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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
Epidemiology of Acute Rheumatic Fever, 1950-1964.
ACHESON, R. M. (1965). J. chron. Dis., 18, 723.
5 figs, 43 refs.
The author (from Yale) reviews national mortality

figures for acute rheumatic fever and chronic rheumatic
heart disease from 1940-60 in males and females, white
and non-white, and at specific ages. The downward
trends, antedating the introduction of antibiotics, are
more marked in the young. These trends are discussed
in terms of the organism (where it is suggested that the
streptococcus has become less virulent), the host (with a
discussion of inheritance, sex, and blood groups, as well
as age), and the environment (with reference to geographi-
cal and social distribution). E. G. L. Bywaters

Current Status of Steroid Therapy in Rheumatic Fever.
KUTrNER, A. G. (1965). Amer. Heart J., 70, 147. 15
refs.
This is a very brief review of the major controlled and

uncontrolled studies of the effect of corticosteroids on
rheumatic fever and its cardiac sequelae. H. F. West

Natural History of Rheumatic Fever and Rheumatic Heart
Disease: Ten-year Report of a Co-operative Clinical
Trial of ACTH, Cortisone, and Aspirin. A JOINT
REPORT BY THE RHEUMATIC FEVER WORKING PARTY
OF THE MEDICAL RESEARCH COUNCIL OF GREAT BRITAIN
AND THE SUBCOMMITTEE OF PRINCIPAL INVESTIGATORS
OF THE AMERICAN COUNCIL ON RHEUMATIC FEVER AND
CONGENITAL HEART DISEASE, AMERICAN HEART
ASsOCIATION (1965). Brit. med. J., 2, 607.
A study has been made 10 years after the end of treat-

ment of the 497 children who were admitted to the U.K./
U.S. co-operative clinical trial of the relative merits of
ACTH, cortisone, and aspirin in the treatment of acute
rheumatic fever.

397 subjects (79 9 per cent.) were known to be alive at
10 years, and the status of the heart was known for 347
of them. In addition, 23 (4 6 per cent.) had died

(nineteen from rheumatic fever and rheumatic heart
disease), and 77 (15 * 5 per cent.) were untraced. The very
low fatality rate is striking. At the end of 10 years there
is no evidence that, on the treatment schedule used in this
study, the prognosis has been influenced more by one
treatment than by another. This confirms the findings
reported at one year and at five years.
The most important factor in determining the preval-

ence of rheumatic heart disease at the end of 10 years is
the status of the heart at the time treatment was begun.
For cases initially without carditis the prognosis was
excellent, since in 94 per cent. there was no residual heart
disease. In cases initially with carditis but without pre-
existing heart disease, the proportion without residual
heart disease was 70 per cent. for those with only a Grade
I apical systolic murmur, and 74 per cent. for those with
only a Grade II or III apical systolic murmur. The pro-
portion without heart disease decreased to 32 per cent. for
those initially with failure and/or pericarditis. In cases
with pre-existing heart disease the prognosis was poor.
40 per cent. of those initially without pericarditis or
failure and only 11 per cent. of those with pericarditis
and/or failure were without heart disease at 10 years.

Mitral stenosis, uncommon at 5 years, was definitely
diagnosed in eighteen of the 347 cases examined at 10
years and in seven of the nineteen deaths from rheumatic
fever and rheumatic heart disease. The prevalence of this
complication increased with the severity of the cardiac
status at the start of treatment and was greater in females
than in males.

Re-treated recurrences of rheumatic fever in cases with-
out pre-existing heart disease worsened the prognosis but
did not increase the prevalence of mitral stenosis. Cases
surviving an initial attack of rheumatic fever without
residual heart disease do develop heart disease following a
re-treated recurrence. The effect of initial cardiac status
on the recurrence rate could not be determined.

Sex affected the outcome at 10 years. Rheumatic fever
in its milder grades had a worse prognosis, and mitral
stenosis was more common, in females than in males.
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ANNALS OF THE RHEUMATIC DISEASES

These results make clear that the status of the heart of
the patients at the start of treatment, the rate of recur-

rence of acute rheumatic fever, and the sex of the subjects
must all be taken closely into account in the evaluation of
any treatment of acute rheumatic fever.
Authors' summary.

[This report is also published in Circulation (September,
1965), and the Canadian Medical Association Journal
(September 4, 1965).]

Rheumatic Fever in the Adult. ADATTO, I. J., POSKE,
R. M., POUGET, J. M., PILZ, C. G., and MONTGOMERY,
M. M. (1965). J. Amer. med. Ass., 194, 1043. 2 figs,
14 refs.

Acute Rheumatic Fever in Los Angeles County. PRtopp,
R. P. (1965). Calif. Med., 103, 334. 1 fig., 9 refs.

Radiological Manifestations of the Initial Phases of
Rheumatic Carditis in Childhood. MUNK, J., and
ROSENBERGER, A. (1966). Clin. Radiol., 17, 1. 8 figs,
bibl.

Prednisone and Betamethasone Phosphate in the Prolonged
Treatment of Rheumatic Fever in Infancy. (Prednisone
e betametasone fosfato nel trattamento prolungato
della malattia reumatica dell'infanzia.) MASTELLA,
G., and MANTOVANELLI, S. (1965). Fracastoro, 58,
297. 20 figs, 37 refs.

Tests of Activity in Rheumatic Fever. (Zkousky aktivity
revmaticke horecky.) TIRLEA, J., CUCU-CABADAIEF,
L., BICLESANU, A., and STERN, A. (1965). es. Pediat.,
2, 964. 3 figs, 8 refs.

Assessment of Activity and Long-term Therapy ofRheuma-
tic Carditis. (Aktivitiitsdiagnostik und Langzeit-
therapie der Carditis rheumatica.) SEIDEL, K., and
SIERING, H. (1965). Z. ges. inn. Med., 21, 664. 2 figs,
bibl.

Rheumatoid Arthritis
Study of Ten Cases of Rheumatoid Arthritis. (etude de

10 cas de polyarthrite rhumatolde.) GALMICHE, P.,
GAUDIN, M., RAMBAUD, J.-CL., VIDON, N., and
BERNIER, J.-J. (1965). Bull. Soc. med. Hop. Paris, 116,
1071. 4 refs.
Ten cases of rheumatoid arthritis (nine females aged

52 to 82 years and one man aged 52) have been studied to
evaluate the relative loss of various tissues in the wasting
so often seen in such patients, and variously ascribed to
anorexia, myositis, or immobilization (three preceding
papers, on pages 1035 to 1069 give methodological and
technical details, with results of "isotopic dissection" in
ten "normal" subjects and 42 cases of wasting due to

causes other than arthritis). The following were meas-

ured: plasma volume (bromsulphone pthalein), red cell
volume (by haematocrit), extracellular fluid (by glucose
exchangeable sodium (Na22) and potassium (K42)), and
total body water (by tritium). Reference points used
were the previous weight of the patient when healthy, and

the ideal weight calculated from height. All cases were
underweight-on average by about 6 kg. There was a
loss of cellular protein out of proportion to total weight
loss, due mostly to muscle wasting. Fat loss was com-
paratively slight, especially compared to other wasting
conditions: fat was actually 1 * 6 kg. more than in normal
females of the same weight. There was an increase in
plasma volume and a relative excess of sodium due partly
to "transcellular" sodium, i.e. in connective tissue, but
not extracellular or intracellular. E. G. L. Bywaters

Rheumatoid Nodule of the Sclera [A Type of Necro-
granulomatous Scleritis]. SEVEL, D. (1965). Trans.
ophthal. Soc. U.K., 85, 357. 7 figs, 20 refs.
Rheumatoid nodule of the sclera is the most satis-

factory term for cases in which the necrogranulomatous
lesion of the sclera is associated with rheumatoid arthritis.
The incidence of this condition among patients with
rheumatoid arthritis is 1:3,000. The lesion usually
affects the upper part of the anterior half of the eye, is
common in females, and in the present series came on at
the average age of 61. Enucleation was undertaken in
cases of very severe pain with imminent perforation and
the author reviews the cases investigated at the Institute
of Ophthalmology, London. Pathologically, there is an
area of scleral necrosis which eventually becomes
sequestrated. It is surrounded by epithelioid, poly-
morphonuclear, eosinophilic and, occasionally giant cells.
The concept of ophthalmic necrogranulomatosis is
discussed. R. K. Blach

Studies of Rheumatoid Pulmonary Disease. II. SIEVERS,
K., AHO, K., SCHAKIR, R., and AHLMAN, K. (1965).
Acta tuberc. scand., 46, 101. 4 figs, 7 refs.
Protein components (Z-components) 7S and 19S were

found in the serum of four of fifteen patients with sero-
positive rheumatoid arthritis and pulmonary disease, but
in none of fifteen comparable cases without pulmonary
disease and in none of fifteen cases of sero-negative
rheumatoid arthritis without pulmonary disease. Among
an unspecified number of sera sent for "routine" ultra-
centrifugal analysis, four were found to have intermediate
(Z-components)-two from patients with multiple
myeloma and two from patients with positive reactions
for rheumatoid serum factor and pulmonary disease.
Three of the six cases with intermediate components and
pulmonary disease had been exposed to silica, but the
pulmonary changes were not typical of silicosis; all three
had severe active arthritis. No intermediate com-
ponents were found in twenty patients attending the
Institute for Occupational Health, including three with
false positive tests for rheumatoid serum factor and two
with sero-positive rheumatoid arthritis of a clinically mild
inactive type. J. Ball

