading
dose before starting oral therapy (which is relatively non-
toxic). Tolserol has been used in the U.S.A. in a variety of
neurological conditions and finds frequent application in
the treatment of anxiety states. The author treated 150
cases of acute and chronic rheumatism with tolserol in
18 months and found that although the best results were
obtained in acute conditions, the drug was also of benefit
in ankylosing spondylitis, rheumatoid arthritis, and osteo-
arthritis, while the relief of spasm enabled movements and
physiotherapy to be carried out more easily. Spasm
originating from prolapse of an intervertebral disk was
also favourably influenced, but in such cases oral therapy
had to be continued for a period of 1 to 4 weeks; an
initial dose of three to four tablets (O- 5 g. each) was fol-
lowed by two to three tablets every three hours.

D. Preiskel.
6

Medical treatment having failed to relieve the pain in
these twelve patients, the fatty nodules were removed
surgically: seven patients were completely cured and two
were much improved, while in three cases the pain was not
influenced or returned. The follow-up period in these cases

varied between 1 and 5 years. Histological examination
of the nodules showed normal fat cells, plentifully sup-

plied with nerve-endings, but with no evidence of inflam-
matory reaction.
The authors point out [as have others] that apparently

similar nodules cannot infrequently be discovered which
do not cause pain, while in some cases the pain and
tenderness are intermittent. W. S. C. Copeman.

Treatment of Localized Rheumatic Conditions with
Hyaluronidase. (Behandlung lokalisierter rheuma-
toider Erkrankungen mit Hyaluronidase.) FLUCKIGER,
P. (1952). Praxis, 41, 536. 2 figs, 17 refs.
After discussing the nature of the mesenchymal

"ground-substance" and the question of its fibrinoid
degeneration in chronic rheumatism, the author gives
brief case-histories of twenty patients whose localized
rheumatic affections were treated by infiltration with a

hyaluronidase preparation. They included cases of
"humero-scapular periarthritis", arthritis of one knee,
spicondylitis, lumbago, and several in which the diagnosis
was in doubt. The treatment was said to have been
successful in thirteen cases and unsuccessful in seven.
X-ray examination in one case of "humero-scapular peri-
arthritis" revealed that calcification had disappeared after
treatment. The injections frequently cause pain and, it is
suggested, a local analgesic could be added with advan-
tage; it was omitted in these cases in order to evaluate the
effect of hyaluronidase alone. D. Preiskel.

Course and Prognosis of Periarthrosis Humeroscapularis
with Special Regard to Cases with General Symptoms.
[In English.] MEULENGRACHT, E., and SCHWARTZ, M.
(1952). Acta med. scand., 143, 350. 3 figs, bibl.
Although periarthrosis humeroscapularis shows an

extraordinarily typical and uniform clinical picture, it
has been described under a large number of names. These
include arthritis humeri sicca, the painful shoulder syn-

drome, fibrositis of the shoulder and neck region, humero-
scapular bursitis, subdeltoid bursitis, periarticular fibro-
sitis, the shoulder-hand syndrome, and many others.
Of the 78 patients treated at the Bispebjerg Hospital,

Copenhagen, and described in this paper, two-thirds were

women; all were over 40 years of age, and the majority
were over 50. In most cases no disease-producing factors
could be demonstrated, though-injury to the shoulder,
long confinement to bed, cerebral haemorrhage, and
angina pectoris were each thought to be possible aetio-
logical factors in a few cases. Of the 78 patients, 28 had
had prolonged courses of barbiturates and most of them
continued to take these hypnotics during the recovery

period without ill-effect. Graves's disease preceded the
periarthrosis in sixteen of the cases, and the onset of the
two diseases was closely related in time; myxoedema
occurred in a further two, goitre in two, and medica-
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ANNALS OF THE RHEUMATIC DISEASES
Diagnosis and Treatment of Scapulocostal Syndrome.

RUSSEK, A. S. (1952). J. Amer. med. Ass., 150, 25.
1 fig.
The author describes the scapulo-costal syndrome as

"manifested by the insidious development of pain in the
superior or posterior aspect of the shoulder girdle", with
radiation to the neck and occiput, arms and hands, or to
the pectoral muscles, being caused by "long-standing
alteration of the relationship between the scapula and the
posterior thoracic wall". He refers to case reports appear-
ing in the Italian and German literature as far back as
1873 and to recent American publications [but appears
to be unacquainted with the work of Bowlby, Turney,
Gowers, and other British authorities on brachial
neuritis, or with the important contributions of French
workers in the later years of the 19th century]. He des-
cribes three types of the syndrome-primary, secondary,
and static-and regards defects of posture (especially
those of occupational origin), fatigue, and trauma (both
slight and severe) as important causal factors. The con-
dition may be a sequel of subacromial bursitis, calcifica-
tion of the supraspinatus tendon, fractures of the bones
of the arm (especially Colles's fracture), amputation,
abscesses of the neck or shoulders, and many other
lesions of the arms and shoulders. The scapula in this
syndrome is described as sagging, rotated, or retracted,
the tissues between it and the chest wall being extremely
sensitive. The disorder is stated by the author to be
extremely common, but often improperly diagnosed as
bursitis, neuritis, fibrositis, or arthritis. [It might be
more reasonable to retain such diagnoses and to regard
the syndrome as a manifestation of fibrositis beneath
and around the scapular region, of which the trigger
points are readily discovered by needling. It is fairly
obvious that the syndrome described is a common form
of fibrositis.]
The treatment advised by the author is the injection

into the tender points of a local analgesic, the most
effective, in his experience, being "intracaine". It is
emphasized that the syndrome can be cured permanently
when properly diagnosed and treated in this way, together
with correction of defects of posture by means of appro-
priate exercises and supports where necessary.

C. W. Buckley.

General Pathology

Weltmann Reaction in Active Rheumatic Fever. (A
reac,o de Weltmann na doenSa reumitica ativa.)
NETO, M. M. R., DECOURT, L. V., and TRANCHESI, B.
(1952). Rev. paulist. Med., 41, 137. 7 refs.
Human serum, if sufficiently diluted, will not coagulate

on heating. However, if an electrolyte such as calcium
chloride is added to the serum it is found that coagula-
tion will take place at a higher dilution. The Weltmann
reaction makes use of the fact that the maximum degree
of dilution at which coagulation takes place varies in the
presence of certain diseases. A series of ten dilutions is
set up and calcium chloride added; normally, coagula-

tion takes place in the first six, in exudative diseases
coagulation takes place only in the first two or three tubes
(shift to the left), whereas in proliferative or fibroblastic
conditions coagulation takes place even in the highest
dilution (shift to the right). The authors compared the
results of this test with the corrected erythrocyte sedi-
mentation rate (Wintrobe) in eighteen cases of active
rheumatic fever, with and without heart failure, to deter-
mine which of the two was the more closely related to the
degree of activity of the diseases as judged from the
presence of arthritis and fever, the leucocyte count, the
Q-T interval on the electrocardiogram, and the radio-
graphic appearance of the heart. Tests were carried out
immediately on admission and subsequently at varying
intervals.
The erythrocyte sedimentation rate (E.S.R.) was

elevated in sixteen out of the eighteen cases on admission,
whereas the Weltmann reaction showed a shift to the left
in only twelve. Of the six patients in whom the Weltmann
reaction was normal, in two the disease was clinically only
slightly active, while three had cardiac failure, suggesting
that this complication might have interfered with the
reaction. When the tests were repeated at suitable inter-
vals it was found that the Weltmann reaction was more
sensitive than the E.S.R. to changes in activity; in fact on
five separate occasions the E.S.R. became normal while
clinical activity was still present. The authors are of the
opinion that the administration of sodium salicylate may
affect the E.S.R., whereas the Weltmann reaction does
not appear to be modified by salicylate therapy. In the
three cases of cardiac failure mentioned above, the
reaction remained normal and the patients recovered,
whereas two other patients with cardiac failure, in whom
the Weltmann reaction showed a progressive shift to the
left, both died, suggesting that such a change in the
presence of failure may indicate a lethal prognosis. In
only two cases out of the eighteen did the Weltmann
reaction show a shift to the right. Both these patients
had cardiac failure, even after prolonged convalescence.

Paili B. Woolley.

C-Reactive Protein in Rheumatic Fever. HILL, A. G. S.
(1952). Lancet, 2, 558. 4 figs, 8 refs.
C-reactive protein is an abnormal constituent of the

blood and other body fluids, and can be detected in the
active stages of many infective and non-infective con-
ditions. It forms a precipitate with the C, or somatic,
polysaccharide of the pneumococcus.
The author has tested the serum for C-reactive protein

in thirteen cases of rheumatic fever. Positive reactions
were obtained in all the cases, changes in the concentra-
tion of C-reactive protein faithfully reflecting fluctuations
in the activity of the disease. These changes tended to
parallel variations in the erythrocyte sedimentation rate,
but the latter often remained high during early con-
valescence after C-reactive protein had disappeared. A
clinical response to salicylate treatment was followed
closely by the disappearance of C-reactive protein.

R. S. Illingworth.
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seen. A test was regarded as positive if the agglutination
titre was over 1 : 250 or the absorption rate more than
70 per cent. Positive tests were obtained in 97 7 per cent.
of 47 active cases of rheumatoid arthritis, and in 78-5
per cent. of the 312 patients with severe and mild rheuma-
toid arthritis. Ankylosing spondylitis and Reiter's
disease generally showed a negative reaction, but in
muscular rheumatism withoutjoint symptoms the reaction
was positive in some cases.

Unfortunately the findings of other workers cannot be
compared with these results owing to differences in
technique; the need for a standardized test is stressed.
The methods used in this work are described elsewhere
by the authors (Ann. rheum. Dis., 1950, 9, 377).

Peter Story.

Observations on Methods of Measuring the Erythrocyte
Sedimentation Rate. GOLDBERG, A., and CONWAY, H.
(1952). Brit. med. J., 2, 315. 7 refs.
At the Western Infirmary, Glasgow, the Westergren

and Wintrobe methods of measuring the erythrocyte
sedimentation rate were compared in 52 patients suffering
from various complaints. It was found that in six of the
cases raised Westergren readings, compatible with the
clinical conditions, were associated with normal readings
by the Wintrobe method; in three instances, in which
there was abnormality of the plasma proteins, the dis-
crepancy was very gross.
The Wintrobe method, however, has the advantage of

requiring only 5 ml. oxalated blood. An adaptation of
the Westergren method to the use of oxalated blood was
therefore sought, and in this paper a convenient modi-
fication of that method is described. Blood, oxalated as
for the Wintrobe test, was diluted with 3-8 per cent.
sodium citrate in the usual proportion of 4 to I and the
erythrocyte sedimentation rate was then measured in a
Westergren tube. When compared with the standard
Westergren test, this modified technique gave similar
readings in 49 out of fifty cases. The modified test was
reliable up to 3 hours after withdrawal of blood, as was
the standard Westergren technique; because of this, and
the convenience of performing all haematological tests on
a single specimen of oxalated blood, the method may be
valuable for use in domiciliary practice. Peter Story.

