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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 selectedfor this Journal are divided into the following sections:

Acute Rheumatism
Rheumatoid Arthritis
Still's Disease
Osteo-Arthritis
Spondylitis
Inflammatory Arthritides
Gout
Bone Diseases

Non-articular Rheumatism, including Disk
Syndromes, Sciatica, etc.

Pararheumatic (Collagen) Diseases
Connective Tissue Studies
Immunology and Serology
Biochemical Studies
Therapy
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
Natural History of Sydenham's Chorea. Review of the

Literature and Long-term Evaluation with Emphasis on
Cardiac Sequelae. ARON, A. M., FREEMAN, J. M., and
CARTER, S. (1965). Amer. J. Med., 38, 83. Bibl.
After a well-documented review of the aetiology,

pathology, epidemiology, clinical manifestations, associ-
ated conditions, differential diagnosis, and treatment of
Sydenham's chorea, the authors of this paper describe
their findings in fifty patients selected at random from 186
who had been admitted to the Babies Hospital of the
Columbia-Presbyterian Medical Center, New York, 22
to 34 years previously. At the time of the follow-up
examination fifteen of the fifty patients had heart disease
and two others had died of it. Of the fifteen patients,
twelve with cardiac signs of mitral regurgitation or
mitral stenosis were symptom-free. The incidence of
cardiac disease was higher (6 out of 11) if valvulitis had
been diagnosed on admission than if it had not (11 out of
39). The presence of other rheumatic manifestations
also increased the subsequent risk of valvular disease.
Thus ten out of thirteen patients with rheumatic fever
ultimately developed heart disease compared with only
seven out of 37 without rheumatic fever. In cases of pure
chorea the risk of subsequent heart disease was greater
when the initial attack was severe. Recurrences of
chorea, however, did not lead to an increased incidence
of cardiac involvement. Absence of an organic murmur
did not imply freedom from future valvular disease.
this having occurred in 22 per cent. of such cases. It
is therefore recommended that patients with Sydenham's
chorea should be given continuous antibiotic prophylaxis
such as patients with acute rheumatic fever would
receive. Estimation of the erythrocyte sedimentation rate,
electrocardiography, and chest radiography were found
to be of no prognostic value. John Lorber

Cost of Rheumatic Fever and of its Prevention. SASLAW,
M. S., VIETA, A., and MYERBURG, R. J. (1965). Amer.
J. publ. HIth, 55, 429. 14 refs.

Rheumatic Fever with Meningitic Manifestations. (Poly-
arthritis rheumatica mit meningitischer Beteiligung.)
KEUTH, U., and DEMUTH, E. (1965). Z. Kinderheilk.,
93, 80. Bibl.

Contribution to the Study of Sydenham's Chorea. OLI-
VEIRA, A. (1965). Bol. Inst. Pueric. (Rio de J.), 21,
155. 4 figs, 3 refs.

Incidence of Rheumatic Fever in Children in Prague,
1952-63. (Incidence febris rheumatica u diti v Praze
v letech 1952-1963.) KRATKOVA, E. (1965). eas L&k.
6es., 104, 585. 1 fig., 17 refs.

Rheumatoid Arthritis

Studies on the Pathogenesis of Rheumatoid Joint Inflam-
mation. I. The "R.A. Cell" and a Working Hypothesis.
HOLLANDER, J. L., MCCARTY, D. J., JR., ASTORGA,
G., and CASTRO-MURILLO, E. (1965). Ann. intern.
Med., 62, 271. 3 figs, 25 refs.
In this joint communication from the Hospital of the

University of Pennsylvania and Hahnemann Medical
College, Philadelphia, the authors describe preliminary
findings made independently and "through serendipity
alone" which, they hope, "may help to clarify the
pathogenetic mechanism of rheumatoid arthritis, al-
though the aetiology remains unknown". The first
observation was that a high proportion of polymorpho-
nuclear leucocytes found in fresh synovial fluid from
patients with rheumatoid arthritis contained granular
inclusion bodies, which were best seen by phase-contrast
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ANNALS OF THE RHEUMATIC DISEASES
microscopy under oil. After separation of these poly-
morphs by centrifuging and repeated saline washing they
were fragmented by ultrasonic vibration, whereupon they
released rheumatoid factor, apparently derived from the
inclusion bodies. This was the case in five patients with
classic rheumatoid arthritis in whom the Waaler-Rose
test was positive in both serum and synovial fluid, and
also in two others in whom thb serum test later became
positive. Leucocytes with cytoplasmic inclusion have
now been observed in the synovial fluid of more than 600
patients with rheumatoid arthritis or, about 95 per cent.
of all rheumatoid joint fluids examined.
Plasma cells in synovial tissue are known to generate

rheumatoid factor; it is now suggested that this reacts
with aggregated y-globulin from nearby lymphocytes to
produce particulate globulin complexes in interstitial
spaces and synovial fluid. Polymorphonuclear leuco-
cytes are attracted to and ingest these complexes, so
probably producing the inclusion bodies as visible
granules. Proteolytic enzymes, present in the lysosomes
of the leucocyte, may act on these inclusion bodies and
these enzymes, it is thought, may ultimately be released
into the synovial fluid when the polymorphs die, thus
giving rise to joint damage. J. A. Cosh
H. Intracytoplasmic Particulate Complexes in Rheuma-
toid Synovial Fluids. RAWSON, A. J., ABELSON, N. M.,
and HOLLANDER, J. L. (1965). Ann. intern. Med., 62,
281. 2 figs, II refs.
In pursuance of the finding described above in Paper I

polymorphonuclear leucocytes isolated from the joint
fluid of 55 patients with rheumatoid arthritis were
incubated with rabbit antisera active against human 7S
y-globulin and 19S macroglobulin. The cells were later
exposed to fluorescein-tagged sheep anti-rabbit globulin
serum. Patchy fluorescence was observed in the cyto-
plasm of the polymorpns, indicating the presence there
of human 7S and 19S globulin. Although there was no
proof that the two types of globulin were present in
combination or that fluorescence corresponds to inclusion
bodies in polymorph cytoplasm, this finding supports the
hypothesis proposed in the authors' previous paper.
This fluorescence test was positive in eighteen out of 29
patients with rheumatoid arthritis and seven out of eight
with variants of rheumatoid disorder, but in only two
out of eighteen with other joint conditions. J. A. Cosh
m. Experimental Production of Arthritis by the Intra-
articular Injection of Purified 7S Gamma Globulin.
RESTIFO, R. A., LussIER, A. J., RAWSON, A. J., RocKEY,
J. H., and HOLLANDER, J. L. (1965). Ann. intern. Med.,
62, 285. 15 refs.
On the basis of the hypothesis advanced in papers I and

II, the production in a limb-joint of a complex composed
of rheumatoid factor and 7S y-globulin would lead to
phagocytosis of the complex by polymorphonuclear
leucocytes and an acute inflammatory reaction. This
concept was tested by making injections of human 7S
globulin, aggregated by beat, into the uninvolved knee-
joint of five volunteer patients with rheumatoid arthritis
and several control subjects. In six trials an acute
reaction followed only when the rheumatoid arthritic
patients were injected with their own purified 7S globulin.

