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

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

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

Acute Rheumatism

Application of the Antistreptolysin-.O Titre in the
Evaluation of Joint Pain and in the Diagnosis of
Rheumatic Fever. Roy, S. B., STURGIS, G. P., and
MASSELL, B. F. (1956). New Engl. J. Med., 254, 95.
7 figs, 16 refs.
The importance of joint pain as a manifestation of

rheumatic fever was evaluated in 648 consecutive patients
under the age of 17 admitted to the House of the Good
Samaritan (Harvard Medical School), Boston, between
1943 and 1948; cases of chorea were excluded from the
study. On the criteria adopted (objective signs in two
or more joints) significant arthritis was present in 50
per cent. of the patients, and of these joint pain was the
presenting symptom in 94 per cent., while cardiac
involvement occurred in 50 per cent.
The distribution of the antistreptolysin-O titres was

studied in each of four clinical groups in order to deter-
mine its value in differentiating the joint pain due to
rheumatic fever from that due to other diseases. The
patients with rheumatic fever were divided into two
groups:

(1) 208 patients with definite rheumatic carditis;
(2) 227 patients with definite rheumatic fever and

arthritis.
In these two groups the antistreptolysin-O titres

showed a similar distribution, namely, 400 units or more
in 82 per cent. of Group 1 and in 85 per cent. of Group 2,
and 159 units or less in 3 and 1 * 8 per cent. respectively.

(3) 75 cases of juvenile rheumatoid arthritis. The
titre was 400 units or more in 28 per cent. and 159 units
or less in 56 per cent.

(4) 92 patients with miscellaneous diseases of which
joint pain was a prominent feature, showed a titre of 400
units or more in 8 per cent. and one of 159 units or less
in 59 8 per cent.

It is concluded that joint pain is a frequent, early, and
important manifestation of rheumatic fever, and that,
while a high antistreptolysin-O titre is consistent with,
but not diagnostic of, rheumatic fever, a very low titre
may be regarded as excluding active rheumatic fever.

The authors add that the height of the antistreptolysin-O
titre affords no help in the prediction of heart damage.

F. T. Shannon.

Therapeutic Effects of ACTH and Cortisone in Rheumatic
Fever: Cardiologic Observations in a Controlled Series
of 100 Cases. HARRIs, T. N., FRIEDMAN, S.
NEEDLEMAN, H. L., and SALTZMAN, H. A. (1956).
Pediatrics, 17, 11. 27 refs.
A controlled investigation was undertaken of the

efficacy of ACTH and cortisone in the treatment of
rheumatic fever in 100 consecutive patients, aged 3 to
17 years, seen at three hospitals in Philadelphia between
September, 1950, and June, 1954. The patients were
divided into three groups:
Group 1, without carditis, 21 patients;
Group 2, an initial episode of carditis, 48 patients;
Group 3, recurrent carditis, 31 patients.
Within each of these three clinical groups the patients

were assigned in rotation to one of three treatment
groups-ACTH, cortisone, and control (symptomatic
treatment only). ACTH was given intramuscularly in a
dosage of 40 mg. daily to children aged 3 to 4 years
increasing with the age up to 120 mg. daily in those over
15 years of age. At first cortisone was administered
intramuscularly in a dosage of 120 to 300 mg. daily
according to age; later, a slightly larger dosage was given
by mouth. During the first 48 hours all patients in the
series received a larger dose than that determined by age.
Hormone treatment was continued until all clinical
evidence of activity had disappeared [the criteria of
"activity" are not stated] and the erythrocyte sedimenta-
tion rate (E.S.R.) had remained at or below 15 mm. in one
hour for at least a week; the dosage was then gradually
reduced until the drugs were finally discontinued, usually
after 8 to 10 days. Salicylates were not given to patients
in the treated groups, and the dosage of such drugs in
the control groups "was kept to a minimum" (less than
J gr. per lb. (70 mg. per kg.) body weight daily). In-
jections of penicillin or sulphonamides were given
prophylactically in all cases, and the hormone-treated
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ANNALS OF THE RHEUMATIC DISEASES

patients received I to 2 g. potassium citrate daily and a

low-salt diet.
When the patients were discharged from hospital no

significant differences were observed between the
hormone-treated and control groups with carditis as

regards the disappearance or persistence of murmurs or

the appearance of new murmurs, the degree of trans-
mission of apical systolic murmurs, or the duration of
episodes of pericardial friction. [Dividing the patients
into nine groups meant that there were very few in each
group: the maximum was seventeen.] The appearance
of new murmurs in the group without carditis initially
was very exceptional. Changes in the pattern of the
electrocardiogram and in heart size were so widely
scattered within each treatment group that quantitative
comparisons were not possible.
There were two deaths in the series: one control patient

died after 6 weeks' illness, while another child, who was

given ACTH for 6 weeks but showed "evidence of con-

tinued rheumatic activity", died 4 weeks after completing
treatment. [The abstracter wonders whether these
deaths could have been prevented by giving the benefit of
specific treatment in the control case after it was apparent
that there was no improvement, and by prolonging or

changing treatment in the ACTH-treated case. In the
latter, the criteria for the duration of treatment, as laid
down by the authors, do not appear to have been
observed.]
There was no difference in the response to hormone

treatment, so far as cardiac murmurs were concerned,
whether treatment was started within one week or within
2 or more weeks of the onset of the disease. Rebound
phenomena occurred in two-thirds of the cases when the
drugs were withdrawn and were maximum in the second
week; in one-half of these there was a rise in the erythro-
cyte sedimentation rate only, while in the other half there
were clinical signs as well. Serious intercurrent in-
fections in the cortisone group included pyogenic
meningitis (one case) in spite of daily prophylactic
injections of penicillin. Hypertension developed in
thirteen of the hormone-treated patients and oedema,
with or without ascites, in 21.
The authors found no evidence that the hormones, as

administered, exerted a beneficial effect on the disease,
particularly the cardiac manifestations; as they point out,
however, the patients were observed only during the
period in hospital and it is possible that benefits from
such treatment may become apparent at a later stage.

John Lorber.

Antistreptolysin and Streptococcal Antihyaluronidase
Titres in Sera of Hormone-Treated and Control
Patients with Acute Rheumatic Fever. HARRIS, T. N.,
NEEDLEMAN, H. L., HARRIS, S., and FRIEDMAN, S.
1956). Pediatrics, 17, 29. 2 figs, 18 refs.
A minimum of four samples of serum were taken from

each of the patients with rheumatic fever included in the
previous investigation (see previous Abstract), and their
antihyaluronidase and antistreptolysin-O titres estimated,
two being tested within 4 days of the patient's admission
and two after an interval of one month. [For details of

the methods employed the original paper should be con-
sulted.] In the majority of patients receiving symp-
tomatic treatment only there was no change in either titre
after one month's interval, whereas in the majority of
those given cortisone or ACTH there was a fall in both
titres. The results are analysed by advanced mathe-
matical methods. John Lorber.

Prevention of Residual Endocarditis after Rheumatic
Fever by Hormone Therapy. (La prevention des
endocardites residuelles de la maladie de Bouillaud
par l'hormonotherapie.) JEUNE, M., and FAYOLLE,
M. C. (1956). Pidiatrie, 11, 69. 4 refs.
The authors state that although the effect of cortisone,

ACTH (corticotrophin), and aspirin in preventing
residual carditis following rheumatic fever has recently
been shown to be about equal by workers in Britain and
the U.S.A., it has been their experience at the H6pital
Debrousse, Lyons, that hormone therapy is definitely
superior.

In an uncontrolled series of 83 cases of first attacks of
rheumatic fever treated between October, 1951, and
May, 1955, there were 31 without and 52 with cardiac
involvement. The first eight patients were given only
one 15-day course of ACTH, but the remaining 75 were
treated according to a fixed regimen, the dose of steroids
being governed by the erythrocyte sedimentation rate
(E.S.R.), determined twice weekly, the object being to
reduce it as quickly as possible. The initial daily dose
of ACTH given orally was 2 to 4 mg. per kg. body weight,
this being equivalent to 4 mg. hydrocortisone or 1 mg.,
prednisone. If the fourth E.S.R. reading was still above
20 mm. in one hour the dose of ACTH was increased by
25 mg. daily; if it remained below 20 mm. on two con-
secutive occasions the dose was reduced by a similar
amount. In this way a gradual reduction was effected,
the total course usually lasting not more than 6 weeks in
the most favourable cases, about 2 months in less
favourable, and 4 months or more in the most serious
cases. If the E.S.R. rose again after treatment steroid
therapy was repeated. Concurrently, benzyl-penicillin
was given in weekly doses of 300,000 units together with
500 mg. ascorbic acid and 1 g. potassium chloride daily,
bed rest being maintained for 2 weeks after the end of
hormone administration.

In all, 71 children (seven out of the first eight treated
and 64 out of the remaining 75) were followed up for
periods of from 6 to 36 months. Of these, fifteen (six
from the former group) showed residual endocarditis.
Of forty patients whose treatment was started within

2 weeks of the onset of symptoms, only four had residual
carditis, compared with five of the other 24, whose
treatment was delayed. All nine cases of endocarditis
were in the group of forty who had cardiac signs when
treatment was started. There were no deaths in the
series.
Thus the incidence of cardiac sequelae following

hormone therapy was only 14 per cent., compared with
70 per cent. in patients treated before hormone therapy
was available. In the Anglo-American investigations
mentioned above, in which no significant difference was
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feature seen in the conjunctiva was the repeated sub-
division of vessels and the abrupt thinning of the end
capillaries, which was in marked contrast to the usual
picture of an interlacing latticework of conjunctival
vessels. In the nailbed several capillaries would often
branch out from a common stem. Analysis did not
show any correlation of these capillary patterns with sex,
age, or the activity or chronicity of the rheumatic process.
A higher incidence of these changes was found among

26 non-rheumatic members of 22 families in which there
were 32 cases of rheumatic fever or rheumatic heart
disease than among controls. It is therefore thought
possible that the patterns may be present before the onset
of rheumatism and may be associated with a rheumatic
diathesis rather than with the disease itself. The presence
of these capillary signs may help in the diagnosis of
borderline cases. G. W. Csonka.

Prevention of Rheumatic Fever by Treatment of Previous
Streptococcic Infections. MORRIS, A. J., CHAMOVITZ,
R., CATANZARO, F. J. and RAMMELKAMP, C. H. (1956).
J. Amer. med. Ass., 160, 114. 7 refs.
Although it has been shown that adequate treatment

of streptococcal infections with penicillin will prevent the
subsequent development of rheumatic fever, it has never
been clearly determined whether sulphonamides, which
are still widely used for the treatment of streptococcal
pharyngitis, have a similar protective effect. At a U.S.
Air Force base a total of 291 patients with pharyngitis
were treated with 2 g. sulphadiazine followed by I g.
every 6 hours for 5 days. Group-A haemolytic strepto-
cocci were isolated from the oropharynx of 261 patients,
who were then compared with 264 similar patients who
received no specific treatment.

After 9 days 66 per cent. of the treated group and 88
per cent. of the control group still harboured the
organism; the figures at the end of 13 days were 82 per
cent. and 85 per cent. respectively. A relapse occurred
in 21 (8 per cent.) of the treated patients compared with
seven (2- 7 per cent.) of the controls. Suppurative
complications (peritonsillar cellulitis, otitis media, or
sinusitis) developed in eleven (4 2 per cent.) of the
patients receiving sulphadiazine and in seventeen (6 5
per cent.) of the control group. The reduction in the
incidence of these complications in the treated group was
confined to the first week, the incidence during the second
week being the same in both groups.
Of the treated patients, fourteen (5*4 per cent.)

subsequently developed rheumatic fever and a further
six mild symptoms suggestive of rheumatic fever.
Rheumatic fever occurred in eleven (4-2 per cent.) of
the control subjects.

It is concluded that sulphadiazine in the dosage used
does not eradicate the infecting organism or prevent the
development of rheumatic fever, although it reduces the
incidence of suppurative complications while it is being
given. The higher relapse rate after the treatment of
streptococcal pharyngitis with sulphadiazine is pre-
sumably due to inhibition of the organism delaying the
development of immunity to it.

[These findings do not of course in any way invalidate
6A

found between the effects of hormones and aspirin, the
dose of ACTH was only one-third of that employed in
the present series. The authors thus suggest that
although there has lately been a reduction in the severity
and incidence of rheumatic fever, partly due no doubt
to the use of antibiotics in acute tonsillitis, early
admission to hospital and the institution of adequate
hormone treatment are the factors most likely to reduce
the risk of residual cardiac damage in this condition.

P. I. Reed.

Q-T Interval in Rheumatic Heart Disease. KORNEL, L.,
and BRAUN, K. (1956). Brit. Heart J., 18, 8. 1 fig.,
19 refs.
A study of the Q-T interval in electrocardiograms

(ECGs) from five groups of patients with rheumatic
heart disease was made at the Rothschild Hadassah
University Hospital, Jerusalem. In all, 164 tracings were
examined from 157 subjects, the Q-T interval being
corrected for cardiac rate (Q-Tc) by Taran and Szilagy's
modification of Bazett's formula.
Group 1, 33 normal subjects in whom the upper limit

of Q-Tc was 0-412 second.
Group 11, fifty patients with active rheumatic heart

disease, in all but six of whom the Q-Tc was more than
0 412 sec., ranging from 0-414 to 0 528 sec.
Group III, thirty patients with "subclinical" rheumatic

activity, and of these 28 had a prolonged Q-Tc which
varied from 0-415 to 0-468 sec.
Group IV, thirty patients with quiescent rheumatic

heart disease, in all but two of whom the Q-Tc was below
the upper limit of normal.
Group V, fourteen patients who had undergone mitral

valvotomy, in ten of whom the Q-Tc was prolonged; in
two of these ten cases Aschoff bodies were found on
histological examination of the auricular appendage and
in two others cellular accumulations resembling Aschoff
bodies were seen, whereas in the four cases with a normal
Q-Tc no histological evidence of activity was found.
The incidence of other abnormalities (P-R interval,

S-T deviation, T changes) in the ECG in active cases was
far below that of prolongation of Q-Tc. It is therefore
concluded that an increased Q-Tc is a sensitive index of
rheumatic activity. C. Bruce Perry.

Capillary Microscopy in Rheumatic Fever. DAVIS, E.,
and LANDAU, J. (1956). A.M.A. Arch. intern. Med.,
97, 51. 3 figs, 12 refs.
This paper reports the findings on examination of the

capillary patterns in the conjunctiva and nailbed in 100
patients with rheumatic fever or rheumatic heart disease
at the Rothschild Hadassah University Hospital, Jeru-
salem. This group included both active and inactive
cases. Similar examinations were carried out on a
control group of 158 "nonrheumatic patients" [which
nevertheless included thirty cases of rheumatoid arthritis
and eleven of collagen diseases].
A characteristic capillary pattern was found in the

conjunctiva in 79 and in the nailbed in 31 of the 100
rheumatic patients, the corresponding figures for the
control group being eleven and seven. The special
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ANNALS OF THE RHEUMATIC DISEASES
the use of sulphonamides in the prophylaxis of haemo-
lytic streptococcal pharyngitis and of rheumatic relapses.]