Studies on Articular Permeability. I. Outlines of Articular
Anatomy and Physiology and Methods of Examination
of the Permeability of the Synovial Membrane. (Studi
sulla permeabilitA articolare. I. Nozioni generali di
anatomia e fisiologia del cavo articolare e metodica di
esame della permeabiliti della membrana sinoviale.)
NATALI, G., MORETTINI, A., and GIUNTA, A. (1952).
Riv. crit. clin. med., 51, 448. Bibl.

II. Influence of Age and Mosomucinases on the Perme-
ability of the Synovial Membrane in Rabbits. (Studi
sulla permeabilita articolare. II. Influenza dell'et& e
delle mesomucinasi sulla permeabiliti della membrana
sinoviale del coniglio.) MORETTINI, A., GiUNTA, A.,
and NATALI, G. (1952). Riv. crit. clin. med., 51, 461.
11 refs.

Studies on Agglutination of Sensitized Sheep Cells in
Rheumatic Diseases. I. Agglutination Titre after
Primary Absorption of Serum by Sheep Cells. [In
English.] WINBLAD, S. (1952). Acta med. scand.,
142, 450. 15 refs.
The blood serum from 1,346 patients with various

diseases, mostly rheumatic, was tested for agglutinins
against sensitized sheep cells after preliminary absorption
with normal cells. The sera of about half the patients
with clinical rheumatoid arthritis gave a positive reaction
to the test, but in isolated cases a positive reaction was
also obtained with serum from patients with other
diseases; these included nephritis, ulcerative colitis, peri-
arteritis nodosa, and subacute bacterial endocarditis.
The agglutination titres were roughly correlated with

the erythrocyte sedimentation rates and streptococcal
agglutination titres, and tended to be higher in cases of
longer standing. Peter Story.
II. On the Nature of the Agglutinating Serum Factor. [In

English.] WINBLAD, S. (1952). Acta med. scand., 142,
458. 12 refs.
In the demonstration of the agglutinating serum factor

the quantity of sensitizing serum was found to be of
paramount importance. The agglutinating property of
sensitizing serum was independent of its haemolytic
activity, thus suggesting that two different antibodies are
involved. The agglutination phenomenon was best demon-
strated with sheep cells, but it could also be produced
with horse or ox cells after sensitization with homologous
antiserum. It was not essential to use rabbit serum as the
sensitizing agent; immune guinea-pig serum also served,
but not so well. A characteristic feature of the factor is
thus its agglutination of sensitized cells. It differs from
agglutinating antibodies in that it cannot be absorbed in
the usual manner.
A new observation was that a dilution of 1 : 2 of nor-

mal or immune rabbit serum inhibited agglutination of
sensitized sheep cells, provided that they had not been
sensitized too strongly; guinea-pig, horse, or ox sera did
not show this phenomenon. In contrast the agglutination
reaction was enhanced by the addition of undiluted
rabbit serum and other animal sera. The significance of
this last observation is discussed, and the actions of the
agglutinating serum factor are compared with those of
Coombs's serum. Peter Story.

Hemagglutination Test with Sensitized Sheep Cells in
Rheumatoid Arthritis and Some Other Diseases. [In
English.] SVARTZ, N., and SCHLOSSMANN, K. (1952).
Acta med. scand., 142, 420. 18 refs.
Agglutination tests were made on blood sera and joint

fluids from patients with rheumatoid arthritis and other
diseases, from healthy persons, and from infected labora-
tory animals. In 89 5 per cent. of 312 patients with
rheumatoid arthritis the sera agglutinated sensitized sheep
cells at titres of 1: 64 to 1: 16,384; after preliminary
absorption with unsensitized sheep cells 80 per cent. of
these sera had agglutination titres for sensitized cells
within 70 to 100 per cent. of the original titres. In healthy
subjects no agglutination titres higher than 1: 32 were
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ANNALS OF THE RHEUMATIC DISEASES
Experimental Studies of the Behaviour of the Permeability

of the Capillaries to Plasma Albumin in Rheumatoid
Arthritis before and after Treatment with Deoxycortone
Acetate and Ascorbic Acid. (Utersuchungsergebnisse
uber das Verhalten der Kapillarpermeabilitat fur
Plasma-Eiweiss bei der Polyarthritis chronica vor und
nach der Einwirkung von Desoxycortikosteronazetat
und Askorbinsaure.) MELLEROWICZ, H. (1952).
Z. Rheumaforsch., 11, 199. Bibl.

Anti-Arthritic Substances and Certain New Products as

Factors influencing Permeability. (Osservazioni su

sostanze antiartritiche e su alcuni nuovi prodotti come
fattori influenzanti la permeabilitA.) BIANCHI, C., and
MELI, A. (1952). Arch. Sci. biol., Napoli, 36, 447.
32 refs.

Transport of Radioactive Sodium across the Synovial
Membrane of Normal Human Subjects. JACOX, R. F.,
JOHNSON, M. K., and KOONTZ, R. (1952). Proc. Soc.
exp. Biol., N. Y., 80, 655. 5 refs.

Reactions of the Fibroblast in Acute Rheumatism. (Les
reactions du fibroblaste dans la maladie de Bouillaud.)
LUTEMBACHER, R. (1952). Pr. mid., 60, 1509. 4 figs.

Role of Certain Ultramicroscopic Organisms in Rheumatic
Disease; Ankylosing Spondylitis and the Chlamydozoa.
(R6le de certains ultra-germes dans les affections
rhumatismales ; spondylarthrite ankylosante et
chlamydozoacees.) COSTE, F., BOUREL, M., and
SIBOULET, A. (1952). Rev. Rhum., 19, 765. 4 figs, bibl.

ACTH, Cortisone, and Other Steroids

Use of the Preparation "G-15.903" in Rheumatic Diseases.
(Sobre o emprego do preparado G-15.903 em doencas
reumAticas.) BONOMO, I. (1952). Rev. brasil. Med.,
9, 462. 8 refs.
"G-15,903" consists of a mixture of equal parts of

amidopyrine and "G-1 3,871" (1 : 2-diphenyl-3: 5-dioxo-
4-n-butylpyrazolidine), a synthetic product in which
amidopyrine is soluble. The author describes the effects
of this preparation, injected intramuscularly, in 56 cases
of rheumatoid arthritis and allied conditions. A 30 per
cent. solution was used and 5 ml. given on alternate days
up to a total of ten injections. Pain was rapidly relieved
in all except five cases, and the inflamnmation appeared to
resolve more quickly than in cases treated with cortisone.
The erythrocyte sedimentation rate, however, was not
affected appreciably, though the temperature fell to nor-

mal within 3 days in all except one case. Spasm was
reduced significantly. The conditions treated were

extremely varied, ranging from rheumatoid arthritis
(fifteen cases) to traumatic arthritis (four cases), and
excellent results were obtained even in the latter group.
Three patients with rheumatic fever, given a lower dosage,
were symptom-free within 48 hours. The author warns

against using the drug indiscriminately as complications
were not uncommon: eighteen patients suffered from
local irritation (attributed to poor injection technique)

and six from vertigo. Nine patients developed depenadent
oedema due to chloride retention, but there was no
elevation of the blood pressure; moreover, these patients
were all over 50 years old and the oedema disappeared on
stopping the injections. There were three cases of tran-
sitory glycosuria, but no case of agranulocytosis-a com-
plication which has been described in other trials.
The author considers that G-15,903 acts by stimulating

the pituitary-adrenal mechanism, the evidence for this
being found in the return of symptoms on stopping
treatment and the variety of conditions relieved by the
drug. Paul B. Woolley.

Corticotrophin and Cortisone Treatment for Systemic
Lupus Erythematosus. DuBois, E. L., COMMONS, R. R.,
STARR, P., STEIN, C. S., and MORRISON, R. (1952).
J. Amer. med. Ass., 149, 995. 3 figs, 19 refs.
The authors report, from Los Angeles County Hospital,

the effect of corticotrophin and cortisone therapy in 45
cases of systemic lupus erythematosus (fifteen being des-
cribed in an addendum to the paper). It is estimated that
spontaneous remissions occur in about 20 per cent. of
cases of lupus erythematosus, but the authors claim that
corticotrophin and cortisone induce a higher rate of
remission. There was no evidence, however, that the
treatment prolonged life expectancy.
The details of treatment are given. Continuous intra-

venous infusion was preferred initially for cortico-
trophin rather than 4-hourly injections, and this was con-
tinued until a "Cushingoid" appearance was established,
usually after 7 to 14 days of treatment, after which oral or
combined therapy was used. The development of a
"Cushingoid" appearance was usually associated with a
remission, but the disappearance of fever was the first
sign of success of the therapy. With intravenous doses of
40 to 60 mg. cbrticotrophin a fall in temperature generally
occurred within 48 hours of the start of treatment; if fever
persisted, the dose was raised to 100 mg. daily, and in
some cases as much as 600 mg. corticotrophin per day
was given. To combat the adverse effects of the hormones
adjuvant measures were used simultaneously, a diet con-
taining 200 mg. sodium being given initially, and later
8 to 12 g. potassium chloride per day, with 500 mg.
ascorbic acid and 500 mg. testosterone propionate.
This dose of testosterone propionate was continued for as
long as 35 days without virilism developing in female
patients. Some difficulty was experienced in differentiat-
ing between the symptoms of complications and symp-
toms due to the spread of the lupus erythematosus, as, for
example, convulsions, peri-orbital oedema, and nephro-
pathy. Renal function sometimes returned to normal
during remissions, whether induced or spontaneous; in
five out of fourteen remissions the nephropathy improved
and L.E. cells disappeared after 6 weeks. Persistent
anaemia in the absence of uraemia usually indicated
inadequate dosage. The authors conclude that failure to
respond to the hormones was due to inadequate dosage
or to an extreme exacerbation of the disease.

[The criteria used for diagnosis in the cases treated
were sound. But in judging results the authors used for
comparison 34 untreated patients who died in the hospital
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During the clinical trial the authors noted changes
in weight, in the erythrocyte sedimentation rate, in serum
protein fractions, and in the serum urate-creatinine ratio,
but no significant variation in these values was observed.
In two patients there was a significant increase in the
urinary excretion of histidine and of 17-ketosteroids and
in the Pettenkofer-chromogen: 17-ketosteroid ratio after
oral and parenteral administration of 1 -ketopro-
gesterone.
The authors conclude, however, that I 1-ketopro-

gesterone is without significant clinical effect in rheu-
matoid arthritis.