No reaction followed injection of globulin from other
patients with rheumatoid arthritis or from normal donors.
Nor was any reaction produced in patients unaffected by
rheumatoid arthritis, whatever the source of injected
globulin. Heat aggregation did not appear to be essential
in the preparation of the globulin in the cases in which an
inflammatory reaction was produced.
The authors speculate on the possibility of 7S y-

globulins being rendered antigenic in the individual with
rheumatoid arthritis by the exposure of "buried" deter-
minant molecular groupings. The rheumatoid factor,
being a macroglobulin antibody, should be specific in
reacting only with the 7S y-globulin of the same individual
and not with globulin from other individuals with rheu-
matoid arthritis. J. A. Cosh

A Speculation on the Pathogenesis of Joint Inflammation
in Rheumatoid Arthritis. ZVAIFLER, N. J. (1965).
Arthr. and Rheum., 8, 289. 1 fig., 24 refs.

7-day Variability Study of 499 Patients with Peripheral
Rheumatoid Arthritis. Cooperating Clinics Committee
of the American Rheumatism Association. (1965).
Arthr. and Rheum., 8, 302. 6 refs.

Problem of Rheumatic Pneumonia. (Zum Problem der
rheumatischen Pneumonie.) RIETSCHEL, H. G. (1965).
Med. Klin., 60, 568. 1 fig., 16 refs.

Pathogenesis of Amyloidosis in Rheumatoid Arthritis.
MAKARENKO, I. I. (1965). Rheumatism, 21, 35. Bibl.

Chronic Arthritis and Heart Disease. OSTRANDER, L. D.,
JR. (1965). J. Mich. med. Soc., 64, 335. 11 refs.

Changes in Cardiac Metabolism in Rheumatoid Arthritis.
(Sulla presenza di alterazioni metaboliche cardiache
nell'artrite rheumatoide.) ZANGARA, A. (1965).
Reumatismo, 17, 7. 4 figs, 33 refs.

Rheumatoid Arthritis-a Clinical Study. BASAVARAJ
URS, M., and SHANKAR, P. S. (1965). J. Ass. Phycns
India, 13, 243. 16 refs.

Rheumatoid Arthritis: Symptoms and Signs. GOUR,
K. N. (1965). J. Ass. Phycns India, 13, 247. 1 fig.

Observations on Rheumatoid Arthritis with special
reference to Cardiovascular Manifestations. BANER-
JEA, J. C. (1965). J. Ass. Phycns India, 13, 251. 45 refs.

Cardiovascular Manifestations in Rheumatoid Arthritis.
SINHA, B. C. (1965). J. Ass. Phycns India, 13, 261.
12 refs.

Leprosy presenting as Rheumatoid Arthritis. LELE,
R. D., SAINANI, G. S., and SHARMA, K. D. (1965).
J. Ass. Phycns India, 13, 275. 4 figs.
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Non-operative Orthopaedic Treatmert of Osteo-arthritis
of the Hip. (L'orthopddie non sanglante des coxarth-
roses.) RUELLE, M., and DEBEUCKELAERE, M. (1964).
J. beige Mdd. phys. Rhum., 19, 257. 3 figs, 6 refs.

Spondylitis
Aortic Insufficiency in Ankylosing Spondylitis. (Insuffi-

sance aortique de la spondylarthrite ankylosante.)
CAVAILLES, J., WELTI, J. J., and BOUVRAIN, Y. (1965).
Arch. Mal. Coeur., 58, 153. 3 figs, 33 refs.
The authors consider that there is a particular form of

aortic insufficiency characterized by pathological features
which is associated with ankylosing spondylitis, and they
report five cases of this syndrome, of which one was
subjected to necropsy. The ages of the patients ranged
from 38 to 62 years, and four of them were males.
Macroscopically the lesions consist of rounded hyaline
plaques on the aortic cusps and the proximal 2 or 3 cm.
of the ascending aorta. These plaques may later coalesce
and fibrose forming stellate scars which, if they involve
the sinus of Valsalva, may narrow the coronary orifices
and separate the commissures somewhat in the manner
of syphilitic aortitis. Histologically, the earliest ab-
normality is a striking perivascular infiltration oflympho-
cyte and plasma cells. Later there is an obliterative
endarteritis with hyaline fibrous thickening of the media
and disruption of elastic lamellae. The incidence of
aortic insufficiency in ankylosing spondylitis is about
3 per cent. and, with the exception of the one female
patient included in this report, all previously recognized
cases have been male. H. Caplan

Staphylococcal Spondylitis. CHAPuis, R. (1965). Rheu-
matism, 21, 39. Bibl.

Changes in the Fovea Capitis in Arthritis of the Hip in
Ankylosing Spondylitis. (Modificazione delta fovea
capitis nella coxite della spondilite anchilosante.)
ScnAvErm, L., and MEROLA, G. (1965). Reumatismo,
17, 19. 12 figs, 7 refs.

Inflammatory Arthritides
Reiter's Syndrome and Aortic Insufficiency. RODNAN,
G. P., BENEDEK, T. G., SHAvER, J. A., and FENNELL,
R. H., JR. (1964). J. Amer. med. Ass., 189, 889.
6 figs, 18 refs.
Two further cases of Reiter's syndrome with aortic

incompetence, and without clinical or pathological
evidence of syphilis or rheumatic heart disease, are
reported from the Veterans Administration Hospital,
Pittsburgh. The first patient had urethritis and poly-
arthritis at age 17. The arthritis recurred when he was
37 and at this time a heart murmur was heard; 9 years
later he had heart failure, and when he was 48 an aortic
diastolic murmur was heard and he had complete heart
block. He then developed severe polyarthritis, conjunc-
tivitis, keratodermia, and balanitis. Radiographs
showed metatarsal erosions, periosteal thickening of the
tibia, and syndesmophytes between the second and third
lumbar vertebrae. Later he developed atrial flutter with

Still's Disease
Laboratory Tests in Juvenile Rheumatoid Arthritis. [In

English.] FRIIS-HANSEN, B., and JOHANSEN, P. E.
(1964). Acta rheum. scand., 10, 262. 1 fig., 12 refs.
The diagnostic and prognostic value of certain labora-

tory tests in juvenile rheumatoid arthritis was studied in
55 patients with joint signs of at least one week's duration,
who were admitted to Queen Louise's Children's Hos-
pital, Copenhagen, between May, 1950 and October,
1961. Of the 55 patients, 34 had juvenile rheumatoid
arthritis, three had affection of one joint only, fourteen
had rheumatic fever, and the remaining four had transient
joint signs only. The laboratory investigations carried
out on all these patients included estimation of the
erythrocyte sedimentation rate (ESR), the haemoglobin
percentage, antistreptolysin titre and titres of other coccal
antibodies, the y-globulin level, the Waaler-Rose and
the latex-fixation tests, and the antihuman globulin
consumption test for antinuclear factor (ANF). At the
follow-up examination in 1962 the patients were classified
as cured, mildly affected, or severely affected.