Taste Perception in Patients with Rheumatoid Arthritis.
9TEPAN, J., BREMOVA, A., and 9USTA, A. (1965).
Acta rheum. scand., 11, 247. 6 refs.
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Ophthalmological Complications in Ankylosing Spondylitis.
[In Czech.] KLENKA, L., HANA, I., and KoiE-
KA6OVA M. (1965). eas. Lek. ces., 104,691. 2 figs, 11
refs.
The aetiology of this disease is not quite clear yet and

some relationship with infection and allergy cannot be
ruled out. In 35 patients with the disease (thirty men and
five women, all suffering from recurring endogenous
iritis), the individual hypersensitivity to 24 types of
streptococci found in patients with streptococcal infec-
tions in the CSSR was studied.
The examinations were made using four different

concentrations of the test substance, and the local and
focal reactions were investigated. The hypersensitivity
of these patients is 2- 5 times greater than in the normal
population; the focal reaction was positive in 88 6 per
cent. The authors conclude that streptococci play an
important role in the sensitization of the iris in these
patients. M. Kima

Inter-apophyseal and Disk Arthrosis. (Discarthrose et
arthrose interapophysaire.) SARATCHEW, T. M. (1965).
Rev. Rhum., 32, 663. 3 figs.

Ageing of the Cervical Vertebra. (Le vieillissement du
rachis cervical.) StZE, S. DE., RYCKEWAERT, A., DRY,
J., and StZE, M. DE (1965). Rev. Rhum., 32, 654.
1 fig., bibl.

Inflammatory Arthritides
Bacterial Arthritis of the Shoulder. KELLY, P. J.,
COVENTRY, M. B., and MARTIN, W. J. (1965). Mayo
Clin. Proc., 40, 695. 1 fig., 11 refs.
A series of six patients with bacterial arthritis of the

shoulder treated at the Mayo Clinic during the past 6
years is reviewed. With only one exception, all were
over 60 years of age. Only two had rheumatoid arthri-
tis.

In almost every case, pain was the presenting symptom,
but only two had a raised temperature on admission.
All had a high erythrocyte sedimentation rate, but only
two a leucocytosis. Other interesting features of the
series were that the infecting agent was Staphylococcus
aureus in all but one, and that the x ray appearances were
quite normal in more than half during the early stages.
The authors speculate about the reason for an apparent

recent increase in bacterial arthritis of the shoulder, for
during the 20 years preceding this series, they were able to
trace the records of only one patient with similar infective
arthritis. However, just as in their discussion of methods
of treatment, no definite conclusions are reached.

R. Sweetnam

Arthritis of Ulcerative Colitis. WRIGHT, V., and WATKIN-
sON, G. (1965). Brit. med. J., 2, 670. 3 figs, 37 refs.
A total of 269 unselected patients with ulcerative colitis

have been studied by a gastroenterologist and a rheuma-
tologist at the General Infirmary at Leeds to establish the
frequency and nature of rheumatic complaints of patients

Deformity as seen in the Hand affected by Rheumatoid
Arthritis: Its Prevention and Correction. CRABBE,
W. A. (1965). Guy's Hosp. Rep., 114, 371. 17 figs,
bibl.

Relationship of Hashimoto's Thyroiditis to Rheumatoid
Arthritis. BUCHANAN, W. W. (1965). Geriatrics, 20,
941. 20 refs.

Roentgenologic Criteria for Rheumatoid Arthritis of the
Cervical Spine. BLAND, J. H., VAN BUSKIRK, F. W.,
TAMPAS, J. P., BROWN, E., and CLAYTON, R. (1965).
Amer. J. Roentgenol., 95, 949. 2 figs, 9 refs.

Still's Disease
Iridocyclitis in Still's Disease. Prognosis and Steroid

Treatment. SMILEY, W. K. (1965). Trans. ophthal.
Soc. U.K., 85, 351. 1 fig., 5 refs.
The author describes 29 cases of uveitis occurring in

Still's disease; 21 patients showed chronic iridocyclitis
and eight showed a more acute inflammation. The
patients with chronic iridocyclitis had a chronic persistent
iridocyclitis and cataract. The smaller group suffered an
acute iritis which lasted for 4 or 5 weeks and then settled
with only minimal damage. This type of inflammation
occurs predominantly in boys, in contrast to the chronic
type, and at an older age group. The children who
developed the ocular type tended to develop ankylosing
spondylitis. Treatment with mydriatics and local
steroids is satisfactory in the acute cases but all treatment
is unsatisfactory in the chronic cases. It is recommended
that these children should be treated with steroids if both
eyes are affected. The dose should be kept to a mini-
mum. A. G. Cross

Osteo-Arthritis
Osteo-arthritis of the Foot. (As artroses dos pes.) SEDA,

H. (1965). Brasil-med., 79, 147. 17 figs, 23 refs.

Spondylitis
Inflammatory Spondylitis. MELLA, B. (1965). J. Neuro-

surg., 22, 393. 2 figs, 10 refs.
Under the title of "inflammatory spondylitis", the

author describes the aetiology and clinical features of
acute and chronic infective lesions of the intervertebral
disks.
An interesting case of this rare condition is reported.

Over a period of 6 years, a young woman developed low-
grade infection of several lumbar intervertebral disks.
A luxuriant growth of Neisseria sicca was cultured from
infected tissue obtained at laminectomy.
The differential diagnosis from herniated intervertebral

disk, osteomyelitis, vertebral tuberculosis, and metastatic
vertebral disease is discussed. The frequent onset of the
condition after operations on the disc, its self-limiting
nature, the paucity of signs of constitutional upset and the
tendency to spontaneous fusion of adjacent vertebral
bodies are stressed. C. J. Pallis
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with this disease and correlate symptoms of colitis and
arthritis. The age at onset of the colitis was mostly 15
to 44 years. Assessment of the anatomical extent of the
disease in 267 patients suggested that the entire colon was
affected in 103, that involvement was distal to the splenic
flexure in 93 and segmental in ten, and that in 61 the rec-
tum was alone involved.

It was found that 45 per cent. of these patients admitted
to rheumatic complaints, many of which could be identi-
fied as recognizable coincident rheumatic disease. Thus
33 patients had osteo-arthritis, five gave a history of
rheumatic fever, sixteen had lumbar disk protrusion, one
gout, three psoriasis (one with arthritis), four sero-
positive rheumatoid arthritis, and nine a clinical picture
of ankylosing spondylitis. After a review of the radio-
graphs a further six patients were considered to have
ankylosing spondylitis.

In 31 patients (11-5 per cent.), a particular arthritis
developed which was apparently related to the colitis and
often started as an acute monarthritis, the knee and then
the ankle being the joints most frequently involved. In
most cases the first attack subsided within 6 weeks. A
total of 71 attacks of arthritis were studied in these 31
patients. The pattern of joint involvement was usually
asymmetrical and the large joints of the leg were the most
often affected, though other joints might be involved; the
attacks usually last a few weeks and residual deformity
was unusual. The onset of colitis always preceded the
onset of arthritic symptoms, but the initial attack of
arthritis occurred as often in patients with colitis of less
than 6 months' duration as it did in those whose bowel
disease had been present for more than 10 years. In
fourteen patients, exacerbations and remissions of symp-
toms of arthritis and colitis synchronized. Arthritis
occurred more frequently in patients whose colitis was
complicated by perianal disease, pseudopolyposis, skin
lesions, mouth ulcers, or uveitis. Examination of five
patients who had rheumatic symptoms persisting after
surgical removal of the affected colon showed that none
had "colitic" arthritis, but in one sacro-iliitis continued
to progress. B. E. W. Mace

Sacro-illitis and Ulcerative Colitis. WRIGHT, V., and
WATKiNSON, G. (1965). Brit. med. J., 2, 675. 4 figs,
29 refs.
A review of the literature has shown an increased

incidence of ankylosing spondylitis in patients with
ulcerative colitis compared with the general population,
and this has prompted the authors to carry out a prospec-
tive survey into the frequency of sacro-iliitis and changes
in the lumbar spine in 234 unselected patients with
ulcerative colitis attending the General Infirmary at
Leeds. Radiographs of the sacro-iliac joints of these
patients were studied and compared with a set of control
radiographs from 234 patients without ulcerative colitis
matched by age and sex.

