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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 Non-articular Rheumatism, including Disk
Rheumatoid Arthritis Syndromes, Sciatica, etc.
Still's Disease Pararheumatic (Collagen) Diseases
Osteo-Arthritis Connective Tissue Studies
Spondylitis Immunology and Serology
Inflammatory Arthritides Biochemical Studies
Gout Therapy
Bone Diseases Other General Subjects

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

ACUTE RHEUMATISM

Familial Benign Chorea with Intention Tremor: a Clinical
Entity. PINCUS, J. H. and CHUTORIAN, A. (1967).
J. Pediat., 70, 724. 3 figs, 21 refs.
From Yale University School of Medicine, New Haven,

the authors describe three cases of a nonprogressive,
familial chorea accompanied by intention tremor, but
without intellectual impairment or seizures, in two
families. Case 1 was a 13-year-old girl referred because of
clumsiness and poor penmanship for 3 years. On examina-
tion choreatic movements and slight intention tremor of
the upper limbs were observed; muscle tone was slightly
diminished. Despite her difficulty with written tests, her
IQ was 108, and physical and neurological findings and
the results of laboratory tests, radiographs, EEG, and
ECG were normal. The patient's father was reported to
have had similar trouble since the age of 12, continuing
unchanged into adulthood (he was not available for
examination). There was no other relevant family history,
except for Case 2, a paternal uncle, aged 19. He had had
intention tremor and choreatic movements of the hands
since he was 10 years of age. Physical and neurological
examination revealed nothing abnormal (other investiga-
tions were refused). Case 3, a boy of 8 years, had made
involuntary movements since he was 2, at first inter-
mittently, then continuously through his waking hours;
his handwriting was impaired from the time he learned
to write. Five other members of his family, but neither of
his parents, were said to have been similarly affected (none
could be examined). Comprehensive examination of the
patient revealed nothing abnormal except the jerks and
tremor, which became worse with anxiety. Cases 1 and 3
both showed improvement in their handwriting (illus-
trated) when given chlorpromazine in dosages of 30 and
100 mg./day respectively.

Discussing these cases, the authors remark that chorea
in the first two decades of life may be a manifestation of
Sydenham's chorea or the result of perinatal brain injury

or drug therapy, but neither the clinical evidence nor the
family history of these three subjects supported these
explanations; Huntington's chorea does not follow such
a benign course and several other conditions could be
excluded because of the absence of seizures. The tremor
resembled that of essential familial tremor, but this is not
associated with chorea. Velander (Nord. Med., 1931, 3,
102) described two families with a chorea-like movement
disorder and tremor which appeared to be transmitted
as an autosomal dominant. Although some of the patients
in his two families were "imbeciles", most of them had no
psychiatric disorder and they all lived a remarkably long
time. It is thought that they may have been suffering from
a related condition. Essential familial tremor has been
attributed to a lesion of the dentate nucleus or brachium
conjunctivum, whereas chorea is said to arise from
imbalance or interruption of neurone arcs relating
inhibitory systems with the active motor pathways. This
difference in causation may account for the rarity of an
association between chorea and intention tremor. How-
ever, lesions along the path of outflow from the dentate
nucleus have been shown to produce other movements
than tremor, and choreiform movements have been
induced in monkeys by placing lesions in the brachium
conjunctivum. Thus lesions of the dentate outflow system,
involving also the afferent supply to the globus pallidus,
could conceivably be concerned in the aetiology of
symptoms in the three cases described by the present
authors. Joan R. Gomez

Cardiac Volume in Normal Children and Adolescents:
Its Application to Patients with Rheumatic Mitral
Insufficiency. NGHIEM, Q. X., SCHREIBER, M. H., and
HARRIS, L. C. (1967). Circulation, 35, 509. 9 figs,
bibl.
At the University of Texas, Galveston, determinations

of cardiac volume (CV) were made from the plain chest
radiographs of 305 healthy children and adolescents aged
from birth to 19 years using a simplified Rohner-Kahlstorf
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technique. The normal values so obtained were signifi-
cantly different (P< 0 * 005) for the two sexes. In predicting
CV, body weight was a better guide than was surface
area. Next, serial determinations of cardiothoracic ratio
(CTR) and of CV were made in 27 children with pure
rheumatic mitral insufficiency, and a close correlation was
found between CV and the clinical course of the condition.
CTR was inferior to CV as an indicator of cardiac
enlargement. Twelve of these patients (6 males and 6
females) had mild mitral insufficiency and were asympto-
matic. CV was normal in eleven of these patients and it
was 6 per cent. above the largest value predicted from
body weight in the remaining patients, who had suffered
several attacks of carditis. Four out of five patients (2
males, 3 females) with moderate mitral insufficiency had a
CV which exceeded the highest value predicted from body
weight by 9-70 per cent., and in the presence of acute
carditis (2 patients) it exceeded twice the upper limit of
normal. In nine out of ten patients (4 males, 6 females)
with severe mitral insufficiency receiving digitalis the CV
exceeded twice the upper limit of confidence. Mitral
valve replacement was performed on two patients and in
each case the CV later became almost normal.
Of ten adolescent patients whose CV reached 1,100-

1,300 ml., one died suddenly and nine followed a pro-
gressively downhill course. Rapid and severe loss of
weight and a steep rise in CV together constituted one of
the earliest indicators of the terminal decline.

R. S. Winwood

Rheumatic Heart Disease and Pregnancy in Adolescent
Rheumatic Fever Patients. GORDIS, L., and MARKO-
WITZ, M. (1967). Pediatrics, 40, 103. 1 ref.

Prognosis of Rheumatic Fever in Adults. (Untersuchungen
zur Prognose des Rheumatismus verus beim Erwach-
senen). RArrI, R. (1967). Praxis, 56, 934. Bib].

Problem of the Activity of Rheumatic Endocarditis:
Histochemical and Immunohistochemical Investigations.
(Zur Frage der Aktivitat der rheumatischen Endokar-
ditis: Histochemische und immunohistochemische
Untersuchungen). GEILER, G. (1967). Dtsch. med.
Wschr., 92, 1383. 10 figs, bib].

Effect of Treatment of clinically Inactive Rheumatic Fever
at Inowroclaw Spa. [In Polish.] STERNAL, L., KUJAWA,
H., DRYGAS, J., ORLOWSKA-SAWIONEK, I., and WELC, E.
(1967). Pol. Tyk. lek., 22, 951. 5 figs, 9 refs.

RHEUMATOID ARTHRITIS

Rheumatoid Arthritis in Hiroshima and Nagasaki, Japan:
Prevalence, Incidence, and Clinical Characteristics.
WOOD, J. W., HIROO KATO, JOHNSON, K. G., YUTAKA
UDA, RUSSELL, W. J., and DUFF, I. F. (1967). Arthr. and
Rheum., 10, 21. 1 fig., 28 refs.
The Atomic Bomb Casualty Commission keeps under

observation a representative sample of the survivors from

the atomic explosions in the Japanese cities of Hiroshima
and Nagasaki. The authors of this paper, members of the
Commission in Hiroshima have estimated the incidence
of rheumatoid arthritis among the population of both
cities and have considered the possibility of a relationship
between radiation and the prevalence of the disease. The
study covers the years 1958-64 during which 16,000
subjects aged from 15 years were investigated at least
once and 14,000 of them a second time 2 years later, the
subjects being divided into groups according to distance
from the hypocentres of the explosion and consequent
exposure to radiation. The investigation included a history
of exposure to radiation and comprehensive clinical,
laboratory, and radiological examinations, the criteria
used for the diagnosis and classification of rheumatoid
arthritis being those of the ARA.
At the first examination in Hiroshima there were 79

cases of rheumatoid arthritis in a population of 11,306
examined, giving a prevalence of 0 39 per cent., while in
Nagasaki there were 23 cases among 4,963 examined,
giving a prevalence of 0 26 per cent. In the 2-year interval
between the first and second examinations ten subjects
in Hiroshima and three in Nagasaki developed rheuma-
toid symptoms: this gives an incidence of 0 09 per cent.
in the combined population for 2 years. Laboratory data
showed no unusual features except in the incidence of
arthritis among subjects of different blood groups: the
incidence of A and B groups among the arthritic subjects
was comparable with that in a control population but
there were significantly more arthritic patients with AB
groups and less with group 0 (P>0-01). The seventeen
patients who died during the period were evenly distri-
buted throughout the different radiation exposure groups.
Necropsy was performed in eleven cases and no evidence
of amyloidosis was found; death was due to carcinoma in
three and to complications of rheumatoid arthritis
(usually terminating with pneumonia) in six.
One of the authors had previously participated in a

study of the prevalence of rheumatoid arthritis in
Tecumseh, Michigan. Using the same criteria for diag-
nosis they found the incidence in Japan to be somewhat
lower than in the USA. Figures are quoted to show that
the prevalence in Hiroshima and Nagasaki is no higher
than that in other cities of Japan and lower than that in
Great Britain, Canada, and Finland. The authors could
find no relationship between the prevalence of the disease
and the degree of radiation. William Hughes

Arthritis produced by Intra-articular Injections of Strepto-
lysin S in Rabbits. COOK, J. and FINCHAM, W. J. (1966).
J. Path. Bact., 92, 461. 14 figs, 17 refs.
At the Royal National Orthopaedic Hospital, Stan-

more, the authors have produced arthritis by injecting
streptolysin S (SLS) into the knee joints of rabbits. The
injections were performed at weekly intervals, separate
groups of rabbits receiving two, six, or nine injections.
In each group two animals were killed 24 hours after the
last injection and two were killed 1 week later.

Aspiration of synovial fluid during the first 24 hours
after injection showed a polymorphonuclear exudate,
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Painful Shoulder Joint in Rheumatoid Arthritis. ENNE-
VAARA, K. (1967). Acta rheum. scand., Suppl. 11.
16 figs, bible.

Synovectomy of the Knee Joint in Rheumatoid Arthritis.
BARNES, C. G., and MASON, R. M. (1967). Ann. phys.
Med., 9, 83. 5 figs, 20 refs.

Frequency of Gastroduodenal Ulcer in Rheumatoid
Arthritis. (Sulla frequenza dell'ulcera gastro-duodenale
nei malati di artrite reumatoide.) ROBECCHI, A., JR.,
ROQUE MOLINA, M., and VIARA, M. (1967). Reumatismo,
19, 95. 14 refs.

Laboratory Tests in Rheumatoid Arthritis. (El laboratorio
en la artritis reumatoidea.) PIZZIA, A. G., and SANZOL,
R. (1967). Rev. Hosp. Ninlos (B. Aires), 9, 103. 4 figs,
15 refs.

Atypical Rheumatoid Arthritis. (Die atypische chronische
Polyarthritis.) SCHOEN, R. (1967). Munch. med. Wschr.,
109, 1777. Bibl.

Simple Methods for Quantitative Evaluation of Articular
Changes in Rheumatoid Arthritis. [In Polish.] MACKIE-
wicz, S., and ORLOWSKA-SAWIONEK, I. (1967). Pol. Tyg.
lek., 22, 955. 5 figs, 2 refs.

Effects of Intravenous Administration of Gold Salts on
Tests of the Acute Stage of Rheumatoid Arthritis. [In
Polish.] BARWICK-SCHRAMM, A., ZIELONKA, E., and
ZIENKIEWICZ, T. (1967). Pol. Tyg. lek., 22, 1106. 1 fig.,
bible.

Primary Chronic Polyarthritis. (Primar chronische
Polyarthritis.) HARTL, W. (1967). Munch. med. Wschr.,
109, 1783. 5 figs, bibl.

Nosological Status of "Chronic Secondary Polyarthritis".
BYWATERS, E. G. L. (1967). Bull. WId HIth Org., 36, 323.

Rheumatoid Lung Disease. BAIN, L. S., and ROBERTSON,
P. D. (1967). Ann. phys. Med., 9, 111. 2 figs, bibl.

Rheumatoid Lung. RUBIN, E. H. (1967). N. Y. St. J. Med.,
67, 2014. Bibl.

Rheumatoid Pleural Effusion with "R. A. Cells" in the
Pleural Fluid. CARMICHAEL and GOLDING (1967). Brit.
med. J., 2, 814.

Ensheathing Panarthritis. (Panarthrite engainante.)
D'ESHOUGUES, J. R., PINET, F., and SMADJA, A. (1967).
Rhumatologie, 19, 159. 10 figs, 7 refs.

but later aspirates contained mainly lymphocytes and
plasma cells. Histologically, synovial lining-cell prolifera-
tion was present in all the injected joints, but a chronic
synovitis occurred only in animals given more than two
injections; these chronic lesions were characterized by
lymphocytic infiltration of the synovium (often with the
production of well-formed lymph follicles), intrasynovial
deposition of fibrin and "fibrinoid" material, fibroblastic
proliferation, and pannus formation with erosion of the
articular cartilage. These lesions were not modified by
concomitant treatment with chloroquine. SLS injections
were also made into the knee joints of two goats, and in
these cases synovial lesions occurred which were similar
in all respects to those found in rabbits.

Intradermal injections of SLS produced acute in-
flammatory changes, but those seen in rabbits previously
given courses of intramuscular SLS did not differ from
those in a control animal. The serum of rabbits treated
with SLS was tested for complement-fixing antibodies
against normal rabbit-liver lysosomes, liver homogenate,
and synovial homogenate, and for precipitating antibodies
against these antigens and also against a homogenate of
rabbit striated muscle; all these tests gave negative
results, as did tests for rheumatoid factor. In vitro experi-
ments gave no evidence that SLS was able to cause
release of enzymes from liver lysosomes, though it was
able to release considerable quantities of f-glucoronidase
from rabbit-liver heavy-granule fraction (containing both
lysosomes and mitochondria) and from rabbit poly-
morphonuclear leucocytes.
These experiments suggest that SLS-induced arthritis

does not result from release of lysosomal hydrolytic
enzymes or from an induced autoantibody reaction. The
authors believe that a delayed-type hypersensitivity
reaction may have occurred, but conclude that the
arthritis was most probably the result of a nonspecific
synovial reaction to SLS. H. Fox

Diagnosis and Treatment of Probable Rheumatoid
Arthritis. (Diagn6stico da artrite reumat6ide provavel
e conduta terapeutica.) SEDA, H. (1967). Brasil-mid., 81,
111.

Rheumatoid Arthritis in a Jerusalem Population. I.
Epidemiology of the Disease. ADLER, E., ABRAMSON,
J. H., ELKAN, Z., BEN HADOR, S., and GOLDBERG, R.
(1967). Amer. J. Epidemiol., 85, 365. Bibl.

II. Epidemiology of Rheumatoid Factors. ADLER, E.,
ABRAMSON, J. H., GOLDBERG, R., ELKAN, Z., and BEN
HADOR, S. (1967). Amer. J. Epidemiol., 85, 378. Bib].

Malignant Rheumatoid Arthritis. (L'artrite reumatoide
maligna.) CARCASSI, A., MARCOLONGO, R., BIANCO, G.,
and BRAVI, A. (1967). Recenti Progr. Med., 42, 427.
20 figs, bibl.

Rheumatoid Nodules simulating Basal-cell Carcinoma.
HEALEY, L. A., WILSKE, K. R., and SAGEBIEL, R. W.
(1967). New Engl. J. Med., 277, 7. 3 figs, 6 refs.

ABSTRACTS 83

copyright.
 on M

ay 16, 2023 by guest. P
rotected by

http://ard.bm
j.com

/
A

nn R
heum

 D
is: first published as 10.1136/ard.27.1.81 on 1 January 1968. D

ow
nloaded from

 

http://ard.bmj.com/


ANNALS OF THE RHEUMATIC DISEASES

OSTEO-ARTHRITIS

Roentgenologic Soft Tissue Appearances
Disease. REICHMANN, S. (1967). Acta ro
6, 167.
This article reports the investigation of

seen running roughly parallel to the fen
standard antero-posterior radiographs of th
The anatomy was decided by autopsy

adults and one newborn, and the radiogra
projections of complex curving fat layers
concludes that the part of the layer seen in
radiograph is not in contact with the capsule
of the capsule would not displace this lino
reliable demonstration of capsular swellin,
not possible with current techniques. Muss
subsequent relaxation would be expected
position of these layers and this may be an e
some previous observations. It is proba
anatomy that pericapsular oedema would sj
layers and result in radiographic blurring.

