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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
Osteoarthritis Connective Tissue Studies
Spondylitis Immunology and Serology
Gout Biochemical Studies
Inflammatory Arthritides Therapy
Bone Diseases Surgerty

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

Transformation of Lymphocytes from Patients with
Rheumatic Fever by Streptolysin S. GiuY, I., BRAND-
AURABAN, A., BENEZRA, D., JACOB, A., and DAVIES,
A. M. (1968). Clin. exp. Immunol., 3, 717, 1 fig.,
8 refs.
It is known that streptolysin S (SLS) produces a "non-

specific" stimulation of lymphocytes from normal donors,
40 to 90 per cent. of the cells undergoing blast transforma-
tion, whereas lymphocytes from patients with untreated
acute rheumatic fever (ARF) fail to respond in this way.
However, lymphocytes from patients with ARF who
have received penicillin and from patients with other
diseases show the normal 40 to 90 per cent. response to
stimulation. The authors of this paper from the
Hebrew University-Hadassah Medical School and
Bikur Cholim Hospital, Jerusalem, have attempted to
use these differences as the basis of a diagnostic test.
Lymphocytes wereseparated from5 to 15 ml. heparinized

blood and cultured in either calf serum or autologous
plasma, and the effects of stimulation with SLS were
compared with those of stimulation with phytohaemag-
glutinin and staphylococcal filtrate. [For details the
original should be consulted.]

In calf serum the percentage transformation in response
to SLS was less than seven for all of ten children suf-
fering their first attack of ARF. Six out of thirteen
patients suffering a second attack of ARF, one out of
four suffering a third attack, and all of five with inactive
rheumatic fever had percentage transformations above
seven, as did seven out of eight normal (adult) controls
and eighteen out of twenty children with a variety of non-
rheumatic disorders. On the other hand, all the subjects
reacted similarly to phytohaemagglutinin and staphylo-
coccal filtrate. The degree of transformation provoked
by SLS in a given case often changed (in either direction)
if autologous plasma was used instead of calf serum in the
culture medium.
The authors discuss their findings and conclude that

the value of the procedure as a diagnostic test for ARF
"is limited as some patients with acute rheumatic fever
react normally while some patients with other diseases
show a diminished response".

(Abstracts of World Medicine: Editorial)

Circulating Anticardiac Autoantibodies in Various Clinical
Forms of Rheumatic Fever and in Tonsillogenic Cardiac
Lesions [In Russian]. LEVIN, A. I., SMOLENSKII,
G. A., BENENSON, E. V., BURENKOVA, L. K., KoNo-
VALOV, Yu. N., and MARMOLEVSKAYA, G. S. (1968).
Vop. revm., 8, p. 21, 13 refs.
At the Perm Medical Institute, USSR, the authors

examined the serum for circulating antibodies to car-
diac tissue in a series of 192 subjects, of whom 87 were
healthy controls, 81 had rheumatic fever (active in 61,
inactive in 20), and 24 had "tonsillocardiac syndromes".
The technique used was a modification of the indirect
Steffens method (microprecipitation in agar).

Anticardiac autoantibodies were demonstrated in
only one of the 87 controls, four of the 24 patients with
tonsillocardiac syndromes (in two of twenty with "reflex
cardiac disorders and myocardial dystrophy" and in two
of four with "tonsillogenic myocarditis"), and three of the
twenty patients with inactive rheumatic fever. In
contrast, in the group with active acute rheumatism,
anticardiac antibodies were found in the serum of nine
out of nineteen patients with primary rheumatic carditis
and of 32 of 42 with recurrent carditis. On the whole,
the incidence of anticardiac antibodies reflected the
activity of the rheumatic condition and the severity of the
carditis and was inversely related to the "indices of strep-
tococcal immunity". S. W. Waydenfeld

Renal Infarction in Rheumatic Heart Disease. Clinico-
pathologiral Study of 210 Cases (El infarto renal en
la cardiopatia reumatica. Estudio anatomoclinico de
210 casos). LEON, A. DE, SANCHEZ T. G., and
CONTRERAS, R. (1968). Arch. Inst. cardiol. Mex., 38,
542, 3 figs, 41 refs.
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Only 191 of the 462 who claimed to have rheumatism
had evidence of a classifiable condition. Twenty of these
had possible, probable or definite rheumatoid arthritis
and the prevalence in the whole group of 3,014 was thus
only 0.66 per cent.
Two of the nine patients whose rheumatoid disease

antedated the pill improved, as did two of the eleven
whose disease postdated the drug. The follow-up period
was 6 to 24 months.
A different pattern was found for those with "multiple

arthralgia". Three of nineteen women who had this
complaint before starting the pill improved, compared
with fourteen of the 27 who developed it afterwards.

[The most remarkable thing in this paper is the low
prevalence of rheumatoid arthritis in young women].

Mary Corbett

Caeruloplasmin and Green Plasma in Women taking Oral
Contraceptives, in Pregnant Women, and in Patients
with Rheumatoid Arthritis. TovEy, L. A. D., and
LATHE, G. H., (1968). Lancet, 2, 596. 3 figs, 25 refs.
Of blood donations reaching the Leeds Regional Blood

Transfusion Laboratory about 1 per cent. have green
plasma. Most of these come from women taking oral
contraceptives, who constitute about 6 per cent. of the
blood-donor population. The three conditions in which
green plasma is found [the others being pregnancy and
rheumatoid arthritis] all have elevated amounts of the
blue plasma-protein, caeruloplasmin. A reduction in
yellow pigments, previously reported in rheumatoid
arthritis, makes the green colour easier to notice. The
extractable yellow pigments ofnormal plasmas are mainly
haem and carotenoids. A comparison of the amount
of yellow pigments in plasma from women taking con-
traceptive steroids, with those not on this treatment,
showed no systematic difference. The rise in caerulo-
plasmin in women on oral contraceptives is probably due
to the estrogen components, ethinyl oestradiol or
mestranol. Both of these produce the effect.

[Authors' Summaryl

Serum Copper in Rheumatoid Arthritis and Ankylosing
Spondylitis. [In English] MAKIsARA, P., RuursALo,
H.-M., NussA, M., RuoTsI, A., and MXKusARA, G.-L.
(1968). Ann. Med. exp. Biot. Fenn., 46, 177. 8 refs.
[At the Rheumatism Foundation Hospital, Heinola,

Finland] the serum copper concentration was deter-
mined in a series of 176 patients with rheumatoid arth-
ritis and 22 with ankylosing spondylitis. In both
diseases the serum copper was increased. In rheuma-
toid arthritis the increase was correlated with the clini-
cal activity and in both cases with the ESR and some
serum protein alterations indicating increasing severity
of the disease. The age and sex of patients, the dura-
tion and stage of the disease and the positivity or nega-
tivity of the Waaler-Rose test were not found to have any
effect on the serum copper elevation.

[Authors' Summary]

Behaviour of the Anti-M Antibodies in Streptococcal
Infection and Rheumatic Fever (La ricerca dell'
anticorpo anti-M nelle infezioni streptococciche e
nella malattia reumatica). BONORA, R., and VITALI,
M. P. DE (1968). Quad. Sclavo Diagn., 4, 365, 1 fig.,
21 refs.

Rheumatic Fever: from Streptococcus to Heart Disease
(La febbre reumatica: dallo streptococco alla cardio-
patia). TARANTA, A. (1968). G. Mal. infett., 20, 779.
13 figs, 39 refs.

Diagnostic Value of Skin Reactions to Distreptase and
Streptolysin-O in Rheumatic Fever in Children [In
Polish]. GEBALA, A., KwiATKowSKI, M., and IWAN-
owsKI, H. (1968). PoL. Tyg. tek., 23, 1877. 3 figs,
17 refs.

Significance of Changes in the Anti-M Titre in the Diag-
nosis of Rheumatic Fever (Osservazioni sul significato
del comportamento del titolo anti-M ai fini della
diagnosi di malattia reumatica). LADELLI, G., and
BALZARINI, G. (1968). Osped. maggiore, 63, 839.
20 refs.

Patterns of Aspargine, Alanine-Aminotransferase and
Aldolase Activity in the Serum of Children with Acute
Rheumatic Fever [In Polish]. TORBICKA, E. (1968).
Pediat. pot., 43, 1109. 10 refs.

Carbonic Anhydrase of Erythrocytes in Acute Rheumatic
Fever in Children [In Polish]. WR6BLEWSKA, B. (1968).
Pediat. poL., 43, 1101. 3 figs, 20 refs.

Clinical Significance of Certain Humoral Tests in Acute
Rheumatism. Parts 1, II, III, and IV. (Sul significato-
clinico di alcune prove umorali nella malattia reu-
matica di Bouillaud). CAPURSO, A., SFORZA, E.,
MANFREDI, L., GUARINI, L., and GINEvRiNo, P. (1968).
Reumatismo, 20, 26, 34, 42, and 48. 6 figs, 49 refs.

Measurement of the Incidence of Acute Rheumatic Fever:
A Methodological Study. SPECTOR, A. J. (1968).
Amer. J. publ. Htth, 58, 1950. 8 refs.

Unusual Form of Rheumatic Pericarditis (Uber eine unge-
wohnliche Form der rheumatischen Pericarditis).
LIDERS, C. J. (1968). Zbt. allg. Path. path. Anat., 111,
489. 3 figs, 14 refs.

RHEUMATOID ARTHRITIS

Rheumatic Complaints of Women using Anti-Ovulatory
Drugs. GILL, D. (1968). J. chron. Dis., 21, 435.
3,014 women attending a "Pill Clinic" in Washington,

D.C., completed a questionnaire about past or present
history of rheumatism.
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ANNALS OF THE RHEUMATIC DISEASES

Unique Cytological Picture in Pleural Fluid from Patients
with Rheumatoid Arthritis. NOSANCHUK, J. S., and
NAYLOR, B. (1968). Amer. J. clin. Path., 50, 330.
Among 1,749 specimens of serous fluid from 1,218

patients a special cytological picture was noted in six
specimens. Five of the six were from patients with
rheumatoid arthritis; and in four of the five rheumatoid
nodules were found in pleural tissue specimens. Alto-
gether twelve pleural fluids from ten rheumatoid patients
were examined. Specimens were smeared sediments
fixed while wet in 95 per cent. ethanol and stained by the
Papanicolaou method. The special features of the
rheumatoid specimens were (a) a background of orange
or red granular material, (b) large elongated cells, and
(c) giant round or oval multinucleate cells. J. Ball

Marginal Furrows-a Characteristic Corneal Lesion of
Rheumatoid Arthritis. BROWN, S. I., and GRAYSON, M.
(1968). Arch. Ophthal., 79, 563. 8 figs, 5 refs.
Marginal furrows, found usually on the inferior part

of the cornea, were observed in six patients with rheu-
matoid arthritis and three with rheumatoid arthritis and
Siogren's disease. Both eyes were affected in four of the
nine patients. The lesions were associated with weight
vascularization and could remain stationary or progress
to perforation. Topical corticosteroids were of no value
in treatment. A. G. Leigh

Clinical Studies with an Articular Index for the Assessment
of Joint Tenderness in Patients with Rheumatoid
Arthritis. RrrcHi, D. M., BOYLE, J. A., McINNEs,
J. M., JASANI, M. K., DALAKOS, T. G., GRMVIESON, P.,
and BUCHANAN, W. W. (1968). Quart. J. Med., 37,
393. 7 figs, 28 refs.

Clinical Appraisal of the Activity Index as a Measure of
Rheumatoid Activity. LANSBURY, J. (1968). Arthr.
and Rheum., 11, 599.

Rheumatoid Arthritis. SHANKAR, P. S. (1968). J. Ass.
Phycns India, 16, 955. 3 figs, 19 refs.

Positive Latex Test in the Articular Fluid as a Diagnostic
Sign in Rheumatoid Arthritis [In Polish]. KRAUZE, J.,
PIERS6NSKI, S., and PRZYLECKI, A. (1968). Reum.
pol., 6, 297. 9 refs.

Radiological Changes in the Bones of the Hand in the
Diagnosis of Rheumatoid Arthritis (Die Rontgendiag-
nostik der progressiv chronischen Polyarthritis am
Handskelett). TREUTLER, H., OrTo, W., and GURTLER,
D. (1968). Z. ges. inn. Med., 23, 644. 6 figs, 9 refs.

Atlanto-Epistrophical Subluxation in Rheumatoid Arth-
ritis. AHLGREN, P., and FOG, J. (1968). Acta rheum.
scand., 14, 210. 6 figs, 14 refs.

Radiological Findings of Sternoclavicular Joints in Rheu-
matoid Arthritis. KALLIOMXKI, J. L., ViTANEN, S.-M.,
and VIRTAMA, P. (1968). Acta rheum. scand., 14, 233.
3 figs, 11 refs.

Rheumatoid Heart Disease. GurrA, M. P., and BHAR-
GARVA, A. N. (1968). J. Ass. Phycns India, 16, 897.
4 figs, 4 refs.

Rheumatoid Arthritis. KELLGREN, J. H. (1969). Med.
J. Aust., 1, 1. 6 figs, 31 refs.

Heart Findings in Classic Rheumatoid Arthritis (Der
Herzebefund bei klassischer rheumatoider Arthritis).
FRANKE, M. (1969). Med. Welt (Stuttg.), 20, 21.
3 figs, 10 refs.

Multiple Lung Nodules in a Patient with Rheumatoid
Arthritis. LAASONEN, E., and LINDEN, H. (1968).
Ann. Med. intern. Fenn., 57, 121. 4 figs, 5 refs.

Oral Mucosa and Skin Complications due to Treatment
with Gold Preparations. [In Polish]. BARDADIN, T.,
GurowsKi, W., and ROBAKOWA, I. (1968). Reum. pol.,
6, 287. 13 refs.

Opaque Arthrography of the Rheumatoid Knee after
Synovectomy (L'artografia opaca del ginocchio reu-
matoide sinoviectomizzato). MEROLA, G., and TuZI,
T. (1968). Reumatismo, 20, 19. 8 figs, 30 refs.

Some Experiences of a Doctor Patient with Rheumatoid
Arthritis (Quelques experiences d'un patient-m6decin
sur la polyarthrite chronique 6volutive). HANDLOVA,
D. (1968). Rev. Rhum., 35, 673.

Blood Mucoids in Rheumatoid Arthritis. STtPAN, J., and
Orr, V. R. (1968). Acta rheum. sandd, 14, 175. 4
figs, 10 refs.

Kinin System of the Blood in Rheumatoid Arthritis [In
Polish]. TCH6RZEWSKI, H. (1968). Pol. Arch. Med.
wewnet., 41, 375. 22 refs.

Effect of Ergometric Exercise on the Activity in the Serum
of Creatine Phosphokinase, Glutamate-Oxaloacetate
Transminase and Aldolase in Rheumatoid Arthritis.
KALLIOMAKI, J. L., LAINE, V. A. I., and RUUTSALO,
H.-M. (1968). Acta rheum. scand., 14, 185. 33 refs.

Comparative Studies of the Immunodepressor Action of
D-Peniciilamine and Gold Salts in Rheumatoid Arthritis
(Vergleichende Untersuchungen uber die immuno-
depressorische Wirkung von D-Penicillamin und
Goldsalzen bei der chronischen progredienten Poly-
arthritis). MIEHLKE, K., KOHLHARDT, I., and WIRTH,
B. (1968). Z. Rheumaforsch., 27, 445. 2 figs, 8 refs.

A Follow-Up Study of Early Arthropathies. Part I. Acute
and Initial Arthritis-An In-Patient Study. Part II.
Possible and Probable Rheumatoid Arthritis-An Out-
Patient Study. BERKOWrrZ, S. S., GUARIGLIA, E.,
LAURIAN, S., and STEINBROCKER, 0. (1968). Bull.
Hosp. Jt Dis., 29, 65. 22 refs.
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ABSTRACTS

STILL'S DISEASE

Juvenile Rheumatoid Arthritis persisting into Adulthood,
JEREMY, R., SCHALLER, J., ARKLESS, R., WEDGWOOD,
R. J., and HEALEY, L. A. (1968). Amer. J. Med., 45,
419.
In the present study an attempt is made to define the

picture of juvenile rheumatoid arthritis persisting into
adulthood; it is in no way a prognosis study as patients
were included only if they had had the disease for more
than 5 years, with an onset before the age of 15 years, and
were now 16 years or over and had joint symptoms at the
time of the study.
There were 46 such patients, of whom 36 were female.

The mean age at follow-upwas 25.7 years (range 16 to 53).
The original presentation had been polyarticular in 28
and systemic in only two. Those presenting as mon-
articular and pauciarticular rarely remained in this state,
so that nine of these fourteen patients had developed
polyarticular disease by the time of the study. In the
other two the type of onset was not determined. The
majority of patients had symmetrical polyarticular disease
with only small clinical differences from adult rheuma-
toid arthritis; these included localised growth disturbances,
a very high incidence of severe hip disease and low fre-
quency of rheumatoid nodules, these occurring in only
four patients. Tests for rheumatoid factor were positive
in thirteen and this seemed to be related to the age at
onset of the disease. ANF was present in eleven patients,
five of whom also had positive rheumatoid factor.
Radiological abnormalities of the hands and wrists were
seen in thirty patients, in the cervical spine in 24, sac-
roiliac joints in nineteen, and hips in eighteen. Despite
long-continued active disease with radiological change,
35 of the 46 patients had retained relatively good function.
The authors concluded that the course of the disease

was unpredictable, as patients with active disease con-
tinued to have involvement of new joints during their
adult life while eleven patients who had apparently
had mild disease during their childhood had developed
severe exacerbations in later life. They suggested that
patients with juvenile rheumatoid arthritis persisting into
adulthood closely resemble patients with an adult onset
of the disease. B. M. Ansell

Papillitis and Still's Disease. CHADWICK, A. J., and
ROSEN, E. S. (1968). Amer. J. Ophthal., 65,784. 3 figs,
9 refs.
A case of Still's disease is reported in which papillitis

developed, followed by optic atrophy. Fluorescein
retinal studies are reported. J. D. Abrams

Contribution to the Serology of Juvenile Rheumatoid
Arthritis (Beitrag zur Serologie der juvenilen Poly-
arthritis). FEHR, K., MAJER, H., and Bom, A. (1968).
Z. Rheumaforsch., 27, 399. 26 refs.

Trafuril Test in Rheumatoid Arthritis in Children [In
Polish]. KOZINA, W. (1968). Reum. po!., 6, 291.
29 refs.