Moderate to severe sacro-iliitis was found in 42 (18 per
cent.) of the patients with ulcerative colitis compared with
only eleven (4 7 per cent.) of the controls. Sclerosis and

ankylosis were equally common in men and women with
colitis, but erosions were twice as common in women as in
men. There was no relationship between sacro-iliitis and
local complications of ulcerative colitis such as perianal
disease or pseudopolypi, but sacro-iliitis was found
significantly more often in patients with skin lesions or
with "colitic" arthritis. The association with colitic
arthritis was particularly marked in women.
Nine patients had clinically evident ankylosing spondy-

litis, and another four such patients (not included in the
survey) were also studied. Among these thirteen patients
(eight men, five women), the onset of spondylosis ap-
peared to be synchronous with the colitis in three, it pre-
ceded it in five, and it followed it in five. Other complica-
tions of ulcerative colitis occurred frequently in these
patients.
The authors comment on the extensive evidence linking

ankylosing spondylitis [strictly speaking, sacro-iliitisl with
a number of bowel conditions. They consider that the
sacro-iliitis found in ulcerative colitis is not part of the
colitic arthritis described by them, because of the lack of
correlation with bowel symptoms, the quite frequent
onset before bowel symptoms occur, and the different
pattern of association with the complications of the
colitis and its extent. B. E. W. Mace

Encephalopathy of Beb*et's Disease. STRouTH, J. C., and
DYKEN, M. (1964). Neurology (Minneap.), 14, 794.
12 figs, 34 refs.
A Negro male aged 22 years presented with a chronic

low-grade menigo-encephalitis. He later developed
granulomatous uveitis bilaterally and other signs consis-
tent with the diagnosis of Behvet's disease. After 91
years, the patient died and patho-anatomical study of the
central nervous system revealed a few minute foci of
necrosis, widespread scarring of the adventitia, and a
striking central chromatolysis, involving certain nuclei
and cell types. In this case, neurological signs and
symptoms predominated throughout the long clinical
course of the disease. The authors suggest that malnu-
trition may contribute to the central nervous system
changes. Paul Henkind

Cutaneous Manifestations of Behpet's Disease. [In
Italian.) NAZZARO, P. (1964). G. ital. Derm., 105,
377.

Psoriasis and Reiter's Syndrome. PERRY, H. O., and
MAYNE, J. G. (1965). Arch Derm., 92, 129.
The authors report previous accounts and two cases

indicating the possible relationship between psoriasis and
Reiter's syndrome. In their patients the initial illness
was typical of Reiter's syndrome with joint changes
resembling arthritis. The skin lesions, initially kerato-
dermia blennorrhagica, later became unequivocally
psoriatic. H. J. Wallace
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excretion of hydroxyproline, was found to be normal.
Five of the six patients improved markedly with the with-
drawal of heparin therapy and the institution of treatment
with anabolic agents and supplementary dietary calcium.
In three of these patients subsequent resumption of
heparin therapy in a dosage of 10,000 units daily has not
led to recurrence of bone pain.

It is concluded that, since heparin does not appear to
affect parathyroid activity and does not directly alter the
local metabolic activity of bone, it must exert a direct
local stimulatory effect on the system responsible for bone
resorption. A. Pringle

Periostitis Deformans. SORIANO, M. (1965). Rev. clin.
esp., 97, 375. 13 figs, 29 refs.
Periostitis deformans is the name coined by the author

of this paper to describe a remarkable and reversible
condition in which the patient develops widespread
nodules of sub-periosteal new bone. Often the onset is
rapid so as to suggest a growing bone tumour, and the
condition is accompanied by an initial osteosclerosis
which changes later to a widespread osteoporosis; bony
outgrowths into muscle and tendon insertions and a
generalized arthrosis with exuberant marginal osteophytes
develop. The author reviews 23 cases of this condition
of which only ten have been previously published. All
cases were seen in Barcelona, except one which occurred
in Madrid.

Pain is usually the first symptom, and the patients
present with "rheumatism". Later on, either the size of
the lumps ofnew bone or the limitation ofjoint movement
by blocking osteophytes attract attention. Initially,
there may be a raised sedimentation rate, and an in-
creased level of serum protein and alkaline phosphatase,
although these are often normal. Vertebral osteoporosis
may lead to pathological fractures of the spine and the
long bones. Another biochemical change which has
been reported is a high content of fluorine in the bones
and urine, and the author cites the case of one patient,
a confirmed alcoholic, who was known to have drunk
between 1 * 5 and 3 litres of wine containing fluorine 22.5
mg. per litre for many years. (Sodium fluoride had been
added to the wine during manufacture in order to retard
abnormal fermentation.)
The authors speculate on the clinical and radiological

differences between wine drinkers' fluorosis and the
fluorosis arising from contaminated drinking water or
from industrial hazards, and they believe that these may
arise from individual idiosyncrasies and from nutritional
deficiencies to which the confirmed alcoholic is subject.
[Other possibilities, such as the synthesis of other osteo-
toxic substances during fluoride-modified fermentation,
are not mentioned.] Allan St. J. Dixon

Occurrence of Osteogenesis Imperfecta Tarda in Four
Generations. [In German.] KLEMM, G., KLEINE, F. D.,
WITKOWSKI, R., and LACHHEIN, L. (1965). Klin.

Wschr., 43, 22.
The heredity of osteogenesis imperfecta tarda is shown

to be dominant. The principal symptom in the cases

Articular Disorders in Ulcerative Colitis, Regional Bleitis,
and Whipple's Disease. HoULI, J., and REZEK, J.
(1965). Acta rheum. scand., 11, 291. BibI.

Staphylococcal Septicaemia with Multiple Pyoarthrosis
complicating Rheumatoid Disease. COHEN, C. (1965).
Geront. clin. (Basel), 7, 231. 3 figs, bibl.

Gout
Treatment ofPrimary Gout: the Present Status. [W. Paul
Holbrook Memorial Lecture.] GUTMAN, A. B. (1965).
Arthr. and Rheum., 8, 911.

Studies of Carbohydrate Metabolism in Gout. I. The
Prednisone-Glycosuria Test of Joplin. (Ricerche sul
ricambio dei carboidrati nella mallatia gottosa. I.
Ii test prednisone-glicosuria secondo Joplin.) Zuc-
CHELLI, G. P., and CESARI, M. (1965). Boll. Soc.
med.-chir. Pisa, 32, 268. 2 figs, 13 refs.

Hyperuricaemia-130 Cases of Articular Gout and 1,370
of Various Conditions. (L'hyperuricemie-a propos
d'une etude portant sur 130 cas de goutte articulaire et
1370 cas d'affections variees). RAVAULT, P.-P.,
VIGNON, G., LEJEUNE, E., RUITTON, P., BouvIER, M.,
VOLLE, L., and BERTRAND, J.-N. (1965). Rev. lyon.
MMd., 14, 809. 9 figs, 53 refs.

Bone Diseases
Heparin Osteoporosis. GRIFFITH, G. C., NICHOLS JR., G.,

ASHER, J. D., and FLANAGAN, B. (1965). J. Amer. med.
Ass., 193, 91. 1 fig., 15 refs.
To draw attention to the occurrence of osteoporosis as

a complication of long-term anticoagulant therapy with
heparin the authors, from the Los Angeles County
Hospital, California, and the Peter Bent Brigham
Hospital, Boston, report their experience of 117 patients
who received sodium heparin therapy for periods of 1 to
15 years because of recurrent myocardial infarction,
recurrent thrombophlebitis with pulmonary emboli, or
cerebral artery thrombosis. Of the 117 patients, 107
received only one daily injection of 10,000 units (0 * 25 ml.)
sodium heparin into the fat of the abdominal wall, but the
remaining ten patients had an injection of 10,000 to
20,000 units sodium heparin every 8 to 12 hours. (In all
cases the injections were self-administered.) In six of the
ten patients on the higher dosage, spontaneous fractures
of the vertebrae and ribs developed after 6 months or
more of treatment, whereas all the other patients re-
mained unaffected.

In the six patients with bone complications, the serum
calcium, phosphorus, and alkaline phosphatase levels
were normal. Renal tubular reabsorption of phosphate
was also normal. Bone biopsy in two patients showed
the bony matrix to be soft, but the in vitro metabolic
activity of the biopsied bone appeared to be normal. In
one patient the response of the parathyroids to the in-
fusion of calcium or of sodium edetate, as measured by
changes in the serum phosphorus level and the urinary
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described was seen to be blue sclerae. The chromosome
of cultivated leucocytes of peripheral blood showed
numerical and structural aberrations. The form of
blood groups showed no relation to the clinical state.

0. W. Wiebkin

Non-Articular Rheumatism
Dupuytren's Contracture and the Eye. Is Primary

Retinal Detachment Abnormally Frequent in Subjects
with Retraction of the Palmar Aponeurosis? (Maladie
de Dupuytren et l'oeil. Le decollement r6tinien
idiopathique, est-il anormalement fr6quent chez les
sujets atteints de retraction de l'aponevrose palmaire
moyenne?) PERRIGNON, M. (1964). Clin. ophial.,
No. 3, 22.
The presentation of 21 cases showing Dupuytren's

contracture associated with retinal detachment. The
author speculates about the possible interrelationship of
the two, invoking an abnormality of collagen as a possible
common denominator between skin and eye.

