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commoner in the presence of atrial fibrillation were
confirmed; thus 64 per cent. of embolisms occurred in
patients showing atrial fibrillation at the time, giving an
incidence of 5 per cent. per patient-year in contrast to one
of 0 7 per cent. per patient-year in patients with sinus
rhythm. Embolism tended to occur shortly after the
onset of fibrillation; thus in patients in whom the date
of onset of fibrillation could be reasonably accurately
ascertained one-third of the embolisms occurred within
a month and two-thirds within one year. More than one
embolism occurred in l9 5 per cent. of the patients,
confirming previous reports that recurrences are common.
The recurrence rate was 80 per cent. per patient-year, but
40 per cent. of the recurrences took place within 1 month
and 66 per cent. within 12 months of the initial episode.
It is of special interest that recurrences were as common
in patients in sinus rhythm as in those showing atrial
fibrillation.
Reports on the alleged protective value of mitral
valvotomy against systemic embolism have so far been
conflicting, and the present study does not support this
contention. Anticoagulant treatment has been used by
some workers in an attempt to prevent initial or recurrent
embolization. In the present study 23 patients were
treated with anticoagulants after an initial embolic
episode, and in this group recurrences were at least 21
times less frequent than in a control group not so treated.
In another group of thirty patients with established atrial
fibrillation and no history of embolism anticoagulant
therapy was started immediately or very shortly after the
onset of atrial fibrillation and continued for a total period

Acute Rheumatism
Systemic Embolism and Anticoagulant Prophylaxis in
Rheumatic Heart Disease. SZEKELY, P. (1964). Brit.
med. J., 1, 1209. 1 fig., 25 refs.
An attempt has been made at the Newcastle upon Tyne
General Hospital to assess the long-term risk of systemic
embolism in medically and surgically treated cases of
rheumatic heart disease and to evaluate the efficacy of
anticoagulant prophylaxis. The author has personally
studied 1,017 patients with acute rheumatic fever during
the period 1942-62 and in the present paper presents the
results in 754 of these patients (656 female, 98 male) with
established valvular disease who were followed up for a
total of 5,833 patient-years. Patients with no conclusive
evidence of a valvular lesion or who were observed for
less than a year were excluded. The age of the patients
when first seen ranged from 8 to 73 years. The predominant valvular lesion was mitral stenosis, with an
incidence of 90 per cent.; next in frequency was mitral
incompetence (6- 5 per cent.), followed by aortic incompetence (2 5 per cent.), and aortic stenosis (1 per cent.).
Embolic episodes which occurred before the author saw
the patients, embolism found at necropsy but not diagnosed clinically, and embolism occurring in the presence
of bacterial endocarditis were not included in the analysis.
According to the above criteria 9-6 per cent. of the
patients developed systemic embolism during the period
of observation. This figure is low in comparison with
that reported by other workers, but it is suggested that
this may be due to other series being more selected.
Previous reports that systemic embolism is much
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of 46 patient-years; only two of these patients had
embolic episodes, whereas of 98 controls not given anticoagulants 29 had 34 embolic episodes.
The author considers that in the natural course of
rheumatic heart disease the first year after the onset of
atrial fibrillation and the first year after the initial embolic
episode, irrespective of the nature of the cardiac rhythm,
represent the periods of greatest vulnerability. He therefore suggests that in patients with atrial fibrillation of
recent onset conversion to sinus rhythm should be
attempted and prophylactic anticoagulant therapy given,
even in the absence of a history of embolism. Should
this attempt at restoring sinus rhythm fail, continuous
anticoagulant treatment should be given for at least a
year. The use of long-term anticoagulant therapy should
be considered after an initial embolic episode whether the
patient has atrial fibrillation or not. K. F. R. Schiller

Congestive Heart Failure and Rheumatic Activity in
Young Patients with Rheumatic Heart Disease.
SPAGNUOLO, M., and FEINSTEIN, A. R. (1964). Pediatrics, 33, 653. 2 figs, 22 refs.
In a study of the relationship between active rheumatic
fever, congestive heart failure, and the acute-phase
reactants-the erythrocyte sedimentation rate (E.S.R.)
and serum C-reactive protein (C.R.P.) level-the authors
analysed ninety episodes of heart failure in forty children
and adolescents with rheumatic heart disease admitted to
Irvington House, New York, between 1957 and 1961.
Rheumatic activity represented an acute post-streptococcal inflammatory state which fulfilled the modified
Jones criteria for the diagnosis of rheumatic fever.
Cardiac failure occurred in the "active" phase in the
initial stages of the rheumatic attack, during a posttherapeutic rebound, or in a chronic form appearing in
the late stages of a prolonged attack. "Inactive" congestive heart failure was not associated with the features
of active rheumatic inflammation; it occurred in relation
to non-streptococcal infection or pulmonary infarction,
following a period of increased physical activity, or as a
result of insufficient or excess digitalis medication or of
Pericarditis was
gradual cardiac decompensation.
common in patients in heart failure with rheumatic
activity (11 out of 39). Patients with "inactive" episodes
were older than those with "active" episodes, but inactive
cardiac decompensation occurred with appreciable frequency before puberty.
The E.S.R. was normal in the majority of patients with
inactive episodes, except when associated with other
infections or pulmonary infarction, but was normal in
only six out of 34 active episodes. Of these six episodes,
four occurred during a period when the dosage of antiinflammatory drugs was reduced. The C.R.P. level was
less reliable as a guide, but the results suggested that
congestive failure did not alter the pattern of C.R.P. level
and that a negative result might be useful in excluding
rheumatic activity. The E.S.R. and C.R.P. level were
also estimated at the onset and after the control of heart
failure in 41 non-inflammatory episodes. There was no
correlation between the response to therapy and the
behaviour of the E.S.R.
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These results are at variance with earlier reports and
may be explained by the frequency of previously undiagnosed inactive episodes of heart failure in children
and adolescents. It is concluded that a raised E.S.R.
reflects rheumatic activity or the presence of some other
inflammatory lesion or pulmonary infarction and is not
lowered to normal by coincident cardiac failure.
M. S. Gotsman
Manifestations and Treatment of Congestive Heart Failure
in Young Patients with Rheumatic Heart Disease.
FEINSTEIN, A. R., and AREVALO, A. C. (1964). Pediatrics, 33, 661. 24 refs.
The authors have studied the clinical manifestations
and results of treatments in the ninety episodes of congestive heart failure in forty children and adolescents with
rheumatic heart disease referred to in the previous paper.
The episodes were labelled "active" when associated with
sign of rheumatic activity and "inactive" when these signs
were absent. Five of the patients died.
Certain clinical features of congestive heart failure
were found to be more common in these young patients
than in adults; these included dyspnoea without associated rales, cough, nausea, and a right upper abdominal
ache associated with hepatic distension. A slap over the
liver often produced tenderness before the hepatic enlargement was palpable (the "liver slap sign"). Hepatic
tenderness and enlargement were more common in
patients with active rheumatic heart disease who were in
congestive failure. Distended neck veins and nocturnal
tachycardia were also more frequent in patients with active
disease, though they were less liable to develop ankle
oedema and gained less weight. Patients with active
episodes were under surveillance in hospital and treatment was therefore started earlier. This explained the
difference in clinical manifestations between the two
groups. Facial swelling and large pericardial effusions
were not seen.
All patients were treated with rest in bed and a low-salt
diet. Anti-inflammatory therapy (salicylates and steroids) was beneficial in the early, untreated, active episodes
of congestive failure and was given to all patients with
active rheumatic heart disease. The dosage was not
increased again after heart failure had occurred as a posttherapeutic rebound phenomenon following withdrawal
or reduction in dosage of these agents. Treatment with
digitalis and diuretics was then preferred. Diuretics
were also preferred for initial therapy, as their use
avoided digitalis toxicity, which was frequent in both
groups when the drug was given in therapeutic dosage.
Nausea and vomiting were used as signs of adequate
digitalization and occurred in one-third of the episodes.
Digitalis was used first only in patients with a rapid
ventricular rate.
[Although this paper is a useful contribution to the
clinical management of the child with rheumatic heart
disease and heart failure, many combinations of therapy
or alterations in therapy were used so that the number of
patients in each subgroup was small (one to six). Since
there was clinical variation in the severity of the episodes
the results have little statistical significance.]
M. S. Gotsman
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Mitral Valvotomy in Young Patients. CHERIAN, G.,
VYTILINGAM, K. I., SUKUMAR, I. P., and GOPINATH, N.
(1964). Brit. Heart J., 26, 157. 1 fig., 32 refs.
The results of mitral valvotomy in 126 patients below
the age of 20 years (average 15 5 years) with mitral
stenosis are reported in this paper from the Christian
Medical College Hospital, Vellore, South India. These
cases represented 34 per cent. of the total number of
mitral valvotomies carried out between 1954 and 1961.
The pattern of rheumatic heart disease in India differs
from that observed in the Western hemisphere in that
critical mitral stenosis develops early in a large number
of young patients. Moreover, in the present series there
was a slight preponderance of males (77:55). There was
a history of rheumatic fever in 53 per cent. of cases and
Aschoff bodies were present in 54 per cent. of 177 atrial
biopsy specimens. Associated lesions of the aortic valve
were present in 4 per cent. of cases and atrial fibrillation
in 2 per cent. Embolism occurred in only one case.
At operation left atrial thrombus was present in 6 per
cent., subvalvar fusion in 31 per cent., and calcification
of the mitral valve in 6 per cent. of cases. In 87 per cent.
the valve orifice measured less than 1 cm. in diameter.
An insignificant degree of mitral regurgitation was noted
before valvotomy in 11 per cent. and a moderate degree
in 5 per cent. Pulmonary hypertension was present in
all cases. Valvotomy was performed either with the
finger alone or with a dilator-latterly the dilator was
used almost exclusively. Postoperative mitral regurgitation was noted in 15 per cent. of cases but was severe in
only 2 per cent. The relatively high mortality of 13 per
cent. was attributed to the poor nutritional status of the
patients, their severe pulmonary hypertension, and the
advanced state of their disease (37 per cent. were admitted
in congestive cardiac failure).
A follow-up study of 70 per cent. of the original patients
carried out from 1 to 7 years after operation showed that
the results were good or excellent in 68 per cent., fair in
28 per cent., and poor in 3 per cent.; 1 per cent. of patients
died during the follow-up period. It was not possible to
study the remaining 30 per cent. owing to geographical
difficulties. When the patients were graded according
to their degree of dyspnoea by Wood's method (Brit.
med. J., 1964,1,1051 and 1113; Abstr. WId Med., 1954,
16, 213) 75 per cent. were in Grades 3 and 4 before
operation, whereas after operation 83 per cent. were in
Grades 0 and 1. Reactivation of rheumatism occurred
in 15 per cent. of cases in this series (and in 17 per cent.
of a series of older patients), but very few of the patients
received long-term prophylactic chemotherapy. Restenosis has so far developed in only one of the patients.
F. J. Sambrook Gowar

Metabolism of the Myocardium at Rest and during
Exercise in Patients with Rheumatic Heart Disease.
HARRIS, P., JONES, J. H., BATEMAN, M., CIHLOUVERAKIS,
C. and GLOSTER, J. (1964). Clin. Sci., 26, 145. 6 figs,
18 refs.
At the Queen Elizabeth Hospital, Birmingham, myocardial metabolism at rest and during exercise in eight
patients with rheumatic heart disease (mainly mitral
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stenosis) was studied during the course of routine cardiac
catheterization. Blood samples were obtained from the
pulmonary artery, coronary sinus, and brachial artery
for the estimation of oxygen, glucose, lactate, pyruvate,
and free fatty acids. The haemodynamic indices studied
included cardiac output (assessed by the direct Fick
method), cardiac index, and mean pulmonary and systemic arterial pressure. Estimations were made before
starting exercise, at the 4th, 7th, and 10th minutes of
exercise on a bicycle ergometer, and 3, 8, and 20 minutes
after stopping exercise.
It was found that the oxygen saturation of the coronary
sinus blood changed very little with exercise, suggesting
that the increased myocardial oxygen requirements during
exercise are met by an increase in coronary blood flow
and not by increased oxygen extraction from the coronary
blood. The pulmonary arterial pressure, which was high
at rest in seven patients, increased with exercise, and the
increase in cardiac output was disproportionately small
in relation to the increase in oxygen uptake. The total
free fatty acid content of the plasma fell during exercise,
this being most marked with stearic acid, but similar
results have been obtained with healthy subjects. The
concentrations of pyruvate and lactate in arterial blood
increased during exercise and the lactate: pyruvate ratio
remained constant during passage of the blood through
the myocardium during both rest and exercise, suggesting
that the oxidation-reduction potential of the myocardium
is related to that of the body tissues generally. Blood
glucose levels changed very little with exercise.
The authors conclude that at rest the metabolic requirements of the myocardium are supplied mainly by free
fatty acids, but during exercise glucose becomes the most
important source of energy, although lactate also makes
Gerald Sandler
a significant contribution.

Neurological and Electroencephalographic Abnormalities

in Rheumatic Fever. [In English.] LAVY, S., LAVY,
R., and BRAND, A. (1964). Acta neurol. scand., 40,76.
4 figs, 10 refs.
Transient neurological and electroencephalographic
(EEG) abnormalities were found among thirty patients
with rheumatic fever studied at the Hadassah-University
and Bicur Holim Hospitals, Jerusalem. The patients
were aged from 5 to 36 years and in twenty the rheumatism was active and in ten inactive. There was obvious
involvement of the nervous system (focal or generalized
convulsions, hemiparesis, or dysphasia) in five patients,
but no patient had chorea, though four gave a history of
this. EEG changes were found in sixteen, including the
five with neurological involvement; the abnormalities
recorded were diverse and included focal, diffuse, and
convulsive patterns. The EEG pattern returned to
normal after intervals up to 9 months.
These findings are attributed to the known pathological
changes occurring in the brain in rheumatic fever, such as
endarteritis, oedema, and purpura, all of which might be
expected to cause temporary disorders of function.
J. A. Cosh

Prevention of Rheumatic Fever: Limitations. SASLAW,
M. S., and VIETA, A. G. (1964). J. Pediat., 64, 552.
8 refs.
It has been suggested that if antibiotic therapy is
instituted within 10 days of the onset of a streptococcal
infection the subsequent rheumatic complication may be
prevented. The study herein reported was undertaken
to determine the frequency with which rheumatic fever
occurs less than 10 days after the onset of or concurrently
with streptococcal infection and how often this limits
prevention of rheumatic fever.
The records were reviewed of children in whom rheumatic fever or rheumatic heart disease was diagnosed at
the National Children's Cardiac Hospital, Miami,
Florida, the Hospital for Sick Children, Toronto, and
the General Hospital, Denver, Colorado, with special
reference to the date of onset of the rheumatic attack,
history of antecedent illness, course and treatment of
antecedent illness, bacteriological findings, and the
occurrence of infectious disease.
The Denver records showed that of 86 patients with
rheumatic fever 63 had an antecedent infection and 23
did not. [The interval between the antecedent infection
and onset of rheumatic fever is not stated.] In Toronto
there was antecedent infection in 223 out of 280 cases of
acute rheumatic fever; in ninety of these rheumatic fever
followed the infection in 10 to 35 days. In Miami
an illness preceded the onset of rheumatic fever in
a surprisingly high proportion of cases-namely, in
149 out of 158; in 41 of 94 for which the relevant
information was available rheumatic fever followed
the earlier illness in 10 to 35 days. When figures obtained from hospitals in Boston, New York, and
Chicago were studied with those of the present investigation it was found that an illness preceded the
onset of rheumatic fever in 745 (80-6 per cent.) of 922
cases. Although bacteriological data were not available
in every case it was accepted that the illness was streptococcal. The interval between the antecedent illness and
the rheumatic attack was known in 485 cases, in 269 of
which it was 10 to 35 days, in 109 it was 1 to 9 days.
Thus 378 (77 9 per cent.) of 485 rheumatic attacks might
have been prevented if treatment for the antecedent illness
had been instituted within 24 hours of its onset. As the
authors point out the antecedent infection may be occult,
and this is a limiting factor in prevention in some cases.
It is emphasized that by the fluorescent antibody technique Group-A haemolytic streptococci can be identified
within 24 hours and treatment then instituted immediS. Neill
ately.
Abnormalities of Serum Proteins as Criteria for the
Diagnosis of Acute Rheumatic Fever. BERNSTEIN, S. H.,
and ALLERHAND, J. (1964). Amer. J. med. Sci., 247,
431. 2 figs, 17 refs.
The authors review previous studies of the effects of
rheumatic fever on the serum proteins and attribute the
inconsistency of the results to the use of unsuitable
methods, failure to relate the findings to the clinical stage
of the disease, and the use of incorrect diagnostic criteria.
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At the Long Island Jewish Hospital, New York, they
have carried out electrophoretic analysis of the serum
proteins in 44 cases of acute rheumatic fever 7 to 12 days
after onset (all meeting the strict diagnostic criteria of
Jones (J. Amer. med. Ass., 1944, 124, 481)), 25 cases of
streptococcal pharyngitis, eight cases of systemic lupus
erythematosus, and eight of rheumatoid arthritis.
Analyses were made on cellulose acetate paper with a
veronal buffer at pH 86 and O *05 ionic strength. Standard sera were used for control purposes. Antistreptolysin titres were also estimated on all sera.
In the group with rheumatic fever the mean serum total
protein content was 7-1 g. per 100 ml. The proportion
of albumin present (mean 45 * 4 per cent.) was consistently
below normal and those of x2-globulin (mean 16 -5 per
cent.) and y-globulin (mean 22-0 per cent.) were consistently above normal. A correlation was found between the antistreptolysin titre and the percentage
increase in serum y-globulin content. No significant
change in serum protein distribution was found in the
cases of infection with Group-A f-haemolytic streptococci. The a2-globulin level was increased and that of
albumin decreased in the cases of rheumatoid arthritis.
Apart from rheumatic fever, only systemic lupus erythematosus was associated with an increased level of
y-globulin. The antistreptolysin titre was elevated only
in the rheumatic fever group.
The authors point out that the decrease in the serum
albumin fraction in rheumatic fever can be shown to be
an absolute decrease. Thus since the total protein
content of the serum remains within the normal range
the rise in the globulin fraction is also a real one. They
suggest that the serum protein patterns of the various
diseases studied are sufficiently characteristic to enable
them to be used, together with streptococcal antibody
Harry Coke
titres, for diagnostic purposes.

Capillaries of the Nail-bed and Conjunctival Vessels in
Children with Active Rheumatism. [in Russian.]
NIKIFOROVA, N. I., and MATANGINA, G. P. (1963).
Pediatriya, 42, 14.
25 children, ranging in age from 4 to 12 years, with
active rheumatism had the capillaries of the nail-bed
examined by a capillaroscope (167 examinations), and
the ocular vessels by means of a slit lamp (153 examinations). It was established that the character of the
capillaroscopic changes in the nail-bed during the active
phase of rheumatism depends on the stage of the attack,
on the degree of the allergic process that develops in the
organism (primarily in the cardiovascular system), and
on the gravity and duration of the circulatory disturbance.
A. V. Roslavtsev
Rheumatic Fever and Rheumatic Heart Disease among
U.S. College Freshmen, 1956-60. MARIENFELD, C. J.,
ROBINS, M., SANDIDGE, R. P., and FINDLAN, C. (1964).
Publ. Hith Rep. ( Wash.), 79, 789. 5 figs, 18 refs.
Treatment of Rheumatic Heart Disease. BASU, D. P.
(1964). Indian med. J., 58, 139.
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Rheumatic Heart Disease and Dextrocardia. Bopp, P.,
BUSSAT, P., and LEMONNIER, J. (1964). Arch. intern.
Med., 113, 19. 2 figs, 17 refs.

Prophylaxis of Relapse in Rheumatic Fever. (Die
Rezidivprophylaxe des rheumatischen Fiebers.)
LORENZ, E. (1964). Praxis, 53, 1238. 16 refs.
Incidence of Rheumatic Carditis and its Sequelae in a
Necropsy Series. Part I. 1961-62. (Vyskyt revmaticke karditidy a jejich ndsledkui v pitevnim materiAlu.)
PAZDERKA, V., and HAVLICEK, J. (1964). Was. Lik.
ces., 103, 929. 3 figs, 17 refs.

Laboratory Findings in Rheumatic Fever. (Dynamika
laboratornich ndlezu u revmaticke horecky.) SEDLAK, F.
Was. Lek. jes., 103, 1075. 1 fig., 16 refs.
Acute Rheumatic Fever and Rheumatic Heart Disease in
Childhood. GHOSH, S., and MANGAT, R., (1964).
Indian Pediat., 1, 226. 17 refs.
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Basis of the Early Diagnosis of Acute Rheumatic Disease
in its Early Stages. (Basi per la diagnosi precoce
della malattia reumatica acuta nelle sue prime fasi.)
GOBESSO, D. (1964). Clin. pediat. (Bologna), 45, 1052.
13 refs.

Problem of the Prophylaxis of Rheumatic Fever. (El
problema de la profilaxis de la fiebre reumatica.)
MARQUEZ-BLASCO, J. (1964). Rev. clin. esp., 94, 235.