Modern Concepts of the Pathogenesis, Cytodiagnosis, and
Treatment of Juvenile Rheumatoid Arthritis. (Moderne
Vorstellungen zur Pathogenese, Zytodiagnostik und
Therapie der Kindlichen Rheumatoid-Arthritis). OP-
PERMAN, J. (1969). Arch. Kinderheilk., 178, 117.
4 figs, bibl.

OSTEOARTHRITIS

Hard and Soft Osteoarthritis. BROAD, C. P. (1968).
Postgrad. med. J., 44, 848. 2 figs.

Influence of Diabetes on the Incidence of Ankylosing
Vertebral Hyperostosis [In Polish]. WysocKA, K.,
BANASIK, A., and Dzus, H. (1968). Reum. pol., 6, 261.
8 refs.

Surgical Treatment of Osteoarthritis. PHILLIPS, R. S.,
and CUULEN, C. H. (1968). Geriatrics, 23, 161. 17
figs, 20 refs.

SPONDYLITIS

Vertebral Osteotomy in Ankylosing Spondylitis. TOROK,
G. (1969). Harefuah, 76, 10. 8 figs.

Arthritis with Nodules following Ankylosing Spondylitis.
ROSENTHAL, S. H., LIDSKY, M. D., and SHARP, J. T.
(1968). J. Amer. med. Ass., 206, 2893. 2 figs, 9 refs.

Diagnostic Criteria in Spondylarthritis Ankylopoietica.
KLss, E. (1968). Acta rheum. scand., 14, 197. 39 refs.

Fracture-Dislocation of the Cervical Part of the Spinal
Column in Patients with Ankylosing Spondylitis. JANDA,
W. E., KELLY, P. J., RHOTON, A. L., and LAYTON, D. D.
(1968). Mayo Clin. Proc., 43, 714. 4 figs, 21 refs.

Assessment of Ankylosing Spondylitis (Beurteilung der
Spondylarthritis ankylopoetica). OsTADAL, J. (1969).
Munch. med. Wschr., 111, 87. 3 figs, 35 refs.

Cerebral Vasculitis visualised by Angiography in Juvenile
Rheumatoid Arthritis simulating Brain Tumor. SmEvERs,
K., NISsILA, M., and SulVERS, U.-M. (1968). Acta
rheum. scand., 14, 222. 4 figs, 24 refs.

Electromyographic Investigations in Ankylosing Spondy-
litis [In Polish]. SADOwsKA-WR6BLEWSKA, M. (1968).
Reum. pol., 6, 265. 3 figs, 50 refs.
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ANNALS OF THE RHEUMATIC DISEASES

Electromyographic Investigations on the Bow-String Sign
in Patients with Ankylosing Spondylitis and with
Degenerative Joint Disease of the Spine [In Polish].
SADOWSKA-WR6BLEWSKA, M., GARwouLsIKA, H., and
SUWALSKA, M. (1968). Reum. pol., 6, 275. 2 figs, 7
refs.

Determination of Conduction Velocity of Motor Fibres in
the Ulnar Nerve in Patients with Ankylosing Spondy-
litis [In Polish]. SADoWSKA-WR6BLEWSKA, M. (1968).
Reum. po!., 6, 283. 2 figs, 16 refs.

GOUT

Allopurinol and Iron Metabolism in Man. BOYETr, J. D.,
VOGLER, W. R., FURTADO, V. P. DE, and SCHMIDT,
F. H. (1968). Blood, 32, 460.
Iron absorption and distribution were studied by the

use of oral and intravenous 59Fe in nine hyperuricaemic
patients during a control period and while receiving allo-
purinol. The drug was found to have no measurable
effect on iron metabolism. [This finding is in conformity
with other studies: there is no clear evidence that the in-
creased hepatic iron produced in animals by allopurinol
has any clinical relevance]. J. T. Scott

Renal Urate Deposits in Chronic Renal Insufficiency.
OSTBERG, Y. (1968). Acta med. scand., 183, 197.
This is a report of two patients who died of chronic

renal insufficiency and in whom tophi were found in the
kidneys. These changes were considered to be due to the
renal disease rather than "primary hyperuricaemia"
because there was no antecedent or family history of
gout. [However, in such cases it is very difficult to be
sure of the sequence of events unless such patients are

seen before the onset of renal failurel. J. T. Scott

Treatment of Gouty Dyspurinia with Thiopurinol (Le
traitement de la dyspurinie goutteuse par la mercapto-
pyrazolo-pyrimidine). DELBARRE, F., AUSCHER, C.,
DE GERY, A., BROUILHET, H., and OLIVIER, J. L. (1968).
Presse med., 76, 2329.
This paper is an account of the comparative actions of

Allopurinol, Oxypurinol, and Thiopurinol (which is
mercapto-pyrazolo-pyrimidine). The action of the
last drug on urinary and plasma uric acid is similar to
that of the other xanthine oxidase inhibitors; but the
compound does not appear to increase the urinary oxy-

purine level, indicating an additional effect on uric acid
metabolism besides inhibition of xanthine oxidase.

J. T. Scott.

Serum and Urinary Uric Acid in Respiratory Acidosis.
ISOMAKI, H., and KREUS, K.-E. (1968). Acta med.
scand., 184, 293. 19 refs.
Hyperuricaemia has been found in several conditions

which cause some degree of acidosis. This prompted the

authors of this paper from the Department of Medicine,
University of Oulu, Finland, to study the influence of
severe respiratory acidosis on serum uric acid levels and
urinary urate excretion. Seven patients (4 male, 3
female), aged 18 to 67 (mean 55) years, were studied during
intensive therapy for respiratory acidosis. Treatment
was by "currently accepted principles". The blood
Pco2 and pH, serum uric acid level, and 24-hr excretion
of urate were measured daily.
Mean values on the 1st and 5th days of treatment were

as follows (ranges are given in parenthesis).

Value Day 1 Day 5

Serum uric acid (mg./100 ml.) 11-2 (6-8-14-1) 6-8 (3-5-9 5)
Urinary urate (mg./24 hrs.) 351 415
pH 7-223 7-378
Pcoz (mm. Hg.) 106 (63-150) 57 (45-68)

The urinary excretion of urate reached a peak on the
3rd day of treatment (mean 660 mg./24 hrs). Blood
lactate levels were not determined.
The authors conclude that respiratory acidosis is a

cause of hyperuricaemia and that these results, in con-
junction with findings reported earlier in the literature
support the view that "acidosis itself, regardless of its
origin, leads to hyperuricaemia". N. Paterson

Relationship of Serum Uric Acid to Risk Factors in
Coronary Heart Disease. MYERS, A. R., EPSTEIN, F. H.,
DODGE, H. J., and MIKKELSEN, W. M. (1968). Amer.
J. Med., 45, 520. 2 figs, bibl.
[From the School of Public Health and the Rackham

Arthritis Research Unit, University of Michigan, Ann
Arbor.]

Analysis of the uric acid data from the initial examina-
tion cycle of the Tecumseh Community Health Study
reveals that not only age and sex but also body weight or

build should be considered when evaluating serum uric
acid levels in disease or relating serum uric acid levels to
other physiologic variables. It was found that serum
uric acid levels of persons with coronary heart disease
were not significantly different from the mean of the
population studied and hence cannot be considered an
attribute associated with the disease. Furthermore,
there appears to be no evident relationship between
serum uric acid levels and serum cholesterol or blood
sugar, both of which are regarded as risk factors for
coronary heart disease. Although there is no consistent
pattern of a relationship between uric acid levels and
casual blood pressure levels, some trends are suggestive.
Of the conditions and disease states studied, only gout
and pregnancy differed significantly from the means of
the entire population with respect to serum uric acid
scores; the levels in gouty subjects, as expected, were
higher and in pregnant women lower, confirming reports
in the literature. [Authors' Summary]
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Allopurinol in the Treatment of Gout. MANAHAN, L. A.,
and PORTES, J. C. (1968). Acta med. philipp., 4, 189.
4 figs, 6 refs.

INFLAMMATORY ARTHRITIDES

Serratia marcescens Arthritis requiring Amputation.
ATLAS, E., and BELDING, M. E. (1968). J. Amer. med.
Ass., 204, 167.
This is the first case report from the U.S.A. of a septic

arthritis caused by Serratia marcescens, a gram-negative
rod of the Klebsiella group.
A man aged 62 was admitted to hospital with what

appeared to be a deep vein thrombosis in the right leg.
He was an insulin-dependant diabetic and 3 years pre-
viously had been treated for a Serratia marcescens urinary
infection. 8 weeks before admission, he had suffered a
pneumonia-like illness and 4 weeks later became blind in
one eye. An ophthalmogist treated his chorio-retinitis
with Triamcinolone.
On admission, he was thin and appeared ill. There

was no fever but he had a polymorphonuclear leucocy-
tosis and urine culture showed Serratia marcescens. He
received anticoagulants and the dose of Triamcinalone
was reduced. 10 days later, he ran a temperature and
developed an obvious arthritis in his right knee.
The effusion was purulent and Serratia marcescens was

grown from it.
Despite orthodox systemic and intra-articular Kana-

mycin, his condition deteriorated and led to surgical
exploration and drainage of the knee. He failed to
improve and joint fluid cultures were still positive. At
amputation 28 days after admission, a large abscess was
found in the calf communicating with the knee joint.
No evidence of a deep vein thrombosis was found.
After operation, the urine and wound cultures became
negative and the patient is now being fitted for a pros-
thesis.

This infection occurs when host resistance is low, as
for instance in cases of diabetes mellitus and after taking
corticosteroid drugs. M. Corbett

Non-gonococcal Urethritis and Reiter's Syndrome:
Personal Experience with Etiological Studies during 15
years. FORD, D. K. (1968). Canad. med. Ass. J., 99,
900.
This paper, from the department of Medicine, Univer-

sity of British Columbia, is a review in the series "Current
Progress". The author outlines important earlier papers
on the nature and course of these conditions, and dis-
cusses present ideas of aetiology, with particular refer-
ence to mycoplasma and bedsonia organisms.

[A useful review for those interested but not involved
in this difficult subject]. M. R. Jeffrey.

Is Behfet's Disease something other than an Allergic
Angiitis? (La maladie de Behqet est-elle autre chose qu'
une angeite allergique?). TEMIME, P. (1967). Angio-
logie, 19, 25.
After a review of the clinical signs of the disease, the

Urolithiasis during Treatment with Carbonic Anhydrase
Inhibitors [In Japanese with English Summary].
KONDO, T., SAKAUE, E., KOYAMA, S., MATSUO, M., and
TAKAHASHI, Y. (1968). Folia ophthal. jap., 19, 576.
12 figs, 38 refs.
Urolithiasis occurred in 21 patients during the use of a

carbonic anhydrase inhibitor. In thirteen cases renal
colic set in within one month after the beginning of
treatment.
The brownish, brittle calculus excreted from one patient

was a phosphatic stone. The urinary citrate excretion
and calcium citrate ratio of urine obtained from patients
given this treatment were compared with normal subjects
and patients with urolithiasis.
On the basis of the present data the cause of calcinosis

after such treatment was considered to be due to alkalisa-
tion of the urine. A decrease of urinary citrate was not
supposed to be an important factor in developing uro-
lithiasis. Most of the patients recovered within the next
few days by conservative therapy. R. Asayama

Gout in India. SOBTI, P., and BHASIN, R. C. (1968).
J. Ass. Phycns India, 16, 961. 27 refs.

Positive Rheumatoid Serology in Gouty Arthritis (Positive
Rheumaserologie bei Arthritis urica). CALLIES, R.,
and JORDAN, H. (1968). Z. Rheumaforsch., 27, 437.
15 refs.

Changes in the Pyelogram in Gout (Ober Veronderungen
im Pyelogramm bei Gicht). EBERL, R., PECHER-
STORFER, M., and ZAUNBAUER, W. (1968). Wien. med.
Wschr., 118, 1029. 6 refs.

Treatment of Gout in Surgical Patients (Die Behandlung
der Gicht im chirurgischen Krankengut). KOCH, G.,
and SCHLOSSER, G.-A. (1968). Med. Kimn., 63, 1897.
3 figs, 5 refs.

Clinical Experience with 2-Ethyl-3-(4-Hydroxy-3, 5-Di-
brombenzoyl)-Benzofuran ("Benzobromaron") in the
Treatment of Gout and Hyperuricaemia (Ober klinische
Erfahrungen mit 2-Athyl-3-(4-hydroxy-3, 5-di-brom-
benzoyl)-benzofuran ("Benzbromaron") bei der Be-
handlung der Gicht und Hyperurikamie). KOT-
ZAUREK, R., and HUEBER, E. F. (1968). Wien. med.
Wschr., 118, 1014. 4 figs, 12 refs.

Benzodiarone in the Treatment of Gout (Il benzodiarone
nella terapie della gotta). CHERIE LIGNERE, G., and
SOLAZZI, F. (1968). Reumatismo, 20, 53. 10 figs,
12 refs.

Allopurinol in the Treatment of Gout (Allopurinol in der
Therapie der Gicht). KLEIN, G., GRIENDL, W., and
KALB, R. (1968). Z. Rheumaforsch., 28, 455. 4 figs,
9 refs.
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author discusses its aetiology: viral or allergic. To those
who support an allergic theory, Behcet's disease consists
of angioneurotic manifestations of immunoallergic origin.
Both theories may be associated to create the disease, the
virus having an antigenic power. S. Vallon.

Anatomical Study of a Case of Behlet's Disease (Etude
anatomique d'un cas de maladie de Behget).
PAYAN, H., TOGA, M., BWRARD, G., LEBREUIL, G., and
NOSNY, Y. (1967). Arch. Anat. Path., 15, 7. 6 figs,
35 refs.
Post mortem examination of the eyes and lungs has

shown important vascular lesions (in the eyes: irido-
cyclitis with changes of the choroidal and retinal blood
vessels). In the brain the inflammatory lesions are less
evocative of the disease. S. Vallon

Clinical Studies on Gonococcal Arthritis and Reiter's
Syndrome and Measurement of Gonococcal and Bed-
sonia Antibodies. SHARP, J. T., LIDSKY, M. D., and
RILEY, W. A. (1968). Arthr. and Rheum., 11, 569.
2 figs, 36 refs.
The reason for the association between genitourinary

infection and arthritis is not entirely clear. In this
paper from Baylor University College of Medicine,
the Ben Taub General Hospital, and Houston Veterans
Administration Hospital, the authors review the records
of 94 patients in whom gonococcal infection, Reiter's
syndrome, or an association of arthritis with a genito-
urinary infection was suspected. Cultures of joint
fluid, urinary tract exudate, skin lesions, and blood
had been performed in most cases before treatment was
started. Gonococcal and Bedsonia antibodies were
measured in sera from some of these patients and also
from several groups of control patients not included in
the clinical analysis.

Twenty-eight of the patients had arthritis due to or-
ganisms of the Neisseria group-N. gonorrhoeae in
nineteen cases-as indicated byculture ofjointfluid, blood,
or metastatic skin lesions. A further seven patients had
the full Reiter's syndrome, and one of these also had
iritis.
A final diagnosis was not established in the remaining

59 cases. The patients concerned were subdivided into
four categories: fourteen with arthritis and skin lesions
characteristic of gonococcaemia; fifteen with arthritis and
urethritis; four with arthritis and gonococci in the genito-
urinary tract; and 26 who had acute arthritis but who
lacked all of the above additional characteristics. In
the last group neither the clinical features nor the results
of tests for gonococcal or Bedsonia antibodies were suf-
ficient to establish a diagnosis. Bedsonia antibodies
occurred frequently in all groups except controls with
rheumatoid arthritis, although only one of the seven
patients with Reiter's syndrome possessed these anti-
bodies.
The authors feel that present methods do not allow the

certain diagnosis of gonococcal arthritis unless the gono-
coccus can be cultured from the joint fluid or tissue, the
blood, or a metastatic skin lesion. The role of Bedsonia
in Reiter's syndrome remains uncertain. J. S. Cohen

Transient Synovitis of Hip. A Virological Investigation.
BILOCKEY, N. J., and PORTER, B. B. (1968). Brit. med.
J., 4, 557. 5 refs.
The clinical syndrome of transient synovitis of the hip

consists of local pain, muscle spasm, restricted move-
ments, normal radiographic appearance, and spon-
taneous recovery in a few days. Additional features
such as mild pyrexia, slight rise in ESR, sterile joint
fluid, and nonspecific synovial histology are all com-
patible with a viral aetiology.
The authors from the Royal Hospital for Sick Children,

Glasgow, performed virological studies on seventeen
children aged 2 to 12 years with transient synovitis of the
hip. There was a history of possible trauma in four and
of recent infection in five; eleven were pyrexial and
thirteen showed a raised ESR. Paired sera from each
patient were tested for complement fixing antibodies to
mumps S, mumps V, herpes simplex, adenovirus group,
parainfluenza, psittacosis-LGV, Q fever and Mycoplasma
pneumoniae, and rubella haemagglutination inhibition.
Seven children with other forms of hip disease acted as
controls.

Rising antibody titres were obtained in only two
patients-one to adenovirus and the other to para-
influenza. One of the six controls also showed sero-
logical evidence of current adenovirus infection. Echo
6, Echo 19, adenovirus Type 3, and Coxsackie A4
respectively were isolated on stool culture from four of
the seventeen patients; the controls also yielded four
different isolations.
These results do not suggest any connection between

transient synovitis of the hip and viral infection. It is
hypothesized that trauma-minor subluxation during
deep sleep-may have caused the syndrome. [It is
interesting to note that in seven out of 24 children the
initial diagnosis of transient synovitis had to be revised:
one developed rheumatoid arthritis, one had tuberculosis,
and two had staphylococcal infection.] R. K. Chandra

On the Pathogenesis of Acute Leukaemia in Patients with
Polycythaemia Vera [In Russian]. DEMIDOVA, A. D.,
and YURGUTIS, R. P. (1968). Ter. Arkh., 40, 15.
2 figs, 15 refs.

Psoriatic Arthropathy (Rhumatisme psoriasique). FOUR-
NM, A. (1968). Rhumatologie, 20, 329. 1 fig., 6 refs.

Aseptic Arthritis in Filariasis (Les arthrites aseptiques au
cours des filarioses). VERHAEGHE, A., DELCAMBRE, B.,
and ZYLBERBERG, G. (1968). Rev. Rhum., 35, 514.
3 figs, 9 refs.