John Romano

Para-Rheumatic (Collagen) Diseases
Contrasting Abnonnalities in the Thymus in Systemic
Lupus Erythematosus and Myasthenia Gravis: a Quan-
titative Histological Study. GOLDSTEIN, G., and
MACKAY, I. R. (1965). Aust. J. exp. Biol. med. Sci.,
381. 5 figs, 16 refs.
In recent years there has been a developing interest in

the thymus gland as an immunologically significant organ.
The demonstration that numerous germinal centres are
characteristically present in the thymus in human patients
with myasthenia gravis (MG), a probable autoimmune
condition, and in mice* with autoimmune haemolytic
anaemia has led the authors, at the Walter and Eliza Hall
Institute and the Royal Melbourne Hospital, Victoria, to
study the thymus in systemic lupus erythematosus (SLE).
This paper presents the results of a quantitative compari-
son of structural changes in specimens of thymus from
nine patients with SLE, nine with MG, and fourteen
control patients matched for age. Thymic tissue was
obtained surgically in three cases of SLE and eight cases
of MG and at necropsy in all the other cases.

In comparison with the other groups the significant
changes in the thymus in SLE were as follows:

(1) Complete atrophy of the cortex.
(2) An increase in spindle epithelial cell masses,

which, on average, occupied 34 per cent. of the
area of the medulla compared with 4 per cent. in
both controls and cases of MG.

(3) Although there was no change in the total
number of Hassall's corpuscles, there was a
marked qualitative change, epithelial corpuscles
(which predominated in the other groups) being
scanty, whereas cystic corpuscles were numerous.

(4) Germinal centres were present in thymic tissue
from two patients with SLE who had not
received corticosteroids, the mean count for the
group being 0-11 per sq. mm.

(5) A striking increase in plasma cells, the mean
count being 86 per sq. mm. compared with 14
per sq. mm. in the controls and 7 per sq. mm.
in MG.

The characteristic features found in MG were:
(1) preservation of the cortex;
(2) the presence of numerous germinal centres, the

mean count being 0-42 per sq. mm. compared
with none in the control group.

Histological examination thus shows thymic lesions to
be present in both these supposedly autoimmune diseases,
though they differ markedly in nature. The authors
point out that such changes "may represent evidence ofan
autoimmune reaction against a thymic antigen". Alter-
natively they "could reflect a primary derangement of the
thymus which causes the onset of autoimmune disease".

A. W. H. Foxell

Organ Antibodies in Disseminated Lupus Erythematosus.
[In English.] HALBERG, P., BERTRAM, U., S0BORG, M.,
and NERUP, J. (1965). Acta med. scand., 178, 291.
7 figs, 21 refs.
Systemic lupus erythematosus (SLE), in contrast to

many other putative autoimmune diseases, affects a
variety of different organs and tissues and the auto-
antibodies most commonly found are similarly non-organ-
specific. However, organ-specific antibodies have also
been reported to be present in varying proportions of
cases of the disease. At the University Hospital, Copen-
hagen, the authors have examined the serum of 29
patients with SLE for organ-specific autoantibodies
against thyroid, stomach, adrenal, and salivary gland and
for non-organ-specific antibodies against nuclei and
cytoplasmic cell components, and have compared the
results with those obtained with sera from 38 cases of
Hashimoto's thyroiditis, 27 of non-tuberculous Addison's
disease, 25 of pernicious anaemia, 21 of Sj0gren's syn-
drome, and 29 control subjects.
Both types of antibody were rare in the control sera.

Antibody against thyroglobulin was found in six SLE
sera, against adrenal cortex in none, against stomach
parietal cells in one, and against the excretory ducts of
the salivary gland in seven, whereas the majority of the
sera from cases of the other diseases contained the cor-
responding specific antibody. In two of the seven
patients with SLE whose serum contained antibody
against the salivary ducts there was evidence of Sj0gren's
syndrome. In contrast the non-organ-specific anti-
bodies were common in SLE and rare in Hashimoto's
thyroiditis, pernicious anaemia, and Addison's disease;
for example, only five of the ninety sera from patients in
these groups contain antibodies against nuclei, which
were present in 28 of the 29 SLE sera. On the other hand,
not only did twelve of the 21 sera from patients with
Sj0gren's syndrome contain organ-specific antibody
against salivary gland, but, in addition, non-organ-
specific antibody against nuclei was present in eleven and
against cytoplasm in ten cases. Moreover, in only eight
of the patients with Sj0gren's syndrome were the lesions
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ABSTRACTS

confined to the salivary and lachrymal glands, the remain-
ing thirteen having rheumatoid arthritis, cirrhosis of the
liver, or thrombocytopenia-lesions characteristic of
SLE.
The authors conclude that autoimmune diseases can be

divided on both clinical and serological grounds into three
groups:

(1) organ-specific diseases such as Hashimoto's
thyroiditis, pernicious anaemia, and Addison's
disease;

(2) non-organ-specific diseases such as SLE;
(3) diseases with predominant involvement of one

organ, but with lesions elsewhere, such as
Sj0gren's syndrome.

G. L. Asherson

Pathology of the Cardiac Conduction System in Systemic
Lupus Erythematosus. JAMES, T. N., RUPE, C. E., and
MONTO, R. W. (1965). Ann. intern. Med., 63, 402.
5 figs, 18 refs.
The hearts of eight patients with systemic lupus erythe-

matosus complicated by dysrhythmias shortly before
death were studied at the Henry Ford Hospital, Detroit.
The main coronary arteries were patent, but four types of
change were seen to involve the conduction system.
Pericarditis, which was present in all eight hearts, exten-
ded into the sinus node. Small-vessel arteritis, found in
all eight hearts, caused necrosis, inflammation, and fibro-
sis of the sinus and atrioventricular nodes. In five cases
thrombi between trabeculae just beneath the sinus node
were thought to be secondary to ischaemic foci in the
overlying node; in all five cases there were small pul-
monary emboli. Cystic degeneration of the collagen fibres
of the sinus node, not always related to arteritic occlu-
sions, was seen in four hearts.

Although the atrioventricular was less severely involved
then the sinus node, inflammatory infiltrates were consis-
tently seen between the atrioventricular node and the
central fibrous body anchoring the mitral annulus.

M. Wilkinson

Complete Atrioventricular Dissociation with Stokes-
Adams Attacks due to Disseminated Lupus Erythema-
tosus. MOFFrIr JR., G. R., (1965). Ann. intern. Med.,
63, 508.
This describes the case history of a 32-year-old female

with DLE in whom complete heart block developed 4
years after the onset of the disease, when the patient was
apparently well controlled with prednisolone and
chloroquine. Normal conduction was restored by a
pacemaker which was removed after 6 days; 4 weeks
later a recurrence of complete heart block was success-
fully treated by an implantable pacemaker, and the patient
returned to normal housework. Auscultation had shown
no evidence of valvular disease. J. Ball

Lupus Nephritis. (Lupoide Nephritis.) BEICKERT, A.
(1965). Dtsch. med. Wschr., 90, 1381. 4 figs, 18 refs.
Five patients with inflammatory renal disease present-

ing clinically as chronic glomerulonephritis, the nephritic-

nephrotic syndrome, acute glomerulonephritis, sub-acute
glomerulo-nephritis and interstitial nephritis, were studied
during the years 1960-64 at the Medical Department of
the University of Dresden.

All five patients were women and their respective ages
were 21, 41, 44, 59 and 64 years. Serological tests indi-
cated in all of them that their renal lesions were renal
forms of systemic lupus erythematosus (SLE); except for
one patient, who had discoid lupus of the skin on her
cheek, and two patients who had had transient joint
symptoms, there were no other manifestations of SLE.
Lupus erythematosus (LE) cells and antinuclear factor
were repeatedly found in four of the five patients, and
one had a high titre of rheumatoid factor; the fifth
patient (with discoid lupus) had only a low serum con-
centration of antinuclear factor. One of the five patients
responded well to prednisolone treatment but two died.
Sections of the kidney showed "wire loop" changes
consistent with a diagnosis of lupus nephritis.
The author suggests that atypical forms of inflamma-

tory renal disease may be manifestations of visceral
lupus erythematosus, and that repeated tests for LE cells
and antinuclear factor should be performed in all such
cases. A. J. Karlish

Systemic Lupus Erythematosus and Renal Transplantation.
ROENIGK, JR., H. H., HASERICK, J. R., NAKAMOTO, S.,
and MCCORMACK, L. J. (1965). Arch. Derm., 92,
263. 6 figs, 16 refs.
The authors report the various methods in vogue for

the treatment of lupus nephritis together with two cases of
lupus nephritis with terminal uraemia. Both patients
were treated with renal haemodialysis and transplanta-
tion. Mechanical infective and immunological abnor-
malities were thought to have been the cause of death.
There was no exacerbation of lupus erythematosus in
either patient and the transplanted kidney did not show
evidence of lupus nephritis. The authors consider that
renal transplantation should be considered as a last resort
in treatment of "terminal" lupus nephritis.

H. J. Wallace

Connective-tissue Disease and Rheumatoid Factors in
Patients with Renal Transplants. WALLER, M., IRBY,
R., MULLINAX, F., and TOONE JR., E. C., (1965).
New Engl. J. Med., 273, 12. 5 figs, 14 refs.
The authors studied the incidence of clinical and sero-

logical evidence of connective-tissue disease in 21 con-
secutive patients undergoing renal transplantation at the
Medical College of Virginia Hospitals, Richmond. All
the patients had undergone frequent haemodialysis
before the transplantation and received immunosuppres-
sive therapy (x rays, azathioprine, and corticosteroids)
after operation. Serial blood samples were obtained in
all cases after transplantation and tested for rheumatoid
factor by the slide latex (Hyland), sensitized sheep cell,
and sensitized human cell techniques.