Antimyocardial Antibodies in Bouillaud-Sokolsky Rheumatic Disease. (etude sur la signification des anticorps antimyocarde au cours du rhumatisme de
Bouillaud-Sokolsky.) STOICHITA, M., CIOBANU, V.,
GHEORGHIU, M., PAUN, F., and SPXTARU, M. (1964).
Rev. roum. Mid. int., 1, 157. 13 refs.

Rheumatic or Rheumatoid Brain Disease and Late
Sequelae of Rheumatic Fever. Anatomo-clinical and
Electro-encephalographic Observations. SCALABRINO,
R. (1964). Reumatismo, 16, 49.

Rheumatoid Arthritis
as seen in Association with RheuNeuropathy
Peripheral
Physical Signs and Instrumental Findings in Rheumatic
matoid Arthritis: a Clinical and Electromyographic
Valvular Disease. (Aspetti di semeiologia fisicoStudy of 72 patients. HOERNER, E. F., SPERLING, I. L.,
strumentale cardiologica nefl'infezione reumatica.)
and FINLEY, F. R. (1963). A.IR. Arch. interamer.
MARCHESE, S., TORRIELLI, A., GATTO, P. L., FRANCO,
Rheum. (Rio de J.), 6, 479, 5 figs, 6 refs.
G., and TEDOLDI, A. (1964). Arch. E. Maragliano
The authors used electromyography to determine the
Pat. Clin., 20, 243. 11 figs, 35 refs.
incidence of peripheral nerve involvement in 72 ambulant
patients with rheumatoid arthritis. A decrease in periDistribution of Rheumatic Fever in the Province of Aquila. pheral
motor nerve conduction velocity was considered
(Diffusione della malattia reumatica in provincia to represent
evidence of peripheral neuropathy; this was
dell'Aquila.) CANTALINI, C., and MARSILI, P. (1964). graded as severe if the conduction
velocity was less than
Aggiorn. pediat., 15, 107. 2 figs, 43 refs.
30 metres per second, moderate if between 30 and 39
metres per second, and mild if between 40 and 49 metres
Statistical and Clinical Data on Cases of Rheumatic Fever per second (normal value 50 to 55 metres per second).
treated at the Santobono Hospital, Naples, in the Ten Decrease in amplitude of the action potential evolved in
Years 1953-62. (Rilievi statistico-clinici sui casi di mal- muscle or relative slowing of the rate of conduction in a
attia reumatica ricoverati nell' Ospedale Santobono di nerve at a given site-for example, the median nerve in
Napoli nel decennio 1953-1962.) KLAIN, U., PERR- the carpal tunnel-was considered to be evidence of
OrrA, P., and BOCCALATTE, A. (1964). Aggiorn. entrapment. The median, radial, ulnar, peroneal, and
pediat., 15, 145.
tibial nerves were tested in each patient; the results were
reproducible.
Electromyographic abnormalities were noted in 63 of
Rheumatic Fever and Rheumatoid Arthritis. (Fiebre
reumAtica y artritis reumatoide.) PIRE RODRIGUEZ, A. the patients; of these, 54 had evidence of peripheral
neuropathy, which was severe in eight moderately severe
(1964). Rev. Confed. med. panamer., 11, 9. 22 refs.
in twelve, and mild in 34. Of these 54 patients with
decreased conduction velocity in a motor nerve twelve
Values
and
its
Behaviour
in
Acute
Sialic Acid: Normal
had an associated entrapment (of a single nerve in eight
Rheumatic Fever. (Acido sidlico: valores normais e cases and multiple involvement in four). In nine patients
seu comportamento na doenra reumrtica ativa.) there was entrapment only (of a single nerve in five and
FERNANDO DE CAMARGO MARANHXO, M., COSSER- multiple involvement in four). Only the median and
MELLI, W., CARLOS RAMos TEJO, J., BUECHELE, R., ulnar nerves were found to be entrapped; other periMEIRA VILLAS BOAS, I. (1964). Arch. bras. Cardiol., pheral nerves were not so affected.
17, 159. 15 refs.
The authors suggest that peripheral nerve involvement
may account for the paraesthesiae, hyperalgesia, and
Epidemiology of Cardiovascular Disease in the Argentine: weakness so often noted in patients with rheumatoid
Rheumatic Fever. (Epidemiologia de las afecciones arthritis, and recommend that electromyography be used
cardiovasculares: Fiebre reumatica.) CAPRILE, J. A. in addition to clinical examination in the assessment of
E. D. Sever
(1964). Rev. argent. Cardiol., 31, 100. 1 fig.
patients with these symptoms or signs.

Kidney Function in Patients with Rheumatoid Arthritis in
Relation to the Commencement of the Disease (VI).
[In English.] S0RENSEN, A. W. S. (1964). Acta
rheum. scand., 10, 11. 3 figs, bible.
Kidney function in rheumatoid arthritis has been
studied at the Danish Red Cross Rehabilitation Centre,
Hald, with special reference to the age of onset of the
disease. For this purpose creatinine clearance tests were
performed and serum creatinine levels estimated in 244
cases of rheumatoid arthritis, in none of which was there
a history of renal disease. The results were compared
with those obtained in a control group of 247 patients
with various diagnoses but no signs of hypertension,
renal disease, or osteo-arthrosis.
Among women with rheumatoid arthritis renal function
was found to be diminished in severe cases, and as compared with the control group there was decreased function
even in mild cases. In women whose rheumatoid
arthritis started before the climacteric a relation was
established between renal function and the duration of
the disease. A similar relation was found in men who
gave a history of the development of rheumatoid arthritis
late in life, but if the onset was before the age of 51 there
was no difference in renal function whether the disease
was mild or severe.
The author points out that in rheumatoid arthritis an
increased erythrocyte sedimentation rate may be associated with relatively low renal function. In this context
it is noteworthy that signs of renal disease are often
encountered in allied diseases, such as systemic lupus
erythematosus and polyarteritis nodosa.
A. Garland
Roentgen Changes in Early Rheumatoid Arthritis: Wrists
-Hands-Feet. BERENS, D. L., LOCKIE, L. M.,
LN, RU-KAN, and NORCROSS, B. M. (1964). Radiology,
82, 645. 13 figs, 14 refs.
In this paper from Buffalo General Hospital, New
York, the value of routine radiological examination of
the hands, wrists, and feet in the early diagnosis of rheumatoid arthritis is stressed. Standard projections may
be supplemented by special views, and the use of finegrain film enables minute changes to be detected with a
magnifying glass.
Rheumatoid arthritis is essentially a systemic disease
involving joint synovial membrane, which by inflammation, and hypertrophy to produce invasive pannus, causes
characteristic radiological changes. Prominent softtissue shadows round affected joints are attributable not
only to the synovial membrane, but also to oedema and
intracapsular effusion. Such early manifestations may
cause recognizable separation of metacarpal and metatarsal heads and precede the joint-space narrowing due to
invasion of cartilage by the hypertrophied synovial tissue.
This synovial pathology is reflected in the bones by two
major types of reaction. In the first type cortical thinning
and generalized demineralization may be followed by
complete cortical destruction with irregularity of the
trabecular pattern. In the second minute local erosions
at the capsular attachments may extend into the medulla
to produce cyst formation; these may become very large
in weight-bearing joints, especially if subjected to excessive
use. Careful examination will always show an associ-
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ated cortical defect, particularly on pathological examination. Periosteal elevation at the insertions of tendons
and ligaments is sometimes seen.
Early changes, without reference to gross lesions, are
described as follows. The wrist often shows a soft-tissue
swelling in relation to the distal end of the ulna, with
later cortical erosion of the ulnar styloid process. Repair
may leave this structure bulbous and irregular. Narrowing of the radiocarpal joint and the articulation between
the trapezium, trapezoid, and navicular is also suspicious.
The hand may show soft-tissue swellings round metacarpophalangeal joints. This is more extensive than in
degenerative joint disease. Later cortical erosions on
the metacarpal heads and possibly transient periosteal
reactions on the metacarpal necks become apparent.
The os calcis frequently shows soft-tissue swelling in
front of the attachment of the Achilles tendon, again
followed by cortical erosion. These may fill in by new
bone formation and resemble the lesions seen in ankylosing spondylitis. On the plantar surfaces new bone
formation, at first amorphous, may develop at the attachment of the plantar aponeurosis, finally forming a plantar
spur, or cortical erosion posterior to this point may be
found. Here, in addition, a periosteal reaction may
develop. In the foot soft-tissue swellings round joints
and erosions of the metatarsal heads, especially on the
medial sides, are common and examination of this area
has been most helpful in the authors' survey of 250
patients. Tarsal joint narrowing may simulate that seen
in the carpus. Discovery of lesions in these areas, even
when not the site of symptoms, is a strong indication of

the diagnosis.

R. 0. Murray

Acute Synovial Rupture in Rheumatoid Arthritis: Clinical
and Experimental Observations. DIXON, A. ST. J., and

GRANT, C. (1964). Lancet, 1, 742. 4 refs.
Rupture of the capsule of the knee joint was diagnosed
in five patients with rheumatoid arthritis (a further case
of rheumatoid arthritis in which there was rupture of a
tenosynovitic swelling of the wrist is also cited). Joint
fluid was aspirated from the calf in three of the five cases
and this fluid in the tissues led to considerable inflammation and cellulitis.
A study of normal knee joints in volunteers showed
that intra-articular pressure does not change much with
activity in the absence of effusion, but that instillation of
fluid (plasma in this series) leads to a great increase in
pressure with muscle contraction, particularly in the
"full knees bend" position when the pressure may rise to
1,000 mm. Hg. Rupture occurred in the knees of these
volunteers without subsequent ill effect. The authors
also studied normal and rheumatic knees at necropsy.
Most of these ruptured at lower pressures and in the
suprapatellar pouch. It is pointed out that this pouch
is largely protected in life by the strong muscles anteriorly,
and that the weak point is the posterior part of the capsule.
The clinical picture of synovial rupture resembles that
of deep-vein thrombosis. The degree of inflammation
seen after rupture of rheumatoid synovial fluid into the
tissues is striking and the authors suggest that this
reaction may be due to the products of cell autolysis in
the fluid.
B. E. W. Mace
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Simultaneous Salicylate Concentrations in Synovial Fluid
and Plasma in Rheumatoid Arthritis. ROSENTHAL,
R. K., BAYLES, T. B., and FREMONT-SMITH, K. (1964).
Arthr. and Rheum., 7, 103. 5 figs, 13 refs.
This paper from the Robert Beck Brigham and Peter
Bent Brigham Hospitals, Boston, Massachusetts, reports
the salicylate concentrations found in synovial fluid and
simultaneously collected plasma from twelve patients
with rheumatoid arthritis. There were altogether fifteen
samples of each, two patients having simultaneous
bilateral knee-joint aspirations, while another patient
was studied on two occasions. All patients had been
receiving oral salicylate for some time. At least 12 hours
before the study a dosage regimen of 0-6 g. of acetylsalicylic acid 3-hourly was started; ascorbic acid was also
given to avoid the rapid and variable excretion of unconjugated salicylate in an alkaline urine. In order to
ensure that the plasma salicylate levels were relatively
stable at the time of paracentesis, they were also estimated
30 and 60 minutes before this was done. The salicylate
concentration was estimated by Routh's method, and free
(diffusible) salicylate by a modification of the method of
Lester. The protein-bound salicylate was calculated
from these two values; the salicylate values were also
corrected for total protein content of the samples.
The total and protein-bound salicylate concentrations
were found to be slightly lower in the joint fluid than in the
corresponding plasma, but the free salicylate level was
identical in the two fluids, suggesting that they are in
complete equilibrium. The lower levels of total and
protein-bound salicylate in the synovial fluid were due
to the lower concentration of albumin in this fluid. The
authors conclude from this study that there is no evidence
for any preferential sequestration of salicylate into
inflamed joints in rheumatoid arthritis. B. M. Ansell
Diabetic Retinopathy and Rheumatoid Arthritis. POWELL,
E. D. U., and FIELD, R. A. (1964). Lancet, 2, 17.
1 fig., 9 refs.
In 34 patients who had both diabetes and rheumatoid
arthritis, a low incidence of mild diabetic retinopathy was
found, even though the diabetes had been present for an
average of 11 1 years. This may be due to the influence
of one disease on the other or to the large doses of salicylates which these patients had been taking for many years.
Barrie Jay
Arthritis.
in
Fundus
Rheumatic
in
the
[In
Optic
Changes
Russian.] POGOREL'SKIJ, A. I. (1964). Sovetsk. Med.,
27, 38. 1 fig., 8 refs.
The author states that rheumatism [in which he
apparently includes both acute and chronic forms] is one
of the collagen diseases and effects the connective tissues,
especially those of the heart and blood vessels. One of
its less well documented manifestations is rheumatic
retinal vasculitis. Among 131 patients (90 female and 41
male, age range <20 to 55 years) with rheumatism he
found 67 changes in the fundus. Of the 131 patients,
eighteen had rheumatic polyarthritis [? acute] and 38 had
rheumatic valvular disease; the rheumatism was in an
active state in 64 cases (49 per cent.) and was in remission
in 67 (51 per cent.).

The relationship between the vascular changes in fundi
and the duration of the rheumatic disease was studied.
It was found that changes in the retina due to "rheumovasculitis" were of a reversible nature (in 31 patients)
when the rheumatic disease was in its initial stages. The
retinal arteries were contracted and some had an uneven
light reflex; there was some dilatation of the retinal veins.
In two cases pinpoint haemorrhages were present along
the course of the blood vessels. All these signs disappeared with antirheumatic therapy in cases in which
the disease had not been present for more than 5 to 8
years. However, when the disease was of longer duration
the retinal changes were permanent, the arteries being
tortuous and of unequal calibre, while the veins were
dilated. These signs were noted especially when there
had been a series of remissions and relapses.

H. W. Swann
Personality Factors associated with Rheumatoid Arthritis.

Moos, R. H. (1964). J. chron. Dis., 17, 41. 79 refs.
This is a review of published data regarding personality,
in 79 references pertaining to 5,000 cases with rheumatoid
arthritis. Studies are divided into those with and those
without control groups but there is little agreement
between their results: the author makes suggestions for
further work which would not be so open to challenge.
E. G. L. Bywaters

Rheumatoid Pneumoconiosis in Association with Asbestosis. MORGAN, W. K. C. (1964). Thorax, 19, 433.
2 figs, 6 refs.
Treatment of Rheumatoid Arthritis. SAVAGE, 0. (1964).
Practitioner, 193, 263. 16 refs.
Studies of Rheumatoid Pulmonary Disease. SIEVERS, K.,
AHo, K., HURRI, L., and PERTTALA, Y. (1964). Acta
tubers. pneumol. scand., 35, 21. 8 figs, 14 refs.

Amyloid Nephrosis in Rheumatoid Arthritis. (La nephrose amyloide de la polyarthrite chronique rhumatismale.) VIGNON, G., MEGARD, M., FRAN4OIS, B.,
BOUVIER, C., MICHEL, M. D., and BRUNAT, N. (1964).
Lyon med., 96, 275. 22 refs.

Pleuro-pulmonary Manifestations of "Rheumatoid Disease". (La manifestazioni pleuropolmonari nella
"malattia reumatoide".) CASOLO, G., FONTANA, G.,
PAPAGNI, L., and TANSINI, C. G. (1964). Reumatismo,
16, 7.
Hereditary, Clinical, and Therapeutic Aspects of Rheumatoid Arthritis. (Aspetti ereditari clinici terapeutici
nella poliartrite cronica e olutiva.) PEzzrNI, G. C.
(1964). Reumatismo, 16, 23. 5 refs.

Management of Rheumatoid Arthritis. MILAZZO, S.
(1964). S. Aust. Clin., 1, 64. 3 figs, 12 refs.

Surgery of Rheumatoid Arthritis. WHITE, R. (1964).
S. Aust. Clin., 1, 71. 6 figs, 8 refs.
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Physical Care of Rheumatoid Arthritis Patients.
BURNELL, A. W. (1964). S. Aust. Clin., 1, 73.
Rib Lesions of Rheumatoid Arthritis. ALPERT, M., and
FELDMAN, F. (1964). Radiology, 82, 872. 3 figs, 21
refs.
Minnesota Multiphasic Personality Inventory Response
Patterns in Patients with Rheumatoid Arthritis. Moos,
R. H., and SOLOMON, G. F. (1964). J. psychosom.
Res., 8, 17. 1 fig., 46 refs.

Changes in the Spinous Processes of the Vertebrae in
Arthritis Mutilans. (Veranderungen der Wirbeldornfortsatze bei Arthritis mutilans.) PETER, E.,
SCHULER, B., and DIHLMANN, W. (1964). Dtsch. med.
Wschr., 89, 1990. 3 figs, 40 refs.
Prevalence of Rheumatoid Arthritis. (K otazke prevalencie progresivnej artritidy.) SIT'AJ, S., NIEPEL, G.,
SEBO, M., KOSTKA, D., TRNAVSK.Y, K., and SfPog, J.
(1964). Bratisi. lek. Listy, 44, 16. 25 refs.

Mutilating Arthropathy in a Manic-depressive Psychotic.
(Artropatia mutilante y psicosis maniacodepresiva.)
PEREZ Y PEREZ, J., and PINTO GROTE, C. (1964). Med.
clin. (Barcelona), 42, 203. 9 figs, 4 refs.
Aetiological Problem of Rheumatoid Arthritis. KELLGREN, J. H. (1964). Practitioner, 193, 257. 3 figs,
20 refs.
Lung Changes in Rheumatoid Arthritis. (Le alterazioni
polmonari in corso di artrite reumatoide.) CARONIA,
F., MAURO, B., and PALAZZOLO, F. (1964). Rif. med.,
78, 885. 5 figs.

Caplan's Syndrome. (La sindrome di Caplan.) CAR_
CASSI, A., and MARCOLONGO, R. (1964). Settim. med.,
52, 577. 8 figs, bibl.
Effects of Climatic Changes on the Course of Rheumatoid
Arthritis. (Efectos de los cambios climaticos sobre
la evoluci6n de la artritis reumatoidea.) HOLLANDER,
J. L. (1964). Rev. med. Chile, 92, 180. 5 refs.
Prevalence of Rheumatoid Arthritis and the Rheumatoid
Factor in American Indians. (Prevalencia de artritis
reumatoidea y factor reumatoide en Indios Americanos.) BURCH, T. A., O'BRIEN, W., LAWRENCE, J. S.,
BENNETT, P. H., and BUNIM, J. J. (1964). Rev. med.
Chile, 92, 183. 5 figs, 10 refs.

Preliminary Studies of the Humoral Factors in Rheumatoid
Arthritis. (Estudios preliminares de los factores
humorales en la artritis reumatoidea.) BREWER, E. J.,
and FAHLBERG, W. J. (1964). Rev. mid. Chile, 92, 191.
4 figs, 7 refs.
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Contribution to the Study of Muscle in Rheumatoid
Arthritis. (Contribuci6n al estudio del musculo en la
artritis reumatoidea.) CONTRERAS, V., MuNoz, A.,
FERRER, S., LOPEZ, R., PAOLINELLI, L., and SERRA, I.
(1964). Rev. med. Chile. 92, 197. 1 fig., 24 refs.
Episodic Rheumatoid Arthritis. (Artritis reumatoidea
episodica.) NEUMANN, R., VALENZUELA, F., and
LACKINGTON, C. (1964). Rev. mid. Chile, 92, 214.
A Method of Evaluating the Degree of Independence of
Patients with Rheumatoid Arthritis. (Un metodo para
la evaluaci6n del grado de independencia del paciente
con artritis reumatoidea.) BOSCH, S. J., PASTOR, M. T.,
and GARCIA MORTEO, 0. (1964). Rev. med. Chile, 92,
221. 2 refs.

Fractures in Patients with Rheumatoid Arthritis. (Las
fractures de los enfermos con artritis reumatoide.)
CASTILLO-OJUGAS, A. (1964). Bol. cult. Cons. Col.
mid. Esp., 37, 17. 12 figs.

Still's Disease
Still-Chauffard's Disease: a Case with Ophthalmic Onset.
(Enfermedad de Still-Chauffard: Forma de comienzo
ocular.)
LASALA, F. G., PODESTA, H. A., and
CREMONA, E. G. (1964). Pren. mid. argent., 51, 73.
5 figs, 20 refs.
Preliminary Studies of the Necrotizing Factor in the
Serum of Children with Rheumatoid Arthritis. (Estudios preliminares del factor necrotizante presente en
el suero de ninos con artritis reumatoidea.) FAHLBERG,
W. J., and BREWER, E. J. (1964). Rev. mid. Chile,
92, 194. 3 figs, 10 refs.

