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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
Comparative Evaluation ofRheumatic Activity. A Study of

Relationship between Histlogic Changes and Sero-
logic Test Results in Cardiac Surgical Patients, SIEGEL,
R. S. and KERN, W. H. (1966). Calif. Med., 104, 184,
26 refs.
Over a 4i-year period 86 patients with rheumatic heart

disease have undergone cardiac surgery at the Hospital of
the Good Samaritan, Los Angeles, offering an oppor-
tunity for biopsy of the myocardium (atrium or ventricle).
This review relates the incidence of Aschoff bodies in the
myocardium with the antistreptolysin-O (ASO) titre or
the result of the test for C-reactive protein (CRP).
Of the seventeen cases in which Aschoff bodies were

present the ASO titre was raised in 79 per cent., whereas of
the remaining 69 without Aschoff bodies the titre was
raised in only 54 per cent This difference is not con-
sidered to be statistically significant No relationship was
found between the presence of Aschoff bodies and a
positive CRP test or between ASO titre and CRP level.

[No analysis of age or severity of myocardial or valve
lesion is made.] J. A. Cosh

Altitude and Rheumatic Fever in Colorado. MORTON, W. E.
(1966). Amer. J. Epidemiol., 83, 250. 19 refs.

Epidemiology of Rheumatic Fever in the Province of Udine.
(Epidemiologia della malattia reumatica nella pro-
vincia di Udine.) DE LUCA, G., and SPONZA, L. (1966).
Friuli med., 21, 63. 3 figs, bibl.

Study of the Incidence of Heart Disease and Rheumatic
Fever in School-Children in the Province ofNaples, 1962-
1964. (Inchiesta sulla diffusion delle cardiopatie e
della febbre reumatica fra la popolazione scolastica
della provincia di Napoli, esaminata nel corso del
triennio 1962-1964.) MATARESE, G., ORTOLANI, G.,
ROMANO, V., DE CORATO, R., RICCIARDELLI, C., and
TANCREDI, R. (1965). Ig. mod., 58, 864. 11 tables,
bible.

Dynamics of Laboratory Tests in Children with Rheumatic
Fever. KRATKOVA, E., and VRBOVA, K. (1966).
(as. L.6k. 6es., 105, 585. 13 tables, bible.

Current Approach to Rheumatic Fever Prophylaxis.
HARTMAN, J. M. (1966). W. Va med. J., 62, 217. 8 refs.

Rheumatic Fever: Summary of a Rheumatic Fever Work-
shop on Various Aspects of the Disease. FYLER, D. C.,
ADAMS, F. H., PAIT, C. F., and GRIFFITH, G. C. (1966).
Calif. Med., 105, 11. 3 refs.

Rheumatic Fever-An Evaluation of School Health Pro-
grams. MARIENFELD, C. (1966). Amer. J. publ. Hith,
56, 647. 4 figs, 9 refs.

Serum Proteins in Children treated with Prednisone for
Rheumatic Fever. WASIKOWA, R. (1966). Pediat. pol.,
41, 527. 7 figs, 21 refs.

Anxiety: Good or Bad? With Special Reference to Children
with Rheumatic Fever. BOVERMAN, H., and RIE, H. E.
(1966). Psychosomatics, 7, 158. 12 refs.

Acute Rheumatic Fever in Pregnancy. UELAND and MET-
CALFE (1966). Amer. J. Obstet. Gynec., 95, 586.

Progression of Rheumatic Carditis despite Corticosteroids.
McNICHOLL, B., and EGAN, B. (1966). J. Irish med.
Ass., 58, 201. 6 refs.

Frequency of Rheumatic Carditis and its Sequelae in post-
mortem Material [in Czech]. HAVLktEK, J., and PAz-
DERKA, V. (1966). (as. Lek ces., 105,414. 5 refs, bibl.

Rheumatic Heart Disease in New Caledonia. (La maladie
de Bouillaud en Nouvelle-Caledonie.) BORDES, F. P.,
and VAILLANT, A. (1966). Mid. trop., 215. 4 figs, 9
refs.

Clinical Manifestations of Rheumatic Mitral Disease in
Childhood. KUANG-YI, P., SHOU-PAO, N., and TZE-
CHING, C. (1966). Chin. med. J., 85, 252. 3 figs.
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certain circumstances the latter are incorporated in PP
formed by connective tissue leading to an "accelerated
cycle of synthesis, degradation, and re-utilization of
altered PP". Such a cycle could result in the pathological
changes associated with rheumatoid arthritis-possible
mechanisms are discussed-and once initiated the process
could be self-perpetuating, degradation products of PP
(half-life only a few days) being continuously available for
re-utilization by the cells. If this hypothesis is to be ten-
able other factors must operate as well, because everyone
is exposed repeatedly to bacterial components whereas
only a few develop rheumatoid arthritis. Altered patho-
genicity of these components is a possible explanation of
this anomaly, but seems unlikely because it would not
explain adequately the strict localization of the disease in
some early cases or failure to transfer the disease. It is
more likely that there is a "predisposition" of the con-
nective tissue cells perhaps genetically determined, and
that the process is evoked by external factors such as
infection, trauma, or ultraviolet light. The author stresses
that his article is a speculative one, and suggests experi-
mental studies designed to test his hypotheses. E. D. Sever

Effect of Penicillamine on Laboratory Parameters in
Rheumatoid Arthritis. JAFFE, I. A. (1965). Arthr. and
Rheum., 8, 1064.
This communication comes from the Flower and Fifth

Avenue Hospitals, New York. The D-isomer of penicil-
lamine was given in a daily dosage of 2 g. for 4-6 months
to 21 patients, and measurements were made weekly of the
titre of rheumatoid factor (RF), sedimentation rate (ESR),
and C-reactive protein (CRP). An improvement in one
or more of these parameters was found in most of the
patients at the time of discontinuing the drug. Un-
toward reactions encountered included gasiontestinal
disturbances, eosinophilia, neutrophil agranulocytosis
(two cases, fatal in one), skin lesions (macular erythema
and haemorrhagic bulla formation), transient albumin-
uria, and drug fever.
The author cites certain animal investigations which

indicate that penicillamine does influence the immune
response under certain experimental conditions. The
mechanism whereby the drug influences RF titre, ESR,
and CRP in rheumatoid arthritis, however, remains in
doubt. Possible mechanisms discussed include chelation,
depolymerization of macroglobulins, the donation of
sulphydril groups, and pyridoxine antagonism.
Three types of experiment were carried out to test this

last suggestion:
(1) Isoniazid, also a pyridoxine antagonist, was given

in a daily dose of 1200 mg. for 8 weeks to a patient who
had previously shown a fall in RF titre following penicil-
lamine;

(2) A patient was given two courses of penicillamine,
one year apart, the first course only being supplemented
by pyridoxine 100 mg. daily;

(3) The L-isomer of penicillamine (200 mg. daily) was
used. This configuration is most potent with respect to
antivitamin effect, and the relatively low dose required to
produce a degree of pyridoxine deficiency was used to
differentiate between vitamin inhibition and the other
properties of the drug.

Systemic Hypertension and Rheumatic Mitral Valve
Disease. DAVIES (1966). Brit. J. Dis. Chest, 60, 148.

Ineffectiveness of Penicillin in Acute Rheumatic Valvulitis.
(Ineficacia de la penicilina en la valvulitis reumatica
aguda.) VAISMAN, B. S., GUASCH, L. J., VIGNAU, L. A.,
CORREA, T. E., SCHUSTER, C. A., MORTIMER, E. A., and
RAMMELKAMP, C. H. (1965). Rev. Med. (Santiago), 93,
749. 16refs.

Chronic Rheumatic Valvular Heart Disease in Iceland.
OLAFSSON, O., and STEFANSSON, J. (1966). Acta med.
scand., 180,203. Bibl.

Endocarditis developing on a Previous Rheumatic Valvulitis.
(Les endocardites greffees sur une valvulite rhumatis-
male anterieure.) MARIE, J., and LEV9QuE, B. (1966).
Arch. mediterran. Med., 43, 157.

Difficulties of Diagnosis in Rheumatic Heart Disease:
Progressive Attacks of Thromboembolic Disease. (Les
diagnostics difficiles de la maladie de Bouillaud. Les
poussees evolutives de la maladie thrombo-embolique.)
RAYNAUD, R., and BROCHIER, M. (1966). Arch.
mediterran. Med., 43,137.

Clinical Value of the Antiglobulin Consumption Test in
Rheumatic Heart Disease. (Sulla validity clinica del
test di consumo dell'antiglobulina nelle cardiopatie di
origine reumatica.) TORSIGLIERI, W., and IORI, E.
(1966). Ateneo parmense, 37, 118. 12 refs.

Rheumatoid Arthritis
Idiopathic Pulmonary Haemosiderosis and Rheumatoid

Arthritis. SMITH, B. S. (1966). Brit. med. J., 1, 1403.
This report of a single case of a child with idiopathic

pulmonary haemosiderosis who subsequently developed
sero-positive, erosive rheumatoid arthritis, is interesting
inasmuch as it supports the long-established suspicion that
the lung condition is associated with a disturbance of auto-
immunity. The author reviews the literature briefly and
mentions the important experimental work of Dito and
Ognibene. M. Corbett

New Thoughts on the Pathogenesis ofRheumatoid Arthritis.
HAMERMAN, D. (1966). Amer. J. Med., 40, 1. 3 figs,
bibl.
The author (from the Albert Einstein College of

Medicine and the Bronx Municipal Hospital Centre, New
York) suggests that current absorption with the problems
of autoimmunity has led workers concerned with the
pathogenesis ofrheumatoid arthritis to concentrate on the
response of antibody-forming cells to the neglect of the
connective tissues. He attempts to redress the balance
and discusses first the structure and function of normal
connective tissue cells and their differentiation according
to the type and amount of protein polysaccharides (PP)
present in their matrix. The components-disaccharides
and oligosaccharides-of the PP of human connective
tissue resemble those resulting from the fragmentation of
bacterial cell walls or capsules and it may be that under
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ANNALS OF THE RHEUMATIC DISEASES

The lack of effect of isoniazid, the fall in RF titre
despite pyridoxine supplementation, and the failure of
L-penicillamine to influence RF, as found in these three
experiments, would, in the author's opinion, make
pyridoxine-antagonism an unlikely explanation for the
action of penicillamrine on RF in vivo. T. M. Chalmers

Acute Septic Arthritis complicating Chronic Rheumatoid
Arthritis. RIMOIN, D. L., and WENNBERG, J. E. (1966).
J. Amer. med. Ass., 196, 617. 11 refs.
The authors of this paper from the Johns Hopkins

Hospital, Baltimore, describe five patients with chronic
rheumatoid arthritis who developed acute suppurative
arthritis; all had had the primary disease for more than
8 years and all were over 50 years of age. Three of the
five died but one of these had a concomitant subarach-
noid haemorrhage. The responsible organism was the
Staphylococcus aureus in all cases (as it was in 23 out of 32
cases previously reported in the literature) and more than
one joint was always involved. The authors stress the
importance of early diagnosis and prompt treatment and
suggest that this complication should be considered in
any acute exacerbation of rheumatoid arthritis if there is
a sudden deterioration in health with leucocytosis and
fever, especially if the latter is associated with rigors.

E. D. Sever

Folicacid Deficiency in Rheumatoid Arthritis: Relation of
Levels of Serum Folic-acid Activity to Treatment with
Pbenylbutazone. DELLER, D. J., URBAN, E., IBBOTSON,
R. N., HORWOOD, J., MILAZZO, S., and ROBSON, H. N.
(1966). Brit. med. J., 1, 765. 3 figs, 13 refs.
Although megaloblastic anaemia is relatively uncom-

mon in patients with rheumatoid arthritis, it has been
reported that biochemical evidence of folic acid deficiency
can be found in the majority of cases. Since megalo-
blastic anaemia has been stated to follow the administra-
tion of phenylbutazone the authors of this paper from the
Queen Elizabeth Hospital, Adelaide, South Australia,
have studied the effect of this drug on folic acid metabol-
ism in patients with rheumatoid arthritis and other
rheumatic disorders.

Levels of serum folic acid (SFA) activity were estimated
by the Lactobacillus case method of Herbert in two
groups of patients, the first consisting of fifty patients
(including 21 with rheumatoid arthritis) who had been
receiving phenylbutazone or oxyphenbutazone for at least
3 months, and the second of thirty patients (including
twenty with rheumatoid arthritis) who had not received
these drugs for at least a year. A control group consisted
of sixty normal subjects.

In the controls the mean SFA level was 7 * 5 mug. per
ml. (range 2- 3 to 18-6). Of the 42 patients with rheu-
matoid arthritis, thirteen (32 per cent.) had SFA levels of
2-0 mug. per ml. or less, there being no statistically
significant difference in this respect between those receiv-
ing phenylbutazone and those not so treated. As a
group, the patients with rheumatoid arthritis had sig-
nificantly lower SFA levels than did the control subjects.
In the patients with rheumatic conditions other than
rheumatoid arthritis the levels were similar to those of the
controls and were not affected by phenylbutazone therapy.

Analysis of clinical data showed no relationship between
reduced SFA level and duration or severity of rheumatoid
arthritis, treatment with salicylates or corticosteroids, or
dietary history. The serum vitamin-B12 level was within
the normal range in every patient studied. A reduced
SFA level was not necessarily accompanied by macrocy-
tosis or anaemia.
The authors consider that it is unlikely that phenyl-

butazone causes a disturbance in folic acid metabolism.
The reason for the folic acid deficiency in one-third of
the cases of rheumatoid arthritis studied is regarded as
uncertain; there was no evidence of a dietetic cause, and
the role of increased utilization of folic acid remains
speculative at present. It seems unlikely that folic acid
deficiency is an important factor in the pathogenesis of
the anaemia of rheumatoid arthritis, and there is no
experimental or clinical evidence to suggest that dis-
turbance of folic acid metabolism "has a more funda-
mental significance in the pathogenesis of the rheumatoid
process itself". Harry Coke

Home Care Program in the Management of Rheumatoid
Arthritis. COHEN, B. S., BAUM, J., LoGGINs, B., and
TERRY, E. (1966). J. chron. Dis., 19, 631. 5 refs.

Rheumatoid Arthritis: Modern Views on Pathogenesis,
Bio-humornl Diagnosis, and Corticosteroid Therapy in
The Light ofPersonal Experience. (Artrite reumatoide:
le moderne vedute patogenetiche, di diagnostic bio-
umorale e di terapia cortico-steroidea al lume della
personae casistica.) MASCIO, G. (1966). Settim. med.,
54,163. 6 figs, bibl.

Sex, Age at Onset, Incidence, and Site of First Joint In-
volvement in 500 Cases of Rheumatoid Arthritis. (Il
sesso, 1'eti d'inizio, l'incidenza e la comparsa della
prima localizzazione articolare in 500 casi di malattia
reumatoide.) LUCHERINI., T., and BURATTI, L. (1966).
Reumatismo, 18, 1. 5 figs, bible.

Chemical and Therapeutic Aspects ofRheumatoid Arthritis.
(Aspects cliniques et th6rapeutiques de l'arthrite
rhumatoide.) FRANMON, J. (1966). Rev. med. Suisse
rom., 86,307.

Complicated Rheumatoid Diseases. HART, F. DUDLEY
(1966). Brit. med. J., 2, 131.

What is Rheumatoid Arthritis? H. Chronic Lupoid Poly-
arthritis. (Qu'est-ce que la polyarthrite chronique evo-
lutive? II. La polyarthrite chronique lupique). DEL-
BARRE, F., CHOURAKI, L., and GUIRAUDON, C. (1966).
Presse m&d., 74, 1711. 6 figs, 12 refs.

Pneumococcal Arthritis complicating Rheumatoid Ar-
thritis. DYER, H. R., and GuM, 0. B. (1966). Sth. med.
J. (Bgham, Ala.), 59, 537. 4 refs.

Rheumatoid Lung Disease with Report of a Case. BASTEN
et al., (1966). Aust. Ann. Med., 15, 175.

The Rheumatoid Lung. (Le poumon rhumatoide.)
RENAULT, P. (1966). Poumon, 22, 279. 4 figs, 5 refs.

68

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.26.1.66 on 1 January 1967. D
ow

nloaded from
 

http://ard.bmj.com/


H6pital Cochin, Paris, reports the cases of twelve children
(8 girls, 4 boys) suffering from rheumatoid arthritis, in
some cases accompanied by lymphadenopathy (Still's
syndrome), in whom growth was seriously interrupted or
arrested as a result of prolonged corticosteroid therapy.
In most cases the steroid used was prednisone, but several
of the other steroids were given at different times, though
usually only for short periods. The patients' ages at the
onset of their illness ranged from 14 months to 9 years
and in nearly all cases steroid therapy was started within
6 months and was continued for periods varying from 11
to 12 years. In only two cases could the treatment be
withdrawn without causing recrudescence of the arthritis.
A review of these patients showed that only two of them
had achieved normal growth, the growth deficit in the
others ranging from 8 to 23 per cent., and a number of
them being virtually dwarfs. In terms of prednisone, the
disage ranged from 1 to 2 mg./kg. body weight per day at
the start of treatment to 0-2 to 0 5 mg./kg. per day sub-
sequently.
The mode of action of the corticosteroids in arresting

normal growth and the effects of various antagonists are
discussed. It was noted that in some cases growth was less
seriously affected if steroid therapy could be stopped for 2
or 3 days each week, and this, it is suggested, might be
made possible by the inclusion of other anti-inflammatory
agents in the treatment. A. D. Duff

Ocular Manifestations of Still's Disease. (Manifestations
oculaires de la maladie de Still). HAur, J. (1965).
Gaz. mnd. Fr., 72, 633. 52 refs.

Growth Disturbance of the Mandible in Juvenile Rheu-
matoid Arthritis. SAIRANEN, E., and HELMINEN-
PAKKALA, E. (1966). Acta radiol. ther. Phys. Biol., 4,
86.

Pulmonary Osteo-arthropathy. Juvenile and Incomplete
Forms. (Pulmonaire osteoarthropathie, juveniele vorm
en incomplete vormen). GAST, L. F. (1965). J. belge
Med. phys. Rhum., 20, 215. 9 figs.

Follow-up Studies of Adolescent Girls with Rheumatoid
Arthritis. [In Polish]. REICHER, E., RAJPERT, D., and
KOWALCZEWSKA, D. (1966). Pol. Arch. Med. wewnet,
36,513. 4figs.

Serological Findings in Juvenile Rheumatoid Arthritis.
(Serologiske funn ved juvenil rhematoid arthritis.)
KASS. E. (1966). Nord. Med., 76, 825. Bibl.

Osteo-Arthritis
Acute Calcific Synovitis of the Knee. MANN, T. S.

(1966). J. Bone Jt Surg., 48-B, 56. 5 figs, 16 refs.
An account is given of five elderly patients presenting

with acute painful effusions into one or both knee joints.
Radiography showed calcification of the menisci in all and
articular cartilage in three. All showed evidence of carti-
lage calcification in other joints as well, especially the
wrist. The calcium content of the synovial fluid was
estimated in three of the patients in the acute stage and

Pleuro-pulmonary Manifestations of Rheumatoid Arthritis.
(Les manifestations pleuro-pulmonaires de l'arthrite
rhumatoide.) LUSTMAN, F., and DEMOL, H. (1966).
Acta clin. beig., 21, 99. 6 figs, bible.

Unusual Cardiac, Pulmonary, and Meningeal Involvement
in Rheumatoid Arthritis. CONTIN and OKA (1966).
Dis. Chest., 49, 552.

Vascular Reactivity in Rheumatoid Arthritis. BRANEMARK,
P.-l., LAINE, V., and VAINIO, K. (1966). Acta rheum.
scand., 12, 35. 4 figs, bible.

Constrictive Pericarditis in Rheumatoid Arthritis. NAm,
D. V. (1966). J. Ass. Physcns India, 14, 373. 5 figs, bible.

Sarcoidosis and Rheumatoid Arthritis. THOMPSON, W. R.,
and FERENZI, W. (1966). Illinois med. J., 129, 239. 4
figs, 12 refs.

Laryngeal Obstruction due to Cricoarytenoid Arthritis.
PHELPS (1966). Anesthesiology, 27, 518.

(Anarthritic) Rheumatoid Pancarditis with Terminal
Acute Hemorrhagic Gastroenteropathy. LEGIER, J. F.
(1966). Arch. intern. Med., 117, 480.

Aspects of Dorsolumbar Disk Lesions in Rheumatoid
Arthritis. (Aspects de discospondylites dorso-lom-
baires au cours de la polyarthrite chronique rhumatis-
male.) VIGNON, G., MAITREPIERRE, J., DURANT, J.,
BOCHU, M., and COMTE, J.-P. (1966). Rev. lyon.
Mid., 15, 605. 2 figs, 15 refs.

Lymphography in Rheumatoid Arthritis. (La lympho-
graphie dans la polyarthrite rhumatoide.) MICHOTTE,
L. J., and BOGAERT, P. VAN (1966). Rev. Rhum., 33,
100. 4 figs, 25 refs.

Scintillation Scanning in Rheumatoid Arthritis. WEISS,
T. E., MAXFIELD, W. S., MURISON, P. J., and HIDALGO,
J. U. (1966). Sth. med. J. (Bgham, Ala.), 59, 484. 4
figs, 2 refs.

Rheumatoid Arthritis as an Anti-atheromatous Condition.
[In Polish]. BERNACKA, K., BOGDANIKOWA, B., and
PIETRUSKA, Z. (1966). Pol. Tyg. lek., 21, 782. 2 figs,
18 refs.

Clinical and Pathological Contribution to the Study of
Caplan's Syndrome. (Contributo anatomo-clinico allo
studio della sindrome di Caplan.) CARCASSI, A.,
MARCOLONGO, R., BIANCO, G., and BRAvi, A. (1966).
Reumatismo, 18, 31. 12 figs, bibl.

Still's Disease
Growth and Corticotherapy: Study of twelve Children with
Rheumatoid Arthritis given Prolonged Corticotherapy.
(Croissance et corticotherapie: Etude de 12 observations
de corticotherapie continue chez des enfants atteints de
rhumatisme inflammatoire chronique). JOB, J. C.,
CANLORBE, P., MOULIAS, R., LABROUSSE, C., DELBARRE,
F., and RoSSIER, A. (1966). Ann. Pediat., 42, 376. 4
figs, bible.
This paper from the H6pital St.-Vincent de Paul and the
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found to be elevated although there was no evidence of a
generalised disorder of calcium metabolism. The author
attributes the pathogenesis of the lesion in older subjects
to dystrophic calcification in degenerate cartilage, with
subsequent release of mineral into the joint cavity where it
is taken up by the synovium to induce a crystal-synovitis.
Acute symptoms were relieved in all by aspiration of the
effusion. A. Garner

Sex Hormones, Bone Changes, and Osteo-arthritis in
DBA/2JN Mice. SOKOLOFF, L., VARNEY, D. A., and
ScoTT, J. F. (1965). Arthr. and Rheum., 8, 1027.
This report commences by confirming that degenerative

joint lesions occur more frequently and severely in intact
male than female mice of certain strains, and proceeds to
examine several possible mechanisms by which this
effect may be produced. Six groups of DBA/2JN mice
were studied; normal males and females, castrated males
and females and similar castrated groups implanted with
diethylstilbesterol and testosterone propionate res-
pectively. Oichidectomy reduced the occurrence of
degenerative changes in the males but testosterone failed
to produce an increase of degenerative changes in the
castrated females. Body length and femur length were
increased in castrates of both sexes. No relationship
existed between the joint disease and the mineral content
of the bone. F. N. Ghadially

Glucose Tolerance Curve in Osteo-arthritis. (Curva de
tolerancia a la glucosa en las artrosis.) ROIG ESCOFET,
D., and RoTis QUEROL, J. (1966). Med. clin. (Bar-
celona), 46, 153. 7 refs.

Familial Precocious Polyarticular Osteo-arthrosis of
Chondrodysplastic Type. BROWN, A. R., and ROSE, B. S.
(1966). N.Z. med. J., 65, 449. 16 figs, 21 refs.

Familial Hypertrophic Osteo-arthropathy (pachydermo-
periostosis) with Eunuchoidism. CAUGHEY, D. E.
(1966). N.Z. med. J., 65,528.

Otto Pelvis associated with Familial Degenerative Arth-
rosis of the Hip Joint. SImMONs and GIBSON (1966).
Canad. J. Surg., 9, 268.

Comparison of the Results of Voss's Operation and
Intertrochanteric Osteotomy in Osteo-arthritis of the
Hip. (Vergleich der Resultate de Vosschen Operation
und der intertrochanteren Osteotomie bei Coxarthrose.)
SCHMIED, P. (1966). Schweiz. med. Wschr., 96, 1374.
6 figs, bibl.

Intertrochanteric Osteotomy in Osteo-Arthritis of the Hip.
PHILLIPS, R. S. (1966). Scot. med. J., 11, 323. 3 figs, 18
refs.

Brucella Arthritis of the Hip. (Coxites militococciques.)
SERRE, H., SIMON, L., and JANBON, C. (1966). Rev.
Rhum., 33,105. 10 figs, bibl.

Patella as a Primary or Secondary Factor in Arthritis of
the Knee-Joint. (La r6tula. Factor primitive o secun-
dario en las gonartrias.) CABOT, J. (1965). Rev. esp.
Reum., 11, 168. 12 figs, 13 refs.

Vertebral Artery Insufficiency Secondary to Trauma and
Osteo-arthritis of the Cervical Spine. KEGGI, K. J.,
GRANGER, D. P., and SOUrHWICK, W. 0. (1966).
Yale J. Biol. Med., 38, 471. 4 figs, bibl.

Body Weight and Osteo-arthritis of the Spine. (Peso
corporal e espondilartrose.) NAVA, P., and SEDA, H.
(1966). Brasil-mMd., 80, 155. 2 figs, 4 refs.

Erosive Osteo-arthritis of the Hands. PETER, J. B.,
PEARSON, C. M., and MARMOR, L. (1966). Arthr. and
Rheum., 9, 365. 6 figs, 22 refs.

Clubbing of the Fingers and Hypertrophic Osteo-arthro-
pathy in Pregnancy. CULLEN and MASKERY (1966).
Lancet, 2,473.