C. Bruce Perry.

Observations on the Electrocardiographic Changes in
Acute Rheumatism. FIFE, R., and MURDOCH, W. R.
(1955). Glasg. med. J., 36, 379. 1 fig., 37 refs.
A review is presented of the electrocardiographic

changes found in 62 cases of acute rheumatic carditis in
patients aged 4 to 40 years who were admitted to Law
Hospital, Carlisle, within 6 weeks of the onset of the
attack.

Auricular fibrillation was present in three cases. The
P-R interval was prolonged in seven (11 per cent.).
Deviation of the S-T interval occurred in sixteen cases,
but six of the eight patients in whom it was elevated had
pericarditis, while in three of those in whom it was
depressed ventricular hypertrophy was also present.
The presence of negative T-waves in Leads VI to V4

is normal in children, but in ten cases of the present
series it was accepted as evidence of carditis as sub-
sequent records showed a lessening of the negativity.
In four cases the changes were slight.
The existence of several different standards of nor-

mality for the Q-T interval makes the significance of
small increases difficult to assess; according to one
standard the interval was prolonged in 27 of the cases,
but according to another standard only in three.
The authors are of the opinion that changes in the S-T

segment and the T-wave are ofmore value in the diagnosis
of carditis in acute rheumatism than an increase in the
Q-T interval and they stress the importance of serial
tracings. They suggest that no definite conclusion as to
the prognostic value of electrocardiographic findings in
rheumatic carditis is justified in the present state of
knowledge.

[It is evident that while electrocardiographic changes
occur in a proportion of patients with rheumatic carditis
the diagnosis must usually be made on other grounds.1

C. W. C. Bain.

Estimation of Adrenocortical Hormones in Patients with
Rheumatic Carditis undergoing Treatment. (Hccne-
ROBaHHe rOpMOHOB KOPbI HaJg[IOneMHIHOB Y 60JbHbIX
c iKapgmaJIiHoi1 C opmoii peBMaTH3Ma B CB5I3H C rOpMO-
HaubHOKi TepanHeii) TOLOKNOVA, E. A. (1955). Ter.
Arkh., 27, 68, No. 8. 5 figs.
Serial estimations of adrenocortical hormones were

made on a group of 42 patients with rheumatic carditis,
of whom 25 were treated with ACTH, eleven with "buta-
dion", and six with salicylates. The serum I l-oxysteroid
level was estimated by the method of Cornelius and
MacDonald (as modified by Bush), while urinary
1 7-ketosteroid excretion was determined by Zimmerman's
method as modified by Preobrazhenskii.
The findings may be summarized as follows:
(1) The urinary content of 17-ketosteroids is lowered

in most cases of rheumatic carditis.
(2) The serum 1-oxysteroid level may be lowered,

normal, or even raised during certain forms of treatment.
(3) ACTH causes a sharp rise in the serum level of

these hormones, but this tends to fall after the cessation
of treatment.

(4) Butadion causes similar but less marked changes.
(5) Salicylates cause a slight rise in the urinary

excretion of 17-ketosteroids.
In many of the cases in all three groups the blood

1 l-oxysteroid level and the urinary excretion of 17-
ketosteroids before treatment were lower than the
average for the control subjects. L. Firman-Edwards.

Incidence of Asymptomatic, Active Rheumatic Cardiac
Lesions in Patients submitted to Mitral Commissuro-
tomy and the Effect of Cortisone on these Lesions.
Clinical and Histopathological Study of Sixty Cases.
GIL, J. R., RODRIGUEZ, H., and IBARRA, J. J. (1955).
Amer. Heart J., 50, 912. 7 figs, 16 refs.
The incidence of lesions of active rheumatic fever in

the auricular appendage at the time of mitral commis-
surotomy was studied in sixty patients at the National
Institute of Cardiology, Mexico City. Cortisone was
given to fourteen of the patients before and after opera-
tion. Histologically, the cases were divided into three
groups:

(1) Those in which there were Aschoff nodes, cellular
infiltration, and fibrinoid necrosis;

(2) Cases similar to (I) but without fibrinoid necrosis;
(3) Cases in which Aschoff nodes were observed, but

there was no fibrinoid necrosis or acute cellular infil-
tration.
Two healing stages with fibrosis were recognized. On

the basis of these criteria, 36 of the sixty patients showed
rheumatic activity, nine showed signs of healing, and
fifteen had healed lesions. Active rheumatic lesions
were infrequent and less severe in the cortisone-treated
patients than in the controls. Relapse occurred after
operation in some of the cases in both the treated and
untreated groups, but the authors nevertheless consider
that the effect of cortisone on the prevention of these
relapses merits further study.

[The statement that "it is certain that cortisone has
a beneficial effect on rheumatic active lesions" is not
warranted by the results of this investigation.]

G. Loewi.

Studies of Bacterial Throat Flora during Chemoprophylaxis
of Rheumatic Fever. MILLER, J. M., and MASSELL.
B. F. (1956). New Engl. J. Med., 254, 149. 1 fig.,
35 refs.
The bacteriology of the throat of 199 patients with a

history of acute rheumatic fever who were receiving pro-
longed treatment with sulphadiazine or penicillin was
compared with that of 94 patients with a similar history
who were not receiving chemoprophylaxis. The investi-
gation, which was carried out at the House of the Good
Samaritan, Boston, extended over 12 months, throat
swabs being taken at intervals throughout this period.
Of the treated patients, 59 received penicillin and sixty
sulphadiazine.
The medium used, sheep-blood-agar, does not support

the growth of Haemophilus influenzae; therefore no
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patients, ten of whom were treated with 300 to 600 mg.
phenylbutazone daily for 6 to 53 days, while the re-
maining fourteen received a combination of sodium
salicylate (2-8 to 4-2 g.), para-aminobenzoic acid (1-6
to 2-4 g.), and cortisone (25 to 300 mg. daily), the first
two being given together for an average of 44 days and
the last for an average of 19 days. The results in these
two groups are compared with each other and with those
previously reported.

In the first 2 weeks the erythrocyte sedimentation rate
(E.S.R.) fell more quickly in the group receiving com-
bined therapy, but when the cortisone was stopped in
the third week there was a rebound; after the third week
the E.S.R. fell in a similar manner in all four groups.
However, apart from this there was no definite difference
between the four groups except that possibly the group
receiving cortisone or corticotrophin alone did less well
than the others. It was not possible to assess the differ-
ent forms of treatment on the duration of the carditis.
It is concluded that the treatments described are of equal
value. C. Bruce Perry.

Post-operative Reactivation of Rheumatic Fever. (Re-
activation postoperatoire de la maladie rhumatismale.)
VAN BOGAERT, A., and FANNES, E. (1956). Acta
cardiol. (Brux.), 11, 141. 2 figs, 8 refs.

Rheumatic Fever and its Treatment. (La maladie de
Bouillaud et son traitement.) CHAPTAL, J., JEAN, R.,
and CAMPO, C. (1956). Sem. H6p. Paris., 32, 1175.
2 figs.

Instability of Auriculoventricular Conduction in Acute
Rheumatic Fever. I. Frequency and Extent. II.
Effect of Position on First Degree Heart Block.
SUTTON, G. C., SCHAFFNER, F., SCHERBEL, A. L., and
CRANE, T. (1956). U.S. armed Forces med. J., 7, 481
and 489. 24 refs.

Mental Forms of Sydenham's Chorea. (Formes mentales
de la choree aigue de Sydenham.) FAU, R., and
CHATEAU, R. (1956). J. Mid. Lyon, 37, 279.

Problem of Subclinical Rheumatic Carditis. TEDESCHI,
C. G., and WAGNER, B. M. (1956). Amer.J. med. Sci.,
231, 382. 17 refs.

Tonsillectomy in Children with Rheumatism. (Amigda-
lectomia en nihos afectados de reumatismo infantil.)
FRASCHINA, H. L., and FERNANDEZ MENDY, J. (1956).
Rev. argent. Reum., 21, 2.

Chronic Articular Rheumatism
(Rheumatoid Arthritis)

Bone Marrow in Rheumatoid Arthritis. (La moelle
osseuse dans la polyarthrite chronique 6volutive.)
THIERS, H., VIGNON, G., MOREL, L., and PATET, J.
(1955). Rev. Rhum., 22, 709. 6 figs, 35 refs.
The authors have studied the cytology of the bone

marrow in sixteen adult patients suffering from rheuma-
6B

information concerning the presence or absence of this
organism is available. The incidence of Streptococcus
viridans and of Staphylococcus albus, the most commonly
found organisms, was the same in both of the treated
groups and the control group. The incidence of Staph.
aureus was higher in the two treated groups than in the
controls, whereas pneumococci were more frequently
present in the control group than in either of the treated
groups. None of the throat swabs from the patients
receiving penicillin or sulphadiazine yielded Group-A
beta-haemolytic streptococci. Coliform bacilli were
isolated from throat swabs from 10 per cent. of the
penicillin-treated patients, but in none of these was there
clinical superinfection of the respiratory tract by the
organisms. No information was available concerning
fungus infections, but there were no clinical manifesta-
tions of moniliasis in the series. E. G. Rees.

Studies of C-reactive Protein in Patients with Rheumatic
Heart Disease. I. Lack of Correlation between
C-reactive Protein and Aschoff Bodies in Left Auricular
Appendage Biopsies. ELSTER, S. K., and WOOD, H. F.
(1955). Amer. Heart J., 50, 706. 2 figs, 19 refs.
The significance of Aschoff bodies found in the auri-

cular appendage at mitral commissurotomy is as yet
unknown. In the present study, reported from the
Rockefeller Institute for Medical Research, New York,
the histopathological findings in the auricular appendages
obtained at operation from twenty patients were cor-
related with the presence or absence of C-reactive protein.
This abnormal protein is found in a variety of disorders,
including rheumatic fever, and although non-specific is
a very sensitive indicator of activity in rheumatic fever.
Aschoff bodies were found in seven of the biopsy
specimens, but the patients from whom these were
obtained did not differ significantly from the other
patients in regard to clinical course, erythrocyte sedi-
mentation rate, leucocyte count, and electrocardiographic
findings. While the serum of only two of these seven
patients contained C-reactive protein this type of protein
was present in the serum of four of the thirteen patients
without Aschoff bodies.

In discussion the authors state that the apparent lack
of correlation between the presence of C-reactive protein
and that of Aschoff bodies may indicate that the patho-
logical process is not sufficiently active to lead to the
production of this abnormal protein, and suggest that
in such cases the degree of rheumatic activity may have
little clinical significance. G. W. Csonka.

Therapy of Rheumatic Fever. Comparison of Results
obtained with Salicylates, Cortisone or Corticotrophin,
Phenylbutazone, and Combination of Sodium Salicylate,
para-Aminobenzoic Acid, and Cortisone. [In English.]
KALLIOMAKI, L. (1955). Acta med. scand., 152, 473.
1 fig., 15 refs.
In a previous report (Nord. Med., 1954, 61, 296) the

author compared the results of treatment of rheumatic
fever with salicylates and with cortisone or cortico-
trophin. The present report from the Medical Clinic of
the University of Turku, Finland, concerns 24 further
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ANNALS OF THE RHEUMATIC DISEASES
toid arthritis [no further clinical details are given]. In
most cases cells of the lymphocytic series, large mono-
nuclear leucocytes, histiocytes, and plasma cells showed
some increase in numbers beyond normal limits, the last-
named in particular being almost invariably increased,
sometimes to a degree constituting more than 5 per cent.
of the total. They showed all the characteristic cyto-
logical features, but were sometimes multinucleate.
The other constant abnormality was the presence of

iron-deficiency changes in the erythroid series. These
became obvious at the polychromatic stage, the cyto-
plasm appearing thin and its colour changing from pink
to greenish-grey at the periphery, while the nucleus
appeared to be prematurely senile. Cells in the ortho-
chromatic stage showed a very small pyknotic nucleus
and smudgy cytoplasm. Cells of the eosinophil and
neutrophil series were only a little reduced in number;
some macropolycytes and toxic granulation were seen.
Hormonal treatment resulted in a return towards

normal of all the features described, except those indi-
cating iron deficiency. The authors speculate on the
connexion between plasmocytosis of the marrow, the
increased serum globulin content, and amyloidosis in
rheumatoid arthritis. S. C. Milazzo.

Prednisone in the Treatment of Rheumatoid Arthritis.
COHEN, A., TURNER, R., and DUNSMORE, R. (1955).
New Engl. J. Med., 253, 1150. 10 refs.
33 patients with severe rheumatoid arthritis were

treated with prednisone, a new steroid with adrenocortical
activity. The daily dosages ranged from 30 to 60 mg.
initially to a daily maintenance dosage of 12- 5 to 20 mg.
A potency ratio of 3:1 or 4:1 as compared with cortisone
was established. Objective improvement with a decrease
in joint pain, tenderness and swelling and an increase in
range of motion of affected joints occurred rapidly after
the initiation of prednisone therapy. A significant
decrease occurred in eosinophil counts and a moderate
decrease in elevated erythrocyte sedimentation rates.
Hypertension was augmented in one patient with essential
hypertension, but hypertension in another caused by
cortisone was relieved during prednisone administration.
Prednisone had no adverse effects on blood sugar, serum
sodium and potassium, or blood urea nitrogen levels.
No patient had evidence of oedema, and no glycosuria
developed. One patient had a slight loss in body weight.
one had a definite euphoria, and four had slight rounding
of the face. A chronically scarred duodenal cap in one
patient was adversely affected during 5 months' adminis-
tration of prednisone by virtue of a pylorospasm.-
[Authors' summary.]

Prednisone and Prednisolone Therapy in Rheumatoid
Arthritis. Clinical Evaluation based on Continuous
Observations for Periods of Six to Nine Months.
BOLAND, E. W. (1956). J. Amer. med. Ass., 160, 613.
6 figs, 11 refs.
The recently introduced synthetic steroids prednisone

and prednisolone were administered to 141 patients
suffering from severe active rheumatoid arthritis. The
series included a group of 32 patients not previously

treated and these were given the steroids as initial treat-
ment in oral doses of 10 to 20 mg. daily. For all patients
the dosage was gradually reduced to maintenance levels
by decrements of 1 *25 to 2- 5 mg. at intervals of 5 to 14
days. In most cases subjective relief was recorded
within 24 hours, and objective improvement could be
measured after 2 to 4 days. During a period of observa-
tion ranging from 6 to 9 months satisfactory improve-
ment was maintained in more than 50 per cent. of the
patients. It was considered that larger doses of hydro-
cortisone would have been necessary in order to produce
similar results, and this impression was confirmed by
the results in patients given prednisone and prednisolone
who had previously been treated with hydrocortisone.
However, most of the patients experienced untoward

reactions, notably ecchymotic skin lesions, vasomotor
symptoms, and digestive complaints; on the other hand
there were few cases of oedema and in no case was
there evidence of hypertension or potassium loss.
As shown by biological experiments prednisone and

prednisolone exhibit an adrenocortical hormonal activity
which is three to four times greater than that of their
analogues, cortisone and hydrocortisone. It would
appear, therefore, that in the treatment of rheumatoid
arthritis prednisone and prednisolone are to be preferred
to hydrocortisone, except for patients with peptic ulcer
and those in whom gastric irritation results from the
administration of the new steroids, which provoke the
secretion of about twice as much free hydrochloric acid
as does hydrocortisone. A. Garland.
Pleural Effusion complicating Rheumatoid Arthritis.
EMERSON, P. A. (1956). Brit. med. J., 1, 428. 28 refs.
In this paper from the Brompton Hospital, London, the

author describes the cases of six patients who suffered
from polyarthritis of the rheumatoid type and who, in
exacerbations of their disease, developed pleurisy with
effusion. The patients were thoroughly investigated to
exclude other causes of pleurisy, and during a period of
observation ranging from 2 to 4j years none of them has
shown any clinical, radiological, or laboratory evidence
to suggest any cause for the effusions other than the
rheumatoid process. The effusions were found to be
very persistent; in two cases they were still present after
2 years.