Osteo-arthritis
Chondroitin Sulphate Concentration and Protein-Polysaccharide Composition of Articular Cartilage in Osteoarthritis. BOLLET, A. J., HANDY, J. R., and STURGILL,
B. C. (1963). J. clin. Invest., 42, 853. 3 figs, 19 refs.
In this communication from the University of Virginia,
the authors report the results of studies of chondroitin
sulphate and collagen concentration in human articular
cartilage. The ratio of the two components of the
cartilage protein-polysaccharide complex was also
determined.
Specimens of cartilage were obtained post mortem, and
methods of chemical analysis are described. Histological appearances in macroscopically normal cartilage
were also normal, while good correlation was found
between histological and macroscopic appearances in
sections of osteo-arthritic cartilage.
Results of chemical analysis showed that in osteoarthritic cartilage the concentration of chondroitin
sulphate was decreased in proportion to the severity of
the osteo-arthritic lesions. Collagen concentrations remained virtually unchanged. The ratio of protein to
polysaccharide was increased in osteo-arthritic cartilage,
as a result of a fall in polysaccharide content.
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The authors suggest that the decreased concentration
of chondroitin sulphate probably represents excessive
breakdown, since other workers have shown increased
uptake of radio-sulphate by chondrocytes in osteoarthritic lesions. The suggestion is also made that the
change in protein-polysaccharide ratio indicates that a
hyaluronidase-like enzyme is responsible.
T. M. Chalmers

Osteo-arthrosis. RICHARDSON, A. T. (1964). Practitioner, 193, 269. 24 refs.
Pathogenesis of Osteo-arthrosis. SILBERBERG, R., and
SILBERBERG, M. (1964). Path. et Microbiol. (Basel),
27, 445. 6 figs, 28 refs.
Biomechanics and Surgery of Chronic Arthritis of the Hip
Joint. (Biomecanique et chirurgie de la coxarthrose.)
MAQUET, P. (1964). Rev. med. Liege, 19, 487. 5 figs,
I ref.
Surgical Treatment of Osteo-arthritis of the Hip. (Traitement chirurgical de la coxarthrose.) GUILLEMINET, M.
(1964). Rev. mnud. Moy. Or., 21, 105. 8 figs.
Place of Arthrodesis in the Surgery of Osteo-arthritis of
the Hip. (La place de l'arthrodese dans la chirurgie
des coxarthroses.) VERHEUGEN, P., and NAVARRE, M.
(1964). J. beige Mejd.phys. Rhum., 19,25. 3 figs.
Problem of Osteo-arthritis of the Knee-joint. (Zur
Problematik der Arthrosis deformans des Kniegelenkes.) RQssLER, H. (1964). Med. KiM., 58, 1489.
1 fig.

Spondylitis
of
Spondylitis. LAW, W. A.
Ankylosing
Surgical Aspects
(1964). Ann. roy. Coll. Surg. Engl., 34, 37. 7 figs,
15 refs.
In this paper based upon a Hunterian Lecture delivered
at the Royal College of Surgeons of England in October,
1963, the author describes his experience in surgery of
ankylosing spondylitis. The majority of his paper is
concerned with osteotomy of the spine and he describes
his technique in some detail. Four indications for
osteotomy in the lumbar region are described:
(1) To enable the patient to resume an erect posture;
(2) To improve diaphragmatic respiration;
(3) To relieve upper abdominal compression by the
rib margin;
(4) To improve the operation field in the upper
abdomen.
Included in this series are thirteen osteotomies of the
cervical spine. The indications for this rather more
serious operation are as follows:
(1) To enable the patient to see ahead by elevating
the chin from the sternum;
(2) To prevent atlanto-axial subluxation and dislocation, which are liable to result from the
weight of the head being carried forward, the
result of gradually increasing kyphosis;

(3) To relieve tracheal and oesophageal obstruction,
which causes dyspnoea and dysphagia;
(4) To relieve nerve root traction and spinal cord
compression with accompanying lower and upper
motor neurone disturbance.
110 lumbar spine corrective osteotomies have now been
performed with ten deaths. Amongst the non-fatal
complications which occurred in a small number of
patients were compression of the cauda equina, thrombosis of the superior mesenteric artery, and ileus. The
great majority of patients, however, were deeply grateful
and delighted with the benefits of surgical correction of
their deformity.
Out of 33 cup arthroplasties of the hip, six required
revision, but a useful range of movement was obtained
in the majority. In the knee his small experience with
the Shier's hinge prosthesis has not been very happy,
three out five becoming re-ankylosed.
D. R. Sweetnam

Ankylosing Spondylitis. NEWNS, G. R. (1964). Practitioner, 193, 278. 7 figs, 12 refs.
Pulmonary Function in Ankylosing Spondylitis. MILLER,
J. M., and SPROULE, B. J. (1964). Amer. Rev. resp.
Dis., 90, 376. 1 fig., 22 refs.

Rhizomelic Affections of the Upper Limbs in Ankylosing
Spondylarthritis. (L'atteinte rhizomelique superieure
dans la spondylarthrite ankylosante.) FORESTIER, J.,
CERTONCINY, A., and FAIDHERBE, P. (1964). Rev.
Rhum., 31, 331. 3 figs, 3 refs.
Destructive Osteo-arthritis of the Metatarso-phalangeal
(Osteoarthrite
Joints in Ankylosing Spondylitis.
destructive des articulations metatarso-phalangiennes
au cours d'une spondylarthrite ankylosante.)
CHAOUAT, Y., BENICHOU, CH., and PIOLINE, G. (1964).

Rev. Rhum., 31, 354. 3 figs.
A Case of Chronic Deforming and Ankylosing Polyarthritis in Childhood. (Un cas de polyarthrite
chronique deformante et ankylosante de l'enfance.)
GUNZBURG, J. (1964). J. beige Meid. phys. Rhum, 19,
34. 4 figs, 14 refs.

Bony Lesions in Ankylosing Spondylitis. (Le lesioni
ossee della spondilartrite anchilosante; aspetti e
significato.) ROBECCHI, A., and DANEO, V. (1964).
Reumatismo, 16, 37.
Inflammatory Arthritides
Infections Metastatic to the Vertebral Column. KENDRICK, J. I., and HARTMAN, J. T. (1964). J. Amer. med.
Ass., 186, 1093. 9 refs.
The differential diagnosis of persistent backache
includes metastatic sepsis. This short paper reviews 22
such cases (15 adults and 7 children) seen at the Cleveland Clinic between 1946 and 1963, a period within the
antibiotic era. Lumbar vertebrae were involved twelve
times, and dorsal vertebrae ten times, with no cases of
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cervical disease. Bone destruction or disk narrowing
was evident between 1 and 3 months after the onset
of infection. The white cell count was above 10,000 per
cu. mm. in only five of the 22 patients, but seventeen had
an elevated sedimentation rate. Culture of organisms
from infected vertebrae was successful in eight patients,
two by operation and six by needle biopsy; blood cultures
were attempted in only two instances, one being positive.
There was one death from septicaemia. Treatment was
either conservative, with appropriate antibiotics, or
operative, with posterior or interbody fusion.
[The value of this potentially instructive account is
greatly impaired by the lack of an adequate description
or tabulation of most of the patients: there are, for
instance, hardly any details of causative bacteria, few
details and no illustrations of radiological appearances,
and no critical assessment of methods of treatment.]
J. T. Scott
Thymoma and Polymyositis. KLEIN, J. J., GOTTLIEB,
A. J., MONES, R. J., APPEL, S. H., and OSSERMAN, K. E.
(1964). Arch. intern. Med., 113, 142. 5 figs, 69 refs.
Two women with thymoma, aged 61 and 56 respectively, developed polymyositis and, following thymus
resection, myasthenia gravis. The first had been known
to have a mediastinal mass for 10 years before the acute
symptoms of polymyositis (marked weakness, tenderness,
fever, and subcutaneous oedema with dysphagia, dysarthria, E.S.R. 35 mm./hr., L.E.-cell, Latex, and other tests
negative). Biopsy of muscle [well illustrated] confirmed
the diagnosis. Marked improvement of weakness,
contractures, and transaminase levels followed prednisone
treatment. Myasthenia gravis started suddenly 13
weeks after the removal of a lobulated thymoma.
Detailed studies with electromyography, Tensilon, and
tubocurarine confirmed the diagnosis of myasthenia
gravis and the patient was treated with prednisone,
pyridostigmine, and radiation.
The second case complained of swelling of upper limbs
for 21 years and had a thymoma resected. Later
myositis developed, E.S.R. 45 mm./hr, and this was
confirmed by muscle biopsy. Improvement followed
cortisone, but myasthenic symptoms appeared, which
were relieved temporarily by neostigmine. Despite
radiation she died after a cholinergic crisis: an acute
pulmonary embolus was found post mortem.
Similar previously recorded cases are reviewed in the
light of autoimmunity hypotheses [but no examination
for circulating "auto-antibodies" was made].
E. G. L. Bywaters
Bacteria in Whipple's Disease. I. Results of Cultivation
from Repeated Jejunal Biopsies prior to, during, and
after Effective Antibiotic Treatment. [In English.]
KOK, N., DYBKAER, R., and ROSTGAARD, J. (1964).
Acta path. microbial. scand., 60, 431. 2 figs, 28 refs.
Having demonstrated by electron microscopy the
presence of rod-shaped bacteria in the jejunal mucosa of
a patient with Whipple's disease, the authors, at Rigshospitalet, Copenhagen, carried out repeated peroral
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jejunal biopsies with a Crosby-Kugler capsule and cultivated the specimens in a variety of media. Many
different varieties of organism were isolated, of which
two, a Corynebacterium and a Haemophilus-like organism,
were considered to resemble most closely the organisms
seen in sections of the mucosa. The former was isolated
from all and the latter from five of the first six biopsies,
despite the administration of penicillin and tetracycline
with some clinical improvement. After the 6th biopsy
treatment with sulphamethoxypyridazine and tetracycline augmented for short periods with chloramphenicol
[doses not stated], was started and resulted in marked
clinical improvement. Further biopsies were taken after
16 and 32 weeks of this treatment respectively, from
neither of which were the suspect organisms isolated.
R. Hare
II. Combined Electron and Light Microscopy. [In
English.] ROSTGAARD, J. (1964). Acta path. microbiol. scand., 60, 450. 10 figs, 21 refs.
Serial peroral jejunal biopsy was carried out on a
patient with Whipple's disease over a period of 18 months,
during which he received clinically successful treatment
with sulphonamides, antibiotics, and corticosteroids.
By the combined use of light and electron microscopy the
lamina propria was seen to contain chara-teristic macrophages containing P.A.S. (periodic-acid-Schiff)-positive
granules probably derived from the bacteria which were
shown to be present in various stages of dissolution.
Similar material was also found outside the cells and was
shown to be made up of tightly packed clumps of bacteria.
Specimens obtained at the end of the treatment period
showed a decrease in the number of P.A.S.-positive cells
in the laminae propria.
R. Hare

Urethro-Conjunctivo-Synovial Syndrome [14 Cases].
(Syndrome urethro-conjonctivo-synovial. A propos
de 14 observations.) BOUREL, M., LENOIR, P., MOREL,
H., GOUFFAULT, J., and PAWLOTSKY, Y. (1964). Sem.
Hop. Paris, 40, 800. 15 refs.
Two New Cases of Temporal Arteritis with Rheumatological Manifestations. (Deux nouveaux cas d'arterite
temporale a expression rhumatologique.) De SiZE,
S., FRENEAUX, B., BAGROS, PH., WELFLING, J.,
HUBAULT, A., KAHN, M.-F., LEVERNIEUX, J., SOLNICA,
J., and VEBER, A. (1964). Rev. Rhum., 31, 349.
2 figs, 17 refs.

Arthropathia neuropathica. HALVORSEN, J. F. (1964).
Nord. Med., 72, 907. 1 fig., 21 refs.
Metabolic Arthropathies. (Les arthropathies metaboliques.) VAN CAUWENBERGE, H., FRANCHIMONT, P.,
LEFEBVRE, P., and LISIN, N. (1964). Rev. mid. Liege,
19, 425.

Fiessinger-Leroy-Reiter Syndrome. (Sindrome de Fiessinger-Leroy-Reiter.) CARNEIRO, R. A., and MIRANDA,
N. (1964). Hospital (Rio de J.), 66, 45. 3 figs, 18 refs.
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Intermittent Hydrarthrosis. (Hidrartrose intermitente.)
HoULI, J., and MARTINS NEVES, A. (1964). Rev. bras.
Med., 21, 481. 13 refs.
Gout
Association of Hyperuricaemia and Gout with Hyperparathyroidism. SCOTT, J. T., DIXON, A. ST. J., and
BYWATERS, E. G. L. (1964). Brit. med. J., 1, 1070.
4 figs, 19 refs.
Gout has occasionally been noted in patients with
hyperparathyroidism, but this was considered to be a
coincidental finding until Mintz and others (New Engl.
J. Med., 1961, 265, 112; Abstr. Wld Med., 1962, 31, 47)
found hyperuricaemia in four of eight patients with hyperparathyroidism. Bywaters and others (Ann. rheum. Dis.,
1963, 22, 171), reviewing nineteen cases of hyperparathyroidism, found hyperuricaemia in eleven of twelve
cases in which the serum uric acid level was estimated,
five of the patients having clinical gout. The present
paper from Hammersmith Hospital, London, and the
Canadian Red Cross Memorial Hospital, Taplow, Bucks,
gives an account of these eleven cases, nine being in
females aged 26 to 73 years and two in males aged 33 and
41 years. Of the five cases with clinical attacks of gout, these
preceded the removal of a parathyroid adenoma in two
cases, in only one of which was renal function impaired.
In two further cases the gout followed parathyroidectomy, and in the 5th case the gout occurred in the
course of hyperparathyroidism secondary to chronic renal
disease with renal insufficiency. Among the six cases
with hyperuricaemia but without clinical gout there was
only one case without evidence of renal insufficiency.
In their discussion the authors point out that three of
the five patients with clinical attacks of gout were women,
two of whom were premenopausal when primary gout
is extremely rare. Most patients had a raised blood urea
level at some time during the course of their disease,
suggesting that a diminution in the glomerular filtration
of uric acid may have contributed to the hyperuricaemia.
In the case where secondary hyperparathyroidism was
associated with chronic nephritis and uraemia this was
probably the main or sole cause of the hyperuricaemia,
but the authors do not believe that uraemia was the
major factor in causing the hyperuricaemia in most of
the cases. They suggest that a special type of renal
lesion occurs in hyperparathyroidism which leads to
hyperuricaemia and thence to gout. This may be
associated with calcium deposition in that part of the
renal tubule known to be concerned in the active secretion
of uric acid (Gutman and others, J. clin. Invest., 1959,
38, 1778). Of the eleven patients with hyperuricaemia,
six had radiological nephrocalcinosis and five had soft-

tissue calcification elsewhere. None of the patients had
a family history of gout, and the authors consider that
it is probably actual calcium deposition in the tubule
which impairs the excretion of uric acid.
In the light of these observations they have screened 100
patients with gout attending Hammersmith Hospital for
evidence of hyperparathyroidism without having detected
a single case in this way, and therefore conclude that
hyperparathyroidism must be a rare cause of gout.
John Lister
Recurrent Acute (? Gouty) Arthritis in Chronic Renal
Failure Treated with Periodic Hemodialysis. CANER,
J. E. Z., and DECKER, J. L. (1964). Amer. J. Med.,
36, 571. 10 figs, bibl.
It is reported from the University Hospital, University
of Washington, Seattle, that five out of six patients
treated with haemodialysis twice weekly for periods of
1 to 2 years developed acute attacks of arthritis or periarthritis, probably of a gouty nature. The primary disease
process was either chronic glomerulonephritis orpolycystic
renal disease. Before the onset of azotaemia none of the
patients had suffered from gouty arthritis and in no case
was there either any family history of gout or demonstrable familial hyperuricaemia. The acute painful
attacks were abrupt in onset, occurred up to three times
a month, and involved the synovia, tendon sheaths,
bursae, and periarticular soft tissues. The dorsa of
hands and wrists were the commonest sites affected and
the lower limbs were left relatively free, though two
patients did have attacks affecting the great toe. The
average plasma uric acid levels ranged from 6 7 to 9 * 6
mg. per 100 ml. Although no uric acid crystals were
found in joint effusions, the frequency of the attacks
seemed to be correlated with the plasma uric acid level
in that the patient with the lowest level never had joint
symptoms, while in the others attacks were more frequent
if the preceding dialysis had been technically ineffective
or if the plasma uric acid level was artificially raised.
There was a good clinical response to colchicine. In
addition to the acute painful episodes the patients
developed multiple periarticular nodules in which calcification was demonstrable radiologically and which
consisted chemically of hydroxyapatite. Sometimes
these developed in the train of an acute inflammatory
attack. Circumscribed soft-tissue calcification was also
demonstrated radiologically in four patients in tendons,
ligaments, and articular cartilages.
It is considered that the continued hyperuricaemia and
hyperphosphataemia in patients undergoing repeated
haemodialysis are the result of the poor clearance of
these substances by the artificial kidney and that sodium
urate and calcium phosphate may precipitate out locally
from supersaturated solution, resulting in attacks of gout
and areas of soft-tissue calcification. Fresh tissue calcification may also follow acute gouty inflammation.
A. Pringle
Gout. REAH, T. G. (1964). Practitioner, 193, 306.
10 refs.
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Fiessinger-Leroy-Reiter Syndrome (F.L.R.). I. Clinical
and Therapeutic Study (with Reference to 310 Cases).
(Le syndrome de Fiessinger-Leroy-Reiter (F.L.R.).
I. l-tude clinique et therapeutique (ah propos de 310
observations).) BERNARD, J. G., BADROUILLARD, R.,
FELINE, A., and LUCAES, R. (1964). Sem. Hop. Paris,
40,1935.

Carpal Tunnel Syndrome in a Patient with Gout. (Su di
un caso di sindrome del canale carpale in soggetto
gottoso.) VIARA, M. (1964). Reumatismo, 16, 105.
4 refs.
Relation between Diffuse Articular Chondrocalcinosis and
Gout. (Les relations entre la chondrocalcinose
articulaire diffuse et la goutte.) SERRE, H., and
SIMON, L. (1964). Rhumatologie, 16, 209. 3 figs,
36 refs.

Therapy of Gout. Part I. Diet. (Sulla terapia della
gotta. I. La diatetica.) IZAR, G. (1964). Minerva
med., 55, 2489.
Therapy of Gout. Part II. Drugs. (Sulla terapia della
gotta. II. Trattamento farmacologico.) IZAR, G.
(1964). Minerva med., 55, 2571.
Effect of Anturan on Serum Uric Acid and Cholesterol
in Gout. KUZELL, W., GLOVER, R., GIBBS, J., and
BLAU, R. (1964). Acta rheum. scand., Suppl. 8, 31.
5 figs, 20 refs.
Anaemia associated with Gouty Arthritis. (Anemi som
medvirkende Arsak til arthritis urica.) TVETER, K. J.,
and LiuM, 0. (1964). T. norske Laegeforen,. 84, 1042.
2 figs, 8 refs.