Spondylitis
Takayasu's Arteritis and Ankylosing Spondylitis. PALO-

HEIMO, J. A., JULKUNEN, H., SILTANEN, P., and KAJAN-
DER, A. (1966). Acta med. scand., 179, 77. 2 figs, refs.
Four patients (3 female and 1 male) from a total of 26

patients suffering from Takayasu's arteritis were found
to have ankylosing spondylitis. The one male had had
symptoms of spondylitis for 3 years before the signs of
arteritis were apparent, but none of the women had any
back symptoms; all, however, had general malaise and a
raised erythrocyte sedimentation rate as well as signs of
arterial obstruction. The authors consider that the con-
comitant presence of two such rare diseases in the same
patients cannot be a coincidence. B. M. Ansell

Reiter's Disease and Ankylosing Spondylitis. [In English].
GOOD, A. E. (1965). Acta rheum. scand., 11, 305.
5 figs, 28 refs.
There is often x-ray evidence of sacro-iliitis in cases of

Reiter's disease, but it is not yet clear how often anky-
losing spondylitis develops. In this report from the
University of Michigan Medical Center, Ann Arbor,
forty of 47 patients with Reiter's disease (each of whom
had the triad of urethritis, peripheral arthritis, and either
iritis or conjunctivitis) suffered from spinal or sacro-iliac
pain in the first attack. Radiographs of the spinal and
sacro-iliac joints were available for examination in the
case of 35 of the 47 patients 2 years or more after the
onset. In ten patients the appearance was normal, in five
there were minimal abnormalities (unilateral haziness of
the joint space or patchy juxta-articular sclerosis in three;
bilateral haziness or irregular joint spaces in two) and in
twenty there were definite abnormalities. Definite bi-
lateral sacro-iliitis was not established within 2 years of
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the initial attack, while definite spinal changes (defined as
four or more syndesmophytes) were not detected within 7
years; after this time these spinal changes progressed and
there was evidence of bridging and ankylosis of nearly all
the apophysial joints. Ankylosing spondylitis was diag-
nosed in twelve of the 35 patients who had been followed
up for at least 2 years. The twenty patients with definite
sacro-iliitis differed significantly from the fifteen without
only in the longer mean length of history (15-8 years as
against 10-1) and not in mucocutaneous involvement,
initial acute back pain, or diarrhoea. No patient deve-
loped permanent or progressive involvement of the hips,
and none of the nineteen tested showed rheumatoid serum
factor. J. H. Baron

Radiological Appearance of the Calcaneus in Rheumatoid
Arthritis and Ankylosing Spondylitis. [In English].
ENNEVAARA, K., KAJANDER, A., SILLANPXA, and LAINE,
V. (1965). Acta rheum. scand., 11, 299. 10 refs.
Radiological changes in the calcaneus have been

reported to occur both in rheumatoid arthritis and anky-
losing spondylitis, but no comparative study of the changes
in these two diseases has been published. At the Rheuma-
tism Foundation Hospital, Heinola, Finland, the authors
studied lateral radiographs of the calcaneus of both feet
of 100 patients (2 female) with ankylosing spondylitis
diagnosed according to strict criteria (which are specified)
and of 138 patients (72 female) with "classical" rheumatoid
arthritis (American Rheumatism Association criteria)
without clinical involvement of the spine. The following
abnormalities were looked for and their severity graded
(0 to 4); osteoporosis, erosions, periosteal reaction,
Achilles spur, and plantar spur.
Some degree of erosive or hypertrophic change was

commonly seen in the dorsal and plantar aspects of the
heel in both groups of patients, but severe changes were
rare. There was no characteristic abnormality in patients
with spondylitis, though a very few had large plantar
spurs. The distribution of the changes indicated a general
similarity between the spondylitics and the female rheu-
matoid patients, but the male rheumatoid had fewer nor-
mal heels and more erosive and periosteal changes than
the spondylitics. Although the data are not given in this
report, it is stated by the authors that factors of age and
duration of disease did not account for these differences.

K. C. Robinson

Upper Lobe Fibrosis associated with Ankylosing Spondyli-
tiS. CAMPBELL, A. H., and MAcDONALD, C. B. (1965).
Brit. J. Dis. Chest., 59, 90.
Six patients with ankylosing spondylitis who developed

a progressive fibrocystic condition of the upper parts of
the lungs are reported. The onset of the spondylitis
preceded detection ofradiological evidence ofchest disease
by an average of 14 years. The evolution of the chest
lesions was similar in all. Initially, well-defined spotty and
linear opacities appeared in the upper halves of each lung
followed by displacement of the hilar vessels toward the
apices indicating contraction of the lung substance. The
opacities increased in number and size and cystic spaces
then appeared. At the time of appearance of the cysts or
soon after, a productive cough developed or increased

and was associated with recurrent haemoptyses in all but
one case. In two patients and probably in a third, a lesion
resembling an aspergilloma developed in a cyst. One
patient with poor respiratory reserve and repeated haem-
optyses died from broncho-pneumonia.
The pathological features of the condition were exa-

mined in two cases:
(1) A patchy chronic pneumonia with round cell in-

filtiation and commencing fibrosis was found.
(2) The right upper lobe was found on resection to be

fibrotic, containing cysts of dilated bronchial elements and
some thin-walled bullae.
Apart from the recovery of aspergilli in one patient,

pathogenic organisms were not recovered and no specific
cause of the chest condition was discovered in any of the
cases.
The authors discuss the differential diagnosis of the

pulmonary fibrosis, which includes recurrent acute in-
fection, pulmonary tuberculosis, fungus disease, irradia-
tion fibrosis, sarcoidosis, syphilis, pneumoconiosis, and
rheumatoid disease. All these conditions were considered
highly unlikely and it was thought that the pathological
process was probably akin to that which affects the aorta
and aortic valves in a small proportion of patients with
ankylosing spondylitis. D. A. Pitkeathly

Ankylosing Spondylitis. WRIGHT, V. (1966). Proc. roy.
Soc. Med., 59, 451. Bibl.

Lessons Learnt in a 29-year Study of Ankylosing Spondy-
litis. HART, F. DUDLEY (1966). Proc. roy. Soc. Med.,
59, 456. Bib].

Differential Diagnosis ofAnkylosing Spondylitis. SHARP, J.
(1966). Proc. roy. Soc. Med., 59,453. 7 refs.

Ankylosing Spondylitis in Two Pairs of Homozygous
Twins. (Spondylarthrite ankylosante chez deux paires
dejumeaux homozygotes.) KUTHAN, F., and NAVRATIL,
J. (1966). Rev. Rhum., 33, 211. 4 figs, 9 refs.

Drug Treatment of Ankylosing Spondylitis. (Zur medika-
mentosen Therapie der Spondylitis ankylopoietica.)
POHL, W. (1966). Med. Kin., 61, 921. 12 refs.

Heart Block in Ankylosing Spondylitis. WEED, C. L.,
KULANDER, B. G., MAZZARELLA, J. A., and DECKER,
J. L. (1966). Arch. intern. Med., 117, 800. 4 figs, 19 refs.

Lesions of the Crest of Vertebral Bodies in Ankylosing
Spondylitis. (Le lesioni dello spigolo dei corpi vertebrali
nella spondilite anchilosante.) MUSSA, L. (1966).
Minerva med., 57, 3032. 8 figs, bibl.

Ankylosing Spondylitis without Radiological Signs.
(Spondylarthrite ankylosante sans signes radiologiques.)
ROSENFELD et al. (1966). Rev. Rhum., 33, 353.

Bechterew's Disease. (Die sog. Spondylitis anterior,
Discitis und Spondylodiscitis bei Morbus Bechterew.)
DIHLMANN (1966). Fortschr. Rontgenstr., 104, 699.
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Inflammatory Arthritides
Articular Complications of Ulcerative Colitis. WIGHTr,

V., and WATKiNSON, G. (1966). Amer. J. Proctol., 17,
107. 7figs, 24refs.
This study from the University Department of Medicine,

Leeds, of the articular complications of ulcerative colitis is
an extension of work previously reported by the same
authors (Medicine (Baltimore), 1959, 38, 243; Abstr. WId
Med., 1960,27,468). In the present study 269 unselected
patients with ulcerative colitis attending medical and sur-
gical follow-up clinics in Leeds were seen and examined
on the same day by each author, one of whom concerned
himself with the colitis, the other with any rheumatic
complaints. The ulcerative colitis was assessed clinically
and by barium-enema x-ray examination and sigmoidos-
copy, and the presence of any rheumatic complaints was
determined from the clinical history and examination; in
addition, radiographs were taken of the sacro-iliac joints
and lumbar spine of 234 of the patients (99 male, 135
female) and compared with films from a control series of
234 patientswithout ulcerative colitis, matched for age and
sex.

Altogether 31 patients (115 per cent. of the whole
series) had a specific arthritis which was clinically, radio-
logically, and serologically distinct from rheumatoid
arthritis. This "colitic arthritis" had the following charac-
teristics: it affected men and women equally; its onset
(usually between 25 and 44 years of age) was acute, often
affecting one large joint in a lower limb initially and other
joints subsequently; the initial attack usually subsided
within 6 weeks without clinical or radiological sequelae
and was often followed by further similar attacks; and it
was usually accompanied by constitutional disturbance.
The initial attack of arthritis never preceded the onset of
ulcerative colitis and could occur at any time during the
course of colitis. Arthritis was most common (17 per cent.)
in patients with the chronic intermittent or continous type
of ulcerative colitis. Recurrent attacks of arthritis were
most frequent with long-standing colitis, and exacerba-
tions of arthritis tended to accompany increased activity
of the colitis. Arthritis was also common in the presence
of extensive involvement of the colon, local complica-
tions, and other systemiccomplications of ulcerativecolitis.
Corticosteroids were effective in producing remission of
the arthritis, and in none of 151 patients treated by colec-
tomy did arthritis develop or recur after operation.

X-ray evidence ofsignificant sacro-iliitis was found in 42
(18 per cent.) of the 234 patients so investigated, compared
with 4-7 per cent. of the controls. Sacro-iliitis was present
in 28-2 per cent. of patients with low back pain and in only
12-8 per cent. of those without this symptom; it was also
more frequent in the presence ofskin complications and of
coliticarthritis (womenonly). Noothersignificant associa-
tion of sacro-iliitis with local or systemic complications of
ulcerative colitis or with the duration or the extent of the
colitis was found. Ankylosing spondylitis was diagnosed
clinically in nine of these patientsand in six others onreview
of the clinical findings after radiological changes had been
discovered; thus out of 234 patients fully examined,
fifteen (7 male, 8 female) were affected by ankylosing
spondylitis, an incidence of 6-4 per cent. In addition four
(male) patients with ulcerative colitis and ankylosing

spondylitis were referred specially to the authors and were
not included in the over-all survey. Taking these nineteen
patients together, onset ofankylosing spondylitis occurred
2 to 13 years before the initial attack of ulcerative colitis in
five patients and 2J to 8 years after the onset of colitis in
seven, while in the remaining sevenpatients the two diseases
began together. Although in the whole group only slightly
more men than women were affected, florid radiological
changes (intervertebral bridging with fusion of the sacro-
iliac joints) were more frequent in men. The remaining 27
patients with radiological evidence of sacro-iliitis had no
clinical evidence of ankylosing spondylitis. The authors
state that the incidence of ankylosing spondylitis was
unrelated to the duration or extent of the colitis or to the
presence of perianal disease or oral ulceration, but was
commoner in patients with pseudopolyposis, uveitis, skin
lesions, and arthritis. F. C. Edwards

Arthritis, Iridocyclitis, and Ulcerative Colitis. THORPE, G.
J. (1966). Brit. J. clin. Pract., 20, 205. 2 figs, 7 refs.
The report of a child aged 7 years who developed a

swelling of the left knee. This recurred at the age of 21
years, and 3 years later she showed chronic iritis of the
left eye. Right iritis followed and the inflammation of
both eyes persisted and progressed. Soon afterwards
ulcerative colitis occurred. This triad of clinical mani-
festations is discussed. A. G. Cross

Pattern of Uveitis in Children. PERKINs, E. S. (1966).
Brit. J. Ophthal., 50, 169. 1 fig., 19 refs.
The description of 150 cases of uveitis in children, which

are divided into affections of the anterior uvea, the pos-
terior uvea, and the whole uveal tract. They are further
divided into acute and chronic types of inflammation.
Chronic anterior uveitis may be associated with juvenile
rheumatoid arthritis, but frequently no rheumatism is
reported. Toxoplasmosis causing focal posterior uveitis
accounted for 20 per cent. of all the cases and appeared to
beacongenital infection. Toxocara caniscaused 10percent.
ofall cases.

Uveitis is less common in children than in adults and is
often chronic in type. A. G. Cross

Relation between Non-granulomatous Uveitis and Arthritis.
METRE, T. E. VAN, BROWN, W. H., KNOX, D. L., and
MAUMENEE, A. E. (1965). J. Allergy, 36, 158. 1 fig., 43
refs.
Arthritis occurred in 30 per cent. of 67 patients with

non-granulomatous uveitis (9 males, 11 females), but was
noted in only 3 per cent. of 277 patients with other uveal
tract disease. The arthritis has distinctive features, being
usually asymmetrical, non-ankylosing, peripheral poly-
arthritis, involving the lower extremities more frequently
than the upper ones. Ankylosing spondylitis was present
in almost all the male but in none of the female patients.
The rheumatoid factor was not present in the sera of
affected patients. P. Henkind

72

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.26.1.66 on 1 January 1967. D
ow

nloaded from
 

http://ard.bmj.com/


Septic Arthritis of the Hip in Adults BULMER, J. H. (1966).
J. Bone Jt Surg., 48-B, 289.

Arthritis of Familial Mediterranean Fever (FMF). HELLER,
H., GAFNI, J., MICHAELI, D., SHAHIN, N., SOHAR, E.,
EHRLICH, G., KARTEN, I., and SOKOLOFF, L. (1966).
Arthr. and Rheum., 9, 1. 9 figs, 20 refs.

Acute Inflammatory Atlanto-axial Dislocation. (La
dislocation atlantoide-axoidienne inflammatoire.)
KERCKHOVE, H. VAN, GYSEL, T. VAN, and COUTELLIER,
P. (1965). J. beige Med. phys. Rhum., 20, 185. 2 figs,
bibl.

Rhizomelic Pseudopolyarthritis. (La pseudo-polyarthrite
rhizomelique.) ROESER, M. J. (1966). Bull. Soc. Med.
Paris, 169, 8. Bib].

Gout
Use of Allopurinol for Prevention and Control of Hyperuri-

cemia in Patients with Neoplastic Disease. DECONTI, R.
C., and CALABRESI, P. (1966). New Engl. J. Med., 274,
481. 3 figs, 19 refs.
Hyperuricaemia and urolithiasis may complicate

myeloproliferative and neoplastic disorders, particularly
when they are treated with antimetabolite drugs. Allo-
purinol (4-hydroxypyrazolo- (3,4-d) pyrimidine; HPP)
has been shown experimentally to inhibit uric acid syn-
thesis and thus should be useful in controlling these com-
plications. The authors have studied the effect ofHPP in a
dosage ranging from 200 to 800 mg. daily on the serum uric
acid level in 33 patients with myeloproliferative disease,
sarcoma, or carcinoma at Yale-New Haven Hospital, New
Haven, Connecticut.
Of these, there were nine patients with myeloprolifera-

tive disease, ofwhomseven received no antitumour therapy,
and in all nine HPP produced a fall in serum uric acid level.
HPP given 12 to 48 hours before antitumour therapy also
produced a fall in serum uric acid level in 24 patients with
various malignant processes treated with antimetabolite
drugs, prednisone, or irradiation. HPP was well tolerated
by most of the patients and there were no toxic effects.
However, caution is needed if 6-mercaptopurine is given as
well in case the myelosuppressive action of this drug is
enhanced, and patients with a history of frequent attacks
of gout should be given anti-inflammatory drugs prophy-
lactically or podagra may be precipitated by rapid fluctua-
tions in serum uric acid level.
The authors conclude that HPP is effective in preventing

hyperuricaemia associated with antitumour therapy, but as
accurate information on the frequency and significance of
hyperuricaemia after such treatment is not available the
therapeutic role of this substance requires further assess-
ment. C. F. MacCarthy

Allopurinol in the Treatment of Gout. RUNDLES, R. W.,
METZ, E. N., and SILBERMAN, H. R. (1966). Ann.
intern. Med., 64, 229. 13 figs, 46 refs.
In this paper the authors review 2 years of experience in

the use of allopurinol, a xanthine oxidase inhibitor, in the
management of gout at Duke Hospital, Durham, North

Possible Viral Origin of the Oculo-Urethro-Synovial
Syndrome. (Sur l'origine virale possible du syndrome
oculo-urethro-synovial.) AMOR, B., COSTE, F., and
DELBARRE, F. (1965). Presse med., 73, 1825. 15 figs, 18
refs.
The presence of cullular inclusions, obviously found in

urethral smears and in synovial fluid, postulates a viral
origin of the syndrome but this suspected aetiology has not
yet been proved. S. Vallon

Affection of the Sacro-Iliac Joints in the Fiessinger-Leroy-
Reiter Syndrome. (L'atteinte des articulations sacro-
iliaques au cours du syndrome de Fiessinger-Leroy-
Reiter.) OUGIER, J., DURIEZ, R., PAGE, G., and LAPEYRE,
Y. (1965). Sem. HOp. Paris,41,587. I ref. (indicating 81
refs).
The Fiessinger-Leroy-Reiter syndrome is well-known

but its relationship with ankylosing spondylarthritis is less
well-defined.
The analysis of two groups of 88 observations of the

oculo-urethro-synovial syndrome demonstrates the pre-
cocity and frequency of sacro-iliac involvement (16 cases),
with in three cases, a development toward ankylosing
spondylarthritis.
The following aspects are given particular attention: the

relationship between the sacro-iliac involvement and the
clinical form of the syndrome, the influence of the initial
treatment in the development towards sacro-iliac involve-
ment, the nosology and therapeutics of these affections.

Previous studies are analysed and compared with the
authors' observations. (Authors' Abstract)

Reiter's Syndrome treated with Folic Acid Antagonists.
MULLINS etal. (1966). Arch. Derm., 94,335.

Reiter's Syndrome in a 13-year-old Boy. HERMAN, M.
(1966). Wis. med.J., 65, 195. 7refs.

Pathogenesis of Reiter's Disease. Experimental Study in
Rats. (Pathogenie de la maladie de Fiessing-Leroy-
Reiter (F.L.R.). Etude experimentale sur des rats.)
KATSIMANTIS, D. M. (1966). Rev. Rhum., 33, 118. 6 figs,
bibl.

Gonococcal Arthritis in the Newborn. GLASER, S., BOXER-
BAUM, B., and KENNELL, J. H. (1966). Amer. J. Dis.
Child., 112,185. Bibl.

Gonococcal Arthritis in Pregnancy. TAYLOR et al. (1966).
Obstet. and Gynec., 27 776.

Whipple's Disease with Clinical Remission induced by
Ampicillin. Cox and McNULTY (1966). Proc. roy.
Soc. Med., 59, 570.

Albumin Metabolism in Patients with Whipple's Disease
LASTER et al. (1966). J. cdin. Invest., 45, 637.
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Carolina. In this period 46 patients (40 male and 6 female)
aged from 17 to 33 years who had suffered from gout for
18 months to 29 years (range 11 5 years) have been treated.
Of these, eight were classed as having mild, eight moderate,
and thirty severe disease. The dosage of allopurinol varied
from 200 to 1,000 mg. in individual patients, it being found
that for mild cases 200 to 300 mg. was adequate, while the
more severe cases often required about 600 mg. to produce
a response.
The results were calssed as "excellent" in fifteen of the

sixteen patients with mild or moderate disease, while of
the thirty with severe disease twenty showed a "good" and
seven a "fair" response; in these severe cases the drug was
found extremely valuable when used as an adjunct to
probenecid therapy. Episodes of acute gouty arthritis
continued for some weeks, requiring continuation of col-
chicine treatment, but these then gradually became less
frequent and milder, tophi tending to disappear after some
months of therapy. The drug itself was well tolerated, and
apart from its tendency to precipitate attacks of gout the
only side-effect observed in these patients was a rash.

B. M. Ansell

Allopurinol in the Treatment of Gout. SCOTT, J. T., HALL,
A. P., and GRAHAME, R. (1966). Brit. med. J., 2, 321.
The authors follow up their preliminary report on the

use of the xanthine oxidase inhibitor allopurinol (Ann.
rheum. Dis., 1964, 23, 439) and review the literature on the
subject up to the time of the Meeting of the European
League in 1965. They report a comparative trial of
allopurinol, starting from a basic dose of 300 mg./day,
against probenecid (benemid) 1-2 g./day. They also
report its use in cases particularly selected for special
indications.
Twenty patients on allopurinol and seventeen on

probenecid were followed up for 19 months. They found
the clinical and biochemical response satisfactory in both
groups and little to choose between the efficacy of the two
drugs, though the effect of allopurinol appeared to be more
marked. In the allopurinol-treated group two patients
had slight rashes and one dyspepsia, but treatment was not
interrupted. In the group taking probenecid three had
dyspepsia, and one pruritis, and two disliked the tablets.
Five patients changed treatment to sulphinpyrazone with
success. Sixteen further cases of gout have been satisfact-
orily treated with allopurinol because of special indica-
tions, such as renal disease or lack of control by, or
toxicity with, uricosuric agents. G. D. Kersley

Pseudogout simulating Acute Suppurative Arthritis.
HAMBLEN, D. L., CURREY, H. L. F., and KEY, J. J.
(1966). J. BoneJt Surg., 48-B, 51.
Two patients with pseudogout ofa largejoint mistakenly

treated at first as septic arthritis are described. The case
histories are given in detail, and the similarity between the
two conditions in the early stages clearly demonstrated.
The history and present knowledge of crystal-induced

synovitis is reviewed in a most comprehensive yet concise
fashion. D. R. Sweetnam

Treatment of Hyperuricaemia of Gout and of Renal
Insufficiency with Benziodarone. (Traitement de l'hyper-

uricemie des goutteux et des insuffisants renaux par le
benziodarone.) RICHET, G., COTTET, J., AMIEL, C.,
LEROUX-ROBERT, C., and PODEVIN, R. (1966). Presse
med., 72, 1247.
The authors, following on the work of Delbarre, report

a clinical trial of the action of Benziodarone (ethyl 2,
diodo-3, 5 hydroxy, 4 benzoyl, 3 benzo-furanne) on
blood uric acid levels and uricosuria in three series of
cases:

(1) 14 cases of gout, with normal renal function, treated
with 200-600 mg. by mouth for 10 to 30 days.

(2) 14 cases of gout with renal impairment of up to 130
days.

(3) 14 had 300-450 mg. daily by intra-muscular injec-
tion.
There was a rapid drop in the blood uric acid levels in all

cases, and a rise in urinary excretion, though it seemed to
the authors that, especially in those with renal impairment,
the uricosuria was insufficient to account for the degree of
reduced uricaemia.
The drug appeared to be well tolerated, and in only one

case was it discontinued because of nausea. Two patients
had some renal colic. The tendency for the drug to
exaccerbate attacks during early administration seemed to
be less than that ofmost uricosuric agents. G. D. Kersley

Action of Alcohol on Gout and on Uric Acid Metabolism.
DELBARRE, F. (1966). Presse med., 74, 1590.
Garrod observed that certain wines, irrespective of their

alcohol content, tended to produce fewer attacks of gout
than others, burgundy (and whisky) being comparatively
innocuous.

Delbarre, finding that a woman with gout who drank a
litre ofwine per day had a high plasma uric acid (PUA), but
that this repeatedly returned to normal on ceasing to drink
the wine, although continuingonthesame diet, investigated
the effect of alcohol on eighteen subjects, three with gout.
The average PUA in the series rose from 6 1 to 8 mg. per
cent. and the daily urinary excretion from 455 to 638 mg.
when they were given pure alcohol equivalent to one litre
of wine per day, for 8 days. In the gouty subjects the
hyperuricaemia increased from 7-6 to 11-4 mg. per cent.
and the uricosuria from 420 to 702 mg.
Though some wine appears to produce attacks of gout

more regularly than the equivalent amount of alcohol, it
seems that in gouty and normal subjects the level of uric
acid in both blood and urine is increased by alcohol. The
mechanism is not yet apparent. G. D. Kersley

A Progressive Syndrome of Extrapyramidal Hypertonia
with Gouty Osteo-arthropathy in Two Brothers (First
Observation in Adults). (Sur un syndrome progressif
d'hypertonie extrapyramidale avec osteoarthropathies
goutteuses chez deux freres (Premiere observation chez
I'adulte). BOGAERT, L. VAN, DAMME, J. VAN and
VERSCHUEREN, M. (1966). Rev. neural., 114, 15. 2 figs,
bibl.
Since 1959 anumber ofcases (some insiblings)havebeen

reported of gout in association with lesions of the central
nervous system in infants, the association being regarded
as the expression of two associated congenital metabolic
disturbances. The present authors report the first cases of

74

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.26.1.66 on 1 January 1967. D
ow

nloaded from
 

http://ard.bmj.com/


Uric Acid, Gout, and the Kidney. COLTON and WARD
(1966). Med. Clin. N. Amer., 50, 1031.

Gout and Uric Acid Calculi. (Gicht und Harnsauresteine:
Urologische Aspekte der Gicht.) PECHERSTORFER, M.
(1966). Klin. Med. (Wien), 21, 145. 3 figs, bibl.

Gout and Hyperuricaemia. (Gicht und Hyperuricamie.)
MERTZ (1966). Arch. klin. Med., 212, 143.

Hyperuricaemia. (L'hyperuri'.mie.) ANON (166).
Presse med., 74, 1480.

Gout, Hyperlipidemia, and Diabetes. BERKOWITZ (1966).
J. Amer. med. Ass., 197, 77.

Lysosomes and Gout. RAJAN, K. T. (1966). Nature (Lond.),
210,959.

Urinary Excretion of Ammonia in Gout. (Excretion
urinaire d'ammoniac au cours de la goutte.) SPERLING,
O., FRANK, M., and VRIES, A. DE (1966). Rev. franp.
t. clin. biol., 11, 401. 1 fig., 8 refs.

Gout and Asymptomatic Parotid Enlargement. (Gota y
agrandamiento parotideo asintomhtico.) GOOBAR, J. P.,
and GOOBAR, J. E. (1965). A.LR. Arch. interamer.
Rheum. (Rio de J.), 8, 272. 2 figs, 10 refs.