After transplantation musculoskeletal complaints
developed in seven cases (periarticular pain in five,
polyarthritis in two, skin lesions in three (herpetic in one,
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ANNALS OF THE RHEUMATIC DISEASES

resembling erythema nodosum in two), and evidence of
peripheral neuropathy (paraesthesiae, diminished sensa-
tion, or footdrop) in seven. [Full details are not given,
but these complaints seem to have developed at intervals
ranging from one week to several months after trans-
plantation.] At least one of the tests for the rheuma-
toid factor gave positive results after transplantation in
fourteen of the 21 cases, though the titre was not as high
as that generally found in rheumatoid arthritis. In eight
of the fourteen the tests had given negative results before
transplantation, in four a positive result had been
obtained, and in two the tests had not been performed.
In one patient in whom signs and symptoms suggestive of
rheumatoid arthritis developed the slide latex test, which
was negative before transplantation, became positive
6 weeks after transplantation, but a further 6 weeks
elapsed before the onset of clinical manifestations.
The authors, in reporting these observations, state that

"we are left with the impression that both the clinical and
serologic pictures here presented are attributable to the
peculiar [immunological] state of our patients after trans-
plantation. The role of infection, steroid therapy, and
foreign tissue in these responses cannot be ascertained at
this time, and further studies may be necessary to solve
some of these problems." R. E. Tunbridge

Discoid Lupus Erythematosus. JANSEN, T. G., DILLAHA,
C. J., and HONEYCUTT, W. M. (1965). Arch. Derm.,
92, 283. 7 refs.
An evaluation of fluocinolone acetonide applied

topically in the treatment of discoid lupus erythematosus
is presented. Bilateral comparison of 0-025 per cent.
fluocinolone acetonide cream to the cream base alone
demonstrated the effectiveness of this programme. In
59 patients disseminated lupus erythematosus was
treated with the local application of 0-025 per cent.
fluocinolone acetonide cream and contrasted with the
cream base alone. The fluocinolone acetonide cream,
but not the cream base, secured control in 43 patients. In
some patients it was used only in the summer. These
patients are said to have required a supplement of sys-
temic steroids although the indications for this form of
treatment in discoid lupus erythematosus are not stated.

H. J. Wallace

Photobiology of Lupus Erythematosus. BAER, R. L., and
HARBER, L. C. (1965). Arch. Derm., 92, 124. 2 figs,
23 refs.
The authors report previous accounts and their own

experiments, which demonstrate that ultra-violet radia-
tion in the 2,850 to 3,150 A range can produce abnormal
cutaneous reactions and exacerbations of systemic
manifestations in some cases of subacute and acute
systemic lupus erythematosus. It may also be respon-
sible for cutaneous lesions and systemic involvement in
rare cases of chronic discoid lupus erythematosus-
probably those with disseminated lesions. The physiolo-
gical mechanism of these effects remains obscure.
Possible alternative theories are discussed.

H. J. Wallace

Progressive Systemic Sclerosis. KEMP HARPER, R. A.,
and JACKSON, D. C. (1965). Brit. J. Radiol., 38, 825.
11 figs, 13 refs.
It is now generally recognized that the cutaneous lesions

of scleroderma are merely the outward manifestation of a
generalized collagen disease affecting muscles, bones,
heart, lungs, mucous membranes, and gastrointestinal
tract, and for this reason the disease is more appropriately
termed progressive systemic sclerosis. During the past
15 years, 52 cases have been intensively investigated
radiologically at St. Bartholomew's Hospital, London,
and in this paper the authors review their findings.

Absorption of the terminal phalanges occurred in 80
per cent. of cases and was most easily seen in early cases
on lateral projection. Soft-tissue calcification was
present in 58 per cent. Pulmonary disease resulted in
changes of one sort or another in about 23 per cent.,
they usually consisted of bilateral diffuse fibrosis with
small cystic areas, enlarged pulmonary artery and right
ventricle secondary to pulmonary hypertension, pleural
effusions, pneumothorax, or repeated attacks of pneu-
monia. Cardiac enlargement was also produced by
myocardial fibrosis and pericardial thickening.

Oesophageal involvement is well known to occur in
scleroderma, and in this series it was present in 84 per
cent. of cases; absence of peristalsis, dilatation, loss of
mucosal folds, and a "cobblestone" mucosal pattern were
frequent, and eight patients also had hiatus hernia. Some
degree of gastric or duodenal dilatation with diminished
peristalsis was present in 18 per cent., and similar changes
in the small bowel, sometimes with steatorrhoea, were
found in 22 per cent. On the other hand changes were
present in the colon in more than half of the patients
examined, although they were usually symptomless; these
changes consisted of pseudodiverticula-large pouches
with wide necks present along one wall of the transverse
or descending colon-sometimes with areas of rigidity
between the sacculations. The authors emphasize that
"the changes in the colon are specific for scleroderma and
enable the radiologist to make a precise diagnosis".

D. E. Fletcher

Treatment of Collagen Diseases with Cytostatics. LOREN-
ZEN, I., and VIDEBAEK, A. (1965). Lancet, 2, 558.
4 figs, 10 refs.
Because autoimmune processes are thought to be res-

ponsible for the collagen diseases, the authors studied the
action of two cytostatic drugs in 25 patients at the Copen-
hagen County Hospital, Denmark. The drugs employed
were "purinethol" (6-mercaptopurine) and "imuran"
(azathioprine); most cases were started on the former drug
in a dosage of 150 mg. daily for 10 days, and thereafter 50
to 100 mg. daily; subsequently the latter drug was given
to most of the cases in twice this dosage. Treatment was
continued for an average period of 4 months with a range
of 1 to 11 months.

Eight of eleven patients with rheumatoid arthritis and
three out of five with systemic lupus erythematosus im-
proved; of the other six patients with collagen diseases,
improvement was noted in four (two with polymyalgia
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of throwing light on the pathogenesis of both human and
murine auto-immune disease. W. R. M. Alexander
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Antibodies against the Various Types of Skeletal Muscle
Fibres. FELTKAMP, T. E. W., and FELTKAMPVROOM,
T. M. (1965). Immunology, 9, 275. 9 figs, 12 refs.
[It is stated in this paper from the Netherlands Red

Cross Blood Transfusion Service, Amsterdam, that] anti-
bodies against skeletal muscle tissue may be directed
against all muscle fibres ("overall" type) or against the
distinct types of muscle fibres ("zebra" type). The anti-
bodies of the "overall" type are frequently demonstrated
in sera of patients with myasthenia gravis, rheumatoid
arthritis, pernicious anaemia, Hashimoto's disease, and
idiopathic adrenocortical atrophy. The antibodies of
the "zebra" type are probably without a clinical signifi-
cance. They can be divided into antibodies against the
three distinct histochemical types of skeletal muscle fibres,
namely into anti-red fibre, anti-white fibre, and anti-
medium fibre antibodies.-[Authors' summary.]

Immunological Aspects of Steroid Therapy. LuRIE, M. B.
(1965). Arch. environm. Hlth, 11, 235. 78 refs.
In this review article, written by an emeritus professor

of experimental pathology, an attempt is made to sum-
marize the effects of "excess" corticosteroids on infections
and intoxications, on resistance to infections and on the
function of phagocytes. The studies reviewed (78 refs)
deal mainly with laboratory experiments and with tuber-
culosis in particular.
The need of physiological concentrations of corticos-

teroids for man and animals to combat infections and
intoxications is emphasized, but no attempt is made to
define the concentrations that were obtaining in the
studies under review. This is a common omission in both
original observations and reviews, and makes the latter
only of value as a reference source. H. F. West

Significant Variations in Commercial C-reactive Protein
Antiserums. NAKAMURA, R. M., MAGSAYSAY, R.,
FORD, J., and KUNrrAKE, G. M. (1965). Amer. J. clin.
Path., 44, 290. 2 figs, 18 refs.
C-reactive protein (CRP), so called because it has the

ability to precipitate the C-polysaccharide of the pneumo-
coccus, appears in human serum within 24 hours of an
inflammatory stress and for this reason its presence is
regarded as a sensitive but non-specific indication of
inflammation. In the Department of Pathology of the
Los Angeles County Harbor General Hospital, Califor-
nia, and the University of California Medical Centre, the
"reactive nature" of different commercial antisera against
CRP which had been produced in the rabbit, sheep, goat,
and horse was investigated by means of a capillary
precipitin test.

Purified CRP was prepared [Hokama and others,
Biochim. biophys. Acta (Amst.), 1963, 74, 305] and quan-

rheumatica, one with temporal arteritis, and one with
"unclassifiable" collagen disease). One of the two
patients with immune haemolytic anaemia improved; the
only patient treated for bronchial asthma improved at
first but later died. Of the 22 patients receiving long-
term glucocorticoid therapy who had shown serious side-
effects, it was possible to discontinue this therapy in
twenty.