Gouty Arthritis as a Complication of Treatment with
Diuretics. (Arthritis urica som komplikasion ved
behandlung med diuretica.) LIuM, O., and TVETER,
K. J. (1964). T. norske Laegeforen., 84, 1044. 1 fig.
First Personal Observations on the Action of "Hepatocatalase" in Gout. (Primeras observaciones personales
de la acci6n de la "hepatocatalasa" en la "gota".)
GAUDIANO, P. M. (1964). Rev. esp. Reum., 10, 255.
2 refs.
Bone Diseases
Reticulin Fibrosis and Bone Infarction in Acute Leukaemia.
Implications for Prognosis. KUNDEL, D. W., BRECHER,
G., BODEY, G. P., and BRITFEN, G. M. (1964). Blood,
23, 526. 16 figs, 21 refs.
The authors, working at the National Cancer Institute,
Bethesda, Maryland, had observed an association in
patients with acute leukaemia between an increase in
reticulin fibres in specimens of bone marrow obtained by
needle biopsy and the occurrence of "dry taps" with
marrow aspiration, and that bone pain was associated
with localized infarction of bone. Reticulin formation
and bone infarction and their diagnostic significance were
therefore studied in forty consecutive cases of acute
lymphocytic leukaemia, bone-marrow biopsy being performed repeatedly in order to study changes as the disease
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progressed. Of 455 aspiration biopsies performed on
these patients, 190 were dry taps; in 100 of these instances
the dry tap was followed by needle biopsy with the
modified Vim-Silverman needle, which yielded an adequate specimen in 78 cases. The marrow specimens
were stained with haemalum and eosin; Hortega-Foot's
stain was used to demonstrate reticulin and Masson's
stain for collagen fibres. In addition the authors studied
bone marrow from five healthy subjects, eight patients
(ten specimens) with hyperplasia of marrow, six patients
(eleven specimens) with chronic myeloid leukaemia, and
twenty patients (29 specimens) with acute myeloid leukaemia. The amount of reticulin present in specimens
was scored roughly. (Photomicrographs are reproduced
illustrating the significance of the scoring.)
It was found that in normal marrow reticulin fibres
were infrequent or there was at most a score of 1+.
In chronic myeloid leukaemia the marrow showed only a
1+ degree of increase in reticulin except in one case of
myelofibrosis. All patients with acute myeloid leukaemia showed at least a slight (1 +) increase in reticulin and
in six there was a 2+ to 4+ score; only in this last group
of six was aspiration biopsy difficult. Bone infarction
was not found in any of these patients.
The most obvious changes in the amount of reticulin
were noted in the cases of acute lymphocytic leukaemia.
In nineteen of the forty patients the amount was normal
or only slightly increased (1+) on admission and did not
increase further. However, in the other 21 patients the
reticulin fibres increased in abundance during the course
of the disease, so that a uniform, often dense, network
of fine reticulin strands appeared throughout the marrow
spaces. In eleven of these 21 patients the reticulin was
increased for less than 35 per cent. of the course of the
illness, whereas in ten an increase was observed for over
80 per cent. of the time. The authors note that the
degree of reticulin increase could not be judged from the
appearances in sections stained with haemalum and eosin.
The majority of the dry taps-109 of the 190-were
obtained in this group of ten patients with a persistent
increase in reticulin fibres, 102 of them at a time when the
amount of reticulin was demonstrably increased. The
patients with increased reticulin were also notably unresponsive to treatment. Thus follow-up observation
revealed that patients with reticulin increase spent most
of the time (72 per cent.) in complete remission, the
corresponding figure for the patients with moderate
reticulin increase being 40 per cent., and for the ten
patients with persistent reticulin increase 6 per cent. An
increase in collagen fibres, as judged by Masson's staining
method, was seen in only four patients.
Bone infarction occurred in six out of the forty patients
with acute lymphocytic leukaemia, and all these belonged
to the group of ten with a marked increase in reticulin
fibres. The infarction was associated with a period of
pancytopenia and with severe bone pain. Altogether
nineteen of the forty patients had bone pain; it was severe
in seven, including the six with bone infarction. The
prognosis in patients with bone infarction was poorer
than that in patients with reticulin fibrosis without
M. C. G. Israels
infarction.
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Radiological Manifestations of Articular Gout. (Ii quadro
radiologico della gotta articolare.) CASOLO, G.,
CORSINI, E., FONTANA, G., and MONONI, G. (1964).
Reumatismo, 16, 79. 16 figs, 26 refs.
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Metabolic Balance Studies of High Calcium Intake in
Osteoporosis. SCHWARTZ, E., CHOKAS, W. V., and
PANARIELLO, V. A. (1964). Amer. J. Med., 36, 233.
7 figs, bible.
Patients with osteoporosis appear to retain calcium
when given a high calcium intake. This paper from the
Veterans Administration Hospital, Bronx, New York,
presents the results of an investigation into this phenomenon in which metabolic studies were carried out on four
patients with frank osteoporosis, all with vertebral compression fractures, and on one "normal" subject with no
radiological evidence of osteoporosis. In all five the
serum calcium, phosphorus, and alkaline phosphatase
levels, creatinine and phosphorus clearance, tubular
reabsorption of phosphorus, and urinary calcium excretion were normal. The studies were continued for
periods of 102 to 162 days before, during, and after the
administration of varying amounts of calcium gluconate
and dicalcium phosphate.
The administration of calcium gluconate in doses up
to 5-18 g. daily to the patients with osteoporosis caused
marked calcium retention which was usually associated
with a disproportionately small phosphate retention.
Slow intravenous infusion of calcium gluconate to one
osteoporotic patient resulted in marked hypercalciuria,
and with a daily dosage of calcium gluconate of 1 -07 g.
there was a positive calcium balance of + 0 * 48 g. per day.
The administration of growth hormone to an osteoporotic
patient while he was taking 5-18 g. calcium gluconate by
mouth daily had no effect on calcium balance. The
administration of dicalcium phosphate also induced
positive calcium balance in these patients, but with this
form of calcium there was better agreement between the
theoretical and actual figures for phosphate retention.
The total amount of calcium retained by the patients
during the period of study varied from 18 to 63 g.; there
was, however, no rise in the serum calcium level and no
radiological evidence of calcium deposition in the soft
tissues or increase in bone density. In the normal
subject the administration of calcium gluconate did not
result in a positive calcium balance, possibly because of
its laxative effect. Dicalcium phosphate administration
resulted in moderate calcium retention, though less than
that seen in the patients with osteoporosis.
Discussing the implications of their findings the authors
point out that if the positive calcium balance reflects
active uptake of calcium by bone a correspondingly large
phosphate retention would be expected unless the calcium
was being deposited as the carbonate or in calciumdeficient hydroxyapatites. However, preliminary studies
with radioactive calcium are referred to, the results of
which provide no evidence of increased calcium uptake
by bone in osteoporotic patients given calcium. The
authors consider that the most likely mechanism for the
positive calcium balance during high calcium intake is
the inhibition of bone resorption, but they emphasize
that the effect of a high calcium intake on osteoporosis
is as yet unclear and the therapeutic usefulness of this
D. G. Grahame-Smith
treatment unknown.

Osteosarcoma: a Study of the Value of Preoperative
Megavoltage Radiotherapy. LEE, E. S., and MACKENZIE, D. H. (1964). Brit. J. Surg., 51, 252. 34 figs,
20 refs.
In 1951 Cade suggested that the treatment of osteosarcoma by initial radiotherapy followed by elective
ablation after an interval gives results at least as good as
those of conventional surgery. If the primary tumour
can be controlled by radiotherapy time is provided which
permits the selection of cases suitable for radical surgery;
thus patients who develop lung metastases may, if the
affected limb is useful, be spared futile mutilation. A
programme of treatment based on this principle was
therefore adopted at the Westminster Hospital, London,
and has been maintained until the end of 1962. During
this period 157 new cases of osteosarcoma have been
treated. Biopsy, usually with a drill, was performed on
all except eleven patients, all of whom have died of the
disease, but was often delayed until the tumour had
received about 1,000 r. of radiation, when it may be
carried out without any interruption of treatment. The
radiation factors were: 2-MeV. x-ray beam, focus-skin
distance 100 cm., maximum field length 34 cm., and dose
rate 20 r. per minute. Parallel opposed fields were used
and the tumour dose was, in most cases, 230 r. per day
or 1,150 r. per 5-day week. In 67 cases the total tumour
dose was more than 7,000 r. and in 36 out of these it
exceeded 8,000 r. In only 25 cases was it impossible to
reach a total dose of at least 6,000 r.
The clinical response was very variable. Sometimes
there was apparent worsening, but more often there was
a gradual reduction of pain and swelling, starting after
some 2,000 r. had been given. Many of the tumours
showed increased calcification on radiography. Skin
changes usually amounted only to dry peeling after 6,000
r., but moist peeling in such sites as the groins was not
infrequent. Systemic effects were slight. In sixty of the
119 confirmed cases of primary osteosarcoma treated at
least 3 years ago the limb was ablated, in 32 cases as an
elective procedure, in 24 because the disease was considered active, and in four for poor function. In 42 of
the remainder the limb was conserved because of the
presence of metastases. Of eighty patients observed for
3 years or more who eventually developed metastases,
sixty did so within 5 months of completing radiotherapy.
It therefore seems desirable to wait at least this length of
time before ablating a limb unless there is any uncertainty as to control of the disease. On histological
examination after radiotherapy the tumours fell into
three broad groups. In one-third there was apparently
total destruction and a further third were of very doubtful
viability, but the remaining third still showed active
growth capable of enlargement and perhaps dissemination. Total destruction was certainly more common
after a high dose of radiation, but even after 8,000 r.
had been given occasional areas of seemingly active
tumour were seen in at least three cases, suggesting
considerable variation in radiosensitivity.
The 5-year survival rate among 92 patients was 21-8
per cent. (American experience that tibial tumours have
a better prognosis than femoral was not confirmed,
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LAFFERTY, F. W., SPENCER, G. E., JR., and PEARSON,
0. H. (1964). Amer. J. Med., 36, 514. 6 figs, 35 refs.
In this paper from the Western Reserve University,
Cleveland, Ohio, a study is reported of the effect of
androgen and oestrogen therapy and a high calcium
intake on bone formation and resorption in five patients
(one male and four female, aged 55 to 75 years) with
osteoporosis. One female (46 years old) and one male
(61 years) without radiological or biological evidence of
skeletal abnormality served as controls. Radioactive
calcium (47Ca) kinetics and calcium, phosphorus, and
nitrogen balances were studied.
Of the four patients given a high calcium intake (2,800
to 2,900 mg. a day) three retained increased amounts of
calcium, but one of these had been given testosterone
shortly before the trial; no patient had a corresponding
rise in phosphorus retention. Administration of androgen and oestrogen resulted in an increased retention of
both calcium and phosphorus in three of the four patients
so treated, but these increases were not maintained after
14 to 15 months of continuous treatment when a negative
calcium balance was again noted in the two patients in
whom this had also been assessed before the trial.
Studies with 47Ca revealed a decreased skeletal accretion rate in three patients and a slightly increased rate
in two. Resorption was equal to accretion in three and
exceeded it in two cases. Administration of androgen
and oestrogen reduced resorption in four out of the five
cases, but had no effect upon accretion. A high calcium
intake had no significant effect upon either of these
factors. The average absorption of dietary calcium was
less in the osteoporotic patients than in the controls.
Androgen therapy at first promoted calcium absorption
(in three patients) whereas oestrogen therapy did not;
prolonged treatment with both hormones eventually
reduced calcium absorption markedly in two patients.
The authors state that their results do not confirm the
findings of other workers that a high calcium intake will
produce a positive calcium balance in osteoporosis, and
suggest that the discrepancies are due to differences and
errors in techniques. They criticize the absence in other
reports of phosphorus balance data (because increased
phosphorus retention would make the observed increase
in calcium retention more reliable) and the practice of
simultaneous administration of a high calcium intake and
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hormones, since any subsequent improvement is not
conclusive of benefit from either measure. T. W. L Lovel
Histiocytosis X (Eosinophilic Granuloma of Bone, LettererSiwe Disease, and Schfiller-Christian Disease). LICHTENSTEIN, L. (1964). J. BoneJt Surg., 46A, 76. 2 figs,
102 refs.
Following his paper of 1953 proposing a common
aetiology for eosinophilic granuloma of bone, HandSchuller-Christian disease, and Letterer-Siwe disease, the
author now reviews his subsequent experience over the
last 11 years. Colectively terming the disease entity
Histiocytosis X, his impression has been reinforced that
not only is this view justified, but that also the process
is probably an infection, possibly viral in nature, which
can manifest itself either as a solitary eosinophilic granuloma, as an acute disseminated lesion (Letterer-Siwe), or
as a chronic disseminated process (Schuller-Christian).
Several previously unrecorded sites of involvement,
such as liver, kidneys, and female genitalia, are described, whilst pulmonary eosinophilic granuloma is
discussed as being one cause of interstitial fibrosis and
honeycomb lung. Other features described include the
specific involvement of the liver in the chronic disseminated form leading to intra-hepatic obstructive jaundice,
and the potential for extension of eosinophilic granuloma
of bone to regional lymph nodes.
With regard to treatment, the beneficial effects of
corticosteroids (together with antibiotics if secondary
infection supervenes) are stressed, and the author cites
several patients with the disseminated form of the
condition who are still alive after up to 15 years from the
A. Garner
onset of the disease.
Progressive Diaphyseal Dysplasia (Englemann's Disease).
CLAWSON, D. K., and Loop, J. W. (1964). J. Bone Jt
Surg., 46-A, 143. 8 figs, 17 refs.
This paper describes the 25th recorded case of progressive diaphyseal dysplasia and provides evidence that
the disease is genetically determined in so far as a family
study revealed two further cases in distant relatives.
The patient, a boy of 18, presented with disabling valgus
deformities of the knees and marked muscular weakness;
radiographs showed diaphyseal sclerosis of the long bones
with some porosity of the epiphyses. The authors
consider that muscle weakness is an integral part of the
disease, basing their view on this case and on a survey
of the other recorded cases. Following surgical correction of the deformities, the patient was able to lead a
A. Garner
fairly normal life.
A Severely Deformed Patient with Osteogenesis Imperfecta
at the Age of 54. SCHERR, D. D. (1964). J. Bone Jt
Surg., 46-A, 159. 3 figs, 4 refs.
The case is presented of a man with osteogenesis
imperfecta who has lived, until recently, as a productive
member of society performing quite heavy manual work,
despite marked kyphoscoliosis and extremely severe
"scissor" deformities of the legs sustained as a result of
repeated fractures in childhood. Joint movements in
the lower limbs were limited, and he complained of pain
in one hip (radiographs showed a recent fracture) and
A. Garner
both shoulders.
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survival with the former being 16 per cent. and with the
latter 30 4 per cent.) The results of adequate supervoltage radiotherapy and elective ablation are thus shown
to compare very favourably with those of immediate
operation. The results are equal to, or perhaps even a
little better than, the best surgical results, and the inference must be that nothing is lost by delay in ablating the
irradiated tumour, the patient's fate depending on the
presence or absence of indiscernible metastases when he
first presents himself for treatment. The authors state
that they intend to continue along the same lines,
endeavouring to secure tumour destruction by varying
the conditions of irradiation or by combination of radioI. G. Williams
therapy with chemotherapy.
Effects of Androgens, Estrogens, and High Calcium Intake
on Bone Formation and Resorption in Osteoporosis.
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Arteritis and Localized Periosteal New Bone Formation.
BALL, J., and GRAYZEL, A. I. (1964). J. Bone Jt Surg.,
4B, 244. 13 figs, 4 refs.
The authors describe two patients with objective
evidence of systemic lupus erythematosus and another
with findings suggestive of this disease in whom the
presenting lesion was periosteal new bone formation
affecting the tibia and fibula unilaterally. Biopsy showed
woven bone formation associated with thickened periosteum in which the arteries were involved by inflammatory
changes. In each case there was a favourable response
A. Garner
to steroid therapy.

The Brim Sign: a New Sign found in Paget's Disease
(Osteitis Deformans) of the Pelvis. MARSHALL, T. R.,
and LING, J. T. (1963). Amer. J. Roentgenol., 90,
1267. 5 figs, 5 refs.
This paper describes a radiographic feature of Paget's
disease affecting the pelvis, a thickening of the pelvic
brim (arcuate line) which was observed in 85 per cent.
of 250 patients with this disease. The thickening is
considered to be the consequence of excessive resorption
in the surrounding pelvis which results in altered stresses
at the brim and therefore stimulates increased bone
deposition in this region. Since this feature was observed
in only one of 250 patients with secondary neoplasia in
the pelvis it may be a helpful differential diagnostic sign.
A. Garner
Paget's Disease confined to One Lumbar Vertebra.
SCHREIBER, M. H., and RICHARDSON, G. A. (1963).
Amer. J. Roentgenol., 90, 1271. 5 figs, 15 refs.
Accounts of Paget's disease confined to a single
vertebra are relatively uncommon, and this paper describes three further cases: in two the condition was
symptomless, but the third patient had suffered a compression fracture and presented with signs attributable
to spinal cord compression. Myelography revealed a
complete block in the spinal canal opposite the affected
vertebra (L.I.) and laminectomy was required to relieve
A. Garner
the obstruction.

Quantitation of Calcium Metabolism in Postmenopausal
Osteoporosis and in Scoliosis. BRONNER, F., RICHELLE,
L. J., SAVILLE, P. D., NICHOLAS, J. A., and COBB, J. R.
(1963). J. clin. Invest., 42, 898. 4 figs, 13 refs.
This paper from Cornell University Medical College
is concerned with the kinetic approach to problems of
calcium metabolism. A combination of balance and
isotope studies were undertaken in subjects of different
ages (including women with and without osteoporosis
and young people with scoliosis) before and after immobilization in a plaster cast. From the results, certain
relationships were derived between calcium absorption
from the intestine and calcium deposition in bone, and
also between calcium deposition in and removal from
bone.
The following factors in calcium metabolism were
determined: pool size (P), rate of loss from pool (vr),

urinary excretion (vu), faecal excretion (VF), intake (vi),
endogenous faecal Ca (vf), absorption (Va), balance (A),
bone formation (v.+), and bone resorption (v.-). From
these data, the following relationships were obtained
(mg. Calcium/day):
(1) Vo+ = 185 Va + 207;
(2) vo- = 0 61 vo+ + 298.
Hence (3) a = 0*39 vo - 298;
(4) VU + vf = 0-15 vo+ + 186.
These equations indicate that all vectors of calcium
metabolism could be expressed as a function of bone
formation.
The authors conclude that the negative calcium balance
noted in the older women studied was due to the low
intensity of the various vectors of calcium metabolism,
without clear-cut distinction between the subjects with
and without osteoporosis. In the young patients with
scoliosis the negative balance incident to treatment by
immobilization was associated with vectors of relatively
high intensity, whose relationships were altered

temporarily.

T. M. Chalmers

Some Aspects of Pulmonary Function in Marfan's Syndrome. FULEIHAN, F. J. D., SUH, S. K., and SHEPARD,
R. H. (1963). Bull. Johns Hopk. Hosp., 113, 320.
2 figs, 25 refs.
It has been previously reported (Katz, 1952) that
pulmonary function tests in patients with Marfan's syndrome were abnormal. However, the patients studied
had co-existing parenchymal disease (bronchiectasis and
pulmonary fibrosis). This present study was initiated to
determine if Marfan's syndrome alone was responsible
for altered pulmonary function.
Seven patients with Marfan's syndrome, aged 11 to 29
years, who were clinically and radiologically free of
intrinsic lung disease, were chosen. One patient had
severe chest deformity, three had a dorsal scoliosis, and
four had systolic murmurs. Vital capacity, total lung
volume, one second forced expired volume, inspiratory
and expiratory airway resistances, and carbon monoxide
diffusing capacity were measured and compared with
calculated predicted values.
Measured vital capacity and total lung volume were
equal to or greater than the predicted volumes when
calculated on the basis of age and sitting height, but were
less, in three patients, when calculated on the basis of
standing height. In four patients the ratio of residual
volume to total lung capacity was 30 per cent. or greater.
In six patients there was an abnormal relationship between airway resistance and lung volume, and two
patients had an abnormally low carbon monoxide
diffusing capacity.
It was concluded that in the Marfan syndrome, sitting
height was preferable to standing height in calculating
predicted lung volume and vital capacity, and that there
appeared to be an earlier closing of the airways during
D. D. McCarthy
expiration than normal.
Katz, H. L. (1952).
95.

Quart. Bull. Sea View Hosp., 13,
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Complete Heart Block in Marfan's Syndrome. BAWA,
Y. S., GUPTA, P. D., and GOEL, B. G. (1964). Brit.
Heart J., 26, 148. 1 fig., 9 refs.
The authors report a case of Marfan's syndrome with
complete heart block and right bundle branch block.
The patient, a 30-year-old man, also had a congenital
cataract. When he was admitted to the Rajindra Hospital, Patiala, India, the presenting symptoms were
increasing dyspnoea on exertion and episodes of unconsciousness, both of about one year's duration. The
diagnosis of Marfan's syndrome was based mainly on
skeletal changes. There were no siblings. No relevant
family history is given.
Treatment, consisting of ephedrine, adrenaline, barbiturates, and a course of Prednisone, was followed by
complete cessation of Stokes-Adams attacks, but the
electrocardiograph did not change.
The authors comment on the unusual occurrence, in
Marfan's syndrome, of the particular cardiac and ocular
lesions found in this patient.
D. J. Ward

Cardiovascular Surgery in Marfan's Syndrome. BLANCHARD, R. J. W., FELDER, D. A., CULLIGAN, J. A., and
MACLEAN, L. D. (1963). Ann. Surg., 158,990. 7 figs,
40 refs.
In this short account of a single case history the authors
stress that death in Marfan's syndrome is frequently due
either to rupture of an aortic aneurysm or to heart failure
secondary to aortic insufficiency.
The patient, a man of 32, a typical example of Marfan's
syndrome, was successfully operated upon for an
aneurysm of the ascending aorta.
A brief review of the typical features of the syndrome is
given and the point made that more cases should come to
surgery for correction of potentially fatal abnormalities
of the ascending aorta.
D. R. Sweetnam
Marble Bone Disease (Osteopetrosis, Osteosclerosis

Fragilis Generalisata, Albers-Schoenberg Disease,
Osteosclerosis Congenita Diffusa). MODI, P. J., and
KANDOTH, W. K. (1964). J. postgrad. Med., 10, 69.
4 figs, 23 refs.
Drill Biopsy of the Femoral Head in Primary Osteonecrosis. Histopathological Observations in Eight Cases.
(Forage-biopsie de la tete femorale dans l'osteonecrose
primitive. Observations histo-pathologiques portant
sur huit forages.) ARLET, J., and FICAT, P. (1964).
Rev. Rhum., 31, 257. 11 figs, 9 refs.
Extra-epiphysial Localization of Barotraumatic Osteonecrosis. (Les localisations extra-epiphysaires de l'ostdonecrose barotraumatique.) JAFFRtS, R., and MWRER,
P. (1964). Rev. Rhum., 31, 272. 9 figs, 7 refs.
Osteoporosis and Spontaneous Fracture in Rheumatoid
Arthritis. (Osteoporose en spontane fracturen bij
rheumatoide arthritis.) OUDSTEN, S. A. DEN (1964).
J. beige mid. Phys. Rhum., 19, 33.
Diagnosis and Treatment of Osteochondrosis Dissecans of
the Hip Joint. (Diagnose und Therapie der Osteochondrosis dissecans coxae.) GLOGOWSKI, G. (1964).
Munch. med. Wschr., 106, 1429. 4 refs.
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The Antagonism between Osteoporosis and Osteophytosis.
(Sull'antagonismo osteoporosi-osteofitosi.)
LUCHERINI, T., and SCHIAvETrI, L. (1964). Reumatismo,
16, 20, 1 fig, 5 refs.
The Shoulder in Paget's Disease. (L'epaule au cours de
la maladie de Paget.) LAYANI, F., DURUPT, L.,
PEYRON, J., and WATTEBLED, R. (1964). Rhumatologie, 16, 219. 8 figs.
Bone Lesions in von Recklinghausen's Neurofibromatosis.
(Les lesions osseuses de la neofibromatose de Recklinghausen.) CHAOUAT, Y. (1964). Rhumatologie, 16,
263. 22 refs.
Non-articular Rheumatism
Functional Roentgenographic Examination in a Case of
Cervical Spondylolisthesis. NIEMEYER, T., and PENNING, L. (1963). J. Bone Jt Surg., 45A, 1671. 6 figs,
9 refs.
After reviewing the existing literature on spondylolysthesis in the cervical spine and presenting an additional
case, it was found that a total of eight patients has been
described, all male, with an age range at the time of
diagnosis of 8 to 55 years. In six of them there was
associated spina bifida of the affected vertebral body,
which in each instance was the 6th cervical vertebra, and
in all of them there was a bilateral defect in the interarticular portion of the vertebral arch which was responsible for the forward displacement of the corresponding body. A method for assessing cervical mobility
radiologically is outlined but in their own patient they
were unable to demonstrate any instability by this means
and surgical fusion was not considered necessary.
A. Garner