Opaque Arthrography of the Adult Hip J
of Aseptic Osteonecrosis, Chronic Joint C
Osteo-arthritis. (L'arthrographie opaque
chez l'adulte dans l'osteo-necrose asepti(
femorale, dans les coxites chroniques,
coxarthroses.) VERHAEGHE, A., LEMAi
HACOUT, M. (1966). Rev. Rhum., 33, 461
This article describes the detailed radiolk

ances of opaque arthrography of the adult
joints, in 27 hips with aseptic necrosis, in
affected by a miscellaneous group of ir
rheumatoid conditions, and 39 osteo-arthri

This technique allows a better assessmen
standard radiographs) of soft tissue and ca
tions, with a more complete anatomical disl
not yet provide immediately valuable infor

Idiopathic Osteo-arthritis of the Hip. McDo
BRANDFASS, W. T., and STINCHFIELD,
J. Bone Jt Surg., 49-A, 625. 1 ref.

Conservative Method of Mobilization under A
Incapacitating Osteo-arthritis of the Hip.
conservatrice de mobilisation sous a
coxarthroses invalidantes.) FORESTIER, F
Rhum., 34, 257. 9 figs, 6 refs.

Late Sequelae of Transient Arthritis of the Hi
der fluichtigen Coxitis.) TILLMANN, 1K
Rheumaforsch., 26, 321. 7 figs, 10 refs.

Degenerative Arthritis of the Trapeziomet
Arthrodesis or Excision. WEINMAN a
(1967). Mayo Clin. Proc., 42, 276.

in Hip Joint
adiol. Diagn.,

the fat lines
oral neck in
e hip.

Surgery of Osteo-arthritis of the Hip. (Zur operativen
Behandlung der Coxarthrose.) MULLER (1967). Schweiz.
med. Wschr., 97, 775.

SPONDYLITIS

study of two Destructive Lesions of the Forefoot in Ankylosing Spondy-
phic lines are litis. (Les lesions destructives de l'avant-pied dans la
,. The author spondylarthrite ankylosante.) LOUYOT, P., and
the standard GAUCHER, A. (1967). Ann. med. Nancy, 6, 154. 5 figs,
that swelling 8 refs.

Le, and that a [The place of origin of this paper is not stated.]
g is probably It is well known that the large joints of the lower
-le spasm and limb hips, knees, and ankles-are frequently affected
to alter the in the course of ankylosing spondylitis. Not so well

explanation of known is the occasional development of destructive
ble from the lesions in the distal joints of the foot. Among 200 cases
pread into the of ankylosing spondylitis, the authors have identified

seven cases in which the forefoot was involved and in four
I. Williams of these the initial symptoms of the disease were related

to this region. In two cases there were symptoms of
involvement of the heel and forefoot which antedated

point in Cascs the diagnosis of ankylosing spondylitis by more than 10
onditions, ard years. The subjects were all males and were aged 20-43
de la hanche years at the onset of the disease.
que de la tete At the time of diagnosis the local symptoms include

et dans les pain, tenderness, and swelling about the ankle or the
TRE, G., and joints of the forefoot. The pain starts in the heel and the

os calcis is tender on pressure. Later there is pain in the
ogical appear- forefoot and often exquisite tenderness can be evoked by
hip in normal pressure of the affected metatarsophalangeal joint between
twenty joints thumb and forefinger. The big toe is not usually affected,
infections and but when involved the clinical findings may suggest gout.
tic joints. Radiography reveals the pathognomonic involvement of
it (than do the the sacroiliac region and the spine. Locally, the os calcis
Lrtilage altera- shows signs of an osteitis appearing as rarefaction
play, but does superiorly and eburnation at the base. The metatarso-
mation. phalangeal joints are always affected and may be com-
I. Williams pletely destroyed, with subluxation and retraction of the

phalanges. Osteolytic lesions with cavitation of the
NOUGH, J. M., epiphyses of the metatarsals or phalanges may be
F. E. (1967). observed. Although these are occasionally observed in

rheumatoid arthritis, they are more suggestive of anky-
losing spondylitis. (The authors quote a case in which the
spine was not yet involved and in which they based their

anaesthesia for diagnosis chiefly on the radiological appearances of the
(Une methode lesions in the forefoot and the negative serological
tnesthesie des findings.) The blood shows the changes which go with

(1967). Rev, rheumatoid arthritis-acceleration of the ESR, augmen-
tation of the C-reactive protein titre, and increase in the
level of a2-globulins in the serum. The latex test and
Waaler-Rose reaction, however, were negative in all the

ip. (Spatfolgen authors' cases and they state that both have been negative
C. (1967). Z. in all the cases so far reported in the literature. A good

response to phenylbutazone was observed in every case
and the authors think this may be a point of some
diagnostic value. Since it may be the earliest sign of

carpal Joint: systemic disease they stress the need for further observa-
ind LIPSCOMB tion and closer definition of the disease in the forefoot.

In every case it aggravates the disability due to the spinal
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which had engulfed polymorphonuclear leucocytes.
Biopsy specimens of the synovial membrane showed
considerable polymorph infiltration in three cases, but
in the other two chronic inflammatory changes only;
this difference was not obviously related to the duration
of the arthritis.

Electron microscopy revealed two main types of lesion.
The first, found in all the cases, concerned the vessels,
and consisted of plugging of the capillaries and venules
with polymorphs, platelets, and erythrocytes, the
occurrence of gaps between the endothelial cells, and
thickening of the vessel walls by proliferating pericytes.
While the last two features have been previously observed
in rheumatoid arthritis, vascular plugging appears to be
restricted to Reiter's disease. The second type of lesion
concerned the synovial cells themselves: intracyto-
plasmic inclusions were demonstrated in endoplasmic
reticulum-rich mononuclear cells in three of the cases.
These inclusions were of two kinds: the first showed all
the features of polymorphonuclear leucocytes, while the
second consisted of multiple aggregated vesicles which
were thought possibly to be degenerate forms of the first
kind. However, in view of the probably infective nature of
Reiter's disease the authors also discuss the alternative
explanation-that the vesicles represent developing forms
of the psittacosis-lymphogranuloma-venereum-tracho-
ma group of agents. While the appearances were com-
patible with this interpretation, the authors felt that their
present observations gave insufficient grounds for
definite identification of these organisms.

A. Garner

Arthritis and Genital Infection in Paraplegic Patients.
CATrERALL, R. D., WRIGHT, V., and COOK, J. B.
(1967). Brit. J. vener. Dis., 43, 81. 6 figs, 23 refs.
The authors of this paper report a prospective investi-

gation, carried out in the Paraplegic Unit at Pinderfields
Hospital, Wakefield, Yorkshire, to determine the nature
of bone and joint changes in patients with paraplegia
and their possible relationship to genito-urinary infection.

Thirty-eight men ranging in age from 9 to 64 years
were studied. The type and extent of paraplegia were
assessed clinically and radiographs were taken of the
feet and sacro-iliac joints in all cases and of the spine as
well in most cases. Haematological investigation (all
cases) included estimations of serum proteins, uric acid
and urea concentrations, and the Waaler-Rose test. An
early morning urethral smear and culture (including
culture for Trichomonas vaginalis) was taken from all
patients. The urine was examined by the 2-glass method
and was also cultured. Intravenous pyelography and
cystography were performed in selected cases.

In 33 of the 38 patients the paraplegia was traumatic
in origin and was "complete" in 24; it had been present
for periods ranging from a few months to 10 years.
Decubitus ulcers were present in the sacral region in
seventeen patients, over the hip in nine, and in other sites
in nine. These ulcers were three times more common in

involvement and may lead to complete immobility early
in the course of ankylosing spondylitis.

William Hughes

Long-term Progress of Ankylosing Spondylitis in Relation
to Treatment. (Langzeit-Verlauf der Spondylitis
ankylosans in Abhlngigkeit von der Behandlung.)
TREIBER, W. (1967). Z. Rheumaforsch., 26, 335.

INFLAMMATORY ARTHRITIDES
Unusual Synovial Fluid Findings in Reiter's Syndrome.

PEKIN, T. J., JR., MALININ, T. I., and ZVAIFLER, N. J.
(1967). Ann. intern. Med., 66, 677. 6 figs, 17 refs.
This paper from Georgetown University Medical

Center, Washington DC, describes two properties of the
synovial fluid in Reiter's syndrome which are sufficiently
constant and specific to be of diagnostic value.

All of eleven patients studied during the acute phase of
the disease had complement levels in the synovial fluid
greatly in excess of normal. Thus, complement activity
measured in terms of its haemolytic potential (C') was
never less than 140 C'Hr0 units [1 C'H150 unit being the
amount of complement required to lyse 7-5 x 107
sensitized sheep cells (Pekin and Zvaifler, J. clin. Invest.,
1964, 43, 1372)], whereas in normal fluid the value was
never more than 30 C'Hr0 units. Moreover, the levels in
Reiter's syndrome were also much higher than those
found in rheumatoid arthritis and gout, in which the
median values were 43 and 102 C'Hfo units respectively.
A second feature in all the synovial fluids was the

presence of large macrophages containing within their
cytoplasm both intact neutrophil polymorphonuclear
leucocytes and degenerated nuclear remnants; such
macrophages accounted for up to 3 per cent. of the total
cell population. Examination of over 200 samples from
patients with rheumatoid arthritis, Still's disease, ulcera-
tive colitis, psoriatic arthropathy, gout, chondrocalcinosis,
and infectious arthritis showed such cells in only two
instances, both of these being cases of Gramnegative
bacterial infection. The possibility that macrophages
containing polymorphonuclear leucocytes represent a
response to an endotoxin was supported by the finding
of these cells in the synovial fluid of rabbits injected with
such material, and the authors accordingly suggest that
endotoxins may also play a part in Reiter's syndrome.

A. Garner

Light and Electron Microscopic Observations on the
Synovitis of Reiter's Disease. NORTON, W. L., LEWIS, D.,
and ZwF, M. (1966). Arthr. and Rheum., 9, 747. 13 figs,
17 refs.
In this paper from the University of Texas South-

western Medical School, Dallas, the authors report the
light and electron microscopic features of the synovium
in 4 men and a boy aged 6 years, all of whom were in
the acute stage of Reiter's disease.
A striking feature shown by light microscopy was the

presence, in the synovial fluid of three patients in whom
they were specifically sought, of mononuclear cells
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ANNALS OF THE RHEUMATIC DISEASES

patients with both motor and sensory damage than in
those with either motor or sensory damage alone.
Considerable practical difficulties were encountered in the
urinary tract investigations, but despite these difficulties
urinary infection was found in 25 cases, chronic genital
infection in 26, and bladder calculi in six. Radiographs
of the feet showed osteoporosis in 23 patients, but it was
severe only in the patients with paraplegia of over 6
months' duration; it seemed that having reached its
maximum severity at 6 months there was little progression
thereafter. Severe osteoporosis seemed to be more
common in those whose remobilization had been delayed
and in those with persistent oedema (11 patients).

Sacro-iliac joint changes were present in twelve of the
cases and differed from those seen in ankylosing spondy-
litis, ulcerative colitis, and Reiter's disease. No correlation
was found between the presence of sacro-iliac joint
changes and genitourinary infection. Other observations
included a high incidence of digital clubbing (11 patients)
which was more frequent in those with paraplegia of
longer duration and in those with decubitus ulcers, and a
raised serum globulin level (10 patients).

Finally, the authors speculate on a possible vascular
cause for the osteoporosis, oedema, and clubbing in these
paraplegic patients. [Osteoporosis is a histological
diagnosis-it would be better if radiologists reported
bone rarefaction.] D. E. Sharland

Mumps Arthritis. CARANASOS, G. J., and FELKER, J. R.
(1967). Arch. intern. Med., 119, 394. 16 refs.
Mumps arthritis has been described as a rare complica-

tion of the disease: for example, in a large epidemic of
mumps in Paris during 1923-24 the incidence was found
to be 0-4 per cent. of 1,334 cases. Altogether 32 cases
have been found in the literature, including the one
described in the present paper. It occurs more often in
patients who have had orchitis in addition to the parotitis.
The patient, a 17-year-old boy, was admitted to the

Womack Army Hospital, Fort Bragg, North Carolina,
with mumps orchitis which had followed parotitis.
Eleven days after the onset of the orchitis he developed
joint pains involving several of the large and medium
sized joint although there were no objective physical
signs. Fleeting joint pains persisted over 2 weeks and the
patient was feverish throughout this period. Salicylate
treatment did not help. Rheumatic fever was excluded,
the course was typical of mumps, and a mumps comple-
ment fixation test was positive. He recovered spon-
taneously and was discharged 20 days after admission.

John Lorber

Septic Arthritis in Infants and Children: a Review of 117
Cases. NELSON, J. D., and KOONTZ, W. C. (1966).
Pediatrics, 38, 966. 1 fig., 9 refs.
On the basis of their observations at the Children's

Medical Center and Parkland Memorial Hospital,
Dallas, Texas, during the period 1955-65 the authors of
this paper came to the conclusion that septic arthritis
in infancy is more often due to Haemophilus influenza

than to the staphylococcus or streptococcus, which have
usually been regarded as the principal offenders, though
they point out that a surprising variety of causative
organisms can be found in these cases. In support of
their conclusion they present an analysis of 117 cases (in
65 males and 52 females aged from under 6 months to
15 years), which shows that, of the 71 (60 * 7) in which the
aetiological agent was identified, it was a staphylococcus
in 22 (coagulase positive in 17 and coagulase negative
in 5), H. influenzae in sixteen, a streptococcus in ten,
Neisseria gonorrhoeae in six, and Pseudomonas aeruginosa
in four; eight different organisms accounted for the
remaining thirteen cases. The significant feature in these
results was that of the sixteen children who harboured
H. influenza no fewer than fifteen were under 2 years of
age, and thirteen of these were seen in the last 5 years of
the study, reflecting perhaps the recent increase in
haemophilus infections reported by Koch et al. in Los
Angeles in 1961.

Based on this analysis the authors advise aerobic and
anaerobic culture from blood and joint fluid. Selection
of antibacterial drugs before the results of culture are
available depends on the age of the patient and the types
of organisms seen on methylene blue- and Gram-stained
joint fluid. For the infant under 6 months old staphylococci
or Gram-negative organisms can be anticipated and
bacitracin, kanamycin, or cephaloridine might be given.
For infants aged between 6 months and 2 years "the most
likely etiologic organism is H. influenza so the presence
of gram-negative rods would indicate the advisability
of ampicillin therapy". This drug would also be adequate
initial therapy for infections due to streptococci,
pneumococci, many Enterobacteriaceae, and penicillin-
sensitive staphylococci. In older children the penicil-
linase-resistant penicillin derivatives would be adequate
in most cases, but the selection of the most effective drug
must be governed by the results of bacteriological
identification of the causative organism and of drug-
sensitivity tests. The intraarticular administration of
antibiotics is not recommended except perhaps in
pseudomonas infections; accumulations of pus must, of
course, be removed-in the case of the hip joint by open
drainage and of other joints by repeated needle aspiration.

A. D. Duff

Changes in the Temporomandibular Joint in Psoriasis
Arthropathica. [In English.] LUNDBERG, M., and
ERICSON, S. (1967). Acta derm.-venereol. (Stockh.), 47,
354-358. 5 figs, 12 refs.
This paper from the Departments of Oral Roent-

genology and Dermatology at the University of Umea,
Sweden, describes three women and eight men aged 17-64
years with psoriatic arthritis, diagnosed on the basis of
absent rheumatoid factor (haemagglutination test with
sensitized sheep cells) and (radiographic) alterations in
the distal interphalangeal joints and/or lateral toe joints.
Deformative lesions were found in eighteen of the 22
temporomandibular joints (erosive in 17), osteoporosis
in twelve, and reduced mobility in thirteen. In one case
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there was general enlargement of the condyl
bined with marked osteoporosis, a change
from that in rheumatoid arthritis and osteoe

[On the basis of this highly selected series
suggest that involvement of the tempo
joints is common in psoriatic arthritis.]