Statistical examination was applied to the erythrocyte
sedimentation rate, which showed a mean fall after cyto-
static treatment; to the serum albumin level, which rose;
and to the y-globulin level, which was unaltered. There
were two deaths in the series, both from pancytopenia and
sepsis. Whether this treatment will produce a lasting
remission is not known. The authors stress that it
should be given only when the alternative is long-term
glucocorticoid therapy, and that careful supervision of
patients is essential. K. C. Robinson

Morphology and Pathogenesis of Scleroderma and
Systemic Lupus Erythematosus. (Zur Morphologie
und Pathogenese von Sklerodermie und systemischen
Lupus erythematodes.) BRAUN-FALCO, 0. (1965).
Dtsch. med. Wschr., 90, 2269. 3 figs, 57 refs.

Loss of Hearing as the Presenting Symptom in Poly-
arteritis Nodosa. (H0renedsaettelse som debutsymp-
tom ved polyarteritis nodosa.) PEITERSEN, E., and
CARLSEN, B. H. (1965). Ugeskr. Laeg., 127, 1469.
4 figs, 11 refs.

Immunology and Serology
Natural History of the NZB/NZW Fl Hybrid Mouse: A

Laboratory Model of Systemic Lupus Erythematosus.
BURNET, F. M., and HOLMES, M. C. (1965). Aust. Ann.
Med., 14, 185-191. 2 figs, 8 refs.
This report is largely a confirmation of the work of

Helyer and Howie (1963). The hybrid mice showed a
high incidence of renal disease and mortality, particularly
in females. Mortality rate was not affected by splenec-
tomy or castration. At autopsy the kidneys of female
mice tended to be shrunken and yellow; in males they
were larger and pinker. Histologically, in both sexes,
there was cellular proliferation of Bowman's capsule with
evidence of arteritis and infiltration by lymphocytes and
plasma cells. The regional lymph nodes were frequently
enlarged and oedematous with proliferating germinal
centres.
The direct Coombs test was positive only in the late

stages of disease with a higher incidence in females than
males. Sera from 54 male and 67 female mice, killed
when obviously sick, were tested for anti-nuclear factor;
81 per cent. of both sexes were positive as compared with
67 per cent. of "healthy" males and 74 per cent. of
"healthy" females.
The authors stress that this is a preliminary report and

conclude that further studies of the genetic aspects of the
NZB mouse and its hybrids may be the most hopeful way
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titative titrations of antibody were carried out by the
constant antiserum method; the antisera were mixed
with varying amounts of purified CRP antigen and the
amount of nitrogen in the precipitated antibody was
determined by the Kjeldahl technique. Some commercial
CRP antisera (which are absorbed with normal human
serum to remove non-specific antibodies) were also tested
for traces of human serum proteins.

It was found that separate samples of antisera obtained
from the same commercial source contained different
-amounts of antibody nitrogen. There was significant
variation in the reactivity of various commercial antisera
against CRP and a prozone was evident with some sera.
All the antisera contained some human serum protein
components, and this fact may be relevant to the interpre-
tation of latex slide tests. These results confirm the
findings of other workers, and the authors stress the need
-for the standardization of commercial CRP antisera.

William H. S. George

Human Serum Necrotizing Factor: Basic Properties and
Clinical SinCe. MosKowfrz, R. W. (1965).
J. Lab. clin. Med., 66, 927. 3 figs, 12 refs.

Does the Serum in Active Polyarteritis Nodosa enable the
Characteristic Lesions of the Disease to be reproduced
Experimentally? (Le s6rum de periarterite noueuse en
poussee permet-il de reproduire experimentalement les
l6sions caract6ristiques de cette affection?) RoGIE, J.,
MARTIN, E., CROZIER, J. A., and BOURGEOIS, P.
(1965). Sem. Hop. Paris, 41, 3087. 8 figs, 83 refs.

Post-heparin Erylbrocyte Sedimentation Rate. A Guide
to Prognosis. (La V.E.S. posteparinica: un orienta-
mento sulla potenzialitA evolutiva dell'attivit& reuma-
tica.) ZANGARA, A. (1965). Reumatismo, 17, 196.
8 figs, 20 refs.

Relation between Rheumatoid Factor and Circulating
Leucocytes with particular reference to the Granu-
locytes. (Rapporti tra il fattore reumatoide e i
leucociti circolanti, con particolare riferimento ai
granulociti.) SCALABRINO, R., and GRIMALDI, M. G.
(1965). Reumatismo, 17, 183. 5 figs, bibl.

Biochemical Studies
Effect of Oestrogen Therapy on Cortisol Metabolism.
GRANT, S. D., PAVLATOS, F. C., and FORSHAM, P. H.
(1965). J. clin. Endocr., 25, 1057. 3 figs, 45 refs.
It has been suggested that oestrogens may be effective

-in the treatment of Cushing's syndrome and that diagnosis
may be more difficult in patients taking oestrogens.

In this paper the effects of oestrogen therapy upon
cortisol metabolism in a small group of normal females
and in two females with Cushing's syndrome are studied.
A tendency was noted for urinary 17-hydroxycorti-
costeroid (17-OHCS) excretion and for the cortisol
secretion rate to fall after 30 days of high dose oestrogen
therapy. The urinary free cortisol showed a marked rise
to two to three times the baseline value within 2 to 3 days

of starting therapy and continued to rise more slowly
while treatment continued. However the diurnal varia-
tion continued well maintained.
Dexamethasone suppressibility of 8 a.m. plasma 17-

hydroxycorticosteroid levels was normal in patients on
oestrogens. After cessation of therapy plasma 17-OHCS
levels returned to normal in 3 to 4 weeks.
Two patients with Cushing's syndrome were treated

with oestrogens in large doses, one for 2 months and the
other for I month, without evidence of clinical or bio-
chemical improvement.

It is concluded that most of the effects demonstrated
can be explained by a rise in the level of plasma trans-
cortin under the influence of oestrogens with a consequent
increase in the ratio of bound to free cortisol and a
decreased cortisol turnover rate. No evidence was
obtained that oestrogens are capable of suppressing
adrenal cortisol output directly. The persistence of the
diurnal variation in plasma cortisol levels and of dexa-
methasone suppressibility would indicate that these
parameters are still valid in the diagnosis of Cushing's
syndrome even in patients receiving, or who have recently
received, oestrogens. C. G. Beardwell

Effect of Corticosteroid Administration on Vasopressin-
induced Adrenocorticotropin Release in Man. CLAY-
TON, G. W., LIBRIK, L., HORAN, A., and SUSSMAN, L.
(1965). J. clin. Endocr., 25, 1156. 2 figs, 31 refs.
Vasopressin is known to be capable of inducing

ACTH secretion in a variety of experimental animals and
in man. In this paper the effect of pretreatment with
dexamethasone on the magnitude of ACTH release by
vasopressin and a synthetic analogue (CRA-41) in man is
studied. CRA41 was shown in a previous paper to have
similar corticotrophin releasing activity to that of
equipressor doses of synthetic lysine vasopressin.
Male medical students were used as subjects. 1 - 5 mg.

of dexamethasone given 2 hours before vasopressin or
CRA41 produced almost complete suppression of their
ACTH releasing effect as assessed by plasma 17-hydro-
xycorticosteroid levels after administration, compared
with the effect shown in a previous study in which no
dexamethasone was given.

It is concluded that, in man, the site of corticosteroid
inhibition is distal to, or at the site of, vasopressin
stimulation in the central nervous system.

C. G. Beardwell

Certain Endocrine and Metabolic Facets of the Steroid
Withdrawal Syndrome. AMATRUDA JR., T. T.,
HURST, M. M., and D'Esopo, N. D. (1965). J. clin.
Endocr., 25, 1207. 3 figs, 38 refs.
A syndrome characterized by fever, anaemia, nausea,

lethargy, arthralgia, desquamation, weakness, and weight
loss after steroid withdrawal is now being increasingly
recognized. Its aetiology is uncertain and this is a report
of a careful study undertaken in patients with pulmonary
tuberculosis treated with antituberculous drugs and large
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crine disease, twelve with Cushing's syndrome and twelve
in late pregnancy. C. G. Beardwell

Therapy
Percutaneous Absorption of Corticosteroids. Systemic

Effects. SCOGGINs, R. B., and KLIMAN, B. (1965).
New Engl. J. Med., 273, 831. 7 figs, 51 refs.
This excellent paper confirms and extends observations

made by the authors and others of the suppression of the
adrenal's secretion of cortisol that occurs when potent
non-polar cortisol analogues are applied to the skin
beneath occlusive dressings. Adrenal function was
studied in various ways and the plasma cortisol was
measured by the sophisticated double isotope derivative
technique. The authors were not able to specify exactly
the minimum dose that could be applied to diseased skins
without causing significant suppression of the adrenal, but
provided the useful information that 7 5 g. 0-025 per
.cent. fluocinolone acetonide cream applied beneath an
occlusive wrap 12-hourly for atopic dermatitis did not
suppress the adrenal whereas 30 g. did. The paper
includes a useful bibliography and discussion and should
prove of value to all dermatologists. H. F. West