Nerve Supply of the Cervical Intervertebral Disk in Man.
FERLIC, D. C. (1963). Bull. Johns Hopk. Hosp., 113,
347. 2 figs, 10 refs.
Serial sections of cervical disks and their overlying
structures were obtained from three adult cadavers,
three still-born infants and one cervical disk obtained
surgically. They were stained for nerve fibres and
examined. Free nerve endings and larger nerve fibres
were found in the anterior and posterior longitudinal
ligaments, and in the most superficial layers of the
annulus fibrosis. No neural tissue was found in the
deeper layers of the annulus or in the nucleus pulposus.
These findings are similar to those in previous studies
of lumbar intervertebral disks.
D. D. McCarthy

Biomechanics of the Lumbosacral Nerve Roots. BREIG,
A., and MARIONS, 0. (1963). Acta radio. Diagn., 1,
1141. 14 figs, 8 refs.
When the head and bony spinal column are bent in
different directions, the "continuous tissue tract" (consisting of hind-brain, spinal cord, and spinal nerves)
changes its form and tension. It lengthens and tautens
when the spinal canal itself lengthens (i.e. in ventroflexion)
and it shortens and relaxes when the spinal column
shortens (i.e. in dorsal extension). These phenomena
were investigated in a semi-quantitative way in nine
cadavers.
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In 103 patients submitted to myelography for suspected
prolapsed lumbar intervertebral disks, special views were
taken with the neck in full flexion and in full extension.
The effects were assessed on lumbar nerve root obliquity,
on root pouch filling, and on the size of the filling defect
caused by the disk.
When the neck was flexed the lumbosacral nerve roots
were stretched, the root pouches filled poorly, the
obliquity of the lumbosacral roots increased, and the
filling defect due to the disk became shallower. On
extension of the cervical spine converse changes were
observed.
These findings are thought relevant to the production
of neurological signs in patients with disk protrusions.
C. Pallis
Role of the Ligamenta Flava in the Pathogenesis of
Myelopathy in Cervical Spondylosis. STOLTMANN,
H. F., and BLACKWOOD, W. (1964). Brain, 87, 45.
14 figs, 15 refs.
As the neurological consequences of cervical disk
degeneration have become more clearly understood and
defined in recent years considerable interest has centred
on the possible pathogenetic mechanisms responsible for
the cervical myelopathy encountered in patients suffering
from this disorder. Various theories have been put
forward, including wear and tear, ischaemia induced by
anterior spinal artery compression, direct trauma of the
protruding posterior degenerated disk structure and its
associated osteophytes, and also anchoring of the cord
against such a protrusion by the dentate ligaments. It
has been stated that only in patients in whom the anteroposterior diameter of the cervical canal is congenitally
shortened will cervical myelopathy result as a direct
complication of degenerative spondylosis.
Studies have already been reported of the role of the
ligament flava in the pathogenesis of cervical compression and degeneration. In the present paper from the
National Hospital, Queen Square, London, the authors
discuss the part played by this ligament in inducing the
cervical cord damage. At necropsy on patients without
clinical evidence of spondylosis the cervical and upper
thoracic vertebrae were removed in one piece and
refrigerated at a temperature of -25° C. After 24 hours
fresh frozen specimens were cut in both the sagittal and
horizontal planes and examined. The anatomical attachments of the ligament flava are described and a number
of illustrations show that in the softened specimens
extension of the spine resulted in a considerable protrusion of the ligament flava into the lumen of the
cervical canal. This was seen both in the sagittal plane
and also in the horizontal sections, where considerable
pressure was exerted on the postero-lateral aspects of the
spinal cord. The authors discuss the relationship between these points of pressure and the understood site
of the lesions in cervical myelopathy, and conclude that
compression of the ligament flava is one of the main
mechanisms responsible for the myelopathy found in
cervical spondylosis. They consider that the compression of the anterior spinal artery is of less importance
and that the dentate ligaments, even in cases with considerable posterior protrusion of intervertebral disk

structures, do not serve as an anchoring mechanism and
thus have little part to play in the pathogenesis of
J. B. Foster
myelopathy.
Surgical Treatment for the Carpal Tunnel Syndrome
GARLAND, H., LANGWORTH, E. P., TAVERNER, D., and
CLARK, J. M. P. (1964). Lancet, 1, 1129. 1 fig., 14
refs.
Non-articular Rheumatism. WYNN PARRY, C. B. (1964).
Practitioner, 193, 288. 3 refs.
Ischiatic Bursitis. (La "bursite ischatique".) FRANMON,
F. (1964). Rhumatologie, 16, 153.
Insufficiency of the Vertebral Circulation due to Lesions of
the Cervical Spine. (Insuffisance circulatoire vertebrale au cours des lesions du rachis cervical.) PLAGNE,
R., JANNY, P., MONTRIEUL, B., and RAMPON, S. (1964).
Rhumatologie, 16, 251. 2 figs, bible.
Calcification of the Shoulder. I. Clinical Diagnosis.
(Les calcifications de l'epaule. I. Diagnostic clinique.)
WELFLING, J. (1964). Rev. Rhum., 31, 265. 10 figs,
13 refs.
Atlanto-epistropheal Dislocation as a Complication of
Chronic Rheumatic Disease. (Atlanto-epistropheale
Luxation als komplizierendes Symptom chronischrheumatischer Erkrankungen.) FINGER, H., and
KIKILLUS, B. (1964). Dtsch. med. Wschr., 89, 1546.
36 refs.

Pararheumatic (Collagen) Diseases
Neurological Syndromes of Systemic Lupus Erythematosus. FULTON, W. H., and DYKEN, P. R. (1964).
Neurology (Minneap.), 14, 317. 5 figs, 27 refs.
It is pointed out that the commonest neurological
manifestations of systemic lupus erythematosus are
mental aberration and convulsions, and that the latter
may occur many years before other manifestations of the
disease. Less frequent signs are focal disorders, such as
hemiplegia, paraplegia, chorea, intention tremor, cranial
nerve palsy, ophthalmoplegia, sensory loss, transverse
myelitis, mono- or poly-neuritis, and transient urinary
and bowel incontinence. Pathologically, the most
common causes of focal disturbances are cerebral and
spinal-cord ischaemic infarction and cerebral haemorrhage, presumably secondary to cerebral and spinal-cord
vasculitis. Recently it has been considered possible that
anticonvulsant drugs may induce the disease.
The authors of this paper from Indiana University
School of Medicine, Indianapolis, describe four cases of
systemic lupus erythematosus with neurological disorders,
one of which came to necropsy. The pattern of the
electroencephalogram and the cerebrospinal-fluid protein
pattern were found to depend on the location, severity,
and type of neurological deficit. Two types of cases are
recognized-one in which the neurological abnormalities
are focal, the clinical pattern suggesting cerebral vasculitis
and one in which convulsions occur many years before
the development of systemic lupus erythematosus and
which may in part be drug-induced. It is suggested that
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because of the latter possibility control of major seizures
with phenobarbitone and of minor episodes with quinacrine would appear to be logical. R. Wyburn-Mason
Thymic Abnormality in Systemic Lupus Erythematosus.
MACKAY, I. R., MASEL, M., and BURNET, F. M. (1964).
Aust. Ann. Med., 13, 5. 10 figs, 28 refs.
The case history of a 17-year-old girl admitted to the
Royal Melbourne Hospital, Australia, with fulminant
systemic lupus erythematosus (S.L.E.) mainly affecting
the brain and kidneys is described. In spite of massive
corticosteroid therapy for nephropathy remission was
incomplete and the patient died from cerebral haemorrhage. Before treatment a radiograph taken after air
injection showed a small thymus gland; this was confirmed at necropsy, but microscopically the gland was
abnormally cellular with prominent epithelial elements
and atypical germinal centres. Mention is made of
fourteen other cases of S.L.E. in which the thymus gland
was examined histologically and showed varying degrees
of abnormality.
The authors discuss the possible causes of these abnormalities and review the literature. They cite Clark's
concept of thymic units, or packets of cells, mostly lymphocytes, in epithelial envelopes, and from their own
histological material suggest that Hassall's corpuscles
arise from short, closed-off capillary segments in which
the contents have inspissated and the surrounding epithelium has proliferated. The authors suggest that if cells
reactive with self-components (Burnet's forbidden clones)
develop in these thymic units, then during their passage
into the blood stream through enveloping epithelium and
capillary endothelium reactions with self-components
may occur, causing changes varying from cell multiplication to necrosis. This might explain the thymic appearM. Wilkinson
ances in S.L.E.
Natural History of the Renal Manifestations of Systemic
Lupus Erythematosus. POLLAK, V. E., PIRANI, C. L.,
and SCHWARTZ, F. D. (1964). J. Lab. clin. Med., 63,
537. 5 figs, 23 refs.
At the University of Illinois College of Medicine,
Chicago, the natural history of the renal manifestations
of systemic lupus erythematosus was studied in 87 patients
from whom 176 biopsy and necropsy specimens of kidney
tissue were available. Some of the data have already
been published (Medicine, 1957, 36, 1). The histological
appearances of the specimen were classified as normal,
lupus glomerulitis, active lupus glomerulonephritis, and
membranous lupus glomerulonephritis.
In lupus glomerulitis the histological changes were
confined to the glomeruli and consisted of focal hypercellularity and thickening of the basement membrane.
Active lupus glomerulonephritis was diagnosed when the
glomeruli showed more severe but variable proliferative
and membranous changes, often with necrosis, in association with tubular and interstitial abnormalities. Membranous lupus glomerulonephritis was less common and
was diagnosed when there was thickening of the basement membrane of all glomeruli with tubular and interstitial changes but no other glomerular abnormality; this
histological picture was similar to that seen in idiopathic
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membranous glomerulonephritis.
Urea retention
occurred only in cases of active lupus glomerulonephritis;
in this group survival was short and death was usually
due to the renal disease.
Only one of the ten patients in whom the first biopsy
specimen was normal later developed active glomerulonephritis and this was reversed by large doses of corticosteroids. The survival rate in the 23 patients with lupus
glomerulitis was surprisingly good; contrary to expectation there was progression to active lupus glomerulonephritis in only three. All seven patients with membranous glomerulonephritis survived the follow-up period
(average 44 months) and none developed histological
evidence of active glomerulonephritis. Of the patients
(47) with active glomerulonephritis survival was better in
those treated with high doses rather than low doses of
corticosteroids, but only in two instances did the histological appearances of the kidney revert to normal.
Patients with active glomerulonephritis and a serum urea
nitrogen level below 30 mg. per 100 ml. responded significantly better to a high dosage of steroids than did those
with urea retention.
M. Wilkinson

Antinuclear Factor in Systemic Lupus Erythematosus: a
Consideration of the Immunofluorescent Method of
detecting Antinuclear Antibodies, with Results obtained
in a Family Study. HOLBOROW, J., and JOHNSON,
G. D. (1964). Arthr. and Rheum., 7, 119. 21 refs.
In this paper from the Canadian Red Cross Memorial
Hospital, Taplow, Bucks, the authors review the immunofluorescent methods which have been employed for the
detection of antinuclear factor in serum in family studies
of systemic lupus erythematosus and critically re-examine
the procedure used in their own laboratory in an attempt
to explain discrepancies in reported findings. Their
technique consists in the use of fresh sections of frozen
calf thyroid as the source of nuclei, a 1:10 dilution of the
serum to be tested, and an antiserum against whole
human serum conjugated with fluorescein isothiocyanate.
A positive result with this method is considered to indicate
a deviation from normal.
In tests for serum antinuclear factor carried out by this
method in 125 first-degree relatives of patients with or
known to have had systemic lupus erythematosus a
positive result was obtained in 4 per cent. compared with
only 0 8 per cent. of controls. No weak positive results
were shown by any of the relatives, but were found in
2-4 per cent. of the controls.
B. M. Ansell
Pathophysiology of Scleroderma involving the Heart and
Respiratory System. SACKNER, M. A., AKGUN, N.,
KIMBEL, P., and LEWIs, D. H. (1964). Ann. intern.
Med., 60, 611. 8 figs, bibl.
Patients with scleroderma show varying degrees of
medial hypertrophy of the pulmonary arterioles, pulmonary fibrosis, myocardial fibrosis, and tightness of
skin over the chest wall. The effect of these changes on
lung function was studied in 38 patients with scleroderma
at the General Hospital, Philadelphia. In eighteen cases
the severity of right ventricular insufficiency secondary
to pulmonary hypertension was measured by cardiac
catheterization; in the others this was assessed from the
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degree of right ventricular hypertrophy and the presence
of congestive failure. All the catheterized patients
showed a raised pulmonary vascular resistance proportionate to the severity of right ventricular insufficiency.
Lung volumes and flow rates were measured with a
rapid recording spirometer and functional residual capacity and airway resistance were determined by plethysmographic methods. The average vital capacity was
only 68 per cent. of that predicted by calculation.
Functional residual and total capacities were usually
normal, but were reduced where there was marked lung
fibrosis. In many cases there was increased physiological dead space. Dynamic lung compliance and pulmonary resistance were determined by oesophageal
pressure methods; all patients showed low lung compliance and airway resistance, especially those with radiological or histological evidence of pulmonary fibrosis.
The carbon monoxide diffusing capacity was reduced in
all twelve cases in which this was measured. There was
a lowered arterial oxygen saturation in twelve out of 33
cases. Markedly raised carbon dioxide tension was
present in two cases only, in both of which there was
severe pulmonary fibrosis; thirteen out of nineteen
patients tested showed increased venous admixture.
Total thoracic compliance was estimated by relating
functional lung volume to pressure in the mouth during
expiration against a closed airway; normal values were
obtained, indicating that respiration was unaffected by
the tight skin across the chest wall.
D. Goldman
Early Pulmonary Physiologic Abnormality in Progressive
Systemic Sclerosis (Diffuse Scleroderma). WILSON, R. J.,
RODNAN, G. P., and ROBIN, E. D. (1964). Amer. J.

Med., 36, 361. 2 figs, bibl.
At the University of Pittsburgh School of Medicine,
Pennsylvania, the authors studied pulmonary function
in eleven male and eight female patients with clinically
typical scleroderma (progressive systemic sclerosis), of
whom all except three had evidence of progressive systemic sclerosis in the oesophagus; the joints were also
frequently involved. Their ages ranged from 33 to 68
years. Only one patient had dyspnoea at rest and three
had dyspnoea on exertion; chest radiographs were compatible with pulmonary involvement in eight cases.
Maximum breathing capacity, vital capacity, and the
one-second timed vital capacity were measured by spirometry, and the functional residual capacity and residual
volume by the nitrogen "washout" method, which also
enabled measurement of air distribution. Lung compliance and total pulmonary resistance were measured in
eight patients by means of an intra-oesophageal balloon.
Carbon monoxide diffusing capacity was determined by
the steady state method. ThepH of blood was measured
by a glass electrode and its carbon dioxide content and
oxygen content and capacity by the use of a manometer.
One patient died a year after these studies, and the pulmonary histological findings are described and 2
electron photomicrographs of the lung reproduced.
It was shown that only two patients had pulmonary
restriction. Only minor abnormalities of air distribution
were found; maximum breathing capacity, lung compliance, and total pulmonary resistance were normal.

However, diffusing capacity was abnormally low (less
than 12 ml. per minute per mm. Hg) in eleven patients
and two had borderline values; chest radiographs were
normal in six of these patients. Alveolar hyperventilation and respiratory alkalosis occurred in seven of the
eleven patients and oxygen desaturation was present at
rest in two and during exercise in four. Four patients
failed to attain predicted levels of oxygen saturation when
inhaling 100 per cent. oxygen, which was interpreted as
being due to venoarterial shunting in the lung. Histological examination of the lung from the one fatal case
showed evidence of pulmonary interstitial fibrosis and,
on electron microscopy, a 10-fold widening of the alveolar
basement membrane in some of the alveoli. Similar
subendothelial thickening was seen in some blood vessels.
The authors suggest that the abnormality of diffusion
in the lungs, which is the earliest functional change when
the lungs are involved in progressive systemic sclerosis,
may be due to the pathological changes described.
Eric Beck
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Association of Chronic "Nonspecific" Inflammatory
Bowel Disease with Lupus Erythematosus. KURLANDER, D. J., and KIRSNER, J. B. (1964). Ann. intern.
Med., 60, 799. 12 figs, 32 refs.
Gastro-intestinal symptoms often occur in lupus erythematosus (L.E.) and the literature contains a number of
reports of intestinal obstruction and diarrhoea in this
disease. The authors of this paper from the University
of Chicago, Illinois, describe five patients with nonspecific ulcerative or granulomatous colitis, in two of
whom L.E.-cells were found and in three there was
definite discoid L.E., but L.E.-cells were not observed.
In the first case exfoliative cytological examination of
the colon revealed multinucleated giant cells. Typical
ulcerative colitis was present in the second case and
regional ileitis involving the colon in the third. In the
fourth case histological examination of resected tissue
showed granulomatous colitis with ulceration. Rightsided chronic colitis with perirectal abscess and pyoderma
was present in the fifth case. The authors conclude that
chronic non-specific inflammatory disease of either the
colon or the small bowel in patients with L.E. may be of
two kinds-a vasculitis involving the bowel with granulomatous changes suggestive of Crohn's disease, or a typical
ulcerative colitis, which they regard as rare. In spite of
certain clinical similarities between L.E. and ulcerative
colitis they do not suggest that there is any direct or
aetiological relationship between them. Thomas Hunt

Nephrotic Syndrome in "Rheumatoid Purpuras". (Le
syndrome nephrotique des "purpuras rhumatoides".)
BARItTY, J., LAGRUE, G., SAFAR, M., HESSE, J. C., and
MILLIEZ, P. (1964). Sem. H6p. Paris, 40, 1409. 3 figs,
27 refs.
The authors of this paper from the Hopital Broussais,
Paris, describe seven of their own cases of nephrotic
syndrome occurring during the course of rheumatoid
purpura and review the literature. The two conditions are
only rarely associated, but when they are the glomerulonephritis is severe. The seven patients included five
boys and one girl aged 4 to 12 years and a boy aged 18,

Collagen Diseases and the Nervous System. GLASER,
G. H. (1963). Med. Clin. N. Amer., 47, 1475.
A review of the clinical and pathological features of
systemic lupus erythematosus, scleroderma, polymyositis,
dermatomyositis, polyneuralgia-rheumatica, periarteritis
nodosa, rheumatoid arthritis, and thrombotic thrombocytopenic purpura. The central and peripheral nerve
J. H. Kelsey
involvement is stressed.
Hypothermic Myxedema Coma and Disseminated Lupus
Erythematosus. KLAJMAN, A., and BEN-EFRAIM, S.
(1963). Arch. intern. Med., 111, 772. 4 figs, 39 refs.
This case report concerns a woman aged 22 years with
polyarthritis and fever for 3 weeks, and a 4-year history
7
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of Raynaud's phenomenon. The erythrocyte sedimentation rate was 88 mm./hr, an L.E.-cell test was strongly
positive on the 16th day of hospitalization, and jaundice
appeared on the 22nd day. Infections and psychosis
followed steroid treatment. Recovery occurred on prednisone after 16 months with negative L.E. preparations.
One year later she developed symptoms of myxoedema,
and after 4 more years the classical picture of myxoedema
was confirmed by hospital studies. The L.E. preparations were still negative. After a severe episode of coma
she recovered on triiodothyronine and later desiccated
thyroid. Agar diffusion studies showed circulating
antibodies against numerous organ extracts including
thyroid gland (none in controls).
[The authors remark that the jaundice resembled
lupoid hepatitis. This might be an alternative diagnosis.]
E. G. L. Bywaters