Combination of Gouty Arthritis and Adenoma of the
Parathyroid Gland. (Ober de Kombination von
Arthritis urica und Adenom der Glandula parathy-
reoidea.) TuRuuAN and MAIER (1966). Schweiz. med.
Wschr., 96, 1306.

Bone Disease
Recent Advances in the Management of Osteoporosis.

(Acquisitions recentes sur les osteoporoses. ]tiologie,
methodes d'investigation, pathogenic et traitement.)
NEUMAN, M. (1966). Presse med., 12, 375. 9 refs.
Procedures for the diagnosis of osteoporosis and its

differentiation from osteomalacia are summarized, with
emphasis on those manoeuvres which measure an in-
dividual's reaction to manipulation of the calcium intake.
Current concepts of the aetiology and pathogenesis of
osteoporosis are briefly discussed and attention is drawn
to several drugs (cortisone, thyroxine, and heparin) which
can be responsible for its development. A final section deals
with treatment and advocates the administration of
calcium salts in large doses over prolonged periods for 20
days in each month alternating with a phosphate prepara-
tion for the other 10 days. The use of anabolic steroids is
also favoured, whilst oestrogens are advocated in the
active stages. Such treatment, it is claimed, will result in
prolonged positive calciumbalance and reliefofsymptoms.

A. Garner

Synovial Osteochondrosis (Osteochondromatosis): 68
Cases. (Osteochondrose (osteochondromatose) syno-
viale (68 observations)). PERREAU, C., PONTVILLE, M.

this kind to be observed in adults, the subjects being
brothers.
The first patient was 24 years old when he first came to

the authors' attention, but he had developed a spastic
quadriplegia at the end ofhis first year which had persisted.
At the age of 15 he had attacks of renal colic and haema-
turia and since he was 20 he had had recurrent painful
swellings of the finger joints. When seen by the authors
there was generalized rigidity, especially on the right side,
and a pseudo-bulbar type of speech. Some choreo-
athetotic movements were also present, but were limited
by contractures and deformities. There was obvious mental
retardation. In addition,the peripheral joints were swollen,
tender, and red and showed nodules and gouty tophi
around them. The tophi contained urates and the serum
uric acid level was very high. In spite of the administration
of uricolytic drugs the condition progressed to a fatal
outcome. No necropsy was obtained.
The first patient's brother was aged 25 years when

examined. He exhibited similar though less marked gouty
manifestations, a quadriplegia, spasms of hyperextension,
and choreo-athetotic movements. Speech was guttural
and irregular and he also was mentally retarded. Radio-
graphs of the joints were normal. The serum uric acid
level was considerably raised. Again treatment of the gout
had no effect on the neurological disease. The patients
were the only children of their parents, neither of whom,
nor any of their relations, had any neurological, psychia-
trick or gouty disease. R. Wyburn-Mason

Effects of Allopurinol on Serum and Urinary Uric Acid.
MIKKELSEN et al. (1966). Arch. intern. Med., 118, 224.

First Results obtained with a Xanthine Oxidase Inhibitor
(HPP) in Gout. (Primeros resultados obtenidos con el
empleo del inhibidor de la xantina-oxidasa (HPP) en la
gota. BARCEL6, P., and SANS SOLA, L. (1965). Rev. esp.
Reum., 11, 184. 4 refs.

Aetiopathogenesis of Gout in the Light of Present-day
Knowledge. (La etiopatogenia de la gota a la luz de
nuestros actuales conocimientos.) ERRAzTI, A. R.
(1966). Pren. med. argent., 53, 1016. 50 refs.

"Modern" Management of Primary Gout. BALL, G. V.
(1966). J. med. Ass. Ala., 36, 48. 15 refs.

Clinical Study of 65 Cases of Primary Gout. (Studio
clinico di 65 casi di gotta primitive.) RbccIOm, N., and
PASERO, G. P. (1966). Settim. med., 54, 195. BibI.

Heredity and Gout. (Heredite et goutte.) LOUYOT et al.
(1966). Rev. Rhum., 33, 426.

Renal Function in Gouty Patients. (Funzionalita renale
nei pazienti gottosi.) LIGNIERE, G. C., GIRARDT, G.,
and GUASTALLA, A. (1966). Reumatismo, 18, 46.
2 figs, bible.
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ANNALS OF THE RHEUMATIC DISEASES

DE, CABANNE, F., and PIGANIOL, G. (1966). Rev. Rhum.,
33,3. 12figs.
From experience of 68 cases the authors review the

range ofchanges to be found in synovial osteochondroma-
tosis. They comment that the condition is more common
than is generally realized and that quite often there is a
history ofprecedingtrauma. Usuallytheconditionpresents
as foreign bodies in the joint cavity and must be distin-
guished from those due to direct trauma, to osteochon-
dritis dissecans, and to osteophyte fracture in osteo-
arthrosis. Peripheral neurological symptoms may arise as
a result of nerve compression by the proliferating synovial
tissue. Synovial osteochondrosis is recommended as a
preferable term in view of the non-neoplastic nature of the
lesion. A. Garner

Paget's Disease of the Hip. (La coxopathie pagetique).
LEJEUNE, E., MAITREPIERRE, J., VAUZELLE, J.-L.,
BOUVIER, M., and BOCHU, M. (1966). Rhumatologie,
18, 1. 13 figs, 14 refs.
This report from the Lyons Faculty of Medicine reviews

the nature of hip involvement in 78 of 100 patients with
Paget's disease of bone. The average age of these patients
was 65 years, the two sexes being equally affected; in 38
the lesion was bilateral and in forty it was unilateral.
The acetabulum alone, or the acetabulum and femoral

head together, were usually affected, and only rarely was
the disease observed solely in the femoral head. X-ray
films characteristically showed thickening and prominence
of the upper or lower lip of the acetabulum, and in twenty
cases there was some degree of protrusio acetabulae; the
joint line was narrowed in about half the cases. The
trabecular patterns were intensified, often leaving a clear
triangular area with its base on the intertrochanteric line
and its apex towards the femoral head, which was more
oval in shape than normal. The angle of the femoral neck
with the shaft tended to become more acute, simulating
coxa vara; there was no evidence of osteophyte formation.
Hip movement was often painful and restricted as in

cases of osteo-arthrosis of the hip, although clinically
such deterioration as occurred was very slow and slight,
and there was no indication for surgery in any case of this
series. The patients were treated conservatively, very much
as for osteo-arthrosis of the hip. J. A. Cosh

Marfan's Syndrome (in a Sindhi (Hindu) Family). SAXENA,
R. C., MOTIWALE, A. C., and JGA, K. S. (1966). Orient.
Arch. Ophthal., 4, 114. 1 fig., 3 tables, 10 refs.
Report of the complete syndrome in two cases and the

incomplete syndrome in four, out of six members of a
Sindhi family. S. N. Cooper

Family Studies of the Marfan Syndrome. KEECH, M. K.,
WENDT, V. E., READ, R. C., BISTUE, A. R., and BIANCHI,
F. A. (1966). J. chron. Dis., 19, 57 24. figs, 45 refs.

Articular Chondrocalcinosis: Clinical, Biological, Crystal-
lographic and Aetiological Study of 36 Cases. (Les
chondrocalcinoses articulaiies. ttude clinique, bio-
logique, cristallographique et etiologique.) SOLNICA, J.,
HUBAULT, A., KAHN, M.-F., RYCKEWAERT, A., SEZE, S.
DE, RERAT, C., and BERTHOU, J. (1966). Rev. Rhum.,
33, 93. 4 figs, 31 refs.

Articular Chondrocalcinosis, Hyperparathyroidism and
Pseudogout: Hypomagnesaemic Crisis. MELVIN (1966).
Proc. roy. Soc. Med., 59, 595.

Temporomandibular Osteochrondromatosis. (Su di un caso
di osteocondromatosi temporo-mandibolare.) EINAUDI,
G., and CIRILLO, R. (1966). Reumatismo; 18, 54. 4 figs,
4refs.

Synovial Osteochondromatosis ofthe Hip. PERSSON (1966).
Acta orthop. scand., 37, 88.

Primary Osteonecrosis of the Femoral Head. (Osteo-
necrose primitive de la tete humerale.) MEUNIER. P.,
and VIGNON, G. (1966). Rev. lyon. Med., 15, 609. 4
figs, 13 refs.

Bilateral Aseptic Osteonecrosis of the Hips in a Patient with
Haemochromatosis. (Ost6on6crose aseptique bilaterale
des hanches chez un n'alade atteint d'hemochromatose.)
JAFFRES and LAUNAY (1966). Rev. Rhum., 33, 269.

Opaque Arthrogrephy of the Hip in Osteonecrosis of the
Femoral Head. (A propos de l'arthrographie opaque de
la hanche au cours des ost6on6croses de la tete f6mor-
ale.) SERRE and SIMON (1966). Rev. Rhum., 33, 269.

Osteomalicin associated with Renal Bicarbonate Loss.
YOPK and YENDT (1966). Canad. med. Ass. J., 94, 1329.

Osteomalacia in Asian Immigrants during Pregnancy.
FELTON and STONE (1966). Brit. med. J., 1, 1521.

Simple Tracer Test for Osteomalacia, using Stable
Strontium. FRASER, JOPLIN, MELVIN, ROBINSON, and
THOMPSON (1966). J. Physiol. (Lond.), 184, 62.

Neonatal Marfan's Syndrome with Malformation of the
Urinary Tract. O'DOHERTY (1966). Proc. roy. Soc.
Med., 59,483.

Simple Screening Test for Marfan's Syndrome. STEIN-
BERG (1966). Amer. J. Roentgenol., 97, 118.

Surgical Correction of Deformities ef the Lower Limbs due
to Paget's Disease. (Correction chirurgicale des
deformations pagetiques des membres inferieurs.)
D'AUBIGNE and WrrOtT (1966). Rev. Rhum., 33, 163.

Cauda Equina and Spinal Cord Compression in Paget's
Disease. KLENERMAN, L. (1966). J. BoneJt Surg., 48-B,
365.

Paget's Disease in the Cervical Spine. JANETOS (1966).
Amer. J. Roentgenol., 97, 655.

Paget's Disease of the Spine with Cord or Nerve-Root
Compression. HARTMAN and DoHN (1966). J. Bone Jt
Surg., 48-A, 1079.

Albright's Hereditary Osteodystrophy. ARNSTEIN et aL.
(1966). Ann. intern. Med., 64, 996.

Obstruction of Venous Drainage by Cartilaginous Exos-
tosis. (Venose Abflussbehinderung bei kartilaginarer
Exotose.) KIEFER and SCHOOP (1966). Fortschr.
Rontgenstr., 104, 863.
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tingling in the hand) in 380 of 515 hands on which it was
performed. Carpal tunnel syndrome may be confidently
diagnosed if at least two of the following three signs are
present: positive Tinel's sign, positive wrist flexion sign,
and objective sensory findings confined to the median-
nerve area distal to the wrist. In any doubtful case motor
conduction time may be measured by stimulating the
median nerve above the carpal tunnel and recording the
time interval before an action potential appears in a
thenar muscle; in some patients the time is considerably
prolonged. The syndrome probably results from ischae-
mia of the median nerve caused by compression within
the carpal tunnel. This may be due to thickening of the
transverse carpal ligament oi to space-occLpying lesions
within the carpal tunnel, such as lipoma, gouty tophi, or
thickening of the synovial membrane due to chronic
rheumatoid disease, and amyloidosis. The onset of
severe symptoms followed trauma in seventy patients
(16 per ceDt.). Flexion of the wrist during sleep may be a
precipitating cause, and a night splint may be advised for
those who sleep with flexed wrists.

Surgical treatment is not required for every patient with
carpal tunnel syndrome, but thenar atrophy is an absolute
indication for surgery. The transverse carpal ligament
must be completely divided and the median nerve further
decompressed by removal of soft tissue if necessary. There
were no serious postoperative complications in the 177
cases (212 hands) operated on in the present series. Of the
120 hands with hypoaesthesia plus thenar atrophy, normal
sensation returned in 85, 23 improved, and four failed to
improve; muscle recovery was complete in 76 hands,
sixteen improved, and twenty failed to improve (8 were
lost sight of). Of the 92 hands with hypoaesthesia but
without thenar atrophy, normal sensation returned in 69,
seventeen improved, and two failed to improve (4 were
lost sight of). A total of 270 wrists (41 per cent.) were
treated by injection of corticosteroids (hydrocortisone,
trianmcinolone, or methylprednisolone, usually in a dose
of 25 mg.) directly into the carpal tunnel. Of the 270
hands, sixty eventually required operation and are in-
cluded in the surgical series above; only 22 failed to im-
prove. Treatment with rest only was given to 232 wrists
(35-5 per cent.) splints were used in sone cases to ensure
rest and patients were warned against undertaking arduous
manual work. C. M. Ottley

Carpal Tunnel Syndrome. STEVENSON (1966). Proc. roy.
Soc. Med., 59, 824.

Carpal Tunnel Syndrome. CSEuz et al. (1966). Mayo Clin.
Proc., 41, 232.

Carpal Tunnel Syndrome in Children. LETrIN (1966).
Proc. roy. Soc. Med., 59, 705.

Lesions of the Carpal Tendon Sheaths in the Carpal Tunnel
Syndrome. Histological Study of Thirty Cases treated
surgically. (Les lsiions des gaines teno-synoviales car-
piennes dans le syndrome du canal carpien.) ARLET, J.,
FICAT, P., and MALBOSC, J. (1966). Rev. Rhum., 33,
194. 13 refs, 8 figs.

Osteoporosis of Endocrine Origin. (Endokrin bedingt
Osteoporosen.) REISERT (1966) Med. Klinik., 61, 1021.

Ehlers-Danlos Syndrome. A Case with Some Skeletal
Changes. SVANE (1966). Acta orthop. scand., 37, 49.

Detection of Bone Lesions with Strontium-85 Scintiscan.
DENARDo and VOLPE (1966). J. nucl. Med., 7, 219.

Relapsing Polychondritis. THURSTON and CURTIs (1966).
Arch. Derm., 93, 664.

Idiopathic Periosteal Hyperostosis with Dysproteinemia:
A New Clinical Entity. GOLDBLOOM et al. (1966).
New Engl. J. Med., 274, 873.

Results of the Surgical Treatment of Spondylolisthesis.
HENDERSON (1966). J. Bone Jt Surg., 48-A, 619.

Osteochondritis Dissecans Patellae. RIDENOUT et al.
(1966). Brit. J. Radiol., 39, 673.

Secondary Hyperparathyroidism as a Cause of Generalized
Enlargement of the Maxilla and Mandible. NATHAN et
al. (1966). Oral Surg., 21, 724.

Skeletal Manifestations and Treatment of Gaucher's
Disease. Review of Twenty Cases. AMSTUTZ and CAREY
(1966). J. Bone Jt Surg., 48-A, 670.

Non-Articular Rheumatism
Carpal Tunnel Syndrome. 17 Years' Experience in Diag-

nosis and Treatment of 654 Hands. PHALEN, G. S.
(1966). J. Bone Jt Surg., 48-A, 211. 7 figs, 16 refs.
The author reports a study of the carpal tunnel syn-

drome on the basis of 439 patients (654 hands) with this
diagnosis seen at the Cleveland Clinic, Ohio, during the
17-year period 1947-64. Of these, 293 (67 per cent.) were
women and 146 men aged 20 to 87 years, more than half
being between 40 and 60.
The symptoms of carpal tunnel syndrome usually con-

sist in progressive weakness and clumsiness of the hands,
with hypoaesthesia in the median-nerve distribution distal
to the wrist joint. Mild symptoms may be present for
years before more severe trouble develops; 38 patients
had noticed symptoms for over 20 years. Symptoms are
almost always aggravated by excessive use of the hand,
particularly for sustained gripping (for example, using a
tool). Nocturnal pain, burning in character, is common.
Hypoaesthesia in the median-nerve territory was found
in 517 hands (79 per cent.), while in 29 (4-6 per cent.)
hyperaesthesia was present. Atrophy of the thenar
muscles was noted in 261 (40 per cent.). Tinel's sign was
positive in 452 (73 per cent.). The author's wrist-flexion
test, in which the patient holds the forearms vertical, lets
his hands drop into full flexion, and keeps this position
for one minute was positive (induced numbness or
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Carpal Tuanel Syndrome in Dermatomyositis and Sclero-
derma. QuINoNEs et al. (1966). Arch. Derm., 94, 20.

Dupuytren's Contracture. Management of 100 Patients.
McFARLANE R. M., and JAMIESON, D. G. (1966).
J. Bone Jt Surg., 48-A, 1095.

Dupuytren's Contracture. LEwIS, G. K. (1966). Int. Surg.,
45, 634. 5 figs, 9 refs.

Arthrography of the Shoulder. REEVES (1966). J. Bone Jt
Surg., 48-B, 424.

Arthrographic Changes in Frozen and Post-Traumatic Stiff
Shoulders. REEvES (1966). Proc. roy. Soc. Med., 59,
827.

Aetiology and Pathogenesis of Low Back Pain. HIRSCH
(1966). Israel J. med. Sci., 2, 362.

Load Capacity of the Low Back. EE, N. (1966). J.
Oslo Cy Hosp., 16, 73. 18 figs, bibl.

Griseofulvin in Sciatica. (La grisefulvina nella sindrome
sciatalgica.) GRMALDI, M. G. (1965). Atti Accad.
med. lombarda, 20, 274. Bibl.

Sickness among Male Sciatica Patients. ZEINER-
HENRIKSON, T. (1966). J. Oslo Cy Hosp., 16, 153.
4 figs.

Lumbago, Lumbalgia, and Relaxants. (Lumbagos, lom-
balgies et decontracturants. Reflexions sur la physio-
pathologie discale.) RENIER (1966). Rev. Rhum., 33,
337.

Cauda Equina Compression resulting from Massive Lum-
bar Disc Extrusion. SCHAEFFER (1966). Aust. N.Z. J.
Surg., 35, 300.

Calcific Periarthrids involving Multiple Sites. PINALS, R.
S., and SHORT, C. L. (1966). Arthr. and Rheum., 9,566.
5 figs, bibl.

Clinical Contribution to the Diagnosis and Treatment of
Scapulo-Humeral Periarthritis. (Contributo casistico
alla diagnosi e terapia dalla periartrite scapolo-
omerale.) AzzoNI, G., and MONTI, P. (1966). Ateneo
parmense, 37, 45. 7 refs, bibl.

Some Aspects of Cervical Spondylosis. (Quelques
aspects de la spondylose cervicale.) Roy, L.-P., and
Roy, L. (1966). Un. mid. Can., 95, 734. 8 figs, bibl.

Comparison of Gas and Positive Contrast in Evaluation of
Cervical Spondylosis. WILSON et al. (1966). Amer. J.
Roentgenol., 97, 648.

Cervical Spondylosis: Clinical Features and Treatment.
(Espondilosis cervical: clinica y tratamiento.) BRAvo,
G., and MATA, P. (1966). Med. clin. (Barcelona), 46,
20. 5 figs, bibl.

Effects of Mechanical Stresses on the Spinal Cord in
Cervical Spondylosis. A Study on Fresh Cadaver
Material. BREIG et al. (1966). J. Neurosurg., 25, 45.

Pseudospondylolisthesis Cervicothoracalis. Orr (1966).
Fortschr. Rontgenstr., 104, 570.

Sacro-iliac Lipomata-an often Unrecognized Cause of
Low Back Pain. SINGEWALD (1966). Bull. Johns
Hopk. Hosp., 118, 492.

"Pseudorheumatoid" Subcutaneous Nodules. MESARA
et al. (1966). Amer. J. Cardiol., 17, 684.

Neurogenic Para-osteo-arthropathies. (Les para-osteo-
arthropathies neurogenes.) SnAux, P., and RUELLE,
M. (1966). J. beige Med. phys. Rhum., 21, 20. 2 figs,
7 refs.

Pararheumatic (Collagen) Diseases
Sclerodermal Heart Disease. (Les cardiopathies sclero-

dermiques). PERRN, A., THIERS, H., NORMAND, J.,
and VERNEYRE, H. (1966). Arch. Mal. Coeur, 59, 321.
14 figs, 40 refs.
Five cases in which heart disease was associated with

generalized scleroderma are reported from the H6pital
E.-Herriot, Lyons. The patients (4 of whom were
women) were all aged between 50 and 60 years.
Four of the patients presented with a syndrome of

progressive cardiac failure and cardiac dilatation which
responded only poorly to treatment and in two cases
proved fatal. The other patient showed evidence of
pulmonary hypertension secondary to pulmonary sclero-
derma. The electrocardiogram usually demonstrated
sinus rhythm with low voltage in the anterior chest leads;
one patient had multiple ventricular ectopic beats, and
another atrial standstill with idioventricular rhythm at 35
beats per minute and QS complexes in Leads V2 to V5.
The two patients who died from heart failure were found
at necropsy to have diffuse myocardial fibrosis; both also
had valvulitis, with fibrous thickening affecting the free
margins of the mitral and, in one case, the tricuspid valves,
and thickening of the chordae tendineae. There was
however, no stenosis of these valves.

Reviewing the literature, the authors conclude that
heart disease in association with scleroderma is rare.
In 70 per cent. of the reported cases the condition takes
the form of a cardiomyopathy, and in 16 per cent. the
pericardium is involved; corpulmonale occurs in 15 per
cent. of cases. Fibrous thickening of the valves at
necropsy has been reported several times, but this lesion
seldom causes significant haemodynamic changes during
life. M. Harington

Scleroderma in Childhood. KASS, H., HANSON, V., and
PATRICK, J. (1966). J. Pediat., 68, 243. 10 figs, 30
refs.
Many reports have described the widely different mani-
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Radiological Manifestations of Scleroderma (Diffuse
Systemic Sclerosis). FRASER, G. M. (1966). Brit. J.
Derm., 78, 1. 11 figs, 29 refs.
The radiological findings in twenty cases of scleroderma

seen over a period of 3 years at the United Cardiff
Hospitals, are reported. There were eighteen females
and two males aged 10 to 72 years (mean 53). The
oesophagus was most frequently involved, this being
atonic in fifteen cases. Of these, ten showed narrowing
of the lower end of the oesophagus, which in six cases
was accompanied by hiatus hernia with evidence of oeso-
phagitis. The cause of the narrowing in the remaining
four cases was less clear, but it seemed likely to be due to a
neuromuscular inco-ordination from involvement of the
muscle coat and the myenteric plexus. The atonic oeso-
phagus was usually slightly dilated and no peristalsis was
seen in its lower two-thirds; there was loss of the normal
mucosal pattern and delay in emptying of the oesophagus.
No specific changes were found in the stomach. In

four out of eighteen cases examined, there was dilatation
of the duodenum and upper jejunum with delay in transit
time and loss of peristaltic activity. The lower jejunum
and ileum were normal in all cases. Changes in the
colon were noted in eight out of sixteen cases. Seven
of these showed sacculations or pouches along the anti-
mesenteric border in the transverse and descending colon.
These have much wider mouths and are larger than
diverticuli; they tend to occur opposite the haustral
indentations and are believed to be due to a patchy re-
placement of the colonic muscle by fibrous tissue; they
do not contract and are best shown in a post-evacuation
film. In the remaining case plain radiographs suggested
low colonic obstruction; at operation, however, no
mechanical obstruction was found, but there was a
markedly dilated sigmoid colon with sacculations.

Cardiac enlargement was found in nine out of the
twenty cases, but there was no evidence as to its nature.
Pulmonary changes were seen in seven cases, six of these
showing fibrosis which started as a delicate bilateral basal
linear or honeycomb pattern. In one case there was a
right basal effusion six months before the onset of skin
changes. Ten of nineteen cases showed erosions of the
terminal phalanges of the hand. These occurred on the
palmar aspects of the tips of the phalanges, and it was
often necessary to take lateral views to show them.
Increased density of the terminal phalanges was present
in two cases. Evidence of generalized osteoporosis was
sought for in seventeen cases, but was found with certainty
in only two. Soft-tissue calcinosis was found in the
hands of ten patients out of nineteen; this varied from
widespread chunky calcification to tiny discrete flecks
seen most commonly at the tips of the finger s; it may also
occur at pressure areas or other unrelated areas.

In one case of severe Raynaud's phenomenon in which
brachial arteriography was performed no filling of the
digital arteries was obtained. Intravenous pyelography
in two cases gave normal results; this is in keeping with
general experience, no specific radiological changes in the
renal tract in scleroderma having been reported. The
teeth were examined in six cases; no generalized widening
of the periodontal membrane as has been described was

festations of scleroderma in adults, but, probably because
of its rarity in children, little is known of its course in the
young.
The present authors have recorded their findings in

sixteen children with scleroderma seen at the Children's
Hospital, Los Angeles, California, nine of them with focal
and the rest with diffuse skin involvement. These
children were studied foi 1 to 15 years. The age at onset
varied from 6 months to 15 years. Raynaud's pheno-
menon was encountered in six cases, in some with gangrene
of the finger tips. Joint stiffness with limited range of
movement was present in nine patients, in four of them
leading to crippling joint deformities. Systemic involve-
ment manifested itself as dysphagia in five cases, cardio-
vascular disease in three, and renal abnormality in two.
Six of the thirteen skin biopsies showed abnormalities
which were thought to be diagnostic; these were mainly
increased thickness and density of the collagen and
mononuclear cellular infiltrate in the dermis. Reduced
oesophageal peristalsis was seen in five of the thirteen
patients examined radiographically.

Only in one of the sixteen children was possible arrest
of disease seen during a 10-yeai period, two are in a
quiescent stage, eight show steady progression of the
disease, one was not followed up, and four have died from
diffuse systemic sclerosis. Evidence on the efficacy of
treatment, which included administration of corticos-
teroids and chloroquine, one was inconclusive. There
was no histological differentiation between the localized
(focal) and the diffuse types of scleroderma: multiple-
system disease occurred in both forms, though it was more
commonly associated with the latter. Scleroderma
appears to be just as rapidly fatal in children as in adults.

G. Loewi

Heart in Sclerodenna. SACK NER, M. A., HEINZ, E. R.,
and STEINBERG, A. J. (1966). Amer. J. Cardiol., 17,
542. 14 figs, bibl.
The records of 65 patients with scleroderma admitted to

the Philadelphia General Hospital, Pennsylvania, between
1950 and 1963 have been analysed with particular refer-
ence to the incidence of heart disease. Necropsy was
performed on 25 patients, and only three of these were
considered to have unequivocal "scleroderma heart
disease" as defined by the presence of diffused myocardial
fibrosis. The most frequent pathological finding was a
non-specific adhesive pericarditis which was not con-
strictive in nature. Mild mitral and tricuspid valvular
thickening was also noted occasionally, but was not severe
enough to produce significant haemodynamic changes.