In the author's view these pleural effusions were due
to involvement of the pleura in the rheumatoid process.

J. Warwick Butler.
Rehabilitation of the Rheumatoid Arthritic Cripple.
LOWMAN, E. W. (1955). J. S. C. med. Ass., 51, 421.
A combination of medical treatment, rehabilitation,

and vocational guidance was given to two groups of
patients with active rheumatoid arthritis at the Goldwater
Memorial Hospital, New York.
Group I contained 24 severely disabled patients while

Group II contained 26 who were less badly disabled but
were unable to continue their occupation; later, six
patients had to be dropped from each group. Steroid
therapy was necessary to control the arthritic process in
25 of the 38 patients and phenylbutazone in eight; only
five could be maintained on salicylates alone.
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increased, compared with normal values, particularly in
the a2 fraction. In one case there was a decrease in the
serum albumin content. Increases in gamma and alpha
globulins were seen in most of the rheumatoid arthritic
patients, while the two patients with lupus erythematosus
showed increases mainly in the y-globulin fraction.
No consistent abnormality was observed in the lipid
pattern. E. G. L. Bywaters.

Keratitis and Scleritis associated with Felty's Syndrome.
OSTRIKER, P. J., OSTRIKER, M., and LASKY, M. A.
(1955). A.M.A. Arch. Ophthal., 54, 858. 1 fig., 14
refs.
Felty's syndrome consists essentially of three elements;

chronic rheumatoid arthritis, splenomegaly, and leuco-
penia. In this case there was also an ocular element with
a scleromalacia perforans of the left eye, leading to a
severe corneal ulcer and iridocyclitis. The corneal ulcer
perforated with loss of the eye, but it may be significant
that the perforation followed local cortisone and
systemic ACTH therapy. Subsequently the right eye
developed a keratitis but this improved following
splenectomy. K. C. Wybar.

Hypophyseal Abnormalities in Rheumatoid Arthritis.
PEARSE, A. G. E. (1956). Rheumatism, 12, 29. 6 figs.

Felty's Syndrome. CUDKOWICZ, L. (1956). Rheumatism,
12, 37. 22 refs.

Case of Felty's Syndrome treated with Hydrocortisone
and Prednisone. (Osservazioni su un caso di sindrome
di Felty trattato con idrocortisone e prednisone.)
MORGANO, G., and DE CARLO, M. (1955). Arch.
"Maragliano" Patol. Clin., 2, 901. Bibl.

Clinical and Metabolic Effects of Prednisone and Pred-
nisolone in Rheumatoid Arthritis. NEUSTADT, D. H.,
MCCLENDON, R., OLASH, F. A., and BEST, M. (1956).
J. Kentucky med. Ass., 54, 131. 2 figs, 10 refs.

Hydrocortisone versus Prednisolone in Rheumatoid
Arthritis. FISHER, M. (1956). Lancet, 2, 18. 4 refs.

Treatment of Rheumatoid Arthritis with Cortisone and
ACTH. (Behandeling van reumatoide arthritis met
cortison en ACTH.) GOSLINGS, J., and CATS, A.
(1956). Ned. T. Geneesk., 100, 903. 7 refs.

Management of Rheumatoid Arthritis-with Particular
Reference to Steroid Therapy. COPEMAN, W. S. C.
(1956). N.Z. med. J., 55, 3. 13 refs.

Effect of Intravenous Calcium Gluconate Infusion on the
Calcium and Phosphorus Excretion of Patients with
Rheumatoid Arthritis. [In English.] HOLOPAINEN,
T., and KOSKINEN, H. M. (1956). Acta rheum.
scand., 1, 250. 1 fig., 22 refs.

Ten Cases of Rheumatoid Arthritis treated with PAS and
Other Measures over a Two-year Period. HAYNES,
B. (1956). Med. J. Aust., 1, 692. 7 refs.

In Group I medical treatment reduced the average
"functional deficiency" from -60 per cent. to -53 per
cent.; after intensive rehabilitation functional deficiency
was -29 per cent., the average duration of treatment
being 339 days. One patient was placed in suitable
occupation and thirteen were discharged wholly or
partly self-sufficient; four patients had to remain in
hospital.

In Group II medical treatment reduced the average
functional deficiency from -30 per cent. to -13 per
cent.; after rehabilitation the figure was -4 per cent.,
the average duration of treatment being 223 days. All
the patients in this group were discharged wholly or
partly self-sufficient, seven being placed in suitable work.
The author has found that among the more important

factors which help in the selection of patients suitable
for rehabilitation are adequate medicinal control of the
arthritic process, reasonable mechanical integrity of the
joints, and a good psychological outlook on the part of
the patient. Other factors which influence selection are
the applicability or otherwise of self-help devices and the
socio-economic resources of the patient.

B. E. W. Mace.

Involvement of the Kidneys in Rheumatoid Arthritis. (K
BOnIpOCy 0 riOpa~)KeHH IrioeK rIpH TaR Ha3bIBaeMOM
HecneIJHdiecKoMimHH4OemJHoHHoM (peBMaTOHqHOM)
apTpHTe) SuRA, V. V., and MAKARENKO, I. 1. (1955).
Sovetsk. Med., 46.
Analysis of the urine in a group of patients with

rheumatoid arthritis at the Lenin Institute of Hygiene,
Moscow, showed that 26 had some degree of renal
involvement. In sixteen of these cases no other con-
dition was found to account for the urinary changes and
the renal lesion was consequently attributed to the
rheumatoid arthritis. In three of the cases there was
severe albuminuria, some casts, leucocytes, and a few
erythrocytes in the urine; in the remainder, however, the
albuminuria was slight, and casts and blood cells were
scanty. In all sixteen cases treatment with ACTH and
cortisone completely cleared up or greatly improved the
rheumatic manifestations but had no influence on the
urinary findings, nor therefore, the authors conclude, on
the renal lesion. A. Swan.

Zone Electrophoresis in Studies of Serum Proteins,
Protein-Bound Polysaccharides and Serum Lipids in
Rheumatoid Disease. KUHNS, W. J., and CRITTENDEN,
J. (1955). J. Lab. clin. Med., 46, 398. 3 figs, 24 refs.
At the University of Pittsburgh School of Medicine

samples of serum from 32 patients with rheumatoid
arthritis or rheumatoid spondylitis, one with rheumatic
fever, and two with lupus erythematosus were fraction-
ated on filter paper by the method of Kunkel and
Tiselius, using a barbitone buffer at pH 8-6. Staining
was carried out for protein with bromphenol blue and
mercuric chloride in alcohol, for polysaccharide with
basic fuchsin and periodic acid, and for lipids with Sudan
black. (The patterns from a number of these runs are
illustrated.)
The protein-bound polysaccharide was found to be
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ANNALS OF THE RHEUMATIC DISEASES

Scar Development following Hyperpigmentation in
Rheumatoid Arthritis. A Proposal for Clinical Investi-
gation. [In English.] FORBECH, V. (1956). Acta
rheum. scand., 1, 241.

(Osteo-Arthritis)
Intra-Articular and Paravertebral Injection of Cortisone

in Osteo-Arthritis of Spine. COHEN, A., Scorr, G. E.,
TURNER, R. F., and ROSE, I. (1955). J. Amer. med.
Ass., 159, 1724. 2 figs, 15 refs.
At Philadelphia General Hospital cortisone acetate or

hydrocortisone acetate was injected into the sacro-iliac
joints or into tissue in the region of the cervical, thoracic,
and lumbar vertebrae of 46 patients with osteo-arthritis
of the spine, on the assumption that the pathological
process extends more widely than is shown by radio-
graphic appearances. Up to 23 doses, each of 12 -5 to
25 mg., were given, usually at intervals of one or 2 weeks.
The technique of injection is described and illustrated
with diagrams.
Of the 46 patients, 37 received cortisone and nine

hydrocortisone; neither drug appeared to have any
advantages over the other. The results were judged by
subjective relief of pain.
Of the 26 patients with cervical osteoarthritis, fourteen

claimed to receive marked or moderate relief, while of
fourteen treated by sacro-iliac injection, eleven experi-
enced such relief. (Similar figures were obtained later
with a trial of prednisolone acetate in 22 comparable
cases.) Generally, if no benefit was seen after four
injections further attempts were of little avail.

[The author's views on the role of heavy domestic
work and other occupational factors in the aetiology of
osteo-arthritis require to be substantiated.]

J. N. Agate.

Osteo-Arthritis of the Cervical Spine. Stage and Treat-
ment. KUHNS, J. G. (1956). New Engl. J. Med.,
254, 60. 4 figs, 14 refs.
Osteo-arthritis of the cervical spine is a progressive

disorder-in most cases slowly progressive-in which,
clinically, there are three stages.

In the early stage, in which the radiological changes
are slight, the symptoms are pain and stiffness and spasm
in the antigravity muscles of the neck; in the second
stage, in which the radiograph shows narrowing of the
intervertebral disks, the chief symptom is pain referred
to the dermatomes of the nerve roots that are irritated;
in the third stage there are advanced radiological changes
with severe limitation of movement, deformity in the
cervical region, and local and root pain.
Symptoms in the early stage are most effectively treated

by temporary application of a padded collar; this should
be worn until symptoms subside but should be removed
several times a day for local heat treatment. Endocrine
disturbances should be corrected and foci of infection
removed. The aim of treatment in the second stage is
directed to relief of pressure on the nerves, for which a
firm bed without pillows or at most a small pillow under
the nape of the neck is advised. Heat treatment is also

given. In most cases relief follows the almost continuous
application of traction of 5 to 10 lb. (2-2 to 4- 5 kg.) to
the cervical spine with the patient supine on a firm bed.

If no improvement in root pain follows traction for 2
weeks the pressure on the nerve must be relieved
surgically. In the third stage traction may give tem-
porary relief, but the most effective treatment is appli-
cation of a firm collar, fitting well over the shoulders and
supporting the occiput and chin; this can be made of
plastic material from a plaster model. In these cases
medical supervision must continue for the remainder of
the patient's life. Kenneth Stone.

Osteo-Arthritis. An Approach to Surgical Treatment.
TRUETA, J. (1956). Lancet, 1, 585. 13 figs, 14 refs.

Obesity and Degenerative Joint Disease. SILBERBERG,
M., JARRETT, S. F., and SILBERBERG, R. (1956).
A.M.A. Arch. Path., 61, 280. 6 figs, 15 refs.

(Spondylitis)
Ankylosing Spondylitis. MIDDLEMISS, J. H. (1956).

J. Fac. Radiol. (Lond.), 7, 155. 28 figs.
Ankylosing spondylitis is a self-limiting disease,

affecting predominantly young males; it may be arrested
at any point, or may run its full course, ending with
ossification of the tissues involved, that is primarily
connective tissue. The sites mainly involved are the
sacro-iliac joints and the joints and ligaments of the
spine; other sites, however, are not uncommonly affected
especially around the pelvic girdle, for example, the
symphysis pubis, the outer borders of the iliac bones, and
the ischial tuberosities.
The radiological changes are those of bone destruction

followed by repair; thus, there is osteoporosis of the
cortex, followed by bone reaction, calcification, and
re-ossification; the last named extends beyond the
original bone margin but still remains in the connective
tissue planes. The disease is progressive, usually starting
in the sacro-iliac joints, the spine being then involved in
an ascending direction, though some areas of the spine
may be spared. Involvement of the connective tissue
attachments, especially those of the greater trochanter,
the os calcis, and also of the joints of the extremities may
occur, usually as a late manifestation. The detailed
bone changes in the peripheral joints are indistinguishable
from those seen in rheumatoid arthritis, but the over-all
pattern is different (the main differences are set out in
parallel columns in the original paper.)
The author points out that the general radiological

pattern of ankylosing spondylitis in women differs from
that in men; in the latter the so-called "bamboo spine"
is the typical appearance, whereas women tend to show
the "streaky" type of spine. The common features of
the disease in females are thus:

(1) marked involvement of the posterior spinal
articulations;

(2) little or no ligamentous ossification;
(3) osteoporosis;
(4) often considerable calcification of the costal

cartilages.
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with early apophyseal joint fusion, much vertebral
rarefaction, and little bridging.

Purely spinal cases without osteoporosis showed a
slightly, in some cases a considerably, increased serum
albumin content, in contrast to the hypoalbuminuria in
the other cases. The level of the M2 globulins, and
especially that of the associated glycoproteins, was
elevated, the glycoprotein level corresponding with the
activity of the disease process. The authors consider
that in this group the serum glycoprotein content gives
a better indication of activity than does the erythrocyte
sedimentation rate or the severity of symptoms. Cases
with spinal osteoporosis invariably showed a considerable
lowering of the serum albumin content, and a persistent
elevation of that of a2 globulin and glycoprotein. The
patients with peripheral joint involvement had a lowered
serum albumin and a raised o2-globulin content and a
greater increase in y globulin than in the preceding
groups. The increase in the total and °2 glycoprotein
level and the erythrocyte sedimentation rate paralleled
the degree of clinical activity of the disease. The serum
lipid content showed little change throughout, apart from
that which would be expected to result from age.

S. C. Milazzo.

Ankylosing Spondylitis with Aortitis and Aortic In-
sufficiency. (Spondilite anchilosante con aortite e
insufficienza aortica.) LUCHERINI, T., and CECCHI,
E. (1956). Minerva med. (Torino), 47 (1), 43. 9
figs, 33 refs.
A case of ankylosing spondylitis with aortitis and

aortic insufficiency in a man aged 38 is reported. The
clinical appearance excludes rheumatic or syphilitic
aetiology of the cardiac and aortic lesion. The possible
rheumatoid nature of the affection is suggested by an
analogy with the cases reported by Bauer, Clark, and
Kulka (1951). The significance of the syndrome is
discussed in the light of modern concepts of rheumatic
heart disease.-[Authors' Summary.]
Reference.

Bauer, W., Clark, W. S., and Kulka, T. P. (1951) "Proc. Amer.
rheum. Ass., 1951." Annals of the Rheumatic Diseases, 10, 470.

Iritis in Ankylosing Spondylitis. WEEREKOON, L. M.,
and GOLDING, C. (1955). Ceylon med. J., 3, 80.
2 tables, 6 refs.
26 cases seen at the Western Ophthalmic Hospital,

London, were divided into two groups-fifteen with
established spondylitis, and eleven with iritis as the
presenting symptom and positive x rays of the sacro-iliac
joints. In all cases the exudate in the anterior chamber
was thick and gelatinous-looking or took on the appear-
ance of a cob-web coagulum and was sufficiently typical
to warrant x-ray examination of the sacro-iliac joints
whenever it was seen. Cortisone did not usually seem
to be of much benefit. E. J. Somerset.