It was found that eight of the ten boys and four of the
24 girls with rheumatoid arthritis were cured at the time
of follow-up; 24 (out of 33 tested) had a normal ESR at
that time. Of thirteen patients in whom the ESR had
been over 60 mm. in 1 hour, eight were classified as
severely affected. On admission the Waaler-Rose
reaction and the response to the latex test were negative
in all except two of the cases tested, the exceptions being-
one case giving a positive response and one a doubtful
response to the latex test. At the follow-up examination
it was found that mild and severe chronic rheumatoid
arthritis had developed respectively in these two cases.
It was also found that the response to the latex test was
positive in two other patients, one of whom had been
cured for 4 years and one was incapacitated by the
disease. On admission ANF was found in eight out of
nineteen cases of rheumatoid arthritis examined; at the
time of follow-up it was found in fifteen out of 33 cases-
five mildly affected and seven severely affected, but also
in three cured cases.

It is concluded that the diagnosis of rheumatoid
arthritis in children still depends "to a high degree" on
clinical evaluation, but that the activity of the disease can
be assessed to some extent from observation of ESR, the
y-globulin level, and the response to the ANF test.

B. E. W. Mace.

Osteo-Arthritis
Heredity of Osteo-arthritis. STECHER, R. M. (1965).

Arch. phys. Med., 46, 178. 4 figs, 15 refs.

Arthrosis of Costo-vertebrale Joints. (L'arthrose costo-
vertebrale et costo-transversaire.) BISOGNO, E. M.
(1965). Rhumatologie, 17, 111. 13 figs, 13 refs.

Extended Sympathectomy in the Treatment of Osteo-
arthritis of the Hip. (La sympathectomie 6largie dans
le traitement de la coxarthrose.) BLATMONT, P., and
BURNY, F. (1964). J. beige Med. phys. Rhum., 19, 237.
4 figs, 9 refs.
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ANNALS OF THE RHEUMATIC DISEASES
5:1 block and he died of heart failure at the age of 49. At
necropsy the ascending aorta was found to be dilated and
the aortic valve incompetent, with rolled free margins.
Microscopically there was fibrous proliferation in the
myocardium, the aorta, and the aortic valve.
The second patient had urethritis at age 19 and arthritis

and conjunctivitis at age 34, followed by recurrent poly-
arthralgia and iritis. An aortic diastolic murmur was
found when he was 44, and angina and heart failure
developed. On fuller investigation the following year,
severe aortic incompetence was confirmed by aortic
catheterization. Radiographs showed calcaneal and
metatarsal periostitis with increased density of the left
ilium.
The authors note the similarity of their cases to eleven

other published cases (from 1897) of Reiter's syndrome
and [correctly] stress that the aortic lesion in these
patients is macroscopically and microscopically identical
with the aortitis of ankylosing spondylitis.

J. H. Baron

Temporo-mandibular Joint Syndrome. ATKINSON, H. F.,
and SHEPHERD, R. W. (1965). Med. J. Aust., 1, 708.
4 refs.

Staphylococcus Suppurative Arthritis occurring in Neuro-
pathic Knee Joints. MARTIN, J. R., ROOT, H. S.,
KIM, S. O., and JOHNSON, L. G. (1965). Arthr. and
Rheum., 8, 389. 9 figs, 26 refs.

Diagnosis of Reiter's Syndrome. WRIGHT, V. (1965).
Rheumatism, 21, 30. 4 figs, bibl.

A Female Case of Behqet's Disease. (Eine Patientin mit
Morbus Behget.) HOLZKNECHT, F. (1965). Wien.
klin. Wschr., 77, 44. 17 refs.

Gout
Gout Secondary to Chronic Renal Disease. (Goutte

secondaire des nephropathies chroniques.) RICHET,
G., MIGNON, F., and ARDAILLOU, R. (1965). Presse
med., 73, 633. 7 figs, 46 refs.
This study, from l'Hopital Tenon, Paris, concerns

seventeen patients (classified into three groups) with gout
secondary to renal disease discovered among 1,600
patients admitted between January, 1961, and July, 1964.

In Group 1, where the disease followed acute uraemia,
the joint manifestations took a classical course and
responded to colchicine. There was no family history of
gout, tophi were absent, and macroscopic examination
of the kidneys in three cases showed no urate deposits.
Plasma uric acid levels varied between 8 and 17 mg. per
100 ml. Blood urea levels reached above 150 mg. per
100 ml. and remained elevated for several months before
the first attack of gout. Three of the cases had a severe
hypertension, with left ventricular hypertrophy and lesions
in the fundus of the eye, but two cases of amyloid disease
had no hypertension.
The nine patients in Group 2 with chronic nephritis had

similar gouty signs and a gouty family history was
obtained in two of them. Uricaemia approximated to

the degree found in Group 1 and permanently raised
blood urea levels were between 60 and 120 mg. per 100
ml. The first evidence of gout appeared many years
after the onset of renal symptoms.

In Group 3 were three individuals who had been
exposed to lead poisoning and in them the attacks of
gout had appeared 6, 11, and 16 years respectively after
exposure. Uricaemia was between 7 5 and 11-5 mg.
per 100 ml. Permanent hypertension was present in two
of them and could be elicited in the third by exposure to
cold.
The authors discuss their findings and conclude that

secondary gout in these cases is due to faulty excretion
and therefore to retention of uric acid, that the condition
is not seen more frequently because it takes a long time
to develop whereas nephropathy advances relatively
quickly, and that by far the best treatment is colchicine
in small doses. D. Preiskel

inflammatory Response to Injected Microcrystalline
Mosodium Urate in Normal, Hyperuricaemic, Gouty,
and Uraemic Subjects. BUCHANAN, W. W., KLINEN-
BERG, J. R., and SEEGMILLER, J. E. (1965). Arthr. and
Rheum., 8, 361. 1 fig., 10 refs.

Pararheumatic (Collagen) Diseases
Pulmonary Dysfunction in Systemic Lupus Erythematosus.
HUANG, CHIN-TANG, HENNIGAR, G. R., and LYONS,
H. A. (1965). New EngL. J. Med., 272, 288. 5 figs,
24 refs.
A study of 28 patients with systemic lupus erythema-

tosus (SLE) has been carried out at Kings County Hos-
pital, Brooklyn, to determine the incidence of pulmonary
symptoms and to correlate these with the radiological
findings in the chest and the results ofpulmonary function
studies. Tests of pulmonary function included measure-
ment of ventilation, lung volume, distribution of inspired
air, diffusing capacity of the lung, and arterial-blood
gases and pH. The effects of exercise and of breathing
100 per cent. oxygen on blood gases were determined.

