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

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

The abstracts selected for this Journal are divided into the following sections:
Acute Rheumatism Non-articular Rheumatism, including Disk
Rheumatoid Arthritis Syndromes, Sciatica, etc.
Still's Disease Pararheumatic (Collagen) Diseases
Osteo-Arthritis Connective Tissue Studies
Spondylitis Immunology and Serology
Inflammatory Arthritides Biochemical Studies
Gout Therapy
Bone Diseases Other General Subjects

At the end of each section is a list of titles of articles noted but not abstracted.
Not all sections may be represented in any one issue.

Acute Rheumatism
Role of the Streptococcus in the Pathogenesis of Rheumatic

Fever. [In Russian] KOVALEVA, E. V., 9I§OVA, E. M.,
and VVEDENSKAJA, 0. I. (1963). Vop. Revm., 3, 3.
13 refs.
It is generally considered that acute rheumatism is an

infectious-allergic disease and that the (3-haemolytic
streptococcus Type A is the main cause of the disease, but
the part played by other types of streptococcus and by the
different streptococcal antibodies has not been fully
investigated. As it is known that the M antigen is the
factor that determines the virulence of the (3-haemolytic
streptococcus the authors have studied the occurrence of
this antigen in streptococci isolated from the throats of
37 children aged 3 to 14 years suffering from acute rheu-
matism, of whom 23 were in the acute stage and fourteen
in the subacute stage. The M antigen was present in only
six cultures from these patients (16 per cent.), whereas it
was present in 69-2 per cent. of cultures from patients
with scarlet fever and in 30 per cent. ofthose from patients
with chronic tonsillitis. M antibodies were found in the
serum of 33 out of 63 patients suffering from all types of
acute rheumatism (including thirteen with latent rheu-
matism and thirteen with chorea). They were absent in
six of the fourteen cases of subacute or recurrent rheuma-
tism. Sera from patients in the acute stage ofrheumatism
gave positive reactions most frequently with the antigen
ofType C (3-haemolytic streptococcus.

In pharyngeal cultures from the children with rheu-
matism as well as in patients in the control groups
oc-haemolytic streptococci were found more frequently
than (3-haemolytic streptococci. H. W. Swann

Electrocardiographic Study of 29 Cases of Rheumatic
Fever in the Acute Stage. (etude electrocardiograph-
ique de 29 cas de maladie de Bouillaud a la periode
aigue). RIBEYRE, J., BENEVENT, J., and IsORNI, P.
(1963). Arch. Mal. Coeur, 56, 1125.
The authors have studied 29 patients with acute rheu-

matic fever with particular reference to electrocardio-

graphic abnormalities in the early stages of the illness.
Three of these patients had had previous attacks of rheu-
matic fever involving the heart, and this report is mainly
based on the findings in the 26 patients in whom the heart
was not previously known to be affected. The majority
were children or adolescents under the age of 16 years;
24 patients had no previous rheumatic history. All were
under treatment with corticosteroids during the period
of study. An electrocardiogram (ECG) was recorded
daily during the first week and subsequently at frequent
intervals.
Such alterations as were observed in the ECG were

transitory, and occurred early in the illness. Nodal
rhythm (1 case), nodal ectopic beats (2 cases), and the
presence of a wandering pacemaker (1 case) lasted for less
than 48 hours. In ten cases there was evidence of delayed
atrioventricular conduction. Non-specific alterations in
the electrical axis of the heart or negative T waves in the
anterior chest leads which subsequently became positive
were noted in eleven cases, and in eight there was some
temporary prolongation of the Q-T interval. The
authors emphasize that electrocardiographic abnormali-
ties may be missed in patients with acute rheumatic fever
unless the ECG is recorded frequently and at an early
stage in the illness. M. Harington

Isolated or Predominated Tricuspid Stenosis of Rheumatic
Aetiology. (Le retrecissement tricuspidien rhumatis-
mal isol6 ou predominant.) SOULit, P., COLONNA, D.,
FORMAN, J., and DEGEORGES, M. (1963). Arch. MaL.
Coeur, 56, 1230. 12 figs, 25 refs.
Isolated or predominant rheumatic tricuspid stenosis

is a rare condition of which the authors review five cases
reported in the literature and add two of their own.
Exertional dyspnoea is always present, with or without
palpitation. Hepatic pain on exertion is characteristic
but inconstant, as is cyanosis. Shattuck's combination
of pallor with cyanosis and jaundice was not present in
any ofthe cases studied by the authors. The auscultatory
signs resemble those of mitral stenosis and are difficult to
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rheumatic fever in 71 patients, fifty of whom had symp-
toms of mitral stenosis within 5 years of the first attack.
Chorea and subcutaneous nodules were seen only
occasionally (3 per cent. of patients); erythema margina-
tumr was not observed.
Ten patients were asymptomatic, 96 had exertional

dyspnoea, 49 had congestive heart failure, only six had
atrial fibrillation, and thirteen had "angina". There
were 24 patients who were considered to have active
rheumatic disease, while a further 25 had congestive heart
failure without other evidence of carditis. The electro--
cardiogram showed right ventricular hypertrophy in 64
cases, and radiological changes consistent with pulmonary
hypertension were present in 68. In over two-thirds of
the 62 patients in whom cardiac catheterization was
carried out the mean pulmonary arterial pressure was
raised and 60 per cent. had a wedged pressure exceeding
20 mm. Hg. The cardiac output was normal in 80 per
cent. In almost two-thirds of the patients the pulmonary
vascular resistance was grossly abnormal. The mitral
valve area was estimated to be less than 1 sq. cm. in most
of the cases. A group of patients is described, dusky in
appearance, due to a combination of pallor and cyanosis,.
who had pulmonary vascular obstruction with some
arterial unsaturation, and on catheterization tended to
develop pulmonary oedema and systemic hypotension.
At operation eighteen out of 23 patients had a stenosed

mitral valve which obstructed the passage of the tip of
the index finger and seventeen had a large pulmonary
arterial trunk with a relatively small aorta; only one
patient had any "calcification". Histologically, speci-
mens from these surgical cases and from a further eight
seen at necropsy showed Aschoff systems in the atrial
appendages. There was medial hypertrophy and intimal
thickening in the smaller branches of the pulmonary
arteries, arterioles, and venules. The alveolar capillaries.
showed rigidity and sclerosis. The smooth muscle of the:
bronchiolo-alveolar system was greatly hypertrophied
and occasionally extended even into the alveolar septa.
The authors suggest that the young age of the patients-

seemed to negative the assumption that in mitral stenosis.
angina might be due to coincidental coronary arterial
disease, and supported Wood's view that angina in mitral
stenosis is due to functional impairment of the coronary
flow caused by limitation of the cardiac output. The
authors also suggest that the gross pulmonary vascular
changes are a hypersensitivity or tissue response to a
fulminating rheumatic process. The hypertrophic
muscle bands in the lungs are considered to be a response
to high vascular pressures; their precise significance,.
however, is not known. Ann F. Tuxford

Multiple Infections in Acute Respiratory Disease. II_
Gamma Globulin Disturbances in Dual Infections and
Possible Significance in Acute Rheumatic Fever. LYTLE,
R. I., PIERCE, W. E., and CRAwFORD, Y. E. (1963)_
J. infect. Dis., 113, 123. 6 figs, 14refs.
In this interesting study reported from the U.S. Naval

Hospital, Great Lakes, Illinois, the serum protein patterns.
as seen on paper strip electrophoresis, were determined
in 107 consecutive patients with acute respiratory disease.

interpret; the murmurs occur at maximum intensity in the
midline or along the left paramedian line and may be
accentuated during or at the end of inspiration. By means
of an intracardiac micromanometer the authors were able
to record a rough mid-diastolic bruit reinforced by a soft
presystolic murmur; an abrupt, loud first sound, and a
split second sound. These findings were confirmed by
phonocardiography. The venous signs occur only when
there is a normal cardiac rhythm, are inconstant, and
may resemble those present in other conditions. The
jugular veins are turgescent. Records of venous or
hepatic pulsations show presystolic giant "a" waves with
preservation of the "x" depression and a feeble declina-
tion of the "y" depression. On radiological examination,
enlargement of the right atrium is more conspicuous the
more isolated the lesion and is best seen in the left anterior
oblique position. Barium swallow studies demonstrate
the absence of enlargement of the left atrium. Valvular
calcification is never seen. The lung fields are unusually
clear. Angiograms confirm the existence of right atrial
enlargement and reveal that of the superior vena cava.
In the electrocardiogram tall, sharp P waves suggest right
atrial hypertrophy which is significant in the absence of
right ventricular hypertrophy.

Evidence of rheumatism as an aetiological factor was
absent in four of the five cases in the literature and was
only "probable" in the authors' two cases. A rheumatic
aetiology can be suspected if other valvular lesions are
discovered either at necropsy or during commissurotomy
of the tricuspid valve. The authors found an associated
mitral valvular lesion in both their cases after combined
catheterization of the right and left sides of the heart, a
technique they consider to be invaluable. Catheterization
ofthe right side ofthe heart gives evidence ofpredominant
tricuspid stenosis when there is a fall of pressure between
the right atrium and right ventricle throughout diastole;
this may be accentuated by forced inspiration or effort.
Catheterization of the left side will confirm the presence
or absence of an associated mitral valvular lesion. In
the latter case other rare conditions, such as intra-atrial
myxoma, lupus erythematosus, and carcinoid, and the
possibility of bacterial endocarditis must be excluded
before rheumatism is accepted as the cause of the tricuspid
lesion. The authors' two patients were not treated
surgically because reports of the beneficial results of
surgery for this condition have not been convincing.
Commissurotomy may give rise to massive post-operative
tricuspid incompetence, and as isolated or predominant
tricuspid stenosis is relatively well tolerated there is a risk
that the patient's condition after operation may be worse
than it was before. E. S. Wyder

Juvenile Mitral Stenosis in India. Roy, S. B., BHAT1A,
M. L., LAZARO, E. J., and RAMALINGASWAMI, V. (1963).
Lancet, 2, 1193. 5 figs, 16 refs.
The clinical features of juvenile mitral stenosis as seen

in India are described in this paper from the All-India
Institute of Medical Sciences, New Delhi. The clinical
material consisted of 108 patients (66 boys and 42 girls,
under 20 years of age) with pure or predominant mitral
stenosis. There was a history of at least one attack of
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ANNALS OF THE RHEUMATIC DISEASES

diagnosed on clinical, cultural, and/or serological grounds
and compared with those of fifty healthy recruits with no
evidence of respiratory infection. Sera were obtained on
the first day of the study and again 21 days later, and
antibody responses determined to adenovirus, influenza
Type B virus, and Group-A 5-streptococcus either alone
or in dual combination. In patients simultaneously
infected with adenovirus and streptococcus a significant
increase in y-globulin level was seen in 50 per cent. of
cases; no such increase occurred in cases infected with
streptococcus or influenza virus alone or with influenza
and adenovirus together, while a moderate y-globulin
response was seen in cases infected with adenovirus alone.
Combined infection with influenza Type B virus and
Group-A (-streptococcus did not occur. A similar
y-globulin response to that of the patients doubly infected
with streptococcus and adenovirus was seen in 35 patients
with acute rheumatic fever, but the authors state that the
serological data obtained did not indicate that adenovirus
was a co-partner ofstreptococcus in this disease.

E. G. L. Bywaters

Rheumatic Valvular Disease and Pulmonary Tuberculosis.
(Cardiopatie valvolari reumatiche e tuberculosi pol-
monare.) PASTEGA, G., and PoLo, L. (1963). G.
ital. Tuberc., 17, 229. 41 figs, bible.

Disturbances of A-V Conduction in Rheumatic Fever.
(Sui disordini della conduzione A-V nella malattia
reumatica.) COMPARINI, A., and CIRRI, G. P. (1963).
Settim. med., 51, 1261. Bibl.

Social Class and Ethnic Origin of Jerusalem School-
children with Rheumatic Heart Disease. Hopp, C.
(1963). Israelmed.J.,22,225. 12refs.

Clinical, Evolutive, and Social Aspects of Cardiovascular
and Articular Symptomatology in Subjects with a past
History of Rheumatic Fever. (Aspetti clinico-evolutivi
e sociali della sintomatologia cardiocircolatoria ed
articolare in soggetti con progressa malattia reumatica.)
BATINI, F., and LIBERATI, E. (1963). G. Clin. med.,
44,995. 7refs.

Aetiopathogenesis of Rheumatic Fever. (L'eziopatogenesi
della febbre reumatica.) CIMMINO, A. (1963). Clin.
ter., 27, 437.

Treatment of Rheumatic Fever. (Terapia della febbre
reumatica.) SULLI, G. (1963). Clin. ter., 27,454.

Rheumatic Fever in Infancy. (La malattia reumatica
nell'infanzia.) RAGAZZINI, F. (1963). Riv. Clin.
pediat., 72, 57. 1 fig., 298 refs.

Chorea Minor (Clinical, Biological, and Electro-encephalo-
graphic Considerations). CORBELLA, T., TOMASELLI,
R., and Rossi, L. (1963). Acta neural. beig., 63, 923.
2 figs, 19 refs.

Rheumatoid Arthritis

Rheumatoid Arthritis of Cervical Spine. BLAND, J. H.,
DAVIS, P. H., LONDON, M. G., BUSKIRK, F. W. VAN,
and DUARTE, C. G. (1963). Arch. intern. Med., 112,
892. 4 figs, 13 refs.
At the University of Vermont College of Medicine,

Burlington, an analysis of 100 cases ofproven rheumatoid
arthritis showed that there were radiological signs of
involvement of the cervical spine in 86 cases. The sex
distribution and age of onset in these cases was as would
be expected in rheumatoid arthritis, but correlation was
detected between the duration of the disease and involve-
ment of the cervical vertebrae. In some 35 per cent of
affected cases the latex agglutination test gave a negative
result. Subcutaneous nodules were present in 38-3 per
cent., but some of the patients had minimal peripheral
joint changes. The authors point out that clinical
symptoms do not necessarily accompany even extensive
cervical involvement.