Behcet's Syndrome and Autoimmunity. LEHNI
Brit. med. J., 1, 465. 2 figs, 28 refs.
Many reports have suggested a viral a

Behiet's syndrome; more recently an
mechanism has been postulated. In this pape
Hospital Medical School, London, the autl
study of 21 patients with Behget's syndrc
patients with recurrent focal oral ulceration.
tination, complement fixation, and C
precipitation tests were performed to deter
against foetal oral mucosa and other foetal
details of the techniques used the original
be consulted.]
The patients with Behcet's syndrome M

according to the type of oral ulceration thi
One patient could not be classified in this
remaining twenty, twelve had the aphthous (
"periadenitis") and eight the herpetiform t
The oral lesions in each of these groups of
not distinguishable from those in patients w
ulceration of the corresponding type, but the
was different: herpetiform ulcers were 8-4
moner in Behget's syndrome than in focal or

Eighteen of the sera from the patients N

syndrome showed haemagglutination titres
1:40, but only three out of twenty sera
controls did so. The antibodies were
extracts of several kinds of foetal tissue
The incidence of haemagglutination in the
aphthous forms of Behqet's syndrome (83
was similar to that in the patients with the
variety (87 * 5 per cent.), but the correspond
patients with focal oral ulceration differ
other significantly (70 and 30 per cent.
The complement fixation and Ouchterlony
tests gave results for each group of patient
qualitatively similar to those given by the ha
tion tests.
The author concludes that while these re

evidence of a possible autoimmune mechanic
syndrome its exact nature remains unclear.
therapeutic, and pathological differences
herpetiform and aphthous forms of Behqe
suggest that there may be two aetiologi
varieties of the condition. Editor

Antinuclear Factors in Psoriatic Arthritis. N
K. K. (1967). Acta path. microbial. scand

Histopathology and Histochemistry of Psorik
and JOHNSON (1967). Arch. Derm., 95, 40

le head com-
which differs
arthrosis.
s the authors
omandibular

Haemophilus influenzae Septic Arthritis in Adults.
HOAGLUND and LORD (1967). Arch. intern. Med., 119,
648.

Difficulty of Clinical and Diagnostic Classification of a
V. Wright Rare Form of Generalized Ankylosing Osteoproliferat-

ing Destructive Arthropathy. (DifficoltA di sistemazione
clinico-nosografica di una eccezionale forma di artro-

ER, T. (1967). patia generalizzata anchilosante osteo-proliferante
destruente.) LUCHERINI, T. (1967). Reumatismo, 9, 61.

aetiology for 20 figs., bibl.
autoimmune
r from Guy's
hor reports a GOUT
:me and 100
Haemagglu- Epidemiology of Gout and Hyperuricemia: a Long-term
)uchterlony's Population Study. HALL, A. P., BARRY, P. E., DAWBER,
ct antibodies T. R., and McNAMARA, P. M. (1967). Amer. J. med.,
tissues. [For 42, 27. 3 figs, 34 refs.
paper should A random sample from the town of Framingham,

Massachusetts, was originally chosen for a population
vere grouped study of coronary artery disease and hypertension. Of the
ey displayed. 5,127 subjects, 2,283 were male and 2,844 female, and
,way; of the their ages ranged from 30 to 59 years at the time of
(including the admission to the study. They have been followed up for
type of ulcer. 12 years and have had an average of seven examinations
patients were each; only 0 7 per cent. of subjects have been lost to
tith focal oral follow-up.
e distribution The present study, carried out by the Heart Epi-
4 times com- demiology Study Group in that town and at the Robert B.
al ulceration. Brigham Hospital, Boston, is concerned with:
with Behret's (1) The prevalence of hyperuricaemia and its relation-
of more than ship to age.
from normal (2) The prevalence of secondary hyperuricaemia.
absorbed by (3) The incidence and prevalence of gout and its
but not all. relationship to age.
patients with (4) The relationship of gout to hyperuricaemia and the
- 3 per cent.) risk of developing gout for each serum uric acid level.
e herpetiform (5) The clinical features of gout.
ing groups of (6) The prevalence of complications related to gout and
d from each hyperuricaemia in this same population.
respectively). The subjects had been questioned about arthritis on
precipitation each visit, and in the tenth year of follow-up they were
nts that were examined with this possibility in mind, the finding being
Lemagglutina- based on ARA criteria for rheumatoid arthritis. Physical

findings characteristic of gout were also noted. [For
,sults provide details of the various test procedures used the original
im in Behqet's paper should be consulted.]
The clinical, The first problem arose when with multiple examina-
between the tions there appeared to be marked fluctuations in the
t's syndrome serum uric acid level; taking 7 mg./100 ml. or more as
ically distinct abnormal, 9-2 per cent. of men and 0 4 per cent. of
ial Abstract women showed hyperuricaemia at some stage. Secondary

uricaemia was uncommon and appeared to account for
less than 3 per cent. of those with serum uric acid levels

4USTAKALLIO, above 7 mg./100 ml. By the time the population had
69, 615. reached the mean age of 58, 1 - 5 per cent. had experienced

at least one attack of gout, there being an increased
incidence of attacks up to a mean population age of 48,

basis. GORDON after which the incidence declined. At the time of the peak
2. incidence For this population there was one new case
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each year for every 1,000 subjects. Taking the maximum
serum uric acid levels as the significant values, gout
occurred in 1 -8 per cent. of those with values between
6 and 6-9 mg./100 ml., 11-8 per cent. of those with
values between 7 and 7 9 mg./100 ml., and 36 per cent.
with values above 8 mg./100 ml. One-quarter of those
with gout had experienced only one attack.
Gouty subjects tended to be overweight, but no more

so than those who were hyperuricaemic without develop-
ing gout. Urinary calculi occurred in 11 per cent. of those
with uric acid levels above 7 mg./100 ml. and in 12 per
cent. of those with gout. Diabetes mellitus was seen no
more frequently than expected in those with hyperuri-
caemia and with gout. B. M. Ansell

Hyperuricaemia in Mongolism. KAUFMAN, J. M., and
O'BRIEN, W. M. (1967). New Engl. J. Med., 276, 953.
1 fig., 13 refs.
In a study [at Rosewood State Hospital, Owings Mills,

Maryland] of 107 patients with mongolism between 3 and
20 years of age and 107 controls matched for age, sex,
and race, the mean serum uric acid level in the former
was 5 53 mg./100 ml., and that in the latter 4-13 mg./
100 ml. (t value 8 596; P<0-001). Multiple regression
equations showed that weight, hemoglobin and sex made
equally large contributions to the serum uric acid levels
in both populations. Every analysis showed the subjects
with mongolism to have a higher baseline level of uric
acid, indicating an intrinsic, nonenvironmental abnor-
mality. It is suggested that some gene or genes on the
trisomic 21st chromosome are related to a defect causing
overproduction of uric acid or to a renal defect that
results in inadequate excretion or to both defects together.

[Authors' summary and conclusions.]

Effects of Food, Fast, and Alcohol on Serum Uric Acid and
Acute Attacks of Gout. MACLACHLAN, M. J., and
RODNAN, G. P. (1967). Amer. J. Med., 42, 38. 13 figs,
bibl.
The purpose of this study was to determine the inter-

relationship between the effects of alcohol and fasting
upon uric acid metabolism in patients with gout. Nine
gouty subjects (8 men, 1 woman, age range 39-67) and
two normouricaemic nongouty men (aged 50 and 54
respectively) admitted to the Presbyterian University
Hospital, Pittsburgh, Pennsylvania, were studied. Four
of the gouty subjects and the two nongouty subjects
were alcoholics.

Administration of uricosuric drugs was discontinued
1-2 weeks before admission. Eight gouty and two non-
gouty subjects were given a low-purine diet for 1-2 weeks
and were then subjected to 1- or 2-day periods of fasting;
the low-purine diet was resumed and alcohol given for
1- or 2-day periods, with food and during fasting. These
studies were repeated in some cases after administration
of probenecid 1 * 5 g./day [for details of the experimental
procedures and chemical tests employed the original
paper should be consulted].

Fasting caused an appreciable elevation in serum urate
concentration and this was accompanied by increases in

both serum /-hydroxybutyrate and blood acetoacetate
levels, and there was a reduced output of uric acid in the
urine of both gouty and nongouty subjects. When
moderately large amounts of alcohol (112-135g.) were
given with food there was a significant increase in blood
lactate concentration and a diminution in urinary uric
acid output and hyperuricaemia. When smaller amounts
of alcohol (68-122 g.) were given with food there was a
slight rise in the serum urate concentration, but when this
amount was taken with the subject fasting there was a
greater increase in blood lactate and in serum /3-hydroxy-
butyrate than was produced by fasting alone, and there
was also a large rise in the serum urate level. Eight of the
nine gouty subjects experienced one or more acute
attacks of gout during the course of the studies and these
appeared to be related to rapid fluctuation in serum urate,
the levels remaining stable during and immediately after
these attacks. Treatment with probenecid caused uri-
cosuria but failed to prevent the increase in serum urate
concentration induced by fasting and administration
of alcohol.

It is postulated that the combination of fasting and
alcohol may be mutually potentiating in their effects on
uric acid metabolism, and it is suggested that patients
with gout should avoid prolonged fasting or other
situations which can cause rapid changes in serum uric
acid levels. B. M. Ansell

Gout in Women. (La goutte feminine.) DELBARRE, F.,
BRAUN, S., and SAINT-GEORGE-CHAUMET, F. (1967).
Sem. H6p. Paris, 43, 623. 12 figs, 41 refs.
For many years it has been thought that gout in women

was rare and that when it occurred it did so only after
the menopause. As part of a wider study of the osteo-
articular diseases the authors have investigated, at the
H6pital Cochin, Paris, the incidence of true gout in
women seen at the clinic over the 12-year period 1953-65.
Their diagnostic criteria included the presence of tophi
or attacks of joint pains that responded to colchicine, and
a serum uric acid level of at least 7 mg./100 ml. on two
or more occasions. The findings in forty such cases are
compared in a comprehensive table with those in 143
cases of gout in men studied during the period 1955-62.
The authors state that the relative male:female incidence
is 94 4:5 5 per cent., the difference being statistically
significant (P<0-01) [but it is not clear on what these
figures are based].
The mean age at onset was 34 years in males and 47

years in females, but eighteen (45 per cent.) of the latter
were still menstruating at the time of the first attack.
Neither morphological type nor heredity was significantly
correlated with the development of gout in this series but
obesity was, as in males, frequently associated with the
disorder. Other notable sex differences were that in the
women the onset was more often polyarticular and that
the fingers were the main site of tophi, the ears rarely
being affected. The uric acid content of the urine was
generally low and repal colic was rare (8 per cent. of cases
compared with 25 per cent. for males), whereas renal
insufficiency was nl4ch more frequent than in males
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(70 per cent. and 13 per cent. respectively)-possible
causes of this last complication are discussed. It is
concluded that gout in women may not be quite as rare
as has been thought, but that with early diagnosis,
treatment with colchicine and antipurinic drugs, a strict
dietary regimen, and good diuresis the complications of'
gout can be prevented and the disease process can be
slowed down. A. D. Duff

Treatment of Gout with Allopurinol. (Traitement de la
goutte par l'allopurinol.) DELBARRE, F., AUSCHER, C.,
AMOR, B., and DE GERY, A. (1967). Sem. H6p. Paris,
43, 634-643. 14 figs, 15 refs.
Of the several inhibitors of xanthine oxidase used in

the treatment of gout, the authors have found allopurinol
to be the most effective. In this paper from the H6pital
Cochin, Paris, they report the results obtained in 106
patients with severe gout observed over a period of up to
2 years. After a week on a special "antipurinic" diet
with abundant fluid intake the patients received, in most
cases, 200 mg. allopurinol daily in two 100-mg. doses,
though in exceptional cases the dosage was higher. In
only six cases (5 6 per cent.) did the drug have to be
withdrawn because of intolerance, this taking the form
of a rash in four cases and digestive upset in two.

In 25 per cent. of the cases the therapy provoked an
attack of gout, generally soon after the start of therapy
but, as the authors remark, this seems to be an inevitable
price that has to be paid for the benefit received from
such therapy. In some cases benefit was considerable:
thus in one severe case of 10 years' duration, which is
described in detail, treatment with 400 mg. allopurinol
daily for 8 months resulted in marked relief, with notable
diminution of the large tophi deforming both big toes.
In no case did renal colic or renal stone occur during
treatment. Of 45 patients treated for at least 4 months,
eleven (25 per cent.) suffered an acute attack of gout
soon after the start of therapy and ten of them had
further attacks (these, however, became rarer, less acute,
and of shorter duration so that they could continue
working). The remaining 34 patients have had no further
attacks and reported general improvement; only one
(2 per cent.) of the 45 patients derived no benefit at all.

(The mode of action of allopurinol and its effects on
the serum uric acid and urinary urate levels are discussed
at length and the results of a number of biochemical tests
are given in tables and graphs.) A. D. Duff

Allopurinol in the Treatment of Neoplastic Diseases
complicated by Hyperuricaemia. MUGGIo et al. (1967).
Arch. intern. Med., 120,12.

Use of the Xanthine Oxidase InhibitorAiopnrinol, in the
Control of flypenicaemia, Gout, and Uric Acid
Calculi. EMMERSON, B. T. (1967). Aust. Ann. Med.,
16, 205. 6 figs, bibl.

Treatment of Gout, 1967. BARNES, C. G. (1967). J. roy.
Coll. Phycns, 1, 427. 6 figs, bibl.

"Colchimax" in the Treatment of Gout. (Le "Colchimax"
dans le traitement de la goutte.) DAVID-CHAUSS1, J.,
DAViD-CHAUSSt, F., PICOT, C., LAGOARDE, J., and
LAPORTE, G. (1967). Rhumatologie, 19, 145.

Two Rare Causes of Secondary Gouty Arthritis. SMITH,
E. E., KURLANDER, G. J., and POWELL, R. C. (1967).
Amer. J. Roentgenol., 100, 550. 2 figs, 10 refs.

Familial Aggregation of Serum Uric Acid Levels in the
Population of Tecumseh, Michigan, 1959-1960. FRENCH,
J. G., DODGE, H. J., KJELSBERG, M. O., MIKKELSEN,
W. M., and SCHULL, W. J. (1967). Amer. J. Epidemiol.,
86, 214. 2 figs, 10 refs.

The Senses of Taste and Smell in Gout. (Gouit, odorat et
goutte.) BERATO, J., CLUZEL, J., COMMANDRE, F. A.,
GILLY, R. W., and BONNEFOND, 0. (1967). Rhuma-
tologie, 19, 151.

The Pain of Acute Gout. WALLACE (1967). Arch. intern.
Med., 120, 113.

BONE DISEASE
Calcium Infusion Test in Osteomalacia: an Appraisal.

LEVER, J. V., PATERSON, C. R., and MORGAN, D. B.
(1967). Brit. med. J., 3, 281. 2 figs, 12 refs.
A high retention of infused calcium has been regarded

as evidence of osteomalacia. This extra retention has
been attributed to the excess of uncalcified bone (osteoid).
In fifteen patients [at the General Infirmary, Leeds] the
calcium retention and the amount of osteoid were com-
pared. Although eight patients with osteomalacia did have
a high retention of infused calcium, so did four out of
seven patients with a gastrectomy but without osteo-
malacia. There was no relation between the amount of
calcium retained and the amount of osteoid. These
findings, together with the reports of high retentions of
infused calcium in bone disorders other than osteomalacia
make it impossible to interpret an "abnormal" calcium
infusion test. It is suggested that the only possible value
of this test is that a normal result may exclude osteo-
malacia.-[Authors' summary.]

Osteoporosis in Rheumatoid Arthritis. (L'ost6oporose de la
polyarthrite rhumatclde.) VIGNON, G., PANSU, D.,
and BIED, J. C. (1967). Rev. Rhum., 34, 235. BibI.
This is a retrospective survey Dof 2&1 ammf typical

+bnivglid athritis in which it ws fud tbt283 per
cent. had jakiik -wigns -with marked osteoporosis
with 11 -4 per cent. fractures.
The type of osteoporosis, degree, and reaction were

compared with 25 cases of idiopathic osteoporosis of
the elderly. It was found that in the women the osteo-
porosis of the rheumatoid cases was more severe-for
instance many more fractures-and among the men it was
more frequent and severe. In both groups there was a
preponderance of osteoporosis amongst the women.
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In the rheumatoid group there was a less satisfactory
reaction to treatment with anabolic hormones, diet, and
physiotherapy. The degree of osteoporosis was worse in
those treated for a considerable time and with high dosage
of steroids, but it is difficult to exclude the factor of more
severe inflammation causing the increased dosage of
steroids.

It was concluded that both the rheumatoid inflamma-
tion, immobilization, and steroid treatment increased
the severity of the osteoporosis in the rheumatoid group.

G. D. Kersley

Calcium Deficiency and Osteoporosis. RIGGs et al. (1967).
J. Bone Jt Surg., 49A, 915.