Arthropathy of Haemochromatoses (Les arthropathies des
h6mochromatoses). DORFMAN, H., SOLNICA, J.,
MENZA, C.di, and StZE, S. DE (1969). Sem. H6p.
Paris, 45, 516. 3 figs, 23 refs.

Inflammatory Polyarthritis revealing Chronic Lymphatic
Leukaemia (Polyarthrite inflammatoire r6v6latrice
d'une lymphose sub-leucemique). RAVAULT, P. P.,
and GRABER-DUVERNAY, B. (1969). Lyon mid., 221,
15. 32 refs.
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was also given. The serum alkaline phosphatase level
was 24 IU before treatment and 29 IU at biopsy 18
months later.
The third patient (aged 58 years) was studied after

7 months' fluoride treatment (at a dosage of less than
1 mg./kg./day), 400 IU of vitamin D being given orally
every 2 days during the last 4 months. At biopsy
(iliac crest) very abnormal bone, with incomplete calcifi-
cation, covering approximately 74 per cent. of the bone
surface was found. The serum alkaline phosphatase
level was 28 IU before treatment and 81 IU at biopsy.
For every case histological sections and microradio-

graphs are shown. The author feels that fluoride is
useful therapeutically and concludes that a therapeutic
regimen of sodium fluoride (1.1 mg./kg./day) plus a
calcium intake of at least 1 g./day and a vitamin D
supplement of 400 IU/day should produce favourable
results. L M. Nairn

Osteoporosis of Lumbar Vertebrae and Calification of
Abdominal Aorta in Women living in Durban. DENT,
C. E., ENGLEBRECHT, H. E., and GODFREY, R. C. (1968).
Brit. med. J., 4, 76. 5 figs, 12 refs.
[From King Edward VIII Hospital, Durban, South

Africa.] To try to establish whether mechanical stress
and muscular activity in earlier life influence the inci-
dence and severity of spinal osteoporosis in old age,
lateral x-ray films of the lumbar vertebrae were obtained
from three matched groups, each of 100 women 50 to 90
years old. Group A was of rural Bantu accustomed
to carrying heavy loads on their heads. Group B was
of urban Bantu, mainly in domestic service. Group C
was of women of European origin.

Severe osteoporosis occurred in three cases from Group
A, two from Group B, and fourteen from Group C.
Lesser degrees of osteoporosis could not be assessed
precisely enough for inclusion in these figures. Evenly
biconcave vertebral bodies, strongly suggestive of osteo-
malacia, were seen in ten from Group A, five from Group
B, and one from Group C. In many Bantu subjects the
fifth lumbar vertebra appeared flattened though of good
radiodensity and with no marked changes in the other
vertebrae; 28 of these were from Group B, and none
from Group C.
About a third of each group showed severe degenera-

tive changes in the spine; another third showed milder
changes. More cases of spondylolisthesis occurred in
the Bantu groups than in the white group. Severe calcifi-
cation in the abdominal aorta was noted in 24 women in
Group C. Mild signs occurred in 35 further women from
Group C, in six from Group B, and in only one from
Group A. [Authors' Summary.]

Renal Tubular Acidiosis and Amino-aciduria in Osteo-
malacia of Dietary or Intestinal Origin. MULDOWNEY,
F. P., FREANEY, R., and McGEENEY, D. (1968).
Quart. J. Med., 37, 517. 8 figs, 45 refs.
[At St. Vincent's Hospital, Dublin] ten clinical subjects

presenting with osteomalacia of intestinal or dietary
origin have been studied with respect to renal excretion

Acute Tendinitis and Arthritis. A Presenting Sympton of
Familial Type II Hyperlipoproteinemia. GLUECK,
C. J., LEVY, R. I., and FREDRICKSON, D. S. (1968).
J. Amer. med. Ass., 206, 2895. 2 figs, 7 refs.

Mumps Arthritis. GOLD et al. (1968). Amer. J. Dis.
Child., 116, 547.

Arthritis Rounds: Rheumatoid Arthritis after Rubella.
MARTENIS et al. (1968). Arthr. and Rheum., 11, 683.

BONE DISEASE

Some Results of the Effect of Fluoride on Bone Tissue in
Osteoporosis. JOWSEY, J., SCHENK, R. K., and
REUrrER, F. W. (1968). J. clin. Endocr., 28, 869. 4
figs, 12 refs.
From the Mayo Clinic and Mayo Foundation, Roches-

ter, Minnesota, and Anatomisches Institut, Basel,
Switzerland, the authors report an attempt to treat the
symptoms of osteoporosis with fluoride, in the hope of
counteracting the increased level of bone resorption.

Three women, two suffering from senile osteoporosis
and one from osteoporosis secondary to tetraparesis,
were given sodium fluoride (0.4 to 1.7 mg./kg. body weight
daily) for up to 2 years. Tetracycline was given at
specific times so that newly formed bone could be identi-
fied. To calculate the mean and maximum thicknesses
of new bone tissue laid down, the authors made micro-
radiographs of 100p-thick sections of biopsy specimens
fixed in alcohol, stained with basic fuchsim, and embedded
in methyl methacrylate. The length of surface of bone
formed was measured on photographic enlargements of
the microradiographs and expressed as a percentage of the
total bone surface apparent in the whole section.

In the first patient (a senile osteoporotic aged 75) new
bone formation (53 per cent. of bone in the section) was
found at rib biopsy after 12 months' fluoride treatment
The bone was poorly mineralized and had a border of
osteoid tissue of 50p wide (normal width 15u). Fluor-
ide was given at a lower dosage for a further year, together
with 600,000 of vitamin D intramuscularly every week
during the last 6 months; at a second biopsy 66 per cent.
of the bone was new (this value represents the total
bone formation over the 2-year period). The new bone
found on the second occasion was more normal in ap-
pearance and well mineralized, with osteoid borders 15,u
wide. The serum alkaline phosphatase level was 30 IU
(Bessey) before treatment, 87 IU at the time of first
biopsy, and 48 IU at second biopsy.

In the second patient (a senile osteoporotic aged 82),
who was given larger doses of fluoride (about 1.7 mg./kg./
day), rib biopsy showed 31 per cent. of the bone surface
to be covered by bone formed during the period of treat-
ment. This bone was abnormal and lacked mineraliza-
tion. Vitamin D (600,000 IU intramuscularly every 2
weeks) was given concurrently for 1 month at the begin-
ning of treatment, and during the last 6 months calcium
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ANNALS OF THE RHEUMATIC DISEASES
of hydrogen ion and the appearance of abnormal amino-
aciduria.

Five subjects showed defective renal excretion of an
acid load and four of these showed spontaneous syste-
matic acidosis. Urinary acidification showed significant
improvement in four of these cases following treatment of
the osteomalacia. Abnormal generalized amino-acid-
uria was recorded in two osteomalacic subjects showing
advanced bone disease with pseudo-fractures. This
pattern reverted to normal following therapy with vitamin
D.

It is suggested that these renal tubular abnormalities
may have resulted from secondary hypersecretion of
parathormone rather than from vitamin D deficiency
per se since:

(a) A similar pattern of amino-aciduria was recorded in
two cases of primary hyperparathyroidism with cystic
bone disease; this pattern reverted to normal following
removal of the parathyroid adenoma.

(b) Suppression of secondary hyperparathyroidism by
means of calcium infusion in one osteomalacic case
resulted in temporary reversal to normal of urinary
phosphate excretion, amino-acid pattern, and mini-
mum pH.

(c) Infusion of parathyroid extract in two normal
subjects during ammonium chloride loading resulted in
elevation of urine pH without significant change in
creatinine clearance.

(d) A similar procedure in a subject with combined
osteomalacia and hypoparathyroidism resulted in the
appearance of abnormal amino-acidura; repetition of
PTE infusion in this subject following vitamin D therapy
was associated with elevation of urine pH.

It is suggested that the presence or absence of renal
tubular acidosis or abnormal amino-aciduria in osteo-
malacia may depend upon the degree of bone disease-
and/or the relative amounts of circulating parathor-
mone and vitamin D. [Authors' Summary.]

Mode of Onset of Osteonecrosis of the Femoral Head.
I. Study of Twenty Cases proved Histologically by
Puncture Biopsy (Mode de debut de l'osteonecrose
femoro-capitale primitive. I. Etude de 20 observa-
tions histologiquement prouvees par le forage-biopsie).
ARLET, J., FICAT, P., and LARTIGUE, G. (1968). Rev.
Rhum., 35, 239.
A clinical, radiological, and histological study from

Toulouse of twenty patients whom the authors claim were
suffering from early osteonecrosis of the femoral head.

Fourteen men and six women (mean age 50 years)
presented with severe pain and stiffness of the hip
without any gross radiological abnormality. In three-
quarters ofthe cases the onset ofpain was acute, there was
radiation to the thigh or knee and limitation of internal
rotation. In five cases the pain was aggravated by
coughing without any evidence of a radicular lesion.
Straight x rays showed spotty decalcification or small
linear increases in bone density only while per trochan-
teric cine phlebography revealed stasis and reflux into the

femoral diaphysis in all cases. The mean intratro-
chanteric pressurewas 27.4 mm.Hg (normal range 12 to 26
mm.Hg) and this rose by 20 mm. after an injection of
5 ml. serum. Histological examination of drill biopsy
specimens showed gross and extensive medullary necrosis
with areas of bone resorption and fibrous replacement in
more than half the cases whilst all showed some evidence
of osteoid scars depleted of osteocytes.
The aetiology of osteonecrosis of the femoral head is

discussed and the authors suggest that venous stasis may
be more important in the pathogenesis than avascular
necrosis. G. Nuki

Retinal Atrophy in Osteopetrosis. KEITH, C. G. (1968).
Arch Ophthal., 79, 234. 11 figs, 24 refs.
A case of osteopetrosis is described in which retinal

atrophy occurred which could not be accounted for by
pressure on the optic nerves. Moreover, the histological
changes were similar to those found in vitamin A
deficiency and the role of this vitamin in bone metabolism
is considered. P. J. H. Sellors

Malformation ofthe Cervical Spine associated with Occular
Retraction and the Appearance of False Papilloedema.
(Malformation de la charni~re cranio-rachidienne
associ6e a un syndrome de retraction oculaire et a un
aspect de faux oedeme papillaire.) ROUGIER, J.,
THIERRY, A., GIROD, J., and MANSUY, L. (1968).
Rev. Oto-neuro-ophtal., 40, 117. 4 figs, 8 refs.
The case report of a patient with a type of retraction

syndrome of the ocular muscles associated with deformity
of the cervical spine and fusion of the atlas with the
occipital bone. N. Galloway

Atrophic Skin and Osteoporosis in Patients with Rheuma-
matoid Arthritis and Osteoarthritis [In Danish].
ANDERSEN, R. B. (1968). Ugeskr. Laeg., 130, 2120.
5 figs, 17 refs.

Vertebral Growth Dysplasia and Ensheathing Vertebral
Hyperostosis (Dysplasie vertebrale de croissance et
hyperostose vertebrale engainante). RUBENs-DUVAL,
A., VILLLAUMEY, J., KAPLAN, G., and Louis, R. (1968).
Rev. Rhum., 35, 629. 4 figs, 9 refs.

Localized Vertebral Condensations. Study of 37 Cases;
Reflections on Pathogeneses (Les condensations, verte-
brales localisees. Etude de 37 observations; reflexions
pathogeniques). RENIER, J.-C., BREGEON, C., and
BOUILN, J. (1968). Rev. Rhum., 35, 521. 11 figs, 10
refs.

Intestinal Absorption of Radio Phosphate in Osteomalacia
before and after Vitamin D Treatment. CANIGGIA
et al. (1968). Calcif. Tissue Res., 2, 299.
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ABSTRACTS

NON-ARTICULAR RHEUMATISM

Calcification of the Long Head of the Biceps in the Bicipital
Groove. A Cause of Periarthritis of the Shoulder (La
calcification du long chef du biceps, au niveau de la
gouttiere bicipitale, cause de periarthrite de 1'6paule).
THEVENOZ, F. (1968). Rhumatologie, 20, 247. 3 figs.

CONNECTIVE TISSUE STUDIES

Total Leukocyte Enumeration in Pathological Synovial
Fluids. PALMER, D. G. (1968). Amer. J. clin. Path.,
49, 812.
It was shown that treatment of synovial fluid collected

in heparin with hyaluronidase increased the total cell
count mainly by facilitating clearance of the fluid in the
stem of the pipette. However the tendency for granular
precipitates to occur in some fluids makes the method
unsuitable for general use. Preliminary observations
indicate that precipitates may be avoided by replacing
heparin with E.D.T.A. J. Ball

Age Changes in the Elastic and Collagen Connective Tissue
of the Extra-ocular Muscles (Zur Frage der Alterns-
veranderungen des elastischen und kollagenen Binde-
gewebes der ausseren Augenmuskeln.) GORNIG, H.,
(1967). Z. Alternsforsch., 20, 35. 8 figs, 22 refs.
Histological examination of the extra-ocular muscles of

varying age groups (premature infants to the aged) shows
that the elastic tissue is almost absent in early childhood
but develops during the period of growth to become
constant about the age of 15. In the elderly (over 66)
there are accumulations of functionally inferior elastic
masses.

Collagen connective tissue content increases during
ageing but loses its cellular characteristics and becomes
almost homogeneous. T. J. ffytche

Morphology of Tissue Cells released from Rheumatoid
Synovial Membrane and Grown in Tissue Culture
Medium. PALMER, D. G. (1968). Proc. Univ. Otago
med. Sch., 46, 25.
This paper, from the Rheumatism Research Labora-

tories of the Wellcome Medical Research Institute,
describes the light-optical appearance of cells obtained
from rheumatoid synovial membrane and grown in
culture. The cells were released from the synovial
membrane by the action of tryspin and were cultured on
cover-slips in medium containing 20 per cent. foetal
calf serum. Five main cell-types were recognised: small
lymphoctyes; rounded mononuclear cells resembling
macrophages; elongated fibroblastic cells; large cells,
probably derived from synoviocytes, with abundant cyto-
plasm extending into two or more polar processes and
with an oval nucleus containing up to three nucleoli;
multinucleated giant cells commonly containing up to 100
nuclei. The appearance of these cells on the seventh
day of culture is shown in one figure. J. A. Chapman

Inter-relationships between Cells of Rheumatoid Synovial
Membrane in Tissue Culture. PALMER, D. G. (1968).
Proc. Univ. Otago med. Sch., 46, 26.
This paper, from the same Institute as the preceding,

records light-optical observations on the inter-
relationships occurring in cells released and cultured as
described in the previous paper. After 3 days of culture
however the foetal calf serum was replaced by autologous
human serum. In four out of sixteen experiments using
unheated autologous serum the scattered round cells had,
within 48 hours, aggregated into mounds of tightly
packed cells. As the contained cells became ill-defined
and their nuclei pyknotic, dense basophilic masses
formed (illustrated by the one figure). By the 10th day
of culture radiating fibroblastic proliferation was con-
spicuous. In a parallel experiment using heat-inactivated
autologous serum, cell mounds failed to form, indicating
that a heat labile serum factor may be involved.

J. A. Chapman

Collagenolytic Activity of Synovium in Rheumatoid
Arthritis. LAZARUS, G. S., DECKER, J. L., OLIVER,
C. H., DANIELS, J. R., MULTZ, C. V., and FULLMER,
H. M. (1968). New Engl. J. Med., 279, 914. 3 figs,
27 refs.
At the National Institutes of Health, Bethesda, Mary-

land, the authors have examined the collagenase activity
in vitro of specimens of synovial tissue obtained at opera-
tion from 24 patients with "definite" or "classic" rheu-
matoid arthritis (ARA criteria) and from eight others
with various types of noninflammatory joint disease.
The tissue, which was cut into small pieces, was cul-

tured in Tyrode's solution with added streptomycin
and penicillin for 96 hrs at 370 C. The culture was then
centrifuged and enzyme activity measured in the super-
natant fluid with a substrate of reconstituted salt-soluble
rat skin collagen labelled in vivo with 14C-glycine. Tryp-
sin controls were used to indicate the extent of non-
specific proteolytic breakdown of the collagen gel. In
addition, the effect of any enzyme present on dilute
collagen solutions was studied by viscometry and acryla-
mide gel electrophoresis. In the rheumatoid arthritis
specimens the severity of the inflammatory process was
assessed from the histological appearances without prior
knowledge of collagenolytic activity. [For technical
details the original paper should be consulted.]

Collagenase activity was found in twenty of the 24 speci-
mens from patients with rheumatoid arthritis and in
none of those from patients with noninflammatory
joint disorders. The synovial collagenase reduced the
specific viscosity of collagen solutions and gave rise, as
shown by electrophoresis, to discrete units of lower
molecular weight. Viable tissue was necessary for the
production of collagenase in vitro, which was prevented
by freezing and thawing the tissue before incubation.
Collagenolytic activity was generally related to the cellu-
larity of the tissue, as indicated by its DNA content, and
was also directly related to both local and systemic
disease activity. G. Loewi

341

 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.28.3.332 on 1 M
ay 1969. D

ow
nloaded from

 

http://ard.bmj.com/


ANNALS OF THE RHEUMATIC DISEASES

Electrophoretic Studies of the Connective Tissue of the
Joint Capsules in Osteoarthritis and Rheumatoid
Arthritis (Elektrophoretische Untersuchungen des
Bindegewebes von Gelenkkapseln bei Arthrosis
deformans und Polyarthritis rheumatica). DAHMEN,
G. (1968). Z. Rheumaforsch., 27, 181. 3 figs, 10 refs.
From the University Orthopaedic Clinic and Poly-

clinic, Munster, W. Germany, the author reports
electrophoretic studies of substances extracted with 6
per cent. hydrochloric acid from connective tissue of
the joint capsules of eight nonarthritic subjects, eight
patients with osteoarthritis, and eight with rheumatoid
arthritis. [For details of the technique the original
should be consulted.]
The electrophoretic curves for normal and osteo-

arthritic tissues were very similar, showing a peak
between 5.8 and 7.1 cm., and this corresponds witht he
similar microscopic and ultramicroscopic appearances.
With material from rheumatoid joints, however, the
peak lay between 8.2 and 11 cm. This difference may
be attributable to the thinner and more immature con-
nective tissue fibrils present in the rheumatoid joint
capsule. It is suggested that electrophoresis provides
another means of distinguishing degenerative from rheu-
matoid joint disease. D. Preiskel

Findings in Rheumatic Joint Effusions with Special Refer-
ence to Ragocytes (Untersuchungsbefunde rheuma-
tischer Gelenkergusse unter besonderer Beruck-
sichtigung der Rhagozyten). HANTZSCHEL, H., and
ST1EHL, P. (1968). Z. ges. inn. Med., 23, 667. 4 figs,
22 refs.