In the series as a whole cardiac enlargement was
frequent (45 patients), but was rarely massive, and dysp-
noea and other signs of heart failure also occurred com-
monly (52 patients). In most cases these symptoms and
signs were attributable either to pulmonary hypertension
(with or occasionally without pulmonary changes of
scleroderma) or to systemic hypertension associated with
"scleroderma kidney". Pericarditis and hypoxia secon-
dary to restrictive lung disease were also contributory
factors. The authors conclude from these findings that
true scleroderma heart disease is an uncommon entity.

M. Harington
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ANNALS OF THE RHEUMATIC DISEASES

found, but two cases showed a patchy widening which
may have been due to periodontal disease.

In three cases the diagnosis of scleroderma was made
radiologically before there were changes in the skin. The
author considers that radiology is the best method of
assessing the extent of the visceral involvement in a
known example of the disease.

John H. L. Conway-Hughes

Erythema Nodosum and Erythema Multiforme as Clinical
Manifestations of Histoplasmosis in a Community
Outbreak. MEDEIROS, A. A., MARTY, S. D., TosH,
F. E., and CHN, T. D. Y. (1966). New EngL. J. Med.,
274, 415. 4 figs, 14 refs.
During an outbreak ofpulmonary histoplasmosis which

occurred in Mason City, Iowa, between February and
April, 1964, involving 87 persons, thirty cases oferythema
multiforme or erythema nodosum were observed, eighteen
of which occurred after a typical attack of histoplasmosis.
The patients with skin lesions ranged in age from 29 to
86 (average 54) years, and all except four were women. A
previous outbreak of histoplasmosis, unaccompanied by
skin manifestations, had occurred two years previously
as a result of an attempt to clear a starling's roost which
was shown to be contaminated with the fungus (D'Alessio
et al., Amer. Rev. resp. Dis., 1965, 92, 725; Abstr. WId
Med., 1966, 39, 260). A second attempt to clear the
contaminated site in February, 1964, was the cause of this
further outbreak of the disease. The first warning of an
epidemic was given in March when a local radiologist
observed an increase in the number of patients showing
evidence of acute pulmonary histoplasmosis. An im-
mediate investigation showed, in addition, an unusual
number of cases of erythema nodosum and erythema
multiforme. All physicians were asked to notify the
authorities of suspected cases of toxoplasmosis and of
patients with erythematous rashes, hospital and clinic
records were searched for further cases, and in April,
1964, an epidemiological survey was made of school-
children, factory workers, and store employees, as well as
of the starling roost itself.
A detailed account of the epidemic as a whole is to be

published later, the present paper from the Communicable
Disease Centre of the U.S. Public Health Service, Kansas
City, being concerned only with the cases of erythema
multiforme and nodosum. All but one of these thirty
patients were skin-tested with histoplasmin and purified
protein derivative (PPD), and complement fixation tests
with mycelial and yeast-phase antigens of Histoplasma
capsulatum were carried out on the serum of all (a yeast-
phase titre of 1:8 or more being regarded as positive),
while 70-mm. chest radiographs were obtained in all but
one case. The results are summarized in two tables and
four figures [and should be studied in the original paper].

Typical acute pulmonary histoplasmosis had preceded
the onset of skin lesions in eighteen patients; of the
remaining twelve, eleven were sensitive to histoplasmin,
seven gave positive complement-fixation reactions, and
five had radiographic evidence of pneumonitis. Only
one patient was sensitive to PPD). Erythema multi-
forme was seen in eighteen cases, erythema nodosum in
four, and both types of rash in eight, the lesions ranging

in size from a few millimetres to 5 cm. diameter. The
majority of the erythema multiforme lesions were on the
thenar and hypothenar eminences and dorsa of the hands,
while a few were distributed from the wrist to the shoul-
ders; they occurred occasionally on the legs, but rarely
on the trunk or face.
The lesions of erythema nodosum were observed to be

tender, reddish-brown, warm nodules measuring 0 5 to
2-0 cm. in diameter and occurring in the pretibial sub-
cutaneous tissue. In six patients the skin lesions cleared
spontaneously in from 3 to 4 weeks, and in 22 steroids
accelerated recovery. Arthralgia occurred in nine (75
per cent. ) of the patients with erythema nodosum and six
(33 per cent.) of those with erythema multiforme. The
ankles, wrists, and knees were most often affected, fol-
lowed by the hands, back, feet, elbows, and neck in order
of decreasing frequency. Joint swelling was observed in
four patients.
The authors point out that the fact that erythematous

rashes occurred only during the second outbreak of histo-
plasmosis might suggest that they were related to an
exogenous re-infection. However, this seems improbable
since sixteen of the patients with skin manifestations
were living outside Mason City in 1962, in areas where
the disease is non-endemic, and none of the remaining
fourteen lived in the areas of highest exposure close to the
starling roost. All had visited the shopping area near
the roost during the clearing operation in February, 1964,
and it is suggested that they were probably susceptible to
primary infection at that time. Evidence that there was
a high probability of encountering H. capsulatum in that
area is provided by the fact that 95 per cent. of 108
persons employed there gave positive reactions to skin
tests in April, 1964. Wilfrid H. Parry

Results of Thymectomy in Systemic Lupus Erythematosus:
Observations on Clinical Course and Serological Reac-
tions. MACKAY, I. R., and SMALLEY, M. (1966).
Clin. exp. Immunol., 1, 129. 1 fig., 27 refs.
The results of thymectomy in three cases of severe

systemic lupus erythematosus in patients aged 14, 20, and
56 years are reported from the Royal Melbourne Hospital
and the Walter and Eliza Hall Institute of Medical
Research, Melbourne. The rationale for thymectomy is
stated as follows:

(1) the thymus may be the site of production of the
abnormal lymphocytes which mediate autoimmune
reactions;

(2) histological changes are seen in the thymus in
autoimmune diseases in man;

(3) thymectomy is therapeutic in certain autoimmune
diseases, such as myasthenia gravis and autoimmune
haemolytic anaemia in infancy;

(4) the thymus is concerned with the development of
autoimmune disease in NZB mice.

There was no immediate improvement after the
operation and the patients still needed corticosteroid
therapy. In two cases the negative Coombs and anti-
thyroglobulin tests became transiently positive, but there
was no alteration in the high titre of antinuclear factor.
Steroid therapy was probably responsible for the post-
operative fall in anticytoplasmic antibody titre.
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It is concluded that thymectomy was of no therapeutic
advantage to these patients, though it might be effective in
systemic lupus erythematosus in childhood, when any
proliferative process affecting lymphoid cells would be
predominantly active in the thymus.

William H. S. George

Central Nervous System Involvement in Systemic Lupus
Erythematosus: a Study of 150 Cases. O'CoNNoR, J. F.,
and MUSHER, D. M. (1966). Arch. Neurol. (Chic.),
14, 157. 36 refs.
Since systemic lupus erythematosus (SLE) primarily

affects the smaller blood vessels and connective tissue it
may involve the brain and so produce neurological and
mental disorders. However, there is no clear association
between the clinical and necropsy findings, and in patients
who have shown evidence of grossly impaired function of
the central nervous system during life there may be no
lesions visible at necropsy. Moreover, patients who
clinically show no evidence of disease of the central
nervous system may have gross and microscopic lesions
in the brain, spinal cord, and peripheral nerves. The
most frequently observed pathological lesions in the
brain are disseminated areas of focal encephalomalacia
and vascular endothelial proliferation which can con-
tribute towards the formation of a thrombus.

In a review of 150 unselected cases of SLE seen at the
Columbia-Presbyterian Medical Center, New York,
ninety were found in which there had been symptoms
reflecting some disorder of the central nervous system.
In thirteen these symptoms were neurological, in 44 they
were psychiatric, and in 33 neurological and psychia-
tric combined. The most common neurological mani-
festations were fits, hemiplegia and quadriplegia, chorea,
peripheral neuropathy, MWniere's syndrome, Parkin-
sonism, and myasthenia gravis. No consistent changes
were found in the cerebrospinal fluid. Of the 77 patients
who developed psychiatric symptoms, 52 had syndromes
indicating organic mental disease. Psychoses occurred
independently of the use of steroids, and pre-existing
emotional disturbances were not associated with an
increased incidence of psychosis. R. Wyburn-Mason

Kidney in Systemic Lupus Erythematosus. SALOMON,
M. I., and ZAK, F. (1966). Angiology, 17, 360.
This paper reviews the clinical and pathological fea-

tures, the course, and the treatment of renal lupus ery-
thematosus, including electron microscopy and immuno-
fluorescent studies. The authors state that renal in-
volvement is common, and important in determining the
prognosis; it is most frequent in young patients and
seems to occur early in the disease or not at all. The still
controversial matter of corticosteroid therapy is discussed
and attention is drawn to the newly described condition
"para lupus". L. Hall

Demonstration of Immunoglobulins and Complement in the
Skin of Patients with Lupus Erythematosus. [In
English]. HAVE-OPBROEY, A. A. W. TEN (1966).
Acta derm.-venereol. (Stockh.), 46, 68. 2 figs, 4 refs.
Fluorescence microscopy was used at the Univeisity

Hospital, Leiden, The Netherlands, to detect immuno-

globulins and complement in the skin of patients with
discoid lupus erythematosus (DLE) or systemic lupus
erythematosus (SLE) and controls with other, miscel-
laneous skin conditions. Sections from skin lesions
and from normal skin were treated with fluorescein-
isothiocyanate-labelled antihuman globulin (AHG) and
antihuman complement (ACS). The proportions of
sections showing a bright yellow-green fluorescent zone at
the dermal-epidermal junction were as follows:

Section Labelled DLE SLE Controls
Serum

Lesion ... AHG 21/23 8/8 0/37
Normal skin AHG 1/9 6/10 0/6
Lesion ..... ACS 10/10 2/8 0/15
Normal skin ACS 0/5 0/6 0/3

In the DLE group the only section of normal skin
which fluoresced with AHG was from a patient who later
developed SLE. In the SLE group the two sections
which fluoresced with ACS were from the only two
patients whose skin lesions were typically discoid. The
other six patients in this group had so-called "non-
descriptive lesions".

These findings suggest that typically in DLE the lesions
contain both a-globulin and complement, while the
normal skin contains neither. In contrast, in SLE normal
skin and lesions contain y-globulin, but neither contains
complement. Pre-treatment of sections of normal skin
and of lesions of some SLE patients with guinea-pig
complement converted the reaction with ACS to positive;
hence the absence of demonstrable complement in skin
of SLE patients might be related to the low serum
complement titre in this disease.

Other labelled antisera specific for the various immuno-
globulins were used on sections of lesions of four DLE
and four SLE patients. IgM globulin was present in all
cases, and IgG globulin in all but one. IgA globulin was
absent. J. R. Olds

Pulmonary Function in Patients with Systemic Lupus
Erythematosus. GOLD, W. M., and JENNNGS, D. B.

(1966). Amer. Rev. resp. Dis., 93, 556. 10 figs, 43
refs.
There is much evidence that the respiratory system is

involved in systemic lupus erythematosus (SLE), although
little is known of the actual defects. The authors of this
paper from the University of California, Medical Centre,
San Francisco, have therefore carried out a comprehen-
sive study of pulmonary function at rest and during
exercise in twenty female patients suffering from SLE.

In twelve of the patients restrictive changes were the
dominant ones, and these were attributed to decreased
lung compliance in eleven cases anc to pleural thickening
in one. There was also an increase in the physiological
dead space with diminished DCo and a mild degree of
arterial unsaturation, but normal pCO2. Interstitial
pneumonia was demonstrated at necropsy in two patients.
In two cases there was airway obstruction with mild
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arterial unsaturation and normal pCO2, but no necropsy
data were available. Pulmonary vascular obstruction was
inferred on the basis of increase in wasted ventilation and
in arterial to end-expired pCO2 difference, and decreased
capillary blood volume. In one patient an increase in
pulmonary vascular resistance was shown after cardiac
catheterization. Necropsy data in one case with vascular
obstruction showed focal intimal and medial thickening
of small arteries.

Fifteen of the patients were hyperventilating while at
rest, but this was not due to increased sensitivity to carbon
dioxide nor to a reduced threshold level. Exercise,
tolerance of which was severely reduced, produced
hyperventilation and tachycardia. The inadequate per-
formance was thought to be caused by associated myo-
pathies, generalized vascular disease, and a poor state of
physical training. J. B. L. Howell

Characteristics of a Soluble Nuclear Antigen precipitating
with Sera of Patients with Systemic Lupus Erythema-
tosus. TAN, E. M., and KUNKEL, H. G. (1966).
J. Immunol., 96, 464. 8 figs, 22 refs.
Although the serum of many patients with systemic

lupus erythematosus (SLE) has been shown to form
precipitin bands when tested by gel diffusion against
tissue extracts, these reactions cannot be explained in
terms of the content of either deoxyribonucleic acid
(DNA) or nucleoprotein in the extract. The results
obtained at the Rockefeller Institute, New York, in
experiments in which precipitin reactions were observed
by the Ouchterlony technique using an agarose gel have
shown that precipitation is due to the presence in the
tissue extracts of an antigen of nuclear origin, termed the
Sm antigen. SLE sera selected so as not to contain
DNA-precipitating antibodies precipitated with a saline
extract of calf thymocyte nuclei. Six such sera pre-
cipitated also with extracts of human kidney and liver,
and the principal antigen involved in these reactions (the
Sm antigen) was shown to be the same in all cases.
(Other precipitating antigens occurred less frequently,
and they were not studied further.) The Sm antigen
seemed to be widely distributed in mammalian tissues,
and was present only in the nuclear component of the
extracts. Centrifugation studies of density gradient
indicated that the molecular weight of the Sm antigen
was between those of yG-globulin and ribonuclease,
while the electrophoretic mobility of the serum antibody
which reacted with the Sm antigen was similar to that of
y-globulin. A thymus nuclear extract was chromato-
graphed on DEAE-cellulose, and several peaks with high
ultraviolet absorbency were observed: pooled fractions
obtained from three of these peaks (A, whose extinction
at 280 mrtn was greater than that at 260 min, and B and C,
both of which absorbed more at the lower wavelength)
were tested against antibody-containing sera. Only
Fraction A contained the Sm antigen, and its ultraviolet
absorption spectrum was completely different from those
of Fractions B and C; these two fractions were found by
clinical analysis to contain DNA, while Fraction A had a
relatively high protein content, some ribonucleic acid,
but no DNA. Sm antigen was not destroyed by trypsin,
ribonuclease, or deoxyribonuclease, or by ether extrac-

tion or incubation at 560 C. for 1 hour. Periodate
oxidation or adjustment of the pH to 4-2, however, did
cause some loss of antigenic activity. These findings
suggest that the Sm antigen is not a histone and that
carbohydrate forms part of its antigenic determinant.
Antibodies formed against the Sm antigen were found in
"approximately 75 per cent. of patients" with acute SLE,
and it seems that the positive precipitin reaction may have
considerable diagnostic significance. J. Hamilton-Miller

New Method of distinguishing L.E.-Cells. (Eine neue
Methode zum Nachweis von LE-Zellen). THOM, R.,
and ALEXANDER, M. (1966). Blut, 12, 193. 8 figs,
17 refs.
The authors, working at the Free University of Berlin,

performed a conventional LE-cell test followed by vital
staining with acridine orange. Examination by fluores-
cence microscopy showed character istic green inclusions
within the classic LE-cells. These were easily distinguished
from phagocytosed erythrocytes and vacuoles, neither of
which fluoresced, and from pseudo-LE-cells, in which the
inclusions stained red. The authors observed that the
LE-cells were relatively transparent after vital staining so
that thick preparations could be used satisfactorily.

G. L. Asherson

Bourneville's Tuberous Sclerosis. (Un cas de "sclerose
tubereuse de Bourneville".) BLANCK, C. (1966).
Arch. Ophtal. (Paris), 26, 29. 8 figs.
The cutaneous and fundal tumours were fairly typical,

and cerebral calcification with epilepsy was present.
Psychic disturbances were absent, however, and no
family history could be elicited. John Romano

The Spine in Bourneville's Tuberous Sclerosis. (Le
rachis dans la sclerose tubereuse de Bourneville.)
COSTE, F., LABROUSSE, C., ROYER, J., and LAUGIER, P.
(1966). Rev. Rhum., 33, 17. 4 figs, 23 refs.
The authors describe the radiological skeletal ap-

pearances in a case of tuberose sclerosis and comment on
the findings in a further nine culled from the literature.
They describe both nodular and diffuse areas of increased
density throughout the vertebrae and sometimes the
pelvis. Single vertebrae may also be affected. No
evidence was found of a generalized disorder of calcium
metabolism. A. Garner

Multiple System Collagen Disease: A New Approach to its
Diagnosis. BERRY, M. G., CRAVEN, S., and GROWDON,
J. H. (1966). J. Okla. med. Ass., 59, 268. 9 figs, 6 refs.

Collagen Diseases in relation to Autoimmune Disorders.
(Las enfermedades del colageno en el cuadro de la
enfermedades por autoinmunizacion). FANCONI, G.
(1966). Rev. clin esp., 100, 425. Bibl.

Connective Tissue Diseases and the Chronic Biologic
False Positive Test for Syphilis. HARVEY and SHULMAN
(1966). Med. Clin. N. Amer., 50, 1271.

Pre-Pulseless and Pulseless Takayasu's Arteritis.
STRACHAN (1966). Postgrad. med. J., 42, 464.
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Solar Urticaria as the Presenting Manifestation of
Systemic Lupus Erythematosus. DELORME and GIROux
(1966). Canad. nmed. Ass. J., 95, 539.

Systemic Lupus Erythematosus exacerbated by Oral
Contraceptives. PIMSTONE (1966). S. Afr. J. Obstet.
Gynaec., 4, 62.

Splinter Hemorrhages in SLE. FRAGER and MINTZ
(1966). Arthr. and Rheum., 9, 648.

Long-Term Prognosis of Systemic Lupus Erythematosus.
LEONHARDT, T. (1966). Acta med. scand., Suppl. 445,
440. 1 fig., 5 refs.

Mesenteric Arteritis with Subsequent Intestinal Infarction
in Systemic Lupus Erythematosus. [In Czech. VACH-
TENHEIM, J., and KABATKOVA, Z. (1966). Cs. Gastro-
ent. Vyz., 20, 278. Bibl.

Early Cutaneous Lupus Erythematosus. SAMS (1966).
Calif. Med., 104, 97.

Lupus Erythematosus Profundus (Kaposi-Irgang).
THURSTON and CURTIS (1966). Arch. Derm., 93,
577.

Agranulocytosis and Lupus Erythematosus Phenomenon
after Procaine Amide. OSTER (1966). Israel J. med.
sci., 2, 354.

Rebuck and Crowley's Test in Lupus Erythematosus.
(Test von Rebuck und Crowley beim Lupus erythema-
todes.) KISSELEWA, M. L., and TROFIMOWA, L. J.
(1966). Hautarzt, 17, 219. 5 figs, 3 refs.

Myasthenia Gravis with Disseminated Lupus Erythema-
tosus. (Myasthenie grave au cours d'un lupus ery-
thematoux dissemine.) KISSEL et al. (1966). Bull.
Soc. mid. Iop. Paris, 117, 151.

Massive Pulmonary Haemosiderosis in Disseminated
Lupus Erythematosus. (Massive Lungenhamosiderose
bei Lupus erythematodes disseminatus). SIEGEN-
THALER, R., and HEDINGER, C. (1966). Schweiz. med.
Wschr., 96, 1323. 7 figs, bible.

Cardiac Involvement in Disseminated Lupus Erythematosus.
(Herzbeteiligung beim Lupus erythematodes dissemin-
atus.) BOSMANSKY, K., KRESANEK, E., ZITVfAN, D.,
and KOPECKY', S. (1966). Z. ges. inn. Med., 21, 359.
4 figs, bible.

Familial Chronic Discoid Lupus Erythematosus and
Hypergammaglobuilnemia. GALLO, R. C., and FORDE,
D. L. (1966). Arch. intern. Med., 117, 627. 3 figs,
21 refs.

Observations on a Case of Diffuse Scleroderma associated
with Discoid Lupus Erythematosus. (Enkele beschou-
wingen naar aanleiding van het v6orhomen van
sclerodermia diffusa en (lupus) erythematodes dis-

coides bij een patient.) JANSEN, L. H., CORMANE, R.
H., and DELDEN, J. VAN (1966). Ned. T. Geneesk.,
110, 1217. 9refs.

Five Cases of Scleroderma. (5 Falle von Sklerodermie.)
D'EPINAY (1966). Schweiz. med. Wschr., 96, 787.

Clinical Trial with Dimethyl Sulphoxide in Scleroderma.
TUFFANELLI, D. (1966). Arch. Derm., 93, 724.

Malabsorption in Intestinal Scleroderma. KAHN et al.
(1966). New Engl. J. Med., 274, 1339.

Oesophagus and Scleroderma. (Oesophage et sclero-
derniie). HARDY, M., NICOLAS, G., BOUHOUR, J.-B.,
and HOREAU, J. (1966). Arch. franc. Mal. Appar. dig.,
55, 311. 5 figs, 11 refs.

Relation between Scleroderma and Pulmonary Silicosis.
(Sui rapporti fra sclerodermia e silicosi polmonare.)
PEGNI, U., BASSI, G., and CAMARRI, E. (1966). Rif.
med., 80, 509. Bibl.

Relation of Different Clinical Pictures of Scleroderma to
Internal Medicine. (Die Beziehungen klinisch unter-
schiedlicher Bilder der Sklerodermie zur inneren
Medizin.) FALCK, I., and ZABEL, R. (1966). Derm.
Wschr., 152, 593. 16 figs, bibl.

Scleroderma: Dermal Amino Acid Composition with
Particular Reference to Hydroxyproline. NELDNER,
K. H., JONES, J. D., and WINKELMANN, R. K. (1966).
Proc. Soc. exp. Biol. (N. Y.), 122, 39. 6 refs.

Malabsorption in Intestinal Scleroderma: Relation to
Bacterial Flora and Treatment with Antibiotics. SALEN,
G., GOLDSTEIN, F., and WIRTS, C. W. (1966). Ann.
intern. Med., 64, 834. 5 figs, bible.

Metabolism of Collagen and Hydroxyprolinuria in
Scleroderma. (Metabolismo del collagene ed idros-
siprolinuria nella sclerodermia.) FAGLIA, G., and
NORBIATO, G. (1965). Atti Accad. med. lombarda,
20, 278. Bib].

Sclero-emphysema associated with Scleroderma. (Esclero-
enfisema concomitant con esclerodermia.) CASTELLA
ESCABROs, A. (1966). Med. clin. (Barcelona), 46, 161.
2 figs.

Perirenal Hematoma Secondary to Intrarenal Micro-
aneurysms of Periarteritis Nodosa demonstrated radio-
graphically. HORNER, B. A., HUNT, J. C., KINCAID,
0. W., and DEWEERD, J. H. (1966). Mayo Clin. Proc.,
41, 169. 5 figs, 10 refs.

Radiography of Periarteritis Nodosa of the Kidney.
(Zum Rontgebild der Periarteriitis nodosa der Niere.)
CHUDACEK (1966). Fortschr. Rontgenstr., 105, 49.

Polyarteritis Nodosa presenting as Acute Cholecystitis.
SCHWARTZ et al. (1966). Amer. J. clin. Path., 45, 468.
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Hearing Impairment as the Initial Sign of Polyarteritis
Nodosa. PEITERSEN, E., and CARLSEN, B. H. (1966).
Acta oto-laryng. (Stockh.), 61, 189. 3 figs, 11 refs.

Pathology of the Cardiac Conduction System in Poly-
arteritis Nodosa. JAMES, T. N., and BIRK, R. E. (1966).
Arch. intern. Med., 117, 561. 6 figs, 12 refs.

Studies of PPLO Infection. I. Production of Cerebral
Polyarteritis by Mycoplasma gallisepticum in Turkeys;
the Neurotoxic Property of the Mycoplasma. THOMAS
et al. (1966). J. exp. Med., 123, 897.

Polymyositis. PEARSON (1966). Ann. Rev. Med., 17, 63.

Clinical Contribution to the Study of Polymyositis.
(Contributo clinico alla conoscenza della polimiositi.)
COLOMBO, B., GIRARDI, G., and Bossi, L. (1966).
Reumatismo, 18, 10. 9 figs, bible.

Histological Findings and Pathogenic Considerations in
Rheumatoid Myositis (Part III). (Rilievi istologici e
considerazioni patogenetiche sulla miosite reumatoide
Nota III.) GOSPODINOFF, A., GOSPODINOFF, L., and
ROSSrNI, E. (1966). Policlinico, Sez. med., 73, 125.
13 figs, 20 refs.

Temporal Arteritis of the Facial Artery. DAS and LASKIN.
(1966). J. oral Surg., 24, 226.

Dermatomyositis: Flexion Contractures of Knees.
WHALLEY (1966). Proc. roy. Soc. Med., 59, 710.

Oesophageal Changes in Systemic Sclerosis. ATKINSON
and SUMMERLING (1966). Gut, 7,402.

Diagnosis and Treatment of Lupus Nephritis. FARMER
and FERGUSON (1966). Med. Clin. N. Amer., 50, 1119.

Rubella Synovitis in a One-Year-Old Patient. HILDE-
BRANDT, H. M., and MAASSAB, H. F. (1966). New
Engl. J. Med., 274, 1428. 14 refs.