Subluxation of the upper cervical vertebrae was found
not to be uncommon, but it is emphasized that for accurate
diagnosis of this condition lateral radiographs of the neck
in both flexion and extension are necessary. In several
such cases no clinical symptoms were produced. In
others there was severe and persistent pain which was
often referred to the occipital, temporal, and retroorbital
regions and was increased by movement of the neck and
coughing. Neurological signs affecting chiefly the upper
extremities were sometimes present. The local treatment
of cervical rheumatoid arthritis is by immobilization by
means of a collar or, if subluxation is severe and dan-
gerous, spinal fusion. The authors state that in most cases
the condition responds surprisingly well to immobiliza-
tion for a few months. W. S. C. Copeman

Arthritis Mutilans and Psoriasis. GOLDING, D. N.,
BAKER, H., and THOMPSON, M. (1963). Ann. phys.
Med., 7, 133. 5 figs, 17 refs.
Although arthritis mutilans is generally uncommon, it

appears to occur more frequently in the presence of
psoriasis than in its absence. At the Royal Victoria
Infirmary, Newcastle upon Tyne, the authors have found
twelve cases of gross destruction of multiple joints of the
hands and feet in a series of sixty patients with psoriasis
and seronegative arthritis. Clinically, these cases differed
in certain important features from non-psoriatic arthritis
mutilans. The sex ratio was almost equal (five males and
seven females), pain was often slight in the presence of
gross joint changes whose progression to mutilation was
frequently rapid, and bony ankylosis was common. In
contrast, the non-psoriatic variety occurs predominantly
in females and the pain is severe, progression slow, and
ankylosis rare. Onset, exacerbations, and remissions of
skin and joint changes were frequently coincidental. Of
the sixty patients, fifteen were found to have sacroiliac
changes and nine of these had arthritis mutilans. Sacro-
iliac involvement occurs at a later age in psoriatic arthritis
than in ankylosing spondylitis. Radiologically, there
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Rheumatoid Disease in Children. LAURIN, C. A., and
FAVREAU, J. C. (1963). Canad. med. Ass. J., 89, 288.
15 figs, 78 refs.
This review concerns 102 patients discharged from the

St. Justine Hospital, Montreal, between 1940 and 1960
with a discharge diagnosis of infantile or juvenile rheu-
matoid arthritis. However, thirty records had to be
discarded because of inadequate documentation, 27 were
excluded because follow-up revealed different diagnoses
(not stated), and only 31 of the remaining 45 cases had a
well-documented follow-up of 1 year or more. Thirteen
out of thirty cases started during the first 2 years of life
the youngest at 2 months of age. Fever was seen in 55
per cent., rash in 35 per cent., and eye lesions in three
cases. Joints were affected at onset in 80 per cent. of
cases-mostly the knees. A painful torticollis was
occasionally the first clinical manifestation, but neck
involvement was found in 40 per cent. at follow-up.
Generalized growth defect was noted in 13 per cent.,
local shortening in 10 per cent., local lengthening in 3
per cent., and local premature ossification of epiphyses
in 30 per cent. The rheumatoid factor was positive in
13 per cent. Systemic manifestations went with a poor
prognosis. 50 per cent. of all cases made a complete
functional recovery, 25 per cent. were left with moderate
disability, and 25 per cent. with crippling disability.

E. G. L. Bywaters

Osteo-Arthritis

Current Concepts in Therapy. Cervical Osteo-arthritis
(concluded). RowE, C. R. (1963). New Engl. J. Med.,
268, 1351. 3 figs, 6 refs.
In this article from Boston, the author reviews current

methods of treatment of cervical osteo-arthritis. In the
early stages, he advocates the use of local heat, salicylate
analgesics, and remedial exercises, together with the use
of a felt Thomas collar for short periods. Cervical
traction is also recommended, care being taken to avoid
traction in extension. Prolonged treatment with dia-
thermy or immobilization should be avoided if a normal
range of movement is to be preserved.
For patients who do not respond to this conservative

regime, investigation in hospital is recommended to
exclude conditions other than osteo-arthritis. There-
after paravertebral injections of local anaesthetics and
steroids may prove beneficial, and manipulation under
general anaesthesia may help the patient who has not
responded to simpler measures and who is free from signs
of motor root pressure.

Surgery should be considered for the patient who has
unrelieved occipital, shoulder, and arm pain, or who has
signs of persistent or increasing muscle weakness. In
recent years, results following anterior-interbody fusion
have been promising. Laminectomy and foramenotomy
are indicated for relief ofnerve root pressure.
The majority of patients improve with conservative

measures, which should be given fair trial before the
more complicated forms oftreatment are considered.

T. M. Chalmers

was tapering of the phalanges, metacarpals, and meta-
tarsals, massive osteolysis, and concomitant new bone
formation as well as bony ankylosis of the small joints.

D. Preiskel

Anatomical Study of the Cervico-occipital Articulation in
Chronic Rheumatoid Arthritis. (Etude anatomique
d'une charniere cervico-occipitale au cours d'une
polyarthrite chronique rhumatismale.) SERRE, H.,
RABISCHONG, P., SIMON, L., and JANBON, C. (1963).
Rev. Rhum., 30, 648. 3 figs, 1 ref.

Polyarthritis and Pulmonary Silicosis. (Polyarthrite et
silicose pulmonaire.) GUtRIN, C. (1963). Rev.
Rhum., 30, 651. 22 refs.

Treatment of Rheumatoid Arthritis. (Terapia dell'artrite
reumatoide.) MEssINI, M. (1963). Clin. ter., 27, 469.

Rheumatoid Arthritis and Non-tuberculous Miliary Disease
(Polyarthrite chronique 6volutive et miliare non tuber-
culeuse.) GRAILLY, R. DE, LEURET, J. P., BiEssy, R.,
LATAPIt, J. L., and LAUBIE, B. (1964). J. Mid.
Bordeaux, 141, 43. 6 refs.

Personality Patterns of Rheumatoid Arthritic Patients.
NALVEN, F. B., and O'BRIEN, J. F. (1964). Arthr. and
Rheum., 7, 18. 22 refs.

Rheumatoid Arthritis, Baker's Cyst, and "Thrombophle-
bitis". GOOD, A. E. (1964). Arthr. and Rheum., 7,
56. 4 figs, IO refs.

Place of Surgery in Rheumatoid Arthritis. BASTOW, J.
(1964). Proc. roy. Soc. Med., 57,64. 9 refs.

Still's Disease

Pericarditis in Juvenile Rheumatoid Arthritis. LIETMAN,
P. S., and BYWATERS, E. G. L. (1963). Pediatrics, 32,
855. 7 refs.
Over the course of 15 years pericarditis has been found

in 24 out of285 children with juvenile rheumatoid arthritis
at the Canadian Red Cross Memorial Hospital, Taplow,
Bucks. The diagnosis was made clinically in twenty (7
per cent.), in one of whom it was confirmed at necropsy;
in four others it was first made at necropsy. The children
with pericarditis did not differ from the remainder in age
or sex. Pericarditis was found at all ages, and was
usually accompanied by fever, leucocytosis, and a raised
erythrocyte sedimentation rate; these children were liable
to have lymphadenopathy, rash, and amyloidosis. Peri-
carditis usually followed arthritis by intervals up to 8
years, and the arthritis was not unusually severe in these
children. The pericarditis was often symptomless and
transient. Cardiographic and radiological changes were
commonly found, and the former were often the last to
disappear. Three children had, for a time, signs of
tamponade; this was never severe and none developed
constrictive pericarditis. J. A. Cosh
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ANNALS OF THE RHEUMATIC DISEASES
Osteo-arthritis and its Management. (La malattia

artrosica e la sua cura.) Ricci, G. (1963). Clin. ter.,
27, 524.

Clinical and Therapeutic Aspects of Degenerative Arthritis
of the Hip Joint. (Consideraciones clinics y tera-
peuticas sobre las artropatias degenerativas de cadera.)
SANCHEZ CARRAL, B. (1964). Bol. cult. Cons. Col.
mid. Esp., 27, 7. 4 figs.

Introduction to the Study of Post-traumatic Osteo-arthritis
of the Hip. (Introduction a l'6tude des coxarthroses
post-traumatiques.) RUELLE, M., VERHEUGEN, P.,
RAYNAL, L., and DuBois, J. L. (1963). Rev. Rhum.,
30, 613. 6 figs, 20 refs.

Osteo-arthritis of the Hip. (Die Coxarthrose.)
THURNER, J. (1964). Wien. klin. Wschr., 76,93.

Pathological Physiology and Surgical Treatment of Osteo-
arthritis of the Hip. (Zur Pathophysiologie und
chirurgischen Therapie der Coxarthrose.) LEON-
HARDT, H. (1964). Wien. klin. Wschr., 76, 103.

Laboratory Aspects of the Treatment of Degenerative
Osteo-arthritis in the Warm Springs at Tiberias.
ADLER, E., BUCHMANN, M., CHACO, J., and FELDMAN,
N. (1963). Israel med. J., 22,257. 2 figs, 9 refs.

Subluxation of the Cervical Spine due to Osteo-arthritis.
(Luxation cervicale par arthrose.) CosTE, F., WEIss-
ENBACH, R., and KURC, D. (1963). Rev. Rhum., 30,
646. 2 figs.

Spondylitis
Destructive Inflammation of the Spine in Ankylosing

Spondylitis. (Spondylites destructives dans la spondyl-
arthrite ankylosante.) COSTE, F., DELBARRE, F.,
CAYLA, J., MASSIAS, P., and BEASLAY, E. (1963).
Presse med., 71, 1013. 14 figs.
Among 171 persons treated as in-patients for spondyl-

arthritis at the Rheumatology Clinic of the H6pital
Cochin, Paris, the authors found a 10 per cent. incidence
of destructive arthritic changes. The disparity of this
figure with those of other surveys is discussed. The
authors, emphasizing that the early radiological appear-
ance is that of osteitis, proceed to exclude trauma, steroid
therapy, and x-ray treatment of pre-existing ankylosing
spondylitis as the main aetiological factors. The varied
radiological appearances of destructive arthritis are
described, as is also the differential diagnosis from
tuberculosis of the spine, rheumatoid arthritis of the
spine, pseudo-tubercular osteo-arthritis, and infective and
osteochondritic lesions. W. T. Menke

Ankylosing Spondylitis associated with Regional Enteritis.
STEWART, J. S., and ANSELL, B. M. (1963). Gastro-
enterology, 45,265. 2 figs, 10 refs.
The authors describe two cases of ankylosing spondy-

litis associated with regional enteritis. In one, during

the course of severe regional enteritis, both the spine and
the peripheral joints have become affected, and mainten-
ance steroid therapy in the form of methyl prednisolone
acetate is still required for relief of the arthritis. In the
other, the ankylosing spondylitis antedated the regional
enteritis and has run a relatively benign, self-limiting
course.-[Authors' summary.]

Ankylosing Spondylitis in Children and Adolescents.
JACOBS, P. (1963). Arch. Dis. Childh., 38, 492. 8 figs,
7refs.
It is pointed out that ankylosing spondylitis usually

affects young men, though older men and both young
and middle-aged women may suffer from the condition.
At the Royal Orthopaedic Hospital, Birmingham, the
author has seen three patients with ankylosing spondylitis,
two of them females, in whom symptoms were first
manifest at the age of 10, 11, and 15 years respectively.

It was found that in all the cases attacks of pain and
stiffness, the pre-spondylitic syndrome, were followed by
a latent period of some years before the florid phase of
continuous symptoms and general illness developed.
This in turn was succeeded by a stage of declining activity
and minor relapses. The author states that the estab-
lished lesion in the sacroiliac joints is usually but not
necessarily bilateral and symmetrical. Ankylosing
spondylitis can readily be diagnosed radiologically in
adults, but not in children. The pathological adult
sacro-iliac joint resembles the healthy adolescent joint.
The most useful early sign in a young patient is the
presence of peri-articular sclerosis, but unfortunately this
may also be found in other conditions.

It is suggested that ankylosing spondylitis should be
considered when a child complains of "growing pains"
and a thorough investigation should be carried out if
there is the slightest radiological change in the sacro-iliac
joint. S. Neill

Paroxysmal Nocturnal Haemoglobinuria associated with
Bechterew's Disease. (Paroxysmale nachtliche Hamo-
globinurie, vergellschaftet mit Morbus Bechterew.)
DENNIG, H., BECKER, F., and THALER, A. (1964).
Munch. med. Wschr., 106, 1 1 1. I fig.

Rheumatoid Spondylitis and Ulcerative Colitis. SERRE,
H., and SIMON, L. (1964). Rheumatism, 20, 13. 1 fig.,
23 refs.

Anatomical Lesions of the Vertebrae in Ankylosing Spondy-
litis. (A propos des lesions anatomiques des vertebres
dans la spondylarthrite ankylosante.) COSTE, F.,
LAURENT, F., ILLOUZ, G., MAZABRAUD, A., and
LEBEUX, Y. (1963). Rev. Rhum., 30, 593. 18 figs.

Inflammatory Arthritides
Light- and Electron-microscope Findings on Jejunal Biopsy

in Whipple's Disease: Studies before and after Anti-
biotic Therapy. PEREZ, V., SCHAPIRA, A., PELLEGRINO,
A. I. DE, RYBAK, B. J., and LARRECHEA, I. DE (1963).
Amer. J. dig. Dis., 8,718. 8 figs, 10 refs.
The authors, writing from the Institutos Nacionales de

la Salud, Buenos Aires, describe the findings in two cases
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not from liver and kidney. Patients with ankylosing
spondylitis showed a similar reaction. It is concluded
that there is a group of disorders associated with an
auto-immune reaction and related to prostatic inflamma-
tion. A. G. Cross

Acromegalic Arthropathy. GOOD, A. E. (1964). Arthr.
and Rheum., 7, 65. 4 figs, 12 refs.

Alcaptonuric Arthropathy. (L'artropatia alcaptonurica.)
SECONDO, G. (1963). Reumatismo, 15, 355. 11 figs,
bibl.

Gout

Gouty Arthritis of the Hip Joints. WISSINGER, H. A.
(1963). J. BoneJt Surg., 45A, 785. 3 figs, 3 refs.
This single case report concerns a man aged 33 years

who showed involvement of the hip joints as an unusual
manifestation in the early stages of gout.
The patient was admitted to hospital during an acute

attack of gout affecting the metatarsophalangeal joint of
the left big toe; there was a history of a similar episode of
pain in the same toe 18 months previously. Laboratory
investigations after admission showed persistently raised
serum uric acid levels and an increased erythrocyte sedi-
mentation rate. Pain and inflammation in the toe
subsided on colchicine therapy.
There was also a 10-month history of dull aching pain

in the region of both greater torchanters and in both
inguinal areas, associated with limitation of movement
at the hips. The clinical features of the hip involvement
were not typical of gout, in that the condition did not
respond to colchicine and was characterized by constant
pain, which came on insidiously and was never acute.
Radiology of both hips and of the pelvis revealed no
diagnostic abnormalities. Open biopsy of one hip joint
was performed in order to establish a definite diagnosis.
The synovial tissue showed histological changes consist-
ent with gout, and a strongly positive special staining
reaction for urates confirmed this diagnosis.