Spondylarthritis and the Fiessinger-Leroy-Reiter Syn-
drome. Two Aspects of the Same Rheumatoid Disease.
(Spondylarthrite ankylosante et syndrome de
Fiessinger-Leroy-Reiter. Deux aspects de la meme
maladie rhumatismale.) MARCHE, J. (1955). France
mid., 18, 5.

It is stressed that the radiological appearances of
ankylosing spondylitis can be explained in terms of
inflammation, reaction, and repair. L. G. Blair.

Spondylitis of Juvenile Rheumatoid Arthritis. BARKIN,
R. E., STILLMAN, J. S., and POTrER, T. A. (1955).
New Engl. J. Med., 253, 1107. 8 figs.
Spinal involvement in juvenile rheumatoid arthritis has

occasionally been noted in the literature, but has never
been adequately investigated. The present authors have
therefore undertaken a survey of all the cases of Still's
disease seen over the last 40 years at the Robert Breck
Brigham Hospital, Boston (which is largely devoted to
rheumatic diseases), in order to determine the incidence
and nature of the spondylitis. Clinical or x-ray evidence
of spinal involvement was found in 57 (80 per cent.) of
71 cases, the areas most commonly affected being the
neck and lower back. Calcification of the paravertebral
ligaments was, however, unusual, being noted in only two
cases in this series. The symptoms of spinal involvement
generally appeared at, or soon after, the onset of the
illness, and one of the ultimate results was a shortening
of stature owing to interference with the normal growth
of the spine. In no case was spinal arthritis present in
the absence of peripheral joint involvement.

In the entire series there were 45 female children and
26 male, in general a similar distribution to that com-
monly seen in rheumatoid arthritis in adults. Of the
57 patients with evidence of spinal involvement, 37 were
female and twenty male-a distribution differing signifi-
cantly from that of spondylitis in adults and suggesting
that the disease is part of the process of juvenile rheuma-
toid arthritis and not a true spondylitis sui generis as in
most adults. W. S. C. Copeman.

Serum Proteins, Glucoproteins, and Lipids in the Various
Clinical Forms of Ankylosing Spondylitis. (Protides,
glucides et lipides seriques dans les diverses formes
cliniques de la spondylarthrite ankylosante.)
JACQUELINE, F., and GROULADE, J. (1955). Rev.
Rhum., 22, 735. 3 figs, 25 refs.
At the Centre for Research in the Rheumatic Diseases,

Aix-les-Bains, the authors have studied the serum protein
content and pattern in 54 cases of ankylosing spondylitis
and in 32 normal male control subjects, other cases of
ankylosing spondylitis with associated diseases likely to
produce changes in the serum proteins being excluded.
Zone electrophoresis on paper was followed by staining
with naphthalene black for protein, periodic-acid-Schiff
stain for glycoprotein, and Sudan black for lipid. In
addition, an estimate of the total serum glyco- and lipo-
protein content was made by staining the serum on paper
without electrophoresis and comparing it with a standard
pooled serum from a group of healthy blood donors
aged between 30 and 40. The cases were divided into
two groups-those with, and those without, peripheral
joint involvement. The patients showing only spinal
disease were further divided into:

(1) those in whom the process was relatively painless,
the course slow. and radiography showed intervertebral
bony bridges and no osteoporosis;

(2) those with more painful and disabling disease,
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ANNALS OF THE RHEUMATIC DISEASES
Ankylosing Spondylarthritis and the Fiessinger-Leroy-

Reiter Syndrome. (Spondylarthrite ankylosante et
syndrome de N. Fiessinger-Leroy-Reiter.) MARCHE,
J. (1955). France mid., 18, 43.

Heart in Ankylosing Spondylitis. (La coeur dans la
spondylarthrite ankylosante.) RUFFLE, R., and
FOURNIE, A. (1956). Rhumatologie, 1, 1. 17 refs.

(Miscellaneous)
Specific Therapy for Salicylism. SCHREINER, G. E.,
BERMAN, L. B., GRIFFIN, J., and FEYS, J. (1955).
New Engl. J. Med., 253, 213. 4 figs, 24 refs.
The authors state that of all fatal cases of poisoning

in the U.S.A. due to solids and liquids 4 per cent. are

attributed to salicylates, usually aspirin. They describe
two cases of salicylate poisoning seen at Georgetown
University Hospital, Washington, D.C., one of which-
believed to be the first-was successfully treated by
haemodialysis by means of the Kolff artificial kidney.
The first patient, a 44-year-old man, was admitted in

a comatose condition when the blood salicylate level was
found to be 90 mg. per 100 ml. Dialysis was begun 7j
hours later and within 2 to 3 hours the patient was con-

scious and able to speak rationally. The dialysis was

continued for 6 hours during which time 9 * 4 g. salicylate
was recovered, the blood salicylate concentration falling
from 90 to 30 mg. per 100 ml. No salicylate was detected
in the blood by the third day, and the patient made an

uneventful recovery. Although seven empty aspirin
bottles were found at the man's home, representing a

total of 210 g. of the drug, the patient denied attempted
suicide, but stated that about 8 weeks before admission
he had begun to take aspirin for headaches, increasing
the amount until he was taking fifty tablets a day.
The second case was that of a young woman aged 19

who was drowsy but conscious on admission. Speech
was slurred and she complained of a "roaring sound" in
the ears. As some 30 hours had elapsed since she had
taken the aspirin (stated to be about 40 g.) conservative
treatment was given in the form of intravenous adminis-
tration of fluids and sodium lactate. About 8-4 g.

salicylate was excreted in the urine, and the serum

salicylate concentration declined from 91 mg. per 100 ml.
on admission to 25 mg. per 100 ml. within I' days, and
by the third day no salicylate was detected in the serum.

After severe mental disturbances, manifested by visual
hallucinations and maniacal behaviour, the patient
reverted to normal behaviour on the fifth day, and was
discharged one day later to the care of her family and a

psychiatrist.
In an addendum to the paper reference is made to

another case in which 166 g. aspirin was taken, the
patient being admitted to hospital 16 hours later with a

blood salicylate concentration of 115 mg. per 100 ml.
This was reduced to 29 mg. per 100 ml. after dialysis for
7 hours; this patient recovered consciousness but
eventually died 5 days later.
The authors conclude by pointing out that on the

evidence at present available the selection of patients for

treatment by dialysis must be tentative, but that patients
exhibiting signs of involvement of the central nervous
system will probably benefit from the procedure. In
view of the danger of damage to the brain they emphasize
the importance of rapid removal of salicylate from the
body, and urge that salicylism should be regarded as an
acute medical emergency. R. Wien.

Effectiveness of Salicylamide as an Analgesic and Anti-
rheumatic Agent. Evaluation of the Double Blindfold
Technique for studying Analgesic Drugs. BATTERMAN,
R. C., and GROSSMAN, A. J. (1955). J. Amer. med.
Ass., 159, 1619. 17 refs.
From Flower and Fifth Avenue Hospitals (New York

Medical College), New York, the authors report the
results of a clinical comparison of aspirin, a placebo, and
salicylamide in the treatment of 73 out-patients with
painful arthritic conditions. The double-blindfold tech-
nique was used, the dose of each drug was 0 6 g. every
4 hours, and assessment of the results was based on
subjective reports. All results were subjected to
statistical analysis.
The over-all efficacy (the criteria of which are defined)

appeared to be about 60 per cent. for each drug. Mild
untoward reactions were noted in 25 per cent. of those
given aspirin, in 17 per cent. of those given the placebo,
and in 31 per cent. of those receiving salicylamide.
Asked to state a preference for one medicament, the
patients showed a tendency to prefer the placebo.

In a further test, of 46 in-patients, effective analgesia
was obtained in 60 per cent. with aspirin, in 47 per cent.
with the placebo, and in 27 per cent. with salicylamide.
A statistically significant number of these patients
preferred aspirin to salicylamide.

Details are also given of a similar study carried out on
57 patients in which salicylamide, N-acetyl-p-amino-
phenol, and a placebo were compared. The results
were similar to those in the first trial. The adminis-
tration of salicylamide to twenty ambulatory arthritic
patients resulted in satisfactory analgesia in only 15 per
cent.

In view of these conflicting and surprising results, the
authors express doubt about the value of the double-
blindfold technique in the assessment of drugs in chronic
ailments, suggesting that this method results in a levelling-
off of incidence of effectiveness, so that active drugs may
be erroneously condemned as ineffective because the
same response is obtained with a placebo.

[This challenge to the validity of the double-blind
technique in therapeutic trials is important, and the
arguments set out in the original paper are worthy of
study.] T. J. Thomson.

Early Diagnosis and Treatment of Rheumatic Coronary
Arteritis. (PaHHqI gHar5HOCrHiKa H ieqeHHe
peBmaTHm'ecHnx HopoHapHTOB) EFIMOVA, G. M.
(1955). Sovetsk. Med., 40, No. 12. 3 figs.
After a brief review of the Russian literature on the

subject of coronary involvement and cardiac infarction
during the acute stage of rheumatic fever, the author
reports from the Sverdiovsk Medical Institute her own
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The authors conclude that there is little evidence that
rheumatic manifestations are due to lack of oestrogens,
and suggest that arthralgia and paraesthesiae may be due
to neurovegative changes and vasomotor disorders which
accompany the menopause, and the rheumatic, pre-
arthrotic, and arthrotic lesions chiefly to the degenerative
processes of ageing. V. Reade.

Use of Reserpine in Psychogenic Rheumatism, Osteo-
Arthritis, and Rheumatoid Arthritis. A Preliminary
Report. BARTFELD, H. (1955). J. Amer. med. Ass.,
159, 1510. 7 refs.
The action of reserpine in seven cases of psychogenic

rheumatism, sixteen of osteo-arthritis, four of rheumatoid
arthritis, and three of mixed osteo-arthritis and rheuma-
toid arthritis was observed at New York University
Post-Graduate Medical School. The drug was given in
a dosage of 0 1 mg. twice daily, increased to 0 25 mg.
twice daily in some cases if there was no response. Of
the patients with psychogenic rheumatism five derived
benefit-usually less stiffness and muscle pain-from the
treatment [but only two are mentioned in any detail].
Of the remaining 23 patients, nine showed some tem-
porary symptomatic improvement [objective changes are
not described].
The author concludes that reserpine may help to

relieve symptoms in rheumatic disorders and that it
should be combined with routine treatment.

K. C. Robinson.

Observations on the Effects of Intra-Articular Phenyl-
butazone. NEUSTADT, D. H., and STEINBROCKER, 0.
(1956). J. Lab. clin. Med., 47, 284. 8 refs.
From the Hospital for Joint Diseases, New York, the

authors describe the results obtained with the intra-
articular injection of phenylbutazone ("Butazolidin") in
the treatment of eighteen patients with rheumatoid
arthritis, eleven with osteo-arthritis, and four with allied
rheumatic disorders. The drug (1 g. in a 20 per cent.
solution containing also lignocaine) was injected at
intervals of one to 6 weeks, the usual dose given being 3
to 5 ml. Both the subjective and the objective effects of
the treatment were assessed, and in ten cases with effusion
weekly aspiration of the synovial fluid was carried out and
changes in its cytology noted.

Beneficial results were particularly noticeable in the
more acutely inflamed and painful joints with effusion,
there being a concurrent decrease in the number of
leucocytes in five cases within one to 2 weeks after the
injections, while in a few cases in which fluid was
aspirated 2j days after the injection leucocyte disintegra-
tion was observed. This effect was similar to the action
of phenylbutazone on synovial fluid in vitro. Of the
eighteen patients with rheumatoid arthritis (who received
a total of 45 injections), seven showed major improve-
ment, seven minor improvement, and four no improve-
ment; while of the eleven with osteo-arthritis (receiving
34 injections), marked improvement occurred in only
one, slight to moderate improvement was noted in seven,
and no improvement in the remaining three.
There was no improvement in four miscellaneous

series of thirty cases of "rheumatic coronaritis" in
adults. On the basis of the clinical and electrocardio-
graphic (ECG) findings the patients were divided into
two categories:

(1) "infarction" (four cases),
(2) "stenocardiac" (coronary insufficiency) (26 cases).
The symptoms and signs in patients in Group 1 were

severe precordial pain, tachycardia, moderate fever,
leucocytosis, increase in the erythrocyte sedimentation
rate, and deep inversion of the T-wave in the ECG.
Symptoms in the patients in Group 2 were less severe,

and the ECG showed in some cases inversion of the
T-wave and in others a high or low S-T take off.

Treatment with salicylates and amidopyrine is recom-
mended, combined with strict bed rest for a period of
6 weeks for patients in the first group and of 2 to 3 weeks
for those in the second.

[The electrocardiograms reproduced represent only
four leads, namely, I, II, III, and CR4, and are not
convincing.] A. Swan.

Influence of an Early Artificial Menopause on Rheumatic
Manifestations. (De l'influence d'une menopause
artificielle precoce sur les manifestations rhumatism-
ales.) FORESTIER, J., and DE MARCHIN, P. (1955).
Rev. Rhum., 22, 819.
The authors question the acceptance of the term

"menopausal rheumatism" for that chronic type of
disease which appears about the age of 50 to 60 and is
characterized by arthralgia, paraesthesiae, para-articular
and painful "pre-arthrotic" manifestations (excluding the
inflammatory types), and which is often attributed to
alterations in endocrine balance, especially since oestro-
gens have been administered with success in these
conditions.
The authors then report their observations on two

groups of women aged 50 to 60:
(1) Seventy who had suffered early artificial meno-

pause at the average age of 30 and who came under care
for chronic rheumatism;

(2) a control group of 200 normal female patients
attending the H6pital de Baviere, Liege, for rheumatism.
Among patients in Group I a short interval between

the operation and onset of symptoms occurred in only six
cases, the average age of onset in the others being 431
and the average age at the first consultation being 50.

In the control group the average age of natural meno-
pause was 50, at onset of symptoms 46k, and at first con-
sultation 54. Thus the influence of early artificial meno-
pause upon the onset of chronic rheumatism appears to
be slight.

Further, among 25 women with artificial menopause
before the age of 40, there were six (28 per cent.) with
rheumatism, while out of a random group of 100 normal
control subjects 26 complained of rheumatism, with or
without other disorders.
Among 240 patients at Aix-les-Bains with the type of

rheumatism in question, 21 reported onset before the age
of 40, but only two of the total 240 had an early meno-
pause, and in neither of these was there early onset of
rheumatic symptoms.
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ANNALS OF THE RHEUMATIC DISEASES
cases, which included one case each of olecranon bursitis,
swollen knee-joint in a patient with ankylosing spondy-
litis, tenovaginitis of the wrist, and Reiter's syndrome
with an acutely swollen knee.
The possible mode of action of phenylbutazone as a

specific anti-inflammatory agent is discussed.
H. F. Reichenfeld.

Swellings in the Region of the Second and Third Meta-
carpophalangeal Joints with Lesions of the Cervical
Nerve-roots. (Ober Schwellungen in der Umgebung
des zweiten und dritten Fingergrundgelenkes bei
zervikalen radikuliren Reizzustanden.) GENSLER, W.
(1955). Z. Rheumaforsch., 14, 282. 3 figs, 26 refs.
Among 30,000 patients examined at a Hamburg

rheumatism clinic during a period of 18 months, swellings
confined to the second and third metacarpophalangeal
joints were observed in 102 cases, being bilateral in 43.
There was thickening of the skin and of the underlying
fatty tissue, but no sign of arthritis and no bone changes
demonstrable by x rays. Pain in the arms and para-
esthesiae were common, together with tenderness and
limitation of movement of the cervical spine and tender-
ness in the region of the brachial plexus and of the
muscles of the upper arm. There was some weakness of
adduction of the fifth finger. Chronic "septic foci" were
found in 84 cases. Radiographs of the cervical spine
showed degenerative changes and narrowing of the inter-
vertebral foramina. It is suggested that this type of
swelling results from a reflex irritation of the spinal roots
and must be differentiated from rheumatoid arthritis.