Connective Tissue Studies
Electron Microscopical Study of the Sheath covering

Collagen Fibres. MOHANARADHAL RISHNAN, V., and
RAMANATHAN, N. (1966). Biochim. biophys. Acta,
112, 586.
This paper from the Central Leather Research In-

stitute, Madras, reports light and electron microscope
studies of the sheath (a membranous structure, 100-200 u

thick) covering kangaroo-tail tendon fibres. Thick
sections cut on a freezing microtome revealed a fibrous
network with components running in all directions.
Homogenized material, shadowed with gold-palladium or
stained with uranyl acetate in 50 per cent. ethanol and
examined electron-optically, showed a heterogeneous
appearance. although all structures were fibrillar in nature.
Some fibrils were longitudinally striated with an overall
repeat-period across the fibril of about 140A. The
authors discuss possible similarities between these fibrils
and striated-muscle fibrils and myelin sheaths. Another

type of fibril from the same preparation showed cross-
striations, partly resembling those in collagen but with
striations (bands) in groups of three and an overall
periodicity of 700 A. Evidence from amino acid analysis
and x-ray diffraction indicates that the sheath is pre-
dominantly collagenous in nature. The possible role of
the sheath is briefly discussed. J. A. Chapman

Phagosomes in Rheumatoid Synovial Fluid Leucocytes: a
Light, Fluorescence, and Electron Microscope Study.
ZUCKER-FRANKLIN, D. (1966). Arthr. and Rheum., 9,
24. 12 figs, 26 refs.
In this study from New York University School of

Medicine synovial-fluid and blood leucocytes from five
patients with classic rheumatoid arthritis and from six
patients with arthritis of varied aetiology were examined
by light, fluorescence, and electron microscopy in an
attempt to elucidate the nature of the inclusion bodies
reported to have been found in the leucocytes of patients
with rheumatoid arthritis.
The most striking observation was that neutrophils and

macrophages in the synovial fluid of the patients with
rheumatoid arthritis were full of phagocytic vacuoles
which contained a wide variety of elements. Only the
larger of these phagosomes could be detected with the
light microscope. These vacuoles were present to a
lesser extent in the control patients. Most of the
phagosomes enclosed identifiable subcellular structures
such as mitochondria, granules, and nuclear material, all
of which were also seen free in the synovial fluid. This
cellular debris may result partly from leucocytes retained
for some time in the joint space and partly from injured
synovial lining cells.

In addition the phagosomes contained a fibrin-like
substance (which might represent a degradation product
of fibrinogen), a large amount of amorphous proteina-
ceous material (part of which was probably rheumatoid
factor or rheumatoid-factor-y-globulin complex), and
some grey globular structures of undetermined origin and
significance.
Thus rheumatoid synovial fluid seems to contain a large

amount of particulate matter which may be ingested by
phagocytic cells. Phagocytosis is accompanied by
degranulation, and the release of lysosomal enzymes could
cause further injury to the joint so that a vicious circle
may be established. This may explain the chronicity of
the inflammatory reaction. E. Lester

Nature of Phospholipids in Normal and Rachitic Costo-
chondral Plates. HOWELL, D. S., MARQUEZ, J. T., and
PrrA, J. C. (1965). Arthr. and Rheum., 8, 1039.
The presence of phospholipids (PL) in biological mem-

branes and their participation in ion exchange reactions
suggests that they play an important part in tissue minera-
lisation, e.g. calcification. The authors, from the
University of Miami School of Medicine, have therefore
compared the PL of rachitic cartilage in calves with that
of normally fed controls.
The costochondral junctions were each divided into

three zones:
(1) Resting and proliferating cartilage;
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(2) Hypertrophic cartilage and adjacent osteoid;
(3) Metaphyseal osteoid.

The PL extracted with chloroform-methanol were
quantitatively estimated by their phosphorus content and
the extracts further fractionated by ascending chromato-
graphy on silica gel.

Despite approximately equal numbers of cells in the
corresponding regions of the affected and control tissues,
there was a marked deficiency of total PL in all three zones
of the rachitic junctions, which was largely due to
deficiency of phosphatidylethanolamine. Phosphatidyl
choline was unaltered and sphingomyelin increased. In
the zone of metaphyseal osteoid of the rachitic animals
there was also a considerable reduction of lysophos-
phatidyl choline. L. E. Glynn

Electromicroscopic Observations on Antibody-producing
Cells in Lymph and Blood. HUMMELER et al. (1966).
J. exp. Med., 124, 255.

Value of Rectal Biopsy in the Diagnosis of Primary
Systemic Amyloidosis. KYLE et al. (1966). Amer. J.
med. Sci., 251, 501.

Sarcoidosis. I. Ultrastructural Investigation on Epitheloid
Cell Granulomas. WANSTRUP and CHRISTENSEN (1966).
Acta path. microbial. scand., 66, 169.

Vitamin C Deficiency and Connective Tissue. IV. Deter-
minations- of Mucopolysaccharides and Collagen in
Carrageenan-Granulomas. KIRCHHEINER, B. (1966).
Acta rheum. scand., 12, 3. Bibl.
V. Fractionation of Acid Mucopolysaccharides in
Carrageenan-Granulomas. KIRCHHEINER, B. (1966).
Acta rheum. scand., 12, 13. Bibl.
VI. Uptake of 35S-Sulphate in Carrageenan-Granu-
lomas. KIRCHHEINER, B. (1966). Acta rheum. scand.,
12, 22. Bib].

Microautoradiographic Study of the Intracellular Distri-
bution of Glycerol-1, 3-C Labelled Lipids in Experi-
mental Connective Tissue. BOLE, G. G. (1966).
Arthr. and Rheum., 9, 295.

Separation of Connective Tissue Mucopolysaccharide
Protein Complexes from Unrelated Proteins. BERMAN
(1966). Nature (Lond.), 211, 640.

Antigenic Determinants of the Protein Polysaccharides of
Cartilage. SANDSON, J., ROSENBERG, L., and WHITE,
D. (1966). J. exp. Med., 123, 817. 3 figs, Bibl.

Comparison of Changes in the Chemical Composition of
Rabbit Cartilage Matrix with Age and following Intra-
venous Papain. TSALTAS, T. T., and GREENAWALD,
K. A. (1966). Nature (Lond.), 210, 1237. 5 figs, 19
refs.

Synovial Fluid. (Liquido sinovial.) HOULI, J. (1965).
Rev. esp. Reum., 11, 131. Bibl.

Intracellular Crystals in Synovial Fluid. SCHUMACHER
(1966). New Engl. J. Med., 274, 1372.

Examination of Synovial Fluid as a Diagnostic Aid in
Arthritis. HOLLANDER et al. (1966). Med. Clin. N.
Amer., 50, 1281.

Localization and Partial Characterization of an Aldehydic
Component in Tropocollagen. ROJKIND et al. (1966).
J. Biol. Chem., 241, 1530.

Formation of Hydroxyproline in Collagen. UDENFRIEND
(1966). Schweiz. med. Wschr., 96, 25; Science, 152,
1335.

On the Intracellular Synthesis of Collagen. KUMENTO
et al. (1966). Ann. med. exp. Fenn., 44, 58.

On the role of Ascorbic Acid in the Biosynthesis of Col-
lagen. I. Ascorbic Acid Requirement by Embryonic
Chick Tibia in Tissue Culture. JEFFREY and MARTIN
(1966). Biochim. biophys. Acta, 121, 269.
II. Site and Nature of Ascorbic Acid Participation.
JEFFREY and MARTIN (1966). Biochim. biophys. Acta,
121,281.

Effect of Radiation on Collagen. 1. Electron Spin Reson-
ance Spectra of 2537 A-irradiated Collagen. FORBES
and SULLAVAN (1966). Biochim. biophys. Acta, 118,
222.

Study of Collagen Metabolism in Man. CEBECAUER, L.,
and TRNAVSKY, K. (1966). Vnitfni Lek., 12, 339. 1
fig, bibl.

Preferential Staining of Collagen by Acid Dyes in Meth-
anol. SALTHOUSE, T. N. (1966). Nature (Lond.), 210,
1277. 7 refs.

Immunology and Serology
Fluorescent Antibody Technic as a Routine Procedure in

the Diagnosis of Lupus Erythematosus using Stored
Tissue Culture Cells. MUNA, N. M., VERNER, J. L.,
and HAMMOND, D. F. (1966). Amer. J. clin. Path.,
45, 117. 4 figs, 16 refs.
At the Thomas D. Dee Memorial Hospital, Ogden,

Utah, the authors have devised a fluorescent antibody
(FA) technique for the detection of antinuclear antibody
("LE factor") in the serum of patients with lupus ery-
thematosus (LE). Tissue culture cells are used as the
source of nuclear protein, rabbit kidney cells, human
amniotic cells, and HeLa cells having been used with
equal success. The cells are grown as a monolayer on
coverslips in any suitable medium, fixed in ether-
alcohol, washed in phosphate-buffered saline (pH 7 '3),
and stored in buffered glycerol in the refrigerator until
required. The slip is then washed in buffered saline,
covered with a dilution of the serum to be tested, and
incubated for 30 to 40 minutes at 370 C. After further
washing the slip is covered with commercial fluorescein-
labelled anti-human globulin and again incubated, after
which it is examined by fluorescent microscopy. Since
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guinea-pig complement was found to enhance the reaction
in some cases this is now added as a routine to all sera to
be tested.
Of 210 "suspected" sera tested in this way eleven, all

from patients with clinical evidence of LE, showed positive
fluorescence. One other gave a weakly positive reaction
and two a "doubtful" positive reaction, but the patients
did not return for repeat tests. Apart from these three
cases the authors state that "no false negatives or positives
are known". No attempt to correlate the findings with
those of the LE-cell preparation was made.

Evidence in the literature for the specificity of FA
techniques for the demonstration of antigen-antibody
reactions is reviewed and the authors claim that the FA
technique deserves consideration as a supplement to the
LE-cell preparation in the diagnosis of LE.

M. Wilkinson

Destruction of Human Cells in Tissue Culture by Lympho-
cytes from Patients with Systemic Lupus Erythematosus.
TRAYANOVA, T. G., SURA, V. V., and SVET-MOLDAVSKY,
G. J. (1966). Lancet, 1, 452. 5 figs, 7 refs.
The authors of this paper from the Institute of Experi-

mental and Clinical Oncology, Moscow, after remarking
that the role of immune lymphocytes in autoimmune
diseases has received little attention, report experiments
to study the effect on human tissue-cell cultures of
lymphocytes from thirteen patients with systemic lupus
erythematosus (SLE) and four with other collagen
diseases (two with scleroderma, one with haemorrhagic
vasculitis with renal involvement, and one with rheuma-
toid arthritis). As a control lymphocytes from six
healthy blood donors and from four patients with non-
collagen diseases were also tested. After lymphocytes
from the control group had been added to trypsinized
cultures of human fibroblasts and kidney cells the
cultures continued to thrive normally, but when lympho-
cytes from the patients with collagen diseases were added
to tissue cultures of fibroblasts the cells from ten of the
thirteen patients with SLE, the two patients with sclero-
derma, and the patient with rheumatoid arthritis ag-
glutinated with the fibroblasts, leading to destruction of
the cultures within 6 days. When kidney-cell cultures
were exposed to lymphocytes from seven of the patients
with SLE (all of whom had an exacerbation of the disease
with renal involvement) the cultures were similarly
destroyed in six cases.
The authors assume that immune lymphocytes are

responsible for the destructive lesions of SLE and
scleroderma and that autoantibodies are of secondary
importance. They suggest that these findings may have
diagnostic significance. M. Wilkinson

Serum Immunoglobulins in Rheumatoid Arthritis. CLAMAN,
H. N., and MERRILL, D. (1966). J. Lab. clin. Med., 67,
850.
This report from the University of Colorado deals

with the quantitative measurement of serum immuno-
globulins (yG, yA, and yM) in 72 patients with rheumatoid
arthritis, and with the correlation of these values with the
severity and duration of disease and the presence or
absence of rheumatoid factor detected by the latex ag-

glutination slide test. Immunoglobulins were deter-
mined by an Oudin-type single-diffusion-in-agar test.

Results showed an increase of yA levels in 51 per cent.,
ofyG in 25 per cent. and ofyM in 17 per cent. Elevation
of yA and yG levels correlated with increased sedimenta-
tion rate, but there was no correlation between immuno-
globulin levels and the duration of disease nor the
presence of bone changes on x-ray. Most of the patients
with rheumatoid factor had elevated yA levels, but there
was no correlation between the other immunoglobulin
levels and the presence or absence of rheumatoid factor.

T. M. Chalmers

Incidence of Parathyroid and Other Antibodies in the Sera
of Patients with Idiopathic Hypoparathyroidism.
BLIZZARD, R. M., CHEE, D., and DAVIS, W. (1966).
Clin. exp. Immunol., 1, 119. 1 fig., 28 refs.
Certain diseases, including Hashimoto's thyroiditis,

spontaneous myxoedema, and idiopathic Addison's
disease, are believed to be of autoimmune origin. Be-
cause idiopathic Addison's disease and pernicious anaemia
have been observed in association with idiopathic hypo-
parathyroidism, the authors, at Johns Hopkins University
School of Medicine and Hospital, Baltimore, examined
the serum of 74 patients with idiopathic hypoparathyroid-
ism, 32 ofwhom also had one or more associated diseases,
for the presence of antibodies against parathyroid tissue.
The patients were predominantly female and under 16
years of age. Four cases of congenital hypoparathyroid-
ism, 49 of Hashimoto's thyroiditis, 93 of Addison's
disease without idiopathic hypoparathyroidism, as well
as 245 healthy controls, were also studied. Antibodies
against gastric parietal-cell, thyroid, and adrenal tissue
were also sought, the indirect Coons technique with
fluorescein-labelled antihuman y-globulin being used on
fresh material. [For details of the technique employed
by the authors the original paper should be consulted.]

Parathyroid antibodies were demonstrated in the serum
of 28 (38 per cent.) of the 74 patients with idiopathic
hypoparathyroidism, in 25 (26 per cent.) of the 93 patients
with idiopathic Addison's disease, in six (12 per cent.) of
the 49 patients with Hashimoto's thyroiditis, and (un-
expectedly) in 16 (6 per cent.) of the 245 healthy controls.
No antibodies were found in the serum of the four patients
with congenital hypoparathyroidism. The parathyroid
antibodies were not against parathyroid hormone and
did not cross-react with gastric, thyroid, adrenal, liver,
or kidney tissue. Adrenal, thyroid, and gastric parietal-
cell antibodies were found in a number of patients with
idiopathic hypoparathyroidism who had no clinical
evidence of the diseases associated with these findings.
The destructive agent concerned in idiopathic hypopara-
thyroidism, if this is an autoimmune disease, remains
unidentified. William H. S. George

IJse of "Synovial" Cell Cultures in the Search for Virus in
Rheumatoid Arthritis. FORD, D. K., and OH, J. 0.
(1965). Arthr. and Rheum., 8, 1047. 2 figs, 6 refs.
Searching for possible evidence that rheumatoid

arthritis may be caused by a virus these authors from the
University of British Columbia, Vancouver, have studied
synovial cells in tissue culture. Cultures of non-rheuma-
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toid cells were derived from cadaver knee joints after
these had been infused with trypsin and washed out; those
of rheumatoid cells were obtained from the joints of living
patients, while non-rheumatoid as well as rheumatoid
synovial tissue was also obtained by surgical means.

Culture was successfully achieved from all these
sources, and the cells continued to multiply for more than
two months. Duplicate culture tubes were inoculated
with 104 plaque-forming units of Newcastle disease virus,
and while ten non-rheumatoid and four rheumatoid
cultures obtained by trypsinization of intact synovial
cavities showed no significant difference in viral multiplica-
tion, of fourteen non-rheumatoid and twelve rheumatoid
cultures obtained from tissue removed surgically some
tendency to greater viral multiplication was observed in
the former. In other experiments no evidence was found
that synovial cell culture fluid possessed "any interfering
property". No spontaneous degenerative changes which
might have suggested the presence of a latent virus were
seen in the cultures of the rheumatoid synovial cells.

G. Loewi

Thrombasthenia: Immunologic Evidence of a Platelet
Protein Abnormality. NACHMAN, R. L. (1966). J.
Lab. clin. Med., 67, 411. 4 figs, 27 refs.
Thrombasthenia (Glanzmann's) is a mild haemorrhagic

state attributed to a qualitative abnormality of the plate-
lets because although they are present in normal numbers,
bleeding time is prolonged and blood clots fail to retract.
Thrombin and ADP both of which induce clumping of
normal platelets fail to bring this about with the platelets
of thrombasthenia.
The protein of the platelets from two patients with

thrombasthenia has been studied, both qualitatively and
quantitatively by immunological methods. These have
revealed a reduction of the platelet fibrinogen from the
normal level of 10-12 per cent. of the platelet protein to
about 1 per cent. in the first case and 3 * 5 per cent. in the
second. Platelet albumin levels were normal. Striking
differences were also found in the properties of the plate-
let fibrinogen, as shown by its increased resistance to
thrombin and its increased susceptibility to ADP. The
evidence therefore sti ongly suggests that the basic
abnormality is a platelet fibrinogenopathy.

L. E. Glynn

Comparative Effect of Antirheumatic Drugs on Adjuvant-
induced Polyarthritis in Rats. WARD, J. R., and
CLOUD, R. S. (1966). J. Pharmacol. exp. Ther., 152,
116.
Polyarthritis was induced in rats by the injection of

adjuvant containing Mycobacterium butyricum to a hind
foot pad. Swelling occurred locally within 24 hours, and
disseminated arthritis developed within 10-14 days.
Each joint and the injection site were assessed daily for
swelling and erythema, and this model of inflammation
was used to compare the effect of indomethacin with that
of aspirin, prednisolone, phenylbutazone, chloroquine
phosphate, and hydroxychloroquine sulphate.

It was found that indomethacin, prednisolone, and
phenylbutazone decreased the swelling at the injection
site and suppressed the subsequent generalized arthritis.

Aspirin suppressed only the local reaction. Chloroquine
and hydroxychloroquine were without demonstrable
activity.
The authors suggest that, as the doses of drugs employed

were comparable to those used in the treatment of arthritis
in humans, this adjuvant arthritis in rats might serve,
with improved techniques, for measuring joint swelling
and tenderness, as a suitable model for testing anti-
arthritic drugs. T. M. Chalmers

Characterization of the Antinuclear Factor revealed by
Immunofluorescence. (Caratterizzazione dei fattori anti-
nucleari rivelati dalla immunofluorescenza). BONOMO,
L., TURSI, A., and DAMMACCO, F. (1965). Reumatismo,
17, 119. 12refs.
Two different types of reaction may be seen when an

immunofluorescent technique is used to demonstrate the
presence of antinuclear factor; sometimes a homogeneous
appearance is produced and at others a punctate or
speckled appearance. The same antiserum in different
dilutions will be able to give both reactions and the
results obtained with different patients can also differ.
The authors, working at the Institute of General Medicine,
University of Bari, have attempted to elucidate this
complex phenomenon. Using DEAE column chromato-
graphy and concentrating the eluates by dialysis against
"carbowax" they have succeeded in separating fractions
of the antinuclear factor each of which has different
properties.
The fractions were prepared from the serum of four

patients with systemic lupus erythematosus and one
patient with rheumatoid arthritis. It was found that
the fraction prepared by elution at pH 7 0 and 001M
consisted of 7S y-globulin [IgC] and always gave the
homogeneous reaction, whereas the fraction prepared
by elution at pH 5 0 and 0 -3M was 19S y-globulin [IgM1
and always gave the punctate reaction. Furthermore,
the homogeneous reaction was stronger than the speckled
in one of the cases of systemic lupus erythematosus, while
the speckled reaction was stronger in the case of rheuma-
toid arthritis. R. F. Jennison

Serial Erythropoietin Studies in Patients undergoing
Renal Homotransplantation. DENNY, W. F., FLANIGAN,
W. J., and ZUKOSKI, C. F. (1966). J. Lab. clin. Med.,
67, 386. 3 figs, 21 refs.
Considerable evidence already exists that the kidney is

the principal source of erythropoietin, a factor which
stimulates erythropoiesis and is produced in response to
anaemia or hypoxia. This evidence is based largely on
animal experiments, but the present paper confirms these
results in human subjects by studying plasma levels of
erythropoietin in azotaemic patients before and after
nephrectomy and after their subsequent receipt of a renal
homograft.
Of the ten patients studied, six underwent bilateral

nephrectomy several days before receiving their renal
homografts, and four underwent unilateral nephrectomy
at the time of grafting. Erythropoietin levels before the
graft operation were immeasurably low in all ten sub-
jects, but five showed significant elevations beginning at
Day 1, 14, 19, 24, and 46. No correlation was found,
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however, between the presence of renal function as
measured by the azotaemia or creatinine clearance on the
one hand and erythropoietin secretion on the other. In
all the five subjects who showed an increase in plasma
erythropoietin after renal grafting, evidence of increased
erythropoiesis was also obtained. L. E. Glynn

Seromucoids and the Carbohydrate Components of the
Glucoproteins of the Serum in Acute Rheumatism in
Children. (Le seromucoide et les composants hydro-
carbones des glycoproteides du serum sanguin au
cours de la maladie rhumatismale chez les enfants).
WILKOSZEWSKI, E., KOLINSKA, M., and UNSZLISHT-
SOWINSKA, J. (1966). Arch. franV. Pidiat., 23, 207.
5 figs, 33 refs.
The authors have studied the value of determinations of

the concentrations of seromucoids and related substances
in the blood in the diagnosis of rheumatic fever and the
assessment of its activity and have compared the results
with those obtained with the conventional tests. Serum
fucose, neuraminic acid, hexosamine, hexose, and sero-
mucoid levels were measured in 61 patients aged 4 to 15
years with rheumatic fever and fifteen healthy control
subjects of the same age. The patients included seven-
teen with rheumatic heart disease in a first attack,
seventeen with rheumatic heart disease from recurrent
attacks, and 21 with both heart and joint involvement in a
first or subsequent attack of rheumatic fever. Six
patients with joint involvement only were excluded from
subsequent analysis as their numbers were too small.

Significantly increased levels of all these substances
were found on admission. The values declined in a
varying manner over the next 3 months, although thcse for
fucose and neuraminic acid were often increased beyond
this time and were still raised when the erythrocyte sedi-
mentation rate, serum albumin:globulin ratio, and serum
a2-globulin level had returned to normal. Levels in
individual patients could not be related to the clinical
features or number of attacks. However fucose and
neuraminic acid levels were especially high in patients
who were admitted in the 2nd week of their illness. In
patients admitted in the 3rd or 4th week the serum
neuraminic acid level was still elevated 3 months after the
onset. It was noted that, in general, abnormal values
declined more slowly if they were greatly elevated
initially. Normal levels were found in three out of nine
patients with severe carditis, circulatory failure, and
hepatomegaly presumably as a result of impaired liver
function. Elevated levels were observed in three similar
patients with pulmonary and pleural reactions, these
increases being attributed to the action of depolymerizing
enzymes in the inflammatory sites. Respiratory or other
infections developing in 31 patients in the 2nd or 3rd
month of treatment after the values had become normal,
caused no significant rise.
The authors conclude that the serum levels of sero-

mucoids and related substances, especially fucose and
neuraminic acid, are important indices of rheumatic fever
activity. They are of diagnostic value, especially in
detecting rheumatic activity in patients with upper res-
piratory tract infections. They provide a therapeutic
guide in the course of an attack, but the results should be

interpreted with caution in patients with circulatory
failure. A. M. Denman

Anti-Gm Antibodies in the Serum and Exudates of Patients
with Rheumatoid Arthritis in the Light of Clinical
Observations. [In Polish]. SOBOTA, S., and KRAW-
CZYIASKA, Z. (1966). Pol. Tyg. lek., 21, 502. 4 tables,
10 refs.

Studies of the Breakdown of Corticotrophin in the Serum.
(Untersuchungen uber die Spaltung von Corticotrophin
im Serum.) KLAUS (1966). Acta endocr. (Kbh.), 52,
504.

Quantative Immuno-electrophoretic Analysis of Serum
Proteins in Normal and Pathological Conditions.
AFONSE (1966). Clin. chim. Acta, 14, 63.

Latex-Cold-Precipitate Test in Rheumatoid Arthritis.
VANSLYPE, J., VERSTRAETE, J., and TRITSMANS, E.
(1966). Acta rheum. scand., 12, 81. 2 figs, 19 refs.

Latex Agglutination Reaction in Synovial Fluid and Blood
Serum. BERKOWITZ, S. S., LAURIAN, S., GUARIGLIA,
E., and STEINBROCKER, 0. (1965). A.LR. Arch.
interamer. Rheum. (Rio de J.), 8, 259. 4 tables, 15 refs.

Polish Styrene Latex in Slide Test for Rheumatoid
Arthritis. [In Polish]. KOSMIDERSKI, S. (1966). Pol.
Tyg. tek., 21, 622. 4 refs.

Inhibition of the Agglutinating Activity of Rheumatoid
Factor by Serum Complement. SCHUBART, A. F., and
EWALD, R. W. (1966). Z. Immun.-Forsch., 130, 318.
3 tables, bibl.

Rheumatoid Factor in Takayashu's Syndrome. PLACHECKA,
M., KOPEC, M., and KOWALSKA, M. (1966). Acta
rheum. scand., 12, 29. Bibl.

Effects of Rheumatoid Factor on Complement Levels in
vivo. GOUGH, W. W., and DAVIS, J. S., IV. (1966).
Arthr. and Rheum., 9, 555. 2 figs, bible.

The Rheumatic Factor: A Critical Review. (II fattore
reumatoide). GRASSI, B., and Lom, C. (1966).
Omnia med. (Pisa), 44, 105. Bib].

Rheumatoid Factor in Children with Lupus Erythematosus:
a Serological Study. HANSON et al. (1966). Amer. J.
Dis. Child., 112, 28.

Ultracentrifugal Studies of the Reactions of Rheumatoid
Factor with Native Human yG-globulin. NORMANSELL
and STANWORTH (1966). Immunology, 10, 527.

Anti-y-Globulin Factors in Visceral Larva migrans.
HUNTLEY, C. C., COSTAS, M. C., WILLIAMS, R. C.,
LYERLY, A. D., and WATSON, R. G. (1966). J. Amer.
med. Ass., 197, 552. 5 figs, bible.
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Effects of Chemical Modifications of Human y-Globulins
on their Interaction with Rheumatoid Factors and Anti-
bodies. BOZSOKY, S., and FRANKLIN, E. C. (1966).
Arthr. and Rheum., 9, 405. 2 figs, 16 refs.

Antibody Content of the Normal and Pathological y-

Globulin Fractions of Sera containing a Cryoglobulin
with the Effect of Rheumatoid Factor. [In Hungarian].
BALAZS, V., SZEPESSY, G., and FROHLICH, M. (1966).
Orv. .Fetil., 107, 967. 2 figs, bibl.

Comparative Studies of the Structure of Normal and
Pathological Gamma Globulin. (Vergleichende Struk-
turuntersuchungen an normalen und pathologischen
Gamma-Globulien.) SCHUMACHER and TURBA (1966).
Klin. Wschr., 44,1006.