Deleterious Effects of Corticosteroids administered
topically, in particular intra-articularly. ZACHARI4E,
L. (1965). Acta orthop. scand., 36, 127. 4 figs, bibl.
The title of this paper could be "The rapid advance of

osteo-arthritic changes in the hips of three patients coin-
ciding with repeated injections, or attempts at injection,
of hydrocortisone in the joints". In one case fifty
injections were given in the course of 1 year. In the
author's opinion the injections were responsible for the
rapid advance and although there were no "controls"
their opinion would be shared by most rheumatologists
reading this account. H. F. West

Spontaneous Absorption of Cortisone-induced Cataract.
FRANDSEN, E. (1965). Acta ophthal. (Kbh.), 43, 605.
21 refs.
A 57-year-old woman, suffering from recurrent kerato-

conjunctivitis with limbic infiltrations and often episclero-
tic nodules, after topical treatment with prednisolone
(Ultracortenol) developed increased ocular tension and
dense posterior subcapsular cataract. Lens extraction
was performed in the right eye. 3 years after the dis-
continuation of prednisolone therapy, the lenticular
opacities in the left eye had disappeared. G. von Bahr

Topical Steroids and Intra-ocular Pressure. I. Clinical
Investigation on the Reactions of 93 Outpatients to
Monocular Steroid Provocation and to Subsequent
Water-drinking Test. SPiERs, F. (1965). Acta ophthal.
(Kbh.), 43, 735. 3 figs, 10 refs.
One eye of 34 subjects with an intra-ocular pressure

below 20 mm. Hg, 43 with a pressure from 20 to 23 mm.
Hg, and sixteen with a pressure above 23 mm. Hg, was
treated with drops of Decardon four times a day for 4
weeks. The pressure increased more so among those
with the highest initial pressure and more in those (11, 10,

doses of prednisone and ACTH. The prednisone and
ACTH were tailed off after 3 months and the studies
reported here carried out in the days immediately follow-
ing withdrawal, when twenty out of the 22 patients
showed symptoms of the steroid withdrawal syndrome.
As controls a similar group of tuberculous patients who
had not received steroids were used.

Pituitary-adrenal function was assessed by means of
intravenous ACTH and metyrapone tests and deter-
minations of plasma 17- and 11-hydroxycorticosteroids
(17- and 11-OHCS) and urinary 17-ketogenic and 17-
ketosteroid levels at various times after withdrawal.
The only abnormality found in the steroid-treated
patients was a diminished although not absent, response
to metyrapone 4 days after steroid withdrawal. All tests
of adrenal function were normal and there appeared to be
no correlation between the response to metyrapone or the
plasma or urinary steroid levels and symptoms of the
withdrawal syndrome.
Metyrapone tests were repeated in five patients between

3 weeks and 6 months of withdrawal and found to give a
normal response. Six patients underwent pulmonary
surgery some months after withdrawal without steroid
cover and showed a rise in plasma 17-OHCS levels
almost identical to that in controls.

It is concluded that there is no evidence that the
symptoms of the steroid withdrawal syndrome result
from hypofunction of the pituitary or the adrenals. No
evidence could be found to implicate hypervitaminosis A,
hypercalcaemia, pancreatitis, or intracranial hypertension.

C. G. Beardwell

The Relation between Free Cortisol in Urine and
"Urinary Free ll-Hydroxycorticosteroids" as measured
by Fluorescence. ESPINER, E. A. (1965). J. Endocr.,
33, 233. 2 figs, 14 refs.
The measurement of free cortisol in urine has been

found useful as an index of adrenocortical activity, but
needs techniques rather too elaborate for routine clinical
use. Measurement of 24-hour urinary free 1 I-hydro-
xycorticosteroids (1 1-OHCS) by a fluorimetric technique
involving fluorescence in ethanolic sulphuric acid is rapid
and easy and has been shown to correlate well with the
cortisol secretion rate, measured isotopically, except when
this is very low.

In this paper the proportion of the total 1 I-OHCS
excretion contributed by cortisol is examined in four
groups of patients. Free cortisol was measured by a
method involving paper chromatography and incorporat-
ing an internal isotopic standard.
The relationship between urinary fluorescence and the

amount of cortisol in each of sixty different urine samples
was found to show a high degree of correlation, signifi-
cant at the 0-1 per cent. level. The percentage of
urinary fluorescence that could be attributed to cortisol
averaged 33 per cent., but varied between 8 and 73 per
cent. This percentage was not constant even in urine
samples collected from the same patient at close intervals.
A very similar mean figure for the percentage fluorescence
due to cortisol was found in 36 patients with non-endo-
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and 4 respectively) who had a familial disposition for
glaucoma. The water-drinking test performed 4 weeks
later or when the initial pressure was re-established
revealed greater lability in the eye that had been given
Decadron. G. von Bahr

II. An Evaluation of the Intra-ocular Pressure in 93
Outpatients divided according to their Response to
Monocular Steroid Provocation and Studies on the
Reaction of the Control Eye. SPIERs, F. (1965). Acta
ophthal. (Kbh.), 43, 812. 4 figs, 7 refs.
In 57 patients whose one eye responded to local treat-

ment with steroids for 4 weeks with an increase in intra-
ocular pressure of 6 mm. Hg or less, the untreated eye
showed a small decrease in pressure, while in 36 patients
with a response in the provoked eye of above 6 mm. Hg
the tension of the unprovoked eye remained constant.

G. von Bahr

Ocular Complications of Steroid Therapy. FINE, B. S.,
McTIGUE, J. W., and ZIMMERMAN, L. E. (1965). Med.
Ann. D.C., 34, 51. 2 figs, 28 refs.
A discussion with -two cases of dendritic keratitis and

keratomycosis illustrative of the more serious complica-
tions of steroid therapy. M. H. T. Yuille

Effect of Antimalarial Preparations on the Activity of the
Retina. [In Czech.] SVMRAK, J., SALAVEC, M., and
PEREGRIN, J. (1965). CS. Oftal., 21, 370. 3 figs, 57
refs.
In a group of 88 patients (84 rheumatoid arthritis, 2

Marie-Strumpel, 2 generalized lupus erythematosus)
treated with Resochin or Delagil-250 mg. daily for
from three months to 2* years-clinical ophthalmological
examination and ERG records were made:

(1) Corneal deposits were found in eighteen patients
(20 45 per cent.);

(2) Subjective visual functions (near and far sight,
perimeter) were normal in all patients. The
fundus findings were also within the normal
range;

(3) ERG, using the usual intensity of light stimuli,
did not reveal any significant changes (as com-
pared with a group of 40 healthy controls).
When applying strong stimuli (photoflash
Elgawa) of varying intensity a statistically
significant deepening of the a-wave of the ERG
curve was observed. The b-wave remained un-
altered. The most significant changes in the
ERG record were found when using the strong-
est light stimuli;

(4) The recorded changes were independent of the
period of medication and the age of the patients;

(5) The finding of substantial changes in the ERG
after the administration of antimalarial drugs
calls for a careful check-up of the ophthal-
mological findings in all patients being treated
with them. M. Klima

Ocular Changes after Treatment with Chloroquine.
(Alteraciones oculares por el uso de la cloroquina.)
MALBRAN, J., and VALENZUELA, J. M. (1965). Arch.
Oftal. B. Aires, 40, 239. 6 refs.
The authors present two cases. The changes, symp-

toms, and clinical aspects are described. The patho-
genesis and histopathology are discussed briefly.

Hebe S. Novich

The Electro-oculogram Findings in Patients treated with
Antimalarial Drugs. KOLB, H. (1965). Brit. J.
Ophthal., 49, 573. 8 figs, 32 refs.
EOG and ERG of patients undergoing antimalarial

therapy are reduced, and average values in cases of
retinopathy are pathological. The EOG increases when
the drug is withdrawn. G. B. Arden

Experimental Chloroquine Keratopathy. FRANOIS, J.,
and MAUDGAL, M. C. (1965). Amer. J. Ophthal., 459.
8 figs, 5 refs.
Between 6 25 and 12* 5 mg. Nivaquine Specia [diethy-

lamino-4-methyl-l-butylamino-4-chloro-7-quinoline sul-
phate] was given thrice weekly to rats by intramuscular
injection. The eyes were studied fortnightly for up to 6
months.
There was superficial corneal oedema (1 months) and

some subepithelial vascularisation with reddish spots.
The posterior two-thirds of the cornea and endothelium
were normal but at 6 months the epithelium showed
evidence of keratinization. Fluorescence microscopy
with the UV/RG filter showed chloroquine deposits as
orange-red fluorescent areas appearing after 30 to 40
minutes' exposure to ultraviolet light.
The localisation of the deposits is ascribed to their

origin from chloroquine in the plasma via the lumbar
vascular plexus and the regions of neovascularisation.