Diagnostic Value and Eventual Role of the Synovial
Ragocyte in Rheumatology (Valeur diagnostique et
role 6ventuel du ragocyte synovial en rhumatologie).
FALLET, G.-H., BOUSSINA, I., and FELLMANN, N. (1968).
Rev. Rhum., 35, 590. 3 figs, 49 refs.

Synovial Ragocytes (Etude cytochimique des ragocytes
synoviaux). MACH, P. S., KAHAN, A., MAYO, C. DE.,
and DELBARRE, F. (1968). C.R. Soc. Biol. (Paris), 162,
604. 4 figs, 25 refs.

Cell Content of Synovial Fluid in Rheumatoid Arthritis and
Ankylosing Spondylitis (Gelenkerguss-Zellbild bei
chronischer Polyarthritis und Spondylarthritis ankylo-
poetica). OPPERMANN, J., and KUTSCHER, R. (1969).
Dtsch. med. Wschr., 94, 261. 17 refs.

Cystineaminopeptidase Activity of Synovial Fluid in
Patients with Rheumatoid Arthritis. BANIOWSKI, A.,
CICHECKA, K., DROZDZ, H., JGDRYCHOWSKI, A., and
ZIELONKA, E. (1968). Acta med. pol., 9, 493. 11 refs.

Protease Activity in Inflammatory Lesions of the Synovial
Membrane (Presence d'activit6s proteasiques dans les
membranes synoviales inflammatoires). MrrRovic,
D., DELAUNAY, K., JULLIARD, A., KAHN, M.-F.,
Hioco, D., and StZE, S. DE (1969). Path et Biol., 17,
143. 26 refs.

Contribution to Knowledge of a New Finding in Synovial
Fluid: Neutrophil-Phagocytosing Macrophages (Con-
tributo alla conoscenza di un nuovo reperto micro-
scopie nel liquido sinoviale: i macrofagi neutrofilo-
fagocitanti). MARMONT, A. (1968). Minerva med.,
59, 5705. 4 figs, 18 refs.

Inhibition of Lysosomal Enzymes by Gold Salts in Human
Synovial Fluid Cells. PALTEMAA, S. (1968). Acta
rheum. scand., 14, 161. 25 refs.

Synovial Fluid as a Lubricant. RADIN (1968). Arthr.
and Rheum., 11, 693.

Immunofluorescent Demonstration of an IgG-B1c Complex
in Synovial Lining Cells of Rheumatoid Synovial Mem-
brane. KINSELLA, T. D., BAUM, J., and ZIFF, M.
(1969). Clin. exp. Immunol., 4, 265. 2 figs, 14 refs.

Cellular Differentiation and the Aging Process in Cartila-
ginous Tissues. Mucopolysaccharide Synthesis in
Cell Cultures of Chondrocytes. SHULMAN, H. J.,
and MEYER, K. (1968). J. exp. Med., 128, 1353. 3 figs,
43 refs.

The Ageing ofConnective Tissue (Alternund Bindegewebe).
JUNGE-HULSING, G., and WAGNER, H. (1968). Z.
Geront., 1, 345. 8 figs, 74 refs.

Experimental Factors that influence Collagen Calcification
in vitro. WADKINS (1968). Calcif. Tissue Res., 2,
214.

Ultramicroscopic Appearance of the Rheumatic Nodule
(Das feinmikroskopische Bild des Rheumatismus
nodosus). GIESEKING, R. (1969). Beitr. path. Anat.,
138, 292. 14 figs, 52 refs.

Accumulation of Aurothiomalate into the Rat Liver Cells
during the Damaging of Lysosomes with Vitamin A.
PALTEMAA, S. (1968). Acta rheum. scand., 14, 169.
1 fig, 15 refs.

PARARHEUMATIC (COLLAGEN) DISEASES

Prognosis of Lupus Nephritis. ZWEIMAN, B., KORN-
BLUM, J., CORNOG, J., and HILDRETH, E. A. (1968).
Ann. intern. Med., 69, 441.
Forty patients with systemic lupus erythematosus have

been followed up for a period of 5 to 72 months after
initial evaluation, in a study from the Departments of
Medical and Surgical Pathology, Hospital of the Uni-
versity of Pennsylvania. In an attempt to evaluate the
prognostic significance of a number of objective para-
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what handicapped by the number of cases "lost to ob-
servation", which fails to differentiate between those
genuinely lost and those not followed longer: this amounts
to 95/200 in adults and 12/42 in children followed for 5
years. There is also a high but differing 5-year mortality
(16/41 children and 24/200 adults), which adds to the
difficulty of interpretation, especially by the end of the full
18 years of the survey.
Combining both series, females showed a peak incidence

in the 16 to 25-year age group, not seen in males. The
median age at diagnosis was 14 years in children, 2 years
later than the presumed age at onset. Both initially and
later, in children as well as in adults, joint and skin mani-
festations were by far the most prominent, accounting for
an erroneous initial diagnosis of rheumatic fever in ten
cases and of rheumatoid arthritis in four cases. Psy-
chosis was sometimes attributed to steroid therapy and
sometimes to the disease itself, in the latter instance often
clearing with increase in steroid dosage. Perhaps the
most interesting tabulations are those which compare the
adults with the children, in regard to clinical manifesta-
tions (hepatosplenomegaly or lymphadenopathy being
commoner in children) and in regard to laboratory mani-
festations. Rheumatoid factor was present in about a
quarter of both adults and children.

Prognosis is considered in terms of life tables. Eigh-
teen of the juvenile group were known to have died chiefly
of infection or renal failure, the median duration of
disease from diagnosis to death being 1i years. In the
surviving children the median survival period was 5 years.
Comparison with the adult series showed a poorer sur-
vival rate in children both in cases with renal disease and
in those without.

(This study includes many data which cannot be
briefly summarized and for which the original must be
consulted.) E. G. L. Bywaters

Racial Differences in Mantoux Reaction after BCG
Vaccination: Implications in Systemic Lupus Erythe-
matosus. SIEGAL, M., GLASS, R., and CHAVES, A. D.
(1968). Amer. Rev. resp. Dis., 98, 681.
Following the findings of racial differences in the

incidence of disseminated lupus erythematosus with a
sequence of Negro, Puerto Ricans, and non-Puerto Rican
whites, and a similar distribution of serum proteins, the
,authors have now studid the effect of BCG inoculation
in such groups. The population consisted of school-
children who were immunized when found to be mantoux-
negative. Positive reactors to 5 units PPD following
immunization were 37 per cent. for non-Puerto Rican
whites, 44.4 per cent. for those of Puerto Rican origin,
and 58 per cent. for Negroes. Sizes of reactions fol-
lowed a similar distribution. G. Loewi.

Clinical Significance of the Study of Autoimmune Pro-
cesses in Systemic Lupus Erythematosus and Certain
Other Collagen Diseases [In Russian]. IVANOVA,
A. V., and SELIVANOVA, I. A. (1968). Ter. Arkh., 40,
66. 20 refs.
At the Swerdlovsk Medical Institute, USSR, the

meters in lupus nephritis, serial assessments of renal status
were performed in all patients irrespective of the presence
or absence of evidence of renal involvement at the time of
initial evaluation. Features noted were microscopy of
urinary sediment, quantitation of proteinuria if present,
blood urea nitrogen, serum creatinine and endogenous
creatinine clearance. Renal biopsies were performed in
all subjects and an arbitrary histological score was al-
lotted depending on the proportion of involved glomeruli.
Three clinical groups emerged from the study: those with
no evidence of renal involvement either on clinical or
biopsy grounds in general maintained stable renal
function for the duration of the follow-up, while those
with advanced renal involvement initially, usually pur-
sued a rapidly progressive downhill course. However,
a third group emerged (fifteen of the forty subjects
studied) which showed poor correlation between initial
renal assessment and subsequent course, e.g. progressive
deterioration in spite of relatively minor histological
features, or stable renal function in the presence of
advanced histological changes. The response to high
dose corticosteroid therapy studied in seven cases was also
found to be variable. The authors conclude that the
prognosis of lupus nephritis may vary significantly from
patient to patient, and may correlate poorly with clinical
or histological assessment of renal function.

W. Wilson Downie

Retinopathy due to Progressive Systemic Sclerosis.
ASHTON, N., COOMES, E. N., GARNER, A., and OLIVER,
D. 0. (1968). J. Path. Bact., 96, 259. 19 figs, 30 refs.
This paper from the Institute of Ophthalmology,

University of London, the Rheumatology Unit, St.
Stephens and St. Mary Abbots Hospital, London, and the
Radcliffe Infirmary, Oxford, describes the ocular changes
in two cases of progressive systemic sclerosis (PSS) ex-
amined at autopsy. Conventional macroscopic and
light microscopic appearances are described along with
the first published descriptions of retinal digest and
electron microscopic preparations of the eye in PSS.
The appearances are similar to those seen in hypertensive
retinopathy, and are considered to be the end result of
focal fibrinoid change in the choroido-retinal vasculature.
Discussion of possible mechanisms suggests that the
vascular changes are due to primary sclerodermatous
vascular damage, rather than to secondary hypertension
from renal involvement in view of the relatively low levels
of recorded blood pressure. W. Wilson Downie

Systemic Lupus Erythematosus in Childhood: Analysis of
42 Cases, with Comparative Data on 200 Adult Cases
followed concurrently. MEISLIN, A. G., and ROTHFIELD,
N. (1968). Pediatrics, 42, 37.
This interesting study of 18 years' experience at New

York University Medical Centre involves 42 children and
200 adults (aged 16 or more at onset) with systemic lupus
erythematosus. "All patients fulfilled the criteria set
forth by Dubois, 1966." Evaluation of results is some-
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ANNALS OF THE RHEUMATIC DISEASES

authors carried out various immunological tests on sera
from 134 patients with systemic lupus erythematosus
(SLE), 31 with scleroderma, nine with dermatomyositis,
and eleven with polyarteritis nodosa. The investigations
included determination of incomplete "warm" antiery-
throcytic antibodies (Coombs), complete "cold" anti-
erythrocytic agglutinins (Lippelt and Nogalski),
complete and incomplete antileucocytic antibodies (in the
serum and on leucocytes), and anti-DNA antibodies
(passive haemagglutination reaction and antibody
neutralization reaction).
The direct Coombs test was positive in about half the

cases of SLE, polyarteritis nodosa, and dermatomyositis
and about a quarter of those of scleroderma; a correlation
was demonstrated between the results of this test and the
presence of anaemia. Studies of complete antiery-
throcytic agglutinins and of anti-leucocytic antibodies
reacting with leucocytic cytoplasm showed no evidence
of a rise in titre. Antibodies to DNA were demonstrated
in high titres (1: 640-1: 2,560) only in cases of SLE and
only in periods of increased activity, and it is suggested
that this finding may be of diagnostic significance. The
titre of the passive haemagglutination reaction was found
to undergo earlier changes than other laboratory indices
and may thus be useful in assessing progress and response
to treatment. With the antibody neutralization reaction
three types of anti-DNA antibodies were demonstrated
in cases of SLE, indicating different degrees of interfer-
ence with DNA metabolism at various stages of the
pathological process. In scleroderma interference with
DNA metabolism was less evident and in polyarteritis
nodosa it appeared to be absent. S. W. Waydenfeld

Papilloedema and Asymptomatic Intracranial Hyperten-
sion in Systemic Lupus Erythematosus. A Fluorescein
Angiographic Study of Resolving Papilloedema. BETT-
MAN, J. W. JR., DAROFF, R. B., SANDERS, M. D., and
HOYT, W. F. (1968). Arch. Ophthal., 80, 198. 3
figs, 31 refs.
A case of disseminated lupus erythematosus associated

with benign intracranial hypertension and papilloedema.
The optic disc changes were studied by fluorescein angio-
graphy. T. J. ffytche

Phenylketonuria and Scleroderma. KORNREICH, H. K.,
SHAW, K. N. F., KOCH, R., and HANSON, V. (1968).
J. Pediat., 73, 571.
This paper describes a Caucasian child who developed

lesions on the thighs at the age of 10 months and by the
time she was investigated at the age of 18 months had
depigmentation and extensive linear sclerodermatous
lesions from the mid-trunk downwards, together with
bluish/brown areas on the dorsum of the hands and the
arms. A biopsy from the left thigh was compatible with
a diagnosis of scleroderma. The urine showed a strongly
positive ferric chloride test and the serum phenylalanine

was 30 mg. per cent. Treatment with a low phenylal-
anine diet led to a fall in the serum phenylalanine levels
and over the next 2 years there was definite softening of
the sclerodermatous lesions of the lower extremities but
new sites became involved in the neck and upper limbs.
During her third and fourth years dietary difficulties
allowed a rise in serum phenylalanine, again with an
increase in size of the new lesions in the upper limbs.
Attention is drawn to two similar cases in the literature.
These workers also studied nine patients (5 female and

4 male) aged from 3 to 14 years with scleroderma; none
of these showed excessive urinary levels of phenylalanine
or hydroxyphenylacetic acid. B. M. Ansell

Autoantibodies in Scleroderma. McGIVEN, A. R., DE
BOER, W. G. R. M., BARNETr, A. J., and COVENTRY,
D. A. (1968). Med. J. Aust., 2, 533. 21 refs.
At Monash University and Alfred Hospital, Mel-

bourne, Australia, the authors have examined sera from
33 patients (27 women) who had suffered from sclero-
derma for 1 to 26 years. Autoantibodies were sought
against nuclei, smooth muscle, and thyroid cytoplasm
and colloid by immunofluorescent techniques. Mono-
specific fluorescein-conjugated IgG, IgA, and IgM anti-
sera were used in typing the anti-nuclear activity. Anti-
skin activity in the patients' serum was sought with
samples of skin from patients and normal controls. All
the sera were also tested for antithyroglobulin (using the
tanned erythrocyte technique) and rheumatoid factor
(with the latex technique).
One specimen gave a strongly positive, nine a moderate,

and two a weakly reaction in tests for antinuclear factor.
With one exception all the antibody-containing sera gave
the speckled as opposed to the homogeneous type of
reaction, and the nuclear staining was wholly due to
immunoglobulins of IgG type. Antinuclear activity was
not seen.
Three sera reacted with thyroid cytoplasm and two

with gastric parietal cells. Tests for antibody to thyro-
globulin and smooth muscle all gave negative results.
Rheumatoid factor was detected in fourteen specimens;
after heat inactivation only four still gave positive results,
whereas in a control study of patients with rheumatoid
arthritis heat inactivation failed to reverse the result in
32 out of 46 cases. Immunofluorescence did not reveal
antibodies to skin in any case.
The authors cannot relate their findings to the patho-

genesis of scleroderma or to the clinical severity of the
disease. However, they postulate that the high inci-
dence of rheumatoid and antinuclear factors in sclero-
derma indicates that patients with this disease process
have an abnormally sensitive immunological system that
reacts to antigenic stimuli to which normal individuals
do not respond. 24 of their patients had a creatinine
clearance less than 90 ml./min. and it is possible that the
autoantibodies may contribute to the vascular changes,
especially the renal ones, found in scleroderma.

R. Eric Potts
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The authors discuss their findings and speculate on
the possible role of carpal tunnel surgery in Raynaud's
disease. [Their convincing results clearly demand further
study of this technique by other workers in a larger series
of patients; if its effectiveness is confirmed it will offer a
valuable and simple method of treatment in suitable
cases.] L McLean Baird

Dermatomyositis-Polymyositis: Comparison of Untreated
and Cortisone-Treated Patients. WrNKELMANN, R. K.,
MULDER, D. W., LAMBERT, E. H., HOWARD, F. M.,
and DIESSNER, G. R. (1968). Mayo Clin. Proc., 43,
545.
This paper from the Mayo Clinic analyses the clinical

features of 279 patients in whom a diagnosis of dermato-
myosotis or polymyositis was made before 1959. 151
patients were known to be living 4 years after diagnosis
and 87 patients had died. Women were twice as com-
monly affected as men and the highest incidence was in
the fifth and sixth decades.

Remissions were more common in the early months of
the disease. Skin involvement did not affect the prog-
nosis. Contractures developed in 42 patients and cal-
cinosis in 45, of whom 29 were children.

Sixteen patients had a malignancy and eight of these
had died. The cause of death was known in 26 other
patients, respiratory infections accounting for twelve.
Improvement or remission was seen in 61 out of 122

patients given no steroids, twelve out of 38 given less than
50 mg. cortisone per day (or equivalent), and 75 out of
119 given higher doses.

[Evidence for the equality of the steroid treated and
untreated groups of patients, of random allocation of
patients to the groups, and of the criteria for using
steroids is not given, which vitiates the therapeutic
conclusions.] M. R. Jeffrey

Sjogren's Syndrome and Thyroid Disease. WILLIAMSON, J.,
CANT, J. S., MASON, D. K., GREIG, W. R., and BOYLE,
J. A. (1967). Brit. J. Ophthal., 57, 721. 24 refs.
The historical features of Sjogren's syndrome resemble

those of Hashimoto's thyroiditis and it has been shown
that thyroglobulin autoantibodies are increased in
patients with Sjogren's syndrome. This study investig-
ated the incidence of Sjdgren's syndrome in patients with
primary hypothyroidism and thyrotoxicosis. No in-
crease in incidence was found when compared with a
series of controls. W. E. S. Bain

Sjogren's Syndrome. (A Clinico-pathological Study).
SOOD, N. N. (1968). J. All-India ophthal. Soc., 16,
19. 2 figs, 8 refs.
Kerato-conjunctivitis sicca being only one of the triad

in Sjdgren's syndrome (the other two being xerostomia
and polyarthritis), the authors describe the diagnostic
criteria for involvement of the joints, and the lacrimal
and salivary glands.
The study is based on fifteen cases, in which serum

analysis, Bentonite flocculation test, haemagglutination

Temporal Arteritis [In Russian]. GOLDBURT, N. N.,
LIKHACHEV, Yu. P., and KAMINER, L. N. (1968). Arkh.
pat., 30, 20. 4 figs, 20 refs.
From the laboratories of the Central Military Medical

Command, Moscow, the authors describe the histo-
logical changes associated with temporal arteritis as
seen in 5 male patients aged 22 to 40 years. This group
differed from others reported elsewhere in the rela-
tively young age of the patients, the mildness of the
clinical picture, and the absence of atherosclerosis.
Identical histological changes were demonstrated in two
cases of "congenital posttraumatic vascular disease"
in men aged 17 and 20 years.