C. E. Quin.

Corticotropin, Protamine Supplement, and Plasma
Fibrinogen Levels in Chronic Arthritis. PETERMAN,
E. A. (1952). J. Mich. med. Soc., 51, 1191. 5 figs,
13 refs.
The author, working at Providence Hospital, Detroit,

studied the effect of ACTH combined with protamine
sulphate in rheumatoid arthritis, particularly the effect
on the plasma fibrinogen level. He points out that the
increased plasma fibrinogen level in rheumatoid arthritis
has not been explained, and he suggests that the increase
is a compensating mechanism brought into action by a
deficiency of thromboplastin, that deficiency in turn being
caused by over-production of heparin. Both heparin and
protamine are powerful anti-thromboplastins, but they
have a greater affinity for one another than for thrombo-
plastin; hence the use of protamine as an antidote for an
overdose of heparin. According to this hypothesis the
plasma fibrinogen level should gradually fall to normal
as excessive heparin-like material is neutralized by injec-
tion of protamine, but when neutralization has taken
place any excess protamine would act as an anti-thrombo-
plastin and bring about a rise in plasma fibrinogen
level.
ACTH was given to 26 patients with rheumatoid

arthritis until it was certain that no further benefit could
be obtained from this drug alone. Protamine sulphate
was then given intravenously, or protamine without the
sulphate radical intramuscularly, in the same gelatin
menstruum as the ACTH. The results obtained with the
combination of protamine and ACTH were those which
were to be expected on the basis of the author's theory of
the action of these drugs. As little as 30 mg. protamine
sulphate intravenously each day was usually enough to
produce a gradual lowering of the plasma fibrinogen level
to normal, this being accompanied by further clinical
improvement. Patients with a higher fibrinogen level
required 50 to 75 mg. protamine sulphate daily to produce
a continuous fall. When the drug was given in amounts
exceeding 100 mg. daily there was a rapid fall, soon to be
followed by a rise in the plasma fibrinogen level. Similar
results were observed when the protamine was given
intramuscularly. The addition of protamine enhanced
the partial clinical remission achieved with ACTH in 21
of the 26 patients.

C. E. Quin.

in the period 1935-50; in the abstracter's opinion it would
have been better if alternate cases had been selected for
treatment, the others providing the controls.]

R. E. Tunbridge.

Hyaluronidase-Haemoglobin Dispersion Test in Rheumatic
Fever and Rheumatoid Arthritis and its Relation to
Corticotrophin Therapy. (Le test de dispersion hya-
luronidase hemoglobine dans la fievre rhumatismale
aigue et dans l'arthrite rhumatoide traitees ou non
par la corticotrophine hypophysaire.) MAHAUX, J.
(1952). Acta clin. belg., 7, 338. 6 figs, 14 refs.
The interest which has of recent years become focused

upon the rheumatic diseases as the result of developments
in hormonal therapy has led to the more detailed study
of the physiology and pathology of collagen and con-
nective tissue. The authors have devised a simple test
involving the intradermal injection of hyaluronidase,
together with haemoglobin as an indicator, whereby the
spreading factor in skin and connective tissue may be
estimated. They find that a clinical remission of rheu-
matoid arthritis produced by corticotrophin is accom-
panied by a significant reduction in the area of spread.
This increases again when the patient's disease relapses.
They consider that this reduction in the area of spread
observed under hormonal therapy is unlikely to result
from a simple inhibitory action on hyaluronidase, and
suggest that it is probably the result of a synthesis,
within the ground substance of the connective tissue, of
mucopolysaccharides relatively resistant to the action of
hyaluronidase. W. S. C. Copeman.

Clinical Trial of l1-Ketoprogesterone in Rheumatoid
Arthritis. DUFF, I. F., ROBINSON, W. D., and WOLFSON,
W. Q. (1952). J. Mich. med. Soc., 51, 1176. 1 fig.,
9refs.
The authors, working at the Rackham Arthritis

Research Unit (University of Michigan), investigated the
effect of 1 1-ketoprogesterone in rheumatoid arthritis.
Their interest in this steroid was aroused by a report that,
in a dose comparable with the effective dose of cortisone,
this compound was capable of inhibiting the growth of
chick embryos, as is cortisone.

I -Ketoprogesterone, preceded and followed by a
placebo, was given to three women and two men with
rheumatoid arthritis, three of the patients receiving the
drug by intramuscular injection and two by mouth. In
one case, however, oral treatment had to be stopped after
3 days because of the development of dermatitis. The
other four patients received the steroid for 7 to 9 days, the
total dosage ranging from 3-2 to 7-2 g. Gradual sub-
jective and objective improvement was observed in all
cases, but it began when the preliminary placebo was
given, continuing throughout the administration of the
steroid and into the period when the placebo was given
afterwards. In no instance was there a dramatic bene-
ficial effect such as that observed with cortisone therapy.
Intramuscular injections caused a severe local inflam-
matory reaction.
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ANNALS OF THE RHEUMATIC DISEASES
Mode of Action of Corticotrophin and Cortisone on

Allergic Reactions. (Der Wirkungsmechanismus des
ACTH und Cortison bei allergischen Reaktionen.)
WEINMANN, O., TWRDY, E., and HAMMERL, H. (1952).
Wien. Z. inn. Med., 33, 255. 4 figs, 40 refs.
Guinea-pigs were sensitized to egg albumin by intra-

peritoneal injection, and shock was induced 18 days later
by exposure to an aerosol of 2 per cent. egg-albumin
solution. The respiration of the shocked animals was
recorded pneumographically. Corticotrophin given in
doses of 2 to 10 mg. one day before the shock and again
on the day of the shock had no influence on its lethal
effect, but 100 mg. corticotrophin given in the same way
protected the animals, which showed signs of mild
bronchospasm only. If the corticotrophin was given
during the whole period of sensitization, doses of 2 mg.
and 5 mg. daily rarely protected, but 8 mg. and 10 mg.
daily prevented the fatal outcome of the otherwise violent
shock. Cortisone, given in a daily dose of 8 mg., prevent-
ed fatal shock even if it was given only for 3 to 8 days at
the beginning or the end of the sensitization period. The
protection afforded by corticotrophin usually lasted for
4 days after its omission. Seven guinea-pigs were passive-
ly sensitized with the serum of rabbits made sensitive to
egg albumin, three of which had also received 12-5 mg.
cortisone daily during sensitization. The guinea-pigs
which received the serum of the rabbits given cortisone
survived the shock, whereas the control animals died.
[One serious methodological objection to these experi-
ments is that the number of guinea-pigs used for each
experiment was never more than three, and usually only
one animal was used.]

H. Herxheimer.

Allergic Reactions to Cortisone and Corticotrophin.
(ACTH, cortisone et manifestations allergiques.)
StZE, S. DE, RYCKEWAERT, A., ROBIN, J., DEBEYRE, N.,
and RENIER, J. C. (1952). Rev. Rhum., 19, 608. Bibl.
The authors report a number of clinical observations

on allergic reactions and idiosyncrasy to ACTH and
cortisone, and give details of six relevant cases. In some
cases undergoing prolonged cortisone therapy, general-
ized urticaria developed in patients who gave no previous
history of the condition. The use of gold salts in conjunc-
tion with cortisone produced an unusually high incidence
of reactions. ACTH induced the reappearance of an
urticaria relieved 3 days previously by an antihistaminic
drug. In one case an anaphylactic alimentary reaction
was not influenced by ACTH or cortisone. In other cases,
in which previous treatment had produced allergic
reactions, the administration of cortisone or ACTH had
a beneficial effect. In discussing the explanation of these
facts the authors suggest that the beneficial effect of
ACITH and cortisone given for short periods is due to
their inhibition of certain tissue activities, but that in
prolonged administration the hormones may cause inhibi-
tion of fibroblast formation, interference with antibody
formation, and general disturbance of hormone meta-
bolism.

Kathleen M. Lawther.

Comparison of the Duration of Action of Various Long-
Acting ACTH Preparations in Human Subjects.
WOLFSON, W. Q., and FAJANS, S. S. (1952). New Engl.
J. Med., 246, 1000. 1 fig., 7 refs.
The authors have compared the duration of action

of two preparations of corticotrophin adsorbed on to
aluminium phosphate ("adactar" and "adactar tannate")
with that of non-adsorbed preparations such as cortico-
trophin in oil and corticotrophin in gelatin. In normal
subjects and patients not at the time receiving exogenous
corticotrophin (97 subjects in all) the degree of eosino-
penia persisting 24 hours after a single subcutaneous
100-unit dose of the preparation was estimated. The
ability of this dose to hold the circulating eosinophils to
less than 50 per cent. of the initial level was taken as a
rough criterion of a satisfactory 24-hour response. By
this standard, adactar tannate was satisfactory in 78 per
cent. of subjects, adactar in 74 per cent., corticotrophin
in gelatin in 59 per cent., and corticotrophin in oil in 50
per cent. Thus the adsorbed preparations were clearly
superior to the non-adsorbed in duration of action. More
recent work has shown that adactar prepared from crude
corticotrophin by the glacial acetic acid process is even
longer-acting than that obtained by the isoelectric
precipitation process. Nancy Gough.

Influence of Cortisone on the Evolution of Acute Infection
and the Development of Immunity. GERMUTH, F. G.,
OTTINGER, B., and OYAMA, J. (1952). Bull. Johns Hopk.
Hosp., 91, 22. 9 figs, 18 refs.
In experiments carried out at the U.S. National Micro-

biological Institute, Bethesda, Maryland, it was found
that the local response to an intracutaneous injection of
1,000 Type-II pneumococci occurred later and was less
severe in rabbits treated with cortisone (15 mg. per kg.
body weight for 1 day and 10 mg. per kg. thereafter)
than in controls. All animals developed a moderate
bacteriaemia after 12 hours. The five controls survived,
the blood culture being negative by the sixth day in three,
but in all five cortisone-treated rabbits the bacteriaemia
was progressive and four were dead by the sixth day.
Histological examination of the skin of another group
of animals treated similarly revealed, in the controls,
necrosis, thrombosis of small vessels, numerous neutro-
phils, and only a few bacteria, and in the cortisone-
treated animals no thrombosis or necrosis, only a few
leucocytes, and many bacteria. Phagocytosis was observ-
ed in the treated rabbits.
To study the effect of cortisone on the growth of

bacteria locally five rabbits treated with successive daily
doses of 50,40, 20, and 20 mg. cortisone and five untreated
controls were given an injection of 1,000 Type-1I pneumo-
cocci into each testis. In the controls the number of
bacteria in the testis increased during the first day and
then decreased, none remaining after 72 hours; there was
a transient bacteriaemia. In the cortisone-treated rabbits
bacteria were more numerous in the testis than in the
controls throughout, andt massive infection of the testis
was present in 48 hours; three of these rabbits died within
72 hours. To study the effect of cortisone on bacteriaemia,
1,000,000,000 Type-II pneumococci were injected intra-
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affected infant who has remained well after an exchange
transfusion.
The authors consider this one case encouraging enough

to warrant further trials, since the mother had lost her
previous child (her second) from erythroblastosis foetalis,
her serum contained incomplete antibody, and her hus-
band was homozygous. I. Dunsford.