G. Meachim

Treatment of Gouty Arthritis. (Terapia dell'artropatia
gottosa.) MECCOLI, V. (1963). Clin. ter., 27, 516.

Bone Diseases
Primary Osteonecrosis of the Femoral Head in the Adult.

I. Symptoms. (Ost6ondcrose primitive de la tate
femorale chez l'adulte. I. Aspects symptomatiques.)
SERRE, H., and SIMON, L. (1962). Rev. Rhum., 29,
527. 9 figs.
The authors discuss 37 cases of primary osteonecrosis

of the head of the femur. They distinguish three stages:
(1) There is characteristic pain, frequently of sudden

onset, but few clinical signs and a normal radiological
picture.

(2) Within the following 2 to 6 months there follows
the second stage, with radiological evidence of bone

of Whipple's disease both during the acute phase of the
disease and after antibiotic therapy. Particular attention
was paid to bacteria-like bodies, interest in which as a
cause of Whipple's disease has recently been revived.
The first patient, a man aged 57 years, had three

relapses while on glucocorticoid therapy, but improved
suddenly when penicillin and streptomycin were sub-
stituted. This treatment was continued for 45 days, and
on the 6th day was supplemented by tetracycline, which
was continued for 21 months. During the treatment he
gained 40 lb. (18-143 kg.) in weight. The second patient,
a man of 48, also improved on antibiotic treatment and
gained 46 lb. (20- 865 kg.) in weight.

In each case jejunal biopsy was performed both before
and after treatment. Light microscopy of the pretreat-
ment specimens showed clubbing of intestinal villi, many
foam cells, and few lymphocytes and polymorphonuclear
leucocytes in the stroma. The foam cells were stained
by periodic-acid-Schiff (P.A.S.) stain and positively
stained granules were also present outside the cells.
Electron microscopy showed normal microvilli and no
bacillifoam bodies in the epithelial layer. Rod-shaped
bacteria-like bodies were present in the lamina propria;
they measured 200 m[L in diameter and 1-3 to 1-7 p. in
length and showed a capsule, a clear core, and a row of
osmiophilic granules adjacent to the inner membrane,
giving a cogwheel appearance. P.A.S.-positive histio-
cytes were diffusely distributed in the lamina propria,
and in the cytoplasm of these cells were numerous round
encapsulated bodies with a diameter of 250 to 700 mV.
and larger, rounded membranous bodies measuring 3 to
5 ji. The latter were surrounded by a membrane and
also contained a network of membranes in which
bacilliform bodies with different degrees of alteration
could be recognized. In the histiocytes were also seen
transitional bodies which were surrounded by a mem-
brane and within which were structures resembling the
encapsulated bodies.

After treatment clubbing of the intestinal villi was
diminished or absent; P.A.S.-positive histiocytes were
less numerous or were not demonstrable in some villi.
By electron microscopy bacilliform bodies were no longer
recognizable; P.A.S.-positive histiocytes were completely
different in appearance, mitochondria and reticulum were
more abundant, and only a few empty vesicles without
capsules could be seen.

In their discussion the authors support the current
view that the bacilliform bodies may be microorganisms
and state that the various appearances seen are to be
interpreted as reflecting stages of a phagocytic process
The clinical and morphological evidence uncovered
suggests that microorganisms play a part in the aetiology
of Whipple's disease. F. Hillman

Auto-immunity in Reiter's Syndrome. GRIMBLE, A.
(1963). Brit. J. vener. Dis., 39, 246. 4 refs.
No infective organism which can be regarded as the

cause of this condition has been isolated. The author
investigates possible auto-immunological factors. It has
been shown that the serum of patients with Reiter's
disease reacts to antigens from prostate gland tissue, but
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ANNALS OF THE RHEUMATIC DISEASES

damage, typically with decrochage of a fragment, and/or
increased density of bone, often following transitory
rarefaction. At this time there is characteristically pain
on weight-bearing and diminished rotational movement
at the hip.

(3) After upwards of a year, there is definite functional
disability, and there may be definite (dissection of a
portion of bone) "osteochondritis desiccans", or geode
formation. As in the second stage, tomograms may be
required to show the true picture. Thereafter osteo-
arthritis follows inevitably.
The condition is frequently bilateral. The authors

note the infrequency of access to histological material;
when it is available, the appearance is one of true osteo-
necrosis, with late degeneration of the articular cartilage,
and some evidence of inflammation. The vessels of the
round ligament appear normal. W. T. Menke
II. Aetiology and Pathogenesis. (II. P-tiologie et patho-

genie.) SERRE, H., and SIMON, L. (1962). Rev.
Rhum., 29, 536. 84 refs.
The patients investigated in several series, including a

personal one of 37 cases from the Rheumatology Clinic
at Montpellier, were mainly over the age of 40 years, 80
per cent. of them being males. Bilateral involvement
was common, and concurrent affection of the femoral
condyles and of the humerus was likewise noted in a few
instances. In familial cases it would appear that there
is generally a predisposing dysplasia, e.g. a coxa valga
which is hereditary.
The authors discuss the aetiological role of anatomical

factors and also the possible importance of obesity, gout
atherosclerosis, diebetes mellitus, alcoholism, hepatic
cirrhosis, various allergies and dermatological conditions,
and of the collagen diseases (e.g. polyarteritis and dis-
seminated lupus erythematosus), and of various infective
conditions (e.g. brucellosis and tuberculosis). They lay
stress upon the frequency (up to 36 per cent.) with which
the onset of the condition is found to have been preceded
by corticotherapy for a pre-existing illness; this included
all the dermatological cases. Industrial micro-traumata
(e.g. from the use of a mechanical pick) and venous
thrombosis would appear to be other immediate causes.
Pertrochanteric phlebography and lower-limb lympho-
graphy show respectively pooling of the injected sub-
stance, and richness of lymphatic collaterals. The
authors were unable to find in the cases studied any
arterial condition which could account for the osteo-
necrosis. W. T. Menke

Primary Osteonecrosis of the Femoral Head and Con-
genital Malformation of The Hip. (Osteonecrose
primitive de la tate femorale et malformation con-
genitale de la hanche.) COSTE, F., MASSIAS, P., and
CHAFI-ZADEH (1962). Rev. Rhum., 29, 575.
Of 58 adult patients with primary necrosis of the

femoral head, 33 presented with congenital dysplasis,
most commonly coxa valga. Radiological examination
showed a congenital malformation in 45 (52 per cent.)
of the hips studied. W. T. Menke

New Anabolic Agent (17-hydroxy, 17-methyl, 2-oxy
androstanone-3) in the Treatment of Osteoporosis and
Osteomalacia. (Un nouvel anabolisant: L'hydroxy-17
b&a-methyl-17 oxy-2 androstanone-3 dans le traite-
ment des osteoporoses et des osteoporomalacies.
ISEMEIN, L., and TABAU, R.-L. (1963). Presse mid.,
71, 1319. 5 refs.
The authors, working at the Marseille Rheumatism

Centre, investigated the action of this androgen (8075
CB), and found it to be effective orally, with minimal
digestive disturbance, in the treatment of osteopathies
rarefiantes diffuses-i.e. osteoporosis and osteomalacia.
There was definite clinical improvement, with gain of
weight and without obvious masculinization of post-
menopausal female patients. In ten osteoporotic patients
it was found that calcinuria was diminished, whilst tests
of the miscible calcium, before and after administration
of 8075 CB, using (isotopic) determination of Ca47,
showed that 60 min. after administration of the latter,
there was a definite increase in its uptake in the treated
patients. This was true for two patients previously
classed as suffering from osteomalacia, the isotope test
in these cases being relatively unaffected by concomitant
renal lesions. W. T. Menke

Treatment of Osteoporosis with Large Doses of Calcium.
(Traitement des osteoporoses par les hautes doses de
calcium.) Hioco, D., SAMUEL, J., and SEZE, S. DE-
(1963). Rev. Rhum., 30, 601. 16 figs, 18 refs.

Appearances of Ischaemic Necrosis of the Femoral Head
in Cases of Inflammation and Arthritis of the Hip Joint.

(Images de necrose ischemique de la tete femorale au
cours des coxites et des coxarthroses.) SE7ZE, S. DE,
LEQUESNE, M., WELFLING, J., JURMAND, S.-H., and
D'ANGLEJAN, G. (1962). Rev. Rhum., 29, 554. 6 figs,
5 refs.

Symptoms of Diffuse Articular Chondrocalcinosis: with
Reference to Five Pseudo-gouty Cases. (Aspect
symptomatique de la chondrocalcinose articulaire
diffuse: cinq observations A forme pseudo-goutteuse.)
SERRE, H., SIMON, L., and SANY, J. (1963). Bull. Soc.
med. H6p. Paris, 114, 1133. 4 figs, bibl.

Surgically-treated Pseudo-tumoural Inflammatory Epi-
duritis, Ankylosing Spondylitis, and Ankylosed Hyper-
ostosis. (Epidurite inflammatoire pseudo-tumourale
operee, spondylarthrite ankylosante et hyperostose
ankylosante.) ORDONNEAU, P., and AMIOT, D. (1963).
Rev. Rhum., 30, 586. 5 figs, 16 refs.

Causal Relations of Rheumatoid Disintegration of Juxta-
articular Bone Trabeculae. SOILA, P. (1963). Acta
rheum. scand., 9, 231. 5 figs, 15 refs.

Non Articular Rheumatism
Calcification of the Cervical Intervertebral Disk. MORRIS,

J., and NIEBAUER, J. (1963). Amer. J. Dis. Child., 106,
295. 5 figs, 15 refs.
The authors describe two children with transient

330

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.23.4.324 on 1 July 1964. D
ow

nloaded from
 

http://ard.bmj.com/


of Pennsylvania, Philadelphia. The cervical spine was
studied radiologically in 160 asymptomatic persons who
denied any history of cervical or arm pain. Radio-
logical assessment showed that degenerative changes of
the cervical column increased with age, and that by the
seventh decade 75 per cent. of the asymptomatic subjects
had radiological alteration of the intervertebral spaces.
Interspace changes were commonest between the fifth
and sixth and between the sixth and seventh cervical
vertebrae. Radiological changes at the postero-lateral
margins of the vertebral bodies and narrowing of the
intervertebral foramina also showed a peak incidence at
these cervical levels, but degeneration of the articular
processes showed a different pattern of distribution.

92 of the asymptomatic subjects were compared with
a group of patients (matched as to age and sex) with
cervical pain and symptoms of root compression.
Although the incidence of narrowing at the fifth-sixth
and sixth-seventh cervical interspaces was higher in the
symptomatic than in the asymptomatic group, there was
no difference between the two groups in the incidence of
changes at the postero-lateral margins of the vertebral
bodies, the intervertebral foramina, or the posterior
articular processes. The authors conclude that the
general similarity between the asymptomatic and the
symptomatic groups throws doubt on the relative value
of radiology in determining the clinical significance of
degenerative disease of the cervical spine. G. Meachim

Dupuytren's Disease and Diabetes Mellitus. (Malattia
di Dupuytren e diabete mellito.) Ricci, N., and
TOVANELLA, B. (1963). Minerva med., 54, 3272. 2
figs, 13 refs.
This paper from the Institute of Special Medical Path-

ology of the University of Ferrara concerns the possible
link between diabetes mellitus and Dupuytren's contrac-
ture. Of 297 male diabetics examined, 44 (14- 8 per cent.)
had Dupuytren's contracture compared with 34 (6- 8 per
cent) among 508 non-diabetic males; of 507 female
diabetics 35 (6-9 per cent.) had Dupuytren's contracture
compared with six (1 per cent.) among 590 non-diabetic
females (Dupuytren's contracture is comparatively rare
in women). The authors consider that, statistically,
these findings confirm the existence of a connexion
between the two diseases. They did not determine
whether this connexion is of a genetic nature, although
this possibility is mentioned. V. C. Medvei

Common Degenerative Diseases of the Ageing Spine.
BICK, E. M. (1964). Geriatrics, 19, 35. 1 fig., 35 refs.

Cervical Spine Studies in Older People. ANDERSON,
W. F. (1964). Rheumatism, 20, 7. 9 refs.

Rupture of the Calcified Anterior Spinal Ligament in the
Thorax. EVANS, H. W. (1964). Arthr. and Rheum.,
7, 51. 2 figs, 12 refs.

cervical calcification, and review nineteen other cases of
children with this condition previously reported in the
literature.
The age range in the reported cases is 2 to 11 years,

and most of the children affected are boys. The child
usually presents with complaints referable to the neck
(pain with limitation of movement and/or torticollis).
The symptoms are usually of short duration, and most
of the patients become symptom-free within 2 weeks
following onset. Radiological examination reveals cal-
cification in one, or sometimes more than one, cervical
disk. Resorption of calcification following the acute
episode generally occurs within a few weeks to a few
months. In addition to the disk calcification, flattening
or wedging of the adjacent vertebral bodies has been
noted occasionally.
The aetiology of this condition is unknown. The

authors postulate that a "calciphylactic" reaction occurs
in which the disk is the target tissue, the reaction being
of a similar type to that investigated experimentally at
other sites by Hans Selye. G. Meachim

Sagittal Diameter of the Spinal Cord in Cervical Spondy-
losis. BuRRows, E. H. (1963). Clin. Radiol., 14, 77.
9 figs, 13 refs.
This paper records the variations in the sagittal

diameter of the bony cervical canal in 300 patients who
presented for radiographs of the neck at the University
of Rochester Medical Centre, New York. The measure-
ments, made from the standard lateral radiograph at the
level ofeach vertebral body, are compared with those made
of a group of 24 patients suffering from degeneration of
the cervical disks of such severity that laminectomy had
been undertaken. The sagittal diameters in the severely-
affected group lay mainly within the lower range of the
controls, but some were smaller than any of the control
series. Evidence is presented that the spinal cord itself
is of constant width in all patients, and it is argued that,
in a patient with a narrow bony canal, there is less room
for the protruding disk material or the encroaching
osteophytes. Consequently mechanical compression of
the cord or nerve roots with severe symptoms becomes
more likely. Because of the transradiancy of the de-
generated disk material or a hypertrophied ligamentum
flavum, it is impossible to predict accurately from the
plain films the degree of spinal cord compression.

[This article establishes that, if a patient has severe
symptoms, he is more likely to have a narrowed bony
canal. The case for cause and effect has not been made
so effectively, since it proved impossible to determine
whether the two groups of cervical spines differed by
factors other than the measured sagittal diameter.]