Effect of Calcium on Cortisone-induced Osteoporosis.
ADAMS and JOWSEY (1967). Endocrinology, 81, 152.

Marfan's Syndrome with Marked Limb-Length Dis-
crepancy. A Case Report. STINSON and CRUESS (1967).
J. Bone Jt Surg., 49A, 735.

Lethal Tricuspid and Mitral Regurgitation in Marfan's
Syndrome. SHANKAR et al. (1967). Amer. J. Cardiol.,
20, 122.

Mitral Insufficiency in Marfan's Syndrome. DIETZMAN et
al. (1967). Dis. Chest, 51, 650.

Typhoid Osteomyelitis of the Calcaneus due to Direct
Inoculation. A Case Report. MANSOOR (1967). J. Bone
Jt Surg., 49A, 732.

Anatomical Pattern of So-called Osteonecrosis of Big
Joints. STtEDA, A., and PAZDERKA, V. (1967). Radiol.
diagn. (Berl.), 8, 297. 31 figs, 13 refs.

Hereditary Onycho-osteo-arthrodysplasia. PREGER et al.
(1967). Amer. J. Roentgenol., 100, 546.

Relapsing Polychondritis. SELF et al. (1967). Arch. intern.
Med., 120, 109.

Decalcifying Chondromatosis of the Hip. (La forme
decalcifiante de la chondromatose de la hanche.)
CAYLA et al. (1967). Bull. Soc. med. Hop. Paris., 118,
581.

Chondrocalcinosis of the Knee with Gout and Rheumatoid
Arthritis. GOOD, A. E., and RAPP, R. (1967). New
Engi. J. Med., 277, 286. 3 figs, 14 refs.

Thrombopathic Arthrosis. (Uber thrombopathische Arth-
rose.) TAGER, K. H. and GLOGOWSKI, G. (1967). Munch.
med. Wschr., 109, 1791. 4 figs, bible.

Early Radiological Signs of Norgaard's Rheumatoid
Arthritis in Toxic Hypertrophic Osteopathy. (Das
rontgenologische Fruhzeichen der rheumatischen
Polyarthritis nach N0rgaard bei der Osteopathia
hypertrophicans toxica.) FISCHER and MANOLAKIS
(1967). Fortschr. Rontgenstr., 106, 844.

NON-ARTICULAR RHEUMATISM

Periarthritis of the Hip. (La periarthrite de la hanche.)
SERRE, H., SIMON, L., PEGURET, C., and BENAMARA, M.
(1967). Rhumatologie, 19, 39. 6 figs, 29 refs.
In this paper from the Clinique de Rhumatologie,

Montpellier, the authors report 43 cases of periarthritis
of the hip. The patients, 29 of whom were men, were
mostly aged over 40. In sixteen cases the onset was sudden;
in the remainder the disorder was chronic and progressive.
Improvement or complete recovery was achieved after a
variable period, and there were no sequelae, although
four patients had a second attack. The condition was
bilateral in seven cases. The clinical features were
variable; pain was usually referred to the inguinal region,
but in a few cases it radiated to the trochanteric region
and the outer side of the thigh. Radiography showed (by
definition) a normal hip joint; in a few cases there was
osteoporosis or extra-articular calcification. Factors
associated with the onset of the condition included soft-
tissue calcification, metabolic disorders (diabetes mellitus
or hyperuricaemia), lumbar degenerative change, and
trauma.

Steroid injection into or around the hip joint appeared
to be the most effective treatment, together with analgesic
and antiinflammatory drugs by mouth. Griseofulvin
was used in a few cases of calcification.

B. E. W. Mace

Physical Factors in the Production of the Myelopathy of
Cervical Spondylosis. WALTZ, T. A. (1967). Brain, 90,
395. 5 figs, 21 refs.
This paper from the Radcliffe Infirmary, Oxford, and

the Veterans Administration Hospital and Baylor
University College of Medicine, Houston, describes a
study of the cervical vertebral columns removed from 21
randomly selected cadavers; in most cases the subjects
concerned were aged more than 60 years. The spinal
cord was removed from below and a plaster cast of the
intradural spinal canal was made with the specimen held
in flexion or extension. This cast and the dura were then
removed and further casts of the canal were made in
flexion and extension. The dura and nerve roots were then
removed from the intervertebral foramina and latex
casts of these were made with the neck in flexion and
extension. The transverse diameter and area of the
spinal canal were measured at the level of each inter-
vertebral disc. The cross-sectional areas of the inter-
vertebral foramina were computed from measurements
of their diameters. [For further details of the methods
used the original paper should be consulted.]
The author concludes firstly that the transverse area

of the cervical spinal canal between the discs at C 3-4
and C 6-7 diminishes by 11-16 per cent., and secondly that
the transverse area of the spinal cord at the same levels
increases in extension by 9-17 per cent. He believes that
these two factors cause intermittent cord ischaemia by
compression when cervical spondylosis is present,
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ABSTRACTS

especially if the canal is congenitally narrow. The trans-
verse areas of the intervertebral foramina were found to
diminish by 25 per cent. in extension, and temporary
occlusion of the radicular arteries may therefore well have
a potentiating effect on the myelopathy produced by
direct cord compression. R. A. L. Brewis

Congenital Anomaly of the Cervical Spine simulating
Fracture-dislocation. JAIN et al. (1967). J. Canad. Ass.
Radiol, 19, 328.

Inferior Vena Caval Obstruction complicating Vertebral
Column Disease. EKWUEME and NGU (1967). Brit. J.
Surg., 54, 587.

Intraosseous Vertebral Venography as a Diagnostic Acid
in Evaluating Intervertebral Disk Disease of the Lumbar
Spine. AMSLER and WILBER (1967). J. Bone Jt Surg.,
49A, 703.

Mucopolysaccharides of Herniated Human Intervertebral
Disks and Semilunar Cartilages. LEHTONEN et al. (1967).
Acta chir. scand., 133, 303.

Agenesis of the Right Pedicle of C6 and Radicular
Syndrome of C7 with Diskal Hernia. (Agenesie du
pedicule droit de la sixieme vertebre cervicale et
syndrome radiculaire C7 par hernie discale.) LOUYOT
et al. (1967). Rev. Rhum., 34, 276.

Electrodiagnostic Aspects of the Carpal Tunnel Syndrome.
THOMAS et al. (1967). Arch. Neurol., 16, 635.

Macrodactyly with Enlarged Median Nerve associated
with Carpal Tunnel Syndrome. ALLENDE (1967). Plast.
reconstr. Surg., 39, 578.

PARARHEUMATIC (COLLAGEN) DISEASES

Mesenteric Arteritis and Intestinal Infarction in Rheuma-
toid Disease. BIENENSTOCK, H., MINICK, C. R., and
ROGOFF, B. (1967). Arch. intern. Med., 119, 359.
5 figs, 23 refs.
Three male patients with rheumatoid arthritis, two of

whom were treated with systemic corticosteroids and
had a distal sensory neuropathy, developed abdominal
pain with distension and ileus. Autopsy revealed wide-
spread arteritis which also involved the mesenteric
vessels and which had led to intestinal infarction.

It is suggested that intestinal infarction should be
included in- the differential diagnosis of acute abdominal
pain in rheumatoid arthritis particularly in view of
Adler's success with resection and postoperative anti-
coagulant treatment in two patients. Mary Corbett

The L.E. Factor in Rheumatoid Arthritis: Clinical and
Serological Studies. [In English.] HANNESTAD, K.
(1967). Acta rheum. scand., 13, 42. 43 refs.
The clinical significance of a positive L.E. phenomenon

in patients with rheumatoid arthritis is not clear. At
the Oslo Sanitetsforenings Revmatismesykehus, Oslo,
the authors have studied 270 patients with "classical
or definite" rheumatoid arthritis (ARA criteria) with a
view to determining whether the 89 with a positive L.E.
phenomenon differed in any respect from the 181 with a
negative L.E. phenomenon. The L.E. factor was detected
by the glass bead technique of Zinkham and Conley; in
addition to L.E.-cells the presence of typical, homogene-
ous, nonphagocytosed nuclear material was taken as
evidence of the presence of the L.E. factor. The ESR
(Westergren) and serum y-globulin level were determined
and the Waaler-Rose test carried out on all patients.
The bb)od Waaler-Rose, direct Coombs' test, and tests
for thyroid antibody were carried out on L.E.-positive
patients.
The mean duration of the disease was longer in L.E.-

positive than in L.E.-negative patients, but this was
significant (P< 0 05) only for patients without destruc-
tive joint changes. The mean ESR and serum y-globulin
level were both significantly higher (P< 0 * 001 and <0 * 005
respectively) in L.E.-positive patients. No difference was
found in the frequency of positive Waaler-Rose tests or
in the incidence of rheumatoid nodules. No correlation
was found between the presence of L.E. factor and the
degree of joint destruction, but patients with L.E. factor
had slightly more extra-articular manifestations than the
others. No difference was observed in the frequency of
complications of gold treatment.
An increased incidence of thyroid antibodies and

positive direct Coombs' tests was found in patients in the
L.E.-positive group as compared with a normal control
group. There was one chronic and one transient false
positive Wassermann reaction among 71 L.E.-positive
patients tested. C. E. Quin

Scleroderma treated with the Diethylaminoethylester
Hydriodide Salt of Penicillin G. [In English.] 0HLEN-
SCHLRGER, K., and TISSOT, J. (1967). Dermatologica
(Basel), 134, 129. 3 refs.
The authors of this paper from the University of

Copenhagen, Copenhagen, have used the diethylamino-
ethylester hydriodide salt of benzylpenicillin (Leocillin)
to treat scleroderma, basing this form of therapy on the
suggestion that scleroderma may be infective in nature and
that the nervous sytem may be involved in the disease.
(The form of penicillin used reaches high concentrations
in the CSF if injected intramuscularly.) Sixteen patients
were treated; eight had diffuse scleroderma (with acro-
sclerosis in five cases) and eight had localized lesions
only. The antibiotic was given intra-muscularly for 10-20
days in a dosage of 500,000 U/day for adults, while
children received half this dosage. Some patients received
several courses at various intervals.
The authors estimated that about three-quarters of the

patients had "favourable results", improvement being
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ANNALS OF THE RHEUMATIC DISEASES

both subjective and objective in most instances. Patients
with active oedematous disease seemed to respond best.

E. W. Prosser-Thomas

Clinical Contribution to the Study of Sclerodermic Lung.
(Contributo casistico allo studio del polmone sclero-
dermico.) AQUILANI, M., CASTAGNOLI, M., CRISPO, M.,
and ZoRziN, L. (1967). Rif. med., 81, 398. 7 figs.
In this paper from the University of Rome the authors

report the respiratory findings in two men and five
women (aged 18-59) with systemic sclerosis. All seven
patients had radiographic abnormalities of the chest, but
only one showed diffuse micronodular shadowing; the
other six had less typical abnormalities indicating pul-
monary fibrosis- and emphysema. Pleural thickening was
significant in four cases. Ventilatory tests and estimation
of arterial oxygen saturation were performed in five cases:
the VC and MBC were significantly reduced in all five,
but the arterial saturation at rest was slightly reduced in
two patients only; when these patients breathed 100 per
cent. oxygen they achieved full saturation, and exercise
for 5 min. caused significant falls in saturation only in
these two patients. A. J. Karlish

Pulmonary Localization of Scleroderma. (Les localisations
pulmonaires des scl6rodermies). PARIENTE, R., KHOURY,
F., ROGER, N., and BROUET, G. (1967). Sem. Hop.
Paris, 43, 1309. 20 refs.
This paper from the Hopital Laennec, Paris, briefly

reports the pulmonary findings in eighteen cases of
scleroderma. Six patients reported dyspnoea on exertion,
which in one case was the presenting symptom, and four
(including three without dyspnoea) had a productive
cough. Chest radiographs were normal in eight cases;
the remaining ten showed various abnormalities, includ-
ing diffuse reticular nodular shadowing suggestive of
interstitial pulmonary fibrosis in four and a typical
honeycomb appearance in one. Pulmonary function tests
demonstrated restricted ventilation in eighteen cases,
while in three there was evidence of peripheral obstruc-
tion. Diffusion capacity was reduced in four of the nine
patients on whom this investigation was carried out.
The authors emphasize the frequency (already noted by
others) in which evidence of involvement of the lungs can
be found in scleroderma. A. J. Karlish

Telangiectatic Changes in Scleroderma. KOGOJ, F. (1967).
Brit. J. Derm., 79, 443. 5 figs, 15 refs.

Rib Erosions in Scleroderma. KEATS (1967). Amer. J.
Roentgenol., 100, 530.

Behaviour of Certain Serum Enzymes, especially Phos-
phoglucose Isomerase, in Progressive Scleroderma.
(Zum Verhalten einiger Serum-Enzyme, insbesondere
der Phosphoglucose-Isomerase, bei progressiver Sklero-
dermie.) HOLZMANN, H., MORSCHES, B., and KORTING,
G. W. (1967). Arch. klin. exp. Derm., 229, 131. Bibl.

Association of Scleroderma (Thibierge-Weissenbach Type)
and Paget's Disease. (Association d'une scl6rodermie
type Thibierge-Weissenbach et d'une maladie de

Paget.) COMMANDRE, F.-A., BERATO, J., BONNEFOND,
O., MAMrEI, P., and LAURIE, M. (1967). Rhumatologie,
19, 179. 11 figs.

Studies on Beta-aminopropionitrile in Patients with
Scleroderma. KEISER, H. R., and SJOERDSMA, A. (1967).
Clin. Pharmacol. Ther., 8, 593. 5 figs, 11 refs.

L.E.-Cells and Rheumatoid Arthritis. (Celulas L.E. e
artrite reumatoide.) SEDA, H. (1967). Brasil-mid., 81,
107.

Application of Leucoconcentration by Sedimentation at
450C. in the Detection of Hargraves Cells. (Application
de la leuco-concentration par sedimentation a 45°C.
a la recherche des cellules de Hargraves.) BAUFINE-
DUCROCQ, H., SOLLE, R., GESLIN, P., and COUZINEAU,
P. (1967). Rev. Rhum., 34, 254. 9 refs.

Intermittent Claudication and Polymyalgia Rheumatica.
HUNDER and SHEPS (1967). Arch. intern. Med., 119,
638.

Temporal Arteritis developing during Indomethacin
Therapy of Polymyalgia Rheumatica. EASTERBROOK et
al. (1967). Canad. med. Ass. J., 97, 296.

Polyarteritis Nodosa and Optic Neuropathy. KIMBRELL
and WHELISS (1967). J. Amer. med. Ass., 201, 61.

Spontaneous Rupture of the Kidneys due to Polyarteritis
Nodosa. HENDERSON, F. W., and JORDAN, W. P., JR.
(1967). J. Urol. (Baltimore), 97, 811. 4 figs.

Pancreatitis in Visceral Lupus Erythematosus. (Pankreati-
tis bei visceralem Lupus Erythematodes.) SEIFERT, G.,
HEINZ, N., and RUFFMANN, A. (1967). Gastroenterologia
(Basel), 107, 317. 6 figs, bible.

Systemic Lupus Erythematosus associated with Pulmonary
Nocardiosis. SANTEN and WRIGHT (1967). Arch. intern.
Med., 119, 202.

Systemic Lupus Erythematosus and Aseptic Bone Necrosis.
GOLDIE, I., TIBBLIN, G., and SCHELLER, S. (1967).
Acta med. scand., 182, 55. 3 figs, bible.

Skin Tests with Nuclear Factors in Systemic Lupus
Erythematosus. JoNEs et al. (1967). Arch. Derm., 95,
559.

Antinuclear Factors in Nephrotic Syndrome Secondary to
Systemic Lupus Erythematosus and in Leprosy. AZOURY
and GuM (1967). Amer. J. med. Sci., 253, 661.

Recurrent Acute Pancreatitis associated with Systemic
Lupus Erythematosus. SPARBERG (1967). Amer. J. dig.
Dis., 12, 522.

Thrombocytopenic Purpura in Patient with Autoimmune
Haemolytic Anaemia, successfully treated with Mer-
captopurine. TATTERSALL, M.H.N. (1967). Brit. med. J.,
3, 93.