Side-Effects of Treatment of Hypogamma-globulinaemia
with Gammaglobulin. KAMME et al. (1966). Acta
med. scand., 179, 679.

Gm(g)-a "New" Gamma-globulin Factor. NATVIG
(1966). Nature (Lond.), 211, 318.

Immunocytochemical Localization of the Immunoglobulin
Factors Gm(a), Gm(b), and Inv(a) in Human Lymphoid
Tissue. CURTAIN and BAUMGARTEN (1966). Im-
munology, 10, 499.

Biosynthesis of Immunoglobulins. Free Light Chain as
an Intermediate in the Assembly of G-Molecules.
ASKONAS and WILLIAMSON (1966). Nature (Lond.),
211, 369.

Electrophoretic Determination of Albumin/Globulin Ratios
in Mice. KLASKY and PICKETT (1966). Nature
(Lond.), 211, 1298.

Immuno-electrophoresis of Serum in the Diagnosis of
Chronic Inflammatory Rheumatism. (Interet de l'im-
munophorese du serum pour le diagnostic des rhuma-
tismes inflammatoires chroniques.) DELBARRE, F.,
AUSCHER, C., and ACAR, F. (1966). Sem. H6p. Paris,
42, 1132. 10 figs, 10 refs.

Improved Technique for Separation and Identification of
Bovine Beta Globulins by Starch-Gel Electrophoresis.
MAKARECHIAN and HOWELL (1966). Canad. J.
Biochem., 44, 1089.

The Titres of Antistreptolysin and Antibodies to Strepto-
coccal M Protein in Patients with Rheumatoid Arthritis.
(Titolo antistreptolisinico e proteina M streptococcica
in soggetti con artrite reumatoide). TESTI, A.,
LEGNAIOLI, M., SCOLARI, L., and MEONI, R. (1966).
Quad. Sclavo Diagn., 1, 330. 2 tables, 19 refs.

Immunological Aspects ofRheumatoid Arthritis. (Aspect
immunologique de la polyarthrite rhumatoide.)
KAHN, M. F. (1966). Rev. med. Suisse rom., 86, 324.
14 refs.

Studies at the Cellular Level of the 19S Immune Response.
WIGZELL et al. (1966). Acta path. microbial. scand.,
66,530.

Natural Antibodies and the Immune Response. BOYDEN
(1966). Advanc. Immunol., 5, 1.

Haemoglobin Level in Patients with Rheumatoid Arthritis.
GIBBERD, F. B. (1966). Acta rheum. scand., 12, 122.
3 figs, bibl.

Experimental Research on the Prevention of Acute
Articular Rheumatism. I. Action of Streptococcal
Antigens and Steroids on Rabbits infected with Group A
Haemolytic Streptococci. (Ricerche sperimentali in
tema di prevenzione del reumatismo articolare acuto. I.

Azione di antigeni streptococcici e di steroidi in
conigli infettati con streptococco emolitico (Gruppo
A).) MAZZETTI, G., and ADEMOLLO, B. (1965). G.
ital. Chemioter., 12, 1. 1 fig., bib).

Changes of Heparin-Antithrombin Activity in Rats with
Adjuvant Arthritis. LIuNcz, G., and SAS, G. (1966).
Acta rheum. scand., 12, 95. 11 refs, 2 figs.

Sequential Changes in Rat Thymus after the Subcutaneous
Injection of Cortisol. BELLAMY et al. (1966). J.
Endocr., 35, 19.

Vascular Lesions resembling Polyarteritis Nodosa in Rats
undergoing Prolonged Stimulation with Oestrogen.
CUrrs (1966). Brit. J. exp. Path., 47, 401.

Osteo-cartilaginous Dystrophy and Dwarfism caused by
Papain in the Rabbit. (Dystrophies osteo-cartilagi-
neuses et nanisme induites par la papaine chez le lapin.
Etude microradiographique et histochimique.) HAL-
PERN et al. (1966). Rev. fran. Stt. clin. biol., 11, 357.

Changes in the Serum Proteins during the Course of
Experimental Adjuvant Arthritis in the Rat. (Modi-
ficazioni sieroproteiche in corso di poliartrite speri-
mentale da adjuvant nel ratto.) FANTINI, F., CAT-
TANEO, R., and MAssARoTn, G. (1966). Boll. Ist.
sieroter. milan., 45, 373. 5 figs, 14 refs.

Treatment of Adjuvant Arthritis in Rats with Anti-
inflammatory Drugs. WINTER, C. A., and Nuss,
G. W. (1966). Arthr. and Rheum., 9, 394. 3 figs,
bib].

Effect of Anti-Inflamatory Agents on Acute Experimental
Synovitis in Dogs. ROSENTHALE, M. E., KASSARICH, J.,
and SCHNEIDER, F. (1966). Proc. Soc. exp. Biol.
(N. Y.), 122, 693. 9 refs, 3 figs.

Mycobacterial Adjuvant Periarthritis in Rodents and its
Modification by Anti-inflammatory Agents. GRAEME,
M. L., FABRY, E., and SIGG, E. B. (1966). J. Phar-
macol. exp. Ther., 153, 373. 4 figs, 16 refs.

G
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Crystal-Induced Inflammation in Canine Joints. I.
An Experimental Model with Quantification of the Host
Response. MCCARTY, D. J., PHELPS, P., and PYENSON,
J. (1966). J. exp. Med., 124, 99. 6 figs, 21 refs.
II. Importance of Polymorphonuclear Leucocytes.
PHELPS, P., and MCCARTY, D. J. (1966). J. exp. Med.,
124, 115. 3 figs, 23 refs.

Diagnostic Value of the Precipitation Test of Jones and
Thompson in Collagen Diseases. (Uber den diag-
nostischen Wert des Precipitationstestes nach Jones
und Thompson bei Kollagenosen.) MIcHmILov, P.,
and BEROWA, N. (1966). Hautarzt, 17, 222. Bib].

Systemic (Primary) Amyloidosis associated with an IgM
Paraproteinaemia. RANLOV and NIELSEN (1966).
Acta path. microbial. scand., 66, 154.

Assessment of a New Micromethod for determining the
Erythrocyte Sedimentation Rate. SANDERS (1966).
J. Coll. gen. Practit., 11, 253.

Biochemical Studies
One Hour Response to Parathyroid Extract in Hyper-

parathyroidism and Renal Disease. GERSHBERG, H.,
MARI, S., and ST. PAUL, H. (1966). Metabolism, 15,
206. 8 figs, 7 refs.
Although the renal reabsorption of phosphorus (TRP),

which is inhibited by parathyroid hormone, is usually low
in primary hyperparathyroidism, the usefulness of its
measurement as a diagnostic test is reduced by the fact
that other diseases, and particularly renal disease, also
cause a fall in TRP. However, it has been shown that
whereas the administration of parathyroid extract (PTE)
causes an immediate fall in TRP in normal subjects, it has
no such effect in patients with hyperparathyroidism, and
the present authors report their experience at New York
University School of Medicine and Bellevue Hospital,
New York, with a test based on this principle.
The test is performed after an overnight fast and bet-

ween 8 and 10 a.m. (so as to minimize the effect of diurnal
variations in phosphorus excretion). The subject is
given water to ensure adequate excretion, and urine is
collected for a control period of 30 to 60 minutes. A
specimen of blood is then taken, 200 units ofPTE injected
intravenously, and urine again collected 1 and 2 hours
later. For each period phosphorus clearance and endo-
genous creatinine clearance (as a measure of glomerular
filtration rate) are determined and the TRP calculated
from them as the percentage of the filtered load.

In 44 healthy control subjects, the mean TRP was 87
per cent. in the control period and there was a mean
decrease of 14±6 per cent. at 1 hour and of 13 ±8 per cent.
at 2 hours after the injection of PTE. Twelve tests were
carried out on nine hyperparathyroid patients (3 were
uraemic), in six of whom (2 uraemic) the initial TRP was
subnormal. There was no significant change in TRP 1
hour after PTE in any of these patients, but at 2 hours a
decrease within the normal range was noted in two cases.
Of two patients who were restudied after removal of para-
thyroid adenomata, one showed a diminished response to

PTE at 83 days but a normal response at 19 months,
while the other showed a diminished response at 44 days
but normal at 144 days. In both cases hypercalcaemia,
initial TRP, plasma phosphorus level, and phosphorus
clearance had decreased promptly after the operation.
Fourteen tests were carried out on twelve patients without
hyperparathyroidism but with impaired renal function
(creatinine clearance less than 60 ml. per min. or plasma
creatinine level greater than 1 -6 mg. per 100 ml.), in
ten of whom the initial TRP was subnormal. The
response to PTE was related to creatinine clearance,
being normal when the latter was above 30 ml. per min.
and diminished when it was below 20 ml. per min., and
inversely related to the plasma creatinine level, being
normal when this was below and reduced when it was
above 2- 5 mg. per 100 ml.

Sources of difficulty in estimating the response to PTE
are indicated and the reasons for the persistent resistance
to PTE in the first weeks after operation are discussed.
The fact that two of the control group had mild hypercal-
caemia from other causes, yet responded normally to
PTE, suggests that the test might be of value in the
differential diagnosis of hypercalcaemia of non-para-
thyroid origin, but this remains to be confirmed.

Eric Beck

Sodium Chloride-induced Calciuria inHyperparathyroidism.
AXELROD, D. R. (1966). J. cdin. Endocr., 26, 207. 1
fig., 20 refs.
During a metabolic study at the Veterans Administra-

tion Hospital, Brooklyn, New York, of 23 patients sus-
pected of hyperparathyroidism it was observed that
infusion of hypertonic saline (for evaluation of renal
concentrating ability) caused a greatly increased urinary
excretion of calcium in nine patients, all of whom were
subsequently shown to have parathyroid adenomata,
although three of them had normal serum calcium levels.
The other fourteen patients in this series were eventually
considered not to be suffering from hyperparathyroidism,
so that they constituted a group of control subjects.
[No mention is made of the radiological appearances of
the bones.] During investigation all the patients received
a diet low in calcium (93 to 145 mg. daily) and with a
sodium content of 80 to 155 mEq. per day, and 4 to 8
days after starting the diet 5 per cent. sodium chloride
solution was infused (0 -125 ml. per kg. body weight) for
45 minutes. The amount of calcium excreted daily in
the urine was measured for 3 days.

In seven of the nine patients with hyperparathyroidism
calcium excretion on the day of the infusion rose by more
than 100 mg., while in the remaining two there was a
smaller rise. The rise was no longer observed when the
infusion was repeated in two cases after removal of the
parathyroid adenoma. In some of the control subjects a
small increase in the urinary excretion ofcalcium occurred
after the infusion of saline, but in none did the increase
reach the level of 100 mg. daily.

It is not clear why this increased calcium excretion
should occur in patients with hyperparathyroidism,
though it is suggested that increased production of anti-
diuretic hormone or the development of dilution acidosis
might be responsible. However, the author considers
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Influence of Corticosteroid Therapy on Serum Comple-
ment, Agglutinins, Free-boundary Electrophoresis, Total
Protein and Blood Counts in Dogs with Staphylococcal
Bacteremia. BALTCH, A. L., LEPPER, M. H., and
LOLANS, V. T. (1966). J. Immunol., 96, 149. 8 figs,
9 refs.
Twenty-four mongrel dogs were used, of which two

groups received two different levels of hydrocortisone
(Groups 2 and 3), one group staphylococci only (Group
4) and two other groups staphylococci and hydrocorti-
sone (Groups 5 and 6). Greatest white cell increases
were seen in Groups 5 and 6. Complement levels
decreased in these groups. Group 4 showed a 2- to 4-
fold increase in agglutinin titres, with similar increases in
the cortisone groups. A state of bacteriaemia was pro-
longed in Groups 5 and 6 and the clinical illness was most
severe. In these groups, there was also a prominent drop
of serum albumin and increase in a3-globulin.

G. Loewi

Observations on Some Extra-adrenal Effect of Corticos-
trophin on Carbohydrate and Lipid Metabolism in Man.
STAMP, T. C. B., LANDON, J., and WYNN, V. (1965).
Metabolism, 14, 1041. 1 fig., bibl.
This study was undertaken to investigate the effect of

corticotrophin on lipid and carbohydrate metabolism in
man. Fifteen patients, seven suffering from primary
adrenal insufficiency and ten from secondary hypo-
adrenalism due to hypo-pituitarism were compared with
controls, with regard to fasting levels of blood sugar,
blood pyruvate, plasma cortisol, plasma cholesterol,
plasma non-esterified fatty acids (NEFA), and for the
effect of infusion ACTH on these levels.

Blood samples were taken after a 12- to 14-hour fast,
during which replacement therapy was withheld. There
was no difference between the controls and the patients
with primary adrenal insufficiency, but the increase in
NEFA during the 4-hour infusion of saline solution was
less than that observed in the controls. In those patients
with hypo-pituitarism, the fasting levels were also normal
and the increase in NEFA during the 4-hour infusion of
saline were similar to those in the primary hypo-adrenal
group.

This suggests that the metabolic extra-adrenal actions
of corticotrophin may be without physiologic or pharmo-
cologic effect in man. B. M. Ansell

Effect of Tritium Labelling of Cortisol on its Physical-
chemical Properties and on its Metabolism in Man.
GOLD, N. I., and CRIGLER, J. F. (1966). J. clin.
Endocr., 26, 133. 5 figs, 20 refs.
The separation of 3H-labelled steroids from their

unlabelled or 14C-labelled counterparts has been reported
previously for silica-gel adsorption columns, celite
partition columns, and gas-liquid chromatography
columns-to these the authors add paper partition
chromatography. The clinical interest of the paper lies
in the study of what effect this physical difference may
have upon the results of 3H-cortisol experiments in man.
3H and 14C-cortisol were given together and cortisol and
some of its metabolites were separated from plasma and
urine extracts using Bush type paper chromatography

that the hypertonic saline infusion test may nonetheless
be useful in the diagnosis of hyperparathyroidism.

P. C. Warrant

Hydroxyproline in the Serum and Urine: Normal Values and
Clinical Significance. [In English]. LAITINEN, O.,
NIKKILX, E. A., and KIVIRIKKO, K. I. (1966). Acta
med. scand., 179, 275. 1 fig., 35 refs.
[At the Department of Medical Chemistry and Third

Department of Medicine, University of Helsinki, Fin-
land] the values of urinary free and peptide-bound
hydroxyproline were measured in 72 control subjects
and 89 patients with various diseases and the values of
serum free hydroxyproline in 95 control subjects and in
86 patients. Practical improvements in the methods of
hydroxyproline determination are suggested. Three
factors, age, sex, and body size, were found to have an
influence on the hydroxyproline values in the control
subjects. For clinical purposes the following normal
values are suggested: urinary total hydroxyproline for
persons between 18 and 21 years of age 13-0 to 28-0 mg.
per 24 hours/m2 and for persons between 22 to 55 years
of age 8 5 to 23-5 mg. per 24 hours/M2; serum free
hydroxyproline for males 0 70 to 1-55 ,ug. per ml. and
for females 0 70 to 1 -40 ,g. per ml. Increased values
were found in hyperthyroidism, in acromegaly, in Turner's
syndrome, in hyperparathyroidism and in some other
diseases in which there were bone changes, in acute
rheumatic fever, in polyarteritis nodosa, in malabsorption
syndrome, and in Marfan's syndrome. Free hydroxy-
proline was greatly increased compared with total
hydroxyproline in the urine of two patients with hyper-
parathyroidism and in two patients with azotaemia. The
determination of total hydroxyproline in the serum is
considered to be of value in the diagnosis of -thyroid
diseases and Marfan's syndrome, in following the res-
ponse to therapy in thyroid diseases, acromegaly and
growth hormone treatment, and when evaluating the
extent of pathological alterations in various diseases
affecting the bones.-[Authors' summary].

Plasma 17-hydroxycorticosteroid Levels during Sleep in
Man. WEITZMAN, E. D., SCHAUMBURG, H., and
FISHBEIN, W. (1966). J. clin. Endocr., 26, 121. 2 figs,
32 refs.
In this study an attempt was made to relate the early

morning rise of plasma 17-hydroxycorticosteroids (17-
OHCS) to periods of rapid eye movement (REM)
occuring during sleep and changes in electroencephalo-
graphic recordings. The subjects were six young physi-
cians from whom blood was taken from an indwelling
venous catheter half-hourly during the night. The plasma
17-OHCS, measured as Porter-Silber chromogens by the
method of Peterson, Karrer, and Guerra, had fallen to
zero by the evening and showed striking fluctuation in the
second half of the night. No direct relation was found
between the REM and the rises in plasma 17-OHCS but
there was a correlation between the duration ofREM and
the mean 17-OHCS during the four quarters of the night.

H. F. West
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systems. The chromatograms were cut into 1 cm. strips
and aliquots of each taken for radioactivity and total
steroid measurements-the latter with the acid-phenyl-
hydrazine reagent. This enabled peaks to be drawn of3H,
14C, and total steroid together with a curve for the specific
activity of the steroid across the peak. As expected the
3H steroid proved to be slightly less polar than the
unlabelled and 14C-steroid (which ran together) but when
the whole peaks were measured the 3H/14C ratio was that
of the administered steroids. This meant that the
physical difference of the 3H did not affect the metabolism
of cortisol and that it would not affect the experimental
results provided that the whole peak was measured. If
only a part of a 3H-steroid peak was taken the specific
activity could err by 2 to 3 per cent. and the error would
be cumulative if repeated purification were carried out.

This excellent paper should be read by those interested
in estimating steroid secretion rates. H. F. West

Isotopic Dilution with 4-14C-Cortisol and the Urinary
Excretion of 17-Ketogenic Steroids. (Dilution iso-
topique du 4-14Cortisol et excretion urinaire des
stercides 17-ctogenes). COPINSCHI, G., CORNIL, A.,
LECLERCQ, R., BELLENS, R., and FRANCKSON, J.-R.-M.
(1966). Path. et Biol., 14, 29. 2 figs, 21 refs.
With the availability of tracer quantities of radioactive

cortisol it has become possible to measure indirectly the
actual rate of glandular secretion of cortisol in man by the
isotopic dilution technique introduced by Cope and Black
(Clin. Sci. 1958, 17, 147). Providing that, after the
intravenous injection of radioactive cortisol, all rate
processes are fully completed within the period of time
over which the urine is collected, then, in the steady state,
the specific activity (radioactivity per unit mass) of an
exclusive metabolite of cortisol is an inverse function of
the rate of cortisol secretion. This report from the
kIopital Universitaire Saint-Pierre, Brussels, describes a
method in which 1 1 -hydroxyandrosterone and 1 1 -
hydroxyaetiocholanolone are used for the measurement
of specific activity. After the injection of 0 5 lc. of
4-14C-cortisol with a specific activity such that the amount
of hormone injected is about 2 to 3 per cent. of the body
pool, urine is collected for 48 hours. Aliquots (6 to 10
per cent.) of the urine are first subjected to treatment with
sodium borohydride to destroy pre-existing 17-oxy-
steroids and the remaining metabolities of cortisol are
then hydrolysed and oxidized with sodium metaperiodiate
to form the corresponding 17-oxysteroids, 11,8-hydro-
xyaetiocholanolone and 1 ,8-hydroxyandrosterone. These
are then purified by adsorption chromatography in
aluminia and the appropriate fractions collected for the
determination of radioactivity and Zimmermann chromo-
gen. The reproducibility of the method was tested by
making twelve duplicate estimations on specimens of
urine representing rates of cortisol secretion ranging from
9 to 74 mg. per 24 hours. The standard deviation was
1 - 7 mg. per 24 hours or 6 * 8 per cent.
The method was applied to ten normal men aged 20 to

56 years and ten normal women aged 17 to 48. The
mean cortisol secretion rate for the men was 22 * 6 mg. per
24 hours and for the women 18 4 mg. per 24 hours, with
corresponding 95 per cent. confidence limits of 16-2 to

29 * 0 mg. per 24 hours for men and 9 - 0 to 27 * 8 mg. per 24
hours for women. These values were significantly
different (P< 0 05), but when expressed as a function of
body weight or of surface area the difference disappeared.
A series of 72 patients aged 4 to 71 years with a variety
of complaints, including three with Cushing's syndrome,
were then studied. The rates of cortisol secretion in the
three patients with Cushing's syndrome ranged from 60
to 195 mg. per 24 hours and for the rest from 7 to 70 mg.
per 24 hours. When the rates of urinary excretion of 11-
oxysteroids were compared with those of cortisol sec-
retion in the two groups combined the correlation was
good (P< 0 001) throughout the whole range of cortisol
secretion. For the twenty normal subjects the mean rate
of excietion cf 1 1-oxysteroids was 37 per cent. (range 30
to 50) of the cortisol secretion rate and for the rest it was
34 per cent. (range 19 to 35).
The authors stress the desirability of using the tech-

nique of isotope dilution to measure the actual rate of
cortisol secretion for the accurate study of adrenal func-
tion because urinary excretion values of cortisol metabo-
lites aie subject to all the vagaries of renal function and
changing rates of conversion of secreted cortisol into its
metabolites. [However, the use of '4C-cortisol is difficult
to justify now that good supplies of the safer tritiated
isotope are available.] J. D. H. Slater

Amino Acid Transport in Bone. Evidence for Separate
Transport Systems for Neutral Amino and Imino Acids.
FINERMAN and ROSENBERG (1966). J. biol. Chem.,
241, 1487.
Amino acid transport in bone was studied by measuring

the uptake of labelled amino acids by foetal rat calvaria
on incubation in Krebs-Ringer bicarbonate. Mediated
uptake was expressed as a distribution ratio, i.e. the ratio
of the concentration in the bone to that in the medium.
That this was a function of the bone cells was shown by
the inhibitory effect of freezing-thawing and of more
specific inhibitors of cell metabolism. Distribution ratios
ranged from 11 9 for methionine to 42-2 for the non-
utilizable a-aminoisobutyric acid (AIB) with inter-
mediate figures for glycine, proline, etc.
Two distinct mechanisms of mediated uptake are

apparently operating in bone, as exemplified by the rat
calvarium. Michaelis-Menten analysis of the kinetics
of uptake of these compounds at different concentrations
and of their mutual inhibition revealed that whereas
glycine exerts competitive inhibition of the uptake of
AIB, its inhibition of proline uptake is non-competitive;
this suggests that the transport mechanism for the a
amino acids is at least partially distinct from that of the
imino acids. Confirmation of this conclusion was then
obtained by studying the effect of Na+. Replacement of
Na+ by Tris+ or other cations inhibited the transport of
all the amino acids, but whereas that of the aamino acids
was reduced by only 50-60 per cent. the transport of
proline yielded a distribution ratio of unity, i.e. transport
was by physical diffusion only. L. E. Glynn

Effect of Xanthine Oxidase Inhibitor (Allopurinol) on
Radioiron Absorption in Man. DAVIS and DELLER
(1966). Lancet, 2, 470.
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Excretion of Tryptophan Metabolites in Rheumatoid
Arthritis. SPIERA, H. (1966). Arthr. and Rheum., 9,
318.

Tryptophan Metabolism in a Patient with Phenylketonuria
and Scleroderma: a Proposed Explanation of the Indole
Defect in Phenylketonuria. DRUMMOND et al.
(1966). Canad. med. Ass. J., 94 834.

Metabolism ofAromatic Amino Acids in Collagen Diseases.
Urinary Excretion of Metanephrine and Normelane-
phrine, and Spontaneous Degradation of Vanilpyruvic
Acid. CHOREMIS et al. (1966). Clin. chim. Acta, 13,
574.

Farber's Disease: A Disorder of Mucopolysaccharide
Metabolism with Articular, Respiratory, and New ologic
Manifestations. BIERMAN, S. M., EDGINGTON, T.,
NEWCOMER, V. D., and PFARSON, C. M. (1966). Arthr.
and Rheum., 9, 620. 5 figs, 21 refs.

Pathology of the Cardiac Conduction System in Amy-
loidosis. JAMES (1966). Ann. intern. Med.. 65, 28.

Action of Cortisone on Human Fibroblasts in vitro.
MACIEIRA-COELHO (1966). Experientia (Basel), 22,
390.

Adrenocorticoti ophine-releasing Hormone in Peripheral
Blood: Increase during Stress. ANDERSON (1966).
Science, 152, 379.

Biological Half-life of a Synthetic Corticotrophin in Man.
MONCLOA et al. (1966). Acta endocr. (Kbh.), 52, 337.

Gastrointestinal Manifestations of Amyloidosis. MERRIL
(1966). Amer. J. dig. Dis., 11, 489.

Experimental Amyloidosis. Role of Antigenicity and
Rapid Induction. JANIGAN and DRUET (1966). Amer.
J. Path., 48, 1013.

Amyloidosis and Plasma Cell Disorders. AZAR (1966).
Ann. Rev. Med., 17, 49.

Studies on the Absorption, Distribution, and Excretion of
Indomethacin in Various Species. HUCKER, H. B.,
ZACCHEI, A. G., Cox, S. V., BRODIE, D. A., and
CANTWELL, N. H. R. (1966). J. Pharmacol. exp. Ther.,
153,237. 16 refs.

One-Hour Intravenous ACTH Test. MONCLOA et al.
(1966). J. c/in. Endocr., 26, 482.

Studies of ACTH Antibodies and Their Reactions with
Inactive Analogues of ACTH. FLEISCHER et al. (1966).
Endocrinology, 78, 1067.

Lipid Content of the Intervertebral Disc. FRANKLIN and
HULL (1966). Clin. Chem., 12, 253.

Effects of Vagotomy and Pylorplasty on Steroid-induced
Gastric Ulcers in Rats. KELLEY and REGAN (1966).
Amer. J. Surg., 111, 664.

Uptake of Radioactive Strontium (85Sr) in Joints damaged
by Rheumatoid Arthritis measured by External Count-
ing of Radiation. HOLOPAINEN, T., and REKONEN, A.
(1966). Acta rheum. scand., 12, 102. 14 refs.

Simple Method for the Separate Determination of Cortisol
and Corticosterone in Plasma. EECHAUTE (1966).
Clin. chim. Acta, 13, 785.

Effect of Light on Corticosterone Levels in Plasma of Rats.
SCHEVING and PAULY (1966). Amer. J. Physiol., 210,
1112.