It is stated that three phases can be distinguished in the
development of temporal arteritis:

(1) The phase of acute inflammation of the arterial
wall and perivascular tissues, with eosinophilia, per-
meation of the intima with plasma, destruction of the
elastic tissue, and formation of thrombi.

(2) The phase of organization of the inflammatory
infiltrate and of the thrombi, with formation of giant-cell
granulomata.

(3) The phase of cicatrization and hyalinization, with
formation of collaterals based on the vasa vasorum and
followed by thromboarteritis of the compensating chan-
nels.
Temporal arteritis seems thus to belong to the group of

allergic disorders and bears no relation to atherosclerosis.
S. W. Waydenfeld

Raynaud's Disease, Reflex Neurodystrophy, and the Carpal
Tunnel Syndrome (Maladie de Raynaud, algoneuro-
dystrophie reflexe et syndrome du canal carpien).
RAGEOT, E., MAIGNE, R., and NATAF, J. (1968). Coeur
Med. intern., 7, 359. 14 refs.
The authors describe their experience in treating seven

patients with Raynaud's disease and reflex neuro-
dystrophy associated with the carpal tunnel syndrome.
(The cases are described in detail.)

In four instances the clinical suspicion of carpal tunnel
compression was aroused by the presence of acro-
paraesthesiae. In one typical case, a religious sister
aged 32 had had Raynaud's syndrome since the age of
5; it was associated with acroparaesthesiae of the fingers
at night relieved by movement of the fingers or arms.
Three injections of dexamethasone into the carpal
tunnel at 10-day intervals cured her symptoms, but she
subsequently required a further two injections; thereafter
there were no more attacks of Raynaud's syndrome or
acroparaesthesiae.
Two other patients with Raynaud's syndrome had no

symptoms of carpal tunnel compression, but electro-
myography showed delay in conduction in the median
nerve. In both instances improvement was found
after corticosteroid infiltration of the carpal tunnel.
A single case of severe reflex neurodystrophy of the

hand following a fracture of the radius is also reported.
There was improvement the day after injection of corti-
costeroid; the oedema of the hand disappeared, and
increased flexion of the fingers and wrist was obtained.

K
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ANNALS OF THE RHEUMATIC DISEASES

test, and biopsies of the lacrimal and salivary glands were
carried out. The interrelations are well brought out and
the importance of serum studies is emphasised to differ-
entiate true cases of kerato-conjunctivitis sicca from
dryness of the cornea due to local conditions.

S. N. Cooper

Immuno-suppressive Drug Treatment of Keratitis Sicca
including an Example of Lichen Planus of the Conjunc-
tiva. CROMPTON, D. C. (1968). Aust. N.Z. J. Surg.,
38, 143. 2figs,5refs.
Sjbgren's disease may be due to an autoimmune

dacryosialo conjunctivitis. Azathioprine may benefit
some patients with severe and progressive keratitis sicca.
Details are given of one case in which the dryness of the
eye was markedly improved. Azathioprine is being
given to another patient with lichen planus of the con-
junctiva. Ronald Lowe

Kerato-conjunctivitis Sicca. VII. The Sicca Syndrome-
an Autoimmune Disease (Zur Kenntnis der Kerato-
conjunctivitis Sicca VII. Das Sicca-syndrom-eine
autoimmune Krankheit.) SJOGREN, H. (1968). Acta
ophthal. (Kbh.), 46, 201. 30 refs.
After reviewing the literature the author concludes that

the sicca syndrome is a sign of a general adenopathy on
the basis of general autoimmunity as several antibodies
specific to glands or unspecific are often demonstrated.

G. von Bahr

Labial Salivary Gland Biopsy in Sjogren's Disease.
CHISHOLM, D. M., and MASON, D. K. (1968). J. clhn.
Path., 21, 656. 14 refs.
Reported involvement of minor buccal glands in Sjo-

gren's disease prompted the authors of this paper from
the University of Glasgow Dental Hospital and School
to study these glands not only in Sj6gren's disease but
in rheumatoid arthritis and various other connective
tissue diseases using a labial biopsy technique.

Forty patients were studied: two males and eight fe-
males (mean age 65 years) had Sjdgren's disease; three
males and seven females (mean age 60) had rheumatoid
arthritis; two males and four females (mean age 58) had
osteoarthritis; six males (mean age 32) had Reiter's
disease; one male and three females (mean age 42) had
psoriasis; and one male and three females (mean age 38)
had scleroderma. Biopsy material was taken from the
minor salivary glands of the lower lip by a technique
which is described. Specimens of minor gland tissue
were also obtained from sixty subjects post mortem and
were used for control purposes, Histological grading of
the specimens depended on the presence of lymphocytic
foci and/or diffuse lymphocytic invasion. A "focus" was
defined as an aggregate of fifty or more lymphocytes and
histiocytes, usually with a few plasma cells peripherally.
The patients with Sjogren's disease also had sialographic
studies and their salivary flow rate was measured.

Six of the ten patients with Sjogren's disease had more
than one focus of lymphocytes per 4 mm2., three had one
focus per 4 mm2., and one (male) had a moderate lympho-

cytic infiltration. Four of the ten patients with rheu-
matoid arthritis had one focus per 4 mm2. and one had a
slight lymphocytic infiltration. Of the twenty patients
with other connective tissue disorders, one with Reiter's
disease and one with psoriatic arthritis showed slight
lymphocytic infiltration; one with scleroderma had one
focus per 4 mm2. The remaining seventeen had normal
biopsies. Of the sixty subjects examined post mortem,
a moderate lymphocytic infiltrate was noted in sixteen,
but no foci were present. The results of the biopsy study
compared very favourably with both the sialographic
investigation and measurement of the parotid flow rates.

It is concluded that labial biopsy is as valuable an
investigative procedure as the other two techniques
in Sjogren's disease. P. J. Tarin

Acetylcysteine in Kerato-Conjunctivitis Sicca. AB-
SOLON, M. J., and BROWN, C. A. (1968). Brit. J.
Ophthal., 52, 310. 3 figs, 20 refs.
A double-blind cross-over trial of the mucolytic agent

acetylcysteine was conducted on thirty patients suffering
from kerato-conjunctivitis sicca. Results showed a
significant improvement over those obtained with the use
of carboxy methyl cellulose when judged by degree of
conjunctival and corneal staining, mucous shreds, and
filaments. Subjective impressions are obscured to some
extent by the fact that existing preparations of acetyl-
cysteine cause slightly more discomfort than methyl
cellulose.
A 20 per cent solution of acetylcysteine at pH 7 * 0 was

prescribed and used 2-hourly. E. W. G. Davies

Polyarteritis Nodosa, with an Unusual Ocular Presentation.
MACLURE, G. M. (1968). Brit. J. Ophthal., 52, 141.
7 figs, 38 refs.
A case report of a man aged 60 who was diagnosed

post mortem as having had acute disseminated angiitis,
but not typical polyarteritis nodosa. Previous to death
he had an enlarged lacrimal gland and this showed in-
flammatory changes but no vascular lesions. The role
of tetracyclines in causing sensitivity diseases is men-
tioned. J. H. Kelsey

Haemorrhage in the Retina, Conjunctiva, and Lids in
Nodular Periarteritis (of a Collagenous Group) [In
Russian]. BAKERENKOV, B. T. (1967). Otal. Zh., 22,
139.
Report of two cases of collagenous nodular periarteritis

in teenagers. Five haemorrhages were seen on the skin
of the hands and on the chest and face, in the conjunctiva
and retina, particularly in the region of the macula and
optic nerve. These haemorrhages were a vivid red.
Both patients died within a few months of their first

being seen. The author presents the cases to show that
collagenous nodular periarteritis can involve the ocular
coats. Una Dean

Porphyria and Periarteritis Nodosa (Porphyrie und Per-
iarteriitis nodosa). BECKER, J. (1968). Med. Welt
(Stuttg.), 19, 2585. 1 ref.
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ABSTRACTS

Problem of Clinical Diagnosis and Hypertension in Poly-
arteritis Nodosa (Zur Problematik der klinischen Diag-
nostik und des Hochdrucks bei Periarteriitis nodosa).
HENSEL, G., BURCK, H.-C., and Roos, W. (1969).
Med. Welt (Stuttg.), 20, 31. 2 figs, 95 refs.

Polyarteritis Nodosa as an Early Manifestation of Dis-
seminated Lupus Erythematosus (Periarteriitis nodosa
als Fruhsympton eines Lupus erythematodes dis-
seminatus). SCHNEIDER, H., and DOLTER, J. (1968).
Z. ges. inn. Med., 23, 715. 19 refs.

The Many Facets of Dermatomyositis. CURTIS, A. C.
(1968). Wis. med. J., 67, 519. 8 refs.

Procainamide-induced Systematic Lupus Erythematosus.
RUTHERFORD, B. D. (1968). N.Z. med. J., 68, 235.
1 fig., 28 refs.

Disseminated Lupus Erythematosus: Pregnancy and
labour (Lupus erythematodes disseminatus: Sch-
wangerschaft und Geburt). Gorr, E. (1969). Dtsch.
med. Wschr., 94, 274. 28 refs.

SLE Complicated by Coccidioidomycosis. BERRY et al.
(1968). J. Amer. med. Ass., 206, 1083.

Phagocytic Activity in vitro or Neutrophil Granulocytes in
Lupoid Disease (Activite phagocytaire in vitro des
granulocytes neutrophiles dans la maladie lupique).
PomPIDou, A., DELBARRE, F., and ScHRAmm, B. (1968).
C.R. Soc. Biol. (Paris), 162, 684. 4 figs.

Retroperitoneal Fibrosis after Methysergide. ELKIND
et al. (1968). J. Amer. med. Ass., 206, 1041.

Electromyographic Studies in Scleroderma (Ricerche
elettromiografiche nella sclerodermia). RANDAZZO,
S. D., GUARNERI, B., GRASSO, A. M., and RAFFAELE, R.
(1968). Rif. med., 82, 1237. 2 figs.

Electromyographic Studies in Cases of Scleroderma treated
with Vasodilators (Ricerche elettromiografiche in casi
di sclerodermia trattati con vasodilatatori). GUARNERI,
B., RANDAZZO, S. D., RAFFAELE, R., and GRAsso, A. M.
(1968). Rif. med., 82, 1456. 4 figs, 6 refs.

The Heart in Scleroderma (Le coeur dans la sclerodermie.
A propos de 5 observations). WAREMBOURG, H.,
NIQUET, G., LEKIEFFRE, J., DucLoux, G., THERY, C.,
and KETELERS, J. Y. (1968). Lille med., 13, 1088. 10
figs, 21 refs.

Diffuse Scleroderma with Retinal Complications examined
by Fluorescein Fundus Photography [In Japanese with
English Summary]. MATSUBARA, M., and KANAGAWA,
M. (1968). Folia ophthal.jap., 19, 394. 5 figs, 17 refs.

Spine, Bones, and Joints in Wegener's Granulomatosis
(Wirbelsaule, Knochen und Gelenke bei Wegeners-
cher Gramulomatose). AUFDERMAUR, M. (1968).
Z. Rheumaforsch., 27, 417. 7 figs, 26 refs.

Takayasu's Syndrome in Two Brothers [In Russian].
ZYRYANOV, B. N., KLIMENKO, A. G., and TsIMBALXYUK
(1968). Kardiologiya, 8, 130. 1 fig.

IMMUNOLOGY AND SEROLOGY

Demonstration of Rheumatoid Factor in Tissue by Mixed
Agglutination with Tissue Sections. MILDE, E.-J., and
TONDER, 0. (1968). Arthr. and Rheum., 11, 537.
23 refs.
[From the Broegelmann Research Laboratory for

Microbiology and the University of Bergen, Norway.]
The mixed agglutination procedure was applied to

sections of synovial tissue from patients with rheuma-
toid arthritis. The tissues were examined with three test
systems:

(1) sheep erythrocytes sensitized by rabbit antiserum,
(2) human 0 Rh-positive (CD) erythrocytes sensitized

by anti-Rh serum "Ripley",
(3) rabbit erythrocytes sensitized with mercaptoethanol-

treated pooled human serum.
Adsorption of the sensitized cells to the tissue sections

was obtained in most of the cases. This mixed ag-
glutination was inhibited by denatured y-globulin and by
antibodies to yM, indicating that the reaction depended
on RF [rheumatoid factor] bound in the synovial tissue.
Of 31 patients with rheumatoid arthritis, tissue from thirty
gave positive reactions. Tissue from many patients also
gave a positive reaction with RF applied to the tissue,
indicating that the reactant for RF is bound in the
tissue. [Authors' summary.]

Serum Haptoglobin in the Nephrotic Syndrome, Other
Renal Diseases and Rheumatoid Arthritis. WHmT-
TAKER, M. (1968). Amer. J. clin. Path., 50, 454.
24 refs.
Haptoglobins are mucoproteins in human serum which

bind haemoglobin. They vary qualitatively as well as
quantitatively in a number of diseases, and 3 pheno-
types have been recognized by starch gel electrophoresis.
In the investigation here reported from King's College,
University of London, qualitative and quantitative
measurements of serum haptoglobins were performed on
24 patients with the nephrotic syndrome, 52 were pro-
teinuria from other causes, and 45 with rheumatoid
arthritis; 53 healthy students and 49 randomly selected
hospital patients who were all "reasonably healthy"
served as controls.
The nephrotic patients had a mean serum haptoglobin

level (mg./100 ml.) of 286 7 (SD= 133. 2), while that of the
patients with proteinuria was 117 5 (SD ==64 3) and that
ofthe patients with rheumatoid arthritis 214- 1 (SD=91. 6);
the level of the students was 85-4 (SD =27- 8) and that of
the control patients 98-3 (SD=45- 9). In the case of
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ANNALS OF THE RHEUMATIC DISEASES
rheumatoid arthritis the clinical activity of the disease
was related to the haptoglobin level. In neither renal
disease nor rheumatoid arthritis was there any correlation
between haptoglobin phenotype and increase in hapto-
globin level.
The authors conclude that serum haptoglobin levels

are useful for following the course of treatment but not
for diagnosis in the disorders studied.

William H. S. George

Rheumatoid Factors reacting with Autologous Native yG-
Globulin and Joint yG Aggregates. HANNESTAD, K.
(1968). Clin. exp. Immunol., 3, 671.
This study from the Institute for Experimental Medical

Research, Oslo University, sought to explain why the
fluids from some rheumatoid arthritic joints have a
relatively low titre of rheumatoid factor compared with
the serum when tested by the agglutination of human D
cells coated with anti-D serum, butan approximatelyequal
titre to the serum when tested by precipitation with heat
aggregated human yG globulin. By comparing the
results of density gradient ultracentrifugation of these
fluids at pH 7-4 and 3- 6, it was found that the low ag-
glutination titre for rheumatoid factor was due to the
binding of the factor by aggregated yG present in the
fluid. The dissociation of these complexes at the acid
pH enabled the full agglutinating activity of the rheuma-
toid factor in the IgM fraction to be revealed.

Similar experiments on the whole rheumatoid sera
revealed a similar masking of agglutinating activity by
the binding ofyG to the rheumatoid yM globulin. In the
serum, however, in contrast to the joint fluid this inhibi-
tory yG is apparently in its native non-aggregated state.
This was shown by the binding of non aggregated 1251
labelled yG to the rheumatoid yM and by the ability of
native yG from several sources to inhibit the agglutination
of human group OD+ cells coated with anti-D sera
irrespective of the Gm or yG subgroups of these coating
sera. The conclusion is therefore drawn that rheumatoid
factors may react with some determinants on entirely
native autologous yG-globulin. L. E. Glynn

Rheumatoid Factor in Nonrheumatoid Pleural Effusions.
LEVINE, H., SZANTO, M., GRIEBLE, H. G., BACH, G. L.,
and ANDERSON, T. 0. (1968). Ann. intern. Med., 69,
487.
The authors, working at the Cook County Hospital,

Chicago, detected factors reacting in the latex fixation
(tube) test in the pleural fluid at a titre > 1 in 160 in
41 per cent. of patients with bacterial pneumonia, 20
per cent, with carcinoma, and 4 per cent. with tubercul-
osis. Titres >1 in 1,280 were found in pleural fluids
from 6 to 15 per cent. of this total of 65 non-rheumatoid
patients investigated. No data on rheumatoid patients
is included for comparison. Titres of rheumatoid factor
in pleural fluids did not correlate with serum titres in the
same latex test or with the total protein content of the
two fluids. N. R. Ling

A Method for the Production of Rheumatoid Factor in
Rabbits. BIRo, C. E. (1968). Immunology, 15, 455.
This paper from the Institute Nacional de Cardoilogia,

Mexico, examines the response to aggregated IgG of
rabbits experimentally paralysed with native IgG.
Nine rabbits rendered unresponsive to native human IgG
were injected intravenously with 40 mg. heat-aggregated
human IgG. Six of the rabbits developed an antibody
which reacted with human IgG in a latex test, which was
unreactive towards native human and rabbit IgG and
which was entirely absorbed out with neat-aggregated
rabbit IgG. This rabbit rheumatoid factor was shown
to be of IgM type in three of the antisera. None of the
eight rabbits injected with 40 mg. heat-aggregated rabbit
IgG produced antibody. N. R. Ling

Rheumatoid Factors in Subacute Bacterial Endocarditis
Bacterium. Duration of Disease or Genetic Predis-
position? MESSNER, R. P., LAXDAL, T., QUIE, P. Q.,
and WILLIAMS, R. C., JR. (1968). Ann. intern. Med.,
68, 746.
A thorough immunological study of anti-yglobulin

factors in 43 patients with bateriologically proven
subacute bacterial endocarditis is reported from the
Arthritis Unit, the Department of Medicine, and the
Department of Paediatrics of the University of Minne-
sota College of Medicine.

47 per cent. of the patients had positive latex tests
(Singer and Plotz). There was a significant correlation
of positive latex tests with duration of disease but none
with the age of the patient or the type of organism.
Oudin tube quantitation of immunoglobulin classes
showed a striking correlation of rheumatoid factors with
elevations of IgG but not IgA or IgM. Bacterial ab-
sorption experiments resulted in only about 15 per cent.
absorption in both latex positive and negative cases
suggesting that anti yglobulin factors were not related
directly to antibacterial yG antibodies. Agglutination
and complement-fixation titres were higher against bac-
teria isolated from the blood cultures of latex positive
cases but there was no correlation with Gm group type.
A study of immunoglobulins, latex tests, antithyroid
antibodies, and antinuclear factor in the kindred of
seventeen of the patients revealed no striking differences
between those with and without rheumatoid factors.