Hemostatic Defect in Thrombocytopenia as Studied by the
Use ofACTH and Cortisone. FALOON, W. W., GREENE,
R. W., and LOZNER, E. L. (1952). Amer. J. Med.,
13, 12. 7 figs, 30 refs.
On the basis of a study of four patients with idiopathic

thrombocytopenic purpura and three with purpura and
thrombocytopenia associated with leukaemia, the authors
conclude that the haemostatic defect in thrombocyto-
penia is due to abnormal vascular fragility and to reduced
production (or increased destruction) of platelets, with
the associated defects in clot retraction and prothrombin
utilization. The abnormal vascular fragility responded to
administration of corticotrophin or cortisone, whereas
the platelet defect was only irregularly corrected by hor-
mone therapy. In two cases of idiopathic thrombocyto-
penic purpura splenectomy was carried out during the
course of corticotrophin therapy. No complications
occurred and there was no evidence of delayed wound
healing in either patient. The clinical improvement in the
bleeding tendency which followed treatment with cortico-
trophin or cortisone lasted from 2 days to a year after
treatment ceased. A. Brown.

Effect of Corticotrophin (ACTH) and Cortisone on
Idiopathic Thrombocytopenic Purpura. WILSON, S. J.,
and EISEMANN, G. (1952). Amer. J. Med., 13, 21.
6 figs, 21 refs.
Corticotrophin and cortisone were given to twelve

patients with idiopathic thrombocytopenic purpura; in
five of the twelve there was complete clinical and haemato-
logical remission. In the first of these five patients
splenectomy 4 years previously had been unsuccessful.
The patient had a relapse which responded completely
to administration of corticotrophin, but the thrombo-
cytopenia returned when corticotrophin was stopped;
cortisone subsequently had little effect. In the second
patient splenectomy was successfully carried out during
remission after a course of corticotrophin; about 3 months
later a relapse occurred. The third patient, a girl of six
years, had two courses of corticotrophin, each of which
was followed by good temporary response; a course of
cortisone was then given, after which no relapse was
observed over a period of 14 months. Two children were
given cortisone orally with excellent results: there was no
relapse after 275 and 193 days respectively. Platelet res-
ponse, when observed, occurred up to 14 days after the
start of treatment.

In seven patients the platelets did not respond to
administration of cortisone or corticotrophin. In all but
one, however, there was some clinical improvement.

A. Brown.

venously into sixteen rabbits, eight having been given
daily doses of cortisone (20, 10, and 10 mg.) for 3 days
before injection. In the controls (with one exception) the
organisms were rapidly removed from the blood stream,
the blood culture being negative by the fourth day in three
cases. One control died. In the cortisone-treated animals
there was an initial fall in the number of bacteria in the
blood, but after 12 hours a progressive septicaemia
developed and all the animals had died by the fourth day.
When the experiment was repeated with an avirulent
(non-encapsulated) pneumococcus, the clearance rate was
rapid in both control and treated rabbits. After passive
immunization of rabbits with antipneumococcal rabbit
serum, the clearance rates of encapsulated and non-
encapsulated pneumococci were similar. The authors
suggest that cortisone may increase the rate of multiplica-
tion of these organisms in the body, although they could
not demonstrate any such effect in vitro.
To determine the effect of cortisone on antibody pro-

duction, ten rabbits were given an intravenous injection of
1,000,000,000 Type-II pneumococci and five were then
treated with cortisone (successive daily doses of 30, 20,
10, and 10 mg., then 5 mg. for 4 days). After 24 hours, the
infection was halted in all ten by means of a 5-day course
of penicillin. Another group of five rabbits received
cortisone only, and a fourth group of five normal rabbits
acted as controls. After 3 weeks, all twenty animals
were given a challenge dose of 1,000,000,000 pneumococci
intravenously. In the group given cortisone, only the
clearance rate was just below that of the untreated
controls, whereas in all the previously infected animals
the clearance rate was very rapid, indicating that corti-
sone had not prevented the immune response to pneumo-
coccal infection. Cortisone had no effect on the rate of
clearance of haemolytic staphylococci injected intra-
venously, and while none of twelve cortisone-treated
animals died, five out of twelve controls died within
48 hours, suggesting that cortisone might have suppressed
the toxic action of the organism.

Finally, to determine the effect of cortisone on the
pyrogenicity and lethal action of a typical bacterial
endotoxin, six rabbits were treated with cortisone (30, 20,
10, and 10 mg. on successive days) and then, together
with six controls, given an injection of 4 ml. of a typhoid
vaccine containing 1,000,000,000 organism per ml. The
treated animals developed a lesser degree of pyrexia than
did the controls. Of 26 rabbits treated with various
amounts of cortisone and typhoid vaccine, only two died,
whereas of 26 controls given typhoid vaccine only, four-
teen died. M. Lubran.

Attempt to prevent Erythroblastosis Foetalis by Use of
Cortisone during Pregnancy. ANDERSON, J. R., BARR,
G. M., and SLESSOR, A. (1952). Brit. med. J., 2, 542.
2 figs, 24 refs.
In an attempt to suppress antibody action on an

Rh-positive foetus, cortisone was administered orally
from the 34th to 37th weeks of pregnancy. A dose of
100 mg. cortisone was administered daily, no harmful
effect on the mother being observed. Induction of labour
at the end of treatment resulted in the delivery of a mildly
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ANNALS OF THE RHEUMATIC DISEASES

Corticotropin (ACTH) in the Treatment of Acute Sub-
acromial Bursitis. STEINBERG, C. L., and ROODENBURG,
A. I. (1952). J. Amer. med. Ass., 149, 1458. 2 figs,
4refs.
At Rochester General Hospital, New York, six patients

with subacromial bursitis were treated with cortico-
trophin (ACTH). The condition was acute in five cases
and chronic in one. The authors advise that intramuscular
injections of 50 U.S.P. units should be given twice on the
first day and once on the second and third days. In the
five patients with acute symptoms the response was rapid;
pain was relieved and full movements were restored
within a few days. In the one patient with a chronic
bursitis the course of treatment was longer and the res-
ponse slower, but pain was completely relieved and the
range of movement increased.

[In the one patient with chronic symptoms the con-
dition would be described in Great Britain as a peri-
arthritis or capsulitis.] J. S. Batchelor.

Treatment of Bursitis by Local Injection of Hydrocortisone
Acetate. ORBACH, E. J. (1952). J. int. Coll. Surg.,
18, 159. 3 figs, 7 refs.
The author reports his results in eight cases of bursitis

treated in private practice. Most of the cases were of
supraspinatus tendinitis or subdeltoid bursitis, in either
the acute or chronic phase. The injection of 1 ml. of
a suspension of hydrocortisone acetate in saline (con-
taining 25 mg. of the hormone) relieved the pain within
a day or two. In only one case was it necessary to give
more than one injection. The acute type of case tended
to respond more rapidly than the chronic, but in both
types the full range of movement was restored.

Peter Ring.

Sudeck's Atrophy and Cortisone. DWYER, A. F. (1952).
Med. J. Aust., 2, 265. 4 figs, 4 refs.
When Sudeck in 1950 described a post-traumatic

atrophy of the extremities of the limbs he considered the
process to be inflammatory. In more recent times the
syndrome of painful swelling of the soft tissues, vascular
stasis, joint stiffening, and radiological evidence of pro-
found osteoporosis, which may occasionally develop after
injury to the arm or leg, has been considered to be a form
of vasomotor or neurotrophic dystrophy. In this paper
a purely speculative explanation of the aetiology of such
a dystrophy is presented, and two cases suggestive of a
true Sudeck's atrophy are described in which, after
failure to respond to other treatment, great benefit
resulted from giving cortisone. The action of cortisone
in such conditions is discussed.

[Where the borderline lies between the ill effects of the
lack of active functional activity and some truly specific
dystrophy is hard to define, and this paper unfortunately
makes it no clearer.] R. Weeden Butler.

Relief of Status Asthmaticus by Continuous Intravenous
ACTH Therapy. LOCKEY, S. D., PAUL, J. D., GROSH,
J. L., GRISWALD, A. S., and STUBBS, D. S. (1952).
Ann. Allergy, 10, 592. 10 refs.
The results of treatment of status asthmaticus by con-

tinuous intravenous infusion of ACTH are described. To
nineteen patients doses of 10 to 80 mg. ACTH, dissolved
in 5 per cent. glucose with added potassium chloride, were
given over periods ranging from 10 to 19 hours. In all
cases the eosinophil count fell considerably after the end
of the infusion. Improvement was prompt and consider-
able by the end of the infusion, and lasted about twice as
long as the time required for the intravenous drip. In a
number of cases a relapse then occurred, and the pro-
cedure was repeated; in some instances the infusion was
given a third time. It was then found that the asthmatic
state had disappeared, and that the patient either did not
need further treatment or was satisfied with the anti-
asthmatic remedies which had hitherto given him relief.
The authors believe that the long duration of the

infusion is more important than the total amount of
ACTH given, and that often a total of 20 mg. will be
sufficient. [If these results can be confirmed, this method,
although of limited therapeutic scope, would be more
economical than the routine methods employed.]

H. Herxheimer.

Epinephrine Eosinopenia in Surgically Induced Addison's
Disease. MUEHRCKE, R. C., STAPLE, T. W., and
KARK, R. M. (1952). J. Lab. clin. Med., 40, 169.
1 fig., 19 refs.
The adrenaline eosinopenia test is based on the obser-

ved fact that in the healthy subject there is a fall of over
50 per cent. in the number of circulating eosinophils
4 hours after an injection of adrenaline. This reaction is
due to stimulation of the pituitary-adrenocortical mechan-
ism, and provides a means of assessing the integrity of
this system.
The authors have observed the response to adrenaline

in five patients who had undergone bilateral orchidectomy
and adrenalectomy for prostatic carcinoma with meta-
stases. The whole of both glands had been removed, and
since the patients had shown no response to ACTH it was
assumed that there were no adrenal rests. The patients
were, however, adequately maintained in a eu-adrenal
state by administration of cortisone by mouth. Since
fasting depresses the eosinophil count, the tests were per-
formed when the patients were on a normal diet and at
rest. Counts were made twice before, and 4 hours after,
injections of:

(a) 0 3 mg. adrenaline,
(b) 40 mg. ACTH,
(c) a saline placebo.