A
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three groups and in all phases of the arthritis. In the
follicles the relative number of lymphocytes decreased
with the duration of the arthritis, while plasma cells
tended to increase and there were few granulocytes.
Rheumatoid factor in the serum tended to rise with the
plasma cells in the patients with rheumatoid arthritis,
but was present in only 5 per cent. of cases of ankylosing
spondylitis. Outside the follicles the average number of
cells was approximately the same in rheumatoid arthritis,
ankylosing spondylitis, and juvenile arthritis and in
seropositive and seronegative cases. The author discusses
the significance of these findings in the pathogenesis of
chronic arthritis. G. Loewi

Antigenic Components of Human Amyloid. SCHULTZ.
R. T., CALKINS, E., and MILGROM, F. (1967). Amer.
J. Path., 50, 957. 5 figs, 23 refs.
Varying amounts of y-globulin (IgG) have been

demonstrated in amyloid tissue by the technique of
anti-globulin consumption, but the thesis that it is not the
only, or even the major, component has found confirma-
tion in the identification of a serum lipoprotein in amyloid
tissue. From the School of Medicine of the State Univer-
sity of New York at Buffalo is reported a further attempt
to identify the antigens present in human amyloid.

Liver, kidney, and spleen specimens were obtained
from patients dying of amyloidosis and amyloid material
isolated from them by the techniques of Cohen and
Calkins and of Bestetti. The amyloid was then solubilized
by a combination of sonication and adjustment of the
pH to 9 5. These preparations were then examined by
double-diffusion gel precipitation and electrophoretic
techniques with a wide variety of antisera. [For details the
original paper should be consulted.]
The major antigenic components identified in amyloid

were serum lipoprotein, fibrinogen, fragments of ,81c-
globulins, and IgG. The methods used in this study
solubilized all but minor amounts of amyloid and this
list would appear to include all the major antigens
present. Differences between primary and secondary
amyloid were noted, but the significance of these differ-
ences requires further study. It was not possible to reach
definite conclusions upon the reason for these proteins
taking part in the formation of amyloid.

William H. S. George

Diagnostic Features of Synovial Fluids: Preliminary
Report. THRIrF, E. G. (1966). Ann. phys. Med., 8, 292.
2 figs, 5 refs.
In this paper from the Guy's New Cross Rehabilitation

Unit, New Cross, London, the author reports a study
made to assess the relative values of the various diagnostic
tests currently used for the examination of synovial
fluid. Of the 44 patients investigated, 26 had rheumatoid
arthritis by ARA criteria (although thirteen were sero-
negative), while eighteen had other types of arthritis. The
knee was the joint that was aspirated in 41 cases.

Macroscopically, the synovial fluid from 22 of the
patients with rheumatoid arthritis was cloudy, but
clotting was rare; fluid from patients with osteo-arthritis

Megakaryocyte Immunofluorescence in Idiopathic Throm-
bocytopenic Purpura and Systemic Lupus Erythema-
tosus. (Immunofluorescenza megacariocitica nella
porpora trombocitopenica idiopatica e nel lupus
eritematoso sistemico.) Pizzi, F., VALENTINI, R., and
PoNTi, G. B. (1967). Reumatismo, 19, 107. 4 figs, 18
refs.

CONNECTIVE TISSUE STUDIES

Dermal Connective Tissue in Patients with Chronic
Obstructive Airways Disease. SMITH, B. S., WILLIAM-
SON, N., and MCCONKEY, B. (1967). Lancet, 1, 341.
4 figs, 17 refs.
An association has recently been reported between

osteoporosis and transparent skin, and it has been
suggested that a similar skin abnormality might be found
in respiratory disease. The authors of this paper from
Dudley Road Hospital and the Medical School, Birming-
ham, have therefore compared the findings in 37 men with
obstructive airways disease with those in 38 men without
respiratory disease and also without various conditions
likely to affect dermal metabolism. The ages of the group
as a whole ranged from 50 to 70 years.
Most of the patients with respiratory disease had

wrinkled inelastic skin; two had transparent skin and one
had senile purpura. The skin of the controls was clinically
normal. The average skinfold measurements over the
back of the third metacarpal and over the biceps muscle
of the arm were less in the patient group (1 *63 and 3 *66
mm. respectively) than in the controls (2-19 and 4-4 mm.
respectively). Comparison of 24 matched pairs showed
that this difference was not owing to simple wasting.

Biopsy specimens were taken from thirteen patients
and six controls. It proved possible to pick out ten of the
specimens from the patients with respiratory disease
purely on microscopic appearance; the collagen fibres
in these cases were loosely arranged and thinner than
normal.
The authors conclude that the observed abnormality

of the dermis had some of the features of transparent
skin but was not identical with it. They are uncertain
whether the condition is a consequence of prolonged
respiratory disease or whether it reflects a primary defect
of connective tissue throughout the body including the
lungs. C. M. Little

Synovial Inflammatory Cell Reaction in Chronic Arthritis.
[In English.] JULKUNEN, H. (1966). Acta rheum.
scand., 12, 188. 3 figs, 17 refs.
The author of this paper has made a histological

examination of the synovium taken at operation from
161 patients with rheumatoid arthritis (ARA classifica-
tion), twenty with ankylosing spondylitis, and twelve with
juvenile rheumatoid arthritis admitted to the Rheumatism
Foundation Hospital, Heinola, Finland, between 1963
and 1964. Counts were made of lymphocytes, plasma
cells, and granulocytes in lymphoid follicles as well as

surrounding cells, a total of 150 being counted in each
case, the author being unaware of the clinical diagnosis
when the counts were made. Follicles were found in all
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ANNALS OF THE RHEUMATIC DISEASES

or traumatic arthritis frequently clotted but was typically
clear. In these cases part of the clot could be dissolved by
hyaluronidase, fibrin being left.

Microscopically, examination of the centrifuged
deposit was performed to seek cytoplasmic inclusion
bodies in the leucocytes. In the rheumatoid group
thirteen patients had such bodies in 11-50 per cent. of
their leucocytes; however, seven of these patients
(including three who were receiving systemic steroid
therapy) had negative results (less than 2 per cent. of their
leucocytes containing such bodies). Intraarticular injec-
tion of steroids reduced the percentage of cells containing
inclusion bodies. Inclusion bodies were found in nine
cases in which fluid from the nonrheumatoid group
serum and synovial fluid both gave negative results when
tested for rheumatoid factor. Inclusion bodies were
found in only one.
The viscosity of the fluid was measured with a Harkness

viscosimeter:
Eighteen of the rheumatoid patients had results

ranging between 6 and 15 units;
Twelve out of thirteen who were not receiving any

treatment had viscosities of 15 units or less.
Viscosities of less than 15 units were found in twelve

of the nonrheumatoid patients.
When 2-5 per cent. acetic acid is added to synovial

fluid a mucin clot forms, whose appearance varies
according to the disease process concerned; however, in
the present study the author found that the appearance
was more closely related to the viscosity than to the
pathological process concerned.
The glucose content of the fluid (in closely controlled

conditions) tended to be reduced in rheumatoid but
normal in degenerative arthritis; however, the tests were
troublesome to perform. The protein content averaged
3 * 8 g./100 ml. in rheumatoid arthritis and 3 *lg./100 ml.
in other types of arthritis. In most patients with rheuma-
toid arthritis the electrophoretic pattern of the synovial
fluid resembled that of the serum.
The author concludes that macroscopic examination

of synovial fluid (for "haziness', spontaneous clot
formation, and mucin precipitation in response to acetic
acid) and microscopic search for cytoplasmic inclusion
bodies are the most valuable diagnostic procedures.

J. S. Cohen

Synthesis of Hyaluronic Acid by Synovial Cells. Roy, S.,
and GHADIALLY, F. N. (1967). J. Path. Bact., 93, 555.
3 figs, 18 refs.

Rheumatoid Factor in Synovial Effusions: Local Produc-
tion and Consumption. HANNESTAD, K., and MELLBYE,
0. J. (1967). Clin. exp. Immunol., 2, 501. Bibl.

Presence of Aggregated y-G-Globulin in Certain Rheuma-
toid Synovial Effusions. HANNESTAD, K. (1967). Clin.
exp. Immunol., 2, 511. 9 refs, bibl.

Synovial Biopsy in Rheumatoid Arthritis. (Valor diag-
n6stico da biopsia sinovial na artrite reumat6ide.)
SEDA, H. (1967). Brasil-med., 81, 110.

Total Osmotic Activity Values for the Synovial Fluid and
Arterial Plasma of Normal Humans, Normal Dogs, and
Patients with Joint Effusions. OLSON, M. E., KUBICEK,
W. G., SAMPSON, G. R., BILKA, P. J., and KOTTKE,
F. J. (1967). Arthr. and Rheum., 10, 180. 10 refs.

Antigens of Connective Tissue. II. Chemical Characteriza-
tion of Non-collagen Connective Tissue Antigens.
(Antigene des Bindegewebes. II. Nachweis und
Versuche zur chemischen Charakterisierung von
nicht-kollagenen Bindegewebsabtigenen.) TIMPL, R.,
and PECKER, I. (1967). Z. Immun.-u. Allergieforsch.,
133, 20. 3 figs, bibl.

Studies on the Structure of Collagen I. The Sequence
Analysis of Peptides released by Pronase. RosMus et al.
II. The Nature of the N- and C-Terminals in Enzyme-
treated and Untreated Collagen. DEYL et al. (1967).
Biochim. biophys. Acta, 140, 507, 515.

Effect of Chelating Agents on Collagen Interfibrillar
Matrix Interactions in Connective Tissue. STEVEN (1967).
Biochim. biophys. Acta, 140, 522.

A Light and Electron Microscopical Study of Collagen
Degeneration. MITCHELL (1967). Aust. N. Z. J. Surg.,
36, 310.

Oesophageal Motility in Connective Tissue Disease.
CLARK, M., and FOUNTAIN, R. B. (1967). Brit. J. Derm.,
79, 449. 1 1 refs.

Laboratory Conditions for Tensile Tests in Annulus
Fibrosus from Human Intervertebral Disks. HIRSCH and
GALANTE (1967). Acta orthop. scand., 38, 148.

Reflection of Collagen Synthesis in Experimental Granula-
tion Tissue on Plasma Protein-bound Hydroxyproline.
KUMENTO, A., and KULONEN, E. (1967). Scand. J.
clin. Lab. Invest., 19, 298. 2 figs, 10 refs.

Bone Marrow Picture in Collagen Diseases. (Das Knochen-
markbild bei Kollagenkrankheiten.) FEHtR, J.,
KEREKES, E., and JAKAB, L. (1967). Z. ges. inn. Med.,
22, 456. 3 figs, 19 refs.

Isolation and Culture of Chondrocytes from Human Adult
Articular Cartilage. MANNING, W. K., and BONNER,
W. M., JR. (1967). Arthr. and Rheum., 10, 235. 7 figs,
I I refs.

IMMUNOLOGY AND SEROLOGY

Agglutinins eluted from Erythrocytes of Rheumatoid
Patients. HUNDER, G. G., OWEN, C. A., JR., MC-
GUCKIN, W. F., and WARD, L. E. (1966). Arthr. and
Rheum., 9, 769. 3 figs, 17 refs.
Substances apparently present on the surface of ery-

throcytes of patients with rheumatoid arthritis can
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consulted.] Twelve patients with SLE were studied; ten
healthy individuals and eleven patients with other
diseases acted as controls.
Lymphocytes from eleven out of twelve patients with

SLE showed a significantly increased response to DNA
whether this was denatured or not. (The 12th patient
was receiving 80 mg. prednisolone daily.) In the control
studies the lymphocytes from only one of two patients
with hepatitis and from one patient with psoriasis and
arthropathy showed such a response. The implications
of these findings are discussed. M. Wilkinson

Serum Antielastase Activity in Collagen Diseases.
(L'attivita antielastasica sierica nelle malattie del
collageno.) PRETOLANI, E. (1967). G. Clin. med., 48,
175. 2 figs, bible.
In this paper from the Institute of Pathology and

Clinical Methodology of the University of Bologna the
author first discusses at some length the histology and
biochemistry of collagen and the enzymatic mechanisms
involved in the catabolism of the macromolecule of
which it is made. He points out that elastase, a polyvalent
enzyme complex with an elasto-mucoproteolytic effect, is
involved in this process and that measurable antielastase
activity has been demonstrated in serum from a variety of
sources.
He then reports a study of the relation between serum

a-globulin levels and antielastase activity in twenty
patients with various collagen disorders (nine with dis-
seminated lupus erythematosus, five with scleroderma,
three with dermatomyositis, and three with "dermato-
visceritis"). Their ages ranged from 15 to 62 years and
five had been under observation for 1-5 years. In all but
three cases the serum antielastase activity was definitely
above the normal value for the patient's age (as reported
in a previous publication), and a fairly good correlation
was demonstrated between the serum a,- and a2-globulin
levels and the antielastase activity. It is therefore sug-
gested that collagen disorders may arise through a
disturbance of the elastase-antielastase balance and that
perhaps they might be classified as "enzymatic dis-
orders".

[The technique used for the determination of serum
antielastase activity is not described in the present paper.]

J. S. Cohen

Normal Erythrocyte Sedimentation Rate and Age.
BOTTIGER, L. E., and SVEDBERG, C. A. (1967). Brit.
med. J., 2, 85. 19 refs.
Westergren's original normal ESR values (men 3 mm.

and women 7 mm./hr) are thought by many to be too
low to be of practical value, especially in elderly people.
A large group of healthy people (some 2,500 men and
women aged 20-70 years), actively employed and exam-
ined at yearly intervals at a health centre (Foretagens
Halsokontroll) in Stockholm, offered an opportunity for
the authors of this paper to study the influence of age on
the ESR. All subjects were given a physical examination
and routine tests were made on blood and urine.

In both sexes the ESR increased significantly with age

agglutinate latex particles as rheumatoid factor does,
and it has been suggested that these substances are, in
fact, rheumatoid factor. However, in this paper from the
Mayo Clinic and Graduate School of Medicine, Roches-
ter, Minnesota, the authors present findings which make
this appear very improbable.

In a study of fifty patients with "definite" or "classic"
rheumatoid arthritis (ARA criteria) it was found that in
38 cases dextran eluates of erythrocytes agglutinated latex
particles that had been coated with human y-globulin.
Eluates from ten normal blood donors agglutinated
coated latex particles in only one instance (in which the
donor had just recovered from an upper respiratory
tract infection; a month later a negative result was
obtained in this case also). Uncoated particles were
agglutinated by eluates from all fifty rheumatoid subjects
and all ten controls. The authors believe that the factors
responsible for these two types of agglutination reaction
are not identical, for the following reasons: statistical
analysis showed that the agglutination titres for coated
and uncoated particles were not significantly correlated;
heating to 600C. rapidly destroyed the ability of the
eluates to agglutinate coated particles but had relatively
little effect on the agglutination of uncoated particles;
the addition of thrombin to the eluates inhibited the
agglutination of uncoated but not of coated particles.
The factor responsible for agglutination of coated

particles was not specifically identified, but was shown to
differ from macroglobulin (19S) rheumatoid factor in that
it was not inactivated by sulphydryl reagents. When the
titres for coated particles, uncoated particles, and rheuma-
toid factor (identified in the serum of forty of the rheuma-
toid subjects) were considered together no statistical
correlation was found, and this again suggested that the
three substances differed from one another. Furthermore,
gel diffusion studies performed on two rheumatoid
eluates showed no IgM or IgG globulin and only small
amounts of IgG. The factor causing agglutination of
coated particles was susceptible to trypsin inactivation,
which suggests that it is composed, at least in part, of
protein.
The eluates which caused agglutination of uncoated

particles were sometimes slightly haemolysed, and it was
also found that stroma-free haemoglobin solutions
possessed similar agglutinating activity. It therefore
seems probable that haemoglobin is the agent responsible
for agglutination of uncoated particles.

A. Garner

Response of Cultured Lymphocytes from Patients with
Systemic Lupus Erythematosus to DNA. PATRUCCO, A.,
ROTHFIELD, N. F., and HIRSCHHORN, K. (1967).
Arthr. and Rheum., 10, 32. 2 figs, 20 refs.
It is known that human peripheral lymphocytes

enlarge and divide in response to specific antigens to
which the donor is sensitized. In this paper from New
York University School of Medicine, New York, the
authors report a study carried out to see whether lympho-
cytes from patients with systemic lupus erythematosus
(SLE) would show such a response to DNA. [For
details of the methods used the original paper should be
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ANNALS OF THE RHEUMATIC DISEASES

(P< 0001). The rate of increase was constant in men
throughout all the age groups and in women up to the
age of 50, the ESR thereafter increasing more rapidly.
A close correlation was found between the Hb values
and the ESR in both sexes, and this correlation existed
regardless of the changes in Hb values with age. A
decrease in Hb value in a man, though still within the
normal range (16-8-12-8 g./100 ml.) "would correspond
to an increase in the ESR approximately from 3 to 8
mm./hr". Based on their findings, the authors suggest
that the upper normal limits for the ESR should be:
below the age of 50-men 15 and women 25 mm./hr and
above the age of 50-men 20 and women 30 mm./hr.