I. Williams

Degenerative Disk Disease of the Cervical Spine. FRIED-
ENBERG, Z. B., and MILLER, W. T. (1963). J. Bone
JtSurg.,45A, 1171. 8 figs, 13refs.
This paper is from the Medical School and the Depart-

ments of Orthopaedic Surgery and Radiology, University
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ANNALS OF THE RHEUMATIC DISEASES
Congenital Abnormalities of the Cervico-occipital Articu-

lation. (Les anomalies congenitales de la charniere
cervico-occipitale.) GODLEWSKI, S., and DRY, J.
(1963). Rev. Rhum., 30,630. 6 figs, 135 refs.

Scapulo-humeral Periarthritis. (Periartritis escapulo-
humeral.) SANS SOLA, L. (1963). An. med.-quir. Cruz
Roja esp., 5, 511.

Para-rheumatic (Collagen) Diseases
Clinical Picture and Pathogenesis of Systemic Lupus

Erythematosus in Children. [In Russian]. YLEVICK-
AJA, S. V. (1963). Vop. Okhrany Materin. Dets., 8,
30. 1 fig., 9 refs.
The author describes eighteen cases of systemic lupus

erythematosus in children (sixteen of them girls) aged 3
to 14 years. Although a previous history of allergy
could not be established with certainty, the clinical mani-
festation appeared to be primarily allergic. Two basic
forms of the disease were distinguished; in cases of the
first type (12 cases) there was predominant involvement
of the skin, muscles, and joints, whereas vasculitis,
visceritis, and polyserositis were the main features of the
second type (6 cases).
There was a prodromal period lasting 2 to 12 months

during which pallor, lassitude, poor weight gain, and
vague arthralgia were observed. Skin manifestations did
not necessarily appear early, but were more likely to do
so in cases of the first type; they occurred as isolated
lesions in four cases. In cases of the first type the skin
changes were accompanied by arthropathy, persistent
myalgia, myositis, fever, and general dystrophy; the
course of the disease was malignant and in five cases
death occurred 5 to 18 months after the onset of general-
ized symptoms.

In the six children with the second type of disease
pattern the clinical picture was primarily that of allergic
vasculitis. There was fever and involvement of viscera
including the kidneys, liver, lungs, and heart. Poly-
serositis was frequently observed, but skin manifestations
were of only moderate severity and appeared 2 to 3 years
after the onset of the disease; they were absent in two
cases. The disease was of variable severity with re-
missions. Some patients have been followed up for 6
years, but in two cases the disease was fatal in 3 to 4 years.

Kathleen M. Jones

Intradermal Leucocyte Test in Discoid Lupus Erythemato-
sus. GERSTEIN, W., and KNOX, J. M. (1963). Brit.
med. J., 2, 901. 3 figs, 9 refs.
The occurrence in systemic lupus erythematosus of

auto-antibodies to various body components, both
humoral and cellular, has led to a whole series of tests
including the intradermal injection of autogenous leuco-
cytes, which has been reported to give a delayed cutaneous
reaction. Haematological abnormalities have also been
found in some patients with chronic discoid lupus erythe-
matosus, which would appear to indicate a link between
the chronic and the systemic forms of the disease. How-
ever, in the investigation here reported from Baylor
University College of Medicine, Houston, Texas, the

intradermal leucocyte test did not help in differentiating
between the systemic and discoid forms of lupus erythe-
matosus, and the authors regard the reaction, when it
occurs, to be nonspecific and ofno diagnostic significance.

E. W. Prosser Thomas

Arteriolitis of the Fingers and Raynaud's Disease.
(Arteriolite des doigts et maladie de Raynaud.)
SERVELLE, M., TURPYN, H., CORNU, C., DALISSON, M.,
and GRIMBERG, F. (1963). Coeur Med. intern., 2, 383.
5 figs, 31 refs.
The authors describe their surgical experience at the

Hopital Saint-Michel, Paris, during the past 20 years, of
Raynaud's disease and arteriolitis of the fingers. All the
patients were referred for surgical treatment and had had
previous treatment with vasodilators. Arteriography
was a useful technique for the study of the extent of
involvement of the collateral circulation of the fingers;
it also enabled any thrombosed digital arteries to be
detected. Sympathectomy by the thoracic route was
found to be a very effective form oftreatment in Raynaud's
disease.

In ten cases of arteriolitis of the fingers gangrene had
already occurred and gross arteriolar lesions were evident
on arteriography. At this stage of the disease treatment
could only be surgical and thoracic sympathectomy was
carried out in the same way as for Raynaud's disease.
In some cases lumbar sympathectomy was carried out
when there was involvement of the lower extremities.
These surgical interventions permitted the elimination of
gangrenous lesions and promoted rapid healing. How-
ever, arteriolitis of the fingers had a bad prognosis and
was often associated with arterial lesions in the heart and
brain. L McLean Baird

Cerebrovascular Accidents as the Initial Major Manifest-
ation of Lupus Erythematosus. SILVERSTEIN, A. (1963).
N. Y. St. J. Med., 63, 2942. Bibl.

The author describes five cases of systemic lupus erythe-
matosus (S.L.E.) presenting at the Mount Sinai Hospital,
New York, with acute cerebrovascular lesions, including
headache, loss ofconsciousness, hemiparesis, and aphasia.
All the patients were young, with involvement of multiple
systems. The pathogenesis of the neurological lesions,
though not always clear, was probably cerebral haemor-
rhage or infarction due to combinations of arteritis,
hypertension, and thrombocytopenia. The various
neurological complications of S.L.E. and their patho-
genesis are fully reviewed. M. Wilkinson

Renal Disease associated with Positive Lupus Erythema-
tosus Tests in a Cross-bred Strain of Mice. HELYER,
B. J., and HOWIE, J. B. (1963). Nature (Lond.), 197,
197. 2 figs, 3 refs.
The authors have previously described a strain of mice.

(NZB/BL) with auto-immune haemolytic anaemia, in
which some had positive L.E.-cell tests and several
showed renal changes resembling those seen in human
systemic erythematosus. It was also shown that crossing
the NZB/BL and NZY/BL strains resulted in a lower
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radioisotope, fluorescent dye, or ferritin; the distribution
and fate of the labelled protein can then be followed by
quantitative biochemical techniques and by histological
techniques employing autoradiography, fluorescent
microscopy, or electron microscopy as appropriate. In
addition, histoimmunological techniques can be used to
study the extravascular distribution of plasma proteins
not previously labelled before uptake by the tissues.

After intravenous injection, the level of labelled protein
fractions in the circulation progressively decreases, the
rate of decrease showing at first a faster phase and then
becoming slower. After injection the labelled protein
can be demonstrated within the lumen of almost all the
vessels, in the intima and adventitia of small and medium-
sized arteries, and at some sites apparently attached to
the endothelium of capillaries or to the surface of
circulating blood cells.
The faster phase of disappearance of labelled protein

from the circulation is associated with its diffusion to
extravascular sites. There is good evidence that the
labelled proteins pass unchanged through the vessel walls
and are not degradation products. It seems that the
permeability to protein of the capillary walls differs in
various tissues. Similarly, basement membranes of
epithelial tissues may act as selective barriers which
accumulate the diffusing proteins, or regulate their
transfer to parenchymal cells.

Connective tissue has been shown to be the probable
site of the transient extravascular accumulation of in-
jected serum proteins. The amount of contained serum
fractions varies according to the site. For example,
labelled albumin and globulins have been detected in
perichondrium and periosteum, but not in the matrix of
cartilage and bone.

In normal conditions the extravascular plasma proteins
are deposited predominantly in the intercellular part of
connective tissue and in basement membranes. There
is also some accumulation in macrophages, but little, if
any, in the cytoplasm of fibroblasts. It would seem that
the plasma protein molecules are loosely bound to
collagen fibres, rather than to interfibrillary mucopoly-
saccharides. Coating of elastic fibres has not teen
observed.

Labelled serum proteins finally disappear from the
connective tissue without direct return to the circulation.
Mancini favours the view that they are reabsorbed by the
lymphatics, although he points out that the possibility
of their local catabolism cannot be discounted.

G. Meachim

Collagen Formation and Fibrogenesis with Special Refer-
ence to the Role of Ascorbic Acid. GOULD, B. S. (1963).
Int. Rev. Cytol., 15, 301. 9 figs, 309 refs.
The first of the two main sections of this extensive

review of the literature deals with the collagen-forming
cell and with morphological and biochemical studies of
collagen formation. The influence of ascorbic acid
deficiency on collagen-forming cells is discussed.
The second main section concerns the role of ascorbic

acid in collagen synthesis.
The review also includes a section on "ascorbic acid,

incidence of haemolytic anaemia but a higher incidence
of positive L.E.-cell tests. These animals all had renal
changes resembling lupus nephritis and died from renal
failure within 18 to 24 months of age.

In the present communication, the authors describe
hybrids derived from a cross between the NZB/BL strain
and an inbred strain of white mice (NZW). These
animals die of renal failure within 8 to 10 months. All
of them have positive L.E.-cell tests and renal changes
almost identical with those seen in human lupus nephritis.
The changes found include wire-loop deformities, lym-
phoid deposits, plasma cell infiltration, and sometimes
extensive areas of fibrinoid necrosis involving basement
membrane and vessel walls. D. J. Ward

So-called Rheumatoid Aortitis with L.E.-Cells. (Die
sogenannte rheumatoide Aortitis und L.E.-Zellen.)
VACHTENHEIM, J., and SMiD, V. (1964). Med. KIln.,
59, 99. 21 refs.

Experiments on the Pathogenetic Role of the L.E. Factor
in Dogs and Guinea-pigs. BENCZE, G., TIBOLDI, T.,
and LAKATOS, L. (1963). Acta rheum. scand., 9, 209.
2 refs.

Polyarteritis Nodosa in Infancy. (Zur Periarteritis nodosa
im Sauglingsalter.) HAGER, H., and HEINEMANN, F.
(1964). Z. Kinderheilk., 89, 82. Bibl.

Differential Diagnosis of Periarteritis Nodosa and Dis-
seminated Lupus Erythematosus. (Zur Differential-
diagnose "Periarteriitis nodosa" und "Lupus erythe-
matodes disseminatus".) TAUBNER, A. (1964).
Munch. med. Wschr., 106, 114. 2 figs, 26 refs.

Pericardial Manifestations of Disseminated Lupus Erythe-
matosus. (Les manifestations pericardiques du lupus
erythemateux dissemine.) VERNEYRF, H., DESCOURS,
C., LOIRE, R., PERRIN, A., and FROMENT, R. (1964).
Lyon mid., 116,171. 9 refs.

Observations on the Changes in the Heart and Small
Blood Vessels in Dermatomyositis. (Osservazioni
sull'impegno cardiaco e microvascolare nella derma-
tomiosite.) CURTARELLI, G., and LOLLI, G. (1963).
Reumatismo, 15, 379. 14 figs, 46 refs.

Mode of Action of a Coagulation Inhibitor in the Blood of
Two Patients with Disseminated Lupus Erythematosus.
BIGGS, R., and DENSON, K. W. E. (1964). Brit. J.
Haemat., 10, 198. 5 figs, 1 refs.

Connective Tissue Studies
Connective Tissue and Serum Proteins. MANCINI, R. E.

(1963). Int. Rev. Cytol., 14, 193. 27 figs, 72 refs.
The author reviews experimental work on connective

tissue as a reservoir of the extravascular pool of plasma
proteins. This topic can be studied by using intra-
venously-injected serum proteins previously labelled with

5
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ANNALS OF THE RHEUMATIC DISEASES
mucopolysaccharide formation, and collagen formation"
and a section on "cortical hormones, ascorbic acid, and
collagen formation". G. Meachim

Destruction of Articular Cartilage in Septic Arthritis.
I. in vitro Studies. CURTISS, P. H., and KLEIN, L.
(1963). J. BoneJt Surg., 45A, 797. 1 fig., 41 refs.
This investigation was concerned with the mechanism

of cartilage destruction in septic arthritis. Experiments
were carried out to determine the in vitro effects of
various proteolytic enzymes on cartilage collagen and on
cartilage chondromucoprotein, and to determine which
of these two components is the more important in pre-
serving the structural integrity of articular cartilage.
An initial experiment confirmed that this pus dissolves

articular cartilage on incubation in vitro at 550 C., but
causes no visible destruction if the test is done at 370 C.

Experiments were then carried out, in which fresh
human and bovine articular cartilage was incubated in
vitro for 10 days at 370 and at 550 C. with various pro-
teolytic enzymes (papain, clostridial collagenase, trypsin
streptococcal proteinase, and rabbit leucocyte proteinase).
The incubated cartilage was examined for naked-eye
evidence of dissolution; collagen breakdown was deter-
mined by measuring the release of hydroxyproline; and
breakdown of matrix chondromucoprotein was measured
by hexosamine or chondroitin sulphate release. In an
additional experiment, thermal denaturation of collagen
was studied at various temperatures.
The experiments showed that collagen loss is a pre-

requisite for visible cartilage destruction in vitro. How-
ever, with the exception of clostridial collagenase, none
of the enzymes tested produced more than slight cartilage
dissolution or hydroxyproline release on incubation at a
clinically possible temperature. Cartilage dissolution at
temperatures higher than this was related to the develop-
ment ofthermal denaturation ofthe collagen.

It was demonstrated that plasmin and various other
proteolytic enzymes caused breakdown of matrix chond-
romucoprotein on incubation at 370 C., but that this
effect was not accompanied by visible cartilage dissolu-
tion in vitro. The authors point out that the situation
may be different in vivo, where matrix depletion might
make cartilage vulnerable to destruction by mechanical
rubbing in the living joint or by some as yet unidentified
enzymatic action. G. Meachim

In vitro Experiments with Granulation Tissue on the
Maturation of Collagen. MAJANIEMI, T., and
KULONEN, E. (1964). Acta path. microbiol. scand., 60,
187. 11 refs.

Changes in Permeability of Articular Cartilage with Age.
STOCKWELL, R. A., and BARNETT, C. H. (1964).
Nature (Lond.), 201,835. 1 fig., 10 refs.

Isotopic Studies on Collagen Degradation and the Urinary
Excretion of Hydroxyproline. PROCKOP, D. J. (1964).
J. clin. Invest., 43,453. 1 fig., 26 refs.