Platelet Thrombosis with Polyarteritis Nodosa. BENITEZ,
L., MATHEWS, M., and MALLORY, G. K. (1964).
Arch. Path., 77, 116. 6 figs, 9 refs.
This case report, the second of its kind, illustrates the
association of two rare conditions-mainly by way of a
description of the post mortem findings. Evidence is
presented that polyarteritis nodosa caused an obscure
illness lasting about a year which was complicated by a
rapidly fatal syndrome of fever, neurological disturbances, haemolytic anaemia, and thrombocytopenia due
to disseminated platelet thrombosis.
J. Ball
Disseminated Lupus Erythematosus. Report of a Case
with Cataracts and Glaucoma. HOFMANN, W. B., and
HAUSER, P. J. (1964). Amer. J. Ophthal., 57, 1043.
9 refs.
General Morphology of Collagen Diseases. STRUKOV, A.
(1964). Arch.Path.,78,409. 31refs.
"Benign" Form of Systemic Lupus Erythematosus (S.L.E.)
BENCZE, G., and LAKATOS, L. (1964). Acta rheum.
scand., Suppl. 8. 65. 2 refs.
A Case of Systemic Lupus Erythematosus with Tuberculosis. (Erythematodes visceralis und Tuberkulose.)
EMMRICH, R. (1964). Beitr. Klin. Tuberk., 128, 266.
3 figs, 21 refs.
Aetiology of Systemic Lupus Erythematosus. STEVENS,
K. M. (1964). Lancet, 2, 506. 50 refs.
Systemic Lupus Erythematosus: a Clinical Study of 29
Cases. (Lupus eritematoso sistemico: Estudio clinico
de 29 casos.) SAN MARTiN MARICHAL, A. (1964).
Rev. Confed. mid. panamer., 11, 18. 11 figs, 148 refs.
Lysosomes, L.E.-cell, Antinuclear Antibody, Aetiology,
and D.L.E. SBARRA, A. J., SHIRLEY, W., and BARDAWIL, W. A. (1964). Acta. rheum. scand., Suppl. 8, 58.
1 fig., 18 refs.
Clinical Studies in Chronic Lupus Erythematosus.
(Klinische Untersuchungen beim Lupus erythematodes
chronicus.) DAMM, J., and SONNICHSEN, N. (1964).
Derm. Wschr., 150, 268. 2 figs, bibl.
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thus conforming to the usual age and sex patterns. All
of them had a past history of nasopharyngeal infection
or recurrent catarrh.
In all cases there were severe abdominal symptoms;
in six these coincided with the purpura, and in one case
(later fatal) visceral ecchymoses were found at laparotomy but no cutaneous rash appeared. Laparotomy
was also required in two other cases. Besides ecchymoses and oedema, an ileocolic intussusception was
found at two of the three operations. The nephrotic
syndrome appeared early in five cases and probably
developed early in the others. Histological examination
of renal biopsy specimens confirmed the diagnosis in six
cases.
Treatment with A-cortisone was ineffective. Nitrogen
mustard or 6-mercaptopurine was given to six patients;
three had a complete remission and two a partial remission. In the remaining case, in which the patient
died, the treatment was not started till after renal failure
had developed. Eradication of tonsillar and dental foci
of infection was carried out in three cases.
The clinical, biochemical, and histological findings in
these cases conformed to those reported in the literature.
Of so-called "nephritic" signs, microscopic or even
macroscopic haematuria was found constantly, but rises
in arterial tension and in blood urea level were transitory.
The authors stress the importance of abdominal symptoms and point out that evaluation of these is difficult
when there are no skin manifestations. Histologically,
diffuse glomerulonephritis was present in the six biopsy
specimens examined and was of lobular type in three.
It is suggested that the appearance of the nephrotic
syndrome in a patient with rheumatoid purpura must
always be regarded as a serious sign, because renal failure
frequently develops whatever treatment is given. Although the condition has no proved association with
streptococcal infection the authors recommend the eradication of septic foci and the use of corticosteroid therapy,
although these measures do not arrest or check the syndrome. The fact that three patients treated with nitrogen
mustard or 6-mercaptopurine had a complete remission
is regarded as encouraging, but the authors warn that
these results must be interpreted with caution in view of
the spontaneous remission which occurred in one case
reported in the literature in which there was lobular
glomerulonephritis and in which no specific treatment
was given.
G. K. Thornton
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Naturally occurring Species Specific Inhibitor of Human
Prothrombin in Lupus Erythematosus. HouGIE, C.
(1964). Proc. Soc. exp. Biol. (N. Y.), 116, 359. 1 fig.,
8 refs.
Disseminated Lupus Erythematosus. Diagnostic and
Therapeutic Problems. (Lupus erythematodes disseminatus. Diagnostische und therapeutische Proleme.) HOIGN4, R. (1964). Schweiz. med. Wschr., 94,
1437. 1 fig., 77 refs.
Clinical Aspects of Disseminated Lupus Erythematosus.
(Aspectos clinicos del lupus eritematoso generalizado.)
LOSADA, M., and GARCIA, R. (1964). Rev. med.
Chile, 92, 204. 17 refs.

Dermatomyositis-a Problem of General Medicine. (Die
Dermatomyositis-ein allgemeinmedizinisches Problem.) MUSGER, A. (1964). Wien. klin. Wschr., 76,
422. Bibl.
Polymyalgia Rheumatica. (Polymyalgia rheumatica.)
MuNE, O., and ROSSEL, 1. (1964). Ugeskr. Laeg., 126,
1163. 40 refs.
Some Aspects of Non-arthritic Rheumatoid Arthritis:
Polymyalgia Rheumatica of Rhizomelic Pseudo-polyarthritis. (Enkele aspecten van de anarthritische
rheumatoide arthritis.) BOERSMA, J. W. (1964). J.
beige Mid. phys. Rhum., 19, 5.

Periarteritis Nodosa and Other Forms of Angiitis. (Periarteritis nodosa y otras angeftis.) MACtAS CASTRO, 1.
(1964). Rev. Confed. mid. panamer., 11, 39. 3 figs,
I I refs.
Three Cases resembling Polyarteritis Nodosa arising
during Treatment with Guanethidine. DEWAR, H. A.,
and PEASTON, M. J. T. (1964). Brit. med. J., 2, 609.
17 refs.

Connective Tissue Studies
Tensile Strength of Healing Wounds and Collagen Formation in Rats and Rabbits. SANDBERG, N., and ZEDERFELDT, B. (1963). Acta chir. scand., 126, 187. 5 figs,
18 refs.
This paper studies the relation between the tensile
strength of skin incisions, the collagen content of the skin
in which the wounds were inflicted, and the capacity for
formation of collagen in subcutaneously implanted
polyvinyl sponges. The study was performed on rabbits
and rats. Tissue collagen was estimated by quantitative
determination of hydroxyproline. The use of polyvinyl
sponges implanted subcutaneously to obtain granulation
tissue allowed quantitative sampling of the tissue.
Tensile strength was greater in rabbits than in rats.
The rate of gain in tensile strength was about the same
during the first 2 weeks of healing, but thereafter it was
greater in rabbits than in rats.
The tensile strength of healing skin incisions was found
to be related to the concentration and total amount of
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hydroxyproline in newly formed granulation tissue of
implanted sponges during the first 13 days, in both
rabbits and rats. No relationship was established between the wound tensile strength and the collagen conD. J. Ward
centration of non-wounded skin.
Effects of Bioflavonoids and Methylprednisolone on
Collagen Biosynthesis. BAVETTA, L. A., and NIMNI,
M. E. (1964). Amer. J. Physiol., 206, 179. 11 refs.
The authors report experiments planned to investigate
the influence of various bioflavonoids administered by
different routes on collagen production provoked in the
rat by subcutaneous implantation of polyvinyl sponges.
Animals receiving various bioflavonoids in the diet at
first synthesized collagen at a slower rate than controls
but in later weeks there was no significant difference in
collagen synthesis between the two groups. In another
experiment methylprednisolone was added to the basal
diet of the control group and the bioflavonoid containing
diet of the experimental group. The control group
receiving the steroid showed a lowered rate of collagen
synthesis. In the experimental group the bioflavonoids
tended to reverse the inhibitory action of the steroid.
The effect on collagen synthesis of local application
of bioflavonoids at the site of inflammation was studied
by using sponges impregnated with various bioflavonoids
and/or local injection. It was found that naringin and
hesperidin methylchalcone overcame the inhibitory effect
of methylprednisolone on collagen synthesis. The
mechanism of this antagonism at the site of inflammation
is not known but it is probably not mediated by synergism

between bioflavonoids and vitamin C. F. N. Ghadially

Fine Structure and Cytochemistry of the Rheumatoid
Synovial Membrane, with Special Reference to Lysosomes. BARLAND, P., NovIKOFF, A. B., and HAMERMAN, D. (1964). Amer. J. Path., 44, 853. 6 figs,
35 refs.
Electron microscope studies have revealed two types
of cell in normal human synovium-a predominant
type-A cell with vacuoles, prominent Golgi apparatus,
and filopodia, and type-B cells which are fewer in number
and possess abundant ergastoplasm, less intensive Golgi
apparatus, fewer vacuoles, and few filopodia. The
findings in synovium from five patients with active rheumatoid arthritis are described in this paper from the
Albert Einstein College of Medicine, New York, and
compared with those in normal synovium and in synovium
from osteo-arthritic and traumatic knee-joints. Tissue
was examined under the electron microscope and phosphatase activity was measured by the Gomori technique.
In specimens of rheumatoid synovial membrane lysosomes were more numerous and much larger than in
control specimens. The type-A cells showed complex
cytoplasmic granules, 0 4 to 3 -2 ,u in diameter, containing dense granular material, vacuoles, and membranous
whorls. These dense bodies differed from the large
vacuoles seen in type-A cells from normal and osteoarthritic specimens in which the cells were less dense and
did not contain membranous structures. Phosphatase
activity was associated with the large cytoplasmic granules

Immunology and Serology
Immunological Relation of Streptococcal and Tissue
Antigens. II. Cross-reaction of Antisera to Mammalian
Heart Tissue with a Cell Wall Constituent of Certain
Strains of Group A Streptococci. KAPLAN, M. H.,
and SUCHY, M. L. (1964). J. exp. Med., 119, 643.
5 figs, 16 refs.
Previous work reported from the Metropolitan General
Hospital and Western Reserve University School of
Medicine, Cleveland, Ohio (Kaplan, J. Immunol., 1963,
90, 595) has shown that there is a cross-reaction between
antisera to the cell walls of certain strains of Group-A
streptococci and human heart tissue. The streptococcal
antigen is a protein extractable by acid hydrolysis. The
heart antigen was shown to be localized in the subsarcolemmal sarcoplasm or sarcolemma of cardiac myofibrils and in smooth-muscle elements in the vessel walls
and endocardium; it was also present in skeletal muscle
fibres, but not in other organs. The present report
describes the reverse cross-reaction, in which antiserum
produced in the goat against human or rabbit heart
muscle showed a precipitin reaction in agar gel with
streptococcal cell-wall antigen. The precipitin was shown
by tone electrophoresis to be in the y-globulin fraction
of the serum proteins and could be absorbed with the
cell-wall antigen; there was no reaction with normal preimmune goat globulins. The cell-wall antigen was
demonstrated in the extracts of streptococci of Types 5
E. G. L. Bywaters
and 19, but not of Type 12.
m. Presence in Human Sera of Streptococcal Antibody
Cross-reactive with Heart Tissue. Association with
Streptococcal Infection, Rheumatic Fever, and Glomerulonephritis. KAPLAN, M. H., and SvEc, K. H. (1964).
J. exp. Med., 119, 651. 15 figs, 23 refs.
The third paper in this series reports the demonstration
in the serum of patients with streptococcal disease of a
precipitin reacting with streptococcal cell-wall antigen in
gel-diffusion plates and absorbed out with human heart
tissue, but not with kidney, lung, liver, spleen, aorta,
uterus, or skeletal muscle. It was also shown by the
immunofluorescent method to react with sections of
human heart and was sometimes absorbed out by preincubation with streptococcal cell-wall antigen. Unlike
rabbit antistreptococcal sera, however, the human antibody reacted only with heart muscle and not with smooth
or skeletal muscle. Sections of both rheumatic and nonrheumatic hearts reacted with the antibody. This crossreactive precipitin was present in seventeen (24 per cent.)
of 72 sera from cases of uncomplicated recent streptococcal infection, in 28 (55 per cent.) of 51 sera from cases
of rheumatic fever, in seven of twelve sera from cases of
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inactive rheumatic heart disease, and in six of ten sera
from cases of acute glomerulonephritis. It was not
found in sera from cases of rheumatoid arthritis (twenty)
or chronic pulmonary disease (twelve). Precipitins
active against streptococcal cell-wall antigen but not
absorbed by either heart or kidney tissue were present
in 8 to 30 per cent. of the sera in the various categories.
The proportion of sera in which no antistreptococcal
precipitins at all were found was 20 to 30 per cent. in the
cases of rheumatic fever, inactive rheumatic heart disease,
and acute nephritis and 68 to 75 per cent. in the other
groups. It is concluded that "these data provide evidence that induction of cross-reactive auto-antibody to
heart in certain individuals is associated with streptococcal infection".
E. G. L. Bywaters

Auto-immunity to Prostate Antigen in Rheumatic Disease.
GRIMBLE, A. (1964). J. clin. Path., 17, 264. 14 refs.
At Guy's Hospital, London, the author studied the
reactions of sera from patients with rheumatic disease
against antigen derived from human prostatic tissue.
The prostate antigen was prepared by a phenol extraction
method from fresh prostatic tissue from healthy young
men who had died as the result of accident. The antigen,
dissolved in distilled water, was used to coat tanned
sheep erythrocytes. The patient's serum was first absorbed by uncoated sheep erythrocytes, then diluted
serially and tested by the agglutination method. An
agglutination titre of 1:125 was considered to indicate a
"fully positive" result and 1:25 a weak positive reaction.
Serum from patients with Reiter's syndrome, rheumatic
fever, ankylosing spondylitis, and uveitis was tested both
against the prostate antigen and against liver, kidney, and
colon tissue antigens.
It was found that with the prostatic antigen the result
of the agglutination test was positive in twenty out of 21
cases of Reiter's syndrome (stongly positive in sixteen),
in all seven cases of rheumatic fever, in two out of
eighteen cases of rheumatoid arthritis, in four out of nine
cases of uveitis, and in all eight cases of ankylosing
spondylitis. The last group included five cases giving a
fully positive result as compared with one out of the
eighteen cases of rheumatoid arthritis. Specimens of
serum from ten healthy females were used as controls
and all gave negative results. There was a positive
reaction to prostatic antigen in six out of seventy sera
from miscellaneous out-patients. Of nine cases of subacute prostatitis a positive agglutination reaction was
obtained in eight. Agglutination with liver and kidney
antigens was rare except in cases of rheumatic fever (six
out of seven sera gave positive reactions). Agglutination
with prostatic antigen was observed in only three females,
one of whom had Hashimoto's thyroiditis, one Reiter's
syndrome, and one myxoedema. The "antibody" fixed
complement and, in sera from cases of Reiter's syndrome
but not of rheumatic fever, immune absorption was
demonstrated.
The author concludes that "whether these immune
bodies are playing a primary or a secondary role in the
pathogenesis of Reiter's syndrome must await further
experimental evidence".
E. G. L. Bywaters
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ABSTRACTS
in some of the type-A cells, corresponding with the
complex dense bodies. The Golgi apparatus was smaller
in rheumatoid type-A cells, there were fewer filopodia,
and some mitochondria were abnormal. The type-B
cells in rheumatoid, osteo-arthritic, and normal specimens
were similar in structure. It is suggested that the dense
bodies in the type-A cells may represent a breakdown
G. Loewi
product of phagocytosed material.

ANNALS OF THE RHEUMATIC DISEASES

Gamma-i Globulin Levels in Rheumatic Fever. HONG,
R., and WEST, C. D. (1964). Arthr. and Rheum., 7,
128. 4 figs, 19 refs.
The serum levels of the yl-globulins have been estimated in children admitted to three hospitals in
Cincinnati, Ohio, with rheumatic fever and other related
conditions, the immunoelectrophoretic technique of West

and others (J. Lab. clin. Med., 1961, 58, 137) being used.
[It is important to relate the newer technical terms for the
immunoglobulins as used by the authors- IA-, yIM-, and

y2-globulin-to the older ones, which

were

(41 per cent.) of 39 with acute glomerulonephritis.
Significantly lower percentages were found in uncomplicated Group-A haemolytic streptococcal tonsillitis, congenital heart disease, chorea, and cellulitis and erysipelas.
Chronic inflammatory diseases of long duration tended
to produce raised serum yIA-globulin levels. Elevation
of the serum ylM-globulin level was not a feature of acute
rheumatic fever in comparison with its relatively common
rise in rheumatoid arthritis. Serial examinations reflected the subsidence of the raised serum ylA-globulin
levels in concordance with the fall in the erythrocyte
sedimentation rate and in the serum level of C-reactive
protein. No quantitative relationship was found between the serum levels of YIA-, yVM-, and y2-globulin.
The raised serum yIA-globulin level in cases of inactive
rheumatic fever could not be related to the severity of
cardiac damage or to the presence of continuous lowgrade activity.
The authors conclude that the elevation of the serum
YIA-globulin level in acute rheumatic fever is not specific
enough to warrant the widespread use of this determination as a diagnostic test. The hypothetical relationship
of their findings to a disease of "hypersensitivity" is
Harry Coke
discussed.
Problem of Standardization in Rheumatoid Arthritis Serology. BOZSOKY, S. (1963). Arthr. and Rheum., 6,641.
3 figs, 26 refs.
This is a report of the results of estimation of rheumatoid factor by a series of laboratories in fourteen countries throughout Europe and N. America. Pooled, freezedried known positive and negative serum samples were
distributed, and to date 26 answers have been received.
Sheep-cell tests were done by nineteen laboratories, latex
fixation by fourteen, but only in nine cases were both
tests done in the same laboratory. In some cases,
sensitized human cell tests, tanned sheep cell reactions,
latex slide and bentonite flocculation tests, and strep.
agglutination were done. Results obtained in different
places by the sheep-cell test varied in titre between 1:32
and 1:30,000, by latex fixation from 1:64 to 1:20,000,
and by the sensitized human cell reaction from 1:64 to
1:1,280. Negative results were obtained with the negative serum pool, except for one result of 1:64 from a
laboratory in which the borderline value for the sheep
cell test is accepted as 1:128. The report considers that
the results argue in favour of an international standard
of rheumatoid arthritis serum.
[The various tests used were, of course, not standardized. Such standardization is currently being explored
in this country at the National Institute for Medical
Research, and the provision of serum standards is also
G. Loewi
envisaged.]

respectively An Antinuclear Factor Specific for Leucocytes. FABER,

y-globulin.]
The serum yIA-globulin level was found to be raised
to a degree greater than twice the standard deviation of
the normal for the age in 23 (74 per cent.) of 31 cases
of acute rheumatic fever, in twelve (55 per cent.) of 22
children with rheumatoid arthritis, in seven (44 per cent.)
of sixteen with inactive rheumatic fever, and in sixteen
f2A-, P2M-, and 7S
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Determination of Seromucoid Levels in Rheumatic Carditis.
(Study of 120 Cases). (Le dosage des seromucoides
dans la cardite rhumatismale. (etude de 120 cas.))
GILBERT, G., GELINAS, M., and DAVID, P. (1964).
Canad. med. Ass. J., 90,959. 3 figs, 10 refs.
In the laboratory the activity of the rheumatic fever
process is usually assessed by measuring the erythrocyte
sedimentation rate (E.S.R.) and the level of C-reactive
protein in the blood. Since both these values are
influenced by the steroid hormones frequently used in
treatment. the authors have employed the seromucoid
level as an index of inflammatory activity because this
is not so affected. At the Hopital Marie-Enfant, Montreal, 32 acute, 17 subacute, and 71 "chronic" cases of
rheumatic fever were studied. Cases were considered to
be chronic when the acute episode had occurred one or
more years previously and the patient was being kept
under observation.
For purposes of comparison the seromucoid level was
estimated in 32 healthy subjects and in 51 patients
suffering from a variety of inflammatory conditions.
The mean value in the healthy subjects was between 65
and 80 mg. per 100 ml., being about equal in children and
adults. The seromucoid level was normal or slightly
above normal in cases of upper respiratory infection, but
was raised in patients with tumours or with rheumatoid
arthritis. All 32 patients with acute rheumatic fever had
a raised seromucoid level; in 40 7 per cent. of them it
was over 120 mg. per 100 ml. and in 3-2 per cent. over
160 mg. Of the 71 chronic cases, the level was normal
in 22-5 per cent. and slightly raised (80 to 120 mg. per
100 ml.) in the remaining 77 - 5 per cent.
There was a direct correlation between the seromucoid
level and the clinical findings. The authors state that
under the influence of steroid therapy the E.S.R. and
C-reactive protein level return to normal in 12 to 16 days,
though rheumatic activity may persist. The seromucoid
level falls gradually over a period of several months and
may therefore be a more valuable index of the activity of
the disease. However, they add that before this is
definitely established a larger series would have to be
investigated over a longer period of time. D. Preiskel

V., ELLING, P., NORUP, G., MANSA, B., and NISSEN,
N. I. (1964). Lancet, 2, 344. 9 refs.

Reaction of Human and Rabbit Anti-gamma-globulin
Factors with Heavy and Light Chains of Gamma
Globulin. WILLIAMS, R. C., JR. (1964). Arthr. and
Rheum., 7, 368. 4 figs, 25 refs.

Some Recent Work on Experimental Polyarthritis of the
Rat. (Quelques notions recentes sur la polyarthrite
experimentale du rat.) LACAPERE, J. (1964). Rev.
Rhum., 31, 321. 17 figs, 6 refs.