A. W. H. Foxell

Concentration of DNA Decomposition Products in the
Serum in Rheumatic Coronary Arteritis and Rheu-
matic Carditis. [In Russian.] MIRZAJANC, G. K.,
MOAJCEVA, A. G., and P§ENICNAJA (1967). Vop.
Revm., 1, 20. 7 refs.
At the Rostov Medical Institute the serum concentra-

tions of DNA decomposition products (acid-soluble,
low-molecular-weight compounds of deoxyribose) were
determined in sixty patients aged 16 to over 50 years with
various active and quiescent rheumatic conditions and
37 healthy controls aged 18 to 43 years. In the controls
the values ranged from 12 to 20 mg./100 ml. (mean
15-51). The patients were divided into four groups:
Group 1: 25 patients with active rheumatic carditis

with coronary insufficiency.
Group 2: twenty patients with active cardioarticular

rheumatism, including 17 with established valvular
heart disease.
Group 3: seven patients with quiescent cardioarticular

rheumatism and no evidence of circulatory failure.
Group 4: eight patients with chronic tonsillitis in the

quiescent phase.
The level of DNA decomposition products was above

the normal range in 28 of the 45 patients belonging to
Groups 1 and 2, the increased values varying from 21 to
32 mg./100 ml. (mean 22 74). The mean increase over
normal in these patients was statistically significant
(P< 0 - 01). In all patients of Groups 3 and 4 the level was
within normal limits. With diminishing rheumatic
activity the serum DNA products level returned towards
normal in parallel with other biochemical, haematologi-
cal, and clinical indices. S. W. Waydenfeld

Antinuclear Antibodies following Hydralazine Toxicity.
CONDEMI, J. J., MOORE-JONES, D., VAUGHAN, J. H.,
and PERRY, H. M. (1967). New Engl. J. Med., 276, 486.
48 refs.
Several drugs, but especially hydrallazine, are known

sometimes to cause a syndrome resembling systemic lupus
erythematosus (SLE). In this paper from the University
of Rochester School of Medicine and Dentistry, Roches-
ter, and Washington University School of Medicine,
St. Louis, the authors report a study of 32 hypertensive
patients treated with hydrallazine in whom antinuclear

antibodies similar to those found in naturally occurring
SLE developed.
The patients were divided into four groups depending

on how severely they were affected by hydrallazine
toxicity:
Group 1: four patients with a severe SLE-like illness.
Group 2: ten patients with less severe but similar signs.
Group 3: three patients with signs which were not

certainly ascribable to hydrallazine.
Group 4: fifteen patients who suffered no toxic effects.
Antinuclear antibodies were sought by a "sandwich"

technique using fluorescein-conjugated anti-human globu-
lin derived from rabbit. [For details of the method the
original paper should be consulted.]

Antinuclear antibodies were demonstrated in all
patients in Groups 1 and 2, in none of those in Group 3,
and in four in Group 4. More detailed studies of six
patients showed that the antibodies were IgG, IgA, and
IgM globulins in all cases. Out of 75 normal controls,
only three had sera giving positive results in the antibody
tests, but eighteen out of twenty patients with SLE had
such sera. The antibody titres correlated inversely with
the length of the interval since hydrallazine was last
given, but there was no apparent correlation with either
duration of therapy or total dosage. It seems probable
that host factors are important in determining the occur-
rence of toxicity of the SLE type, since, although naturally
occurring SLE is at least as common in negroes as in
whites, only one of eleven Negro patients in this study
had antinuclear antibodies and none showed evidence of
hydrallazine toxicity, whereas sixteen of the 21 whites
had antibodies and fourteen of them had an unequivocal
SLE-like illness.
The authors interpret their findings as further evidence

in support of the view that hydrallazine-induced and
idiopathic SLE are basically manifestations of the same
disease process. A. Garner

New Method of Measurement of Erythrocyte Sedimenta-
tion: the Heparin 35 ESR (Un nouveau mode de
mesurer la sedimentation globulaire: la V.S.M.
Heparine 35.) BOUREL, M., PAWLOTSKY, Y., LENOIR,
R., and LE GUILLY, Y. (1967). Rev. Rhum., 34, 229. 5
figs, 4 refs.

Incidence of Antibodies to a Soluble Nuclear Antigen in
the Sera of Patients with Systemic Lupus Erythematosus
and Rheumatoid Arthritis estimated with the Mixed
Haemadsorption Technique. JONSSON, J. (1967). Clin.
exp. Immunol., 2, 415. 3 figs, 18 refs.

Polarographic Study of Serum from Patients with Lupus
Erythematosus. OGURA, R. M., OWENS, D. W., and
KNOX, J. M. (1967). Dermatologica (Basel), 135, 181.
1 1 refs.

Occurrence of Immunoglobulins in the Dermo-Epidermal
Junction of the Skin in Lupus Erythematosus and
Related Syndromes. KALSBEEK, G. L., and CORMANE,
R. H. (1967). Dermatologica (Basel), 135, 205. 16 refs.
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It is noted that after intravenous administration of a
single dose of 51Cr-EDTA the plasma activity falls off
rapidly at first, but after a period of equilibration with
interstitial fluid of about 1 hours in non-oedematous
patients the graph of plasma activity against time approxi-
mates closely to a single exponential curve. There is no
significant extrarenal uptake or excretion. The slope of
the plasma curve from 2 to 4 hours after intravenous
administration of a single injection of the complex was
used to measure the glomerular filtration rate in 32 patients
and was compared with the 24-hour endogenous creati-
nine clearance. A high degree of correlation (r=0-948)
over a wide range of results was found.
The authors state that this is a simple technique which

does not require urine collection and it seems to be
eminently suitable for clinical use. They warn that it
cannot be used in oedematous patients, where equilibra-
tion with interstitial fluid may take up to 12 hours. They
are investigating its use for measuring extracellular fluid
volume. E. Lester

Relationship of Hydroxyproline Excretion in Urine to
Collagen Metabolism. PROCKOP and KIvIRIKKO (1967).
Ann. intern. Med., 66, 1243.

Metabolism of Mucopolysaccharides. III. Effect of
Adrenocortical Hormones on Enzymes involved in
Glucuronide Synthesis and Metabolism in Connective
Tissue. FOSTER (1967). Canad. J. Biochem., 45, 1245.

Abnormal Diurnal Variation of Plasma Cortisol in Patients
with Renovascular Hypertension. CADE et al. (1967).
J. cdin. Endocr., 27, 800.

Adrenal Corticoid Levels in Human Cerebrospinal Fluid.
MuRPHY et al. (1967). Canad. med. Ass. J., 97, 13.

Regulation of the Adrenal Cortex Secretory Pattern by
Adrenocorticotrophin. FEVOLD (1967). Science, 156,
1753.

Turnover of 1311-Labelled Ceruloplasmin in Rheumatoid
Arthritis. KOSKELO, P., KEKKI, M., NIKKILA, E. A.,
VIRKKUNEN, M. (1967). Scand. J. clin. Lab. Invest., 19,
259. 1 fig., 11 refs.

Some Special Types of Cytological and Histological
Reactions of the Lymphatic System in Rheumatic
Processes. (Ober einige besondere zytologische und
histologische Reaktionsmuster des lymphatischen
Systems bei rheumatischen Prozessen.) KRUG, K.
(1967). Z. ges. inn. Med., 22, 396. 6 figs, 8 refs.

Immunological Concepts of Light Reactions in Lupus
Erythematosus and Polymorphous Light Eruptions.
LESTER et al. (1967). Arch. Derm., 96, 1.

Distribution of Serum Immunoglobulins, Anti-y-G Globu-
lins ("Rheumatoid Factors"), and Antinuclear Anti-
bodies in White and Negro Subjects in Evans County,
Georgia. LICHTMAN, M. A., VAUGH*N, J. H., and
HAMES, C. G. (1967). Arthr. and Rheum., 10, 204.
3 figs, bibl.

Inverse Effect on the Serum Levels of y-G- and y-M-
globulins after Prednisone Treatment of Lupoid Hepati-
tis. WOLLHEM, F. A. (1967). Clin. exp. Immunol., 2,
497. 2 figs, 16 refs.

Effects of Rheumatoid Factor on in vivo Distribution of
Aggregated Human IgG and Antigen-antibody Com-
plexes. DAVIS, J. S., and TORRIGIANI, G. (1967). Proc.
Soc. exp. Biol. (N. Y.), 125, 772. 4 figs, 9 refs.

Diagnostic Value of Rheumatoid Factor. (Valor diag-
nostico do fator reumatoide.) SEDA, H. (1967). Brasil-
med., 81, 109.

Rheumatoid Disease, Waaler-Rose Reaction, and Radial
Immunodiffusion. (Malattia reumatoide, reazioni di
Waaler-Rose e immunodiffusione radiale.) SCHIA-
VEMTI, L., TERZANI, G., FioRE, L., and NATALIZI, G.
(1967). Reumatismo, 19, 111. 1 fig., 6 refs.

Competition of Antigens in Adjuvant Disease of Rats.
GERY, I., and WAKSMAN, B. H. (1967). Arthr. and
Rheum., 10, 240. 13 refs.

Sensitivity and Detection of 19S Antibody by the Farr
Technique. PINCKARD et al. (1967). Nature (Lond.), 215,
1084.

BIOCHEMICAL STUDIES

Measurement of Glomerular Filtration-rate in Man Using
a 51Cr/Edetic-acid Complex. GARNET, E. S., PARSONS,
V., and VEALL, N. (1967). Lancet, 1, 818. 1 fig., 7 refs.
The use of radioactive vitamin B12 to measure glomeru-

lar filtration rate has the disadvantage that part of the
dose is bound to protein so that unbound radioactivity
has to be measured. 61Cr-EDTA does not have this
disadvantage. This paper from the Royal Southampton
Hospital, Southampton, and King's College and Guy's
Hospitals, London, describes the preparation of 51Cr-
EDTA complex [for details the original paper should be
consulted]. It is said to be stable and is not taken up by
red blood cells.
The renal clearance of 51Cr-EDTA was compared with

that of inulin using a continuous infusion technique in 56
patients and the results were found to be the same.
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Isotope Measurement of Capillary Circulation in Striated
Muscle exposed in Microwave Radiation. [In Polish.]
GORSKI, S., KWASNIEWSKA-BLASZCZYK, M., MACKIE-
wicz, S., and RAMLAU, D. (1967). Pol. Tyg. lek., 22,
940. 3 figs, 14 refs.

THERAPY

Treatment of Rheumatoid Arthritis with Antimetabolic and
Cytostatic Drugs. (Beitrag zur Behandlung der
progredient chronischen Polyarthritis mit Antimeta-
boliten und Cytostatica.) ENDERLIN, M., and GROSS,
D. (1967). Z. Rheumaforsch., 26, 26. 3 figs, 11 refs.
Some cases of chronic rheumatoid arthritis (RA) are

characterized by a progressive inflammatory process,
an apparent need for high corticosteroid dosage with all
the attendant complications, leucocytosis, a high ESR,
and the occasional appearance of antinuclear factor in
the serum. In view of the reported beneficial effects of the
cytotoxic agents methotrexate (amethopterin) and 6-
mercaptopurine (Puri-Nethol) in cases of disseminated
lupus erythematosus, the authors of this paper from the
Rheumatic Clinic of the University of Zurich decided to
try the effect of these preparations and of azathioprine
(Imuran) on refractory RA. Altogether eighteen patients
(12 women, 6 men) were treated. The longest period of
treatment with methotrexate was 187 days (total dosage
925 mg.), with 6-mercaptopurine 45 days (total 2,450
mg.), and with azathioprine 215 days (total 21,500 mg.).
In three of eighteen cases treated with methotrexate it
became possible to omit steroid treatment entirely, while
in another ten a significant reduction in dosage was
obtained. Also, in ten of the cases there was a marked
reduction in ESR and, clinically, a stabilization of the
arthritic process. With 6-mercaptopurine and azathio-
prine the results were less satisfactory, reduction of
steroid dosage being possible in only one of six cases
treated with each drug and clinical stabilization being
achieved in one and three cases respectively. It is em-
phasized, however, that the long-term effects of this type
of treatment cannot yet be judged.
The encouraging effects of synovectomy in early cases

of RA suggest that the synovitis plays an important role
in the process. Since cytostatic drugs may be able to
cause a chemical synovectomy, a trial of thiotepa, injected
intra-articularly, was carried out in 25 cases of RA and
five of synovitis due to other causes. Altogether 130
small and large joints were injected, usually once a week.
About half the patients experienced subjective improve-
ment soon after the injection. In another 25 per cent. the
beneficial effect was not noted for several weeks. Objec-
tively, reduction in swelling was noted as well as a
decrease in the number of leucocytes in the joint fluid.
It was noted that the effect of a thiotepa injection was
more prolonged than that of a steroid injection.

D. Preiskel

Ten Cases of Rheumatoid Arthritis treated with Azatho-
prine in High Dosage. (Dix cas de polyarthrite rhuma-
tcide traits par l'azathioprine a forte dose.) LitVRE,
J.-A., CAMUS, J.-P., PEYRON, J., and Six, B. (1967).
Rev. Rhum., 34, 3. 30 refs.
In this paper from the Hopital de la Pitie, Paris, the

authors report a clinical trial of azathioprine in rheuma-
toid arthritis. Azathioprine was given orally to nine
women and one man with definite rheumatoid arthritis
(ARA criteria) in an initial dosage of 400 mg./day; after
1 week this dosage was reduced to 200 mg./day and
continued at this level for a further 2 weeks; in one case
treatment was stopped prematurely. Daily evaluation of
the clinical state and sedimentation rate showed little
if any net change in the nine patients of whom details
are given. However, the authors feel that this form of
treatment merits further study. (There is an extensive
discussion.) Allan St J. Dixon

Abrupt Withdrawal of Adrenal Corticosteroids in Patients
with Rheumatoid Arthritis. HAMATY, D. (1967). 5th.
med. J. (Bgham., Ala.), 60, 457. 5 figs, 14 refs.
We know that abrupt withdrawal of corticosteroids

may be effected in some cases without incident while in
others the results may be catastrophic. The author of this
paper records the results of abrupt withdrawal of these
drugs from twelve patients, all of whom were suffering
from "definite" or "classic" rheumatoid arthritis by ARA
criteria; these patients were chosen at random from
patients under treatment in the Memorial Hospital,
Charleston, West Virginia. All were admitted to hospital
immediately after withdrawal and were kept in hospital
for 10-14 days for observation, physiotherapy, weight-
bearing exercises, and urine analysis, and were subse-
quently followed up as outpatients. They were given
substitute therapy: high dosage of salicylates in every
case; gold, antimalarials, indomethacin, or phenylbuta-
zone in individual cases; and intraarticular injections of
prednisolone tetrabutyl acetate in those with major joint
effusions.
The results were graded "withdrawal failure" in three

cases-two immediate (while they were in hospital) and
one 6 months later, "success with difficulty" in five cases,
and "easy withdrawal" in four cases. All developed
weakness by the third day and anxiety and depression
by the end of the first week. Joint effusions occurred in
five patients during the first 2 weeks. Non-articular
rheumatism-in the form of headache, myalgia, pain in
neck, shoulder, or chest was observed in nine patients
by the end of the first week and persisted in some cases
for several months. Pituitary and adrenal function was
tested by corticotrophin stimulation in seven cases and
metyrapone in five cases during the first week after
withdrawal. In two cases one withdrawal failure and
one easy withdrawal there was no response to cortico-
trophin. One of the five patients tested with intravenous
metyrapone showed doubling of the urinary hydroxy-
corticoid excretion. The three failures are described in
detail; corticosteroid therapy had to be resumed mainly
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To confirm their impression by more objective means
they made a double-blind comparative study of the effect
of 80 mg. methylprednisolone acetate and 50 mg. hydro-
cortisone acetate, giving 46 injections of the former and
27 of the latter into the knee joints of 33 patients with
rheumatoid arthritis. They assessed the patients before
injection and at fortnightly intervals thereafter, by knee
joint circumference, range of movement, pain, and
tenderness.