Immunology and Serology
Immunofluorescent Test for Rheumatoid Factor in Serum.
JOHNsON, G. D., and HOLBOROW, E. J. (1963). Lancet,
2, 1142. 2 figs, 7 refs.
Previous attempts to demonstrate the presence of the

rheumatoid factor (R.F.) in human serum by immuno-
fluorescence have not been successful. In carrying out a
new immunofluorescent method of detecting heterophile
antibodies in the serum of patients with infectious mono-
nucleosis (Johnson and Holborow, Nature (Lond.), 1963,
198, 1316), in which cryostat sections of calf tissue are
treated with patient's serum and then with fluorescent
anti-human-globulin conjugate, the authors noted that
when sera giving a positive Paul-Bunnell reaction were
used not only was the capillary endothelium brightly
stained but also the erythrocytes inside the blood vessels.
This suggested that air-dried blood films might be suitable
for the demonstration of antigens adsorbed on to eryth-
rocytes, such as are employed in the sensitized sheep-cell
tests for the assessment of 19S y-globulin. In this paper
from the Canadian Red Cross Memorial Hospital,
Taplow, Maidenhead, Berks, they report the successful
application of this system to the detection of R.F. in
patient's serum.
The method, of which full details are given, first

involves the preparation of very thin smears of sheep
erythrocytes, which are adequately dried in air. A defined
area is then treated with sheep anti-rabbit haemolysin for
30 minutes and thoroughly washed, thus removing the
haemoglobin from the erythrocytes although the cell
outline is maintained. The patients' serum diluted 1:100 is
applied to the test area for 30 minutes and the slide
subjected to further washing. Horse anti-human 19S
y-macroglobulin serum conjugated with fluorescein
isothiocyanate and adsorbed with rabbit liver suspension
is then applied for 30 minutes, after which the slide is
washed again and examined under a microscope with
fluorescence equipment and dark-field illumination.

This test was carried out on twenty sera which had
been shown to give a differential agglutination titre of
1:16 or more and twenty sera with a lower titre. Sensi-
tized smears treated with the latter sera showed no
specific staining after treatment with fluorescent conju-
gate, whereas with the former sera there was distinct
green fluorescent staining of the cell ghosts. Harry Coke

Serum Viscosity in Rheumatic Diseases and Macro-
globinaemia. SBEARN, M. A., EPSTEIN, W. V., and
ENGLEMAN, E. P. (1963). Arch. intern. Med., 112, 684.
5 figs, 7 refs.
The authors have previously reported (J. Lab. clin.

Med., 1963, 61, 677; Abstr. WId Med., 1963, 34, 179) the
finding of increased serum viscosity in patients with rheu-
matoid arthritis and other connective-tissue disorders.
They now report a further study of serum viscosity in
sixty patients (37 with rheumatoid arthritis, eighteen with
systemic lupus erythematosus, and five with macro-
globulinaemia) seen at the University of California
Medical Center, San Francisco, or the Kaiser Foundation
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were higher than in control subjects. The authors have
now studied the reactions of fifteen patients with S.L.E.
and fourteen control subjects to the injection of incom-
patible blood-group substances.

There was a clear-cut difference in the mean isohae-
magglutinin titres of the two groups after this procedure
that for the S.L.E. group being significantly (P<0 001)
greater than that of the control group both at 2 weeks and
at 3 weeks, although only three of the patients with S.L.E.
had previously received blood transfusions. There was
also an increase in the titres and incidence of various
autoantibodies in the patients with S.L.E. Antithyro-
globulin antibodies were originally present in two patients
and developed after the injection of blood-group sub-
stance in an additional six. Complement-fixing anti-
bodies against glomerular basement membrane developed
in four of the fifteen patients, and a positive reaction to
serological tests for syphilis in two patients. In three
patients the serum complement level was reduced.

Clotting defects, which were not clinically apparent,
also appeared. After stimulation with blood-group sub-
stance the plasma recalcification time was prolonged in
five cases and the abnormal plasma was able to lengthen
the recalcified clotting time of normal plasma. Further
analysis suggested that inhibitors of thromboplastin and/
or thrombin were present; in the two cases studied the
antithrombin and antithromboplastin activities behaved
like y-globulin on paper electrophoresis [and were
presumably due to antibodies].
The authors state that there are three possible reasons

for the development ofautoantibodies in S.L.E.:
(1) that there is some alteration in normal tissue

components;
(2) that normally inaccessible tissue components come

into contact with the antibody-producing system;
(3) that there is abnormal reactivity of the immuno-

logical system.

They conclude that the appearance of autoantibodies
against several distinct antigens after the injection of
blood-group substance favours the third alternative.

G. L. Asherson

Rheumatoid Arthritis with Serologic Evidence suggesting
Systemic Lupus Erythematosus; Clinical, Serologic, and
Chromatographic Studies. WILLKENS, R. F., and
DECKER, J. L. (1963). Arthr. and Rheum., 6, 720. 5
figs, 47 refs.
This paper from the University of Washington, Seattle,

reports a careful and detailed study of fourteen patients
with chronic deforming polyarthritis of many years'
duration in whose serum the presence of antinuclear
factors was demonstrated either by the lupus erythema-
tosus (L.E.) cell test (8 cases) or by other, more direct tests
(6 cases). The latter tests, details of which are given,
included an agglutination test with tanned sheep erythro-
cytes sensitized with deoxyribonucleic acid, agglutination
tests with tanned erythrocytes and latex particles sensi-
tized with nucleoprotein, and an immunofluorescent test
with normal human leucocytes. All the patients fulfilled

Hospital, Oakland, California. Serum viscosity was
measured in centistokes (cs.) with a capillary viscometer.

It was found that viscosity of the serum was increased
(normal range 1 08 to 1 22 cs.) in 32 of the 37 patients
with rheumatoid arthritis, all of whom had a high titre
of rheumatoid factor, and in thirteen of the eighteen
patients with systemic lupus erythematosus. The value
was also raised in all five cases of macroglobulinaemia,
being excessively high in three (4- 36, 4 75, and 5 25 cs.
respectively), all of which had a high serum level of
macroglobulins. In one case of Waldenstrom's macro-
globulinaemia the rise in serum viscosity closely paralleled
the clinical course and reflected the fall in serum macro-
globulin level during treatment with chlorambucil.

[The authors do not mention the role of fibrinogen.]
E. G. L. Bywaters

Passive Transfer ofAntinuclear Activity in Immunologically
Tolerant Animals. CLARK, R. F., BURKHART, C. R.,
and BATES, H. R. JR. (1963). Arthr. and Rheum., 6,573.
3 figs, 13 refs.
The authors, working at the Medical College of

Virginia, Richmond, investigated the effect ofthe injection
ofserum from patients with systemic lupus erythematosus
(S.L.E.) into rats, some of which had been rendered
tolerant by injections of human plasma at birth and for
several months afterwards to prevent the formation of
antibodies against human serum. When 1 ml. serum
from patients with S.L.E. was injected intraperitoneally,
the L.E. phenomenon (direct method) was demonstrated
in the blood of both tolerant and non-tolerant rats for
24 hrs afterwards, but was absent at 48 hrs although the
presence of human y-globulin was demonstrated in their
serum for up to 10 days after the injection. The transient
nature of the antinuclear activity transferred by inocula-
tion may be due to lability of the fraction ofhuman serum
responsible or to a marked affinity of the antinuclear
factor for the recipient's nuclear protein, to which it is
rapidly bound and thus removed from the circulation.
It is suggested that tolerant animals able to receive human
serum repeatedly without producing an immune response
may provide satisfactory models in which to determine
the effects of prolonged infusions of serum from patients
with S.L.E. G. L. Asherson

Appearance of Anticoagulant Factors and Certain "Auto-
immune" Antibodies following Antigenic Stimulation
with Blood Group Substances in Patients with Systemic
Lupus Erythematosus. ZINGALE, S. B., SANCHEZ
AVALOS, J. C., ANDRADA, J. A., STRINGA, S. G., and
MANNI, J. A. (1963). Arthr. and Rheum., 6, 581. 5
figs, 35 refs.
In previous investigations at the Institute for Medical

Research of the University of Buenos Aires (Meiselas and
others, J. clin. Invest., 1961, 40, 1872; Abstr. WId Med.,
1962, 31, 283) it was found that in patients with systemic
lupus erythematosus (S.L.E.) the serum titres of anti-
bodies resulting from the injection of Brucella antigen
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ANNALS OF THE RHEUMATIC DISEASES
the criteria of the American Rheumatism Association for
rheumatoid arthritis apart from the presence of anti-
nuclear factors; they were in Stage III or IV by the Stein-
brocker criteria and all except one had involvement of
large and small joints with erosive changes. Subcut-
aneous nodules were present in eleven cases, neutropenia
in six, and leg ulcers (of which illustrations are provided)
in eight. Serositis was or had been present in six cases and
there was albuminuria in seven. Four of the patients
died, but no evidence of systemic L.E. was found at
necropsy.

Hypergammaglobulinaemia was present in thirteen of
the fourteen cases and the latex-agglutination test of
Singer and Plotz showed the rheumatoid factor to be
present in high titre in all. Cryoproteinaemia was absent
and the serological tests for syphilis gave negative results
in all four cases. Chromatographic analysis of the
serum showed that the antinuclear activity tended to be
confined to the large-molecule protein fractions, con-
trasting with sera from six cases of active systemic L.E.,
in which the antinuclear activity was in both the large- and
the small-molecule fractions.

Since four of these patients had tuberculosis and seven
others had infected ulcers or nodules, it is suggested that
chronic infection may have contributed to the develop-
ment of antinuclear activity in these cases. But although
certain features (such as the presence of serositis and leg
ulcers) might be said to favour a diagnosis of systemic
L.E., the authors conclude that all these patients were
suffering from rheumatoid arthritis and that the anti-
nuclear factors were a manifestation of that disease and
not of L.E. E. G. L. Bywaters

Behaviour of Serum Creatine Kinase and Transaminase in
Rheumatic Fever with Carditis. (Comportamento della
creatin-kinasi e della transaminasi nella febbre reum-
atica con cardite.) TOSCANI, A., and SAINT PIERRE,
G. DE (1963). Settim. med., 51, 801. 9 figs, 19 refs.
Serial estimations of serum glutamic-oxalacetic and

glutamic-pyruvic transaminase activities and of serum
creatine kinase activity were carried out on eight patients
with rheumatic fever and carditis at the Medical Clinic
of the University of Florence. During the first 8 to 12
days of the illness the serum creatine kinase activity was
abnormally high in seven out of the eight cases, whereas
the transaminase levels were abnormal in only four cases.
The authors conclude that estimation of the serum-
creatine kinase activity is a more sensitive test of myo-
cardial damage in rheumatic fever than estimation of the
serum transaminase activity. A. J. Karlish

Effect of High Environmental Temperature on Basal
Metabolism and Concentrations of Serum Protein-
bound Iodine and Total Cholesterol. THOMPSON, E. M.,
and KIGHT, M. A. (1963). Amer. J. clin. Nutr., 13,
219. 2 figs, 23 refs.
From the College of Agriculture, University of Arizona

Tucson, the authors report on their observations of the
effect of the wide fluctuations in temperature experienced

in Tucson on eighteen healthy subjects who were observed
for a year during their usual daily work and recreation.
Of these, seven were student nurses who worked in well
ventilated but non-air-conditioned wards and had their
recreation usually out-of-doors at week-ends, and eleven
were postmen who lived in their own homes, walked daily
routes, and usually rested indoors on free days. The
average minimum temperatures in January were 380 F.
(3. 3 C.) and the maximum temperatures in July 1020 F.
(38.- 9 C.); the humidity, however, was low.
The calorie intake of the men was, on the average, 13

per cent greater during the winter than during the summer,
but this was compensated for by greater outdoor activity.
Lipids supplied 43 per cent. of the calories in winter, 39
per cent. in spring, and 38 per cent. in summer. The only
other major change in diet was the liberal consumption
of cold drinks during the summer, thus increasing the
ascorbic acid intake. Basal metabolism was diminished
in summer, but significantly so only in the women (men
-3 5 per cent.; women -8 2 per cent.). The serum
protein-bound iodine and total cholesterol levels of the
women remained unchanged, but in the men the mean
serum protein-bound iodine level was 4 9 ,ug. per 100 ml.
in summer compared with 7-3 jig. per 100 ml. in winter
and the serum total cholesterol level in summer was 9 per
cent. below the winter mean, individual values falling by
10 to 48 mg. per 100 ml. In three women in whom the
variation in serum total cholesterol level in relation to the
menstrual cycle was studied the values tended to be lowest
a few days before, during, or just after menstruation and
high at approximately the time of ovulation or shortly
afterwards. Blood pressure, recorded regularly only in
the men, tended to be rather higher in winter than in
summer. The haemoglobin values were 0 4 to 1-3 g.
per 100 ml. lower in summer, the haematocrit being
correspondingly lower.
The authors suggest that the diminished values of

serum total cholesterol and protein-bound iodine in
summer may be related to changes in haemoconcentra-
tion or in intercellular and intracellular water distribution.
The differences between the men and the women may have
been influenced in some measure by the differences in
daily routine, by stresses due to exposure to open sun-
shine and extremes of weather, and by the inability of
men to adjust to lower levels of basal energy exchange in
the same way as women can. A. Gordon Beckett

Antinuclear and Precipitating Autoantibodies in Progres-
sive Systemic Sclerosis. BECK, J. S., ANDERSON, J. R.,
GRAY, K. G., and ROWELL, N. R. (1963). Lancet, 2,
1188. 2 figs, 18refs.
Antinuclear antibodies and precipitating antibodies

against various other tissue components occur not only
in systemic lupus erythematosus (S.L.E.), but also in
other connective-tissue disorders. At the Western
Infirmary, Glasgow, and the General Infirmary at Leeds
the blood of 32 patients with progressive systemic sclerosis
(P.S.S.) was investigated for antinuclear antibodies by
means of an indirect fluorescent antibody technique and
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Electrophoretic Estimated Serum Proteins in relation to
the Latex-fixation Test and Waaler Test in Rheumatoid
Arthritis. SYDNES, 0. A. (1963). Acta rheum. scand.,
9, 237. 14 refs.

Complement Activity Measurement in the Differential
Diagnosis of Rheumatic and Pararheumatic Diseases.
(Untersuchungen uber den differentialdiagnostischen
Wert der Komplement-bestimmung vei rheumatischen
und pararheumatischen Erkrankrungen.) GEIDEL, H.,
SELLE, K., and SCHABINSKI, G. (1964). Z. ges. inn.
Med., 19, 68. 3 figs, 26 refs.