Serum Anti-Gm Factors in Chronic Rheumatic Conditions.
(Substances seriques anti-Gm dans les diverses affections rhumatismales chroniques.) JACQUELINE, F.,
PODLIACHOUK, L., and EYQUEM, A. (1964). Rhumatologie, 16, 185. 1 fig., 24 refs.
Demonstration of Antinuclear Antibodies by Immunofluorescence (Study of 1,430 Sera.) (La recherche
d'anticorpsanti-nucleaires par immunofluorescence.
(Etudes de 1,430 scrums.)) HAMMARD, M., CANNAT,
A., and SELIGMANN, M. (1964). Rev. fran;. Etud. clin.
biol., 9, 716. 1 fig., 61 refs.
Delayed Hypersensitivity and Antibody Response in Rheumatoid Arthritis. HoUBA, V., ADAM, M., MALECEK,
J., and TESAREK, B. (1964). Experientia (Basel), 20,
522. 3 figs, 9 refs.
Serum Antistreptolysin-0 Levels in the Diagnosis of
Rheumatic Fever. (Titulos sanguineos de antiestreptolisina 0 (ASLO) en el diagnostic de enfermedad
reumatica.) SABAH, D., ASTORGA, G., GONZALEZ, F.,
and CHRISTIE, F. (1964). Rev. mid. Chile, 92, 218.
8 refs.

Investigations concerning the Rheumatoid Factor and
Gamma Globulin Interaction. STOIA, G. (1964.)
Rev. roum. Med. int., 1, 241. 9 refs.

Quantitative Determination of Antinuclear Factors by the
Immunofluorescence Technique in Rheumatoid Arthritis.
(Ricerca quantitative dei fattori antinucleari con la
tecnica dell'immunofluorescenza nell'artrite reumatoide.) VACCA, G. (1964). Minerva med., 55, 2131.
16 refs.
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Experimental Provocation of Rheumatoid-like Nodules.
(Sulla provocazione sperimentale del nodulo similreumatoide.) LUCHERINI, T., CECCHI, E., PORZIO, F.,
and D'AMORE, A. (1964). Minerva med., 55, 2377.
8 figs, 14 refs.
Further Research on the Serum Protein Changes in Rheumatoid Arthritis. (Ulteriori ricerche sulle alterazioni
delle sieroproteine nella artrite reumatoide.) CIRLA,
E., and FASOLI, A. (1964). Reumatismo, 16, 17.
4 figs, 10 refs.

Characterization of the Activity of Serum Antigammaand Anti-GM-globulin in Rheumatoid Arthritis and
Liver Disease. (Caratterizzazione della attivita'
sieriche e dei fattori antigamma globulinici ed anti-Gm
nell'artrite reumatoide e nelle epatopatie.) PINTO, L.,
BONOMO, L., DAMMACCO, F., and POLOSA, T. (1964).
Reumatismo, 16, 35. 4 refs.
Results of 8,500 Determinations of the Rheumatoid Factor
in Patients with Rheumatism. (Considerazioni e rilievi
sui risultati di oltre 8,500 determinazioni del fattore
reumatoide in soggetti reumatici.) ROBECCHI, A.,
and DANEO, V. (1964). Reumatismo, 16, 39.
Behaviour of the Latex Test in Elderly Patients. (Sul
comportamento del test al lattice a goccia (RA-test)
nei soggetti di eta' avanzata.) VIARA, M., and
MELLINI, M. (1964). Reumatismo, 16, 59. 32 refs.

Behaviour of the Serum Mucoprotein Level in Rheumatic
Patients. (Zachowanie sie poziomu mukoprotein w
surowicy krwi chorych gosccowych.) SZKUTNIK, M.
(1962). Ann. Univ. M. Curie-Sklodowska, D, 17, 67.
21 refs.
Biochemical Studies
Corticosteroid Concentration in Plasma during Anaesthesia
and at Operation. NILSSON, E., ARNER, B., and
HEDNER, P. (1963). Acta chir. scand., 126,281. 7 figs,
7 refs.
This paper deals with plasma corticosteroid levels in a
series of seventy patients during anaesthesia and surgery.
Estimations were carried out by a fluorimetric method
(Silber, Busch, and Oslapas) enabling frequent samples
to be measured. It was found that samples from peripheral venous blood gave representative values.
The forms of anaesthesia used were ether and nitrous
oxide, fluothane, and neurolept-analgesia. In the case
of ether and fluothane anaesthesia, the plasma corticosteroid level did not rise until surgical trauma was added.
In the neurolept-analgesia group, both the initial level
and the level during operation were higher. The authors
suggest that the differences in the latter group might be
related to the different premedication, phenoperidin
being used in the neurolept-analgesia group, morphine
and scopolamine in the ether and fluothane groups.
These forms of premedication might differently affect
both the pituitary stimulation of the adrenal cortex and
the ability of the liver to conjugate free corticosteroid.
In all groups, elevated levels persisted for the first few
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Serological Overlap between Rheumatoid Arthritis and
Myasthenia Gravis. FELTKAMP, T. E. W., VAN DER
GELD, H., OOSTERHUIS, H. J. G. H., OUDSTEN, S. A.
DEN, and HIJMANS, W. (1964). Acta rheum. scand.,
Supply. 8, 9. 5 figs, 7 refs.
Necrotizing Factors in the Serwn of Patients with Inflammatory Joint Disease and in Arthritic Goats. (Untersuchungen eines nekrotisierenden Faktors im Serum
von Patienten mit entziundlichen Gelenkserkrankungen
und von Ziegen mit Arthritis.) BoNI, A., JAQUES, R.,
and KAUFMANN, H. (1964). Acta rheum. scand.,
Suppl. 8, 17. 15 figs, 14 refs.
The Rheumatoid Factor: its Nature and its Role in Determining the Specificity of Laboratory Tests for Rheumatoid Arthritis. WELLBY, M. (1964). S. Aust. Clin.,
1, 77. 6 refs.
Leucocyte Sedimentation Rate in Uricaemic Arthritis.
(La velocitA di sedimentazione leucocitaria nella
artrite uricemica.) GRIMALDI, M. G. (1964). Gazz.
san., 35, 216. 6 refs.

ANNALS OF THE RHEUMATIC DISEASES

post-operative hours. Patients over the age of 70 years
showed the same rises in plasma corticosteroids as the
D. J. Ward
younger ones.
Silber, R. H., Busch, R. D., and Oslapas, R. (1958).
Clin. Chem., 4, 278.
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Delayed Secretion of ACTH in Rats with Hypothalamic
Lesions. BRODISH, A. (1964). Endocrinology, 74, 28.
24 refs.
Changes in ACTH secretion after unilateral adrenalectomy were studied, using changes in plasma corticosterone and adrenal ascorbic acid content as indices.
Method for Measuring Bone Metabolism in vivo. POST, From one to four pairs of bilateral electrolytic lesions
M., and SHOEMAKER, W. C. (1964). J. Bone Jt Surg., were made in the ventral hypothalamus in various combinations. 48 hours later unilateral adrenalectomy was
46-A, 111. 6 figs, 14 refs.
This paper describes in some detail the anatomy of the performed and after 1, 2, or 4 hours blood was taken for
venous drainage of the canine femur, pointing out that, plasma corticosterone estimation, the animal was killed,
whereas blood enters the shaft through the nutrient the remaining adrenal removed, and the site of the
artery, it leaves by veins situated around the metaphyses. hypothalamic lesions verified histologically. Normal
A technique for collecting all the blood drained by these and sham-operated animals were used as controls.
As assessed by ascorbic acid depletion, rats with
vessels and so measuring the blood flow in the femur is
described. By comparing the concentration of the single bilateral hypothalamic lesions showed no increase
various blood constituents in the venous and arterial in ACTH secretion one hour after adrenalectomy, regardblood, information is obtained about the metabolic less of the site of the lesion. At 2 hours significant
activities of the bone. Tracer studies using chromium- depletion occurred. In animals with more than one pair
51-labelled red cells showed that about 73 per cent. of of hypothalamic lesions significant depletion was found
the total venous drainage is collected in this way, the only at 4 hours after adrenalectomy, except when paired
remainder being mainly accounted for by periosteal bilateral lesions were placed anteriorly in the ventral
hypothalamus when significant depletion was seen at 2
A. Garner
capillaries.
hours. Ascorbic acid depletion was always considerably
Modified Procedure for the Estimation of Total 17- less than that seen in controls. Adrenal response to
hydroxycorticosteroids (Porter-Silber Chromogens) in intravenous ACTH in animals with hypothalamic lesions
Urine. Liu, J. H. C. (1964). Clin. Chem., 10, 103. was normal. Plasma corticosterone determinations gave
similar results. One hour after adrenalectomy all
4 figs, 27 refs.
The modifications consisted in the use of ethyl ether- animals had corticosterone levels similar to those seen
to extract the free steroids and conjugates at pHl from in intact rats under resting conditions and only 50-55
a saturated solution of ammonium sulphate-and the per cent. those of controls. Increase to 77 per cent. of
addition of NaCI to the phenylhydrazine reagent-to that seen in controls was found at 2 hours in rats with a
increase its stability. The ethyl ether was said to be single pair of lesions. With more extensive lesions no
more efficient than other commonly-used solvents for increase was seen until 4 hours, when a level 85-90 per
the extraction of steroids with two hydroxyl groups cent. of that seen in controls was reached.
It is concluded that, although hypothalamic lesions
attached to the nucleus. The NaC1 was shown to prothe rapid stress-induced release of ACTH, they
prevent
long the useful life of the phenylhydrazine reagentwhen stored at 40 C. The mean urinary excretion of do not prevent a substantial delayed response. Com"Porter-Silber chromogens" by the method described parison between two indices of ACTH release, plasma
corticosterone, and adrenal ascorbic acid depletion
was 5-7 mg. + 4-6 for 35 "human subjects".
showed comparable changes without significant dissociaH. F. West
tion. It is suggested that, when ACTH secretion is
constant, adrenal ascorbic acid concentration remains
Steroid and Catecholamine Studies on Pilots during Pro- unchanged
and that this only falls when ACTH secretion
Simulator.
in
Cabin
a Space
longed Experiments
C. G. Beardwell
increases.
ULVEDAL, F., SMITH, W. R., and WELCH, B. E. (1963).
Urinary Excretion of Free Polar Corticosteroids (FPCS)
J. apple. Physiol., 18, 1257. 3 figs, 13 refs.
in Man. NADEL, E. M., YOUNG, B. G., HILGAR, A. G.,
The urinary excretion of 17(OH)CS (Porter-Silber
and BURSTEIN, S. (1964). J. Lab. clin. Med., 63, 44.
method), corticosteroid metabolites of 17-desoxy (corti3 figs, 23 refs.
costerone) type (Mader and Buck method), and epineIn this communication from Bethesda, Maryland, the
phrine and norepinephrine (Von Euler and Lishajko
method), were measured in sixteen U.S.A.F. pilots in a authors report studies of the excretion of free polar
two-man space cabin simulator for 14- and 17-day corticosteroids (F.P.C.S.) in the urine in man. Methods
periods at 27,000 and 33,500 ft respectively. The effect are described for their extraction and quantitation, and
of the imposed physical and emotional disturbances on it is reported that in man five zones are detectable after
the parameters measured was not remarkable for the chromatography, Zone I being the most polar or slowest
group as a whole as compared with the control periods moving and containing 6-,-hydroxycortisol as a major
but the latter were considered to be somewhat stressful. component.
Estimations were undertaken in three groups:
The only statistically significant trend during the simu(1) In eight normal individuals (four adults and four
lated high altitude flights was a continued increase in the
children) and at weekly intervals during a normal
excretion of corticosterone-type metabolites.
H. F. West
pregnancy;

A Clinical-biochemical-histologic Correlation in Hyperadrenocorticism caused by Acquired Adrenocortical
Hyperplasia. CARR, H. E., CURTIS, G. W., and
THORN, G. W. (1964). Amer. J. Surg., 107, 123.
7 figs, 29 refs.
This is a study of eighteen patients in whom a diagnosis
of adrenocortical hyperplasia had been made following
total or partial adrenolectomy. They were classified on
clinical and biochemical grounds into those showing
evidence of predominant hyperadrenocorticism with

Cushing's syndrome and those with hyperandrogenicity,
hirsutism, and adrenal virilism. On histological study
of the adrenal glands, it was found that in the cases of
Cushing's syndrome there was hyperplasia of the zona
fasciculata and that in those with hyperandrogenicity the
hyperplasia was mainly in the zona reticularis. The zona
glomerulosa was not hyperplastic in any of the patients
studied. The adrenal glands from patients who had
received adrenocortical inhibitors pre-operatively showed
a reversal in cytological activity towards normal and the
histological interpretation of glands from patients who
have received these agents is therefore difficult.
J. T. Scott

Effect of Cortisol and Certain Synthetic Steroids on the
Permeability of Synovial Membrane in the Rabbit.
SHARP, G. W. G. (1963). J. Endocr., 25, 443. 2 figs,
11 refs.
An investigation to determine how the effect of various
steroids on synovial membrane permeability varies with
their relative potency as electrolyte-regulating or anti-
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inflammatory agents was planned on the hypothesis that
mineralocorticoid and glucocorticoid hormones exert
opposing effects, D.O.C.A. being reported to increase
permeability and cortisone to decrease it.
Healthy male rabbits, anaesthetized with pentobarbitone, were catheterized. 1,050 tg. phenolsulphonphthalein in 0-15 ml. normal saline, together with 1-0 Xug.
of the steroid under test, were injected into the talocrural joint, urine was collected at specified intervals,
and the permeability of the synovial membrane was
assessed in terms of the rate of excretion of the dye,
estimated colorimetrically. Ten rabbits were used in a
control series and six for each steroid tested. Cortisol
was given as the hemi-succinate, the other steroids as the
21-phosphate.
With cortisol the peak excretion was reached 75
minutes after injection, compared with 35 minutes in the
controls. Prednisolone, betamethasone, and dexamethasone gave results similar to those obtained with cortisol,
whereas fluorohydrocortisone produced a slight but
insignificant increase in excretion rate.
The steroids tested, except fluorohydrocortisone,
showed only slight differences in intensity and duration
of action on membrane permeability, in contrast to the
wide variation in anti-inflammatory potency found after
oral or parenteral administration. The sodium-retaining
properties of the steroids, except fluorohydrocortisone,
do not appear to influence their action on membrane
permeability; the combination in fluorohydrocortisone
of strong sodium-retaining and anti-inflammatory properties may cancel out the effect on membrane
A. J. Popert
permeability.
Renal Action of Small Doses of Cortisol at Night. IMRIE,
M. J., MILLS, J. N., and WILLIAMSON, K. S. (1963).
J. Endocr., 27, 289. 2 figs, 4 refs.
Experiments in nine humans show that, after a single
intravenous injection of 15 mg. cortisol given at 11 p.m.,
urinary K+ excretion between midnight and 2 a.m. was
increased, but the effect on Na+ excretion was variable.
Little or no effect on either Na+ or Ka+ excretion was
observed in one subject between 11 p.m. and 2 a.m.,
during which time 20 to 30 mg. cortisol was given by
intravenous infusion.
Since the authors have previously found that adrenal
blockers abolish morning natriuresis, it is suggested that
morning renal behaviour depends either on the increased
production of both cortisol and some synergistic hormone, or on the adrenal production of a kaliuretic and
J. Ball
natriuretic steroid other than cortisol.
New Fluorimetric Method of Plasma Cortisol Assay with
a Study of Pituitary-adrenal Function using Metyrapone
(SU. 4885). RUDD, B. T., SAMPSON, P., and BROOKE,
B. N. (1963). J. Endocr., 27, 317. 2 figs, 12 refs.
The authors' method is described in detail. It is
claimed to be specific for cortisol as judged by chromatographic analysis of the final plasma extract. It requires
only 1 ml. plasma and results can be obtained within
3 to 4 hrs.
Three of eight steroid-treated patients with ulcerative
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(2) In eight patients with acute leukaemia, during
a 3-day test period before, during, and after the
administration of adrenocorticotrophin (ACTH);
(3) In seven patients with neoplastic diseases other
than leukaemia, again over a 3-day period before,
during, and after operation or ACTH administration.
Results showed that in normal individuals F.P.C.S.
excretion is three times greater in adults than in children,
and the higher levels noted were distributed throughout
all five zones. During pregnancy, a gradual increase in
excretion was observed throughout each trimester, the
levels returning towards base-line values after delivery.
In patients with leukaemia, there was a rise in F.P.C.S.
excretion after ACTH, with increases in Zone I reflecting
the response to ACTH, and accounting for 40 per cent.
of the F.P.C.S. Similar increases and distribution were
noted in the seven patients with neoplastic diseases.
The excretion of conjugated corticosteroids was also
measured in a proportion of cases and corresponding
increases were noted.
The reported enhanced excretion of F.P.C.S. in patients
with leukaemia treated with ACTH is compared to earlier
reports on adrenal activity in leukaemia in which adrenal
activity was considered low by measurement of 17-ketosteroids, undiminished or low by formaldehydogenic
studies, and decreased by isolation studies of the C1,
I I-oxysteroids and C19 1 1-desoxysteroids.
T. M. Chalmers
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colitis and one of six similar patients who had not
received steroids were found to have a subnormal response to intravenous metyrapone, yet all four responded
normally to surgical stress. The metyrapone test is
therefore considered to be an uncertain indicator of the
J. Ball
need for steroid therapy during surgery.
Influence of Various Steroids on the Specific Binding of
Cortisol. DE MOOR, P., DECKX, R., and STEENO, 0.
(1963). J. Endocr., 27, 355. 3 refs.
A brief report of in vitro experiments in which corticoidpoor plasma was overloaded with cortisol alone or with
cortisol and some other steroid. The plasma was then
passed through sephadex and the transcortin-bound
corticoids estimated. Results indicate that some steroids
(e.g. betamethasone) have little or no influence on
cortisol-binding, whereas others (e.g. prednisolone) displace considerable amounts of bound cortisol. J. Ball

Comparison of the Apparent Rate of Cortisol Turnover
determined by Isotope Dilution and Cortisol Secretion
Rate. HARRISON, F. A., MAcDONALD, I. R., and PATTERSON, J. Y. F. (1964). J. Endocr., 28, 173. 4 figs,
11 refs.
This paper presents the results of simultaneous determinations of cortisol turnover rate and cortisol secretion
rate. After rapid injection of (1 :23H2) cortisol, blood
was collected from the jugular and renal veins (for adrenal
venous blood) of suitably prepared sheep. The rate of
cortisol secretion, in steady-state conditions, was 1 to
9 - 5 mg/hr for anaesthetized sheep, and 0 * 6 to 1 - 9 mg./hr
for conscious sheep with auto-transplanted adrenals.
Stimulation by ACTH produced an increase of cortisol
secretion rate of 33 per cent. and of cortisol turnover of
43 per cent. Calculation showed that the rate of turnover was equal to twice or three times the rate of secretion.
The probable overestimate of cortisol pool-size contriG. Loewi
butes to this discrepancy.
Studies on Steroid Conjugates. KORNEL, L. (1963). J.
clin. Endocr., 23, 1192. 31 refs.
In this wholely technical paper, 22 methods were
evaluated:
(a) By their effectiveness in extracting conjugated
Porter-Silber chromogens and interfering substances;
(b) By measuring the recovery of pure corticosteroid
conjugates;
(c) By extraction from urine of conjugated radioactive metabolites of cortisol-4-C'4 which had
been administered intravenously as a tracer.
The influence of the type and volume of solvent, the
ratio of the components in solvent mixtures, the pH of
the aqueous phase from which the extraction is carried
out, and the salt used for saturation of the aqueous phase
are considered.
The results indicate the superiority of methods in
which the conjugates are forced into a relatively nonpolar solvent by acidification and saturation of the
aqueous phase with ammonium sulphate. These extrac-

tions with solvent of relatively low polarity are more
selective than those obtained with more conventional
J. Ball
techniques.
Separation of Urinary 17-Ketosteroids by Glass Paper
Chromatography. LIM, N. Y., FESLER, K. W., and
DINGMAN, J. F. (1964). J. clin. Endocr., 24, 68. 15
refs.
This paper describes in detail a method of quantitating
the major 17-ketosteroid fractions in urine and of determining the known urinary 11-desoxy-17-ketosteroids.
The method is less time-consuming than other multiple
chromatographic techniques, mainly because it utilizes
glass fibre paper on which chromatography is rapidly
completed.
On the first chromatogram the hydrolyzed 17-ketosteroid conjugates are separated into total 11-oxy and
11 -desoxy groups. After elution the entire 11-oxy and
one fifth of the 1 -desoxy fraction are quantitated colorimetrically. The remainder of the 11-desoxy material is
then fractionated on three additional chromatographic
systems. Running time of each chromatogram is 50 to
60 minutes.
The results obtained in various clinical conditions are

given.