Methylprednisolone acetate was found to give signifi-
cantly greater reduction in joint circumference (P< 0 01),
increased range of movement (P< 0 001), and duration of
relief of pain (P< 001). This drug relieved pain for a
mean of 19 days (range 7-50) compared with 13J days
(range 2-42) for hydrocortisone acetate; there was no
significant difference between the two drugs in the
degree of relief of pain. Systemic effects were noted in
89 per cent. of patients treated with methylprednisolone
acetate compared with 25 per cent. of those treated with
hydrocortisone acetate.
These results confirm the authors' impression that the

synthetic analogues such as methylprednisolone acetate
are more effective than hydrocortisone in patients with
rheumatoid arthritis involving the knee joint.

V. Wright

Part II-Absorption and Duration of Effect. BAIN, L. S.,
JACOMB, R. G., and WYNN, V. (1967). Ann. phys. Med.,
9, 49. 4 figs, 4 refs.
To determine by biochemical means the absorption

and duration of effect of hydrocortisone acetate and
methylprednisolone acetate given by injection, five
patients with rheumatoid arthritis, one with Addison's
disease as well, and two with obesity were studied at the
Royal Infirmary, Aberdeen. Plasma cortisol levels were
estimated at 10 a.m. and 6.0 p.m. before administration
of the corticosteroids and thereafter until the levels had
returned to their presteroid administration values. The
dose of hydrocortisone acetate was usually 50 mg. and
that of methylprednisolone acetate 80 mg., but was
increased in the obese, and both drugs were given by intra-
muscular and intra-articular injection.

Representative graphs show that intra-articular
hydrocortisone acetate was absorbed almost immediately
and this absorption was complete in 24-48 hours, while
methylprednisolone acetate continued to be absorbed
from a joint for 7 days, and from an intra-muscular
injection for 17 days. There was a return of diurnal
variation of plasma cortisol levels 3 days after methyl-
prednisolone acetate was injected into a joint and 17 days
after injection into a muscle. To test the hypothesis that
the results with methylprednisolone acetate were due
to a delay in adrenal recovery rather than to continued
absorption, a single experiment was performed in which
36 mg. methylprednisolone acetate was given orally and
the plasma cortisol levels were estimated at 2-hourly
intervals thereafter; normal adrenal function was re-
sumed in 16 hours. Insulin stress tests were performed on
one patient both before and one week after an intra-
muscular injection of 100mg. methylprednisolone acetate;
they showed that the adrenal sensitivity was not signifi-
cantly impaired by this single injection. V. Wright

for severe depression and asthenia in two and for fever,
acidosis, and prostration in the third. It is noteworthy
that acute exacerbations of arthritis are not cited as a
reason for resuming corticosteroid treatment in any of
the cases. Fluctuation of rheumatic activity after abrupt
withdrawal showed the normal variability and there was
no evidence that withdrawal affected the natural course
of the disease. At the time of abrupt withdrawal the
dosage was 10 mg. prednisone or its equivalent in the
three failures, and an average of 7-5 mg. in the five
"difficult" cases and 5 75 mg. in the four "easy" cases.
It is noted that the dosage of 7 - 5 mg. daily is critical and
the author remarks: "It is interesting that this dosage
converted to the hydrocortisone equivalent represents
the average daily cortisol production, the cutoff point of
total adrenal suppression." The duration of the disease
appeared to be significant: in the three failures the
average duration was 17 years as against 5-6 in the
"difficult" group and 4 - 5 years in the "easy" group. The
author concludes that in cases of clinical emergency the
abrupt withdrawal of corticosteroid therapy is feasible if
the patient is admitted to hospital and if he has been
receiving low dosage (5-7*5 mg. prednisone or its
equivalent) for 8 and 5 years respectively. Special care is
needed for patients habituated to a dosage exceeding
7 - 5 mg. daily. William Hughes

Triamcinolone Hexacetonide: a New Corticosteroid for
Intra-articular Therapy. KENDALL, P. H. (1967). Ann.
phlys. Med., 9, 55. 1 ref.
At Guy's Hospital, London, a double-blind crossover

trial compared the effect of 40 mg. methylprednisolone
acetate and 20 mg. triamcinolone hexacetonide injected
into the knee joints of fifty patients with rheumatoid
arthritis. After 1 month the injection was repeated, using
the alternative preparation. The mean duration in im-
provement of joint circumference and range of move-
ment was 18-7 days with methylprednisolone and 25-3
days with triamcinolone hexacetonide; the mean duration
of relief of pain was 14-4 days with methylprednisolone
and 19-8 days with triamcinolone hexacetonide. With
both drugs symptomatic deterioration occurred 5 or 6
days before worsening of physical signs. The incidence
and severity of post-injection pain was the same with both
drugs. [The standard deviations of these results are not
given.] V. Wright

Parenteral Administration of 6a-Methylprednisolone-21-
acetate. Part I-Intra-Articular Injection: Comparison
with Hydrocortisone Acetate. BAIN, L. S., BALCH,
H. W., and JACOMB, R. G. (1967). Ann. phys. Med.
9, 43. 5 refs.
In administering some 30,000 intraarticular injections

of corticosteroids over the past 14 years, the authors, from
the Royal Infirmary, Aberdeen, came to regard the
relatively insoluble suspensions of synthetic analogues of
hydrocortisone as more effective than hydrocortisone
itself, both in terms of potency and duration of effect.
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ANNALS OF THE RHEUMATIC DISEASES
Evaluation of Indomethacin by a Controlled, Crossover

Techniuqe in thirty Patients with Ankylosing Spondy-
litis. KINSELLA, T. D., MACKENZIE, K. R., KIM, S. O.,
and JOHNSON, L. G. (1967). Canad. med. Ass. J., 96,
1454. 2 figs, 16 refs.
Indomethacin has been reported to be of value in a

variety of rheumatic diseases, and ankylosing spondy-
litis has been said to respond particularly well. In this
controlled crossover trial carried out at Queen Mary
Veterans' Hospital, Montreal, 38 spondylitic patients
whose duration of illness ranged from 13 to 26 years had
their usual medications supplemented for a 6-week period
by indomethacin (in increasing doses up to 200 mg./day)
or by a placebo, and at the end of the 6 months drug and
placebo were reversed. Rectal suppositories of drug or
placebo were given for the first 6 days only. Indomethacin
and placebo were dispensed in random order and the
patients were instructed to modify the dosage according
to the occurrence and severity of side-effects. Assessment
(both objective and subjective) was made at 3, 6, 9, and
12 weeks after the start of therapy.

Thirty patients completed the trial, three being with-
drawn because of side-effects and five because of lack of
cooperation. Only ten patients were able to tolerate 200
mg. indomethacin daily without side-effects. Side-effects
were frequent during both drug and placebo therapy,
occurring in 24 out of the thirty patients, but only head-
ache and giddiness were significantly more common
during indomethacin therapy. Three patients developed
pulmonary infections while receiving indomethacin and a
possible causal relationship is discussed.
Indomethacin gave significantly more relief from

chronic backache (P=0 05) and peripheral arthralgia
(P=0-01), but had no obvious advantage over the
placebo in its effect on morning stiffness and acute
exacerbations of pain. Objective assessment revealed no
significant difference between the two medications in their
effect on range of spinal and peripheral joint movement,
maximal chest expansion, or degree of tenderness on
palpation of sacro-iliac joints. In view of these results the
authors conclude that "the role of this agent [indo-
methacin] in the routine management of ankylosing
spondylitis should be questioned". M. Wilkinson

A Three-month Trial of Indomethacin in Rheumatoid
Arthritis, with Special Reference to Analysis and
Inference. COOPERATIVE CLINICS COMMITTEE OF THE
AMERICAN RHEUMATISM ASSOCIATION (1967). Clin.
Pharmacol. Ther., 8, 11. 18 refs.
Many trials have been made of indomethacin in

patients with rheumatoid arthritis, but the results have
varied considerably and, in general, the degree of enthu-
siasm for the drug has varied inversely with the quality
of the investigation. The authors of this paper record a
3-month, 11-centre, double-blind study of indomethacin,
with particular reference to its effect on the symptoms
referable to rheumatoid arthritis and to the incidence of
toxic effects, in 136 patients (38 men, 98 women, median

age 52-53 years), 71 of whom received indomethacin
(50-200 mg./day by mouth) and 65 placebo. Patients in
both groups were permitted to take salicylates during the
study, for stated reasons. Activity of the drug or placebo
was assessed by the numbers of clinically active joints,
the grip strength, morning stiffness, ESR, and walking
time; both physicians' and patients' impressions were
also recorded. 27 patients withdrew from the trial before
the 3-month period was ended for the following reasons:
undesirable side-effects (seven with placebo and ten with
indomethacin), worsening of the arthritis (two with
placebo and five with drug), and failure to appear (three
with placebo and none with drug).
No difference between the indomethacin- and placebo-

treated groups could be found as regards relief of
symptoms due to arthritis: gradients (average monthly
rates of improvement or deterioration estimated for the
objective measurements) differed little from zero.
Headache, dizziness, and lightheadedness were more
frequent in the drug-treated group and this group also
showed a tendency to increased levels of blood urea,
nitrogen, and alkaline phosphatase. When treatment was
withdrawn there was more deterioration in the indo-
methacin-treated group than in the placebo-treated
group, as judged by patients' and physicians' impressions
and by the increase in morning stiffness.
The authors discuss the methods of evaluation used in

great detail and note that even the method of discriminant
functions (which required the service of a computer)
failed to distinguish between the drug and placebo-
treated patients. They also discuss the limitations of this
type of trial, presenting their results "without questioning
the possibility that indomethacin benefits some patients".

Allan St. J. Dixon

Low-dosage Glucocorticoid Therapy: Appraisal of Its
Safety and Mode of Action in Clinical Disorders,
including Rheumatoid Arthritis. JEFFERIES, W. McK.
(1967). Arch. intern. Med., 119, 265. 8 figs, 33 refs.
Corticosteroids have often been considered dangerous

at any dosage level and it is usually recommended that if
they are administered treatment should be as shortlived
as possible. After 12 years' experience of low-dosage
glucocorticoid therapy, the author of this paper from the
University Hospitals, Western Reserve University School
of Medicine, and the Infertility Clinic, Cleveland, Ohio,
believes that these opinions should be revised. Oral
doses of cortisone or hydrocortisone totalling 20 mg./day
or less were administered in divided doses for from 6
months to 9 years to 371 patients (339 females, 32
males: aged from under 10 to 80 years), 349 of whom
had gonadal dystrophy, infertility, or hirsutism; the
remainder had a variety of other disorders, which in-
cluded rheumatoid arthritis, hyperthyroidism, diabetes
mellitus, and hypertension. The total neutral 17-keto-
steroid content was measured from 24-hour urine
specimens and fractionation was performed. It was found
that the excretion of 11-oxygenated-17-ketosteroid was
suppressed in proportion to the dose of corticosteroid,
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and it is suggested that total suppression occurs with an
oral dose of cortisone 35-40 mg./day.

Side-effects (vaginal spotting, dizziness, hot flushes,
gastric discomfort, migraine) occurred in twelve patients
after from 6 months to 12 years; none were serious. There
was no evidence of hypercortisonism, and some patients
withstood severe illness or major operation without
change in dosage.
Of the infertile women, 62 per cent. had normal live

births while receiving corticosteroid therapy [no control
series is mentioned]. Detailed case reports are given oftwo
patients with rheumatoid arthritis: in a 13-year-old girl,
the excretion rates of 11-oxygenated-17-ketosteroid and
the response to corticotrophin stimulation were not
altered by the administration of 5 mg. cortisone four
times daily; a 14-year-old girl received 15 mg. cortisone
or less daily for 7 years and she too had normal excretion
levels and responded normally to corticotrophin stimula-
tion; both had therapeutic remissions. To test whether
the hypothesis that patients with rheumatoid arthritis
have an abnormal steroid metabolism, five previously
untreated patients with rheumatoid arthritis and two
normal controls were given a standard corticotrophin
stimulus; a depressed level of dehydro-epiandrosterone
was found in all those with rheumatoid arthritis and in
none of the controls.

It is contended that low-dosage corticosteroid therapy
of the type described in this paper is harmless and even
beneficial, and that excess of steroid in the body is not
necessary for therapeutic effect; it is suggested that an
anomaly of steroid metabolism occurs in rheumatoid
arthritis. B. E. W. Mace

Colchicine Derivatives in the Treatment of Scleroderma.
(Interet de certains derives de la colchicine dans le
traitement des syndromes sclerodermiques.) HOUSSET,
E. (1967). Ann. Derm. Syph. (Paris), 94, 31. 4 refs.
In an experimental trial of trimethylcolchicinic acid, a

derivative of colchicine with greatly reduced gastro-
intestinal toxicity, in the treatment of venous thrombosis
(on which it had no effect), the author made the incidental
observation that sclerodermatous plaques on the ankles
of two patients showed marked improvement. During
the past 3 years he has therefore treated 36 patients with
various types of scleroderma with trimethylcolchicinic
acid at the Hopital Saint-Antoine, Paris.
Four groups of patients were treated:
(1) Two with oedematous scleroderma were treated

with high doses of trimethylcolchicinic acid (80-100 mg.
daily) for 20 days without effect.

(2) Three with morphoea (sclrodermie en plaques)
were treated with 50-80 mg. daily, and after 1-2 months
of treatment the plaques had almost cleared. This
improvement was maintained on a dose of 50 mg./day,
but relapse occurred if treatment was withdrawn.

(3) 22 (3 male, 19 female) with sclerodactyly were
treated with 50-80 mg./day for "several months"; in
nine with less severe involvement the skin cleared and
function of the hands returned almost to normal, but of
the other thirteen, who were more severely affected, only

five showed slight improvement. The drug had no effect
on the oesophageal lesions diagnosed in four cases or on
the pulmonary lesions in one other case.

(4) Nine (2 male, 7 female) with generalized sclero-
derma, including oesophageal involvement (9), malab-
sorption syndrome (2), pulmonary lesions (3), and joint
lesions (4), were treated with 100 mg. four times daily for
"several months". Only two showed any improvement in
skin lesions and the drug had no effect on visceral
involvement. Furthermore, neither in this group nor the
others were there any changes in the biological indices of
activity such as the ESR or immuno-electrophoretic
findings.
The author concludes that trimethylcolchicinic acid is

of use in the treatment of the skin lesions of scleroderma
but not of the systemic manifestations. The pharmaco-
logical action of the drug on the tissues remains unknown.

C. M. Parks

Immunodepressor Action of D-Penicillamine in the Treat-
ment of Rheumatoid Arthritis. (Ober die immuno-
depressorische Wirkung von D-Penicillamin in der
Behandlung der progredient-chronischen Polyarthritis.)
MIEHLKE, K., and KOHLHARDT, I. (1967). Z. Rheuma-
forsch., 26, 56. 4 figs, 14 refs.
Although the causation of rheumatoid arthritis (RA)

is unknown, it is generally accepted that an abnormal
immunological reaction is involved in the process, as
demonstrated by the appearance of the rheumatoid
factor in the serum. Many commonly used antirheumatic
drugs relieve pain and distress but have no effect on any
underlying immunological disturbance; others, however,
appear to affect antigen-antibody reactions and presum-
ably have a direct influence on the RA process. Gold,
for example, is thought to exert its beneficial effect by
blocking the immunological functions of the reticuloen-
dothelial system. A number of substances with a more
certain immunosuppressive effect have been tried in the
treatment of RA and one of these, D-penicillamine, has
been reported to produce a reduction in the titre of
rheumatoid factor in the serum.
At the Municipal Rheumatic Clinic, Wiesbaden, the

authors treated ten patients with RA by the oral ad-
ministration of penicillamine in capsule form, each
capsule containing 0-15 g. active substance. Two capsules
were given two to five times daily and treatment was
continued for 4 to 14 weeks. Vitamin B6 and mineral
supplements were given in addition. During treatment
the latex-fixation titre fell in nine cases (from 1:1,280 to
1:16 in one) and all patients showed clinical improvement
which was rated 4+ in one case and 3 + in two. When
treatment was discontinued there was both serological
and clinical relapse.
The authors discuss the mode ofaction of penicillamine.