Urinary Hydroxyproline Excretion in Normal Persons and
Patients with Rheumatic Diseases. (Die Hydroxypro-
linausscheidung im Urin von Normalenpersonen und
Patienten mit rheumatischen Erkrankungen.) HART-
MANN (1966). Klin. Wschr., 44, 1053.

Uric Acid, Uric Acid Dihydrate, and Urates in Urinary
Calculi, Ancient and Modern. LONSDALE and MASON
(1966). Science, 152, 151 1.

Uric Acid Dihydrate: Crystallography and Identification.
SHIRLEY (1966). Science, 152, 1512.

Urinary Cortisol Excretion in Stress Situations and in
Patients with Cushing's Syndrome. ESPINER (1966).
J. Endocr., 35, 29.

Urate Excretion in Normal and Couty Persons. COLTON
et al. (1966). Mayo Clin. Proc., 41, 326.

Studies on Urinary y-Globulins in Patients with Rheuma-
toid Arthritis. GORDON, D. A., EISEN, A. Z., and
VAUGHAN, J. H. (1966). Arthr. and Rheum., 9, 575.
8 figs, bible.

Urinary y-Globulin Excretion in Systemic Lupus Ery-
thematosus. MIYASATO, F., POLLAK, V. E., and
BARCELO, R. (1966). Amer. J. clin. Path., 45, 541. 8
refs.

Therapy
Prevention and Control of Retinopathy caused by Chloro-

quine. (Prevention et surveillance des retinopathies par
chloroquine.) BESSItRE, E. (1966). Arch. port. Oftal.,
18, (suppl.), 63. 203 refs.
The author has carried out an exhaustive study from

the literature of the subject and reports in detail 161 cases
wherein retinopathy followed the use of synthetic anti-
malarials. He concludes that the disorder should be
detected early and that grave results could be reduced in
most cases. Patients being given synthetic anti-malarials
should be subjected to repeated examinations in order to
observe any damage as soon as it is visible. This the
author did in forty cases and he discusses and tabulates
the results of his treatment. M. H. T. Yuille
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Chloroquine (Resochin) Effects on the Cornea. SANDVIG,
K. (1966). Acta ophthal. (Kbh.), 44, 355. 8 figs, 8 refs.
In a series of 52 patients treated with chloroquine, 36 - 5

per cent. presented corneal changes and in eighteen
patients treated with this drug 11 1 per cent. showed these
changes. G. von Bahr

Incidence of Chloroquine Retinopathy. Voipio, H. (1966).
Acta ophthal. (Kbh.), 44, 349. 24 refs.
From a survey of the literature, including a series of his

own, the author concludes that the frequency of retino-
pathy after chloroquine therapy varies considerably
(1-22 per cent.). The danger seems to begin with a total
dose of 100 g. or therapy lasting more than a year. Cases
of lupus erythematosus disseminatus seem to be most
susceptible to retinal damage. G. von Bahr

Chloroquine Myopathy. EADIE, M. J., and FERRIER,
T. M. (1966). J. Neurol. Neurosurg. Psychiat., 29,
331. 2 figs, 28 refs.
A vacuclar myopathy is described in a patient with

signs of chloroquine keratopathy. The histological,
clinical, and electromyographic features of the condition
are presented and the literature is reviewed. The con-
dition was reversible and the only oculomotor abnor-
mality was a defect of conjugate upward gaze.

J. D. Abrams

Ocular Damage in Chloroquine Therapy. NYLANDER, U.
(1966). Acta ophthal. (Kb/.), 44, 335. 4 figs, 52 refs.
A series of 397 patients (65 with skin diseases, 265 with

arthritis, and 65 with lupus erythematosus disseminates)
who had been treated with chloroquine were followed-up
by ophthalmological examinations. Corneal deposits
were found in 32-34 per cent. after 6 months to 2 years and
in 48 per cent. after 3-8 years. Retinopathy was ob-
served in 16 per cent. and suspected retinopathy in 9 per
cent. the frequency increasing with the duration of therapy
and with the calculated total dose. A pathological ERG
mostly a subnormal b-wave, was found in 37 out of 239
cases. Visual effects were present in 46 per ccnt. of the
cases with retinopathy and defective colour vision in 50
per cent. In advanced cases fundus changes weie seen.
Regular ophthalmological checks two or three times a
year are recommended. G. von Bahr

Chloroquine Retinopathy. Early Detection by Retinal
Threshold Test. CARR, R. E., GOURAS, P., and
GUNKEL, R. D. (1966). Arch. Ophthal., 75, 171. 5 figs,
21 refs.
Visual function tests were carried out on patients

receiving chloroquine. The perimetric threshold test was
found to be more sensitive than other tests and was
abnormal in all patients who had received more than 100
g. The thresholds for red and blue lights were deter-
mined at 50, 100, 200, and 300 from the fovea.

Results suggest that retinal toxicity is not an idio-
syncrasy but occurs in all patients who have taken
sufficient chloroquine. The rate of dosage is important
and 200 mg. per day is sufficient to cause changes in the
perimetric threshold.

Use of perimetric threshold determinations is advocated
as a sensitive test for chloroquine toxicity.

E. W. G. Davies

Three Cases of Chloroquine Retinopathy. A Follow-up
Investigation. CARLBERG, 0. (1966). Acta ophthal.
(Kbh.), 44, 367. 2 figs, 26 refs.
Three patients who had been treated with chloroquine

for long periods developed retinopathy. An early and
persistent symptom was difficulty in fixation. It is
stressed that the therapy should be stopped in time as
subjective and objective symptoms of retinopathy persist
even if they seem to come to a stand-still.

G. von Bahr

Ocular Side-effects of Treatment with Resochin. (Neben-
wirkungen am Auge bei der Resochinbehandlung.)
HEIDENSLEBEN, E. (1966). Acta ophthal. (Kbh.), 44,
361. l9refs.
In a series of 44 patients treated with chloroquine

(Resochin), eight presented corneal changes and two
retinopathy. The former did not impair vision even if
the treatment were continued for 3 years after their
appearance. G. von Bahr.

Cataract-inducing Effect of Systemic Corticosteroid
Therapy. SUNDMARK, E. (1966). Acta ophthal. (Kbh.),
44,291. 33refs.
After a review of the published statistics, including the

author's own material of 21 cases of steroid-treated
bronchial asthma and eighteen cases of rheumatoid
arthritis not treated with steroids the author concludes
that long-term systemic corticosteroid therapy may have a
cataract-inducing effect on patients with rheumatoid
arthritis but not on patients with bronchial asthma.

G. von Bahr

Experimental Cataracts following Long-term Administra-
tion of Corticosteroids. TARKKANEN, A., ESILX, R., and
LIEsMAA, M. (1966). Acta ophthal. (Kbh.), 44, 665.
4 figs, 13 refs.
Seven rabbits weighing 2- 5-3 kg. were given daily sub-

conjunctival injections of 2 mg. betamethasone in one eye
for from 8-41 weeks. After 28 weeks they had developed
diabetes and after 41 weeks two of the four surviving
animals showed bilateral posterior subcapsular cataract.

G. von Bahr

Ocular Complications of Some Older Drugs: a Historical
Glimpse. GRANSTROM, K. 0. (1966). Acta ophthal.
(Kbh).), 44, 279. 6 refs.
A short review of some older drugs known to produce

ocular complications. G. von Bahr

Ocular Side-effects of New Drugs. LILJESTRAND, A.
(1966). Acta op/thaL. (Kbh.), 44, 283. 19 refs.
A review of some new drugs giving ocular side-effects.

After a discussion of the possibilities of testing new drugs
a new Swedish centre for the collection of reports of
possible side-effects of drugs is introduced.

G. von Bahr
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Antimalarial Therapy and Early Retinal Changes in
Patients with Rheumatoid Arthritis. ARDEN, G. B., and
KOLB, H. (1966). Brit. med. J., 1, 270. 17 refs.
Patients with rheumatoid arthritis who receive large

doses of chloroquine or hydroxychloroquine may develop
irreversible retinal damage which may progress long after
treatment has ceased. In these cases, however, abnor-
malities may appear in the fundus before true retinopathy
develops, and withdrawal of treatment at this point may
halt the progress to retinopathy, suggesting that there is a
"pre-retinopathy" stage which might be recognized before
the retinal damage becomes irreversible. In order to seek
information about this "pre-retinopathy" stage an un-
selected group of patients with rheumatoid arthritis or
allied collagenoses treated with chloroquine or hydroxy-
chloroquine at various London and provincial hospitals
were subjected to thorough ophthalmological examina-
tion, and to electro-oculographic (EOG) studies within 6
weeks before or after this examination, and the data
analysed by computer at the Institute of Ophthalmology,
London. The total dosage of drug taken was estimated
in each patient (the doses of hydroxychloroquine were
divided by the factor 1 * 25 to allow for what is considered
to be a smaller therapeutic effect with this drug).
A control group of 42 healthy subjects were found to

have an average EOG of 237, and this was taken as the
normal value. The main group of patients taking anti-
malarial drugs who had normal vision and normal fundi
numbered 192 after those with myopia, other eye disease
such as arteriosclerotic retinal vessels, or diabetes had
been excluded. In this group the average EOG was 216,
a significant decrease which could be ascribed only to the
medication. A second group of patients consisted of
those receiving antimalarial drugs who had fundal
abnormalities such as pigmentation and macular "bull's
eye"; these numbered 29 after similar exclusions had been
made. The average EOG in this group was much lower
(200), and the difference in values between these patients
and those without ocular signs is considered to be signifi-
cant. It is considered that in this group, because of the
exclusions, the eye signs and the depression of the EOG
can again be attributed to the treatment.

Further analysis of the data showed that the incidence
of eye signs and of depressed EOG was not significantly
related to the duration of treatment. Where the total
dose given, however, was more than 8 g. per kg. body
weight the EOG was lower and the incidence of eye signs
rose sharply (40 per cent. compared with an over-all
incidence of 13 per cent.), suggesting that total dosage
rather than length of treatment may be the decisive fac-
tor. Both chloroquine and hydroxychloroquine had an
identical effect on the EOG. Within the limits employed,
dosage rates made no difference to the EOG values,
neither did intermittent as opposed to continuous therapy.
There were no differences in EOG value between patients
in remission and those with active disease, or between
those who were helped by the drugs and those who were
resistant to them.
The appearance of a macular "bull's eye" was associa-

ted in three of six patients with depression of visual acuity.
Though the "bull's eye" may clear up after stopping
treatment with antimalarial drugs it may progress to

retinopathy with field loss. It appears that florid retino-
pathy does not occur until some time after the develop-
ment of fundal pigmentation, and the evidence of this
survey suggests that such pigmentation is the most
reliable early sign of retinal damage and its presence is an
indication for stopping treatment with antimalarial drugs.

B. E. W. Mace

Ocular Accidents with Cortisone, and Attempts to over-
come them. (Les accidents oculaires par la cortisone et
les tentatives faites pour les neutraliser.) SEDAN, J.
(1966). Ann. Oculist. (Paris), 199, 601.
Of the four types of complications (retinal arterial

embolism, ocular hypertension, cataract, and corneal
ulceration) the author stresses the corneal ones. The
addition of Terramycin and Aureomycin has been
beneficial in preventing them in the author's experience,
and as an added precaution, an assessment of corneal
sensitivity should be made before embarking on topical
steroid therapy. John Romano

Treatment of Uveitis complicated by Cortisone-induced
Glaucoma. VANNAS, S., and OJALA, L. (1966). Acta
ophthal. (Kbh.), 44, 313. 3 figs, 14 refs.
In a group of fifteen patients with glaucoma after the

treatment of uveitis with corticosteroids treatment was
discontinued in five acute cases and the pressure was re-
stored to normal in a few days. In the other ten cases
with severe chronic uveitis corticosteroid therapy was
continued for months, even for years, and the tension was
controlled by epinephrine and carbon anhydrase inhibi-
tors; in three cases it was controlled by operation.

G. von Bahr

Theory, Indications and Contraindications of Adreno-
cortical Hormone Treatment. (Theorie, Indikation
und Kontraindikationen der Therapie mit Neben-
nierenridenhormonen.) WEISSBECKER, L. (1966). Klin.
Mbl. Augenheilk., 148, 788.
The author discusses the action of the adrenal cortical

hormones, especially of the gluco-cortoid hormones, and
the regulating influence on hormone production by the
hypothalmus and hypophysis. The knowledge of their
useful and harmful action is the pre-requisite for making
the right use of these potent substances. .H. Lytton

Adrenocortical Function during Intermittent Cortico-
steroid Therapy. ADAMS, D. A., GOLD, E. M.,
GONICK, H. C., and MAXWELL, M. H. (1966). Ann.
intern. Med., 64, 542. 4 figs, 33 refs.
Corticosteroid therapy is known to suppress adrenal

function for a considerable time, sometimes as long as 6 to
9 months after treatment ceases. It has been suggested
that adrenal failure after corticosteroid therapy may be
related to total steroid dosage, and if this is so, intermittent
therapy would have no advantage over continuous
therapy. With this possibility in mind the authors have
studied the long-term effects of intermittent rather than
continuous steroid therapy.
Ten patients with glomerulonephritis and the nephrotic

syndrome admitted to the Veterans Administration
Hospital, Los Angeles, California, were given cortico-
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steroids on three consecutive days in each week for at least
a year and in some instances for 18 months. Five patients
received 60 mg. prednisone per day and the other five
had 8 mg. dexamethasone per day. Adrenal function
was assessed before treatment and at 3, 6, 12, and 18
months thereafter on the basis of estimation of the plasma
concentration of cortisol (Porter-Silber chromogens) and
the urinary 17-ketogenic steroid excretion before and
after the administration of corticotrophin. In all cases
resting plasma cortisol level and response to ACTH were
not significantly altered by intermittent steroid therapy,
whereas subnormal responsiveness has frequently been
reported in patients receiving continuous therapy. The
plasma cortisol leveland excretion of 17-ketogenic steroids
were found to be significantly lower at 3 months, but
thereafter rose to pretreatment levels, a finding which
remains unexplained.

Side-effects, although not abolished by the intermittent
regimen, were reduced in severity. The clinical condition
of the patient was improved in four instances. These
findings suggest that continuity of treatment and not only
total steroid dosage plays a part in the suppression of
endogenous cortisol production, and the authors con-
clude that intermittent steroid therapy is as effective as,
and less detrimental to normal adrenal function than, the
more commonly used continuous treatment.

Nancy Gough

Posterior Subcapsular Cataract in Patients with Progres-
sive Polyarthritis treated with Corticosteroids. [In
Czech.] KOHOUTEK, J., and HAVELKA, S. (1966).
es. Oftal., 22, 273. 18 refs.
The authors studied the incidence cf posterior sub-

capsular cataract in fifty patients with progressive poly-
arthritis treated for more than a year with corticosteroids
in daily doses of 5-15 mi. (prednisone or its equivalent).
These were compared with two control groups not treated
with corticosteroids: fifty patients with rheumatism and
fifty non-rheumatic subjects. All the people in this study
were younger than 50 years so as to avoid the possible
lesions that occur at the posterior lens pole in elderly
people. Only one posterior subcapsular cataract was
seen in a 48-year-old woman who had progressive poly-
arthritis for 22 years; her disease was in the third stage
and she had taken prednisone for 2j years in an average
daily dose of 10 mg. The cataract was in one eye only
and the visual acuity of both eyes was normal. A brief
review is given of findings reported so far. M. Klima

Arthropathy associated with Steroid Therapy. VELAYOS,
E. E., LEIDHOLT, J. D., SMYTH, C. J., and PRIEST, R.
(1966). Ann. intern. Med., 64, 759. 9 figs, 24 refs.
Although osteoporosis is a well known complication of

intensive steroid therapy, the fact that this cause may be
operating in the production of some cases of so-called
"avascular necrosis" of bone is sometimes forgotten.
The authors of this paper from the University of Colorado
Medical Center, Denver, have reviewed the radiographs
of 92 patients with rheumatoid arthritis (Group I), fifty
patients with systemic lupus erythematosus (Group II),
and 52 patients who had received renal homotransplants
(Group III), and found radiological evidence of avascular

necrosis in eleven of them (6 in Group 1, 3 in Group 1I,
and 2 in Group III). In ten patients one or both hips
were involved, in another there was involvement of one
knee only, and in one patient of Group II one hip, a knee,
and both ankles were involved. All six patients in
Group I had received oral corticosteroids for a long time
(2 to 10 years), and of four cases in which histological
material was available there was evidence of necrosis in
one and osteoporosis in the other three, no tissue showing
evidence of vasculitis. Of the patients in Group II,
histological material was available from only two, in-
cluding one who had never received corticosteroids; in
both cases there was evidence of tissue necrosis and
fibrotic thickening of the arteriolar walls which was
consistent with an old healed vasculitis. In Gioup III
two patients were of especial interest because the types of
change seen in radiographs would not have occurred in
the natural course of their disease; both, however, had
received prednisolone in high dosage (more than 30 mg.
daily), though for only 4 months and 7 months respec-
tively; in neither case was biopsy material available for
examination.
The radiological changes noted in patients in Group I

were attributed to compression of weakened bones, and
corticosteroids were implicated because they are known to
increase the tendency to osteoporosis already existing in
patients with rheumatoid arthritis and because they allow
too much physical activity to be indulged in by suppress-
ing the symptoms of the primary disease. The authors
consider the changes in Group II (vasculitis with necrosis
of bone) to be an integral part of systemic lupus erythe-
matosus, but accept that the changes seen in Group m
were a direct result of corticosteroid therapy. They
also suggest that the term "aseptic bone necrosis" should
be reserved only for those cases in which there is histolo-
gical proof of the diagnosis, preferring the term "steroid
arthropathy" for other cases. E. D. Sever

Suppression of Metabolic Accompaniments of Phagocytosis
by Colchicine. GOLDFINGER, S. E., HOWELL, R. R.,
and SEEGMILLER, J. E. (1965). Arthr. and Rheum., 8,
1112. 7 figs, 23 refs.
This investigation at the National Institute of Arthritis

and Metabolic Diseases, Bethesda, Maryland, was under-
taken to determine the effect of colchicine on the phago-
cytosing leucocyte.
The increased oxidation of 14C-labelled glucose to

14C-carbon dioxide that occurs by way of the hexo-
semonophosphate shunt pathway during phagocytosis
was chosen as a convenient index of phagocytosis.
Leucocyte suspensions with and without colchicine were
pre-incubated and later microcrystalline monosodium
urate and 1"C-glucose were added to the suspensions.
After further incubation the 14C-carbon dioxide was
collected and its radioactivity estimated. The effect of
colchicine on the enhanced peroxidase uricolysis that
accompanies phagocytosis was also studied by measuring
the evolution of 14C-carbon dioxide from 14C-labelled
monosodium urate microcrystals.

Colchicine caused a reduced amount of 14C-carbon di-
oxide to be evolved from leucocytes incubated with 14C.
labelled glucose while they were ingesting sodium urate
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microcrystals, the degree of inhibition being in the range
25 to 40 per cent. Colchicine also caused a reduced
amount of 14C-carbon dioxide to be evolved from the
14C-labelled sodium urate when these crystals were
incubated with leucocytes. When phagocytosis was
measured visually, the percentage of cells containing
crystals appeared not to be influenced by colchicine
treatment, but when the ratio of ingested crystals to extra-
cellular crystals was determined phagocytosis seemed
definitely to be inhibited.
The authors suggest that the beneficial effect of colchi-

cine on gouty inflammation may result from its inhibiting
the phagocytosis of sodium urate microcrystals by leuco-
cytes. C. E. Quin

Colchicine and Trimethylcolchicinic Acid: a Comparison of
Their Effects on Human White Blood Cells in vitro.
WECHSLER, R., WALLACE, S. L., GERBER, D., and
SCHERRER, J. (1965). Arthr. and Rheum., 8, 1104.
2 figs, 16 refs.
The implantation of microcrystals of monosodium

urate monohydrate into the joints of human volunteers
has usually produced inflammation not proceeding to a
gout-like stage, and it has been suggested that in gout
lactic acid production by leucocytes during the phago-
cytosis of the crystals leads to a slight fall ofpH in the area
of inflammation; as uric acid is less soluble in an acid
medium further deposition of urate crystals occurs from
the hyperuricaemic body fluids, and this leads to sus-
tained gouty inflammation.
The present authors, working in the Jewish Hospital of

Brooklyn, and the State University of New York Down-
state Medical Center, Brooklyn, have compared the
effect of colchicine and trimethylcolchicinic acid (TMCA)
on the acid production by human leucocytes during phago-
cytosis in vitro as an indirect approach to understanding
how colchicine effects the relief of gout. In addition,
colchicine and TMCA were compared as to their relative
effects on mitosis in human lymphocytes growing in tissue
culture. Acid production was measured by observing the
fall in pH during one hour when polystyrene latex par-
ticles were being ingested. The leucocyte polystyrene
latex suspensions were made in 3 series: to one nothing
was added; to the second was added colchicine, and to the
third TMCA, the final concentrations of colchicine and
TMCA being the same. In addition, serum was collec-
ted from volunteers receiving therapeutic doses of colchi-
cine or TMCA and 1 ml. of each serum was added to the
leucocyte polystyrene latex suspensions instead of the
drugs.
The results of these experiments showed that colchicine

suppressed acid production by leucocytes during phago-
cytosis but that TMCA did not; also, sera from indivi-
duals receiving colchicine suppressed acid production by
leucocytes but sera from individuals receiving TMCA did
not. TMCA is closely related to colchicine chemically
and it seems reasonable to suppose both drugs act in the
same way in gout, for which they are both effective; it
seems unlikely, therefore, that colchicine acts by suppres-
sing acid production by leucocytes during phagocytosis.
Colchicine and TMCA may perhaps be converted to a
common substance in vivo and this product may affect the

leucocytes, but the results of the experiments with sera
from individuals treated with colchicine and TMCA do
not support this hypothesis. Thus, leucocytes were
obtained from peripheral venous blood and added to a
tissue culture medium, and 3 sets of paired experiments
were performed with the culture. In the first, colchicine
was added to one tube and an equal quantity ofTMCA to
the other; in the second and third series, tubes containing
either colchicine or TMCA were compared with tubes to
which no mitosis-arresting substance had been added.
After the tubes had been incubated cell suspensions were
prepared and the number of cells displaying mitotic
figures in a total of 3,000 cells counted. The results of
this exercise showed that colchicine had a significant
influence on mitosis but that TMCA in the same con-
centration did not. C. E. Quin

Suppression of Salicylate-induced Uricosuria by Phenyl-
butazone. OYER, J. H., WAGNER, S. L., and ScHMI,
F. R. (1966). Amer. J. med. Sci., 251, 1. 3 figs, 13
refs.
Salicylates given in high dosage increase the renal excre-

tion of urates, though when potent uricosuric drugs such
as sulphinpyrazone and probenecid are given in combina-
tion with salicylates the uricosuric effects of both are
suppressed and urate retention occurs. The authors,
having noted an increased serum uric acid level in several
patients receiving salicylates together with phenylbuta-
zone, which is structurally related to sulphinpyrazone,
have studied the interaction of these two drugs in patients
convalescent from various diseases at the Veterans
Administration Research Hospital, Chicago.
When four non-gouty patients and one with tophaceous

gout were given 5 g. aspirin daily a marked uricosuria,
accompanied by a fall in the serum uric acid level, occur-
red in all cases, but when phenylbutazone was given in
addition in a dosage of 200 to 600 mg. daily there was a
striking elevation of the serum uric acid level and a
decrease in urinary uric acid excretion, especially in the
patient with gout. In five other non-gouty patients there
was a similar suppression of uricosuria when aspirin was
added to previous medication with phenylbutazone.

Possible explanations of this mutual suppression of the
uricosuric action of the two drugs are discussed and the
clinical implications are pointed out.

Allan St. J. Dixon

Allopurinol and Acute Uric Acid Nephropathy. WATrS,
R. W. E., WATKINS, P. J., MATTHIAS, J. Q., and GIBBS,
D. A. (1966). Brit. med. J., 1, 205. 2 figs, 18 refs.
From St. Bartholomew's Hospital, London, the authors

report two cases of acute uric acid nephropathy develop-
ing in patients with leukaemia during treatment with
cytotoxic drugs and discuss the use of allopurinol for
preventing this complication. Allopurinol diminishes
the production of uric acid by inhibiting xanthine oxidase,
so lowering the uric acid concentration in plasma and
urine and increasing the amount of xanthine and hypo-
xanthine excreted.

In the first patient, a man of 66 with chronic nryeloid
leukaemia, treatment with mercaptopurine had caused a
reduced white cell count associated with oliguria, a rising
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blood urea level, and pronounced hyperuricaemia.
After a diuresis had been induced with mannitol, allo-
purinol (200 mg. 8-hourly) produced a slight increase in
oxypurine excretion and an associated fall in the plasma
uric acid level. There was increased excretion of uric
acid, but it was thought that this was due not to the drug
but to the release of uric acid which had been deposited in
the renal tubules during the period of the oliguria.

In the second patient, a boy of 16 with acute lympho-
blastic leukaemia, treatment with methotrexate had in-
duced a fall in the white cell count, but here again this
effect was accompanied by a rise in blood urea level and
hyperuricaemia. Allopurinol, given when the renal
failure had already become evident, produced similar
patterns of uric acid and oxypui ine excretion as had been
seen in the first patient. A further haematological
relapse occurred during the continued administration of
allopurinol but, with the xanthine oxidase inhibited,
cyclophosphamide and methotrexate could now be used
to reduce the white cell count without the occurrence of
hyperuricaemia, oliguria, or renal failure. The urinary
oxypurine excretion increased, but there was only a slight
rise in the excretion of uric acid.
The authors conclude that if allopurinol is to be effec-

tive in preventing acute uric acid nephropathy in these
cases, the drug should be given before treatment with
cytotoxic agents is started. A. Pringle

Results of a Controlled Trial of Indomethacin in Rheuma-
tology. (R6sultats d'un essai contr6le de l'indometha-
cine en rhumatologie). StZE, S. DE, RYCKEWAERF, A.,
KAHN, M.-F., and SOLNICA, J. (1965). Rev. Rhum.,
32, 769. 9 figs, 21 refs.
Indomethacin has been used in the treatment of rheu-

matic disease for several years, and the present report
from the Viggo Petersen Rheumatology Centre, Paris,
describes a controlled trial of the drug in the treatment of
75 patients, of whom twenty had rheumatoid arthritis
(RA), six psoriatic arthropathy, 25 ankylosing spondylitis,
thirteen lumbar pain and sciatica, seven acute and in-
tractable gout, two "polymyalgia rheumatica", one poly-
arthritis complicating ulcerative colitis, and one osteo-
arthritis of the hip. Indomethacin in the form of 25
mg. capsules was given in a daily dosage of 75 to 200 mg.