These three agents were tested on different occasions at
intervals of 4 days. In every case there was a satisfactory
fall in the eosinophil count after giving adrenaline, but
virtually no change after ACTH or saline.
The tests were repeated in five cases of Addison's

disease before and during cortisone therapy. Whereas
before treatment there was no eosinopenic response to
any of the agents, adrenaline produced a satisfactory
response in three patients receiving maintenance doses of
cortisone.
The authors conclude that whereas the induction of
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there was a significant fall in all cell counts in blood
and peritoneal fluid except for the total blood leucocyte
count, which was unchanged. All groups showed a
definite relation between the numbers of eosinophils in
the peripheral blood and peritoneal fluid. The authors
describe a series of changes which took place in the
eosinophils after administration of cortisone, resulting
in an increase in the number of small eosinophils which,
they suggest, represent a stage in their degeneration.
Before treatment neutrophils were absent from pleural
and peritoneal fluids, but 6 hours after giving cortisone
there was a rapid increase, while the percentage of these
cells in the peripheral blood also rose. They discuss
evidence against the theory that inhibition of production
of eosinophils in the bone marrow or of their distribution
to other organs is the cause of the eosinopenia, and recall
that other workers have suggested destruction of eosino-
phils by body fluids as the cause. Direct evidence of such
destruction, which has hitherto been lacking, is now
provided by the demonstration of an increase in degener-
ate forms on giving cortisone. The authors conclude that
cortisone and adrenaline cause a significant fall in the
number of cells in the peritoneal fluid, that the diminution
of eosinophils is related to that in the peripheral blood,
and that eosinophil degeneration and ingestion by
macrophages occurs, and is the cause of the eosinopenia
observed. R. St. J. Buxton.

Role of the Spleen in the Mechanism of the Induction of
Eosinopenia by Corticotrophin and Adrenaline. (Ober
die Rolle der Milz im Mechanismus der Eosinopenie
nach ACTH und Adrenalin.) PFEIFFER, E. F., SCHUTZ,
J., and SCHOFFLING, K. (1952). Z. ges. exp. Med.,
119, 347. 1 fig., bibl.
In experiments performed at the University of Frank-

furt-am-Main, six rats were each given a single injection
of 5 mg. corticotrophin. The eosinophil count in the
peripheral blood had decreased significantly after 4 hours,
whereas the total leucocyte count remained unchanged.
Splenectomy was then performed and an hour later
(5 hours after the injection) the eosinophil count in the
peripheral blood was still diminished, as also was that
in blood taken from the spleen. The total leucocyte count
had at this time decreased in the peripheral blood and
increased slightly in the splenic blood. Four days after
splenectomy corticotrophin still caused a fall in the
eosinophil count but no change in the total leucocyte
count.

In seventeen patients with chronic arthritis a marked
fall in eosinophil count was observed after the injection
of 25 mg. corticotrophin, and a fall also occurred, though
it was less marked, after the injection of 0 3 mg. adrena-
line. In five of six patients who had undergone splenec-
tomy for congenital acholuric jaundice, corticotrophin
and adrenaline caused a fall in the eosinophil count,
though not of the same statistical significance as in the
arthritic patients, whereas in the sixth patient the eosino-
phil count increased. The authors are unable to decide
from these findings whether the spleen plays any part
in the eosinopenic reaction to corticotrophin and adrena-
line. H. Herxheimer.

eosinopenia by adrenaline does not depend on pituitary-
adrenal integrity, it does depend on the presence of
cortisone. J. N. Harris-Jones.

Pituitary Cytological Manifestations of Heightened
Adrenocorticotrophic Activity. FINERTY, J. C., HESS,
M., and BINHAMMER, R. (1952). Anat. Rec., 114, 115.
4 figs, 24 refs.
Experiments were undertaken to determine if any cyto-

logical change in the anterior pituitary lobe accompanied
the physiological changes of increased discharge and
production of ACTH in response to stress. Rats were
exposed to stress by immersion in water at 700 C. for
5 seconds and killed at intervals of 1, 3, 12, and 24 hours.
The pituitary glands were removed and fixed for cyto-
logical study and the adrenal glands were weighed and
their ascorbic acid content estimated. The ascorbic acid
content of the adrenal glands had decreased by 38 per
cent. one hour after the immersion and by 33 per cent. at
12 hours. This is regarded as evidence of increased
ACITH activity (stress). The weight of the adrenal glands
had increased at 12 hours after immersion from 28 mg. to
33 mg., and after 24 hours to 38 mg. This is regarded as
evidence of hypertrophy. Compared with control rats no
cytoplasmic difference in the pituitary cells was found,
with one exception, namely, a marked increase in the
granules staining with acid haematein in the acidophil
cells, visible 3, 12, and 24 hours after immersion. It is
concluded that only the acidophil cells are involved in
changes associated with ACTH secretion under stress,
and that neither the above granules nor the azocarmine-
staining granules represent stored ACTH.

H. Herxheimer.

Mechanism for Eosinopenia induced by Cortisone and by
Epinephrine. PADAWER, J., and GORDON, A. S. (1952).
Endocrinology, 51, 52. 6 figs, 19 refs.
The authors, writing from New York University, con-

sider that the accepted explanation of the mechanism for
the eosinopenia following administration of cortisone is
based on inference, and they offer an experimental proof
for their view that it is due to destruction of eosinophils.
They used a modified Long-Evans strain of rats charac-
terized by the high concentrations of eosinophils in their
peritoneal and pleural fluids. Counts were made on peri-
pheral blood and peritoneal fluid using phloxine-
methylene blue in propylene glycol as described by
Randolph (J. Lab. clin. Med., 1949, 34, 1696). Body-
fluid samples were obtained after treatment, after
anaesthetization, and after decapitation. Each animal
acted as its own control, the counts being made before
and after treatment. The animals were divided into two
groups. To the first group 10 mg. cortisone acetate was
given in 1 ml. physiological saline subcutaneously, the
rats being killed 4 to 12 hours later. The second group
received I ml. 1 in 5,000 adrenaline chloride solution in
physiological saline; they were killed 6 and 12 hours after
injection.
The eosinophil counts in the animals operated upon

were only slightly depressed. In those receiving cortisone
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ANNALS OF THE RHEUMATIC DISEASES
Nephrotic Syndrome in Children treated with ACTH and

Cortisone. MCCALL, M. F., Ross, A., WOLKAN, B.,
BURNS, A. D., HARPER, E. M., and GOLDBLOOM, A.
(1952). Arch. Dis. Childh., 27, 309. 11 figs, 27 refs.
Cortisone and corticotrophin were given to seven

children aged 3 to 12 years with the nephrotic syndrome.
All had oedema, oliguria, and ascites, and a low serum

protein level; the blood non-pretein nitrogen level was

raised in three and the blood pressure in one. Daily intra-
muscular injections of cortisone were given to a total dose
of 600 to 1,500 mg. in 10 days. The dose of corticotrophin
was 40 to 100 mg. daily. The first patient, who responded
with diuresis to two out of four courses of cortisone, was

found at necropsy to have had chronic nephritis. The
second patient did not respond to cortisone and no
diuresis occurred after two severe respiratory infections.
In the third case the oedema disappeared after a 10-day
course of cortisone, and in the fourth case also improve-
ment was observed after cortisone treatment. The remain-
ing three patients, who were given corticotrophin,
improved, though one showed a persistent tendency to
recurrence of oedema.

Diuresis usually began between the 2nd and 8th days
after treatment. In most instances the serum albumin
level rose, often accompanied by a fall in the globulin
level. With both cortisone and corticotrophin there was
a decrease in proteinuria. The eosinophil count did not
fall to the expected level in several of the patients.

G. Loewi.

4Cortisone Treatment of Nephrosis. ARNEIL, G. C., and
WILSON, H. E. C. (1952). Arch. Dis. Childh., 27, 322.
I fig., 14 refs.
The nephrotic syndrome, consisting of oedema,

albuminuria, and lowered serum protein level, with nor-
mal blood non-protein nitrogen content and normal blood
pressure, was studied in six patients at the Royal Hospital
for Sick Children, Glasgow. The patients received eight
courses of cortisone, the dosage varying from 100 to 300
mg. per day. The number of circulating eosinophils was
noted during all except one of these courses. On five
occasions diuresis occurred within 12 days of the end of
treatment. During treatment the excretion of albumin
rose, but fell when treatment was stopped. The plasma
albumin level rose in all except one of the cases, while the
globulin level fell. These changes were not observed in
the patients who did not respond with a diuresis.

[The authors' hypothesis that there is a decreased
synthesis of plasma proteins by the liver is disproved by
the work of Kelley et al. (Proc. Soc. exp. Biol., N. Y.,
1950, 75, 153) and Kunkel and Ward (J. exp. Med.,
1947, 86, 325; Abstracts of World Medicine, 1948, 3,
485) who have shown the opposite to be the case:]

G. Loewi.

Blood Glutathione Levels and Carbohydrate Tolerance
during ACTH Therapy. JOINER, C. L. (1952). Brit.
med. J., 2, 642. 14 refs.
In an investigation of the cause of the diabetes which

is induced by corticotrophin, the blood glutathione level
was estimated in eleven patients receiving the hormone.

It was found that the diabetes was never severe enough to
produce a fasting glycosuria and that the reduced gluta-
thione level in the blood was not significantly below
normal in any of the patients. These results do not
support the view that corticotrophin causes diabetes in
the same manner as alloxan. G. S. Crockett.

Radiation Lgukopenia and Cortisone. BURKELL, C. C.
(1952). J. Canad. Ass. Radiol., 3, 30. 8 figs, 7 refs.
Cortisone has been shown to stimulate the haemato-

poietic system in leukaemia, which is depressed by radia-
tion therapy. In view of these facts, cortisone was given
at Saskatoon Cancer Clinic, Saskatchewan, to six patients
while undergoing large-field abdominal irradiation, and
to two others after their leucocyte count had fallen to a
dangerously low level. Four patients undergoing the
same treatment were used as controls. Radio-therapeutic
technique was the same in both groups, the fields varying
from 35 x 15 cm. to 35 x 20 cm. and the trunk bridge being
employed; 35r was given on the first day to four fields,
increasing by 5r to each field daily to a maximum of 85
to lOOr and a maximum tumour dose of 2,500r.

In the control series the leucocyte count fell steadily
and rapidly, reaching 2,000 per c.mm. by the 10th to 15th
day and remaining between 2,000 and 3,000 per c.mm.
until the end of treatment, all the elements being affected.
In no case was the lymphocyte-monocyte count allowed
to fall below 300 per c.mm. In the treated group, 100 mg.
cortisone was given intramuscularly on the days of
treatment, blood counts being performed after breakfast,
before cortisone injection and before radiotherapy. In all
cases but one, in which the experiment was complicated
by pyelitis, the cortisone prevented the leucocyte count
from becoming seriously depressed. In addition, such
depression as did occur became manifest more slowly than
in the control series. The two patients who were given
cortisone after the leucocyte depression had developed
showed a prompt recovery even though irradiation was
continued. Concomitant administration of cortisone
seemed to have little or no effect on the incidence of
nausea and vomiting. *. G. Williams.