Biochemical Studies

Acid Phosphatase and Catheptic Activity in Rheumatoid
Synovial Tissue. LUSCOMBE, M. (1963). Nature
(Lond.), 197, 1010. 12 refs.
Synovial membrane was obtained at synovectomy from

patients suffering from rheumatoid arthritis and from
patients undergoing menisectomy. After separation
from the fatty underlayer of tissue, the synovial mem-
brane was frozen over solid carbcn dioxide, then chopped
finely and weighed. A sample was used for the deter-
mination of deoxyribonucleic acid phosphorus (DNAP)
and ribonucleic acid phosphorus (RNAP), and the
remainder was homogenized in ice-cold water. Follow-
ing this, the nitrogen content of the residue and the acid
phosphorus and catheptic activities of the supernatant
were determined. The results were expressed on a DNAP
and RNAP and nitrogen basis as well as wet-weight; in
the proliferating rheumatoid tissue, the ratio of nuclear
to cytoplasmic material was doubled. Increase in con-
centration of both enzymes was found in the rheumatoid
synovium irrespective of the basis for comparison, except
in cathepsin/cg. DNAP. No attempt was made to
differentiate between bound and free enzyme activity.

B. M. Ansell

Acid Mucopolysaccharides of the Arterial Wall in Essential
Fatty Acid Deficiency. MORIN, R. J., and BERNICK, S.
(1963). Amer. J. Path., 43, 337. 6 figs, 32 refs.
Groups of rats, 3, 6, and 20 weeks old, were placed on

a fat-free diet or the same diet plus 20 per cent. cotton-
seed oil. In all age groups the fat-free diet led to de-
creased uptake by the aorta of S35 sulphate, as estimated
by both autoradiography and extraction and counting
procedures. This effect occurred in the adult (20-week)
rats after less than 4 weeks on the diet. Histologically,
aortas of animals on the fat-free diet did not differ from
control aortas in respect of alcian-blue staining. It was
concluded that deprivation of essential fatty acids caused
a rapid reduction in the synthesis and turnover of aortic
acid mucopolysaccharides. The authors discuss the
possible relationship of the results to atherosclerosis.

J. Ball

for precipitating antibodies against saline extracts of
human tissues by an Ochterlony precipitin method.

Antinuclear antibodies were present in 25 cases (78
per cent.), which corresponds very closely with the inci-
dence of 84 per cent. noted in a series of 57 patients with
S.L.E. I he pattern of nuclear staining was also similar,
suggesting a similar pattern of antibody production.
The occurrence of antinuclear antibody in the patients
with P.S.S. was not correlated with the severity or duration
of the condition or with other abnormalities such as a
raised erythrocyte sedimentation rate, high serum
y-globulin level, or positive Rose-Waaler reaction.

In previous investigations (Anderson and others, Lancet,
1961, 2, 456, and Ann. rheum. Dis., 1962, 21, 360; Abstr.
Wid Med., 1962, 31, 7, and 1963, 33, 403), it has been
shown that patients with connective-tissue disorders
produce four main antibodies which react with saline-
soluble components of human tissue, and these have been
arbitrarily named anti-DNA, anti-SjT, anti-SjD, and
anti-Lup. The incidence of these antibodies in P.S.S.
was similar to that found in S.L.E. Of all the connective-
tissue disorders so far investigated, the authors have
shown the presence of the anti-Lup antibodies in S.L.E.
and P.S.S. only. However, they conclude that it is
unlikely that any of the antibodies described are patho-
genic for P.S.S., since none ofthem was found consistently
in all the patients studied. J. S. Malpas

Globulin and Lupus Erythematosus. ANSELL, B. M.
(1962). Trans. St. John's Hosp. derm. Soc., 48, 134.
38refs.
The high incidence of hyperglobulinaemia in systemic

lupus erythematosus, and its low incidence in cases of
discoid lupus, has been well established. The most
markedly raised fraction is in the y-globulin region. A
fall in serum albumin and rise in globulin levels can be
correlated closely with increased disease activity and
reversed by steroid therapy or in the course of a natural
remission. Both the L.E. factor and the antinuclear
factor are y-globulins. In addition to these globulins,
one-third of the patients show a positive sheep cell
agglutination test. Various other antibodies are reactive
with blood components and cytoplasmic constituents.
Hypergammaglobulinaemia has been reported in the
relatives ofpatients with systemic lupus. G. Loewi

Ability of Lupus Erythematosus Serum to Inactivate
Bacteriophage surviving Treatment with Specific Rabbit
Antibody. BOWMAN, B. U. JR., and PATNODE, R. A.
(1964). Proc. Soc. exp. Biol. (N. Y.), 115, 338. 2 figs,
14 refs.

Antibodies in Systemic Lupus Erythematosus and Myas-
thenia Gravis which react with Thermally-denatured
DNA-Coated Bentonite. STURGILL, B. C., CARPENTER,
R. R., STRAUSS, A. J. L., and GOODMAN, H. C. (1964).
Proc. Soc. exp. Biol. (N. Y.), 115. 246. 20 refs.
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ANNALS OF THE RHEUMATIC DISEASES
Analysis of Steroid Metabolites by Gas Chromatography.
CHAMBERLAIN, J., KNIGHTS, B. A., and THOMAS, G. H.
(1963). J. Endocr., 26,367. 4 figs, 31 refs.
This is a technical paper describing the application of

a system of chromatographic analysis to the identification
of the metabolites of androsterone and progesterone in
urine; those interested should refer to the original paper.

A. J. Popert

Rapid Method for Measuring 17-Hydroxy-Corticosteroids
in Urine. METCALF, M. G. (1963). J. Endocr., 26,
415. 13 refs.
This paper describes a critical evaluation of Few's

modification of the Norymberski method of urinary
17-hydroxycorticosteroid estimation. Few (J. Endocr.
(1961), 22, 31) introduced the use of sodium metaperio-
date as an oxidizing agent in place of sodium bismuthate.
Sodium metaperiodate has several advantages in that it
forms stable solutions, and oxidizes only glycols and not
single hydroxyl groups, which avoids the variable oxida-
tion by bismuthate of steroids with a hydroxyl group in
the 3- or the 11- position; it also hydrolyses steroid
glucuronides to the free steroids or to their formates,
eliminating the need for acid hydrolysis. By simplifying
Few's method, the author was able to complete the
estimation of 17-hydroxycorticosteroids in eight urines
within 5 hours, with an accuracy adequate for clinical use.
The technique is described in detail, together with modifi-
cations which make it possible to use the method reliably
in the presence of glucose. A. J. Popert

Determination of Cortisol and Corticosterone Production
Rates by an Isotope Dilution Method. STRAETEN,
M. VAN DER, VERMEULEN, A., and ORIE, N. (1963).
Acta endocr. (Kbh.), 43, 430. 1 fig., 23 refs.
The production of cortisol and corticosterone was

studied in fifteen normal male subjects, using a modifica-
tion of the isotope dilution method of Cope and Black.
Labelled cortisol or corticosterone (0 5-1 0) was [c.
diluted in 250 ml. saline and infused over 15 min.: urines
were collected for two periods of 24 hrs from the start of
infusion, and the excretion of radioactivity was deter-
mined by counting the radioactivity of the dry urine
residues in a gas flow-counter. The cortisol production
rate was calculated from the specific activity of at least
two metabolites ofeach hormone, the amount ofhormone
present being determined by the blue tetrazoleum reaction.

It was found that 92 per cent. of the radioactivity was
excreted within 48 hrs of the cortisol infusions, and for
practical purposes it may be assumed that excretion
of radioactivity in normal subjects is complete within
this period; the mean excretion of radioactivity was 84
per cent. within 48 hrs for corticosterone. The mean
secretion rates were 21-4 mg./day for cortisol (range
15-9-30-4) and 3-4 mg./day for corticosterone (range
1 *6-5 5). The secretion rates for five patients with
various disorders of adrenocortical function were in
accordance with the clinical findings, and it is concluded
that the isotope dilution method described allows a fairly
accurate estimate of corticoid production by the adrenal
cortex. A. J. Popert

Possible Influence of Transcortin on the Catabolism of
Cortisol in the Liver. DE. MOOR, P., DECKX, R.,
RAUS, J., and DENEF, C. (1963). Metabolism, 12, 592.
1 fig., 20 refs.
The authors show that, while plasma inhibits the in

vitro catabolism of cortisol by rat liver homogenates and
microsomal preparations, this inhibition cannot be
attributed to transcortisol, the specific cortisol-binding
globulin, as it persists even after heat and organic solvent
denaturation. Similarly, the plasma agent is not steroid
in nature. The inhibition is reversed by addition of
NADPH but the plasma does not influence the reduction
of this coenzyme by liver homogenates.

C. H. Wynn

Effect of Varying Doses of Methopyrapone (Metopirone)
on the Secretion Rate of Cortisol. LAZARUS, L.,
GEORGE, B. P., and STUART, M. (1963). J. clin.
Endocr., 23, 773. 4 figs, 9 refs.
Methopyrapone inhibits the adrenal secretion of

cortisol which in the presence of a normal pituitary
reserve results in an increased secretion of ACTH. This
then induces a return of the plasma cortisol level to
within the normal basal range. In the Endocrine Unit
at St. Vincent's Hospital, Sydney, the response of five
normal volunteers to different doses of methopyrapone
was studied. For testing pituitary function, advantage
was found administering the drug more frequently than
6-hrly in a dose of 500-750 mg. L. E. Glynn

Assessment of Pituitary ACTH Secretary Capacity with
Metopirone. I. Interpretation. KAPLAN, N. M. (1963)
J. clin. Endocr., 23, 945. 6 figs, 16 refs.
This paper from the South Western Medical School,

Dallas, Texas, reports an extensive study of the Meto-
pirone test of pituitary function in which such variables
as dose, frequency of administration, and route were
investigated in four groups of subjects: normals, patients
without endocrine disease, patients with hypopituitarism,
and patients with enlargement of the sella turcica. In
addition, several methods of measuring the cortico-
steroid response were employed.
The results showed quite clearly that the drug given by

mouth gave a more easily interpreted response than the
drug given intravenously. Adequate results were ob-
tained with a dose of 750 mg. 4- or 6-hrly. As might
have been foreseen from the mode of action of the drug,
urinary excretion of 11-desoxy corticosteroids provides
the most sensitive measure of the response, and an
absolute increase of at least 7 mg./day may be accepted
as normal.

[There is a brief but very useful discussion of the
relative merits ofdifferent steroid estimations in evaluating
the response to Metopirone.] L. E. Glynn

II. Comparison with Other Tests. KAPLAN, N. M.
(1963). J. clin. Endocr., 23,953. 3 figs, 19 refs.
This article has compared the Metopirone test of

pituitary reserve described in the previous paper with two

338

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.23.4.324 on 1 July 1964. D
ow

nloaded from
 

http://ard.bmj.com/


chromogens by the addition offormalin and by a partition
of the final Zimmerman solution between water and an
alcohol-ether mixture. Their recoveries from urine of
added dehydroisoandrosterone, cortisol and cortisone
lie mostly above 90 per cent. The method for "total
1 7-hydroxycorticosteroids", of necessity, takes longer
than the original method of Appleby, Gibson, Norym-
berski, and Stubbs (1955).

[The assays described do not include any radically new
procedures, no examples are given to show their superi-
ority, in clinical practice, over the very many modifica-
tions of the original 17-ketosteroid and 17-hydroxy-
corticosteroid assay procedures already published.]

H. F. West

Ability of Some Antirheumatic Drugs to uncouple Oxida-
tive Phosphorylation. WHITEHOUSE, M. W., and
HASLAM, J. M. (1962). Nature (Lond.), 196, 1323.
14 refs.
A group of non-hormonal anti-rheumatic (i.e. anti-

inflammatory) drugs were examined. These included
phenylbutazone, salicylic acid, cinchophene and deriva-
tives, glycyrrhizin and derivatives, and anthranilic acid
and related compounds. Oxidative phosphorylation and
mitochondrial ATPase were depressed by concentrations
of these drugs of the order of 10-4M. Of more direct
significance is the finding that the incorporation of
phosphate into organic phosphates and the biosynthesis
of mucopolysaccharide sulphates by cartilage and cornea
were also depressed. Both of these processes are believed
to involve oxidative phosphorylation. The activities of
these drugs agree well with their relative potencies as
anti-inflammatory agents and these results support the
generalization that the activity of anti-inflammatory drugs
is intimately associated with their lipophilic character.

C. H. Wynn

Two-sided Effect of Steroids on Interferon in Tissue
Culture. DE MAEYER, E., and DE MAEYER, J. (1963).
Nature (Lond.), 197, 724. 6 refs.
Interferon is an anti-viral agent produced in lining cells

as a result of infection by certain viruses. The authors
writing from the Department of Virology at the Rega
Institute, Louvain, have studied the effect of two steroids
upon the yield of Interferon in a line of rat tumour cells
(DE7R) in the anticipation that an anabolic steroid might
increase the yield in contrast to the effect of a gluco-
corticoid. Dianabol (A', 17 a-methyltestosterone) was
the anabolic steroid, and cortisol the gluco-corticoid.
No significant difference was detected between the effect
of these two compounds, both of which led to a pro-
nounced decrease in the yield of interferon. In contrast,
when these same steroids were tested for their effect upon
interferon activity a considerable enhancement was ob-
tained, greater with Dianabol than with cortisol. This
is interpreted as resulting from increased uptake of inter-
feron owing to increased permeability of the cell mem-
brane induced by the steroids. L. E. Glynn

other standard methods, the insulin test and the water-
loading test. In addition to the groups of patients
referred to in that paper, two other groups were included:

(1) Five patients, 4 weeks after steroid therapy had
been gradually discontinued;

(2) Five patients with hypothyroidism.
In general there was good agreement in the results of

all three tests in patients without endocrine disorders and
in those with hypopituitarism. In both the hypothyroid
group and in those previously treated with steroids, two
patients of each group gave a positive test with Meto-
pirone but were normal by the other two tests. It
appears, therefore, that the Metopirone test is the most
sensitive at present available. L. E. Glynn

Investigation of the Corticotropic Function of the Anterior
Pituitary Gland. (Exploration de la fonction cortico-
trope de l'ant6-hypophyse par le dosage des corticoldes
plasmatiques au cours de la perfusion d'extrait post-
hypophysaire.) RAPPAPORT, R., SEBAOUN, J., MODAI,
J., DRAY, F., and DREYFUS, G. (1963). Ann. Endocr.
(Paris), 24, 445. 3 figs, 7 refs.
The authors discuss a technique for the study of the

corticotropic function of the anterior pituitary gland, by
measuring, in normal subjects, the plasma level of 17-
hydroxy corticoids during perfusions of posterior-
pituitary extract. The effect of posterior-pituitary
extract is less than that of ACTH, and it appears to
increase if performed on consecutive days. Of eight
subjects, six gave a clear increase in plasma 17-hydroxy
corticoids, one result (in a patient suffering from an
endocrine abnormality) was negative, and one result was
equivocal.