G. Nuki

Immunofluorescent Patterns and Specificity of Human
Antinuclear Antibodies. BICKEL, Y. B., BARNETT,
E. V., and PEARSON, C. M. (1968). Clin. exp. Immunol.,
3, 641.
This work was conducted at the University of Cali-

fornia, Los Angeles, to determine the relationship of
antinuclear factors to the clinical diagnosis, specificity
for different antigens, and the Ig class and importance of
pattern in immunofluorescence. 78 sera, some stored
since 1957, were used. Tests were DNA spot tests and
indirect immunofluorescence on human leucocytes,
patterns being recorded as shaggy, solid, or speckled.
Another substrate used was rat liver, unfixed. Three-
layer tests were used to determine Ig class. Precipitation
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Experimental Uveitis in the Rat after Subcutaneous
Injection of Freund's Adjuvant. Histological Changes
in the Uvea (Experimentelle Uveitis in der Ratte nach
subkutaner Injektion von Freundschem Adjuvans.
Histologische Veranderungen der Uvea). LALIVE
D'EP1NAY-ZLMMERLI, R. (1968). Ophthalmologica
(Basel), 155, 271. 8 figs, 49 refs.
In 4- to 5-week-old rats arthritis could be produced

invariably and in some animals uveitis as well by a single
injection of Freund's adjuvant (heat dried tubercle bacilli
in mineral oil) into the anterior chamber. The arthritis
occurred in one or several joints after a latency period of
10 to 16 days. The uveitis could be noted at the earliest
on the 13th day and on the 39th day at latest, and varied
greatly in its intensity. Histological examination of the
uvea showed diffuse, non-granulomatous inflammation of
the iris and ciliary body. An allergic reaction of the
delayed type is assumed and discussed with reference to
an immunological basis of spontaneous endogenous
uveitis. L. Wittels

Positive Latex Agglutination Test on the Cerebrospinal
Fluid. LUND-OLESEN, K. (1969). Dan. med. Bull.,
16, 46. 2 refs.

Tuberculin Sensitivity, Pneumoconiosis, and Rheumatoid
Factor (Die gesundheitliche Situation von Bergar-
beitern einer Kohlenzeche). FRrrZE, E., GUNDEL, E.,
LuDwiG, E., MULLER, G., MULLER, H. O., and
PETERSEN, B. (1969). Dtsch. med. Wschr., 94, 362.
4 figs, 37 refs.

Potentiating Effect of Rheumatoid Arthritis Serum in the
Immediate Phase of Nephrotoxic Nephritis. MCCOR-
MICK, J. N., DAY, J., MoRRs, C. J., and HILL, A. G. S.
(1969). Clin. exp. Immunol., 4, 17. 5 figs, 18 refs.

Immunoglobulins in Collagen Disease (Le immunoglo-
buline nelle mesenchimopatie reattive diffuse). GIL-
LARDI, U., TEDESCO, F., and BONOMO, L. (1968).
Reumatismo, 20, 14. 30 refs.

Serum Levels of Immunoglobulins G, M, and A in Rheum-
atoid Arthritis (Taux s6riques d'immunoglobulines,
G, M, et A dans la polyarthrite rhumatoide). CLAEs-
SENS, H.-I., and VEYs, E.-M. (1968). Rev. Rhum., 35,
635. 27 refs.

Detection of IgA- and IgG- Rheumatoid Factors by Anti-
globulin Augmentation Technique. ADACHI, M., AT-
suMi, T., SA1rO, N., NAKAMURA, M., and HoRIuCHI,
Y. (1969). Int. Arch. Allergy, 35, 77. 2 figs, 9 refs.

Graduated Latex-Antistreptolysin-0 Reaction in a Rapid
Slide Test (tber eine abgestufte Latex-Anti-Strepto-
lysin-O-Reaktion im Objekttrager-Schnelltest). FAR-
THOFER, F. (1968). Z. Rheumaforsch., 27,424. 9 refs.

of sera with single-stranded DNA was performed.
Serum binding was determined using a C14-labelled T4
phage DNA. Complement fixation with DNA and
rheumatoid factor tests were also performed.
The bright shaggy type of fluorescence occurred most

frequently in systemic lupus sera which were shown to
contain antibody to DNA in other tests, but also occurred
in non-lupus sera and when no DNA antibody was shown.
Ig class was unrelated to the pattern, which was affected
by dilution and choice of substrate. The pattern of
fluorescence also showed no good correlation with
clinical diagnosis. G. Loewi

IgG, IgA, and IgM Granulocyte-Reactive Antinuclear
Factors in Rheumatoid Arthritis. ELLING, P., and
GRAuDAL, H. (1968). Acta med. scand., 183, 25.
The incidence of antinuclear factors reacting specifically

with the nuclei of granulocytes (gran. react. ANF) was
investigated in 84 patients with rheumatoid arthritis at
the Statens Serum Institute, Copenhagen. The im-
munoglobulin class of these ANF were determined by
means of serological reagents specific for IgG, IgA and
IgM.

Positive results were obtained in 56 of these patients.
The staining was of the homogeneous kind and the
globulin class responsible was IgG in 61 per cent., IgA in
62 per cent., and IgM in 68 per cent. of the positive cases.
28 of these same cases also gave positive reactions with
nuclei of other tissues. The only significant clinical
correlation of these gran. react. ANF was with nodules;
all fourteen patients with nodules gave positive reactions.
The earliest of these ANF to appear were of the IgM

and IgG classes, and the sequence is suggestive of a true
immune reaction to nuclear antigens. This is also sup-
ported by the much later appearance of the factor reacting
with other nuclei. L. E. Glynn

Immunologic Studies on Aspirin. I. Antibodies to Aspiryl-
Protein Conjugates. WICHER, K., SCHWARTZ, M.,
ARBESMAN, C. E., and MILGROM, F. (1968). J. Im-
munol., 101, 342.
This work was prompted by the possibility of an im-

mune role in untoward reactions to aspirin. Experi-
mentally, immune reactions to aspirin have been elusive,
but the present authors, on immunizing rabbits with a
conjugate, have found antibodies. Aspiryl-chloride was
made and conjugated with different proteins. Anti-
bodies were sought by precipitation and tanned-cell
haemagglutination. Immunization with aspiryl-bovine
yglobulin gave rise to antibodies to hapten, carrier, and
a hapten-carrier combination. When aspiryl-rabbit
yglobulin was used, no antibody to the carrier was found,
but the other reactions were similar. By precipitation-
absorption, there was no evidence of antibody to the
hapten-ovalbumin combination but otherwise the re-
actions were similar to those with other carriers.

G. Loewi
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R.A. Test, Waaler-Rose Test, and Heller Fu Test: Titre
and Significance in Rheumatic and Nonrheumatic
Disease (R.A. Test, Waaler-Rose, Heller-F11: Titolo e
significativita in malattie reumatiche e non reumatiche).
TEDESCO, F., Liso, V., and TuRsi, A. (1968). Reum-
atismo, 20, 5. 3 figs, 24 refs.

Behaviour of the Rheumatoid Factor in Pulmonary Silicosis
(Comportamento del fattore reumatoide nella silicosi
polmonare). MAZZA, V., and BRANCACCIO, A. (1968).
Folia med. (Napoli), 51, 505. 25 refs.

Immunopathologic Studies in Disseminated Erythematosus
(Immunpathologische Untersuchungen bei Lupus
Erythematodes disseminatus (subacutus and acutus)).
CHORZELSKI, T., JABLO14SKA, S., and BLASZCYK, M.
(1968). Arch. kOln. exp. Derm., 233, 219. 2 figs, 18
refs.

Diagnostic Significance of the Immunopathologic Method
in Chronic Discoid Lupus Erythematosus (Diagnostis-
cher und differentialdiagnostischer Wert der immun-
pathologischen Untersuchungen bei Erythematodes
chronicus). CHORZELSKI, T., JABLONiSKA, S., and
BLASZCZYK, M. (1968). Arch. kiln. exp. Derm., 233,
211. 3 figs, 21 refs.

Subcellular Distribution of Antigen in Macrophages.
K6LSCH and MrrCHISON (1968). J. exp. Med., 128,
1059.

Immune Deposit Diseases; or, of Mink and Mice. Wm-
LIAMS (1968). Arthr. and Rheum., 11, 593.

BIOCHEMICAL STUDIES

Lung Amyloidosis induced in Mice by Transplantation of
Casein-Sensitized Spleen Cells. WERDELIN, 0. (1968).
Acta path. microbial. scand., 73, 60.
Previous work has shown that amyloidosis in mice

induced by repeated subcutaneous injections of casein
can be transferred to syngeneic recipients by passive
transfer of spleen cells. An important difference between
this transferred form of the disease and that directly
induced by casein is the invariable involvement of the
lungs in the former and its rarity in the latter. The work
reported here from the University Institute of Patho-
logical Anatomy, Copenhagen, shows that the lung
lesions arise in all probability from the aggregates of
transferred cells trapped in the alveolar capillaries.
Donor mice were injected subcutaneously with casein

daily for 7 days. At this time no amyloid had as yet
developed in the spleen. Cells prepared from these
spleens were then injected intravenously in a dose of
50 x 106 cells, and the recipients then injected daily with
casein (0 5 ml. of a 5 per cent. solution) for 7 days. A
daily injection of nitrogen mustard (0-05 mg. in (>5 ml.
saline subcutaneously) was then given for 5 days and the
mice killed next day and their organs examined for

amyloid. Widespread amyloidosis was found with lung
involvement in each animal.
A repetition of the experiment in which animals were

killed at daily intervals after cell injection showed that
amyloid first becomes detectable on the sixth day. That
this arises at the site of lodgement of cell aggregates in the
alveolar capillaries was confirmed by the higher incidence
of these amyloid deposits in animals receiving a higher
proportion of the injected cells as aggregates.

L. E. Glynn

Transfer of Experimental Mouse Amyloidosis with Whole-
Spleen Grafts between Syngeneic Animals. HARDT,
F. (1968). Acta path. microbiol. scand., 72, 446.
The transfer of amyloidosis to syngeneic recipients has

previously been accomplished by means of spleen cell
suspension and spleen cell homogenates.
The present report describes such a transfer using whole

spleens from casein-treated amyloidotic mice. Slices of
spleen were grafted to one kidney of the recipients.
Nitrogen mustard was given to accelerate amyloid
formation.
The results showed that reabsorption of the grafted

amyloid in the normal recipients did not occur and that
the grafts induced generalised amyloidosis in the host
tissues, suggesting that a "trigger substance" is respon-
sible for the initiation of amyloid formation. D. J. Ward

In vivo Transformation of Cortisol to 1,6-Hydroxytetra-
hydrocortisone. DIXON, R., JONES, S., and PENNING-
TON, G. W. (1968). Steroids, 11, 693.
The excretion of lB-hydroxytetrahydrocortisone (1,B-

OH-THE) has not been shown to occur in man normally
or after administration of ACTH. The present authors
from Sheffield and Region Endocrine Investigation
Centre and the Department of Chemistry, University of
Sheffield, describe in detail the isolation of this material
from the unconjugated fraction of the urine of a patient
with Cushings syndrome on cortisol. Previously it had
been noted that patients suffering from this disease and
on cortisol consistently excreted varying amounts of an
unknown polar metabolite.
The patient studied here, female and 42 years of age,

was given an oral dose of 1, 2-3H-cortisol (2- 24 x 107
cpm.) in 50 ml. 10 per cent. ethanol and the two subse-
quent 24-hour specimens of urine were collected.
Cortisol excretion rate was 185 mg./24 hours. Methods
of extraction and identification are described in detail in
the paper and it is noted that because of the high water
solubility of the isolated material adequate recovery
from urine necessitates salting out of the aqueous phase
before extraction ethyl acetate or tetrahydrofuran. As
washing with alkali to remove interfering chromogens
leads to a loss of 1,-OH-THE the authors suggest that an
ammonia based partition system is more satisfactory for
the isolation of unconjugated steroids.
The material isolated in the present experiments bo-

haved chromatographically as 1,B-OH-THE, its infra
red spectrum being identical with that of an authentic
sample of 1,6-OH-THE indicating a molecular weight of
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Heat and Cold in the Physical Treatment of Rheumatoid
Arthritis of the Knee: a Controlled Clinical Trial.
KIRK, J. A., and KERSLEY, G. D. (1968). Ann. phys.
Med., 9, 270. 10 refs.
Both hot and cold packs have been applied to chronic-

ally inflamed joints, but there is no general agreement
as to which method is more effective and controlled
observations seem to be lacking.

Fourteen patients (20 knees) with "definite" or
"classic" rheumatoid arthritis (ARA criteria) admitted
to the Royal National Hospital for Rheumatic Diseases,
Bath, Somerset, were treated with either hot packs
or ice packs which were wrapped round the knees and
kept in position for 20 minutes. The mean duration of
the arthritis was 14 years; fourteen patients were sero-
positive and six were receiving oral corticosteroid therapy.
During the second and fourth weeks of the 5-week trial
period, each patient (by random selection) received either
a 5-day course of ice packs or a 5-day course of hot packs
and then after a 9-day period free of treatment the type
of treatment was reversed. Assessments of pain, range
of movement, and joint temperature were made before,
during, and after treatment, and the patients' impression
of the value of each treatment was also recorded.

There appeared to be little difference between the two
groups of patients when tested objectively, but the
majority of patients preferred the ice packs. Pain and
stiffness improved in slightly more patients when ice
packs were applied, but both forms of treatment were
equally effective in improving the range of movement.
Eighteen of the twenty knees improved to some extent
during the trial period. Possible explanations for the
beneficial effects that these apparently opposite types
of treatment had on rheumatoid arthritis of the knee
are given. J. B. Millard

Studies of the Effect of a Combination of Phenylbutazone
and Prednisone on Connective Tissue (Untersuchungen
uber die Wirkung der Kombination von Phenyl-
butazon und Prednison auf das Bindegewebe). JUNGE-
HULSING, G., and WAGNER, H. (1968). Z. Rheuma-
forsch., 27, 165. 3 figs, 27 refs.
In experiments reported from the Medical Clinic and

Polyclinic of the University of Miinster, W. Germany,
the authors studied the effects of phenylbutazone and
prednisone, separately and together, on the formation
of granulomata in response to the implantation of
cotton-wool pellets subcutaneously into rats. The
effects were measured not only by weighing the granulo-
mata, but also by determining the amounts of injected
35S-sulphate and 14C-leucine incorporated in the sul-
phomucopolysaccharide and protein of the granulo-
matous connective tissue respectively. Four groups of
ten rats each were used; one group remained untreated
as controls, the second received prednisone by mouth in
a daily dose of 10 mg./kg. body weight, the third received
phenylbutazone intraperitoneally in a daily dose of 200
mg./kg., and the fourth received both drugs, but in half
the above dosage. Medication was given for 5 days
before and 7 days after implantation of cottonwool and

330 with prominent ions at 302, 195, 137, 124, and 109
m/e. The infra red spectrum in 20 mg. KBr showed
peaks at 3400, 2960, 1700, 1645, 1030, 930, and 885 cm -1.
High resolution molecular weight determinations using
both the acetate of the isolated material and the 13-

OH-THE triacetate further confirmed its identity as
1/3-OH-THE. The 24-hour excretion in this patient was

estimated to be 300-400 pg. accounting for 2- 5 per cent.
of the total unconjugated radioactivity.
At present it is not known whether the metabolite arises

from the further metabolism of a c1-hydroxylated de-
rivative of cortisol or by direct hydroxylation of un-

conjugated tetrahydrocortisone. I. M. Nairn

Tests for Amyloidosis (1968). Brit. med. J., 4, 546.

Familial Perireticular Amyloidosis in a Swedish Family.
BERGMAN and WARMENIUS (1968). Amer. J. Med., 45,
601.

Calcium Binding by Chondroitin Sulfate. URIST et al.
(1968). Calcif. Tissue Res., 2, 253.

Metabolism of Cortisol in Rheumatoid Synovial Tissue.
MURPHY and WEST (1968). Arthr. and Rheum., 11,
696(a).

THERAPY

A New Antirheumatic Compound. First Results of
Clinical Trial. POAL, J. M., SARIOLS, M., ANTA, J. DE,
REYES, J. D., and RIuDOR, M. (1968) Clin. TrialsJ., 5,
999.
This study from the Hospital de la Santa Cruz y San

Pablo, Barcelona, reports the effects of a new phenyl-
butazone derivative, the trimethylgallate ester, on 67
patients of both sexes and various ages who suffered
from a number of rheumatic states but not rheumatoid
arthritis; these included knee and hip changes, epicondy-
litis, and spondylitis of the lumbar and cervical spines.
The duration of treatment varied from 2 to 30 days, and
the capsules, which contained the equivalent of 200 mg.
phenylbutazone, were given three or four times daily
immediately after meals. In fourteen cases the dosage
was modified because of lack of improvement or intoler-
ance.

Irrespective of diagnosis, most patients had a good
response as judged by loss of pain and reduction in
joint disability; the results were graded as "excellent"
or "good" in 81 per cent. of cases and "acceptable" in
11 per cent. The optimal dosage was thought to be three
capsules daily (equivalent to 600 mg. phenylbutazone).
The mail serious side-effect in this short trial was gastric
intolerance, which occurred in 4- 5 per cent. of cases.

B. M. Ansell
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ANNALS OF THE RHEUMATIC DISEASES

the animals were killed at the end of this time, five in each
group having received 1 mCi of 35S-sulphate and five
5 IpCi of 14C-leucine intraperitoneally 24 hrs before death.
The granulomata (2 in each animal) were then excised,
weighed, and their content of the two isotopes deter-
mined. The mean results for the four groups, expressed
as percentages of the control values, were as follows:

Weight Uptake Uptake
of of 35-S of "IC-

Group Granuloma sulphate leucine

Control 100 100 100
Prednisone 57 46 60
Phenylbutazone 52 46-3 49
Prednisone +
phenylbutazone 28 28 35

(half dosage)

It was thus shown that both prednisone and phenyl-
butazone, acting separately, have a marked inhibitory
effect on the production of granulomatous connective
tissue and on its sulphomucopolysaccharide and protein
metabolism and that the two drugs act synergically when
given in combination. This may explain the steroid-
saving effect of phenylbutazone in the treatment of such
diseases as rheumatoid arthritis.