Haemolytic Anaemias of Various Types treated with ACTH
and Cortisone. Report of Ten Cases, including One of
Acquired Type in which Erythropoietic Arrest occurred
during a Crisis. DAVIS, L. J., KENNEDY, A. C., BAIKIE,
A. G., and BROWN, A. (1952). Glasg. med. J., 33, 263.
11 figs, 16 refs.
The authors report from the Royal Infirmary, Glasgow,

the detailed results of treating ten patients suffering from
various types of haemolytic anaemia with ACTH (cortico-
trophin) and cortisone. In most cases intramuscular doses
of 100 to 200 mg. daily were given, the corticotrophin at
6-hour intervals and the cortisone at 12-hour intervals.
Of four patients with idiopathic acquired haemolytic
anaemia two responded favourably and two derived little
or no benefit. One of the patients who responded favour-
ably was given 5,175 mg. cortisone over a period of
26 days, and a remission lasting 6 months resulted; the
other patient who responded improved dramatically
whilst receiving 1,250 mg. corticotrophin over a period of
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patients with a low blood pressure or a negative adrena-
line response.] D. Weitzman.

Maintenance Cortisone in Severe Bronchial Asthma.
BURRAGE, W. S., IRWIN, J. W., and GIBSON, J. S. (1952).
J. Allergy, 23, 310. 3 figs, 12 refs.
To six elderly patients suffering from chronic asthma

with upper respiratory tract infection 200 to 250 mg.
cortisone was given daily to clear the asthma completely.
The dose was gradually reduced until asthmatic attacks
returned and the maintenance dose was then determined.
All six patients have been maintained on daily doses of
50 to 75 mg. cortisone and have remained free from
symptoms for varying periods up to 8 months. All have
gained considerably in weight, but there was no evidence
of oedema. No untoward side-effects were noticed
except a tendency to clumping of the blood cells of the
conjunctival vessels, around which some oedema was
visible. H. Herxheimer.

Intravenous ACTH and Oral Cortisone in the Treatment
of Bronchial Asthma. ARBESMAN, C. E., SCHNEIDER,
M. A., GREENE, D. G., and OSGOOD, H. (1952).
J. Allergy, 23, 293. 11 refs.
Corticotrophin was given by intravenous infusion last-

ing 8 to 12 hours to 28 patients with severe intractable
asthma or status asthmaticus, corticotrophin powder
being dissolved in 1,000 ml. of a 5 per cent. glucose solu-
tion. The initial dose was 20 mg. daily, reduced in 6 to 14
days to 5 mg. daily; the total amountgiven ranged from 75
to 220 mg. Most of the28 patients were benefited, only six
requiring symptomatic treatment in addition to potassium
iodide. Symptomatic relief started in 24 to 48 hours and
objective improvement in 72 to 96 hours. Oedema
developed in ten patients who gained more than 4 lb.
(1-8 kg.) in weight during their treatment. Remission
lasting 3 weeks or longer was obtained in two-thirds of
the patients.

In another series 34 asthmatic patients were given
cortisone by mouth, 300 mg. on the first day, 200 mg.
on the second, and then 100 mg. daily for the rest of the
week. During the following week the dose was reduced
to the maintenance dose, which varied from as little as
12-5 mg. every other day to 100 mg. daily, the average
maintenance dose being 50 to 75 mg. daily. Two of
these patients were maintained on cortisone for more than
a year, and eight others for 4 to 7 months.

H. Herxheimer.

ACTH and Bronchial Asthma: Adrenal Cortical Function
and Therapeutic Effect. [ In English. ] JOHNSON, S., and
SKANSE, B. (1952). Acta med. scand., 143, 83. 7 figs,
23 refs.
The results of treatment with corticotrophin in patients

with severe asthma confirmed the general impression that
this drug produces remission in the extrinsic and intrinsic
forms of the disease. The object of the present study was
to evaluate the adrenal cortical function in ten such cases.
A dose of 20 mg. corticotrophin was given on the first

day, followed by 5 to 10 mg. every 6 hours on the follow-
ing days. The number of circulating eosinophils estimated

11 days. In two patients with symptomatic haemolytic
anaemia, associated with disseminated lupus and with
reticulosarcoma respectively, and in four patients suffer-
ing from congenital acholuric jaundice there was no
response.
The Coombs test for adsorbed auto-antibody was

positive in the patient with disseminated lupus and in
three of the four idiopathic acquired cases, including the
two patients of this group who responded favourably to
treatment. In one of these latter patients a serious crisis
of haemolysis was found to be associated with arrest of
erythropoiesis in the marrow, a phenomenon which had
previously been observed in congenital cases. Transient
side-effects such as oedema of the ankles and hyper-
tension developed in seven patients; one patient who had
previously suffered from recurrent attacks of depression
developed a very severe episode of depression after
3 weeks of treatment with cortisone.
The authors conclude that corticotrophin or cortisone

is likely to be of value only in acquired haemolytic
anaemia and then only as a short-term treatment. In
their opinion it is highly doubtful whether these hormones
can bring about a permanent cure in chronic cases.

J. V. Dacie.

Adrenocortical Function in Pulmonary Tuberculosis.
CAMPBELL, G. D., BiGGs, R. H., and BOSWELL, H.
(1952). Amer. Rev. Tuberc., 66, 364. 2 figs, 19 refs.
The authors set out to examine the possibility of

adrenal hypoactivity in tuberculous patients at the
Mississippi State Sanatorium. They review the findings of
others-lowered serum sodium and chloride levels,
diminished water diuresis, gastro-intestinal upsets, and
asthenia-that have been regarded as suggestive. They
also quote the not uncommon finding of adrenal involve-
ment at necropsy in tuberculous subjects who have not
shown any evidence of Addison's disease during life.
Two criteria were used: the blood pressure was estimated
on three successive days, and fasting eosinophil counts
were made before and 4 hours after the subcutaneous
injection of 0 3 mg. of I in 1,000 adrenaline.
Only 5 per cent. of 229 patients were found to have a

systolic blood pressure of less than 100 mm. Hg. The
range of pressures bore no relation to the severity of the
disease, but there was some relationship to age; thus the
few hypertensive patients (diastolic pressure above
100 mm. Hg) were aged 40 or over. Of nineteen patients
who died within a year, four had had systolic pressures
below 100 mm. Hg. Only seven of 237 patients failed to
demonstrate the normal decrease of 50 per cent. in cir-
culating eosinophils after adrenaline administration. In
all of these the Kepler test showed water diuresis to be
normal. Post-operative eosinophil responses were as in
non-tuberculous cases.
On the basis of these findings the authors conclude

that the average case of pulmonary tuberculosis has
adequate adrenocortical reserve. [This is, of course, in
keeping with the rarity of clinical Addison's disease in
such patients. It would have been interesting if bio-
chemical studies had been made on the small number of
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ANNALS OF THE RHEUMATIC DISEASES
after the first dose had been given, decreased by 50 per
cent. or less in six of the ten patients; only in four was the
decrease greater than 50 per cent. No further decrease
was seen during continued administration of the drug.
After cessation of treatment the number of circulating
eosinophils rose to higher values than before treatment.
The urinary excretion of 1I -oxysteroids increased signi-
ficantly in six out of eight cases; hence it was shown that
the decrease in the number of circulating eosinophils and
the increase in the S-hormone did not run parallel. The
authors assume that the response of the eosinophils in
patients with allergic diseases may differ from that in
normal subjects. Further, there was no correlation
between the behaviour of the circulating eosinophils and
the therapeutic response. The authors do not consider,
therefore, that the eosinophil response can be used in the
selection of asthmatic patients for treatment with cortico-
trophin. The urinary excretion of 1 7-ketosteroids increas-
ed significantly in only five out of nine cases. The excre-
tion of potassium was considerably increased in eight out
of nine cases.
The lack of response of the circulating eosinophils and

of the 17-ketosteroids suggests a decreased adreno-
cortical reserve in some patients with bronchial asthma, as
either a cause or a result of the disease. Kate Maunsell.

Serial Courses of Corticotrophin or Cortisone in Chronic
Bronchial Asthma. MCCOMBS, R. P. (1952). New Engl.
J. Med., 247, 1. 5 figs, 8 refs.
An analysis of the response of five patients with severe

intractable asthma to 13 to 23 short courses of cortico-
trophin and/or cortisone suggests that this regimen may
give good clinical results with a minimum of side-effects.
Subcutaneous injection was found to be the most effective
route of administering corticotrophin, and a "delayed-
absorption" preparation with gelatin or oil was found the
best of a number of preparations tried. Cortisone was
given by mouth in doses of 25 mg. every 6 or 8 hours.
No anti-allergic treatment was given, though it is advis-
able in cases in which it is indicated. The short courses of
hormone treatment were not accompanied by any marked
side-effects, and cessation of treatment for 1 to 2 weeks
between asthmatic attacks was sufficient to reverse them
or to prevent their appearance. Treatment was given
about once a month. The author found that 1 mg. cortico-
trophin was roughly equivalent to 2- 5 to 3 mg. cortisone
and that remissions were longer with corticotrophin. The
clinical response was found to be the best guide to dosage.
Contra-indications were active pulmonary tuberculosis,
renal insufficiency, and possible activation of a duodenal
ulcer. Of 37 further patients treated with corticotrophin
and cortisone, all but two responded well, the two excep-
tions being a pethidine addict and an hysteric. J. Pepys.

Inadvisability of giving ACTH to Patients with Gastric
Ulcer. FORBES, J. (1952). Lancet, 2, 555. 14 refs.
In view of the reports in the literature of cases of

severe exacerbation of peptic ulceration after ACTH
(corticotrophin) had been administered the author
attempted to determine experimentally whether, in fact,

ACTH and cortisone have a detrimental effect on this con-
dition. Gastric ulcer was chosen in preference to duo-
denal ulcer because the state of the former can be much
more readily determined radiologically.
Of eighteen patients with uncomplicated gastric ulcer,

three received ACTH, eight received cortisone, and seven
acted as controls. The patients were admitted to hospital
but their activities were unrestricted, except that they
were placed on post-ulcer dietary regimen. No radio-
logical improvement was observed in the patients receiv-
ing ACTH though symptomatically two of them were
better and one was much worse. Of the eight patients
receiving cortisone, six improved radiologically as did one
of the seven controls.
The author considers that this significant difference

between the action of ACTH and the action of cortisone
indicates that the former should not be given to patients
with active or healed gastric ulcer, but that cortisone can
be given provided a careful watch is kept for signs of
ulcer activation. G. A. Smart.

Cortisone, ACTH, and Antibiotics in Fulminant Hepatitis.
Ducci, H., and KATZ, R. (1952). Gastro-enterology,
21, 357. 9 figs, 22 refs.
The authors report from the Hospital del Salvador,

Santiago, Chile, two cases of fulminant hepatitis in which
the patient recovered after being comatose for more
than 2 days. The first patient was treated with cortisone
and terramycin; the second with cortisone, ACTH,
terramycin, and aureomycin. Details of the clinical
picture, treatment, and pathological findings are given.
The first case was in a man of 20 years who had been

ill for a week before admission. He was deeply jaundiced
and in coma; the liver was palpable one fingerbreadth
below the costal margin. He received intravenously
2 litres isotonic glucose solution containing 20 mg.
2-methyl-1: 4-naphthoquinone and 1,500 mg. terra-
mycin. [This is the only dose of the antibiotic men-
tioned.] The next day 500 mg. cortisone was given intra-
muscularly. Eight hours later he became conscious. A
total of 1,500 mg. cortisone was administered on that
day, and a total of 2,025 mg. over the next 16 days.
The patient improved steadily, except for a relapse
between the 9th and 11th days after admission, when
cortisone was temporarily discontinued. Biopsy was per-
formed a week after the end of treatment and again about
3 months later. The first biopsy showed marked cellular
proliferation with well-preserved lobular and trabecular
architecture; the second showed normal architecture.
During the first 2 days of treatment the size of the liver
decreased; it later increased, and subsequently decreased
gradually. Electrophoretic studies demonstrated an
initial reduction in level of a- and ,-globulins followed
by a slow return to normal after treatment.
The second case was that of a youth of 16 years with

a somewhat similar clinical picture, but with a history
of intravenous injections some months before admission.
[Details of treatment are too complicated to describe
here and should be followed in the original.] Recovery
was equally dramatic.