John Lorber.

Vertebral Manipulation. (Les manipulations vertebrales.)
DE SRZE, S., and THIERRY-MIEG, J. (1955). Rev.
Rhum., 22, 633. 10 figs, 5 refs.
Although manipulation of the vertebrae has long been

practised by osteopaths it was only about 1944 in France
that scientific appraisal of this method of treatment
showed that it had a part to play in orthodox medical
treatment. In this paper the authors describe the
methods adopted at the H6pital Lariboisiere, Paris.
They first consider the pathological anatomical changes
which in their view are responsible for acute and chronic
lumbago and for sciatica, and go on to describe in detail
the manipulations necessary to relieve these conditions.
They then suggest possible ways in which manipulation
can correct the pathological processes affecting the inter-
vertebral disk.
The authors consider that acute lumbago is the lesion

most amenable to this form of treatment, as here the
pathological condition is reversible, although they add
that no guarantee can be given that relapse will not occur.
In the treatment of sciatica, however, success was
achieved in only 40 per cent. of their cases, largely, they
suggest, because in many of these . e pathological process
had become irreversible; this was the case also in chronic
lumbago, in which the results of manipulation were not
as uniformly good as in acute lumbago. They state that
difficulties arising from this type of treatment are few,

provided that the manipulator is expert and that no
mistake has been made in diagnosis. In their view
vertebral manipulation should not be regarded as a
specialty but rather as a part of physical medicine as a
whole. W. Tegner.

Sjdgren's Syndrome as a Constitutional Defect.
COVERDALE, H. (1955). N.Z. med. J., 54, 641. 2
tables, 4 refs.
From the pathological changes alone it does not seem

to be possible to say with confidence that Sjbgren's
syndrome is a disease, a part of a generalized tissue
abnormality, or an abiotrophy. Any understanding
must depend largely on clinical data. In the past this
has been obtained from severe cases. A survey of 200
unselected cases, many of them mild, does not support
the accepted description of the syndrome in all respects.

Secretion of tears decreases progressively with age.
Supposing the glands to be of defective development, the
larger number of cases diagnosed at and after middle age
could be due to this natural decline of secretion. This
series of 200 shows a much greater proportion of young
people and males than is usually found and there is
evidence that the syndrome is of congenital origin.
Different glands and mucous membranes are affected in
such a patchy, haphazard way that any central cause
seems to be impossible or exceedingly unlikely.

Nature tries to compensate for the lacrimal deficiency
by causing the mucous glands of the lids to overact, with
the result that blepharitis occurs and there is an excessive
secretion of mucus. This is not beneficial. There are
other examples of such well-intentioned but useless
attempts at compensation. As a first step towards
fitting rheumatism into the syndrome a new description
of the ocular changes can be given in the following terms:

In the affected eyes there is a defect of lacrimal
secretion. This tends to become masked by a compen-
satory hypersecretion of a different kind which is not
necessarily beneficial, and the resulting inflammation
may be a product of the defect of secretion or of the
compensation or of both. The defect is often, if not
usually, present in early life and may be congenital or
familial. It varies greatly in degree and tends to cause
symptoms of discomfort or distress gradually with the
natural aggravation of age, the actual onset being deter-
mined by some perhaps trivial incident such as debility,
injury, or eye strain. [Author's Summary.]

Rheumatism and Ocular Rheumatic Affections. (Sobre
el reumatismo y las afecciones reumaticas oculares.)
MATA LOPEZ, P. (1955). Arch. Soc. oftal. hisp.-amer.,
15, 1039. 43 refs.
This is a complete and up-to-date review of the ocular

manifestations of rheumatism with a detailed description
of idiopathic and secondary ocular rheumatism and the
different localizations of rheumatism in the eye; it con-
cludes with a discussion on diagnosis and present-day
methods of treatment. [Owing to the scope of the paper
it cannot be usefully summarized in a short abstract.]

A. Arruga.

284

copyright.
 on M

ay 16, 2023 by guest. P
rotected by

http://ard.bm
j.com

/
A

nn R
heum

 D
is: first published as 10.1136/ard.15.3.273 on 1 S

eptem
ber 1956. D

ow
nloaded from

 

http://ard.bmj.com/


above that between L 2 and 3 attempted. [The results
are given in tabular form, but there seems to be some
confusion in the authors' Table II, where it appears that
the columns of figures should be moved one column to
the left.]

In fifty of the cases studied myelography with "pant-
opaque" was also performed. In only fourteen cases
did the myelogram and discogram agree completely as to
negative or positive findings. In 22 cases they were in
complete disagreement; for example, the discogram
showed a single offending disk in eleven cases which
appeared normal on the myelogram in eight cases, two
spaces showing abnormalities on the discogram were
normal on the myelogram, while in three cases the disco-
gram showed involvement at three levels whereas the
myelogram was completely negative. In the remaining
fourteen cases there was partial agreement [these com-
parative findings are tabulated in detail]. In 32 cases
both myelography and discography were performed
before operation; the tabulated comparative findings
show there was a low rate of agreement between the
surgical findings and the myelogram, whereas out of 96
cases operated upon there was full agreement between the
surgical findings and those of discography in 88 cases and
partial agreement in seven.

It is emphasized that discography was performed only
on those patients with long-standing, severe, incapaci-
tating backache for whom surgical intervention was
thought to be necessary and in whom the clinical location
of the lesion or the results of myelography were in-
adequate. It is to this selection that the fact that normal
findings were so few in this series can be attributed.

J. MacD. Holmes.

Myelography in the Diagnosis of Sciatica. (La mielo-
grafia en el diagn6stico de la ciatica.) SALVATELLA
VINALS, J. (1956). Rev. esp. Reum., 6, 336.

Cervical Traumatic Arthritis. (L'arthrite traumatique
cervicale.) PIZON, P. (1956). Presse mid., 64, 787.
6 figs, 9 refs.

Pararheumatic (Collagen) Diseases
Antimalarials in the Treatment of Discoid Lupus Ery-

thematosus. Special Reference to Amodiaquin (Camo-
quin.) LEEPER, R. W., and ALLENDE, M. F. (1956).
A.M.A. Arch. Derm., 73, 50. 24 refs.
This paper from the University of California School of

Medicine, San Francisco, reports a comparative study of
three antimalarial drugs-"quinacrine" (mepacrine),
chloroquine, and amodiaquin (camoquin)-in the treat-
ment of a recent series of 32 cases of discoid lupus
erythematosus.

Mepacrine was given in a dosage of 0 3 g. daily
initially, reduced to 0 2 g. daily when skin discoloration
appeared, and maintained at 0 1 g. daily for prolonged
treatment.
Of sixteen patients treated with this drug, five improved

sufficiently for treatment to be stopped after 3 months
(but all had to be re-treated within an average of 3

Value of Treatment of Reiter's Disease. FOWLER, W.,
and KNIGHT, G. H. (1956). Brit. J. vener. Dis., 32, 2.
3 tables, 17 refs.
An assessment of various types of treatment in seventy

cases of Reiter's disease, including a miscellany of anti-
biotics and antihistaminics. The authors found no
evidence that any form of therapy at present in use has
any influence upon the course of the illness.

P. D. Trevor-Roper.

General Rheumatic Affections and the Eye. (1Ober
Augenerkrankung im Symptomenbilde des Rheuma-
tismus.) MYLIUs, K. (1955). Z. Rheumaforsch., 14,
222.
In acute rheumatism the eye is almost never affected,

but in the chronic form acute or subacute recurrent
iridocyclitis is frequent. The author discusses general
affections supposed to be of rheumatic aetiology and their
ocular symptoms, such as Sjogren's disease, Still-
Chauffard's syndrome, scleromalacia perforans, and
Reiter's syndrome. W. Leydhecker.

Cardiovascular Aspects of Marfan's Syndrome: a
Heritable Disorder of Connective Tissue. McKusIcK,
V. A. (1955). Circulation, 11, 321. 17 figs, 3 tables,
76 refs. J. R. Hudson.

Origin and Treatment of Rheumatic Manifestations.
(Ueber Genese und Therapie des rheumatischen
Geschehens.) STORCK, H. (1956). Med. Klin., 51,
332.

Infection, Allergy, and Pathogenesis of Rheumatic Disease.
[In English.] HAGERMAN, G. (1956). Acta rheum.
scand., 1, 209. Bibl.

Rheumatic Diseases in Industry. (Rheumatische Erkran-
kungen im Industribetrieb.) BLUMENCRON, W. (1956).
Wien. med. Wschr., 106, 358.

Haemorrhagic Diathesis with Increased Capillary Fragility
caused by Salicylate Therapy. FRICK, P. G. (1956).
Amer. J. med. Sci., 231, 402. 16 refs.

Disk Syndrome
Discography in Evaluation of Lumbar Disk Lesions.

FRIEDMAN, J., and GOLDNER, M. Z. (1955). Radiology,
65, 653. 3 figs, 8 refs.
The authors present an analysis and critical review of

the findings in 150 selected cases of severe back pain of
long standing in which discography was performed at
Mount Sinai Hospital (University of Minnesota), Min-
neapolis. In all 150 cases an attempt was made to inject
contrast medium into the three lower lumbar disks.
Finally a total of 427 disks were injected and examined
radiologically, there being only fourteen unsuccessful
attempts at injection. In four cases four disks were
injected, this occurring where there was a transitional
vertebra between the lumbar and sacral segments; the
transitional space was injected together with the three
disks directly above. In no case was injection of a space
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ANNALS OF THE RHEUMATIC DISEASES
months), ten showed "encouraging" improvement at
first but this was not maintained, and one developed
sensitivity to the drug.
Of 29 patients who received one or more courses of

chloroquine, starting with 0 5 g. daily for 2 weeks and
continuing with 0 25 to 0 5 g. daily, in 22 the condition
improved or cleared up entirely (twelve relapsed within
one year), in five the rate of improvement was so slow that
other measures had to be adopted, the treatment of one
was abandoned because of enteritis, and one declined
further treatment because of early aggravation of the
lesions.
Amodiaquin was given to sixteen patients, most of

them receiving 0 2 g. daily; eight of these had previously
received both mepacrine and chloroquine, and six chloro-
quine only. Remission occurred in nine cases although
in one this lasted only a month, and considerable im-
provement was reported in the remainder after 6 months'
follow-up. Skin pigmentation did not occur, nor were
gastro-enteritis, dyspepsia, blurring of vision, or drug
sensitivity reported in any case even where these had
occurred during treatment with chloroquine or mepa-
crine. The commonest side-effect was a feeling of
fatigue and lassitude, and only when the daily dose was
increased to 0 4 g. did vertigo, weakness, and malaise
occur. Tolerance to amodiaquin in general was good,
even after 8 months' treatment in one case.

These antimalarial drugs appear to be more effective
and safer than treatments previously used in the control
of discoid lupus erythematosus. The authors' limited
experience with amodiaquin suggests it is similar to
chloroquine in effect and that either of these drugs is
preferable to mepacrine. Benjamin Schwartz.

Pulmonary Manifestations of Generalized Scleroderma
(Progressive Systemic Sclerosis.) OPIE, L. H. (1955).
Dis. Chest, 28, 665. 8 figs, 25 refs.
The pulmonary changes in generalized scleroderma are

described with special reference to twelve cases seen at
Groote Schuur Hospital, Cape Town; numerous cases
in the literature are also cited.

Pleural involvement is rare in systemic sclerosis, but
changes are found in the pulmonary interstitial tissue
(pulmosclerosis) and in the pulmonary vasculature.
Two main forms of pulmonary infiltration are seen-
pulmosclerosis cystica and pulmosclerosis compacta. A
third type of pulmonary involvement, which may be a
formidable complication of systemic sclerosis, results
from secondary broncho-pulmonary bacterial infection
or from "spill over" lesions from an accompanying
oesophageal stricture. Pulmonary hypertension may
also be present, and associated with severe cyanosis, as
in one case in the present series. Histological examina-
tion may reveal severe pulmonary endarteritis, with
which the pulmonary fibrosis combines to accentuate the
strain on the right heart. It is emphasized that clinical
evaluation of pulmonary hypertension may be difficult
in the presence of sclerodermatous changes in the thorax,
neck, and arms.

It is recommended that in cases of pulmonary fibrosis
or hypertension of uncertain origin a careful search

should be made for early dermatological signs, since
these may precede florid scleroderma by some years.

J. N. Harris-Jones.

Treatment of Systemic Lupus Erythematosus with
Prednisone and Prednisolone. BOLLET, A. J., SEGAL,
S., and BUNIM, J. J. (1955). J. Amer. med. Ass., 159,
1501. 3 figs, 8 refs.
The effect of the new synthetic steroids prednisone and

prednisolone was compared with that of older steroids
-cortisone, hydrocortisone, or ACTH-in the treatment
of cases of systemic lupus erythematosus at the National
Institutes of Health, Bethesda, Maryland.
Of the ten patients studied, nine were already receiving

hormone therapy but the disease was not satisfactorily
controlled. A change was made to prednisone or pred-
nisolone, the dosage of the older steroids being reduced
and placebos being given in such a way that the patients
were apparently unaware of the change. The initial
suppressive daily dose of prednisone was 20 to 60 mg.
and the maintenance dose 5 to 30 mg.

It was found that the new synthetic steroids had four
times the potency of cortisone, and that the signs and
symptoms of acute systemic lupus erythematosus, with
some notable exceptions, were suppressed. Renal and
cardiac lesions were unaffected, and neither the L.E.-cell
phenomenon nor the hyperglobulinaemia was influenced
by the treatment. There was little improvement in the
mental state or the electroencephalogram in those cases
in which abnormalities had been noted before treatment
started. There was, however, clearance of pulmonary
infiltration in six out of the eight cases in which this had
been observed radiologically.
The authors conclude that in general the effectiveness

and limitations of prednisone and prednisolone in the
treatment of lupus erythematosus closely parallel those
of cortisone and corticotrophin, except that the newer
steroids do not cause sodium and water retention or
potassium loss when administered in moderate thera-
peutic doses. J. N. Harris-Jones.

Lupus Erythematosus. Clinical and Haematological
Studies in 77 Cases. MARTEN, R. H., and BLACKBURN,
E. K. (1956). A.M.A. Arch. Derm., 73, 1. 35 refs.
The clinical and haematological features of cases of

lupus erythematosus seen in the Sheffield area between
1948 and 1952 are discussed. There were 77 cases
during this period, including 66 of chronic discoid, six of
generalized discoid, four of subacute disseminated, and
one case of acute disseminated lupus erythematosus.
The age at onset in the chronic discoid cases varied from
12 to 67 years, with maximum incidence between ages
20 and 44. The condition had been present for less than
10 years in most cases. Except for local trauma in three
cases of chronic discoid and exposure to sunlight in one
case of subacute disseminated disease there were no
specific precipitating factors. Sunlight, however, aggra-
vated the condition in 41 cases of chronic discoid, four of
generalized discoid, and two of subacute disseminated
lupus erythematosus. In addition to the cutaneous
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lupus erythematosus profundus and the transitory
nodules occurring in the vicinity of joints in some cases
of systemic lupus erythematosus is not clear, but in the
reported cases the nodules were persistent and remote
from joints, and systemic involvement was not noted.
The paper includes reproductions of photomicro-

graphs obtained in the four cases described.
Benjamin Schwartz.