[Abstracts of World Medicine: Editorial]

Mechanism ofAction ofAntirheumaticAgents [In Russian].
SIGDIN, YA. A., and FILCHAGIN, N. M. (1968). Vop.
revm., 8, 11. 9 refs.
At the Institute of Rheumatology, Moscow, the authors

have studied the effects of salicylates, glucocorticoids,
and pyrazoline derivatives on the level of nicotinamide
adenine dinucleotide (NAD) in the blood of 125 patients
with rheumatic fever, 177 patients with non-rheumatic
diseases, and 28 healthy controls. The blood NAD and
NAD phosphate levels were determined by the Levitas
method.

Apart from a slight rise with increasing activity of the
disease, no differences were found in the initial NAD
levels of the three groups. An analysis of 184 courses
of treatment with various preparations singly and of 200
courses of combined therapy showed a marked thera-
peutic response to salicylates and, less markedly, to
corticosteroids was associated with a statistically signifi-
cant reduction in blood NAD level; such a reduction did
not occur in the absence of a therapeutic effect. A thera-
peutic response to pyrazoline derivatives, on the other
hand was associated with a significant rise in NAD level.
In both instances a therapeutic response was associated
with a significant fall in the level of ATP. In spite of
their widely differing chemical structures, therefore, all
the preparations in question seemed to interfere with the
energy metabolism of the inflammatory process. The
effects of combined therapy are discussed.

S. W. Waydenfeld

Studies on the Anti-Inflammatory Action of 6-Mercapto-
purine. HURD, E. R., and ZIFF, M. (1968). J. exp.
Med., 128, 785.
Organ transplantation has led to an increased interest

in the use of antimetabolic drugs, whilst increased know-
ledge of the various immunologically-related diseases and
their treatment has recently stimulated such interest still
further. Such drugs have been shown to possess both
immunosuppressive and antiinflammatory effects, al-
though the method of production of these effects is not
fully understood. It is known that 6-mercaptopurine
(6-MP) has an inhibitory effect on nucleic acid synthesis
and that it can virtually eliminate the appearance of
mononuclear cells at a local inflammatory site under
certain circumstances.
The present authors, working at Dallas, Texas, have

investigated the possibility that 6-MP might suppress
inflammation through interference with the proliferation
of the precursors of the mononuclear cells. Their
results show that its administration decreases pre-
dominantly the numbers of monocytes and large pro-
liferating lymphocytes in the blood, concurrently with the
decrease in tissue mononuclear cells at sites of inflam-
mation, and this appears to them to be the basis of its
antiinflammatory effect. Their findings suggest, there-
fore, that the antiinflammatory effect of 6-MP results
from suppression of a bone marrow response to local
inflammation which affects principally the proliferating
precursors of blood monocytes and large lymphocytes.
The possible therapeutic importance of this action of
6-MP in the treatment of inflammatory and immuno-
logically mediated diseases is discussed at length.

W. S. C. Copeman

Steroid Myopathy. Clinical, Histologic, and Cytologic
Observations. AFIFI, A. K., BERGMAN, R. A., and
HARVEy, J. C. (1968). Johns Hopk. med. J., 123, 158.
This report from Johns Hopkins University School of

Medicine and Hospital concerns one patient with chronic
asthma who developed severe corticosteroid myopathy
after 4 years of treatment with methylprednisolone in a
dose of 12 mg. daily. Substitution of prednisone resulted
in a complete recovery of muscle power over the next 6
months and diminution of the muscle wasting.
The muscle pathology was examined by light and

electron microscopy. The most striking feature in the
electron micrographs was massive accumulation of
glycogen in most muscle fibres. The authors suggest
that inhibition of muscle phosphorylase by the steroid
could be responsible for this finding.
The literature on steroid myopathy is comprehensively

reviewed. It is emphasised that myopathy can occur
with all the commonly used corticosteroids but the in-
cidence is higher with steroids having a nine alpha
fluorine configuration. D. A. Pitkeathly

Analgesic Habits of 500 Veterans: Incidence and Com-
plications of Abuse. GAULT, M. H., RUDWAL, T. C.,
and REDMOND, N. I. (1968). Canad. med. Ass. J.,
98, 619.
500 consecutive admissions to a Veterans Hospital

(488 male, 12 female) were questioned about their anal-
gesic habits; 32 were considered to take excessive quanti-
ties, defined as at least five aspirin tablets daily (four
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these changes. The possibility is discussed that the char-
acteristic early morning waking of endogenous depression
may be associated with high pyrrolase activity resulting
from high morning blood cortisol; and that pyrrolase
inhibitors might be of value in treatment. J. T. Scott.

Effect of Acetylsalicylic Acid on Platelet Function.
EVANS, G., PACKHAM, M. A., NIsluzAwA, E. E.,
MUSTARD, J. F., and MURPHY, E. A. (1968). J. exp.
Med., 128, 877. 5 figs, 27 refs.
[From McMaster University, Hamilton, and the Uni-

versity of Toronto, Canada.]
Acetylsalicylic acid (ASA, aspirin) and sodium

salicylate inhibit platelet aggregation induced by col-
lagen, antigen-antibody complexes, y-globulin-coated
particles or thrombin. These compounds suppress
the release of platelet constituents, such as adenosine
diphosphate (ADP) and serotonin, induced by such
stimuli. Since ASA and sodium salicylate do not
inhibit ADP-induced platelet aggregation, it appears
that their effect on the action of the other stimuli is
due to a decrease in the amount of ADP released.
The administration of ASA to rabbits (in doses which.
inhibited collagen-induced platelet aggregation) im-
paired hemostasis, prolonged platelet survival, and
diminished the amount of deposit formed in an extra-
corporeal shunt. [Authors' summary.]

Effect of Salicylates on the Hemostatic Properties of
Platelets in Man. WEISS, H. J., ALEDORT, L. M., and
KOCHWA, S. (1968). J. clin. Invest., 47, 2169. 5 figs,
bibl.
[From Mount Sinai Hospital and the City Hospital

of Elmhurst, New York.]
Ingestion of 1-5 g. aspirin, but not of sodium salicylate,

produced a significant prolongation of the bleeding time
in six normal male subjects when compared with the
effects of a placebo. Similar differences in the effect of
the two drugs on platelets was also observed. Aspirin
ingestion resulted in impaired platelet aggregation by
connective tissue and was associated with a decreased
release of platelet adenosine diphosphate (ADP); sodium
salicylate had no effect on these values. In vitro, in-
cubation of platelet-rich plasma with an optimum
aspirin concentration of 0-50 mMol/l. (0 045 mg./ml.)
inhibited both the adhesion of platelets to connective
tissue and the release of ADP as well as the secondary
wave of platelet aggregation produced with ADP or
epinephrine [adrenaline]; sodium salicylate had no effect
on these reactions, which were also normal in patients
with von Willebrand's disease. The inhibitory effect
produced by ingesting a single 1 8 g. dose of aspirin was
detectable for 4 to 7 days at which time salicylate was no
longer detectable in the blood, which suggested an ir-
reversible effect on the platelet. Aspirin also inhibited
the release of platelet adenosine triphosphate (ATP), but
had no effect on the platelet surface charge, available
platelet ATP, or ADP, or the destruction of ADP by
plasma ADPase. These studies lend further support to
the hypothesis that ingestion of aspirin, in contrast to

cases) or five tablets containing aspirin, phenacetin,
caffeine, and codeine (28). From the case notes, the
incidence of the following conditions at some time was
recorded:

Eighteen were treated in psychiatric ward, usually for
depression;

Thirteen were chronic alcoholics;
Eighteen had peptic ulceration, of whom twelve had

had a partial gastrectomy. Four, all ofwhom had taken
the combined tablet, had renal papillary necrosis.
The reasons for taking analgesics were: headache 18;

arthritis 7; low back pain 3; dyspepsia 4.
Although containing much information, it is difficult to

assess the significance of this paper in view of the highly
selected nature of the cases studied. A. B. Myles

Analgesic Abuse: Maximum Tolerated Daily Doses of
Acetylsalicylic Acid. BOYD, E. M. (1968). Canad.
med. Ass. J., 99, 790.
This study, from the Department of Pharmacology,

Queen's University, Kingston, Ontario, was prompted
by current interest in the possible ill-effects of taking
analgesics in fairly large dosage for long periods.

After a review of previous work in animals, the author
reports studies upon groups of young male rats which
were given a daily dose of aspirin by stomach cannula.
Doses ranged from 0 21 to 1 50 g./kg.
Three indices of toxicity were calculated:
(i) The maximum daily dose, which killed no animals

in 100 days ("LD0")
(ii) The dose which killed 50 per cent. of animals in

100 days ("LD50")
(iii) The dose which killed all animals at 100 days

("LD1oo")
The mean values observed were LDo = 0-098 g./kg.,

LD50 = 0-243 g./kg., and LD100 = 0 409 g./kg.
With the largest doses animals died of convulsions and

respiratory failure. At lower dosage levels animals
which died showed evidence of renal damage and
respiratory failure in hypothermia.

Histologically, visceral capillary congestion, glandular
atrophy, and gastric hypertrophy were common. Larger
doses produced degenerative changes in liver and kidney,
a stress reaction in thymus and adrenal, gastric ulcers,
and pneumonitis.
The relevance of the results to human patients is

discussed. M. R. Jeffrey

Decrease of 5-Hydroxytryptamine in the Brain provoked
by Hydrocortisone and its Prevention by Allopurinol.
GREEN, A. R., and CURZON, G. (1968). Nature
(Lond.), 220, 1095.
Peripheral injection of hydrocortisone into rats was

found to produce an increased activity of tryptophan
pyrrolase in the liver. This was followed by a decrease
in the brain content of 5-hydroxytryptamine. Allo-
purinol, which is an inhibitor of pyrrolase, prevented
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sodium salicylate, prolongs the bleeding time by in-
hibiting the release of platelet ADP, reflecting the findings
in other cell systems which suggest that aspirin alters
membrane permeability. [Authors' summary.]

Effect of Particle Size on Aspirin-induced Gastrointestinal
Bleeding. GYORY, A. Z., and STIEL, J. N. (1968).
Lancet, 2, 300. 1 fig., 14 refs.
At the Royal North Shore Hospital, Sydney, New

South Wales, the authors have compared the ability
of aspirin powders of different particle size-coarse
(aspirin-16) and fine (aspirin-120) to produce gastro-
intestinal blood loss. Of the nine subjects studied, four
(1 woman, 3 men) were under treatment for tuberculosis
and had no history of gastrointestinal symptoms or blood
loss and were not suffering from haemoptysis. The
other five (4 women, 1 man) had iron deficiency anaemia
of unknown aetiology but had all had occult blood in
the faeces repeatedly during the past 12 months, though
no lesion of the gastrointestinal tract was demonstrable
radiologically. The two preparations of aspirin were
put up in gelatin capsules and each was administered
to every subject in a dose of 600 mg. four times daily
for a test period of 3 days. The order of administration
was varied and an interval of 4 to 10 days separated the
two test periods. Gastrointestinal blood loss was
measured by estimating the loss of 51Cr-labelled erythro-
cytes in the faeces, the mean daily blood loss being deter-
mined during a preliminary control period of 3 to 7 days
and during each trial period and the 3 subsequent days.
Both types of aspirin produced an increase in mean

daily blood loss over the control value in all subjects,
but on average the loss was 105 4 per cent. greater with
aspirin-16 than with aspirin-120 (P < 0 05). This
difference was more marked (160-2 per cent.) in the
subjects with previous occult bleeding, but was insignifi-
cant when those with tuberculosis were considered separ-
ately. Moreover, the mean daily blood loss was greater
in the former group than in the latter for both aspirin
preparations.
The authors discuss the various factors affecting the

action of aspirin on the gastric mucosa and point out
that particle size is only one of these, other including the
area and duration of gastric contact. They conclude
that since it appears that aspirin will cause some bleeding
in most people if analgesic blood levels are to be attained,
the search for the safest possible alternative with equival-
ent analgesic properties must go on. Gerald Sandler

Corticosteroids and Ocular Tension. (Corticosteroides
y tension ocular.) GONZALEZ ToMAs, J. (1967).
Arch. Soc. oftal. hisp.-amer., 27, 1062. 88 refs.
The author warns against cortisone glaucoma and

bases his argument on an exhaustive review of the litera-
ture on the subject. The importance of tonometric
control of patients submitted to corticosteroid treatment
is stressed. Pharmaceutical firms that prepare drops
and ointments including a steroid should add to the
accompanying sheet containing the contraindications and

indications of the preparation a note indicating the
advantage of ocular tension control if the drug is used
for more than 2 weeks. Alfredo Arruga

Steroids and Glaucoma [In Hungarian]. WEINSTEIN, P.
(1968). Szemeszet, 105, 169.
Recent examinations have shown that the glaucoma

developing after general and local application of steroids
is of genetic origin. Glaucoma simplex has been found
in most of the ascendants of such patients. The patho-
mechanism is not clear. Very likely the swelling ability
of the mucopolysaccharides in the chamber-angle is
altered by the steroids and the permeability of the angle
decreases. A subacute attack of glaucoma after steroid
treatment was observed by the author.

Authors' Summary

Cataractogenic Effect of Corticosteroids on Animals.
BETrMAN, J. W., FUNG, W. E., WEBSTER, R. G., NOYES,
P. P., and VINCENT, N. J. (1968). Amer. J. Ophthal.,
65, 581. 9 refs.
Systemic prednisolone given to rats enhanced the

development of galactose cataract and about one third of
animals also had granular opacities when this was
associated with the simultaneous administration of
phenylbutazone.
No cataract was produced solely by prednisolone.

R. F. Fisher

Incidence of Cataracts in Steroid-treated Children. TAUB,
S. J. (1968). Eye, Ear, Nose, Thr. Monthly, 47, 133
6 refs.
A further short report showing about a 50 per cent.

incidence of this type of cataract in seventeen children.
R. F. Fisher

Posterior Subcapsular Cataract and Systemic Steroid
Therapy. KRISTENSEN, P. (1968). Actaophthal. (Kbh.)
46, 1025. 21 refs.

Corneal Thickness after Topical Corticosteroid Therapy.
BAUM, J. L., and LEVENE, R. Z. (1968). Arch. Ophthal.,
79, 366. 2 figs, 7 refs.

Ocular Complications of Drugs. Visual Changes.
LEOPOLD, I. H. (1968). J. Amer. med. Ass., 205, 631.
14 refs.

A Case of Neuromyopathy due to Antimalarials (Neuro-
myopathie des antimalariques (A propos d'un cas)).
SERRE, H., SIMON, L., BARJON, M.-C., and LAMBOLEY,
C. (1968). Rhumatologie, 20, 259. 2 figs, 20 refs.

Supervision of the Eyes during Prolonged Treatment with
Synthetic Anti-malarial Drugs. (Results in 237
Patients followed up on average for 4 Years) (La sur-
veillance oculaire au cours des traitements prolongs
par les antimalariques de synthese. Resultats chez
237 malades suivis en moyenne pendant 4 ans.) BERT-
RAND, J. J., DEBEYRE, N., KAHN, M. F., and RYCKE-
WAERT, A. (1968). Presse med., 76, 2139. 4 figs.
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Treatment of Rheumatic Conditions in General Practice
with Oxyphenbutazone. Use of Measuring Instruments.
WHEATLEY, D. (1968). Clin. Trials J., 5, 1035. 3 figs,
8 refs.

Use of Ketophenylbutazone (Ketazon), Oxyphenbutazone,
and Proteolytic Enzymes in Rheumatism (Asociaci6n de
cetofenilbutazona (Ketazon), oxifenbutazona y en-
zimas proteoliticas enafecciones reumaticas). FRANCE,
0. (1968). Rev. m. Chile, 96, 531. 6 refs.

Studies of the Therapeutic Effect of Benzopiperilone in
Rheumatic Disease (Ricerche sull'effetto terapeutico del
benzo-piperilone nelle malattie reumatiche). MARCO-
LONGO, R., BIANCO, G., CARCASSI, A., and PAOLO, N.
Di (1968). Settim. med., 56, 403. 1 fig., 16 refs.

Chlorambucil Treatment of Rheumatoid Arthritis (Chlor-
ambuziltherapie der progredient chronischen Poly-
arthritis). THUMB, N., and HORAK, W. (1968).
Wien. Z. inn. Med., 49, 462. 5 figs, 26 refs.

Clinical Trial of Dexamed-Butazone (Kiinische Prufung
von Dexamed-Butazon). OzsvkTH, A. (1968). Med.
Welt (Stuttg.), 19, 2669. 6 refs.

Experience in the Indomethacin Treatment of Rheumatoid
Arthritis [In Czech]. ZBOJANOVA, M., SVEC, B., and
TRNAVSKY, K. (1968). Bratisl. lek. Listy, 50, 646.
13 refs.

Clinical Results with a New Percutaneously Active Anti-
Rheumatic Preparation (Bayolin) (Klinischer Erfah-
rungsbericht uber ein neues perkutan wirkendes).
GREINER, H. (1968). AMed. Welt (Stuttg.), 19, 2667.
1 fig., 12 refs.

Corticosteroids in a Single Daily Dose in the Treatment of
Rheumatoid Arthritis (Dosis uinica diaria de cortico-
esteroides en artritis reumatoidea). JUNEMANN, C.,
PERALES, J., OLIVARES, O., G6MEz, R., BERRtOS, R.,
FIGUEROA, L., and GENERINI, G. (1968). Rev. med.
Chile, 96, 528. 12 refs.

Griseofulvin in the Treatment of Scleroderma and Certain
Types of Rheumatism (La griseofulvine dans le traite-
ment de la sclerodermie generalisee progressive et de
certaines formes de maladies rhumatismales). GIOR-
DANO, M., ARA, M., CAPELLI, L., and TIRRI, G. (1968).
Rhumatologie, 20, 353. 1 fig., 27 refs.

Cyclophosphamide v. Conservative Treatment of Rheuma-
toid Arthritis. O'BRIEN (1968). Arthr. and Rheum.,
11, 698.

Effects of Salicylates on the Distribution and Early Plasma
Disappearance of Thyroxine in Man. MUSA et al.
(1968). J. clin. Endocr., 28, 1461.

Pigmentation and Retinopathy due to Chloroquine.
STEWART, T. W., MILEs, D. W., and EARNSHAW, E. R.
(1968). Acta derm.-venereol. (Stockh.), 48, 47. 30
refs.