In a third similar case of fulminant hepatitis in which
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resulting from exposure after alcoholic excess, were treat-
ed with corticotrophin (ACTH). From the results, which
are reported in remarkable detail, it is concluded that
corticotrophin has no demonstrable value in the treatment
of frostbite.
A large number of rabbits were subjected to a standard

cold injury of the ear, and it was concluded as a result
of these experiments that corticotrophin had no influence
on the ultimate condition of the frozen tissues; moreover,
it appeared that dry gangrene developed more rapidly in
the majority of the treated rabbits. Oedema formation
was not affected in treated rabbits compared with controls,
and there was no difference in the spread of gangrene to
less severely damaged tissues. Immediate rapid thawing
of frozen tissues at a temperature of 420 C. gave the best
results, and it is emphasized that thawing must be started
at the earliest possible moment after a cold injury.

Peter Martin.

Evaluation of Pituitary Adrenocorticotropic Hormone
(ACTH) in the Treatment of Severe Burns: Relationship
to Skin Grafting. TRUSLER, H. M., GLANZ, S., and
BAUER, T. B. (1952). Plast. reconstr. Surg., 9, 478.
4 figs, 15 refs.
The authors discuss the use of autogenous and homo-

logous skin grafts in the extensively burned patient and
the effect on wound healing of the administration of
corticotrophin. The results obtained in eleven patients
show that corticotrophin prolongs the survival of homo-
grafts for a short time only. The authors maintain, how-
ever, that the drug has many beneficial effects in healing
which justify its use in spite of some untoward side-
effects. Charles Heanley.

Use of Cortisone and Corticotrophin in the Field of Oto-
rhinology and Laryngology. WILLIAMS, H. L. (1952).
Ann. Otol., etc., St. Louis, 61, 497. 15 refs.
The place of cortisone in the treatment of vasomotor

rhinitis, angioneurotic oedema, and idiopathic granuloma
of the midline facial tissues is discussed. A combination
of surgery and anti-allergic treatment has not always
been successful in allergic rhinitis, but the results of this
treatment are much better than those achieved with
cortisone. The author has found one report in the
literature of a case of idiopathic granuloma which res-
ponded to cortisone. He points out that this rare disease
yields to no other treatment, and the use of cortisone (with
its attendant risk) would therefore seem to be justified.

William McKenzie.

Cortisone, ACTH, and Pregnenolone in Ophthalmology.
(Cortisona, ACTH y pregnenolone en oftalmologia.)
TORRES-LUCENA, M. DE (1951). Hisp. mid., 8, 569.
1 1 refs.
Parenteral use of cortisone assists the action of the local

application in conjunctival manifestations of exudative
multiform erythema, acute iridocyclitis, focal choroiditis,
posterior uveitis, and acute inflammatory processes of the
posterior pole. Good results have been reported of treat-
ment with local and systemic cortisone in cases of sympa-
thetic ophthalmitis. ACTH is a good co-adjuvant of local

there was a history of previous blood transfusions the
patient died soon after admission to hospital and the
start of treatment.

Other cases with diagnoses of, respectively, subacute
hepatitis, post-hepatitis cirrhosis, and Marchand's nodular
hyperplasia with gall-bladder empyema and choledo-
cholithiasis did not respond to the combination of
cortisone and antibiotics.
A brief survey of relevant literature is included in the

paper. B. G. Maegraith.

Cortisone and Tumour Growth. GREEN, H. N., and
WHTELEY, H. J. (1952). Brit. med. J., 2, 538. 5 refs.
The influence of cortisone on the growth of tumours

following homologous and heterologous transplantation
has been studied by the authors at the University of
Sheffield. Daily subcutaneous injections of 20 mg.
cortisone acetate for 4 days resulted in resumption of
vigorous growth in transplants of a chemically induced
rat sarcoma in five out of eight rats in which the tumour
had previously been regressing, these rats being of a
strain different from the normal best strain. Renewed
growth was observed 7 days after beginning treatment
with cortisone, and it continued until the animals were
killed by the tumour. Transplantation of minced rat
sarcoma with the addition of I mg. cortisone into six
mice followed by daily subcutaneous injections of 0 5 to
1-5 mg. cortisone acetate for 7 to 10 days resulted in
microscopic invasive growth of the tumour in two of the
mice, whereas the implant failed to survive in all six con-
trol animals. When daily injections of 1 mg. cortisone
were given for 4 days before the transplantation of rat
sarcoma mixed with 1 mg. cortisone suspension and this
was followed by further subcutaneous injections of I mg.
cortisone for 10 days, eight out of nine surviving mice
showed microscopic invasion and four definite tumour
masses after 6 to 20 days. Invasive growth of the rat
tumour was greatest in those anitals which were most
affected by the toxic action of cortisone. In the 22
control animals no evidence of proliferation of tumour
cells was found, and the dead tissue was partially
organized by the 16th day. Treatment of pigeons
with four daily injections of 25 mg. cortisone for 4
days before and 10 mg. cortisone for 2 weeks after the
implantation of a Rous sarcoma mixed with 10 mg.
cortisone resulted in progressive tumour growth in one
out of three birds. In an attempt to transplant a human
bronchogenic carcinoma into twelve cortisone-treated
mice, microscopical evidence of non-invasive tumour
growth was obtained in five animals after 6 to 16 days.
The effect of cortisone on homologous and hetero-

logous immunity is discussed and it is concluded that
it is due to the antimitotic action of cortisone on antibody-
producing cells. L. Dmochowski.

Treatment of Frostbite with Particular Reference to the
Use of Adrenocorticotrophic Hormone (ACTH). GLENN,
W. W. L., MARAIST, F. B., and MARCUS, 0. (1952).
New Engl. J. Med., 247, 191. 10 figs, 18 refs.
At New Haven Hospital (Yale University School of

Medicine) two cases of frostbite of the feet and toes, both

ABSTRACTS 77

 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.12.1.53 on 1 M
arch 1953. D

ow
nloaded from

 

http://ard.bmj.com/


ANNALS OF THE RHEUMATIC DISEASES
cortisone in the treatment of ocular pemphigus, herpes
zoster, optic neuritis, and retrolental fibroplasia.

In the treatment of tuberculous processes opinions of
different investigators vary.
The authors agree in its contra-indication in the treat-

ment of corneal scars.
The delay of cicatrization during the administration of

these hormones is not a formal contra-indication for their
use in ulcerative corneal conditions.

It is still too early to judge the role of pregnenolone in
ophthalmology. A. Arruga.

Sjogren's Syndrome treated with Cortisone. (Un caso de
sindrome de Sjogren tratado con cortisona.) FERNAN-
DEZ-FERNANDES, M., and MARANON, G. (1952). Bol.
Inst. Patol. mid. Madr., 7, 6. 6 refs.
Cortisone was employed in a case of Sjogren's syn-

drome with excellent and apparently long-standing results
on the lacrimal, salivary, and rheumatic symptoms; other
therapeutics had failed. A. Arruga.

Experiences with ACTH and Cortisone in Ophthalmology.
KIRSCHBERG, L. S. S., and ROSE, B. (1951). Trans.
Canad. ophthal. Soc., 14, 60.
The results of the use of ACTH or cortisone in 77

patients are related. Nine received ACTH by intra-
muscular injection 100 mg. daily for 2 weeks; four
received cortisone intriamuscularly-300 mg. the 1st day,
200 mg. the 2nd day, and 100 mg. daily for 2 weeks. The
rest received cortisone suspension or cortisone ointment
locally. The 1-0 and 2-5 per cent. ointment and the 1-0
and 2- 5 per cent. suspension were found to be about
equally effective.

Cases of interstitial keratitis, non-specific keratitis,
phlyctenular kerato-conjunctivitis, iritis, episclpritis, and
vernal catarrh showed dramatic responses to therapy.
Cases of corneal ulcers, sympathetic iritis, central
chorio-retinitis, and Eales's disease showed benefit from
the treatment. Cases of conjunctivitis, essential shrinkage
of the conjunctiva, chronic meibomitis, blepharitis,
vitreous abscess, and retrolental fibroplasia were not
improved. C. McCulloch.

Evaluation of Local Cortisone Therapy in Ophthalmology.
FiNE, M., and GOODWIN, R. C. (1952). Arch. Ophthal.,
Chicago, 47, 787. 8 tables, 5 refs.
A discussion of 121 cases of various diseases treated

locally with cortisone: fifty were considered to show
definite therapeutic response, 27 an equivocal response,
and 42 no response.
The best results were seen in cases of acute keratitis,

acute iridocyclitis, post-operative iritis, and allergic
conjunctivitis. The more chronic inflammations showed
less effective responses, while degenerative conditions,
e.g. disciform macular degeneration, and Fuch's corneal
dystrophy showed no response.
No serious side effects were noted, and it was found

that some cases which failed to respond to commercial
dilute preparations did well with full strength cortisone.

W. E. S. Bain.

Stevens-Johnson Syndrome treated with Cortisone and
ACTH. LANDEGGER, G. P. (1952). Calif. Med.,
77, 266. 8 refs.
Rapid improvement was noted in all lesions, including

kerato-conjunctivitis, within 4 hours of administering
corticotropin. P. D. Trevor-Roper.

ACTH and Cortisone in Treatment of Complications of
Leprosy. LoWE, J. (1952). Brit. med. J., 2, 746. 2 refs.
Ocular leprosy is considered to be a sensitivity reaction

rather than a reaction to direct infection. If this is so,
ACTH and cortisone are indicated as far as the local
condition is concerned. Seven cases of ocular leprosy
were treated, three with ACTH and four with cortisone
drops. There was a rapid response in each case. Relapses
occurred on cessation of treatment but responded
repeatedly until they finally ceased. In one case systemic
ACTH seemed to aggravate other manifestations of
leprosy. A. Lister.