Ophthalmological Aspects of Periarteritis Nodosa. (Les
aspects ophthalmologiques de la periartdrite noueuse.)
GARCIN, R., MAN, H. X., and GRUNER, J. (1955).
Presse mid., 63, 1792. 8 figs, 1 ref.
This is essentially a case report of a peripheral poly-

neuritis, specifically a quadriplegia, in a 50-year-old man.
By means of muscle biopsy the diagnosis of periarteritis
nodosa was made. On initial ophthalmoscopic examina-
tion no abnormalities were seen. One month later a
single yellowish exudate was seen in the left eye, but
again there were no alterations in the vessels. The
patient was given ACTH, but in spite of this and other
therapy he died one month later. The last ophthalmo-
scopic examination was made two days before death.
At this time there were numerous exudates present, and
oedema of the optic nerveheads and retina. Vessels
were again essentially normal, and there were only three
or four punctate haemorrhages. In the periphery of the
right eye there was a single area of exudative detachment;
two such areas were seen in the left eye.

Histological examination of the eyes was made and in
the retina the vessels showed only a moderate dilatation.
However the choroidal vessels showed the characteristic
changes of periarteritis. These are beautifully illustrated
with coloured photographs. The authors point out that
the ophthalmoscopic changes and the anatomical changes
in the retina are not specific and only help to corroborate
the diagnosis. However the alterations in the choroidal
vessels are specific for periarteritis nodosa.

David Shoch.

Physio-Pathology of Collagen Tissue and its Implication
in Ophthalmology. (La physio-pathologie du tissu
collagene sous l'angle de l'ophtalmologie.) LOMBARD,
G. (1956). Bull. mid. (Paris), 70, 7. 51 refs.
An interesting general review on collagen tissue: its

anatomy, physiology, and chemistry, the part it plays in
the healing of infectious and traumatic eye lesions, and
therapeutic deductions on the use of cortisone and
hyaluronidase in ocular infections and traumatisms.

S. Vallon.

Periarteritis Nodosa Zoster of the Brain with Herpes
Zoster Ophthalmicus. (Periarteritis nodosa zosterica
des Gehirnes mit Zoster ophthalmicus.) DIETZ, H.
(1955). Nervenarzt, 26, 170.
Description of findings at autopsy in a 71-year-old

woman with herpes zoster of the ophthalmic region
which had caused a periarteritis nodosa of the homolateral
side of the brain. W. Leydhecker.

lesions there were transient joint pains in twelve of the
patients in the chronic discoid group, in two patients with
generalized disease, and two with the subacute dissemin-
ated form. Myalgia was present in two cases of chronic
discoid, while in five of the cases in this group there was
significant loss of weight. The spleen was palpable in
two male patients with chronic discoid lupus erythe-
matosus and there was hepatomegaly in one with
generalized discoid disease without other constitutional
disturbance.
On haematological examination a microcytic, hypo-

chromic anaemia was found in three females and one
male with chronic discoid disease, but there were no cases
of haemolytic anaemia. Leucopenia was observed in
five and thrombocytopenia in two cases in this group,
and in 24 others the erythrocyte sedimentation rate was
raised. Also in this group were three cases in which
cold agglutinins were present in varying titre and two in
which the reaction to the direct Coombs test was positive.
L.E. cells were found in the peripheral blood in nine
cases of chronic discoid, two of generalized discoid, four
of subacute disseminated, and one of acute disseminated
disease. In summary, in addition to the expected
findings in the subacute and acute cases, some haemato-
logical abnormality was found in 36 cases of chronic
discoid and five of generalized discoid lupus erythe-
matosus.

These and other published findings are discussed.
The authors state that it was not found possible to fore-
cast clinically the cases in which haematological abnor-
malities might be found, and they conclude that the
significance of these abnormalities can only be assessed
after prolonged follow up. Benjamin Schwartz.

Lupus Erythematosus Profundus. Commentary and
Report of Four more Cases. ARNOLD, H. L. (1956).
A.M.A. Arch. Derm., 73, 15. 12 figs, 36 refs.
In lupus erythematosus profundus, a relatively un-

common clinical form of lupus erythematosus, the
cutaneous infiltrate occurs primarily in the deeper
portion of the corium and gives rise to firm, sharply-
defined nodules varying up to several centimetres in
diameter lying beneath comparatively normal skin. In
this paper the literature is reviewed, particularly reports
concerning the association with lupus erythematosus of
subcutaneous nodules and plaques usually described as
"sarcoid". The author then describes four cases
occurring in females in the native population of Hawaii.
In three cases the nodules were on the cheeks and in one
in the deltoid region.
A summary of the histopathological findings shows the

chief characteristics are hyperkeratosis, follicular plug-
ging, epidermal atrophy with loss of rete pegs, oedema
of the basal cells, and an infiltrate around the appendages
in the corium. Necrobiosis of collagen and fat and
fibrinoid alteration of the collagen are also observed.
The differential diagnosis is from Darier-Roussy

sarcoid, lupus erythematosus hypertrophicus et pro-
fundus in which there are marked epidermal changes,
and the Spiegler-Fendt "sarcoid" form of lympho-
blastoma. The relationship between the nodules of
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ANNALS OF THE RHEUMATIC DISEASES
Bile as a Suppressive Agent. NAJIB-FARAH (1956).

"Proceedings of The Third International Congress of
Internal Medicine, Stockholm, September 15-18,
1954", p. 466. Almqvist and Wiksells Boktryckeri
AB, Uppsala.

Fresh Ox-Bile percutaneously administered as a Natural
and Specific Therapeutic Agent in Rheumatic and
Other Affections. NAJIB-FARAH (1956). "Pro-
ceedings of The Third International Congress of
Internal Medicine, Stockholm, September 15-18,
1954", P. 596. Almqvist and Wiksells Boktryckeri
AB, Uppsala.

Non-Articular Rheumatism
Treatment of Lumbago and Sciatica by Vertebral Mani-

pulation. (A propos du traitement des lombalgies
et sciatiques par les manipulations vertebrales.)
LIEVRE, J. A. (1955). Rev. Rhum., 22, 651.
The author discusses critically the results achieved by

vertebral manipulation in the treatment of lumbago and
sciatica. He agrees that in certain cases this form of
treatment is successful, either immediately or gradually
after a prolonged course, but points out that it should
not be forgotten with regard to the latter type of case
that spontaneous remissions occur in both sciatica and
lumbago, and also that the development of strong
psychological influences between patient and manipu-
lator play their part in helping the patient. He also
emphasizes that not all manipulations are successful-in
some cases the condition persists in spite of the treatment,
and in some even gets worse, and cases of paraplegia,
fortunately few, have occurred.

Analysing reports on the success of manipulation,
which he does with caution and reserve, the author con-

cludes that this form of treatment is interesting and
occasionally sensational, but often only of little value,
and on no account should other methods of treatment be
abandoned. He considers that the inflammatory factor
as well as the purely mechanical one must be borne in
mind in considering the aetiology of lumbago and
sciatica. His perusal of some American works on

cheiropraxis and osteopathy has convinced him that the
views on aetiology expressed therein are infantile.
Hitherto these methods have been largely in the hands of
non-medical practitioners many of whom perform mani-
pulation with great vigour, whereas in fact it should be
carried out with the greatest gentleness, and never under
a general anaesthetic. The practitioner must be an

experienced diagnostician, and should accept only those
cases referred to him for manipulation which are suitable
for this treatment, for each case must be judged on its
merits. The author stresses that manipulation must be a

medical technique, and that physiotherapists should be
instructed and controlled by medical men. W. Tegner.

Ineffectiveness of Splinting in the Treatment of Abductor
Paralysis at the Shoulder. SHARRARD, W. J. W., and
KNOWELDEN, J. (1956). Lancet, 1, 9. 2 figs, 9 refs.
In a closely argued and well-documented paper the

authors question the wisdom of the time-honoured

practice of applying an abduction splint in cases of
paralysis of the shoulder muscles, and particularly of
the deltoid muscle.
An analysis of 359 cases of abductor paralysis in the

upper limb from acute poliomyelitis showed that splinting
in abduction diminished the recovery of the paralysed
deltoid muscle and was of no benefit when the muscle
was paretic. Moreover, increased laxity of the shoulder-
joint resulted from splinting, while scoliosis was never
seen as a result of failure to maintain abduction in cases
in which the muscles of the upper limb alone were
affected. On the other hand immobilization of the limb
by the side in the acute stage of the disease, as is necessary
for respirator treatment, produced severe adduction con-
tracture which was avoided in the unsplinted limb by
daily passive movement. It is concluded that except in
the acute stage and in special circumstances in the
convalescent stage of poliomyelitis, splinting of the arm
in abduction "is unnecessary and sometimes harmful".

[The authors' argument is well worth studying in the
original. One conclusion only, that concerning scoliosis,
appears to the abstracter to be less soundly based than
the others, as no mention is made of the important part
played in causing this deformity by the latissimus dorsi
muscle, which is innervated by the same segments as are
the shoulder muscles.] L. Michaelis.

Radiographic Aspects of Scapulo-Humeral Peri-arthritis.
(Aspectos radiograficos de las periartritis escapulo-
humerales.) MORENO BLANCO, E., and BOSCH CASANfS,
J. (1956). Rev. esp. Reum., 6, 298. 16 figs, 11 refs.

General Pathology
Viscosity Studies on Hyaluronic Acid of Synovial Fluid in

Rheumatoid Arthritis and Osteo-Arthritis. FLETCHER,
E., JACOBS, J. H., and MARKHAM, R. L. (1955). Clin.
Sci., 14, 653. 7 figs, 13 refs.
A detailed study of the viscosity (measured by capillary

viscometry) and hyaluronic acid content of synovial fluid
is reported from the Royal Free Hospital, London, with
special reference to the complexity and polymerization of
the hyaluronic acid molecule. Previous assumptions that
a higher degree of polymerization exists in the effusions
of rheumatoid arthritis than in those of osteo-arthritis
were not substantiated.

Values for anomalous viscosity were derived from
estimations of specific viscosity under two different
degrees of stress at the wall of the capillary as an index
of the molecular complexity of the hyaluronic acid
molecule. [The formula employed includes a possible
source of error in the form of a mean value for the
specific viscosity of fluids showing no anomaly.] The
limiting viscosity of Sundblad (Acta Soc. Med. upsalien.,
1953, 58, 113) was also determined and his findings con-
firmed. Hyaluronic acid glucosamine was isolated by
Sundblad's method and estimated colorimetrically with
Ehrlich's reagent; emphasis is placed on the value of this
method in obviating errors due to the interference of
proteins and the inconstancy of dried precipitated mucin.

Statistical examination of the mean values obtained for

288

copyright.
 on M

ay 16, 2023 by guest. P
rotected by

http://ard.bm
j.com

/
A

nn R
heum

 D
is: first published as 10.1136/ard.15.3.273 on 1 S

eptem
ber 1956. D

ow
nloaded from

 

http://ard.bmj.com/


Value of Agglutination Reactions with Erythrocytes
sensitized with an Immune Serum in Chronic Inflam-
matory Rheumatism. (Valeur des reactions d'agglu-
tination des globules rouges sensibilises par un
immunserum au cours des rhumatismes inflammatoires
chroniques.) JACQUELINE, F., EYQUEM, A., and
JOCHEM, E. (1956). Rev. Rhum., 23, 115. 32 refs.

Histamine-Eosinophil Test in Rheumatoid Arthritis and
Rheumatic Fever. [In English.] KALLIOMAKI, L.
(1956). Acta rheum. scand., 1, 235. 1 fig., 8 refs.

Diagnostic Significance of Acute Phase Protein in Synovial
Exudates. Preliminary Report. [In English.]
CARLSON, F. S. (1956). Acta rheum. scand., 1, 267.
18 refs.

Observations on a Precipitin Reaction between Serum of
Patients with Rheumatoid Arthritis and a Preparation
(Cohn Fraction II) of Human Gamma Globulin.
EPSTEIN, W., JOHNSON, A., and RAGAN, C. (1956).
Proc. Soc. exp. Biol. (N.Y.), 91, 235. 5 refs.

ACTH, Cortisone, and Other Steroids
Preliminary Clinical and Laboratory Trials with Pred-

nisone ( A 1-Dehydrocortisone) Administered by the
Intra-Articular Route. (Prime esperienze cliniche e di
laboratorio con il prednisone (LA -deidrocortisone)
somministrato per via intra-articolare.) ROBECCHI,
A., CARTESEGNA, F., and DANEO, V. (1955). Reu-
matismo, 7, 337.
The authors report the results of the intra-articular

injection of prednisone in twenty cases of chronic
arthritis (eleven of rheumatoid arthritis) and compare
them with those obtained with hydrocortisone. From
their experience in this small number of cases observed
over a short period only it would appear that the clinical
effect of 5 mg. prednisone is rather less than that of 25
mg. hydrocortisone. With larger doses (10 to 25 mg.),
however, prednisone is more effective. No ill-effects
were noted. L. Michaelis.

Hydrocortisone in Painful Shoulder. A Controlled Trial.
MURNAGHAN, G. F., and MCINTOSH, D. (1955).
Lancet, 2, 798. 6 refs.
At the Royal Infirmary, Edinburgh, the authors com-

pared the results of treatment with local injections of
hydrocortisone in 24 cases of painful shoulder with those
obtained with injections of lignocaine ("xylocaine") in
27 similar cases. Active exercises were also prescribed
in both groups, which were comparable in respect of age
incidence (chiefly 46 to 65 years) and sex distribution.
Cases of old or recent bone injury, of complete rupture
of the supraspinatus tendon, and of painless stiff shoulder
were excluded from the trial, which was confined to
patients with a functional disability resulting from what
"would generally be accepted as periarthritis". All
injections were made into the periarticular tissues and
directed especially at areas of localized tenderness. A
volume of 5 ml. was injected, containing either 25 mg.

sixty specimens of effusions from cases of rheumatoid
arthritis and twenty from cases of osteo-arthritis suggest
that there is:

(1) a similar range of polymer size in the two
conditions;

(2) a higher mean value of specific viscosity in osteo-
arthritis, which could be explained by a higher concen-
tration of hyaluronic acid in this condition.

Harry Coke.

Serum Globulin Fractions in Chronic Rheumatic Diseases.
SALT, H. B. (1956). Clin. Chem., 2, 35. 18 refs.
Microelectrophoretic separation of the serum globulins

was carried out at the Worcester Royal Infirmary in 27
cases of subacute and chronic rheumatic disorders of
various types. Those cases in which the serum globulin
level was within normal limits (below 3- 7 g. per 100 ml.)
were separated from those with hyperglobulinaemia and
a more detailed study made of the abnormal globulin
patterns in the latter group (fourteen cases). The
possibility of assay of y-globulin by a simple salting-out
method was also explored.