They suggest that, in view of its remarkable clinical
effects in some cases, it may have some action other
than the purely immunosuppressive. For example,
patients with severe chronic RA have been shown to have
elevated serum copper levels, and improvement in such
cases might be ascribed to the cheating action of penicil-
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lamine on metallic ions. Alternatively, a direct effect of
penicillamine on collagen has been postulated.

D. Preiskel

Potentiation of Anticoagulant Effect of Warfarin by
Phenylbutazone. AGGELER, P. M., O'REILLY, R. A.,
LEONG, L., and KOWITZ, P. E. (1967). New Engl. J.
Med., 276, 496. 3 figs, 28 refs.
That phenylbutazone and oxyphenbutazone may

produce severe haemorrhage in patients taking anti-
coagulants of the coumarin series has been recorded on
several occasions but how these drugs potentiate the
prothrombinopenic action of the coumarins is not clear.
A number of hypotheses have been made, including one
to the effect that phenylbutazone speeds up the meta-
bolism of the coumarins and that it might displace
warfarin from plasma proteins and thus make more
free warfarin available at its site of action in the liver.
This paper from the Children's and the General Hospitals,
San Francisco, and the Santa Clara County Hospital,
San Jose, California, provides evidence to support this
hypothesis.

Five subjects were studied: three normal males aged
18-52 years and two male patients aged 58 and 78 respec-
tively with coronary artery disease, the second of whom
was unusually resistant to the prothrombinopenic effects
of the coumarins. In the first experiment warfarin (1- 5
mg./kg. body weight) was given by mouth and the drug
plasma levels and prothrombin response were followed
for 120 hours; then the dosage of warfarin was repeated
after phenylbutazone had been given by mouth in a
dosage of 400-600 mg./day for 11 to 19 days.

In the second experiment (made on the unusually
resistant patient), 400 mg./day phenylbutazone was
given for 19 days before warfarin was administered, for
59 days while the dosage of warfarin was adjusted, and
for 18 days when the dose of warfarin was stabilized at
55 mg./day. The biological half-life (tQ) of warfarin was
determined from the regression line "fitted by the method
of least squares to a semilog plot of the concentration of
warfarin in the plasma", and when phenylbutazone was
given suitable corrections of plasma warfarin values
were made.

In the first experiment the corrected plasma concen-
tration of warfarin and its tj were reduced and the
prothrombinopenic effect was greater during treatment
with phenylbutazone. In the second experiment phenyl-
butazone considerably reduced the amount of warfarin
necessary to shorten the prothrombin time and yet the
plasma warfarin level remained lower than would be
expected in the absence of phenylbutazone.

It is suggested that these findings rule out the possi-
bility that phenylbutazone acts by slowing or inhibiting
the metabolism of warfarin, but makes it likely that
phenylbutazone "displaces warfarin from its binding to
plasma albumin, making increased quantities of free
warfarin available both to drug metabolizing enzymes
and to specific sites of action in the liver".

J. S. Cohen

Therapeutic Hazards of Phenylbutazone and Oxyphen-
butazone in Polymyalgia Rheumatica. WADMAN, B., and
WERNER, I. (1967). Lancet, 1, 597. 7 refs.
This report from the University of Uppsala, Sweden,

emphasizes the danger of masking symptoms in poly-
myalgia rheumatica and temporal arteritis by adminis-
tering phenylbutazone and oxyphenbutazone; four case
histories illustrate this danger. According to the authors
these powerful analgesics relieve symptoms but do not
arrest the progress of the disease, and since polymyalgia
may develop into temporal arteritis (this happened in
the four cases described) there is an ever-present risk of
loss of vision. They make a plea for long-term administra-
tion of corticosteroids in both these conditions, stating
that if the dosage is inadequate there is almost always a
return of subjective symptoms such as pain and the
dosage can be adjusted, whereas in the cases described
the symptomatic response to phenylbutazone and
oxyphenbutazone was excellent despite the progression
of the underlying disease. Subsequent treatment with
prednisone or prednisolone resulted in both sympto-
matic improvement and a fall in the ESR; thickening of
the temporal arteries also improved in three cases.

D. Preiskel

Comparison of Phenyl- and Monophenylbutazone (Mobu-
tazon), Especially in Respect to the Incidence of Side-
Effects: a Double-blind Study. [In English.] THUNE, S.
(1967). Acta rheum. scand., 13, 63. 5 figs, 13 refs.
The results of pharmacological investigations have

indicated that monophenylbutazone (Mobutazon),
though of weaker anti-inflammatory activity than
phenylbutazone, is much less toxic. The author, working
at Spenshult Rheumatological Hospital, Sweden, has
therefore compared the clinical and toxic effects of the
two drugs in a double-blind study on 114 patients suffer-
ing from rheumatoid arthritis (99) or other chronic
rheumatic diseases. The duration of treatment was 6
weeks, 55 patients, selected at random receiving mono-
phenylbutazone, 750 mg. daily for the first 2 days and
then 500 mg. daily, and 59 receiving phenylbutazone,
600 mg. for the first 2 days and then 400 mg. daily.
Observations were made on body weight, red and white
blood cell counts, Hb level, serum protein, iron, and
transaminase levels, urine for albumin and red cells, and
faeces for the presence of blood. The therapeutic results
were assessed subjectively by the patients.
The mean body weight of patients on phenylbutazone

rose during the first 2 weeks, presumably as a result of
sodium chloride retention, but no such rise occurred in
those on monophenylbutazone. The mean serum iron
value fell from 0 74 to 0 63 mg./l. in patients on mono-
phenylbutazone and from 0 60 to 0 56 mg./l. in those on
phenylbutazone. There were no changes in serum protein
levels. Patients on phenylbutazone showed a slight
decrease in Hb concentration and those on mono-
phenylbutazone a slight increase, but there were no
changes in the red or white cell count in either group.
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A rise in serum transaminase activities occurred in one
patient on monophenylbutazone and three on phenyl-
butazone; the corresponding figures for albuminuria
were one and three, for microscopic haematuria one and
six, and for blood in the faeces two and two. Altogether,
side-effects occurred in 27 (49 per cent.) of the mono-
phenyl butazone group and 30 (51 per cent.) of the
phenylbutazone group. However, "important" side-
effects such as raised serum transaminase levels, blood in
stools or urine, gastric ulceration, or diarrhoea were
commoner in the phenylbutazone group (10) than in the
monophenylbutazone group (3). A good therapeutic
effect was reported by about 75 per cent. of the patients in
both groups. C. E. Quin

Gout and Diabetes induced by Saliuretic Treatment.
(Goutte et diablte declenches par un traitement
salidiuretique.) OTr, H., and ZAHND, G. (1967).
Schweiz. med. Wschr., 97, 640. 3 figs, 45 refs.
In a retrospective study [from the Policlinique Uni-

versitaire de Medecine, Geneva], the clinical and labora-
tory findings in twelve women who presented with
hyperuricaemia, hyperglycaemia, or both in the course of
long-term treatment with saliuretics are analysed. In
most cases transitory manifestations ofjoint inflammation
appeared for the first time during saliuretic treatment,
and in some it was possible to diagnose the classic form
of gout. The other episodes of acute joint inflammation
were less typical but their characteristics allowed diag-
nosis of a gouty pathology in these cases also.
When treatment was discontinued the uricaemia

returned to normal levels and the articular attacks
ceased, but some patients developed an acute episode of
gouty arthritis in the early months after cessation of
therapy.

In three patients clinical diabetes mellitus appeared
during treatment and persisted after its withdrawal.
[Translation of authors' summary.]

Urinary Calculi and the Consumption of Analgesics.
BLACKMAN, J. E., GBSON, G. R., LAVAN, J. N.,
LEAROYD, H. M., and POSEN, S. (1967). Brit. med. J.,
2, 800. 3 figs, 22 refs.
Further light on the aetiology of urinary calculi is

provided by a study made in the Department of Medicine,
University of Sydney and the Department of Urology,
Sydney Hospital. The diagnosis of a urinary calculus was
based on:

(1) A history of passage of a "stone" per urethram.
(2) The statement by a medical practitioner that he

had removed a stone.
(3) Radiographic evidence of the presence of either

radioopaque material or a radiotranslucent filling defect
in the urinary passage.

(4) A history of ureteric colic based on several specified
features.
Of a series of 266 consecutive patients studied only

twelve were diagnosed on a history of colic alone and
nine had radiotranslucent material in their urinary
passages.

At interview the patients' consumption of milk,
antacids, analgesics, purgatives, and sedatives was noted
and classified as "nil or occasional", "regular", or
"heavy"; heavy consumption meant the taking of three
or more tablets, powders, or teaspoonsful of liquid
medication a day for more than one year. Estimations
were made of serum calcium and blood urea nitrogen
levels and of urine pH after the oral administration of
ammonium chloride; an intravenous pyelogram was
performed and midstream urine collected for micro-
scopical examination and culture. A control group of
268 male and 221 female patients, matched for age,
who denied having passed a stone or having had a renal
stone, were questioned and classified in a similar manner.

In all, 45 patients with renal calculi-17 men and 28
women-admitted to heavy consumption of analgesics.
There was a higher proportion of "heavy" consumers
of analgesics among the female patients with urinary
calculi than among the female controls-28 out of 103
compared with 29 out of 221-the difference being signifi-
cant at the 1 per cent. level. No such difference could be
found between the male stoneformers and controls. The
28 women with renal calculi who admitted heavy con-
sumption of analgesics were compared with the remaining
75 female stoneformers who denied such consumption,
in respect of history of peptic ulcer, prevalence of urinary
infection, prevalence of hypercalciuria, family history,
and blood urea nitrogen levels. There were significantly
more women with radiologically diagnosed peptic ulcer
among the group of heavy analgesic consumers (P< 0 *005
>0-02), and there was also an increased prevalence of
urinary infection (but this did not reach the 5 per cent.
level of significance).
The type of analgesic taken was known in 24 of the

28 women-in 22 cases it was a mixture containing aspirin,
phenacetin, and caffeine. It is suggested that, in some
patients who are habituated to analgesics, the calculi
result from calcification of necrotic renal papillae (all
28 women had radiological evidence of calcified material
in the urinary tract). D. E. Sharland

Pathogenesis of the Renal Lesion Associated with the
Abuse of Analgesics. KINCAID-SM1TH, P. (1967). Lancet,
1, 859. 5 figs, 12 refs.
Renal papillary necrosis is common in Australia and-

if diabetics are excluded-occurs almost entirely in
patients with a history of high intake of analgesic drugs
over a long period. Conversely, all patients with a history
of high analgesic intake and renal disease have been
shown at necropsy to have renal papillary necrosis. In
this paper from the Royal Melbourne Hospital, Victoria,
the author reports her findings in forty kidneys obtained
at necropsy, six nephrectomy specimens, and 25 needle
biopsy specimens from patients with a high intake of
analgesics. Most of the kidneys were much shrunken and
weighed 50-70 g. They all had an irregular external
surface, and their cut surface showed a variable number
of pale hypertropied areas in the cortex which contrasted
with dark atrophic areas that lay superficial to necrotic
papillae. Every kidney showed papillary necrosis, and in
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most cases almost every papilla was either absent or
frankly necrotic. The distal two-thirds of the papillae
were most often affected, but at times only the tip was
necrotic.

In the earliest stage the cortex was microscopically
normal. The outer medulla showed patchy tubular
damageand dilatation, together with the formation of casts
and increased interstitial tissue. At this time the papillae
often showed patchy necrosis of Henle's loops. When
papillary necrosis developed the overlying cortex initially
remained normal, but later cortical atrophy, with the
nonspecific features of "chronic interstitial nephritis",
occurred over these necrotic papillae. On the other hand,
the pale areas visible macroscopically corresponded to
hypertrophied nephrons in the columns of Bertin; apart
from their hypertrophy these nephrons were normal and
drained into the calyx via the proximal part of the papilla.
The author infers from the above findings that the
changes in the cortex .are secondary to those in the
papillae.
The actual mechanism by which papillary necrosis

is produced remains obscure, but the prominence of cast
formationand tubular dilatation suggests that precipitation
occurs at a particular site in the loop of Henle where the
urinary concentration of analgesic breakdown products
is high. The combination of tubular lesions and reaction
round interstitial casts might impair the blood supply via
the vasa vasorum sufficiently to cause the papillary
necrosis. This hypothesis could explain both acute and
chronic papillary necrosis and also the papillary necrosis
associated with gout and sulphonamides. H. Caplan

Pseudorheumatism of Antituberculous Chemotherapy.
Contribution to the Aetiopathogenic Study of Neuro-
trophic Rheumatism. (Le pseudorhumatisme de la
chimiotherapie antituberculeuse. Contribution 'a l'etude
etio-pathogenique du rhumatisme neurotrophique).
MARCHE, J., and CHATARD, P. (1967). Rev. Rhum.,
34, 16. Bibl.
In this paper from the Hopital Laennec, Paris, the

authors discuss some "rheumatic" manifestations of
antituberculous drug therapy; thirteen of their own cases
and eight from the literature are analysed. Of these 21
patients, twelve were men. The type and duration of
tuberculosis was unrelated to the occurrence of the
rheumatic complaint, and in fact two of the patients did
not have tuberculosis but developed this complication
while receiving chemotherapy as a result of a misdiag-
nosis. All had received isoniazid for one or more months,
and three had received no other antibiotic.
The rheumatism consisted of a shoulder-hand syn-

drome, often of sudden onset and causing much pain;
the condition was frequently bilateral. In nineteen
patients the shoulders were affected; the other two had
an acute Dupuytren's contracture only. In the shoulder
there was a remarkably uniform restriction of all move-
ment, suggesting capsulitis. In thirteen patients the hand
was affected, the type of involvement varying from an
acutely painful oedema to contractures of tendons; in

some cases an acutely'painful dystrophy of the whole
hand followed. Certain other features were commonly
associated rand could give warning of the rheumatic
complication; these included digestive disturbances and
weight loss (14), peripheral neuropathy with acroparasth-
esiae (7), a "polymyalgia rheumatica" syndrome (5),
depression (8), and severe encephalopathy (4).
The rheumatic condition healed in response to intensive

nicotinamide or B-complex vitamin treatment; isoniazid
was usually withdrawn. The authors discuss their findings
in detail, and attribute the rheumatic disease and its
associated features to deficiency of vitamin B, especially
nicotinamide. Allan St J. Dixon

Salicylate Damage to the Gastric Mucosal Barrier.
DAVENPORT (1967). New Engl. J. Med., 276, 1307.

Hyperglycaemic Action of Sodium Salicylate. GAITONDIE,
B. B., JOGLEKAR, S. N., and SHALIGRAM, S. V. (1967).
Brit. J. Pharmacol., 30, 554. 1 fig., 13 refs.

Impaired Platelet/Connective-tissue Reaction in Man
after Aspirin Ingestion. WEiss and ALEDORT (1967).
Lancet, 2, 495.

Effect of a Combination of Aspirin and Indomethacin on
Rheumatic Pains. (0ber die Wirkung der Kombination
von Acetylsalicylsdure mit Indomethacine bei rheu-
matischen Schmerzen.) GASPARDY, G., and BkLINT, G.
(1967). Z. Rheumaforsch., 26, 328. 13 refs.

Effect of a Combination of Indomethacin and Syncumar
(Acenocumarol) on the Prothrombin Content of Plasma.
(Wirkung der Kombination Indomethacin und Syncu-
mar (Acenocumarol) auf den Prothrombinspiegel im
Blutplasma.) GWSPkRDY, G., BALINT, G., and GAs-
PARDY, G., JR. (1967). Z. Rheumaforsch., 26, 332. 5 refs.

Five Years' Experience with Indomethacin. (Cinque anni
di esperienza con indometacin.) ROTHERMICH, N. 0.
(1967). Clin. ter., 41, 411. 14 figs, 2 refs.

Theoretical Basis for the Employment of "Antiprotease"
Substances in Rheumatoid Arthritis. (Basi teoriche
dell'impiego delle sostanze "antiproteasi" nella
malattia reumatoide.) GRIMALDI, M. G. (1967).
Reumatismo, 19, 114. Bibl.

Treatment of Rheumatoid Arthritis. (Operative Therapie
der primer chronischen Polyarthritis.) MOHING, W.
(1967). Munch. med. Wschr., 109, 1802. 10 figs.

Long-term Medical Treatment of Rheumatoid Arthritis.
(Zur medikament6sen Langzeittherapie der primer
chronischen Polyarthritis.) BOHM, C. (1967). Med.
Welt (Stuttg.), No. 35, p. 2047. 2 figs, 10 refs.
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