Clinically the patients comprised four groups:
(1) Eight with a history of pleuritis and appropriate

radiological signs;
(2) Nine with a history of pneumonitis and minimal

parenchymal changes or normal chest X-ray
appearances;

(3) Three with the features of both the above groups;
(4) Eight patients without clinical or radiological

evidence of pleuropulmonary involvement.
Only thirteen patients were free from respiratory

symptoms, the majority having had pleuritic pain; six
had dyspnoea at rest and three were dyspnoeic only on
exertion.
The most common abnormality of pulmonary function

was a restrictive ventilatory pattern, which was present
in 22 patients; twenty patients had a reduced inspiratory
capacity, mainly due to a reduction in lung capacity
(fourteen patients). The most severe respiratory restric-
tion was found among patients with a past history of
pleurisy, but five patients without this history and with no
respiratory symptoms also had a restrictive pattern of
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(5 * 6 per cent.) developed leg ulcers, three ofthese showing
histological evidence of chronic vasculitis. The occur-
rence of bullae in two patients was an unusual manifesta-
tion.

In commenting on their series the authors emphasize
the importance of the cutaneous lesions in systemic lupus
erythematosus and stress the major role which changes in
the blood vessels appear to play in their production.

Benjamin Schwartz

Clinical and Histopathological Ocular Findings in Acute
Disseminated Lupus Erythematosus. (Klinische und
histopathologiscbe Augenbefunde beim akuten Lupus
erythematodes disseminates.) BoKE, W., and BAUMER,
A. (1965). Klin. MbW. Augenheilk., 146, 175. 9 figs,
22 refs.
In 25 patients (14 acute and 11 subacute) with lupus

erythematodes disseminatus observed ophthalmologically
the acute cases offered a variable fundus picture with
haemorrhages and exudates in the retina-cotton-wool
foci-in the foreground; these signs are transient and
reversible and therefore often missed. Other features
are retinal detachment possibly through exudation in the
retina and papilloedema, perhaps as a sequel of cerebral
oedema or nephropathy. The subacute cases showed
uncharacteristic lesions or none, other findings (e.g.
vascular lesions) being secondary. In one acute case it
was possible to examine both bulbi histologically after the
patient's death. The clinical aspect was that ofexudative
detachment of the retina. Microscopy showed mainly
changes of the choroid, the vessels of which showed fea-
tures offibrinoid necrosis, proliferation ofthe vessel walls,
and PAS-positive deposits leading sometimes to occlusion
of the lumina. Such features have been described in
other organs as typical of disseminated lupus erythe-
matosus, and are possibly here described in the eye for
the first time. L. Wittels

Fatal Systemic Lupus Erythematosus in Identical Twins:
Case Reports and Review of the Literature. JOSEPH, R.
R., and ZARAFONETIS, C. J. D. (1965). Amer. J. med.
Sci., 249, 190. 23 refs.

Interrelations of the Various Forms of Lupus Erythema-
tosus. (Die Beziehungen der verschiedenen Lupus-
erythematodes-Formen zueinander.) RANDOW, U.,
and SdNNICHSEN, N. (1965). Derm. Wschr., 151, 489.
2 figs, bibl.

Connective Tissue Studies

Use of Ultrasound in Synovial Fluid Analysis. DORNER,
R. W., GANTNER, G. E., JR., UDDIN, J., and ZUCKNER,
J. (1965). Arthr. and Rheum., 8, 368. 1 fig., 18 refs.

Fibrinolysis in Normal and Abnormal Synovial Fluid.
CAUGHEY, D. E., and HIGHTON, T. C. (1965). Proc.
Univ. Otago med. Sch., 43, 5. 5 refs.

respiration. Slight reductions in arterial oxygen satura-
tion and tension were observed at rest and also in nine
patients during exercise. Diffusing capacity was sub-
normal in sixteen of the eighteen patients studied, but the
authors did not consider this to be attributable to reduc-
tion in lung volume. A past history of pneumonitis
appeared to be related to severity of impairment of
diffusing capacity, whereas dyspnoea and radiological
abnormality were not, Respiratory dysfunction was
thus an unexpectedly common finding in SLE and could
occur at the onset or at any stage of the illness. It is
considered that impaired diffusing capacity due to in-
creased membrane resistance (shown in seven patients)
may be the commonest and earliest pulmonary defect in
SLE and can occur without symptomatic or radiological
evidence of pulmonary involvement. Eric Beck

Cutaneous Manifestations of Systemic Lupus Erythema-
tosus. TUFFANELLI, D. L., and DUBOIS, E. L. (1964).
Arch. Derm., 90, 377. 10 figs, 30 refs.
From the University of Southern California, Los

Angeles, the authors report a study of the cutaneous
manifestations in 520 patients (463 female and 57 male)
with systemic lupus erythematosus (SLE) seen over a
13-year period. In 372 (71 -5 per cent.) of the patients,
skin lesions developed during the course of their illness,
and in 120 (23 per cent) these were the first manifesta-
tions of SLE. Apart from the expected lesions secondary
to therapy, erythema of the malar area and across the
bridge of the nose was the most common lesion and
occurred in 191 cases (36-7 per cent.), while a maculo-
papular eruption in the same area was seen in 109 cases
(20-9 per cent.). Similar but more widespread lesions
were seen in some exposed areas in 47 cases (9 per cent.),
and in covered areas in 99 (19 per cent.). An increased
sensitivity to sunlight was observed in 170 patients
(32 - 7 per cent.).
Chronic discoid LE was an initial manifestation in 56

of the cases (10-8 per cent.) and discoid lesions were
noted sometime during the course of the disease in almost
one-third of the patients. A non-scarring alopecia
occurred in 111 cases (21 . 3 per cent.), and scarred scalp
lesions following chronic discoid LE were present in
nineteen (3 * 6 per cent.). Increased fragility of the
frontal hair, resulting in a receding hairline, was observed
in 29 patients (5 -6 per cent.). Raynaud's phenomenon
was present in 96 (18-4 per cent.) and in nine (1-7 per
cent.) the vasospastic changes preceded the SLE. Five
patients presented with peripheral gangrene. The
petechiae, purpura, or ecchymoses, which occurred in
103 patients (19 - 8 per cent.) were in many cases thought
to be the result of steroid therapy, but in 43 (8 - 2 per cent.)
they were thrombocytopenic, and six patients who had
not received steroids had histological features of acute,
allergic angiitis. Lesions of mucous membrane, usually
in the mouth, occurred in 47 cases (9 1 per cent.); also
pigmentary changes consisting of generalized hyperpig-
mentation (8-4 per cent.) local hyperpigmentation (5-0
per cent.), and depigmentation (4 * 8 per cent.) were seen.
Lastly, 26 patients (5 0 per cent.) had transitory sub-
cutaneous rheumatoid-like nodules over joints, and 29
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ANNALS OF THE RHEUMATIC DISEASES
Electron Microscopic Studies of the Human Synovial
Membrane-Normal and in R toid Arthritis.
HIGHTON, T. C., CAUGHEY, D. E., and RAYNs, D. G.
(1965). Proc. Univ. Otago med. Sch., 43, 7. 1 fig.,
5 refs.