Influence of Cortisone on Corneal Vascularization in the
Guinea-Pig and in the Rabbit. WYBAR, K. C., and
CAMPBELL, F. W. (1952). Trans. ophihal. Soc. U.K.,
72, 105. 6 figs, 6 refs.
The effect of cortisone upon epithelial healing and new

vessel formation following cautery burns of the cornea
was studied in the guinea-pig and rabbit. It was found:

(a) that epithelial healing in the guinea-pig was
diminished by intraperitoneal cortisone (12-5 mg. daily);

(b) that in the guinea-pig new vessel formation was in
no way inhibited either by intraperitoneal or subcon-
junctival cortisone (1 -25 mg. every 3 days), vasculariza-
tion being prolonged in the treated animals;

(c) that in the rabbit subconjunctival cortisone marked-
ly inhibited new vessel formation.
A close relationshlp was observed between corneal

oedema and the degree of new vessel formation, but
since vascularization continued after the subsidence of
oedema, it is suggested that some other factor, some
chemical stimulus, also plays a part. A. Lister.

Influence ofACTH on Anaphylactic Shock in Guinea-Pigs.
HOENE, R., COUTu, L., HORAVA, A., PROCOPIO, J.,
ROBERT, A., and SALGADO, E. (1952). J. Allergy,
23, 343. 1 fig., 33 refs.
In experiments to determine the influence of cortico-

trophin on anaphylactic shQck, guinea-pigs were sen-
sitized by injection of horse serum, and a challenge dose
in graded dilutions was given intravenously on the 23rd
to 28th day. On each of the 3 days preceding adminis-
tration of the challenge dose, and also on the day of
shock itself, the animals were given six injections of
corticotrophin, each animal receiving a total of 84 mg.
Of 63 treated animals, thirteen died in shock, and of 62

controls, 29 died. The death rate in the various groups of
controls ranged from 10 to 80 per cent., and was related to
the strength of the dilution of the challenge dose.

H. Herxheimer.
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tigated. Under the influence of cortisone and cortico-
trophin the fever developing with the abscess was much
less pronounced than in the controls, the E.S.R. less
accelerated, and the leucocyte count, particularly that of
the lymphocytes, was smaller; histologically, the inflam-
matory oedema and diapedesis of cells was slight in
degree, and there was no cell infiltration; and the amount
of hyaluronic acid present was increased and granulation
tissue appeared later than in the controls. The result was
a smaller lesion with fewer cells and collagen fibres, but
with more matrix. Deoxycortone had no such effect; on
the contrary, it accentuated the inflammatory reaction,
the rise in E.S.R., and the leucocytic reaction. It is con-
cluded that cortisone, by its action on the capillaries,
restricts the development of the local inflammatory tissue
reaction. H. Herxheimer.

Comparative Study of the Mode of Action of Sodium
Salicylate. 3-Carboxylic Pyrocatechol, and Cortisone.
(Etude comparee du mode d'action du salicylate de
Na, du pyrocatechol 3-carboxylique et de la cortisone.)
MICHOTrE, L. (1952). Acta physiother. rheum. belg.,
7, 149. 5 refs.
In a series of experiments on rats, the author found

that, while sodium salicylate had some analgesic action,
sodium 3-carboxylic pyrocatechol and cortisone acetate
had very little. The three substances had antipyretic
but not anti-infectious properties. In the male rat intra-
peritoneal injection of either sodium carboxylic pyro-
catechol or cortisone modified the histology of the spleen,
and in larger doses inhibited maturation of spermatozoa;
these changes were reversible. There were no such changes
with similar doses of sodium salicylate. None of these
three substances had any effect on adrenal histology, but
repeated doses of sodium carboxylic pyrocatechol pro-
duced a slight increase in weight of the adrenal glands
whereas sodium salicylate and cortisone did not. Single
and particularly repeated doses of any of the three sub-
stances caused a fall in the ascorbic acid content of the
adrenal gland. In man 1 g. sodium carboxylic pyro-
catechol given orally produced a 59 per cent. reduction in
circulating eosinophils.
The author has not been able to confirm the work of

Champy and Demay on the mode of action of salicylates,
particularly in regard to adrenocortical hyperfunction.
He concludes that the diminution of the adrenal ascorbic
acid content by any of these three substances conflicts
with current theories, and suggests that there might be a
peripheral mechanism which influences the amount of
adrenal ascorbic acid and that the three substances have
a similar action on certain tissues in different ways.

I. Ansell.

Intra-Articular Use of Hydrocortisone in Rheumatic
Diseases. BILKA, P. J. (1952). Minn. med., 35, 938.
3 figs, 7 refs.

Treatment of Rheumatic Diseases with Corticotrophin.
(Leceni reumaticke choroby adrenokortikotropnim
hormonem predniho laloku hypofysy.) JONAS, V., and
HEINITZOVA-KECOVA, H. (1952). Cas. Lek. ces.,
91, 1309. 26 refs.

Cortisone partially Protects Guinea-Pigs from Anaphy-
lactic Shock. [In English.] HERXHEIMER, H., ROSA, L.,
TELFER, T. P., THORNTON, P. M. M., and WEST, T.
(1952). Acta allerg., Kbh., 5, 214. 15 refs.
Guinea-pigs were sensitized by intramuscular injections

of egg albumen and anaphylactic shock induced by egg
albumen aerosol. The maximum time taken before con-
vulsions occur after a sensitized guinea-pig is exposed to
an antigen aerosol is termed by the authors the pre-
convulsion time; if this pre-convulsion time is prolonged
sensitization has not taken place in the normal way. In a
series of experiments it was found that administration of
cortisone much prolonged the pre-convulsion time only
if given in adequate dosage during the whole period of
sensitization. It is presumed that the protective effect of
cortisone is in some way related to decrease in antibody
formation. A. W. Frankland.

Effect of Cortisone on Osteogenesis following Fenestration
in the Monkey. An Experimental Study. RAMBO,
J. H. T. (1952). Arch. Otolaryng., Chicago, 55, 554.
2 figs, 12 refs.
It has been noted in experiments on animals that

cortisone and corticotrophin (ACTH) hinder the healing
of mesenchymatous tissue and delay healing of the bone
and absorption of the haematoma after experimental
fracture, and it seemed possible that the same effect
might be observed after fenestration of the labyrinth.
The author therefore performed this operation on two
rhesus monkeys (Macaca mulatta), which were treated
with intramuscular cortisone for 25 days after the opera-
tion, which is the usual time for regeneration in the mon-
key, and were killed 280 days after operation. In one
animal the fenestra was completely closed by periosteal
bone, while in the other the horizontal canal was entirely
filled by new bone.
The author points out that, even if the result had been

different and the fenestrae had remained open, it would
still be doubtful whether such therapy would be justified.
Cortisone is a dangerous agent which may cause wide-
spread and serious changes in the body. If it only
delayed closure temporarily it could not be of real value,
as it would be impossible to carry out treatment indefi-
nitely. Moreover, if it delayed healing in labyrinth
capsule it would also delay healing elsewhere.

F. W. Watkyn-Thomas.

Action of Corticotrophin, Cortisone, and Deoxycortone in
Inflammation. (L'action de l'ACTH, de la cortisone et
de la desoxycorticosterone dans l'inflammation.)
DUCOMMUN, P. (1952). Schweiz. med. Wschr., 82, 808.
9 figs, bibl.
In experiments carried out at the University of Mon-

treal on 154 male albino rats, a sterile abscess was created
subcutaneously by the injection of 0 5 ml. oil of turpen-
tine. Some of the rats received 5 * 0 to 7 - 5 mg. corticotro-
phin, 5 mg. cortisone, or 2- 5 mg. deoxycortone daily, the
first two in divided doses. Temperature, erythrocyte
sedimentation rate (E.S.R.), and leucocyte count were
recorded daily. The abscess tissue was examined at
different stages and its content of hyaluronic acid inves-
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ANNALS OF THE RHEUMATIC DISEASES
Streptomycin-P.A.S. Hypersensitivity treated with
ACTH. MARSH, K. (1952). Lancet, 2, 606. 16 refs.

Introduction to the Study of the Fundamental Substance of
Connective Tissue and of its Modification under the
Influence of Hyaluronidase and Adrenocortical Steroids.
(Introduction a 1'etude de la substance fondamentale
du tissu conjonctif et de ses modifications sous
l'influence de 1'hyaluronidase et des steroides cortico-
surrenaux.) MAHAUX, J. (1952). Acta clin. belg.,
7, 323. 3 figs, 26 refs.

Changes in Cholesterol Metabolism during Treatment
with Cortisone and their Effects on the Metabolism of
Ascorbic Acid and Proteins. (Le modificazioni del
ricambio colesterolico durante trattamento con
cortisone. Interferenze con altri metavolismi: Acido
ascorbico, protidi. Contributo di casistica clinica.
Osservazioni in reumatici e non reumatici.) SCALA-
BRINO, R., and TANSINI, G. (1952). Reumatismo,
4, 323. 16 figs, bibl.

*Toxic Reaction from Gold appearing during ACTH
Administration. Report of a Case. MCMAHON, J. M.
(1952). N. Orleans med. surg. J., 104, 674. 1 fig., 4 refs.

Diffuse Pulmonary Sarcoidosis: Diffusing Capacity during
Exercise and Other Lung Function Studies in relation
to ACTH Therapy. RILEY, R. L., RILEY, M. C., and
HILL, H. M. (1952). Bull. Johns Hopk. Hosp., 91, 345.
3 figs, 15 refs.

Adrenal Cortical Hormones in Human Placenta. COURCY,
C. DE, GRAY, C. PI., and LUNNON, J. B. (1952). Nature,
Lond., 170, 494. 1 ref.

Hydrocortisone (Compound F). Preliminary Clinica
Observations in Rheumatology. (L'idrocortisone (com-
posto F). Prime esperienze cliniche nel campo
reumatologico.) ROBECCHI, A., and CAPRA, R. (1952).
Minerva med., Torino, 43, 1259. 3 refs.

Electrocardiogram and Potassium Metabolism during
Administration ofACTH, Cortisone and Desomycortico-
sterone Acetate (DCA). (Elektrokartigram och kali-
umomsattning under behandling med ACTH, cortison
och desoxycorticosteronacetat (DCA).) LJUNGGREN,
H., LuFr, R., and SJ6GREN, B. (1952). Nord. Med.,
48, 1698. 10 refs.

Tissular Therapy in Rheumatology. (La therapeutique
tissulaire en rhumatologie [implantations d'amnios et
injections d'extraits hypophysaires]. Resultats de nos
premiers essais.) SEZE, S. DE, DuRIEu, J., and CARLIER,
J. C. (1952). Rev. Rhum., 19, 789.

Comments on Long-continued Treatment of Rheumatoid
Arthritis with Cortisone. ROSENBERG, -. (1952).
Acta physiother. rheum. belg., 7, 210.

Clinical Survey of Cortisone Therapy. O'DONOVAN, D. K.
(1952). J. Irish med. Ass., 31, 343. 7 refs.

Other General Subjects

Heredity in Rheumatism. (L'heredite en rhumatologie.)
PIGUET, B. (1952). Rev. Rhum., 19, 645. 4 figs, bibl.
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