Statistical analysis showed that there was a significant
difference between the two groups in respect of each and
every protein fraction. Where the serum globulin level
was normal the total protein and albumin levels were also
substantially normal, as was that of each globulin
fraction. In the hyperglobulinaemic group the total
protein level was increased and the albumin level reduced
in most cases. The hyperglobulinaemia was most
frequently due to an increase in the y-globulin fraction,
often accompanied by an increase in the a,-globulin
fraction. Where electrophoretic analysis showed the
serum y-globulin level to be within normal limits, the
figures were in close agreement with those obtained by a
salting-out method in which an ammonium-sulphate-
sodium-chloride reagent was used; but where the serum
y-globulin level as determined by electrophoresis was
increased, the salting-out technique gave results which
were significantly lower. That this may have been due
to heterogeneity of the proteins was suggested by the
presence of split peaks in the electrophoretic patterns.

[No reference is made to the relationship between these
changes and the clinical type of rheumatic disorder or the
duration or phase of the rheumatic process-factors to
which other authors have ascribed an influence on the
levels of the individual globulin elements. The salting-
out process is not related to other more usual chemical
methods of estimating y-globulins.] Harry Coke.

Blood Picture and Bone-Marrow Findings in Rheumatic
Diseases. (Blutbild- und Knochenmark-befunde bei
rheumatischen Krankheiten.) SEIDEL, K., and
SCHMIDT, G. (1956). Munch. med. Wschr., 98, 224.
17 refs.

Antistreptolysin-O Reaction in Normal Subjects and in
Various Pathological Conditions. (La reazione dell'
anti-O-streptolisina in soggetti normali ed in diverse
condizioni patologiche.) INZERILLO, R., AZZENA, D.,
and MAZZUCCO, C. (1955). Arch. "Maragliano"
Patol. Clin., 2, 785. 40 refs.
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ANNALS OF THE RHEUMATIC DISEASES
hydrocortisone acetate or 2 per cent. lignocaine, 1,000
units of hyaluronidase being added in each case. A
clinical assessment of the severity of the pain and the
degree of limitation of movement (abduction and external
rotation) was made before treatment and repeated at
weekly intervals after treatment for 3 or 4 weeks and less
frequently thereafter. Pain was assessed by the same

observer throughout and evaluated according to a
numerical scale based on various subjective and objective
factors.

Significant improvement was noted in both groups.
The average reduction in pain was the same after each
type of injection, being most marked after one week and
diminishing slightly after 8 to 12 weeks. The improve-
ment in abduction was greater after one week in the group
treated with hydrocortisone (average increase of 15
degrees, compared with 6 degrees in the group treated
with lignocaine), but was approximately equal in the two
groups at 8 to 12 weeks (16 and 18 degrees respectively).
The improvement in external rotation paralleled that
observed in abduction. (In no case was there any signifi-
cant initial limitation of flexion or extension.) The
greatest over-all improvement was obtained in those cases
in both groups in which treatment was given within 10
weeks of the onset of the disability. Where the duration
of the disability was 1 to 5 weeks the two drugs were
equally effective, but results were better with lignocaine
when it was 6 to 10 weeks, and with hydrocortisone when
the disability was of longer standing. A history of
trauma made no difference to the degree of improvement
obtained. Both groups contained some instances
[numbers not specified] of dramatic improvement and
some of no improvement whatsoever. In one case
severe anaphylaxis developed towards the end of an
injection of hydrocortisone and lasted 5 minutes; the
authors ascribe this to injection into a vein.

[The authors apparently assume that the pain and
functional disability are purely periarticular in origin in
these cases, as injection into the joint itself was avoided.]

M. Kendal.

Cortisone and Corticotropin Treatment of Pemphigus.
Experience with 28 Cases over a Period of Five Years.
NELSON, C. T., and BRODEY, M. (1955). A.M.A.
Arch. Derm., 72, 495. 1 fig., 7 refs.
At the Presbyterian Hospital (Columbia University),

New York, 27 patients with pemphigus vulgaris and one
with pemphigus foliaceus (in all cases confirmed by
biopsy) received steroid treatment and were followed up
for 5 years. It was found that a combination of 25 mg.
corticotrophin (ACTH) given intravenously over 6 to
8 hours followed by 300 mg. (initially) cortisone by
mouth daily gave the quickest control of the symptoms;
when this was achieved ACTH in a gelatin menstruum,
given intramuscularly every 24 to 72 hours, was substi-
tuted. Later still, oral cortisone was usually sufficient
to maintain the patient and every effort was made to
reduce the dosage as soon as possible.
Of the 28 patients, 21 were still alive 5 years after the

start of treatment, and only two of these were bed-
ridden. It was found that once control of the symptoms

was achieved, there was progressively less need for the
hormones, and indeed one patient has been free from
symptoms for 25 months without any form of treatment.
Of the seven deaths, five were thought to be due to
inadequate doses of hormone; the other two patients
died after thrombo-embolic episodes. Side-effects were
numerous, as would be expected with the prolonged and
high dosage employed, but in no case was it necessary to
discontinue the treatment. G. W. Csonka.

Indirect Analysis of Corticosteroids. III. Determina-
tion of Steroidal Dihydroxyacetones. NORYMBERSKI,
J. K., and STUBBS, R. D. (1956). Biochem. J., 64, 168.
The 17-ketogenic steroids (17-KGS) comprise three

structural sub-groups: the 17:20-diols, the 17:20:21-
triols, and the steroidal dihydroxyacetones (SDHA).
It was found that compounds belonging to the last sub-
group react with metallic zinc to give products which are
no longer 17-ketogenic. A method was developed for
the differentiation of 17-KGS in the urine, wherein the
urine is treated with zinc powder in the presence of
acetic acid and then with sodium bismuthate: the
formed 1 7-ketosteroids (determined as Zimmermann
chromogens) provide a measure of their precursors, i.e.
of zinc-resistant 17-KGS (diols and triols) and indirectly
also a measure of zinc-labile 17-KGS (SDHA).

It was found that in normal men and women the ratio
of urinary SDHA to 17-KGS varied between 20 and 60
per cent., in rheumatoid arthritic patients receiving
cortisone or ACTH it varied between 40 and 80 per
cent., in the last trimester of pregnancy it varied between
10-30 per cent., and in the adrenogenital syndrome the
ratio was less than 10 per cent. [Author's Summary.]

Indirect Analysis of Corticosteroids. IV. A Note on
the Role of Chloride and Urea in the Bismuthate
Treatment of Urines. NORYMBERSKI, J. K., and
STUBBS, R. D. (1956). Biochem. J., 64, 176.
In view of Smith and Tompsett's recent publication

(Analyst, 1955, 80, 397) concerning the non-specific
oxidizing properties of sodium bismuthate in the pre-
sence of the chloride ion, the question was examined
whether urinary chloride does interfere with the deter-
mination of 1 7-hydroxycorticosteroids or their sub-
groups by any of the methods employing the treatment
of the urine with sodium bismuthate. No such inter-
ference could be demonstrated-a finding which was
rationalized by the observation that urea effectively
inhibits the non-specific action of bismuthate/chloride.
[Authors' Summary.]

Clinical Use of "Fludrocortisone" Acetate. Preliminary
Report. HAMWI, G. J., and GOLDBERG, R. F. (1955).
J. Amer. med. Ass., 159, 1598. 6 figs, I ref.
This preliminary report from Ohio State University,

Columbus, describes the effects of "Fludrocortisone"
(9-ao-fluoro hydrocortisone) acetate on twelve patients
with various disorders.
An improvement in the mental state and a gain in

weight (partly due to fluid retention) were produced in a
patient suffering from anorexia nervosa. Suppression
of the excretion of 1 7-ketosteroids and 1 7-hydroxy-
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The absolute eosinophil count, which was determined
in the healthy subject and the two patients treated after
adrenalectomy, indicated that prednisone was three to
five times more potent than cortisone in depressing the
number of eosinophils.
The authors, in conclusion, emphasize that only the

least serious of the complications of steroid therapy-
namely, sodium retention is prevented by the use of
prednisone, and that the most serious-fulminating
infections, osteoporosis, steroid diabetes, peptic ulcera-
tion, and mental changes-are just as likely to develop
with prednisone as with cortisone. H. F. Reichenfeld.

Use of Hydrocortisone by Local Injection. KENDALL,
P. H. (1956). Ann. phys. Med., 3, 1. 1 fig., 15 refs.
The author reports the results obtained at Guy's

Hospital in the treatment of 512 patients with joint and
soft-tissue lesions by the topical injection of hydro-
cortisone. Affected joints were injected with 1 to 2 ml.
hydrocortisone (25 to 50 mg.) plus 1,000 units hyal-
uronidase, but in the case of soft-tissue lesions 1 to 3ml.
2 per cent. procaine was substituted for the hyaluronidase
in order to locate the lesion accurately and to give relief
until the effect of the cortisone developed. Injections
into tender areas around the shoulder joint were accom-
panied by injections into:

(1) the joint capsule,
(2) the subacromial bursa,
(3) the long head of biceps.

Of 121 cases of rheumatoid arthritis, 75 per cent.
showed "dramatic improvement" in symptoms and signs
(plus increased range of movement) within 24 to 36 hours,
such improvement lasting 7 to 10 days after each injec-
tion. The author considers the most suitable cases to
be:

(a) those in which one or two joints are primarily
affected,

(b) those in which polyarticular affections have
responded to general treatment with the exception of
one or two joints,

(c) those in which cortisone or other drug therapy is
being gradually withdrawn.

In 36 cases of bilateral static osteo-arthritis of the
knee, however, the degree of improvement was no better
than that in 36 control cases treated only with 2 per cent.
procaine. On the other hand 41 cases of active inflam-
mation (that is, those with minimal radiological changes
in the joint or with aggravation of the osteo-arthritis by
injury) gave "far better results".
Of 61 cases of acute periarthritis of the shoulder, 45

were completely relieved of symptoms and thirteen
improved within 7 to 14 days of injection.
Of 23 cases of chronic periarthritis (showing chiefly

fibrosis and impaired mobility), thirteen recovered
completely with the help of active assisted exercises in
addition to the injections, in 4 to 6 weeks.

Relief was also obtained in a high proportion of cases
of traumatic synovitis (with or without haemarthrosis),
tennis elbow, golfer's elbow, plantar fasciitis, De
Quervain's syndrome, tenosynovitis, and traumatic
arthritis of the elbow-joint.

steroids was achieved in a case of adrenal virilism.
Sodium retention and negative potassium, nitrogen,
calcium, and phosphorus balances were observed in a
20-year-old woman with an exacerbation of chronic
choroiditis; progressive improvement in the choroiditis
was noted while the patient was receiving the drug.

"Fludrocortisone" provided satisfactory replacement
therapy during and after total or subtotal adrenalectomy
in two cases (in one of which, however, sudden hypo-
tension following a transfusion reaction necessitated the
giving of additional fluid). No increase in urinary
1 7-hydroxysteroids occurred after adrenalectomy, so that
fludrocortisone may be given in cases of acute adrenal
insufficiency without impairing the diagnostic significance
of this estimation. In six cases of Addison's disease
small doses of fludrocortisone acetate (averaging 0 5
mg. every 2 to 3 days) proved adequate for replacement
purposes. Overtreatment caused rapid sodium retention
and weight gain. Denis Abelson.

Clinical and Metabolic Effects of Prednisone. NABARRO,
J. D. N., STEWART, J. S., and WALKER, G. (1955).
Lancet, 2, 993. 20 refs.
From the Middlesex Hospital, London, the authors

report their experience with prednisone in the treatment
of five cases of lymphatic leukaemia, one case of malig-
nant lymphoma, and one of Henoch-Schonlein purpura,
the dosage being 1/5 to 1/3 that of cortisone for which
prednisone was substituted; in a further case of Hodgkin's
disease prednisone was given from the start of treatment.
In order to compare the effects of cortisone, hydro-
cortisone, prednisone, and 9-oc-fluoro hydrocortisone,
metabolic studies were also carried out on two patients
receiving substitution therapy following total adrenal-
ectomy and on one healthy male subject.

All the cases are briefly described. Clinical control of
the neoplastic process with a concomitant rise in the
haemoglobin level to normal or near-normal was
achieved for varying periods.

In the first seven cases troublesome side-effects from
cortisone had become manifest; of these, only oedema
and sodium retention were beneficially influenced by
prednisone. This finding that prednisone had much less
effect on sodium metabolism than cortisone was borne
out by the results of balance studies.
One patient in the series relapsed and died from a

severe urinary infection some 4 weeks after beginning
treatment.
An initial potassium diuresis was observed in the

healthy subject, in the patient with Hodgkin's disease,
and in one of the patients receiving prednisone in
substitution for cortisone.

Creatinine output was not affected by prednisone, but
the urinary excretion of nitrogen was slightly increased
in those patients in whom there was potassium diuresis.

In one case the results of insulin-tolerance tests carried
out during cortisone therapy were similar to those of
similar tests performed 2 weeks after prednisone had
replaced cortisone.

Diabetes developed in two cases during administration
of prednisone.
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ANNALS OF THE RHEUMATIC DISEASES
Among the side-effects noted were a transient local

urticaria (three cases), local inflammation (two cases),
and a relatively mild, spontaneously-resolving, suppura-
tive arthritis of the knee-joint. The author ascribes
improvement in the acute cases to an "anti-inflammatory"
effect, and tentatively suggests that improvement in
chronic cases (for example, "frozen shoulder", "trigger
finger") may be due to a fibrinolytic action. He states
that the main value of hydrocortisone treatment in some
of the above conditions is not so much in curing them
as in appreciably hastening recovery-the principal aim
of those concerned in rehabilitation. M. Kendal.
Inflammatory Rheumatism and Prolonged Treatment with

Prednisone. (Rhumatismes inflammatoires et traite-
ments prolongs par la prednisone.) DE StZE, S.,
DEBEYRE, N., and BORDIER, P. (1956). Bull. Soc.
med. H6p. Paris, 72, 216. 1 ref.
The authors report the results obtained during a

period of one year with prednisone in the treatment of
91 cases of rheumatoid arthritis and 91 cases of anky-
losing spondylitis.

In 28 cases in which no previous treatment with
adrenocortical hormones had been given the response
proved spectacular, 27 of these patients being able to
resume a practically normal life taking a daily mainten-
ance dose of 5 to 15 mg.

In 57 cases the symptoms were already adequately
controlled by maintenance therapy with cortisone or
hydrocortisone, but in most of them further improvement
was noted after changing to prednisone-certain residual
inflammatory foci subsided and there was a concurrent
fall in the erythrocyte sedimentation rate.
The remaining fifteen patients, who were receiving

cortisone but had responded poorly, improved slightly
when prednisone was substituted.
The reports of previous workers regarding the absence

of side-effects with prednisone were not confirmed, the
present authors finding the same precautions and strict
medical supervision to be necessary as with cortisone.
"Moon-face" developed in 55 cases, and observations
on two patients suggested that this was likely to result
from any relaxation of the salt-free diet, even when the
dose of prednisone was only of the order of 10 mg. daily.
Generalized capillary vasodilatation leading to erythema
was noted in 45 cases, acne in four, increased capillary
fragility in fifteen, and hypertension in 26. Psychic
disturbances-especially insomnia tachycardia, and
over-excitability were repeatedly noticed, as were
hyperglycaemia and gastric disturbances.