Alteration of Collagen in Generalized Scleroderma
(Progsive Systemic Sclerosis) after Treatment with
Dimethylslphoxide. SCHERBEL, A. L., MCCORMACK,
L. J., and Poppo, M. J. (1965). Cleveland Clin.
Quart., 32, 47. 6 figs, 10 refs.

Immunology and Serology

Reaction of Rheumatoid Factor with Animal Gamma-
Globulins: Quantitative Considerations. BUTLER, V. P.,
JR., and VAUGHAN, J. H. (1965). Immunology, 8, 144.
5 figs, 40 refs.
[At the University of Rochester School of Medicine,

Rochester, New York] bis-diazotized benzidine has been
conjugated to the y-globulins of three species to produce
soluble aggregates and insoluble aggregates for use in the
study ofthe rheumatoid factor. Soluble aggregates have
proved useful in the study of the interaction of rheuma-
toid factor with human and rabbit y-globulins by agar
diffusion methods. Insoluble complexes have provided
a method for the absorption and quantitative determina-
tion of the rheumatoid factor capable of reacting with the
y-globulins of various species.
The rheumatoid factor in three sera extensively studied

has been demonstrated to consist of a heterogeneous
entity, which reacts in toto with human y-globulin and
moieties of which also react with rabbit, bovine, and
equine y-globulins. The extent of cross-reactivity with
rabbit and bovine y-globulins has been demonstrated to
differ from one serum to another.
The characteristics of the reactivities of rheumatoid

factor make it seem most probable that the rheumatoid
factor is an antibody to denatured human y-globulin
possessing cross-reactivity with other mammalian
y-globulins.-[Authors' summary.]

Studies in the "Incomplete" Rheumatoid Factor. [In
English.] SWMRCZYNSKA, Z., and WOZNICZKO-
ORLowsKA, G. (1964). Acta rheum. scand., 10, 255.
6 refs.
A new rheumatoid factor of an incomplete antibody

nature was found in rheumatoid arthritis sera [examined
at the Institute of Rheumatology, Warsaw]. This factor
reacted with sheep erythrocytes sensitized with immune
rabbit gamma globulin, but did not cause their agglutina-
tion. Its reaction with sensitized erythrocytes could be
detected only in the indirect way using immune rabbit
serum against human gamma globulin. In the sera of
rheumatoid arthritis patients showing a negative Waaler-
Rose test, the "incomplete" rheumatoid factor was found
in 52 2 per cent. of adult cases and in 23-9 per cent of
children. None of the forty rheumatic fever patients
sera contained the "incomplete" rheumatoid factor and
sera of blood donors contained it in only 1 -8 per cent.

It seems that testing for "incomplete" rheumatoid factor
can be useful in sero-diagnosis of rheumatoid arthritis
and allied conditions.-[Authors' summary.]

Multiplicity of Rheumatoid Factor. MILGROM, F., and
TONDER, O. (1965). Arthr. andRheum., 8,203. 1 fig.,
15 refs.

Antibody to Ribosomes in Systemic Lupus Erythematosus.
STURGILL, B. C., and CmtPENTER, R. R. (1965).
Arthr. and Rheum., 8, 213. 10 refs.

Total Haemolytic Complement (CH50) and Second Com-
ponent of Complement (C'2hU) Activity in Seum and
Synovial Fluid. Fosmnopouws. G., AUSTEN, K. F.,
and BLOCH, K. J. (1965). Arthr. and Rheum., 8, 219.
1 fig., 46 refs.

Synovitis in Rabbits during Bacteraemia and Vaccination.
LEwis, G. W., and CLUFF, L. E. (1965). Bull. Johns
Hopk. Hosp., 116, 175. 5 figs, 26 refs.

Cellular Reactions to Soluble Foreign Materials in the
Rabbit Knee Joint. HOLLINGSWORTH, J. W. (1965).
Yale J. Biol. Med., 37, 300. 4 figs, 19 refs.

Differential Absorption of Ruatoid Factor and Anti-
Gm (a) Activity. (Absorption differentielle du facteur
rhumatolde et de l'activitW anti-Gm (a)). MATrE, C.,
AUDRAN, R., MOULLEC, J., and STEINBUcH, M. (1965).
Rev. franz. btud. clin. bioL, 10, 308. 6 figs, 16 refs.

Macroglobulinaemia: Primary (Waldenstrom) and Symp-
tomatic in Rheumatoid Arthritis. GoTHoNM, G.,
WASASTJERNA, C., and JEGLINSKY, B. (1965). Acta
med. scand., 177, 263. 4 figs, 21 refs.

Immunological Study of Rheumatoid Arthritis. (etude
immunologique de la polyarthrite rhumatoldt.) KAHN,
M. F. (1965). Brux.-mdd., 45, 551. 4refs.

Determination of C-reactive Protein in Rheumatic Cases
and its Relationship with the Erythrocyte Sedimentation
Rate. TIAGi, G. K., TYAGI, S. P., and JmIN, S. C.
(1965). Indian J. med. Sci., 19, 199. 2 figs, 22 refs.

Ag m llia and Arthritis. NEUSTADT, D. H.
(1965). Rheumatism, 21, 45. 35 refs.

Heterogeneity of Antinuclear Factors in Lupus Erythema-
tosus and Rheumatoid Arthritis. BARNETr, E. V.,
BAKEMEIER, R. F., LEDDY, J. P., and VAUGHAN, J. H.
(1965). Proc. Soc. exp. Biol. (N. Y.), 118, 803. 2 figs,
7 refs.

Immunofluorescent Determination of Antinuclear Factors
in the Sera of Disseminated Lupus Erythematosus
Patients and of Some of Their Relatives of the First
Degree. CARUNTU, F. (1964). Rum. med. Rev., 8, 26.
2 figs.
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Patients in whom signs of persistent active carditis
developed were given a second 7-day course ofprednisone.
In the group with definite carditis, 19 of 34 patients

treated with prednisone had residual carditis after one
year compared with 26 of 39 patients treated with
acetylsalicylic acid. Prednisone in the prescribed dosage
was well tolerated and there were no untoward reactions.
In the group of children with polyarthritis alone, 45
treated with prednisone and 42 treated with acetylsalicylic
acid responded equally well, the acute joint manifesta-
tions subsiding in 48 to 72 hours in both groups.
From their findings the authors conclude that predni-

sone in high dosage is not superior to acetylsalicylic acid
in the treatment of rheumatic fever with or without
carditis. They did, however, gain the impression that
prednisone was of value in treating acute severe myo-
carditis. D. J. Ward