Results were compared with those ofACTH, to exclude
the presence of contaminant ACTH in the preparation;
they were likewise compared with those of SU 4885
(metopirone), to exclude the effect being due to non-
specific shock, possibly mediated via the hypothalamus.

There appears to be no direct action of posterior-
pituitary extract on the adrenals, the results of perfusion
in an hypophysectomized patient being negative. The
authors are unwilling to draw conclusions from this
single test. W. T. Menke

Modified Methods for the Estimation of 17-ketosteroids
and "Total 17-hydroxycorticosteroids" in Urine.
MENTZ, H. E. A., and RANDALL, Y. M. (1962). S.
Afr. J. med. Sci., 27, 55. 12 refs.
Most methods for the estimation of urinary 17-keto-

steroids and "total 17-hydroxycorticosteroids" include
the use of strong acids to hydrolize the conjugates which
result in the formation of steroidal artefacts. Most
methods also rely on the Zimmerman reaction for the
final measurement in which non-steroidal chromogens
may affect the result. The authors have reduced the
artefact formation by employing a simultaneous hydro-
lysis and extraction with hydrochloric acid and benzene.
They have also reduced the amount of non-steroidal
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ANNALS OF THE RHEUMATIC DISEASES
Effects of ACTH and Vasopressin on the Content and

Secretion of Corticosterone in vitro of Adrenal Tissue.
(Effets de l'hormone corticotrope et de la vasopressine
sur la secretion in vitro de la surrenale du rat.) MIALHE-
VOLOSS, C., and KOCH, B. (1962). Ann. Endocr.
(Paris), 23, 737. 6 figs, 9 refs.
Fresh adrenal tissue from normal rats was incubated

both for 15 min. and for 2 hrs in Krebs-Ringer solution,
containing various amounts of ACTH, vasopressine, and
a combination of the two.
ACTH alone causes a rise of both the tissue content

and the secretion of corticosterone, the second of these
effects being the most marked after 2 hrs' incubation
(using more than 16-0 m-units of ACTH). The action
was partially inhibited by the addition of physiological
quantities of vasopressin.

Physiological concentrations of vasopressin alone (0 5
to 2-0 m-Units) show a slight effect on secretion only
and it is suggested that this might be of importance in
vivo. Larger quantities act in the same way as ACTH,
but the activity falls off beyond 3,200 m-Units. Further
experiments will need to be performed, using arginin-
vaso-pressin, to exclude the possibility of contamination
by ACTH. W. T. Menke

Site of Formation and Ultrastructure of Amyloid. GUEFT,
B., and GHIDONI, J. J. (1963). Amer. J. Path., 43, 837.
13 figs, bible.
In "an attempt to relate the chemical composition of

amyloid to what is known of its physical structure" the
authors, at the Albert Einstein College of Medicine, New
York, have studied with the electron microscope deposits
of amyloid in the spleen of female mice with experi-
mentally induced amyloidosis.

Electron micrographs at low magnifications demon-
strated that the amyloid deposits were tangled masses of
extra-cellular fine fibrils surrounded by histiocytes and
plasma cells. Almost every field showed distinctive
coarse bundles each containing about sixteen parallel fine
fibrils. Sometimes there was a highly organized star-like
arrangement with a central tangled mass of fine fibrils
surrounded by about forty coarse, radiating, aggregated
fibres. At higher magnifications it became difficult to
distinguish between cisternal wall and amyloid fibrils.
It seemed that the fibril was being formed next to the
membrane of the endoplasmic reticulum. The fibrils
were about 75 A in breadth and were distinctly double;
each dense linear fibril component was about 25 A thick,
and the pair had a central separation of about 25 A.
Certain fibrils showed somewhat irregular granular
periodic intervals measuring about 40 A with an arrange-
ment consistent with a helical fibre structure.
The earliest appearance of the amyloid fibril was at the

periphery ofhistiocytes, within pockets, possibly cisternae,
of the cytoplasm that extended inward, occasionally
reaching the nuclear membrane. The star pattern was
the result ofconverging fibrils.

Ferritin-coupled anti-y-globulin did not become local-
ized to amyloid fibres, and it is considered unlikely that

these fibres are formed by antigen-antibody reaction. It
is suggested that amyloid be classified as a pathological
scleroprotein. H. Caplan

Compensated Adrenocortical Failure. SMITH, H. (1963).
Lancet, 1, 1077. 8 refs.
An example of partial adrenal cortical insufficiency is

described in a youth whose only complaints were of
increasing pigmentation and mild lassitude. Blood
pressure and routine investigations were normal. In a
water loading test he excreted 78 per cent. of the ingested
water in 5 hrs. Plasma corticotrophin activity was
probably increased. Corticotrophin gel, 100 units intra-
muscularly, twice failed completely to reduce the eosino-
phil count or to raise the excretion of 17-ketosteroids or
ketogenic steroids. Replacement therapy caused rapid
gain in weight and energy with lightening ofpigmentation.

M. R. Jeffrey

Pantothenic Acid Metabolism of Rheumatoid Arthritis.
BARTON-WRIGHT, E. C., and ELLIOTT, W. A. (1963).
Lancet, 2, 862. 7 refs.
In investigations carried out at St. Alfege's Hospital

London, the following mean values for pantothenic acid
(P.A.) concentration in whole blood (in ptg. per 100 ml.)
were obtained: for twenty healthy non-vegetarians, 107 7
(standard error 8 - 32); for nine healthy vegetarians, 262 2
(115-0); for 56 non-vegetarian patients with rheumatoid
arthritis, 68-7 (9 28); and for ten vegetarian arthritics,
69- 8 (8 * 02). The difference between the combined
values for arthritic patients and that for healthy non-
vegetarians is highly significant (P<0 001). [This is a
preliminary communication only, and no details are given
as to the comparability of the various groups as regards
sex, age, and concurrent medication, or to the behaviour
of the blood P.A. level in other chronic inflammatory
conditions.]
From these findings the authors argue that freedom

from rheumatoid arthritis is correlated with blood P.A.
levels of 95 to 100 ,ug./100 ml. and that if the blood level
falls below 100 ,ug./100 ml. symptoms of rheumatoid
arthritis will appear. [The abstractor must point out
however, that this assumes facts not yet in evidence.]
The group of twenty non-vegetarian patients with arth-
ritis were given daily injections of 50 mg. calcium D-
pantothenate without more than transient benefit, despite
a rise in the blood P.A. levels to 100 to 10 ,g./100 ml.
in every case. Searching for another factor which might
act synergistically with pantothenic acid, the authors
used 10-hydroxy-A2- decenoic acid, which, with P.A.,
is a major constituent of royal jelly, the larval food
of the queen bee. The daily injection into the same
twenty patients of a mixture of 50 mg. royal jelly
and 50 mg. P.A. led to a gradual rise in the blood
P.A. level and, in fourteen cases, to an improvement
in the general condition, the mobility of the joints,
and the erythrocyte sedimentation rate. Symptoms
of arthritis disappeared completely in all the ten
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Studies on the Depressed Haemolytic Complement Activity
of Synovial Fluid in Adult Rheumatoid Arthritis.
HEDBERG, H. (1963). Acta rheum. scand., 9, 165.
4 figs, bibi.

vegetarian arthritics when they were treated in the same
manner. Only one showed a recurrence after 16 months.

Allan St... Dixon

Amyloidosis-A Tissue Proteinosis. CAIRNS, R. J. (1962).
Trans. St. John's Hosp. derm. Soc., 48, 145. 2 figs,
6 refs.
This paper, from St. Bartholomew's Hospital, Ro-

chester, Kent, is a rather speculative summary of the
causes and supposed mechanism of amyloidosis. Amy-
loid consists largely of protein with a small polysaccharide
contribution. Electron microscopy shows fibrils ofmean
diameter 100 A and about 3,600 A length. Staining
methods are given [Thioflavine-T and the use of unfixed
material are not mentioned]. The occurrence of amyloid
in the two distinctive situations of reticulo-endothelial
system and of small vessels is described. So-called
primary amyloidosis with skin involvement is mentioned
and is contrasted with the secondary type. [When
reference is made to circulating pre-amyloid protein, it
should presumably be stated that this is an hypothetical
entity.] G. Loewi

Effects of Androgens on Granulation Tissue. (Effets des
androgines sur le tissu de granulation.) RUBENS-
DUVAL, A., and VILLIAUMEY, J. (1962). Ann. Endocr.
(Paris), 23, 648. 7 figs, 63 refs.
The authors have studied, in 250 experimental animals,

the effects of androgens upon lesions induced by skin-
abrasion, subcutaneous injections of turpentine, and
implantation of cholesterol pellets.

Testosterone, particularly when applied locally, affects
histiocysts and fibroblasts, accelerating their rate of
multiplication, and likewise hastens the appearance of
dense collagen fibres.

Dehydro-epi-androsterone and its ester-sulphate show
a similar action when applied locally, but appear almost
ineffective on parenteral administration, and nor-andro-
stenolone phenylpropionate appears to be ineffective
whatever the mode of administration.
The above experiments were made on turpentine-

induced abcesses. The effect of methyl-androstenediol
on a cholesterol-induced foreign-body granuloma was
likewise studied, and found to be slight.
The physiopathology of these reactions remains

obscure, as does that of certain corticoids in aggravating
inflammatory reactions. It is suggested that the mech-
anism is cellular in the first instance. W. T. Menke

Biochemical and Histiological Changes in the Liver in
Rheumatoid Arthritis. KALLAI, L. (1964). Rheuma-
tism, 20, 20. 2 figs, 24 refs.

Articular Manifestations of Primary Amyloidosis. (Mani-
festations articulaires de l'amylose primitive.)
MASSIAS, P., LE CHEVALLIER, P.-L., BASSET, F., MENKES,
C., and COSTE, F. (1963). Bull. Soc. mid. H6p. Paris,
114, 1205. 4 figs, 41 refs.

Synovianalysis. GATTER, R. A., and MCCARTY, D. J.,
JR. (1964). Rheumatism, 20, 2. 6 figs, 9 refs.

Therapy

Carisoprodol in the Management of Musculoskeletal
Disorders: a Controlled Trial. COWAN, I. C., and
MAPES, R. E. (1963). Ann. phys. Med., 7, 140. 3 refs.
Carisoprodol is a muscle relaxant which, it is claimed,

also has analgesic properties. It has been reported to
be of value in the treatment of musculoskeletal disorders
characterized by pain, stiffness, and muscle spasm.
Using the double-blind technique, the authors carried out
a clinical assessment of the drug at Ryhope General
Hospital, Sunderland, on 120 patients suffering from
spasticity of neurological origin (18 cases), osteo-arthritis
(45), sciatica and neuritis (4), intervertebral disk lesions
(35), spondylitis or spondylosis (3), and low back pain
(15).

After confirmation of the initial diagnosis by radio-
logical and laboratory examinations, sixty patients were
given 350 mg. carisprodol and sixty a placebo three times
a day for 10 days. Progress was assessed each day,
estimates being made of the degree of pain, extent of
muscle spasm, range of joint movement, disturbance of
sleep rhythm, and side-effects. At the end of the trial it
was found that 38 (63- 3 per cent.) of the patients taking
carisoprodol showed significant improvement as against
only thirteen (21 * 7 per cent.) of those taking the placebo.
Excellent results obtained in the patients with spasticity
of neurological origin (93 3 per cent. improved) and disk
lesions (66- 7 per cent. improved) were largely responsible
for the high proportion improved in the group as a whole.
In cases of non-specific low back pain the drug appeared
to be inferior to the placebo. Drowsiness, lasting about
4 days, was the commonest side-effect, but caused little
inconvenience and did not necessitate the withdrawal of
the drug. D. Preiskel

Treatment of Psoriasis with Fractionated Tar and Lecithin:
Preliminary Report. THORNE, N. (1963). Brit. J.
Derm., 75, 422. 6 refs.
The scales which occur in psoriasis and adversely affect

treatment with tar can be removed by keratolytic agents,
one of which is allantoin. The properties of lecithin,
which is used commercially as a suspending agent,
suggested that it might assist in breaking up psoriatic
scales and so allow freer penetration of tar.
At the Prince of Wales' General Hospital, Tottenham,

London, the efficacy of an ointment containing 0 4 per
cent. of lecithin and doubly-distilled tar was compared
with that of a preparation containing allantoin and tar
in the treatment of psoriasis. It was found that the
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ANNALS OF THE RHEUMATIC DISEASES
lecithin preparation was the more effective, and this was
attributed to the enhanced penetration afforded by
lecithin. John T. Ingram

Treatment of Psoriasis with Tar Baths. KNUDSEN, E. A.
(1963). Brit. J. Derm., 75, 428. 2 figs, 6 refs.
For many years tar baths have been routine in the

treatment of patients with psoriasis at Rigshospitalet,
Copenhagen, and in this paper the author reports the
results obtained in 248 patients givcn 423 courses of
treatment with tar baths. The procedure consists in
removal of scales with a 2 to 5 per cent. salicylic acid
ointment and painting the psoriatic lesions with beech
tar or crude tar. The patient is then given a warm bath
for 15 to 20 minutes and the skin when dry is dusted with
talcum; often a fine zinc paste is applied. Treatment is
given daily.