Ophthalmic Side-effects of Chloroquine in Patients with
Rheumatoid Arthritis [In Finnish]. SARMELA, T., and
KAJANDER, A. (1968). Duodecim (Helsinki), 84, 306.
14 refs.

Chloroquine Ocular Toxicity. BERNSTEIN, H. N. (1967).
Surv. Ophthal., 12, 415. 125 refs.

Chloroquine Accumulation in Human Eyes. LAWWILL,
T., APPLETON, B., and ALTSTATT, L. (1968). Amer. J.
Ophthal, 65, 530. 7 refs.

Pharmacologic Alteration of Steroid Hormone Functions.
GAuNT, R., STEINETZ, B. G., and CHART, J. J. (1968).
Clin. Pharm. Ther., 9, 657. 5 figs, bible.

Incidence of Serious Complications of Corticosteroid
Therapy in Respiratory Disease. SMYLLIE and CON-
NOLLY (1968). Thorax, 23, 571.

Some Problems in Long-Term Corticotherapy in Rheu-
matoid Arthritis [In Polish]. WARGOCKA-KASIN~SKA,
J. (1968). Pol. Tyg. lek., 23, 1972. 13 refs.

Pituitary-Adrenal Function in Patients given Long-Term
Adrenal Steroid Therapy. JAKOBSON et al. (1968).
Acta endocr. (Kbh.), 59, 76.

Intermittent Steroid Therapy. Its Effect on Hypothalamic-
Pituitary-Adrenal Function and the Response of Plasma
Growth Hormone and Insulin to Stimulation. MARTIN,
M. M., GABOARDI, F., PODOLSKY, S., RAm, S., and
CALCAGNO, P. L. (1968). New Engl. J. Med., 279, 273.
4 figs, 25 refs.

Relationship between Glucose Tolerance, Plasma Insulin,
and Corticosteroid Therapy in Patients with Rheuniatoid
Arthritis. McKMDIE, M. T., JASANI, M. K., BUCH-
ANAN, K. D., BOYLE, J. A., and BUCHANAN, W. W.
(1968). Metabolism, 17, 730. 3 figs, 34 refs.

Prednisolone-induced Granulocytosis. CREAM, J.J. (1968).
Brit. J. Haemat., 15, 259. 2 figs, 15 refs.

New Approaches to Anti-Inflammatory Drugs (Notions
recentes sur les anti-inflammatoires). CHAPUY, P.,
BIED, J.-C., and FALCONNET, M. (1968). Rev. lyon.
Mid., 17, 869. 19 refs.

Soluble Betamethasone Sulphatein Rheumatology(Etudedu
sulfate de betamethasone solute en rhumatologie).
DESHAYES, P., and CoGNY, J.-C. (1968). Rhumatologie,
20, 339.

Alcohol, Aspirin, and Gastroduodenal Bleeding. GouL-
STON and COOKE (1968). Brit. med. J., 4, 664.
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Lesions aated with Gastroduodenal Haemorrhage in
Relation to Aspirin Intake. VALMAN et al. (1968).
Brit. med. J., 4, 661.

Central Respiratory Stimulant Action of Salicylates.
CAMERON and SEMPLE (1968). Clin. Sci., 35, 391.

Treatment of Osteoarthritis by Manual Therapy. TUCKER,
W. E. (1969). Brit. J. clin. Pract., 23, 3. 4 figs, 2 refs.

Motor Re-education in Rheumatology: Basic Principles
and Principal Indications (La education motrice en
rhumatologie: principes de base et principales indica-
tions). SiZE, S. DE, GuEIuN, C., and TELLiER, M.
(1968). Rev. Rhum., 35, 661.

Massage in Rheumatology (Massage en rhumatologie
(principes de base)). SAMUEL, J., and HEULEU, J.-N.
(1968). Rev. Rhum., 35, 664.

Experience with Indomethacin Therapy (Experiences
acquises avec la th6rapeutique a l'indom~thacine).
GASPARDY, G., BALiNT, G., and MITOUSOVA, M. (1968).
Rhumatologie, 20, 335.

SURGERY

Orthopaedic Surgery in the Treatment of Rheumatoid
Arthritis: the Hip and the Knee. TORGERSON, W. R.
(1968). Surg. Clin. N. Amer., 48, 667.
The author reviews the role of the orthopaedic surgeon

in the management of rheumatoid arthritis affecting the
hip and knee, his views being based upon experience at
the Lahey Clinic.

Synovectomy, he believes, "is probably the most valu-
able procedure available at the present time in the surgical
treatment of rheumatoid arthritis". This statement,
however, is supported by no evidence.

Intra-articular steroid injections and aspirations are
discouraged. Advice regarding operative treatment of
the hips follows that generally accepted in the United
Kingdom before the advent of total replacement arthro-
plasty.
Synovectomy of the knee is only considered if there is

flexion of the joint to 900 and no more than a 200 flexion
deformity. The other indications are less clearly defined,
but after operation early movements and suction drainage
are advised. Arthroplasty receives little attention
because the operation has not been performed at the
Lahey Clinic.

Arthrodesis of the knee, generally considered one ofthe
best operative procedures in the United Kingdom, is
dismissed in four lines. Rodney Sweetnam

Transplantation of Autogenous Half-Joints' ENTIN,
M. A., DANIEL, G., and KAHiN, D. (1968). Arch.
Surg., 96, 359.
This is a study of the changes that follow transplanta-

tion of the proximal 1 cm. of the proximal phalanx with

its articular cartilage to a similar situation in another
metacarpophalangeal joint of the same dog. The work
was carried out at McGill University, Montreal.

130 such "half-joint transplants" were done in seventy
adult dogs with a view to the comparison between one
component of the joint deprived of its blood and nerve
supply and the other with this supply relatively un-
disturbed and, of course, without the complications of
genetic factors of rejection encountered in homografts.

Within 3 months the articular cartilage of the graft had
disappeared, but not until 24 weeks did all joints show
radiological evidence of deterioration. At 18 weeks,
there was histological evidence of re-vascularization of
the bony portion of the graft. By 36 weeks, fibrocartil-
age had replaced the articular cartilage of the graft.
As might be expected with these gross changes, the non-
grafted component of the joint also suffered progressive
degenerative changes.
The authors do not answer the question they set them-

selves in planning their experiment, namely, an analysis
of the mechanism of the progressive cartilage destruction.
They merely confirm that it occurs. However, they do
conclude that the synovial fluid changes occur too late
to be important, that nutrition of the cartilage from the
marrow of the graft was impossible because of the
immediate ischaemic necrosis, and that sensory nerve
destruction was of no importance. Mechanical factors
such as poor alignment of the graft, however, they felt
might be important. Rodney Sweetnam

Interosseous Muscle Biopsy during Hand Surgery for
Rheumatoid Arthritis. RILEY, M., and HARRISON,
S. H. (1968). Brit. J. Plast. Surg., 21, 342. 9 refs.
One of the most characteristic diagnostic features of

the rheumatoid hand is atrophy of the intrinsic muscles.
In 1949 Kestler said that this characteristic deformity
"is the result of simultaneous factors of which the
primary and dominating feature is the direct involvement
of the intrinsic muscle apparatus proper by the rheumatic
process. The wonderful precision balance of the
intrinsic apparatus is disturbed through this, establishing
the first link in a chain of pathological sequences."
He described histological changes in all these muscles in
eleven cases of rheumatoid arthritis. The present
authors, at the Canadian Red Cross Memorial Hospital,
Taplow, Maidenhead, Berks, tried to evaluate the degree
of involvement of the dorsal interossei in 28 cases and
to determine whether these changes were related to the
severity of the general disease or to any specific hand
deformity.
A total of 31 biopsy specimens were obtained during

operations on the hand, and were examined by light
microscopy after staining with haematoxylin and eosin.
In fourteen the appearances were normal; in nine there
was evidence of wasting without cellular infiltration; and
eight showed chronic inflammatory changes. Patients
with wasting had a slightly longer average duration of
the disease than the other two groups and were slightly
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trend with rheumatoid arthritis in which the data is
limited.

It is pointed out, however, that the prevalence of
multiple sclerosis and rheumatoid arthritis amongst im-
migrants to Israel is similar to that in the country of
origin.
[No mention is made of the possibility that diagnostic

skill or availability of records increases with latitude.]
Mary Corbett

X-linked Recessive Inheritance in the Ehlers-Danlos Syn-
drome. BEIGHTON, P. (1968). Brit. med. J., 3, 409.
4 figs, 10 refs.
A hundred patients with the Ehlers-Danlos (E-D) syn-

drome were fully examined at St. Thomas's Hospital,
London.

In 29 patients without affected relatives the disease
was apparently sporadic, while 71 were members of 22
families. In all but two of these 22 families inheritance
appeared to be of the autosomal dominant type usual in
this condition. In the other two families (one of which
included six affected males) the pattern of inheritance
was that associated with an X-linked recessive character.
It is significant that in these two families four affected
males had five unaffected sons.
The possibility of autosomal dominant inheritance

with incomplete penetrance, the supposed female carriers
really being formes frustes, seems unlikely for the follow-
ing reasons. No formes frustes were encountered in the
other twenty families, and the clinical features of the
patients with the apparently recessively-inherited disease
differed from those of the others: in these two special
families the hyperextensibility of the skin typical of the
E-D syndrome was marked in all eight affected members,
but the tendency of the skin to split was unusually
slight; five patients had typical molluscoid pseudotum-
ours, but the calcified subcutaneous spheroids common
in E-D syndrome were present in only two; joint hyper-
mobility with orthopaedic sequeale was marked in five
patients, but was limited to the digits. However, a
liability to bruising, common in E-D syndrome, was
present in most of the affected members of the apparently
recessive group. Three patients from among the 29
apparently sporadic cases showed phenotypical similari-
ties to the patients with the apparently recessive type of
E-D syndrome.

Sixteen members of the family with six affected males
were investigated for Xg grouping. One mother had
passed on both the E-D gene and the negative Xg gene
to one son, who was thus a non-recombinant, and the
negative Xg with her "not E-D" allele to another son,
who was thus a recombinant. This finding of a re-
combinant and a non-recombinant in the family indicates
that the loci for Xg and the E-D gene are not close to each
other on the X chromosome. Furthermore, the finding
that only one of the affected members of this family has
deutan colour-blindness suggests that the locus for E-D
cannot be very near that for deutan. Joan R. Gomez

more frequently seropositive. The only association
between muscle changes and particular hand deformi-
ties was a higher incidence of wasting in hands with
ulnar deviation, either alone or together with meta-
carpophalangeal subluxation-that is, the most severely
damaged hands. Inflammatory changes showed no
correlation with any type of deformity. It seems to
the authors, therefore, that the atrophic changes in the
intrinsic muscles of the hands in rheumatoid arthritis are
more likely to be secondary to gross deformity and
limitation of movement than primary aetiological factors.

W. S. C. Copeman

Hypothalamo-Pituitary-Adrenal Response during Major
Surgical Stress. ASFELDT and ELB (1968). Acta
endocr. (Kbh.), 59, 67.

The Halo. A Spinal Skeletal Traction Fixation Device.
NIcKEL et al. (1968). J. Bone Jt Surg., 50-A, 1400.

Some Thoughts on the Surgical Treatment of Rheumatic
Diseases. COPEMAN (1968) Ann. roy. Coll. Surg.
Engl., 43, 274.

Results of Treatment of Slipped Upper Femoral Epiphysis.
A Survey of 99 treated Hips. SALENIUS and KIvIL-
AAKSO (1968). Acta orthop. scand., Suppl., 114.

Critical Review of the Results of Arthroplasty of the Hip
with Prosthesis (Revue critique des resultats de J'arthro-
plastie de hanche par prothbse). DEBEYRE, J., and
GOUTALLIER, D. (1968). J. Chir. (Paris), 96, 397.
6 figs.

Arthroplasty of the Hip with Reinforcement of the Ace-
tabular Lip. Preliminary Results (Butee osteoplastique
armee de hanche. Premiers resultats). ROY-CAMILLE,
R., ROY-CAMILLE, M., SAILLANT, G., and CAYEUX,
S. DE (1968). Presse me6d., 76, 2425. 3 figs.

Surgical Treatment of Manubriosternal Pain in Behvet's
Syndrome. CuRiEy, H. L. F., ELSON, R. A., and
MASON, R. M. (1968). J. Bone Jt Surg., 50-B, 836.
3 figs, 16 refs.

OTHER GENERAL SUBJECTS

Comparative Geography of Rheumatic Fever and Rheu-
matic Heart Disease, Multiple Sclerosis, and Rheumatoid
Arthritis. BARLow, J. S. (1968). J. chron. Dis., 21,
265.
The idea that all these diseases might have a common

pathogenesis such as a disordered immune tolerance,
prompted this study which sets out to compare prevalence
with geography.
The available data for these conditions in the U.S.A.

show that rheumatic fever, rheumatic heart disease, and
multiple sclerosis occur more frequently with increasing
latitude. There does not appear to be such a definite
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ANNALS OF THE RHEUMATIC DISEASES

Diffuse Degeneration of the Cornea in a Caseof Walden-
strom's Macroglobulinaemia. (Diffuse Hornhautde-
generation bei einem Fall von Makroglobulinamie
Waldenstrom.) GLOOR, B. (1968). Ophthalmologica
(Basel), 155, 449. 5 figs, 37 refs.
The case described concerned a woman of 53 years

with visual disturbances dating back 7 years earlier.
They were due to bilateral degeneration of the cornea in
form of a lattice-like transformation of the deeper
aspects. Keratoplasty was performed in one eye which
healed after some initial difficulties and apparently
induced a regression of the degenerative alterations in the
remaining portions of the host cornea. No such im-
provement occurred in the unoperated eye. At the
time of the operation it was found that the patient had
Waldenstrom's macroglobulinaemia. Since the corneal
dystrophy deviates from any known forms, it is assumed
that it is associated with the haematological anomaly.
The microscopic study of the trephined corneal disc
demonstrated hyaline deposits between the lamellae in the
deeper half of the stroma. The lamellae themselves show
fibronoid degeneration and are impregnated with the
"foreign" substance. Its origin is discussed, but it is
regarded as unlikely that it is a paraprotein diffused from
the blood into the cornea. L. Wittels

Marfan's Syndrome and Homocystinura (Syndroma
Marfan und Homocystinurie). WOLLENSAK, J. (1967).
Ber. dtsch. ophthal. Ges., 68, 404. 6 refs.
With reference to the author's previous studies on

homocystinuria, 23 patients with Marfan's syndrome
were examined. Using a very sensitive method of
column chromatography, he found seven cases of homo-
cystinuria among them. This would mean that an in-
cidence of 25-30 per cent. of homocystinuria can be
anticipated in such cases. A quantitative evaluation of
homocystinuria shows that thelevels varyfrom casetocase:
therefore, no complete blockade of the enzyme formation
should be assumed to exist, as, e.g. in phenylketonuria.
The further question is how far the two syndromes can be
separated in view of homocystinuria being associated
with other symptoms. Quantitative amino acid analysis
shows that both in Marfan's syndrome and in homo-
cystinuria, and in contrast to the normals, there is no
increased proline and hydroproline elimination. The
additional symptoms occurring in homocystinuria show
that though the genes for the two syndromes are closely
related, the gene for homocystinuria appears to exert its
effect earlier than that of Marfan's syndrome.

L. Wittels

Anterior Cleavage Syndrome in a Patient with Marfan's
Disease. Case Report. SCHOCKET, S. S. (1967).
5th. med. J. (Bgham, Ala.), 60, 1051. 4 figs, 14 refs.
A patient is presented with Marfan's syndrome and an

associated anterior cleavage syndrome (mesodermal
dysgenesis). J. L. Baum

Marchesani's Syndrome (Dystrophia Mesodermalis Hyper-
plastica). DHANDA, R. P. (1967). J. All-India ophthal.
Soc., 15, 193. 2 figs, 3 refs.
A case report in two sisters (second and fourth) of the

rarer variety of the opposite of Marfan's syndrome.
Skeletal changes: stumpy growth, short and thick

extremities, thick and broad fingers. Hands and feet
spade-like.

Ocular changes: Large globular corneae; intercalary
ectasia; lenses either cataractous or dislocated. In one
eye there were lens-cornea synechiae.
The identical and dissimilar features between the two

sisters are compared. No other member of the family
(which consisted of five brothers and four sisters) was
affected.
The younger sister, married at fourteen, had two

abortions and one still birth. The elder one, married at
thirteen, had two abortions. Neither had had a single
full-term delivery. S. N. Cooper

Groenblad-Strandberg Syndrome and Sorsby's Syndrome
(Sulla sindrome di Groenblad-Strandberg e di Sorsby).
Mosci, L., PASTINE, G., and SIMONI, E. (1967). Ann.
Ottal., 93, 427. 9 figs, 13 refs.
The authors describe a case of the Groenblad-Strand-

berg syndrome which for many reasons of an anatomo-
physiological and clinical nature may be associated with
Sorsby's syndrome. M. G. Bucci

Groenblad-Strandberg Syndrome [In Russian]. SHEVROV,
N. N. (1968). Oftal. Zh., 23, 63.
A review of the literature and presentation of two cases

of the Groenblad-Strandberg syndrome.
Treatment is at present unsatisfactory, although one

author recommends vitamins A and E, while another has
found that ACTH and prednisolone improved the condi-
tion of the eye and skin. Una Dean

Groenblad-Strandberg Syndrome associated with Macular
Degeneration of the Junius Kuhnt Type [In Rumanian].
BuIUc, S. BE6CHIA, G., and Popovici, E. (1967). Rev.
med. Chir. Iawi, 71, 467.
The authors observed a patient of 37 years with the

Groenblad-Strandberg syndrome, angioid streaks, degen-
erative macular lesions, and elastic pseudo-xanthoma in
the region of the cutaneous folds. P. Vancea

Preservation and Restoration of Joint Function in Patients
with Severe Burns. EVANS, E. B., LARSON, D. L., and
YATES, S. (1968). J. Amer. med. Ass., 204. 843.
This is an account of joint function in patients with

severe burns and it is of some interest because the situa-
tion is one which lies outside the experience of most
rheumatologists. Joint function after burns injuries
may be affected by para-articular ossification, septic
arthritis, dislocation, or soft tissue contracture. The
authors discuss management and treatment which may
include excision of ectopic bone and suitable positioning,
physical therapy and splinting, skeletal traction and by
other surgical methods. J. T. Scott
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