Clinical Trial of Indomethacin in Rheumatoid Arthritis.
KATZ, A. M., PEARSON, C. M., and KENNEDY, J. M.
(1965). Clin. Pharmacol. Ther., 6, 25. 10 refs.
The antirheumatic potency of indomethacin has been

studied at the Wadsworth Veterans Administration
Hospital, Los Angeles, California, in 97 patients, 71 of
whom had rheumatoid arthritis. The drug was given in
a daily dosage of 100 to 400 mg., divided into three or
four doses taken after food in the form of compressed
tablets containing 25 or 50 mg. All the patients were
followed up at weekly and later monthly intervals and
the therapeutic response and side-effects noted. Most
patients were already receiving other medication,
including corticosteroids.
Complete relief of symptoms was obtained in six cases,

while 23 patients had "good" and twelve "fair" relief, the
response in the last group corresponding to that obtained
with aspirin. Of the remainder, fifty stopped taking the
drug owing to lack of response or the occurrence of side-
effects and six were lost to follow-up. The commonest
side-effect was dyspepsia, six patients developing peptic
ulcer, one of which perforated; other effects were head-
ache and "lightheadedness". No specfic change was
noted on routine haematological examination, though
one patient had a temporary rise in serum transaminase
level after indomethacin treatment and one diabetic had
increased glycosuria. The authors point out that side-
effects, particularly dyspepsia, may be less frequent when
the drug is given in smaller initial doses or in coated
tablets. J. A. Cosh

Combined Treatment with Prednisone and Indomethacin in
Rheumatoid Arthritis (with Special Reference to Pro-
longed Treatment). (L'associazione prednisone indo-
methacin nella terpia dell'artrite reumatoide (con
particolare. riguardo ai trattamenti protratti).) ROB-
ECCHI, A., MARAZZI, G., and VIARA, M. (1964).
Reumatismo, 16, 388.
After a brief reference to previous reports of the use of

indomethacin in the rheumatic diseases the authors, from
the Hospital of St. John the Baptist, Turin, present their
experience with this drug in association with prednisone
in the treatment of22 female and six male patients ranging

Studies on the Provocation of Experimental Arthritis in
the Rhesus Monkey. Ill. Further Results with Fibrin.
(Studi sulla provocazione di un'artrite sperimentale nel
rhesus. III. Ulteriori risultati con l'impiego di fibrina.)
LUCHERINI, T., CECCHI, E., PoRzio, F., and D'AMORE,
A. (1965). Minerva med., 56, 1509. 7 figs, 3 refs.
IV. Effects of Protein Deficiency on Fibrin-induced
Arthritis. (IV. Effetti della carenza protidica sull'
artrite da fibrina.) LucHERIm, T., CECCHI, E.,
PoRzio, F., and D'AMORE, A. (1965). Minerva med.,
56, 1549. 16 figs, 10 refs.

Biochemical Studies
Study of Radioactive Calcium (45Ca) in Hyperparathy-

roidism. (ttude avec le calcium radioactif (45Ca) dans
l'hyperparathyroidisme.) LIkVRE, J.-A., CAMUS, J.-P.,
and BOURICHON, J. (1965). Rev. Rhum., 32, 91. 1 fig.,
bible.

Rheumatoid Subcutaneous Nodules without Clinical or
Biochemical Evidence of Rheumatism in the Adult.
(Noduli sottocutanei di tipo reumatoide senza evidenza
di segni clinici ed umorali di reumatismo nell'adulto.)
RABBIOSI, G., and SACCHI, S. (1965). Minerva derm.,
40, 251. 1 fig., bible.

Urinary Hydroxyproline in Various Diseases. SMITH,
Q. T., RUKAVINA, J. G., and HAALAND, E. M. (1965).
Acta derm.-venereol. (Stockh.), 45, 44. 17 refs.

Therapy
Comparison of Short-term, Intensive Prednisone and

Acetylsalicylic Acid Therapy in the Treatment of Acute
Rheumatic Fever. COMBINED RHEUMATIC FEVER STUDY
GROUP. (1965). New Engl. J. Med., 272, 63. 13 refs.
In a previous study (New Engl. J. Med., 1960, 263, 895;

Abstr. WId Med., 1960, 28, 398) the combined Rheumatic
Fever Study Group found no evidence that prednisone in
moderate dosage was more effective than acetylsalicylic
acid in preventing residual rheumatic heart disease. They
now report a study, carried out in seven hospitals in
Baltimore and New York City, in which the effects of
short-term treatment with prednisone in much larger
doses were compared with those of acetylsalicylic acid.
They did this because others had claimed that the activity
of the rheumatic process could be terminated and residual
rheumatic heart disease prevented by intensive prednisone
therapy for one week.
Two groups of children, all under the age of 15 years,

took part in the study-those with definite carditis (73
patients) and those with polyarthritis alone (87 patients).
The treatment schedules consisted of either a week's
course of prednisone in a dosage of 3 mg. per lb. (6 - 6 mg.
per kg.) body weight up to a maximum daily dose of 200
mg. or acetylsalicylic acid in a daily dosage of 50 mg. per
lb. (110 mg. per kg.). In most cases the salicylate
therapy was continued for several weeks, but later in the
study a number of cases of polyarthritis without carditis
were treated for only one week so as to permit a better
comparison with the one-week treatment with prednisone.
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ANNALS OF THE RHEUMATIC DISEASES
in age from 7 to 74 years suffering from severe, progressive
polyarticular rheumatoid arthritis. The duration of the
disease was less than 1 year in three cases, between 1 and
3 years in nine, from 3 to 5 years in seven and over 5 years
in nine; previous treatment had been with prednisone or
triamcinolone. The dosage of indomethacin generally
ranged from 75 mg. to a maximum of 150 mg. daily.
Exceptionally, and then only for a few days, it was raised
to 200 or 250 mg. daily. In some cases the concomitant
dose of prednisone was reduced, but in others it was
maintained at the previous level. The duration of treat-
ment at the time of writing ranged from 4 to 7 months,
except in one case in which indomethacin had to be
withdrawn after 3 days because of severe intolerance.,
Side-effects of the drug included headache in eleven cases
dizziness in six, nausea and vomiting in three, and loss of
appetite in two.
The results, based on subjective and objective findings

as well as those of laboratory tests, showed that there was
definite improvement in 22 cases, but little or no improve-
ment in five-the case treated for only 3 days being
excluded. In a discussion of the mode of action of
indomethacin the authors conclude that this is mainly
anti-inflammatory. An advantage of the drug is that in
prolonged treatment the administration of 70 to 100 mg.
indomethacin daily enables the dosage of prednisone to
be reduced to 7 - 5 mg., or in some cases even to 5 mg. per
day. A. D. Duff

Clinical Test of Indomethacin. [In English.] MICHOTTE,
L. J., and WAUTERS, M. (1964). Acta rheum. scand.,
10, 273. 2 refs.
A clinical trial is reported of indomethacin in a number

of rheumatic conditions. In eighteen patients with
rheumatoid arthritis given indomethacin in a dosage of
100 to 200 mg. daily there was considerable improvement,
as assessed by the Lansbury indices. Toxic manifesta-
tions were, however, frequent and in many cases treat-
ment had to be discontinued. In twelve further cases of
rheumatoid arthritis, indomethacin was tried in the hope
of reducing the maintenance dosage of a steroid (pred-
nisone). It was given in a dosage of 225 mg. daily, at
first without reduction of the dosage of prednisone.
There was again improvement, but when the steroid
dosage was reduced deterioration set in.
A group of twenty patients with osteo-arthritis of the

hip were, in general, very much improved when indo-
methacin was given in dosage of 200 mg. daily for a week
and then reduced to 75 mg. daily. In this low dosage
side-effects were uncommon. Marked improvement in
symptoms was observed in five cases of ankylosing
spondylitis given 75 mg. of indomethacin daily; the
authors state that they hope later to report a statistical
study of a larger number of patients with this condition
There was a rapid response in three patients in an acute
gouty attack to 300 mg. of indomethacin daily, but the
side-effects were considerable.