J. Ball

Review: The Use of Isotopic Steroids for the Measurement
of Production Rates in vivo. TAIT, J. F. (1963). J.
clin. Endocr., 23, 1285. 9 figs, 35 refs.
The theoretical basis for the use of isotopic steroids
in the measurement of production rates is discussed, as
are practical difficulties which may arise in carrying out
and in interpreting these methods. The concept of the
metabolic clearance rate (M.C.R.) and its relationship
to secretion rate and plasma concentration (secretion
rate = M.C.R. x plasma concentration) is explained.
The development of isotopic techniques and their advantages over non-isotopic methods are briefly discussed.
particularly with regard to the minimal disturbance of
the physiological state when isotopes are used. Three
isotopic techniques are generally used. A single intravenous injection of labelled steroid may be given followed
by determination of the specific activity of hormone in
plasma or of one of its metabolites in urine, or labelled
steroid may be continuously infused until the plasma
concentration is constant. Measurement of the final
constant plasma radioactive concentration can then be
used to determine the M.C.R. and thus the production
rate. The theoretical basis of these methods is considered
mathematically and their formal identity brought out.
The practical criteria for their correct interpretations are
discussed, as are factors determining the M.C.R., particularly variations in hepatic blood flow and hormone
metabolism with posture and disease and the effects of
protein binding. The effects of a non-steady state and of
cyclical variations in hormone production are considered.
Finally, the effect of the presence in the body of a compartment in which hormone is not in immediate equilibrium with that in the general circulation and in which
both synthesis and metabolism occur (e.g. a foetus) is
discussed together with the effect of production of a
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metabolite from sources other than the hormone concerned. Both may give a falsely high estimate of
secretion rate when the urinary method is used.
C. G. Beardwell
Use of Gas-liquid Chromatography in the Assay of some
Corticosteroids in Urine. BAILEY, E. (1964). J.
Endocr., 28, 131. 8 refs.

Inflammatory Reaction after Intra-synovial Injection of
Microcrystalline Adrenocorticosteroid Esters.
MCCARTY, D. J., JR., and HOGAN, J. M. (1964).
Arthr. and Rheum., 7, 359. 1 fig., 13 refs.

Enzymatic Degradation of Chondromucoprotein by Cellfree Extracts of Human Cartilage. FESSEL, J. M., and
CHRISMAN, 0. D. (1964). Arthr. and Rheum., 7, 398.
4 figs, 31 refs.
Effect of Orally Administered D-penicillamine on Gold
Deposited in the Rat Kidney. DAVIDSON, P., and
ENGLEMAN, E. P. (1964). Arthr. and Rheum., 7, 406.
2 figs, 8 refs.

Experimental Polyarthritis of the Rat. (Experimentelle
Polyarthritis bei der Ratte.) MIEHLKE, K., and EGER,
W. (1964). Acta rheum. scand., Suppl. 8, 28.

Antirheumatics and the Composition of Chondroitin Sulphate in vivo. (Antirheumatica und Stoffwechsel der
Chondroitinschwefelsauren in vivo.) EXER, B. (1964).
Acta rheum. scand., Suppl. 8, 52. 1 fig., 19 refs.
Corticosterone Half-life in Children. HUGHES, E. R.,
ELY, R. S., CHODOS, D. J., DONE, A. K., KIRSCHVINK,
J. F., AINGER, L. E., and KELLEY, V. C. (1964). Amer.
J. Dis. Child., 108, 366. 1 fig., 39 refs.

Hemolytic Complement in Synovial Fluid. PEKIN, T. J.,
and ZVAIFLER, N. J. (1964). J. clin. Invest., 43, 1372.
5 figs, 37 refs.
Experimental Atrophic Osteo-arthropathy produced by
Vitamin B Complex Restriction. (Osteoartropatia
atrofica sperimentale da carenza di complesso B.)
LUCHERINI, T., CECCHI, E., PORZIO, F., and D'AMORE,
A. (1964). Policlinico, Sez. prat., 71, 1278. 14 figs,
18 refs.
Marrow Pathology of Cervical Arthrosis. (Les myelopathies par arthrose cervicale.) FRANCK, G., THIBAUT, A., and BOSTEM, F. (1964). Rev. med. Liege,
19, 481. 1 fig.

Distribution of Tritiated Hydroxychloroquine in the Synovial Membrane in Rheumatoid Arthritis. (Distribuzione dell'idrossiclorochina tritiata nella membrana
sinoviale dell'artrite reumatoide.) CECCHI, E., and
PORZIO, F. (1964). Reumatismo, 16, 15. 1 fig., 5 refs.
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Therapy
Comparative Analgesic Activity of Levomepromazine and
Morphine in Patients with Chronic Pain. BLOOMFIELD,
S., SIMARD-SAVOIE, S., BERNIER, J., and TETREAULT, L.
(1964). Canad. med. Ass. J., 90, 1156. 4 figs, 6 refs.
A double-blind cross-over study of the comparative
analgesic activity of the phenothiazine derivative methotrimeprazine (levomepromazine) and morphine was
carried out in eighteen patients (eight male and ten
female, aged 27 to 84 years) at the Hopital Saint-Luc,
Montreal. Methotrimeprazine has been found to have
an analgesic activity in man comparable to that of morphine (Montilla and others, Arch. intern. Med., 1963,
111, 725; Abstr. Wid Med., 1964, 35, 8) and does not
cause addiction. All the patients had chronic persistent
pain due to cancer (in four), chronic arthritis (five),
lumbar disk disease (four), and multiple myeloma, disseminated sclerosis, musculoskeletal disorder, ulcerative
colitis, and otomastoiditis (each in one patient). Patients
with coronary artery disease were excluded since methotrimeprazine has been reported to cause orthostatic
hypotension. The patients, who served as their own
controls, received one intramuscular injection at the same
time each day of 15 mg. methotrimeprazine, 10 mg.
morphine, or a placebo, each drug being administered
eighteen times. Other sedatives, analgesics, and tranquillizers were withheld for 6 hours before the injection
and nothing was given by mouth for the preceding 2
hours. Before the injection and at hourly intervals for
6 hours afterwards the patients were interviewed and
asked to assess the intensity of the pain and to state
whether the "pain relief was greater than 50 per cent.
compared with pre-drug pain". Any side-effects noted
by the patients were also recorded.
Analysis of the results showed that 3 hours after
administration both methotrimeprazine and morphine
were significantly superior to the placebo and indistinguishable from each other in relieving pain. Methotrimeprazine was significantly more effective at the first
hour than the placebo. The total 6-hour scores of 50
per cent. or greater relief showed that both active drugs
were significantly superior to the placebo but were
indistinguishable from each other in their effect.
Methotrimeprazine appeared to have as many undesirable
side-effects as morphine; they were apparent with both
drugs at I and 3 hours after administration. Sideeffects of methotrimeprazine relating to the central
nervous system included vertigo, somnolence, headache,
fatigue, and paraesthsia; they were more common than
gastro-intestinal side-effects, which were nausea, vomiting,
and dryness of the mouth.
The authors consider that these results provide encouragement in the search for a substitute for morphine
Ann F. Tuxford
which is not a drug of addiction.
Acute Leukaemia associated with Phenylbutazone Treatment. WOODLIFF, H. J., and DOUGAN, L. (1964).
Brit. med. J., 1, 744. 3 refs.
Since 1959 a registry of leukaemia and allied disorders
has been kept in Western Australia. Of 55 patients with
acute leukaemia reported up to June, 1963, eight had
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Chronic Synovial Effusions treated with Intra-articular
Radioactive Gold. MAKIN, M., and ROBIN, G. C.
(1964). J. Amer. med. Ass., 188, 725. 2 figs, 7 refs.
This is the authors' second report [for the previous
report see Israel med. J., 1963, 22, 107] on their use, at
Hadassah University Hospital, Jerusalem, of intraarticular injections of radioactive colloidal gold ('98Au)
for chronic synovial effusions. Their series now totals
25 joints (23 knees and 2 ankles) in 22 patients with a
follow-up period of 10 months to 6 years. The usual
amounts of '98Au injected were 10 mc. for knees and 3
mc. for ankles, the dosage being based on an estimate of
the surface area of the synovial membrane of the knee
joint (200 sq. cm.) and a correspondingly smaller value
for the ankle joint.
Apart from a mild reactive increase of the effusion
within a week there were no ill effects, and the last thirteen patients were treated as out-patients. Of eleven
patients with osteo-arthritis of the knee joint in which
excessive synovial fluid had been present from 3 months
to 4 years, nine responded to treatment with disappearance of fluid and two failed to respond. One of these
two patients had shown an initial response to the injection
of 5 mc. '98Au, but relapsed and then failed to respond
to an injection of 10 mc. In two patients with "villonodular" synovitis the effusion was markedly diminished,
but synovial thickening remained. One patient with
rheumatoid arthritis and synovial effusion of 4 years'
duration remained free of excess fluid after a 4-year
follow-up; and in one patient a Charcot-type knee joint
with gross hydrarthrosis remained "dry" and consequently
became increasingly stable (follow-up period 6 years).
Of ten joints affected by "idiopathic hydrops", all except
one were completely cured by the injection. One patient
[clinical diagnosis not stated] had knee-joint effusion
which had persisted despite synovectomy, but responded
to the intra-articular injection of '98Au; subsequent
examination of a biopsy specimen showed reversion of
the histology of the synovium to normal.
(This interesting paper is reduced in value by the lack
of clinical and histological detail concerning the patients

and their diseased joints.]

Allan St. J. Dixon

Allergy to ACTH of Animal and Human Origin. [In
English.] FORsSMAN, O., KORSGREN, M., NORDH, B.,

and PAULSEN, F. (1963). Acta allerg. (Kbh.), 18, 462.

16 refs.
From the Falun and Karlskoga Medical Clinics,
Sweden, the authors report the occurrence of allergic
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been taking phenylbutazone. Two of these had also
received radiotherapy and one had been given phenylbutazone only a short time before the diagnosis was made.
The other five patients, however, had received the drug
continuously or intermittently for over a year before
leukaemia was recognized, and reports of these cases are
now presented in this paper from the Royal Perth Hospital. It is concluded that the association between the
ingestion of phenylbutazone and leukaemia must be
causal, for if it were fortuitous it would imply that some
9 per cent. of the adult population of Western Australia
was taking phenylbutazone.
P. C. Reynell

reactions in thirteen patients receiving prednisolone
therapy with injections of porcine ACTH at 10-day intervals. The reactions usually occurred about half an hour
after the 6th injection of ACTH. Intracutaneous skin
tests were carried out with porcine and human ACTH,
purified human ACTH, highly purified human ACTH,
and ACTH-free human growth hormone. Six patients
gave a positive immediate-type skin response to intracutaneous tests with 1 unit or less of human ACTH
preparation. Patients who did not give a positive skin
reaction to porcine ACTH were not tested with human
ACTH. Passive transfer of ACTH antibodies was
possible in one patient in whom this procedure was tried.
The fact that human ACTH of different degrees of purity
gave similar positive skin responses is held to suggest
that the ACTH hypersensitivity was directed against
determinant groups within the ACTH molecule. (Previously other workers have suggested that allergy to
animal ACTH, although this could be produced by the
hormone itself, is more likely to be due to contaminants
in the preparation from various species.) It does not
follow that the determinant group need be identical with
that part of the molecule which is responsible for the
A. W. Frankland
physiological activity of ACTH.
Vasodilator Effects of Nicotinyl Tartrate (Roniacol
Tartrate). COUNCIL ON DRUGS (1964). J. Amer.

med. Ass., 186, 1013.
According to this short report there is a paucity of
objective evaluations of this drug, but it is probably
equivalent in potency to nicotinic acid, to which it is
converted in the body. It has been widely used in many
vascular diseases in which vasodilatation is required but
it has been found useful only in vasospastic conditions
without organic occlusion. The claim that nicotinyl
tartrate increases cerebral and coronary blood flow has
not been substantiated. Toxicity is low: flushing of the
face is frequent, with occasional tingling of the extremities, nausea, vomiting, and syncope.
J. T. Scott
Trial of Nifenazone (Thylin). HART, F. DUDLEY, and
BOARDMAN, P. L. (1964). Brit. med. J., 1, 1553.
1 fig., 7 refs.
A new member of the pyrazole group of drugsNifenazone-has been tested for its anti-rheumatic properties by the authors. It is claimed to be ten times less
toxic than phenylbutazone, but no clinical trials are
quoted in confirmation of this.
A group of 26 rheumatic patients were given the drug
for 14 days in average dosage of 1 g. daily. In only one
case was symptomatic improvement comparable with
that obtained from phenylbutazone 300 mg. daily. In
eighteen cases symptomatic deterioration occurred.
Side-effects were noted in several of the patients and
included dyspepsia, nausea, and rash, and in one case,
painful ulceration of the mouth.
A double-blind trial was later organized in ten of these
patients for 14 days with similar results.
The authors conclude that Nifenazone is not of significant value in the therapy of chronic rheumatic disorders,
and that side-effects may be expected to follow its use.

W. S. C. Copeman

Functional Lumbosacral Back Support. BATE, J. T.
(1963). J. Bone Jt Surg., 45-A, 1698. 1 fig., 2 refs.
Some patients with persistent low back pain have been
found to benefit from the use of a brace that consists
basically of two posterior metal uprights attached at the
lower end to a sacral pad and at the upper end to a
horizontal metal band. The brace is held in place by
belts attached to each end which fasten in the midline
anteriorly.
A. Garner
A Cervical Collar-Cervical Traction Device. BARNETT,
H. E. (1963). J. BoneJt Surg., 45-A, 1709. 4 figs.
The author describes the construction of an inexpensive
cervical collar support which can also serve as a head
halter for cervical traction. It is made of two parallel
strips of polyurethane joined together at the ends so that
they can be made to form a collar, or slung with one
band under the chin and the other under the occiput to
provide a halter for traction.
A. Garner

Chloroquine Therapy of Sarcoidosis. LEVY, L. (1964).
Amer. Rev. resp. Dis., 89, 105. 4 refs.
In this communication from the Public Health Service
Hospital, San Francisco, the author reports the results
of treatment with chloroquine (250 mg. twice daily) in
four patients with recently diagnosed sarcoidosis. In
one case no improvement was noted after 9 months; in
a second, modest improvement was noted radiologically
after 2 months' treatment; in the remaining two cases
marked improvement was noted, but it is pointed out
that in both these the drug had been discontinued
because of intolerance.
The author suggests that improvement was due to
spontaneous remission of the disease, but that it would
have been attributed to treatment with chloroquine had
the drug been continued. The hazards of limited clinical
trials of this type are emphasized.
T. M. Chalmers
Phenylbutazone Therapy Associated with Leukaemia.
CHALMERS, T. M., and MCCARTHY, D. D. (1964).
Brit. med. J., 1, 747. 7 refs.
A brief report of a patient with rheumatoid arthritis
of several years' duration who developed myelomonocytic leukaemia after treatment with phenylbutazone in
a daily dose of 100-300 mg. for about 21 years. This is
the tenth recorded instance of the association which
appears to include various forms of leukaemia. The
authors end with a plea for the recording of every case
of this type.
J. Ball

Uricosuric Effect of Dicoumarol. CHRISTENSEN, F.
(1964). Acta med. scand., 175, 461. 1 fig., 15 refs.
Detailed studies were made of four men without heart,
liver, or kidney disease, or "predisposition to disorders
of uric acid metabolism". Changes in serum and urinary
urate were followed at intervals of up to 3 to 5 days after
a single dose of dicoumarol, two subjects taking 400 mg.
and two 500 mg.
The excretion and overall clearance of urate rose after
taking the drug; the highest values were roughly double
those of the control period. Plasma uric acid fell by
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about 1 mg./100 ml. The time of the maximum effect
was variable, and was apparently unrelated to the plasma
concentration or urinary excretion of dicoumarol.
As creatinine clearances did not change much, the
authors conclude that the increased urate excretion was
a tubular effect rather than one due to alteration in the
M. R. Jeffrey
glomerular filtration rate.
Sodium Fluoride and Optic Neuritis. GEALL, M. G., and
BEILIN, L. J. (1964). Brit. med. J., 2, 355. 11 refs.
A patient with osteoporosis, having been treated by
parathyroidectomy, supplementary calcium, and vitamin
D without improvement, was given sodium fluoride 20
mg. three times daily for 6 weeks. Investigation of
complaints of poor vision showed bilateral changes of
the optic disk and macular oedema. Eventually the
right disk became atrophic and vision in this eye was
limited to the upper temporal field.
It is suggested that the optic neuropathy may be related
to the enzyme-inhibiting action of fluoride. D. F. Cole

Steroid-induced Glaucoma. LERNER, L. H., STOCKER,
L. L., and GANS, R. I. (1964). J. Mich. med. Soc.,
63, 349. 7 refs.
Ocular Complications from Chloroquine Therapy.
SCRUGGS, J. H. (1964). Tex. St. J. Med., 60, 362.
3 figs, 16 refs.
The Ocular Toxicology of Chloroquine. [In Hungarian.]
GR6sz, I. (1964). Szemeszet, 101, 86.

Chloroquine Retinopathy with Recovery in Early Stages.
CREWS, S. J. (1964). Lancet, 2, 436. 2 figs, 29 refs.
Value and Dangers of Antimalarial Therapy in Arthritis
with Special Relation to the Ophthalmic Complications.
KERSLEY, G. D. (1964). Proc. roy. Soc. Med., 57, 669.
23 refs.

Combination of Anabolic Steroids and Corticosteroids in
the Treatment of Rheumatoid Arthritis. BEATTY, D. C.,
and MASHETER, H. C. (1964). Proc. roy. Soc. Med.,
57, 671. 1 fig., 7 refs.
Some Biochemical Properties and a Possible Mode of
Action of Antirheumatic Drugs. WHITEHOUSE, M. W.
(1964). Acta rheum. scand., Suppl. 8, 5. 9 refs.
Effect of Hormones and Antirheumatic Drugs on Inflammatory Hyperergic Arthritis. (Zur Wirkung von
Hormonen und Antirheumatica auf den Entzundungsvorgang insbesondere die hyperergische Arthritis.)
VON SCHWEINITZ, H. A. (1964). Acta rheum. scand.,
Suppl. 8, 70. 3 figs, 16 refs.

Indomethacin, a Remarkable Antirheumatic Drug.
KELLY, M. (1964). Med. J. Aust., 2, 541. 25 refs.
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Cataract due to Oral Steroid Therapy in a Patient with
Rheumatoid Arthritis. CEBON, L. (1964). Med. J.
Aust., 2, 96. 1 fig., 14 refs.

Ocular Complications of Drug Treatment of Rheumatic
Disorders. HENKIND, P. (1964). Ann. phys. Med., 7,
258. 2 figs, 15 refs.

Arthroplasty of the Elbow in Rheumatoid Arthritis.
HURRI, L., PULKKI, T., and VAINIO, K. (1964). Acta
chir. scand., 127, 459. 8 figs, 10 refs.

Radiotherapy of Scapulo-Humeral Periarthritis. (I1
trattamento roentgenterapico della periartrite scapoloomerale.) SAGGESE, V., and SESSA, G. (1964). Rif.
med., 78, 793. 18 refs.

Controlled Study of Carisoprodol and Aspirin in Periarthritis of the Shoulder and Cervical Spondylosis.
REDDING, J. H. (1964). Practitioner, 193, 331. 5 refs.
Clinical Experience in the Treatment of Lumbar Pain.
(Klinische Erfahrungen in der medikamentosen
Behandlung von Ruckenbeschwerden.) DAHMEN, G.
(1964). Med. Welt (Stung.), No. 31, 1663. 10 refs.
Treatment of Acute Articular Rheumatism in the Adult.
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The authors describe an ingenious and easily assembled
apparatus which may be used to elicit "pain thresholds"
through the delivery of a steadily increasing pressure to a
small area of the pretibial skin.
Compressed air from a cylinder is passed, at a constant rate, through a reservoir bottle and thence to a
control box and inverted syringe, the piston of which
carries a flat metal head, which is applied to the skin.
The pressure delivered is indicated on a mercury manometer, branched on to the circuit.
When the subject feels pain he moves a two-way
switch. This simultaneously closes the tube to the
manometer (by activating a solenoid) and releases air
from the circuit (by activating another solenoid, in
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Development of Malignant Lymphoma in the Course of
Sjogren's Syndrome. TALAL, N., and BUNIM, J. J.
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Sjogren's syndrome is a benign lymphocytic infiltration
of the salivary and lacrimal glands which may be associated with systemic manifestations such as rheumatoid
arthritis, purpura, splenomegaly, and vasculitis. In
addition there is hypergammaglobulinaemia and various
abnormal tissue antibodies are present in the serum.
In this paper from the National Institutes of Health,
Bethesda, Maryland, the authors describe the development of reticulum-cell sarcoma in three patients and
macroglobulinaemia in a fourth out of 58 patients with
Sjogren's syndrome.
Certain features distinguished the four cases which
showed malignant change from the remaining 54 cases;
these included a diminished incidence of rheumatoid
arthritis and a marked increase in the incidence of
splenomegaly and vasculitis. Hypergammaglobulinaemia was present in all 54 benign cases of Sjogren's
syndrome and in two of the four with malignant change.
However, in the third case the y-globulin level was low
and in the fourth there was a progressive fall in the
y-globulin level as the reticulum-cell sarcoma advanced.
The authors suggest that the state of immunological
hyperactivity with proliferation of the immunologically
competent cell is a premalignant state and that physical
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ANNALS OF THE RHEUMATIC DISEASES

or chemical trauma may precipitate the onset of reticuloses. In support of this view they note that three of the
four patients with reticuloses complicating Sjogren's
syndrome had received radiotherapy compared with only
one of the 54 patients with the benign form of the disease.
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