H. F. Reichenfeld.
Adrenal Cortical Function in Hypothermia. EGDAHL,

R. H., NELSON, D. H., and HUME, D. M. (1955).
Surg. Gynec. Obstet., 101, 715. 3 figs, 6 refs.
This paper from the U.S. Naval Medical Research

Institute, Bethesda, Maryland, describes investigations
into the adrenal cortical reaction pattern during hypo-
thermia and rewarming in mongrel dogs anaesthetized
with sodium pentobarbitone or thiopentone and ether.
Blood was obtained from the right adrenal vein by means
of a cannula and repeated estimations of the 17-hydroxy-

corticosteroid content made. Hypothermia was pro-
duced by:

(1) exposure to an external temperature of -10 C.;
(2) cooling the blood in an external arteriovenous

shunt with ice water at 4° C.;
(3) total immersion in ice water at 4° C.
Rewarming was accomplished by immersion in water

at 450 C. At all temperatures below 30° C. positive
pressure respiration was instituted.
During hypothermia produced by any method in

eleven dogs 1 7-hydroxycorticosteroid secretion was
reduced; it recovered on rewarming, rising above the
control level in about half the dogs. Constant infusion
of ACTH (corticotrophin) during hypothermia in ten
dogs made no difference to this fall in secretion, nor did
maintenance of the blood pressure at a constant level in
two dogs by infusion of noradrenaline. The blood
ACTH level was estimated during hypothermia in two
dogs and was found to be reduced. In further experi-
ments cold was applied locally to one adrenal gland in
two dogs, a normal body temperature being otherwise
maintained. A significant fall in corticoid production
was noted, with a rapid return to normal on rewarming.
The authors state that it appears likely that in hypo-

thermia there is a depression of ACTH secretion and
adrenal corticoid output and also of tissue uptake, so
that there is no relative deficiency of the hormones in
the tissues. The immediate return of secretion to normal
on rewarming indicates that the adrenal gland is not
damaged by hypothermia. B. L. Finer.

Some Aspects of the Physiological Effects of Cortisone
in the Treatment of Pemphigus Vulgaris. NEILL, J.
(1955). Brit. J. Derm., 67, 434. 3 figs, 16 refs.
In order to illustrate the different effects of ACTH

and cortisone in an individual case the author presents
from the Victoria Infirmary, Glasgow, the detailed case
report of a woman aged 54 who had suffered from
pemphigus vulgaris for 21 years and who was treated
for 2 years with cortisone or ACTH.
The first course of treatment, with 100 units ACTH

daily for 13 days, 75 units for one week, 50 units for
one day, and 25 units for 3 days, resulted in a partial
remission of the condition, followed by an immediate
relapse on withdrawal of the hormone after 25 days
owing to shortage of supplies. Cortisone (150 mg. daily)
was then given and kept the patient free from lesions
but, because adrenal depression was feared, 80 units of
ACTH gel were substituted for the cortisone and an
immediate relapse followed. She was then treated with
both ACTH and cortisone, and once more there was a
remission. In all, four courses of ACTH were given,
each resulting in a relapse which was only ended by
further administration of cortisone.
An estimation of adrenal function was made, based

on the excretion of 17-ketosteroids. Evidence that there
is adrenocortical damage in pemphigus vulgaris is
presented and it is suggested that, as a result, treatment
with ACTH is unreliable. Adrenal depression from
cortisone treatment is thought to be much greater than
is generally appreciated, and a sudden change from
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In all the cases there was definite evidence of water
retention in response to aldosterone. The eosinophil
count, the fasting blood sugar level, and insulin tolerance
were uninfluenced by the drug. P. A. Nasmyth.

Metabolic Response to Total Adrenalectomy and Hypo-
physectomy. MASON, A. S. (1955). Lancet, 2, 632.
7 figs, 11 refs.
The metabolism of patients after adrenalectomy or

hypophysectomy in the treatment of carcinomatosis was
studied at the London Hospital to determine whether
the characteristic postoperative responses-sodium re-
tention, potassium loss, and nitrogen loss with sub-
sequent regain-occur in the absence of the pituitary or
the adrenal glands. Balance studies were carried out
on eight patients with carcinoma of the breast, two of
whom had undergone total hypophysectomy, one total
adrenalectomy, and five both total adrenalectomy and
oophorectomy. In the two cases of total hypophy-
sectomy normal postoperative response was obtained
when substitution therapy with a constant daily dosage
of corticotrophin was given. Similarly, in the remaining
patients the metabolic response was normal so long as
the daily dosage of cortisone was maintained.

These results in the human subject thus confirm the
experimental findings of Ingle (J. Endocr., 1951, 8, 23)
that postoperative metabolic changes do not depend
solely on alterations in adrenocortical activity.

C. L. Cope.

Eleven Cases of Oedematous Exophthalmos treated with
ACTH, Cortisone, and Hydrocortisone. (Sur onze cas
d'exophthalmie oedemateuse traits par la cortico-
stimuline (ACTH), la cortisone, et l'hydrocortisone.)
DECOURT, J., DoubIc, J.-M., and MIcHARD, J.-P.
(1954). Ann. Endocr. (Paris), 15, 733.
In the cases reported three patients were given cortisone

only, five ACTH only, and three cortisone and ACTH
in sequence, with the addition of hydrocortisone in one.
ACTH was the most effective. There was regression in
four patients and marked improvement in the oculomotor
disturbances in two. The effect is rapid and transitory.

M. H. T. Yuille.

Course of Parenchymatous Keratitis treated by Local
Cortisone. [In Czech.] KUBISTOVA, V. (1955).
Csl. Ofthal., 11, 323. 11 refs.
A favourable response is reported in thirteen out of

fourteen patients treated. M. Klima.

Acute Corneal Lesions caused by Cortisone. (Lesioni
corneali acute da cortisone.) DA Pozzo, E. (1954).
Atti 40 Cong. Soc. oftal. ital., 1953, 14, 262. 4 refs.
Extensive disjunction of the corneal epithelium was

observed after local treatment with cortisone for a
superficial punctate keratitis of probable herpetic origin.

S. Magni.

Metabolites of Hydrocortisone and Cortisone in Synovial
Fluid in Rheumatoid Arthritis. WILSON. H., FAIR-
BANKS, R., SCIALABBA, D., MCEWEN, C., and ZIFF, M.
(1956). J. clin. Endocr., 16, 86. 5 figs, 35 refs.

cortisone to ACTH is likely to be followed by a relapse,
or even by adrenal failure if the disease has been present
for a long time. Thus a "boosting" course of ACTH
to maintain the adrenocortical secretion is a risky
procedure.

It is concluded, therefore, that cortisone is the drug
of choice in the treatment of pemphigus vulgaris.

S. T. Anning.
Chemical Studies on Synovial Fluid relative to Intra-

Articular Injection of Hydrocortisone Acetate. DAL-
CORTIVO, L., PATTERSON, M. B., and UMBERGER, C. J.
(1955). J. Lab. Med., 46, 720. 5 figs, 2 refs.
In order to study the behaviour of hydrocortisone on

injection into the knee joint, fluid was aspirated 2, 3, 5,
10, 15, and 30 minutes (and in some cases at longer
intervals) after the injection of 50 or 75 mg. in a number
of cases at the Hospital for Special Surgery, New York.
The amount of hydrocortisone in each specimen was

then estimated quantitatively by an ultraviolet spectro-
photometric method. [The number of subjects studied
and the condition of the joints injected are not specified.]

It was found that in cases where a good clinical
response resulted, the concentration of hydrocortisone in
the synovial fluid diminished rapidly, starting within a
few minutes of injection. This suggests to the authors
that the loss of hydrocortisone from the joint does not
result from simple diffusion across the synovial mem-
brane. Oswald Savage.
Biological Effects of Aldosterone with Especial Reference

to Man. PRUNTY, F. T. G., MCSWINEY, R. R., and
MILLS, 1. H. (1955). Proc. roy. Soc. Med., 48, 629.
2 figs, 15 refs.
The therapeutic effects of aldosterone, particularly in

Addison's disease, are discussed. In one case of Addi-
son's disease the metabolic changes and weight loss which
followed complete withdrawal of conventional treatment
were reversed by administration of aldosterone in a
dosage of 200 [±g. daily for 3 days followed by 400 [Lg.
daily for 2 days. During the 5 days' treatment there
was no noticeable effect on pigmentation or blood
pressure. Sodium and chloride retention occurred, but
sodium was retained in excess of the chloride, suggesting
the possibility of intracellular transfer of sodium. Potas-
sium balance was not affected, but there was a more
positive water balance and even a slight increase in
weight. In a girl with adrenal hyperplasia leading to
pseudohermaphroditism who received more than double
the dosage of aldosterone given to the first patient
similar results were obtained, except that there was a
significant change in potassium balance, involving
rebound retention. Nitrogen excretion was not increased
in either of these two cases. Aldosterone was found
to be most effective when given by intramuscular injec-
tion, less effective when given by intravenous infusion,
and least effective by mouth.

In another case of Addison's disease 225 pg. aldo-
sterone intravenously resulted in sodium retention which
was a little less than that produced by 5 mg. DCA
(deoxycortone acetate). The latter drug had less effect
on potassium excretion than aldosterone.
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ANNALS OF THE RHEUMATIC DISEASES

Comparative Studies of the Clinical Activity of Hydro-
cortisone in Relation to that of Prednisone. (Estudios
comparatives sobre la actividad clinica de la hidro-
cortisona con relacion a la prednisone.) Ruiz
MORENO, A. (1955). Arch. argent. Reum., 18, 95.

Treatment of Lumbago and Neuralgia with Subarachnoid
Hydrocortisone. (Le traitement des lombalgies et des
nevralgies par 1'hydrocortisone sous-arachnoldienne.)
LIdVRE, J. A., ATTALI, P., GAUTIER, J. C., and MICHEL,
J. (1955). Rev. Rhum., 22, 671.

Prednisone and Prednisolone as Therapeutic Agents.
Progress Report on their Integration into General
Medical Practice. SPIES, T. D., STONE, R. E., GARCiA
L6PEZ, G., DIAZ TELLECHEA, C. M., L6PEZ TOGA, A.,
REBOREDO, A., and SUA&REZ, R. M. (1955). J. Amer.
med. Ass., 159, 645. 8 figs, 2 refs.

Clinical and Laboratory Studies of Chronic Arthritis
treated by Intra-Articular Injections of Delta-Dehydro-
hydrocortisone (Prednisolone). (Ricerche cliniche e di
laboratorio su artropatici cronici sottoposti a iniezione
intra-articolare di deltadeidro-idrocortisone (Predni-
solone)). ROBECCHI, A., DANEO, V., and CARTESEGNA,
F. (1956). Reumatismo, 8, 1.

Hydrocortisone Acetate Injected Locally. (L'acetate
d'hydrocortisone en injections locales.) WEISMANN-
NETTER, R., KREWER, B., and LORCH, P. (1955).
Rev. argent. Reum., 20, 147.

Observations on the Regulatory Mechanisms of Aldo-
sterone Secretion in Man. BECK, J. C., DYRENFURTH,
I., GIROUD, C., and VENNING, E. H. (1955). Arch.
intern. Med., 96, 463. 4 figs, 12 refs.

Value of Hormone Therapy in the Rheumatic Diseases.
BOLLET, A. J. (1956). J. Mich. med. Soc., 55, 278
and 302 12 refs.

Personal Experience in the Treatment of Rheumatic
Disorders with A'-Dehydrocortisone (Prednisone,
Metacortandracin). (Experiencia personal en el
tratamiento de las enfermedades reumaticas con la
Al-dehidrocortisona (prednisona, metacortandracina.)
BARCEL6, P., and SANTAMARIA, A. (1956). Rev. esp.
Reum., 6, 281. 17 refs.

Avoidance of Reactions to Local Hydrocortisone. (C6mo
evitar las reacciones de la hidrocortisona local.)
SANS SOLA, L., and BARCEL6, P. (1956). Rev. esp.
Reum., 6, 293. 13 refs.

Other General Subjects
History of Osteopsathyrosis (Osteogenesis Imperfecta).

(Die Geschichte der Osteopsathyrosis (Osteogenesis
imperfecta).) VALENTIN, B. (1955). Centaurus (Kbh.),
4, 132. 7 figs, bibl.
Osteopsathyrosis (osteogenesis imperfecta) is wide-

spread throughout the world and has been recognized
for over 200 years, though of the numerous articles on
the disease in the medical literature, few contain any-
thing but case reports. Looser pointed out in 1906 that
the intrauterine and postnatal forms of the disease were

identical in origin, and this is generally agreed. More
recently Cocchi has gone a step further and claimed that
three types of the disease can be identified-foetal osteo-
genesis imperfecta (Vrolik), osteopsathyrosis (Lobstein)
(with two subtypes), and the triad of hereditary fragilitas
osseum (blue skin, deafness, and fragility). The disease
is due to a disturbance of bone development, and in
particular of new bone formation. There is no failure
of calcification, but a disturbance of the bone-forming
elements, possibly with increased bone absorption. As
a result there is reduced resistance to bending stresses,
which results in fractures from trivial causes.
The first report of a case, published in 1674 by Nicholas

Malebranche, was that of an idiot child who had multiple
fractures of the limbs "such as a criminal suffers after
being broken on the wheel", and the condition was
attributed to the mother having witnessed such an event
during her pregnancy. The same view was taken of
many subsequent cases, even those reported by Buffon
(1707-88). The first published illustration of a case is
of an 8-month foetus described by Bordernave (1728-82)
before the Academy of Science in Paris in 1763. The
first suggestion that the condition was of constitutional
origin was made in 1788 by Ekmann in a thesis published
in Uppsala. With the spread of scientific knowledge,
the descriptions of cases published after this date were
much more complete and accurate, and began to include
details of the post-mortem examination. A familial
tendency was first detected by Strack in 1806, who
described the delayed onset of the disease in three
brothers, one of whom, Edmund Axmann, subsequently
became a doctor. In 1831 Axmann described changes in
the sclera which he had observed in himself and his
brothers, and first pointed out that this was charac-
teristic of the syndrome, although his observation went
unnoticed by subsequent authors.

In the second volume of his Traite d'Anatomie Patho-
logique, published in 1833, Lobstein first clearly dis-
tinguished the disease under the name of "osteopsa-
thyrosis idiopathica" and used the expression casser
comme du verse to emphasize the exceptional fragility of
the bones. Even so, other authors continued to attribute
the condition to foetal rickets and later to infantile
osteomalacia. More accurate observations were made
by Vrolik (1801-63) who finally differentiated the disease
from rickets and gave it the name of "osteogenesis
imperfecta", which has since been more generally used
than the earlier name of osteopsathyrosis. Fragility of
the bones was the only feature generally recognized until
blueness of the sclerotics was reported afresh as a new
observation in 1896, in 1900, and again in 1913. The
third characteristic feature, deafness, was first mentioned
by Dighton in 1912. Ekmann had already emphasized
the striking enlargement of the skull in 1788, while a
further sign, the general laxity of the joints which has
often led to recurrent dislocation, was mentioned by
Axmann.
Amongst the well-known persons who have suffered

from the disease may be mentioned Honore de Balzac,
whose blue sclerotics were described by Gautier, and
Henri de Toulouse-Lautrec. J. G. Bonnin.
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