It is concluded that the anti-inflammatory activity of
indomethacin in rheumatoid arthritis and gout is certain,
but its therapeutic margin is too small to permit its use in
these conditions. However, indomethacin has promise

in osteo-arthritis of the hip and thigh, and in ankylosing
spondylitis for the treatment of which a dose of 75 mg.
daily proves sufficient. B. E. W. Mace

Studies of Delayed-action Medication. IV. Salicylates.
HOLLISTER, L. E., and KANTER, S. L. (1965). Clin.
Pharmacol. Ther., 6, 5. 4 figs, 12 refs.
Aspirin tablets are known to irritate the stomach and

may cause gastric erosion, and to protect against these
effects enteric-coated preparations are often prescribed
with a view to delaying release of the drug until the tablet
has reached the small intestine. The authors of this
paper from the Veterans Administration Hospital, Palo
Alto, California, have studied the serum salicylate levels
produced by two enteric-coated preparations and com-
pared the efficacy of these forms of aspirin with that of
uncoated tablets. A preparation of aspirin mixed with a
retarding agent was also studied.

Single doses of 1 g. (15 gr.) aspirin in the form of un-
coated tablets, taken with water on an empty stomach,
were rapidly absorbed and produced a fairly steady serum
salicylate level from 1 to 4 hours after administration,
with a peak of about 6 to 8 mg. per 100 ml. at 2 hours.
Absorption of the same dose in the form of enteric-coated
tablets was erratic and slow, no measurable salicylate
being present in the serum for 8 or 10 hours in some of
the twenty subjects studied. With one type of enteric
coated tablet ("enseal"), the serum salicylate level rose
after 8 to 14 hours, but the mean peak was then only 2 - 5
mg. per 100 ml. With another type of enteric-coated
tablet ("ecotrin"), the rise in serum salicylate level was at
2 to 8 hours and the peak averaged 4-8 mg. per 100 ml.
With enteric-coated sodium salicylate the serum level at
2 hours was very low and at 6 hours averaged 6 - 8 mg. per
100 ml.-comparable with the peak level after plain
aspirin tablets.
The same pattern of serum levels was found when these

preparations were given to eleven subjects in four doses
each of 1 g. at 4-hourly intervals. At 8 to 32 hours from
the start of treatment, the plain aspirin and enteric-
coated sodium salicylate produced approximately the
same levels, but the enteric-coated aspirin gave lower
peaks, delayed 18 to 24 hours.
A new retard preparation ("aspirin H") was compared

with plain aspirin in ten subjects. A dose of 1 g. gave a
serum salicylate level only slightly lower than that pro-
duced by plain aspirin and delayed only 1 to 2 hours.
When the doses were repeated at 12-hr intervals the two
preparations produced comparable levels at 24 to 35
hours; urinary excretion ofsalicylate was also comparable.
Thus the long-term pharmacological action of the two
preparations was similar.
The authors conclude that, if intense and early effects

are required, as in the relief of fever or acute pain, the
plain form of aspirin gives best results. Enteric-coated
aspirin is unreliable, but enteric-coated sodium salicylate
and the new retarded form of aspirin tablet are useful for
long-term treatment. Individuals vary considerably in
their absorption and rate of excretion of salicylate, so
that these should be determined in each case before
beginning long-term salicylate therapy. T. B. Begg
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in over-all analgesic efficacy was proven between orphena-
drine citrate 25 mg. plus APC and D-propoxyphene HC1
32 mg. plus APC, although the late afternoon observa-
tions suggested that orphenadrine citrate plus APC was
superior (at the 5 per cent. level of significance) to
D-propoxyphene HCl 32 mg. plus APC.

Statistical analysis of the data showed that the addition
of codeine to a combination of orphenadrine citrate and
APC may permit twice daily treatment of mild-to-
moderate pain with a decrease in total daily requirement
of codeine. This should be investigated further.
The incidence of all side-effects observed in the two

studies reported here was relatively low. The incidence
was essentially that expected in the chronically ill patient
population used. Although orphenadrine citrate has a
low order of anticholinergic activity, no side-effects
which might be related to such activity were observed.-
[From the authors' summary and conclusions.]

Trial of Mefenamic Acid. CAHILL, W. J., HILL, R. D.,
JEssop, J., and KENDALL, P. H. (1965). Ann. phys.
Med., 8, 26. 16 refs.
The analgesic action of mefenamic acid was studied at

Guy's and New Cross Hospitals, London. A pre-
liminary study indicated that 250 mg. 8-hourly was not an
effective analgesic dose. In an uncontrolled study 103
patients with painful, persistent, skeletal disorders
received 500 mg. by mouth 8-hourly for at least 14 days.
Of 88 patients in whom the results were considered
suitable for assessment, 61 claimed effective analgesia
and 27 were undecided. Only two out of eight with
organic bone pain obtained any relief. Side-effects, such
as diarrhoea, rash, nausea, and anorexia, occurred in
sixteen patients. In 33 patients given the drug for 3
months or more, there was no evidence of damage to the
liver, kidneys, or bone marrow.

In a double-blind trial in thirteen patients with osteo-
arthritis of the hip, the analgesic potency of 500 mg.
mefenamic acid three times a day was compared with
that of phenylbutazone 100 mg. three times a day. The
drugs were given for 14 days in random order. Of the
thirteen patients, three preferred mefenamic acid, three
preferred phenylbutazone, and seven could not distinguish
between the two. The degree of disability remained
unchanged regardless of the drug given. No side-effects
were observed. It is suggested that 500 mg. mefenamic
acid is equivalent in analgesic potency to 100 mg.
phenylbutazone. T. B. Begg

Complications and Ocular Side-effects of Steroid Therapy.
(Complications et inconvenients oculaires de la
cortisonotherapie.) FRAN4OIS, J. (1965). Arch.
Ophtal. (Paris), 25, 117. 4 figs, 84 refs.
The author discusses briefly: allergic skin and con-

junctival reactions (these may occasionally occur in spite
of the fact that steroids are the best anti-allergic agents
known), viral or mycotic infections, ptosis, mydriasis,
refractive changes (myopia), plerocephalic oedema, optic
neuritis, and cataract. He then gives a full account of
steroid glaucoma (after topical use, after systemic use,
with uveitis, and cortisone provocation tests). The need