Various criteria were used as an index of improvement
but assessment was inevitably complicated by unrelated
factors. Thus, the occurrence of direct benefit was
deduced from a decreased morning stiffness and joint
swelling and a fall in the blood sedimentation rate, and
indirect benefit when any reduction in the dosage of
aspirin or cortisone was not followed by any deterioration
in the patient's condition. For RA the results were
excellent in eight cases, good in five and moderate in four;
one patient could not tolerate the drug and another could
not be followed up; any favourable effect that occurred
was observed in the first few days and it was not main-
tained when the treatment was stopped. Among those
patients receiving the placebo there were five in whom the
results were only moderately good. For lumbar pain and
sciatica the results were not impressive, but among seven
cases of gout not responding to colchicine, an excellent
result was obtained in one case, a good one in another, a

moderate response in three more and no improvement at
all in cnly two. Among the six cases of psoriatic artlro-
pathy improvement occurred both in skin condition and
in the arthropathy in two patients, but the total number
of cases was small. Indomethacin undoubtedly exerted
a beneficial effect on the patients with ankylosising spon-
dylitis and among the 25 cases observed results were
excellent in eight, good in five and moderate in four; there
was no response in six patients, while one could not
tolerate the drug and another could not be followed up.
Of the two cases of "polymyalgia rheumatica", one was
improved. The patient with osteoarthritis derived no
benefit from the drug. Side-effects occurred in 80 per
cent. of the cases, but if allowance is made for the side-
effects supposedly due to the placebo, it may be assumed
that an incidence of 30 per cent. would be more correct.
Fortunately, most of the side-effects disappear rapidly
when treatment stops. The authors conclude that
indomethacin is a useful anti-inflammatory drug which
can sometimes replace phenylbutazone or cortisone
when these are not well tolerated. D. Preiskel

Extended Study of Indomethacin. I. Clinical Pharma-
cology. ROTHERMICH, N. 0. (1966). J. Amer. med.
Ass., 195, 531. 6 figs, 10 refs.
The authors of this paper from the Ohio State Univer-

sity Hospital, Cleveland, report a study to determine the
incidence and nature of side-effects of indomethacin used
in the treatment of rheumatic conditions. The study was
divided into two parts.

In the first part 213 adults and three children with
rheumatic diseases, mainly rheumatoid arthritis, were
treated with indomethacin on a long-term basis. The
initial dosage was 5 mg. four times daily, and this was
increased to a total daily dosage of 75, 125, or 200 mg.
according to clinical need. The only side-effects noted
concerned the nervous system and the gastrointestinal
tract. Over half the patients had nervous symptoms,
such as transient headache, vertigo, lightheadedness, and
disturbance of sensation, and in 46 cases the drug had to
be stopped altogether (it was resumed at a lower dosage
in 19). More than one-quarter of the patients had some
degree of dyspepsia or colicky pain, though only eleven
had proven peptic ulcers (1 with perforation, 7 with
haemorrhage); four of these eleven patients had had an
ulcer before the treatment started. The side-effects dis-
appeared soon after indomethacin was stopped. No
harmful effect was found on leucocyte count, haemoglo-
bin level, liver function, or electrolyte balance. Renal
function tests gave normal results in six patients and renal
biopsy findings were normal in three patients who had
been taking the drug for over 2 years. No eye complica-
tions were seen in 65 patients who were examined regularly
and in detail.

In the second part of the study six patients were given
massive single daily doses of 300 mg. (in one case 250
mg.) indomethacin. All developed transient nervous
symptoms (violent headache, vertigo, disturbed equili-
brium) mainly determined by the dosage and the blood
levels of the drug. Again the blood counts, results of
liver function tests, and serum electrolyte levels were
normal.
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In both studies it was found that symptoms were
reduced if the drug was taken with food or at night with a
glass of milk. J. A. Cosh

Pentazocine: a Potent Nonaddicting Analgesic. HIN-
SHAW, J. R., HOBLER, K. E., BORJA, A. R., and SAHLER,
C. 0. (1966). Amer. J. med. Sci., 251, 57. 5 refs.
To determine the value of the benzomorphan derivative

pentazocine, which has been shown to be a potent, non-
addicting analgesic, for routine hospital use 216 patients
at the Rochester General Hospital, Rochester, New York,
selected at random, were given the drug intramuscularly
or subcutaneously for the relief of pain (usually post-
operative) when they would usually have been given
morphine or pethidine. The dose was either 30, 45, or
60 mg. in most cases; 63 patients received only a single
dose, the remainder multiple doses. The degree of pain
relief was assessed subjectively in four degrees, which are
defined. In addition, a direct comparison with pethidine
was made in 27 cases and with morphine in eleven.

In the main trial "excellent" or "good" relief of pain
was obtained with pentazocine in 207 cases and "fair" or
"poor" in 23. [The discrepancy between these figures
and the total numbers of patients treated and of doses
administered is not explained.] The results were much the
same in all 3 dosage groups. The sedative effect of the
drug was variable, being absent in some cases, and it is
stated that "the ability of morphine to allay the anxiety
of the agitated patient is not a notable property of penta-
zocine". The only significant side-effects noted were
nausea and vomiting, which occurred almost exclusively
in patients who had received a general anaesthetic and
were relieved by anti-emetics. Pentazocine produced no
postoperative hypotension and no constipation in the
dosage given; in patients who received multiple doses no
evidence of dependency was found. No conclusion could
be reached concerning the tendency of pentazocine to
produce respiratory depression in comparison with other
drugs. The duration of analgesia varied, relief lasting 4
to 6 hours in some patients with continuous pain from
carcinoma, whereas in the early postoperative period
administration of the drug was sometimes needed as often
as every 3 hours.
From the comparative trials it was concluded that 30

mg. pentazocine has an analgesic effect similar to that of
10 mg. morphine or 50 to 75 mg. pethidine, while 60 mg.
is equivalent to 15 mg. morphine or 100 mg. pethidine.
However, in a few patients the narcotics afforded a degree
of relief which could not be obtained with pentazocine in
the dosage used. The authors state that "when psychic
depression is important, the narcotics are superior to
pentazocine. When the patient should remain alert,
pentazocine is superior".

[This study would have been more valuable if it had
been planned and carried out under double-blind con-
ditions.] Mark Swerdlow

Failure of Systemic Analgesic Agents to alter the Absolute
Sensory Threshold for the Simple Detection of Pain.
CHAPMAN, L. F., DINGMAN, H. F., and GINZBERG, S. P.
(1965). Brain, 88, 1011. 1 fig., 28 refs.
The authors have re-examined the action of analgesic

agents on the perception threshold for pain using the
radiant heat method developed by Hardy, Wolff, and
Goodell 25 years ago.

Three groups of medical student volunteers were chosen
for studies with salicylates, meperidine, and ethyl alcohol,
and the intensity of the stimuli were varied within a given
range. Regression equations relating the proportion of
positive responses to stimulus intensity were computed
for each group and for each individual, and on the basis
of these equations the points at which the occurrence of a
positive response would have a probability of 0 50 were
determined. These points were taken as the absolute
sensory thresholds for pain detection (perception
thresholds). The results indicated that the perception
thresholds were not significantly altered by amounts of
analgesic agents known to be effective in relieving the
discomfort of clinical disease states.
A hypothesis based on recent advances in the know-

ledge of central pain systems was then put forward to
explain the failure of the analgesic agents to alter the pain
threshold. It was considered that painful stimuli at
intensities in the range of the absolute sensory pain
threshold evoke only the discriminative components of
the total pain experience which are subserved by the
spino-thalamic tract. It was suggested that analgesics
have no significant action on this pain pathway but
affect the reticular formation on which are dependent
arousal features related to tension, alerting and domina-
tion of attention. These are aspects of the pain experi-
ence intermediate between the discriminative components
and the emotional components mediated by the cerebral
cortex. D. A. Pitkeathly

Response to Metyrapone in Children with Rheumatic
Diseases. RUVALCABA, R. H. A., WAXMAN, S. H.,
TIPPIT, D. F., and KELLEY, V. C. (1966). J. Pediat.,
68, 257. 2 figs, 15 refs.
Eleven children, six male and five female, aged from

4 years 11 months to 14 years, eight of whom were suffer-
ing from juvenile rheumatoid arthritis and three from
active rheumatic fever, were investigated with regard to
their response to metyrapone; five were also studied in
respect of their response to ACTH. At the time of the
study none were receiving anti-inflammatory drugs
although one had received aspirin intermittently fcr 8
months up to 8 days before the study and another had
received corticosteroid therapy for 6 months, 20 months
before the study. The dosage of metyrapone employed
was 30 mg./kg. body weight and that of ACTH 40 units;
these drugs were given over a 4-hour period intravenously.
For the metyrapone test, blood samples were collected at
0, 2, 4, 6, and 8 hours, and for the ACTH test at 0 and 4
hours for plasma cortisol and 1 I-deoxycortisol estima-
tions. 24 urine samples were obtained the day before,
the day of, and the day after each test for estimation of
urinary 17 hydroxy-corticosteroids (17-OHCS), 17 keto-
steroids, and pregnanetriol. The plasma steroid res-
ponses were very similar to those observed in normal
individuals. Only one child showed a definite abnor-
mality of pituitary reserve as judged by the urinary
17-OHCS response following metyrapone administration,
although two were borderline. These three patients also
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had the least elevation of plasma corticosteroid concen-
trations after termination of the metyrapone infusion.

B. M. Ansell

Synovectomy of the Carpal Joints in Rheumatoid Arthritis:
a Report of 47 Cases. [In English.] FERNANDEZ-
PALAZZI, F., and VAINIO, K. (1965). A.L.R. Arch.
interamer. Rheum. (Rio de J.), 8, 249. 15 refs.
The controversy about the value of synovectomy in the

carpal joints in rheumatoid arthritis has prompted the
authors to report the early results in forty patients on
whom they performed this operation at the Rheumatism
Foundation Hospital, Heinola, Finland, the operation
being bilateral in seven cases. The mean duration of
wrist symptoms was 8 years (range 3 months to 16 years).
Dorsal tenosynovectomy and carpal synovectomy were
performed under axillary block anaesthesia, an L-shaped
incision being used in twenty cases and a dorsal transverse
incision in 27. In fourteen the head of the ulna was also
resected and in 1 the carpal tunnel was decompressed.
The average period of follow-up was 10 5 months (range
5 to 16 months).
There was disappearance of pain in forty wrists, of

swelling in 33, and of dorsal tenosynovitis in 33. In no
patient did scar adherence occur. There was decreased
movement of the wrist in about half the patients, and this
was more marked in volar flexion. Osteoporosis dimin-
ished in thirty patients. All the patients were satisfied
with the operation. The authors consider that the pro-
cedure is worth while and that it is particularly indicated
in acute cases with little joint destruction. V. Wright

Synovectomy for Rheumatoid Arthritis. WILY INSON,
M. C., and LoWRy, J. H. (1965). J. Bone Jt Surg.,
47-B, 482. 2 figs, 9 refs.
The authors report the results of synovectomy of joints

severely affected by rheumatoid arthritis, which was per-
formed at Black Notley Hospital, Essex, on 62 patients as
an adjunct to general in-patient treatment including
splintage. Of the 103 joints so treated, 96 (93 per cent.)
were pain-free on discharge, 69 being mobile and 34 stiff.
At follow-up (average 3 years 8 months later) 73 (80 per
cent.) of 91 joints remained pain-free, and 49 (80 per cent.)
of 61 which had been mobile at the time of discharge
retained their mobility. When the joints were stiff pre-
operatively relief from pain was usually achieved, but
there was no increase in the range of joint movement.
[When it is borne in mind that the joints treated surgi-

cally were those most severely affected the results, in
terms both of relief of pain and of the maintenance of
function, are impressive. As the authors point out, they
might well have been even better had earlier cases been
included.] Peter Ring

Principles of the Conservative Treatment of Flexion De-
formities in the Knee in Rheumatoid Arthritis. LENOCK,
F., and KADLCOVA, L. (1965). A.LR. Arch. interamer.
Rheum. (Rio de J.), 8, 232. 8 refs.
The authors of this paper from the Research Institute

of Rheumatic Diseases, Prague, discuss the mechanisms
whereby flexion deformity of the knee in patients with
rheumatoid arthritis affects other joints and the muscles

of the leg and describe the principles on which non-
surgical treatment should be based. In 100 unselected
patients, of whom eighty were women, and ten were
children under 15 years of age, the deformities, involving a
total of 166 knees, were treated with passive movement,
resisted-extension exercises, and splintage. This was
continued for 1 month in 26 cases, 2 months in 60, and
3 months in 14. Some improvement of flexion occurred
in 102 joints and improvement of extension in 161.

[It is not stated in how many cases the flexion deformity
was completely corrected.] It is pointed out that al-
though this type of treatment may not produce adequate
improvement, its effect in increasing muscular strength
improves the chances of success of any subsequent
operation. V. Wright

Types of Cervical Disk Lesions and their Surgical
Approaches. SCOVILLE, W. B. (1966). J. Amer. med.
Ass., 196, 479.
From a review of 741 patients, operable cervical disk

lesions are divided into five categories:
(1) Lateral soft disk;
(2) Lateral hard (osteophyte) disk;
(3) Central bar lesion;
(4) Central soft lesion;
(5) Fracture-dislocation with disk protrusions.

The first two categories, which make up 95 per cent. of
all operable lesions, should be treated by facetectomy or
foraminectomy with root decompression from a posterior
approach. Results are described as "amongst the most
rewarding of all operations in the field of neurosurgery".
The central bar lesion is removed from either an anterior
or posterior approach, with less satisfactory but still
worth-while results. The rare central soft disk is ideally
removed through an anterior approach. In cases of
fracture-dislocation without irreversible cord destruction
the treatment of choice is the anterior approach with
fusion. J. T. Scott

Toxic Hepatitis following Phenylbutazone Therapy.
MUSCAT-BARON and FREEMAN (1966). Brit. J. clin.
Pract., 20, 437.

Azathioprine Therapy of "Autoimmune" Diseases.
CORLEY, C. C., LESSNER, H. E., and LARSEN, W. E.
(1966). Amer. J. Med., 41, 404. 4 figs, bible.

Results of Long-Term Treatment of Coxarthrosis with
Indomethacin. MICHOTTE, L. J., BOGAERT, P. VAN, and
WAUTERS, M. (1966). Acta rheum. scand., 12, 146.
3 refs.

Neuropathy caused by Chloroquine. (Neuropathie due a
la chloroquine.) BONARD (1966). Schweiz. med.
Wschr., 96, 1103.

Measurements of Bone Dynamics in Seven Patients with
Salicylate-treated Rheumatoid Arthritis. RAMSER,
J. R., DUNCAN, H., LANDEROS, O., EPKER, B., and
FROST, H. M. (1966). Arthr. and Rheum., 9, 424. 22
refs.
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Metabolic Treatment in Diffuse Pain [Varialgia]. LIN-
DAHL, 0. (1966). Acta rheum scand., 12, 153. 4 refs.

Successive Use of Antimalarials and Gold in the Treatment
of Rheumatoid Arthritis. (O uso sucessivo de anti-
malaricos e ouro no tratamento da artrite reumat6ide.)
SEDA, H. (1966). Brasil-mid., 80, 85.

Radiology of the Malignant Synovioma. (Zur Ront-
genologie des malignen Synovialoms.] STEPHAN
(1966). Fortschr. Rontgenstr., 104, 864.

Operative Treatment of Prolapsed Discs in the Lumbar
Region. FRASER, W. N. C. (1966). N.Z. med. J., 65,
437. 5 figs, 11 refs.

Surgery of Gonarthrosis with Lateral Deviation. (Traite-
ment chirurgical des gonarthroses avec deviations
laterales.) DEBEYRE, N., and PATTE (1966). Rev.
Rhum., 33, 327.

Ankylosis of the Temporomandibular Joint treated by
Subcondylar Resection. PIZER (1966). Oral Surg.,
21, 6, 706.

Comparison of Gap and Interposition Arthropathy in the
Treatment of Temporomandibular Joint Ankylosis.
TOPAZIAN (1966). J. oral Surg., 24, 405.

Arthroplasty of the Hip. STINCHFIELD and CHAMBERLIN
(1966). J. Bone Jt Surg., 48-A, 564.

Arthrography of the Knee by Double Contrast Method.
FREIBERGER, R. H., KILLORAN, P. J., and CARDONA, G.
(1966). Amer. J. Roentgenol., 97, 736. 12 figs, 17
refs.

Random Allocation of Patients in Clinical Trials. DEELEY
(1966). Meth. Inform. Med., 5, 100.

Treatment of Cervical-Disk Conditions. DOHN (1966).
J. Amer. med. Ass., 197, 897.

Intra-Articulpr Steroid Therapy of the Hip Joint. L6v-
GREN, O., and GIDLUND, A. (1966). Acta rheum.
scand., 12, 135. 2 figs.

Steroid Glaucoma. MILLER, S. J. H. (1966). Trans.
ophthal. Soc. N.Z., 18, 19. 7 refs.

Corticosteroids in Heart Disease. BAYLISS, R. I. S.
(1966). Brit. med. J., 11, 721.

Corticosteroid Injection of Small Joints by Hypospray.
RANKIN and GOOD (1966). Arthr. and Rheum., 9, 611.

Corticosteroids and Pregnancy. ROLF (1966). Amer. J.
Obstet. Gynec., 95 339.

Study of the Function of the Pituitary-Adrenal Axis in
Prolonged Corticotherapy. (Estado de la funcion del
eje hipofisis suprarrenal en la corticoterapia pro-
longada.) ROBLES GIL, J., KATONA, G., ORTEGA, E.,
and SERRANO, P. (1965). Bol. mex. Reum., 5, 105. 5
refs.

Stretchings and Yawnings induced by Adrenocortoco-
trophic Hormone. GESSA et al. (1966). Nature
(Lond.), 211, 426.

Assessment of the Activity of the Hypophyso-adrenal Axis
during the Corticotherapy of Rheumatic Diseases.
(Appreciation de l'activite du couple hypophyso-
surrenalien au cours de la corticotherapie pour
maladies rhumatismales.) BLOCH-MICHEL etal. (1966).
Ann. Endocr. (Paris), 27, 1, 75.

Penicillamine Therapy for Rheumatoid Lung Disease:
Effects on Protein Sulphydryl Groups. LORBER, A.
(1966). Nature (Lond.), 210, 1235. 3 refs, bible.

Rheumatoid Pleuritis successfully treated with Decorti-
cation. Report of a Case and Review of the Literature.
BRUNK, J. R., DRASH, E. C., and SWINEFORD, 0. (1966).
Amer. J. med. Sci., 251, 5, 545. 2 figs, bib].

Aspirin is Always with Us. (Laspirine est toujours
debout.) DE REYNAL, B., and FRANqON, F. (1965).
J. beige Med. phys. Rhum., 20, 5, 197.

Modification of Radiation Response of Tissue by Colchi-
cine. GRIEM and MALKINSON (1966). Amer. J.
Roentgenol., 97, 4, 1003.

Diuretic Drugs in Patients with Impaired Renal Function.
HUNT, J. C., and MAHER, F. T. (1966). Amer. J.
Cardiol., 17, 642. 11 refs.

Acute Renal Insufficiency reversed by Phenylbutazone.
(Insuffisance renale aigue reversible au cours d'un
traitement par la phenylbutazone.) BLOCH-MICHEL
et al. (1966). Bull. Soc. mid. Hop. Paris., 117, 497.

Treatment of Hyperuricaemia in Patients with Chronic
Renal Impairment. I. Benziodarone. (Essais de
traitement de l'hypericemie chez les insuffisants
renaux chroniques. I. Action de la benziodarone.)
RICHET etal. (1966). Rev.franr. Jt. clin. biol., 11, 396.

Other General Subjects
Associations between Gout, Psoriasis, and Sarcoidosis:

with Consideration of Their Pathogenic Significance.
ZIMMER, J. G., and DEMIS, D. J. (1966). Ann. intern.
Med., 64, 786. 44 refs.
A review of the records of patients admitted to the

Walter Reed General Hospital, Washington, D.C., during
the 10 years 1951-60 and to the Strong Memorial Hospital,
Rochester, New York, in the 6 years 1954-59 revealed 233
cases of gout, 335 of psoriasis, and 79 of sarcoidosis
satisfying certain diagnostic criteria, which are defined.
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They were studied with a view to ascertaining "if any two
or all three of these conditions could be demonstrated to
coincide with more than chance frequency".

There was no instance of all three diagnoses in the same
patient. No unequivocal cases of sarcoidosis with
psoriasis or gout were found, although seven of fourteen
cases of sarcoidosis had hyperuricaemia. Among
patients with gout 4-5 per cent. had psoriasis, and 3- 3
per cent. of the psoriatics had gout. Some form of
arthritis, excluding osteo-arthritis, was present in 16 per
cent. of the cases of psoriasis.
From their findings together with a review of the

literature the authors conclude that "there is probably a
higher prevalence of gout in psoriasis, and vice versa, . . .
than can be expected on the basis of coincidence".
However, they were unable to confirm the suggestion that
there may be an interrelationship between gout, psoriasis,
and sarcoidosis or between sarcoidosis and either of the
other two diseases. D. Geraint James

Albright's Hereditary Polyosteochondrodystrophy. (Pseudo-
pseudo-hypoparathyroidism with Diabetes, Hyperten-
sion, Arteritis, and Polyarthrosis.) [In English.]
GOEMINNE, L. (1965). Acta Genet. med. (Roma), 4,
226. 39 figs, bible.
A large kindred (four generations) with pseudo-pseudo-

hypoparathyroidism (PPHP) and the clinical, biological
and anthropometric features of this syndrome are exten-
sively described [from the Medical Clinic and Institute of
Medical Genetics of the University of Ghent].
The association of PPHP with diabetes, hypertension,

hypothyroidism, polyarthrosis and peripheral arteritis is
very probably significant. Gonadal dysgenesis with
brachymetacarpy must clearly be distinguished from
PPHP.
The transmission of PPHP is probably not sex-linked

dominant but autosomal dominant with an incomplete
penetrance of about 50 per cent., a varying expressivity
and weak familial specificity. Partial sex limiting or sex
predominance may occur, instead of true sex-linkage in
this condition.-[Author's summary.]

Exacerbation of the Rheumatic Process after Mitral
Commissurotomy. [In Russian.] UGLOV, F. G., and
JAKOVLEVA, A. M. (1966). Grud. Khir., 8, 10. 14 refs.
Exacerbation of the rheumatic process after mitral

commissurotomy is a serious development which is res-
ponsible for much morbidity and even death. The
incidence varies from 4 to 28-2 per cent. in different
reported series.
The authors here review their own experience of 500

cases operated on for mitral stenosis at the Surgical Clinic
of the Pavlov Medical Institute, Leningrad. The patients
were divided into two groups:

(1) 79 patients who preoperatively had had evidence
of low-grade rheumatic disease;

(2) 421 who had no evidence of active rheumatism.
Exacerbation of the rheumatic disease was diagnosed

postoperatively in 25 (31 -6 per cent.) of Group 1 and 25
(5 9 per cent.) of Group 2.

In 43 patients tonsillectomy was performed 3 to 4 weeks
before commissurotomy, and this group had a fairly high

incidence of postoperative rheumatic exacerbation (16 * 3
per cent.). Among the 69 patients who had had their
tonsils removed in the past the incidence was 5 * 8 per cent.
and in the 388 who were allowed to retain their tonsils it
was 10 1 per cent. All fifty patients with postoperative
exacerbation were treated with acetylsalicylic acid 3 to 4 g.
and ascorbic acid 1 to 2 g. daily for 6 to 10 weeks; some
of them also received prednisolone. For cardiac failure
they were given strophanthin, camphor, and a diuretic,
and any anaemia was corrected with iron salts, vitamin
B12 and, occasionally, blood transfusion. There were 35
patients (70 per cent.) who recovered, three who died from
progressive cardiac failure, and twelve in whom signs of
active rheumatic disease persisted. The results were
similar in Groups 1 and 2.

Atrial biopsy material was available from 69 patients of
Group 1 and 311 of Group 2; rheumatic granulomata
were present in 42 (60-9 per cent.) of Group 1 and in 110
(35 3 per cent.) in Group 2; non-specific inflammatory
change was seen with equal frequency in both groups
(7 * 2 and 7 - 4 per cent.). The incidence of postoperative
exacerbation was the same regardless of whether granu-
lomata or non-specific changes were evident, but was less
frequent in those cases where histological evidence of
rheumatic carditis was lacking. The total incidence of
complications was the same for both types, but the death
rate was much lower in those with granulomata (9 - 6 per
cent. against 25 per cent. in those with non-specific
changes and 23 *7 per cent. in those with no rheumatic
carditis).
The authors suggest that preoperative clinical and

laboratory evidence of rheumatism of low activity should
not contraindicate mitral valvotomy. They recommend
early tonsillectomy and antirheumatic treatment before
and after operation in all cases of mitral stenosis.

B. Herszenhorn

Syndrome of Gougerot-Sjogren Type in a Child. (Syn-
drome de type "Gougerot-Sjbgren" chez un enfant.)
ELIACHAR, E., PERELMAN, R., HAMBOURG, M., LEVAVAS-
SEUR, C., and MARIE, J. (1966). Ann. pediat., 42, 184.
2 figs.
A child aged 12 with xerophthalmia and xerostomia is

reported. The relationship of this pathological group to
the Gougerot-Sjogren syndrome is considered and
discussed. Authors' Summary

Gastric Studies in Sjogren's Syndrome. BUCHANAN et al.
(1966). Gut, 7, 351.

Schoenlein-Henoch Syndrome in the Adult. (Le syndrome
de Schonlein-Henoch chez I'adulte.) BERNHARDT et al.
(1966). Schweiz. med. Wschr., 96, 1228.

Rheumatism and Arthritis; Review of American and
English Literature for the years 1963 and 1964. (Seven-
teenth Rheumatism Review) (1966). Arthr. and
Rheum., 9, 93.

Three Great English Physicians. II. William Heberden.
(Trois grands m6decins anglais. II. William Heber-
den (1710-1801).) WELFLING, J. (1966). Presse med.,
74, 1975.
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