This treatment, though unpleasant, was highly success-
ful. In 90 per cent. of the cases the lesions were "com-
pletely cleared", "nearly cleared", or "greatly improved".
An average of twenty baths over a period of about 4
weeks in hospital was effective. However, in 50 per cent.
of the cases, the psoriasis relapsed within 12 months of
the patient's discharge from hospital. John T. Ingram

Corticosteroids in Rheumatoid Arthritis: Studies on Aldo-
sterone, 17-Hydroxycorticosteroid, and 17-Ketosteroid
Response to Corticotropin in Male Patients with Rheu-
matoid Arthritis. HILL, S. R., JR., ULLOA, A., STARNES,
W. R., and HOLLEY, H. L. (1963). Arch. intern. Med.,
112, 603. 2 figs, bibl.
The urinary 17-ketosteroid, 17-hydroxycorticosteroid,

and aldosterone response to corticotropin administered
intravenously on two consecutive days has been deter-
mined [at the University and Veterans Administration
Hospitals, Birmingham, Alabama] in patients with active
peripheral rheumatoid arthritis. Similar studies have
been performed on normal subjects, patients with anky-
losing spondylitis, and patients with non-rheumatic
chronic diseases producing debility estimated to be com-
parable to that of the patients with rheumatoid arthritis.
The plasma-free 17-hydroxycorticosteroid diurnal pattern
and response to corticotropin administration have also
been determined in patients with active rheumatoid
arthritis and normal subjects.
Although the mean urinary 17-hydroxycorticosteroid

response to corticotropin administration was within
normal limits in all four groups of subjects, the mean
increase which was observed in the patients with rheu-
matoid arthritis was less than that found in the normal
individuals. This difference became more apparent on
the second day of corticotropin administration. These
lower urinary corticoid values were not unique for patients
with rheumatoid arthritis since they did not differ signifi-
cantly from those found in patients with ankylosing
spondylitis and non-rheumatic chronic diseases. The
urinary 17-ketosteroid levels varied in the same direction
as the 17-hydroxycorticosteroids although the differences
were less pronounced. The patients with rheumatoid

arthritis had slightly higher mean plasma-free 17-hydroxy-
corticosteroid levels than those found in normal subjects.
The mean urinary aldosterone levels of the patients with
rheumatoid arthritis were also higher than those ob-
served in the normal subjects on the control day and first
day of corticotropin administration. Again, however,
the urinary aldosterone levels of the patients with rheu-
matoid arthritis did not differ significantly from those
observed in patients with non-rheumatoid chronic
diseases.
On consideration of these and other data, it is apparent

that abnormalities in adrenal cortical steroids are not a
major, primary factor in the etiology of rheumatoid arth-
ritis. Whether or not subtle abnormalities in adrenal
secretion play a permissive role in rheumatoid disease
remains to be answered.-[Authors' summary.]

Peripheral Neuropathy following Chloroquine Therapy.
LoFTus, L. R. (1963). Canad. med. Ass. J., 89, 917.
15 refs.
After reviewing the known toxic effects of chloroquine,

the author of this paper from Sacramento Medical Clinic,
California, records the development of peripheral neuro-
pathy in four patients-all women-who had been treated
with the drug for periods ranging from 5 to 11 months.
Three of the four patients were considered to have rheu-
matoid arthritis, and all four were taking 500 mg. chloro-
quine phosphate daily when the symptoms of neuropathy
developed.
Weakness of the legs was the presenting symptom in

three cases and paraesthesiae on the front of both thighs
in the fourth. Abnormal physical signs included absent
knee- and ankle-jerks in all cases, weakness of the quad-
riceps femoris in two, and absence of vibration sense at
knee and ankle in the patient presenting with sensory
symptoms. Symptoms and signs progressed until treat-
ment with chloroquine was stopped, after which two
patients recovered completely, one within 6 months and
the other within a year; another patient had improved
substantially after 3 months and was still under observa-
tion, while the fourth patient had only just stopped taking
the drug.
The author recommends that patients taking chloro-

quine should be examined regularly for weakness of leg
muscles and for the presence of knee- and ankle-jerks.

E. D. Sever

Chloroquine Neuromyopathy. WHISNANT, J. P., ESPINOSA,
R. E., KIERLAND, R. R., and LAMBERT, E. H. (1963).
Proc. Mayo Clin., 38, 501. 2 figs, 26 refs.
The authors report seven patients who developed

skeletal muscle weakness after prolonged administration
of chloroquine (500 mg. daily for one or more years).
The weakness developed first in the lower extremities and
was more marked in the proximal muscles. The muscles
of the trunk, upper extremities, neck, and face were
affected later. The weakness disappeared when chloro-
quine therapy was discontinued. The authors feel that
this was a neurogenic myopathy. The authors report
that Dubois (Ann. intern. Med., 45, 163, 1956) noted
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Central Middlesex Hospital concerns a 56-year-old
woman with osteo-arthritis of the knee, who developed
an erythematosus pruritic rash after receiving 300 mg.
phenylbutazone daily for a week. This rash involved
the whole body; epidermolysis and later exfoliation
resulted in flaccid blisters and raw, red surfaces. Ulcers,
which later healed spontaneously, developed in the mouth
and vagina. Initially the blisters were sterile but later
Staph. pyogenes was cultured from them. Treatment in
hospital consisted of nursing on a Stryker frame, a high
protein diet as oral fluids, 10 mg. prednisolone thrice
daily for 3 weeks, and appropriate antibiotics. She
responded well to therapy and was discharged in 24 days.
No scarring or recurrence was noted at a follow-up visit
a month later. D. D. McCarthy

Clinical Experience with Phenylbutazone-Range of
Therapeutic Activity and Side-effects. (Klinische
Erfahrung mit Phenylbutazon-Therapeutischer
Wirkungsbereich und Nebenwirkungen.) KAMP,
K.-H., and WOLLWEBER, A. (1964). Med. Welt
(Stuttg.), 7, 345. 4 figs.

Sheeme for the Treatment of Non-aticlar Rmatism.
(Schemi di terapia dei reumatismi non articolari.)
CAIRELA, M. (1963). Clin. ter., 27,532.

Mechanism of Action of Chloroquine in Rheumatoid
Arthritis. (Sul meccanismo d'azione della clorochina
nell'artrite reumatoide.) ZANGARA, A. (1963).
Reumatismo, 15, 405. 5 figs, 63 refs.

Intra-articular and Local Corticosteroid Therapy. (Die
intraartikulare und lokale Kortikosteroid-Therapie.)
MIEHLKE, K. (1964). Muinch. med. Wschr., 106, 123.
1 fig., 11 refs.

Local Injection of Hydrocortisone in the Treatment of
Musculoskeletal Disorders in General Practice.
BRAND, N., and MAOZ, B. (1963). Israel med. J., 22,
262. 12 refs.

Transarticular Corticotherapy in Chronic Inflammatory
Rheumatism. (Corticotherapie trans-articulaire et
rhumatismes inflammatoires chroniques.) FOURNIE,
A. (1963). Toulouse med.,64, 1131.

Effect of Long-term Corticosteroid Therapy on Total Red
Cell Volume and Haemoglobin Mass in Asthmatic
Children. AGARWAL, K. N., and BRArrEBY, L. E.
(1964). Actapaediat. (Uppsala), 53, 143. 23 refs.

Effect of Long-term Corticosteroid Therapy on Haemo-
globin, Red Cell Volume, and Red Cell Indices in
Children with Bronchial Asthma. AGARWAL, K. N.
(1964). Actapaediat. (Uppsala), 53, 149. 24 refs.

"myasthenia" in six of 42 patients receiving chloroquine
for systemic lupus erythematosus. The picture resembled
true myasthenia gravis with ptosis, but responded poorly
to neostigmine. P. Henkind

Corneal Changes during Chloroquine Treatment: an
Investigation of 70 Patients with Chronic Rheumatoid
Arthritis Receiving Chloroquine Treatment. [In
English]. SANDVIG, K. (1963). Acta rheum. scand.,
9, 150. 8 figs, 8 refs.
At the eye Clinic of Ulleval Hospital, Oslo, seventy

patients with rheumatoid arthritis, who were being or had
been treated with chloroquine, were examined for corneal
damage. Examination included corneal microscopy and
staining with rose Bengal and fluorescein. It was found
that 22 had corneal lesions, the incidence being highest
in those who had received over 75 g. of the drug and
were still taking it (46 per cent.), lower in those who had
had less than this amount (31 per cent.), and least in
those who had stopped for 2 weeks or more (11 per
cent.). There was much individual variation in relation-
ship between dosage received and degree of corneal
damage.

Characteristic changes were horizontal wavy granu-
lated strands of opacity densest at the junction of the
middle and lower thirds of the cornea. Other patients
had groups of spots or dots in this region or running
radially from it. Serial examinations showed regression
of these changes, sometimes to normal in 2 to 4 weeks.
The majority of patients had no symptoms and were
unaware of these changes. J. A. Cosh

Ochronosis from Quinacrine (Atabrine). LUDWIG, G. D.,
TOOLE, J. F., and WOOD, J. C. (1963). Ann. intern.
Med., 59, 378. 2 figs, 27 refs.
A deep blue-black pigmentation of the cartilage, hard

palate, ear, nail beds, alae nasae, and infra-orbital areas
is described in a man of 46 who had taken quinacrine
for 16 years (since 1944) until 4 months before admission.
He had complained of low back pain and stiffness and
jelling of the back, hands, and fingers for 10 years; more
recently he had had symptoms and signs of bilateral
femoral neuropathy. The eyes showed small brown
deposits of pigment in the sclerae lateral to the limbus.
x rays showed moderate degenerative arthritis of the
vertebrae. There was no evidence of melanuria or of
homogenistic acid excretion. 8 months later there was
little change except for the disappearance of the scleral
pigment. This pigmentation is similar to that described
by Sugar and Waddell (1946) and also by Lutterloh and
Shallenberger after quinacrine administration, but no
locomotor disabilities were then described and there have
been no such reports in the intervening period.

E. G. L. Bywaters

Unusual Complication of Phenylbutazone Therapy. Toxic
Epidermal Necrolysis. VAS, C. J., (1963). Postgrad.
med. J., 39, 94. 4 figs, 6 refs.
Lyell (1956, Brit. J. Derm., 68, 355) described four cases

of toxic epidermal necrolysis, one of which he attributed
to phenylbutazone. The present case report from the
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ANNALS OF THE RHEUMATIC DISEASES
Other General Subjects

Lubrication in Synovial Joints. DINTENFASS, L. (1963).
J. Bone t Surg., 45A, 1241. 3 figs, 53 refs.
This is a review of theories of lubrication in synovial

joints, a subject which has recently been considered in a
Leading Article in the British Medical Journal, (1964, 1,
384). The theory of "hydrodynamic lubrication" postu-
lates that a wedge-shaped viscous film of synovial fluid
is formed in the region of the load-line of the joint. Its
antithesis, the "boundary lubrication" theory, postulates
that lubrication is dependent on an affinity of the synovial
fluid for the articular cartilage, so that movement takes
place between two thin layers of lubricant adherent to the
cartilage surface. A third theory, that of "weeping
lubrication", suggests that the spongy structure of
articular cartilage automatically provides hydrostatic
lubrication by virtue of the liquid content of the sponge
skeleton.

Dintenfass, from his analysis of these theories, con-
cludes that neither the hydrodynamic nor the boundary
theory permits an adequate description and explanation
of lubrication in synovial joints; he also believes that the
idea of weeping lubrication does not solve the funda-
mental problem of joint lubrication, although it is of
value in emphasizing the spongelike nature of cartilage.
Dintenfass instead develops the new concept of elasto-
hydrodynamic lubrication. This concept differs from
classic hydrodynamic theories by taking into account
elastic deformation of the joint surfaces. An important
part is thus assigned both to the articular cartilage and to
the synovial fluid. A breakdown in efficient lubrication
could therefore occur from an alteration either in the
synovial fluid or in the cartilage, such as decreased
smoothness, elasticity, and resiliency.
The author accepts that the existence of a fluid film

separating the joint surfaces is an essential characteristic
of lubrication in synovial joints. It is suggested that
four important properties can be distinguished in the
synovial fluid forming this film:

(1) Thiotropy: viscosity decreases with rising rates of
shear, thus promoting a constant load-bearing
property;

(2) Elasticity and instantaneous dilation at impact
stresses: properties which prevent the synovial
fluid from being squeezed out from the gap between
the surfaces;

(3) Wetting of surfaces due to a chemical affinity for
the articular cartilage;

(4) Good heat conductivity.
While accepting the importance of the synovial fluid

in efficient lubrication, Dintenfass also lays stress on the
resiliency and elasticity of articular cartilage. He points
out that elastic deformation of the articular cartilage in
a plane vertical to its surface will decrease the pressure
in the lubricating fluid by increasing the "contact" area.
He also suggests that lateral elastic deformation of

cartilage may occur in a plane parallel to its surface,
causing the superficial part of the cartilage to lag behind
in relation to the general direction of movement. This
effect would tend to decrease the velocity gradient across
the gap, and is one of the essential features of the elasto-
hydrodynamic hypothesis. G. Meachim

Changing Face of Rheumatism. KERR, J. W. (1963). J.
clin. Path., 16, 529. 17 refs.
A review of the incidence and some of the clinical and

laboratory findings in acute rheumatism as observed at
the Western Infirmary, Glasgow, in the years 1954-61 are
presented. The criteria for diagnosis are stated and were
those of Jones as modified for the Co-operative Clinical
Trial of the Medical Research Council and American
Heart Association (Brit. med. J., 1955, 1, 555; Abstr. Wld
Med., 1955, 18, 225). According to these criteria 159
patients were considered to be suffering from rheumatic
fever. In the same period 140 patients were referred as
having rheumatic fever, but rejected as not fulfilling the
criteria; the final diagnosis in these cases is given in a
Table, and this shows that in 58 the diagnosis of acute
rheumatism was confirmed. Observation of this last
group "suggests that many attacks of acute rheumatism
cause so little arthralgia that a few aspirin tablets settle
the discomfort and the patient never sees a physician".

Carditis occurred in 25 (18 per cent.) of the 139 cases
of rheumatic fever in adolescents and young adults.
This incidence "continues the decline in carditis reported
in recently published papers". Polyarthritis was the
presenting symptom in 92 per cent. of the cases and was
associated with erythema nodosum in six cases. The
erythrocyte sedimentation rate had fallen to 10 mm.
(Westergren) in 88 per cent. of patients within 8 weeks
of treatment. P-Haemolytic streptococci were cultured
from 33 per cent. of cases and the antistreptolysin-O titre
was above 200 units in 70 per cent. With two exceptions
all patients were treated with salicylate and penicillin.
The author attributes the decline in the development of
permanent carditis to the negligible recurrence rate, and
this appears to be due to the long-term use of penicillin.
Patients were maintained on phenoxymethylpenicillin,
125 mg. twice daily by mouth, for 3 to 5 years, and no
patient remaining on this regimen has had a recurrence.

C. E. Quin

Uveitis associated with Systemic Diseases. II. COLES,
R. S. (1963). Surv. Ophthal., 8,479. 59 refs.
The author describes further systemic diseases which

cause uveitis. Toxoplasmosis and syphilis are described
in detail and leptospirosis is discussed more briefly.
Onchocerciasis is mentioned and Toxocara canis is des-
cribed. Fungus infections, such as histoplasmosis, are
discussed in relation to uveitis, and sarcoidosis, rheuma-
toid arthritis, ankylosing spondylitis, and Reiter's disease
are described as causes of uveitis. A. G. Cross
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