D. F. Cole

Ocular Lesions in Rheumatoid Arthritis and Related
Disorders [treated with Chloroquine] with particular
reference to Retinopathy. SCHERBEL, A. L., MAC-
KENZIE, A. H., NOUSEK, J. E., and ATDJIAN, M. (1965).
New Engl. J. Med., 273, 360. 51 refs.
Examination of 408 patients with rheumatic diseases

who had been under treatment with a daily dose of 400
mg. hydroxychloroquine sulphate or 250 mg. chloroquine
phosphate for an average of 40 months, showed that only
two had pigmentary retinal changes suggesting chloro-
quine toxicity. No less than three out of 333 patients
with rheumatoid arthritis who had never had these drugs
showed similar changes. The control group, who were
older and in other respects not strictly matched with the
test series, also showed a higher incidence of senile
granular and retinal changes.
Benign comeal lesions attributable to the drugs were

seen in 16 per cent. of those who had received chloroquine
only and in 8 per cent. of those who had received hydro-
xychloroquine only.
The authors have been able to find reports of only eight

cases of drug retinopathy in patients who have taken
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consistently less than 300 mg. chloroquine a day. They
suggest that pigmentary change in those taking the drug
may often be due to other drugs such as gold or to the
underlying disease itself. As examples they report six
cases of pigment change in eighteen patients with
Sj0gren's syndrome and one case of florid gold retino-
pathy.

This important paper suggests that chloroquine
retinopathy is rare provided a low daily dose is used.

L. Hall

Salicylate Ototoxicity: a Clinical Study. MYERS, E. N.,
BERNSTEIN, J. M., and Fos-riRoPoLous, G. (1965).
New Engl. J. Med., 273, 587. 6 figs, 2 refs.
Although it has long been known that large doses of

salicylates produce deafness, tinnitus, and vertigo (which
are reversible), little information has been available on
the nature of the hearing loss or the correlation between
blood salicylate levels and audiometric findings. In this
paper is reported a study of the ototoxicity of salicylates
for which 25 patients (aged 13 to 78) with rheumatoid
arthritis and other connective-tissue diseases were
admitted to the Massachusetts Eye and Ear Infirmary,
Boston. Before their admission salicylate therapy had
been withdrawn and dextropropoxyphene substituted.
All 25 patients were subjected to a complete otological
examination, including pure-tone audiometry. The latter
involves the measurement of the threshold intensity for
frequencies from 250 to 8,000 cycles per second, a loss
indicating disease of the cochlea. Ability to understand
phonetically balanced speech (word discrimination) was
also tested, since a decrease in word discrimination may
indicate disease in the central auditory pathways or the
cochlear nerve. Then 21 patients received increasing
doses of buffered acetylsalicylic acid and magnesium
hydroxide until high-pitched tinnitus and subjective hear-
ing loss were noted; this usually required a dosage of 6
to 8 g. per day. At this stage audiometric tests were
performed and blood salicylate levels estimated. Dextro-
propoxyphene was then substituted for the salicylates and
audiometry repeated about one week after the acute
intoxication. In the remaining four patients, who had
been taking large doses of salicylates for months or years
for rheumatoid arthritis, audiometric studies were carried
out and blood salicylate levels estimated while they were
taking their usual maintenance dosage. Dextropro-
poxyphene was then substituted and the tests were
repeated after subjective improvement had been noted.
The study showed that salicylate intoxication causes a

bilaterally symmetrical hearing loss of 30 to 40 decibels
for pure tones, the deafness usually being associated with
severe high-pitched tinnitus. The hearing, however,
rapidly returns to normal, and it is suggested that this
may be due to the speed at which salicylates are meta-
bolized and excreted. In contrast, other ototoxic drugs
such as neomycin, dihydrostreptomycin, and kanamycin
may produce permanent loss of hearing as a result of
morphological changes in the sensory epithelium of the
cochlea. The exact mechanism of salicylate-induced
hearing loss is not known, but recent work has suggested

that salicylates can inhibit at least three vital groups of
cellular enzymes, and it therefore seems likely that
inhibition of oxidative enzymes in the cochlea alters its
bio-electric and biochemical functions. D. Preiskel

Pentazocine, a New Non-addicting Analgesic: a Double-
blind Evaluation in Postoperative Pain. SADOVE, M. S.,
and BALAGOT, R. C. (1965). J. Amer. med. Ass., 193,
887. 4 figs, 6 refs.
A comparative study is reported from the Veterans

Administration Hospital, Hines, Illinois, of the efficacy of
a single dose of 30 mg. pentazocine and a single dose of
either 50 or 100 mg. pethidine for the relief of post-
operative pain. Each of 220 male patients received
intramuscularly one dose only of one of the three drugs
under double-blind conditions. The patients had under-
gone a wide variety of surgical operations, for which a
number of different regional and general anaesthetic
agents had been used. At the time of receiving the
analgesic agent one patient was in severe pain, 117 in
moderate pain, and 102 in slight pain. The total inci-
dence of "pain relief of some degree" was 100 per cent.
after 100mg. pethidine, 88 per cent. after pentazocine,
and 89 per cent. after 50 mg. pethidine. There was no
significant difference between the percentages of patients
reporting pain relief 20 minutes and 40 minutes after
administration of the three drugs. The maximum degree
and the duration of relief were similar with the three
agents. The degree of respiratory depression produced
by pentazocine was intermediate between that of the two
doses of pethidine. Pentazocine produced slightly less
sedation than pethidine; the incidence of side-effects
was similar with all three drugs.

[There are a very large number of basic variables in the
design of this investigation.] Mark Swerdlow

Antirheumatic Activity of a Pharmacological Combination
of Pheniramine and Aminophenazole. (Sperimenta-
zione clinica sulla attivita antireumatica di una
associasione farmacologica di feniramidolo ed amino-
fenazone.) Ciocci, A. (1965). Minerva med., 56,
3,775. 15 refs.

Encephalitis after the Reduction of Steroid Maintenance
Therapy. CROMPTON, M. R., and TEARE, R. D. (1965).
Lancet, 2, 1,318. 2 figs, 6 refs.

Indomethacin in Rheumatology. (L'indomethacine en
rhumatologie.) VIGNON, G., BOCHU, M., and RAM-
BAUD, G. (1965). Rev. lyon. Mid., 14, 827. 23 refs.

Other General Subjects
Central "Core" Disease of Skeletal Muscle: Ultra-

structural and Cytochemical Observations in Two Cases.
GONATAS, N. K., PEREZ, M. C., SHY, G. M., and
EVANGELISTA, I. (1965). Amer. J. Path., 47, 503.
20 figs, 38 refs.
Two cases of "central core" disease as described by

Shy and Magee (Brain, 1956, 79, 610; Abstr. Wld Med.,
1957, 22, 52) have been investigated at the University of
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Pennsylvania School of Medicine, Philadelphia. One of
the patients, a woman of 34, had had non-progressive
muscular weakness since birth, and the other, her young

daughter, had a similar but less severe disability. Biopsy
specimens from both cases were studied. In the mother
over 95 per cent. of fibres were affected and in the daughter
50 to 60 per cent. On cross-section the affected fibres
presented a central area which stained more intensely
with haematoxylin-eosin and trichrome stains, than the
rest of the fibres. By polarized light the "core" presented
non-striated fibrillary material and myofibrils with cross-

striations. There was a decrease of stainable material
when mitochondrial oxidative stains were used. The
periodic-acid-Schiff stain on frozen sections and the
amylophosphorylase stain showed a positive interfibrillar
network in cross-sections of fibres except in the "core"
region. Electron microscopy revealed a lack of regular
architecture in the "core" and absence of Z bands, and
the authors consider that the loss of Z bands may be a

precipitating factor in the disease. G. Loewi

A Case of Sarcoidosis, Syphilis, and Rheumatoid Arthritis.
HILLDERDAL, O., HULTQUIST, G., and LINDER, L. (1965).
Acta tuberc. scand., 46, 65. 4 figs, 6 refs.
The case history of a female who developed erythema

nodosum at the age of 53 years, syphilitic pharyngeal
ulceration at the age of 55, sarcoidosis at 62, and rheuma-
toid arthritis a few months later. Syphilis and sarcoido-

sis were confirmed by a positive T.P.I. test and typical
changes in a scalene lymph node. The arthritis was

associated with subcutaneous nodules histologically
similar to those found in rheumatoid arthritis, but the
joint tissues were not examined histologically. J. Ball

A Case of Polyarthritis and One of Ankylosing Spondylitis
with Sarcoidosis. (Un cas de polyarthrite et un cas de
spondylarthrite ankylosante au cours d'une sarcoldose.)
DESHAYES, P., DESSEAUVE, J., HUBERT, J., LEMERCIER,
J.-P., and GEFFROY, Y. (1965). Rev. Rhum., 32, 671.
4 figs, bibl.

Relation of Gastric Acidity to Taste Perception Rate and
the Phenylthiocarbamide Test in Articular Diseases.
9TEPAN, J., BREMOVA, A., and MILUNICOVA, A. (1965).
Acta rheum. scand., 11, 258. 6 refs.

Neurological and Electroencephalographic Studies in
Systemic Lupus Erythematosus and Rheumatoid
Arthritis. LAKATOS, L., BENCZE, G., SOMoGYI, I., and
SOML6, Z. (1965). Acta med. Acad. Sci. hung., 21, 247.
5 figs, 51 refs.

Data on the Distribution of Rheumatic Diseases in the City
of Rome. (Indagine sulla diffusione delle malattie
reumatiche nel comune di Roma.) CONSIGLI, V. P.,
and ZAMPETTI, A. (1965). Reumatismo, 17, 234.
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