Phenformin in Rheumatoid Arthritis: a Fibrinolytic
Approach. FEARNLEY, G. R., CHAKRABARTI, R., and
HOCKING, E. D. (1965). Lancet, 1, 9. 3 figs. 12 refs.
The finding that blood fibrinolytic activity tended to be

lower in patients with inflammatory conditions than in
healthy controls and that it was increased by cortico-
steroid therapy suggested to the authors that inadequate
fibrinolysis might be a factor in maintaining chronic
inflammation and that the influence of corticosteroids on
fibrinolysis might prove to be a component of their anti-
inflammatory action. Such a hypothesis would, they
considered, receive convincing support if a substance
devoid of any known anti-inflammatory properties, but
capable of increasing the fibrinolytic activity of the blood,
was found to have favourable effects in a chronic
inflammatory disease. They have therefore studied the
effects of the antidiabetic agent phenformin, which con-
forms to these desiderata, in sixteen patients with rheu-
matoid arthritis admitted to the Gloucestershire Royal
Hospital, Gloucester. Phenformin was given in a dosage
of 100 to 150 mg. daily. Of the sixteen patients, twelve
responded by an increase in fibrinolytic activity, clinical
improvement, reduction in erythrocyte sedimentation
rate, and a lowering of plasma fibrinogen level. In five
of these cases, interruption of treatment and substitution
of a placebo confirmed that the effects observed were due
to phenformin.

This is apparently the first time that a drug aimed at
enhancing endogenous fibrinolytic activity has been found
to benefit a chronic inflammatory condition. Though,
as is pointed out by the authors, the number of patients
studied was too small to conclude that the drug will be of
value in rheumatoid arthritis, the findings do indicate a
connexion between healing and endogenous fibrinolysis
and suggest a new therapeutic approach to inflammatory
disorders. W. S. C. Copeman

Evolution of a New Analgesic through Clinical Studies:
a Comparative Clinical Investigation. CASS, L. J., and
FREDERIK, W. S. (1964). Amer. J. med. Sci., 248, 673.
1 fig., 11 refs.
The analgesic potency of orphenadrine and its effect in

analgesic compositions, additive or synergistic, were
investigated in two separate double-blind studies in two
different groups of patients with chronic pain [and the
findings are reported in this paper from Harvard
University, Cambridge, Massachusetts]. Each group at
the start consisted of forty patients, but for various
reasons not connected with the medication 31 patients
completed Study 1 and thirty Study 2. The patients
served as their own controls, receiving each medication
in random sequence over a 6-day period, with one rest
day between courses. Medications were given four times
a day and observations were made one hour after each of
the four doses in Study 1 and one hour after each of the
first three doses in Study 2.
The following conclusions were reached: Orpbena-

drine citrate 25 mg. plus APC [aspirin, phenacetin, and
caffeine] is statistically superior to codeine phosphate 15
mg. plus APC in relief of moderate to severe pain when
given at a comparable dosage schedule. No difference
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ANNALS OF THE RHEUMATIC DISEASES
for regular observation of the eyes of all patients on
long-term topical or systemic steroid therapy is stressed.

John Romano

Cortisone Cataract. (Cataracte cortisonique.) FRAN-
4ois, J. (1964). Bull. Soc. beige Ophtal., No. 138,
586. 1 fig., 24 refs.
Systemic cortisone can lead to subcapsular posterior

cataract, the characteristic sign of which is the presence
of iridescent particles of various colours. Cataract may
also occur after prolonged local cortisone therapy.

L. Coppez

Cortisone and Glaucoma. [In Finnish.] OKSALA, A.
(1964). Duodecim (Helsinki), 80, 398.

Tonographic Studies of Ocular Hypertension arising during
Local Cortisone Therapy. (Indagini tonografiche in
corso di stati ipertensivi oculari da terapie cortisonica
locale.) QUARANTA, C. A., and SERAFINI, S. (1964).
Atti XL VII Congr. Soc. oftal. ital. 1963, 21, 294. 8 figs.

Treatment of Reiter's disease with Stilboestrol. LAiRD,
S. M., GILL, A. J., and PfTKEATHLY, D. A. (1965).
Brit. med. J., 1, 970. 3 refs.

Findings Suggestive of Systemic Lupus Erythematosus in
Subjects on Chronic Anticonvulsant Therapy. WILSKE,
K. R., SHALIT, I. E., WILLKENS, R. F., and DECKER,
J. L. (1965). Arthr. and Rheum., 8,260. 1 fig., 18 refs.

Kinetic Study of the Elimination of Salicylate in Man.
BEDFORD, C., CUMMINGS, A. J., and MARTN, B. K.
(1965). Brit. J. Pharmacol., 24, 418. 6 figs, bibl.

Indomethacin in Rheumatology. (L'indomethacine en
rhumatologie.) COsTE, F., DELBARRE, F., CAYLA, J.,
BRAUN, S., and NASTORG, G. (1965). Presse mid., 73,
1673. Bibl.

Clinical Trial with Indomethacin. (Notre experimenta-
tion clinique avec l'indomethacine.) FRANcON, F.
(1965). Rhumatologie, 17, 169.

Indomethacin in the Treatment of Rheumatic Diseases.
(L'Indomethacinnellaterapiadellemalattiereumatiche.)
RoBEccm, A., MARRAZZI, G., and VIARA, M. (1965).
Minerva med., 56, 1203. Bibl.

Indomethacin in the Management of Rheumatoid Arthritis.
DATEY, K. K., and PANDYA, V. N. (1965). J. Ass.
Phycns India, 13, 265. 6 refs.

Salicylate Therapy. DAVE, B. T., DIXIT, B. N., SHAH,
M. N., and OZA, M. K. (1965). J. Ass. Phycns India,
21, 269. 9 figs, 11 refs.

Steroids are Drugs of Addiction. KELLY, M. (1965).
Rheumatism, 21, 50. 112 refs.

Place of Physiotherapy in Rheumatology. (Place des
therapeutiques physiques en rhumatologie.) StZE, S.
DE, WELFLING, J., FORESTIER, F., and TELLIER, M.
(1965). Rhumatologie, 17, 149.

Use of Catalgine in Rheumatology with reference to 150
Observations. (Utilisation de la catalgine en rhumato-
logie A propose de 150 observations.) FRESSINAUD,
L., and BESSON, J. (1965). Arch. med. Angers, 66, 17.

Results of Treatment of Arthrosis with Extracts of
Cartilage and Bone Marrow. (Resultados obtenidos
en el tratamiento de las artrosis con extractos de
cartilago y medula osea.) RIVELIS, A. L., and RiVELIS,
M. (1965). Hospital (Rio de J.), 67, 615. 21 refs.

Short-term Treatment of Rheumatic Fever with Steroids.
(Esteroides a curto prazo no tratamento de febre
reumatica.) SIQuEsRA, L., and OLIVEIRA, ALBERTO DE,
(1965). Bol. Inst. Pueric. (Rio de J.), 21, 199. 8 refs.
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