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BOOK REVIEW

Chemistry and Therapy of Collagen Diseases. By
DAVID H. NEUSTADT, M.D., with contributions by
Jerome Rotstein, M.D. 1963. Pp. 161, 16 figs, index,
bibl. Thomas, Springfield, Ill. ($7.50.)
This little book (161 pages) is one of a series which,

to quote the preface by the series editor, Dr. I. Newton
Kugelmass, is "charged with the nisus elan of chemical
wisdom, supreme in choice of international authors,
optimal in standards of chemical scholarship, provocative
in imagination for experimental research, comprehensive
in discussion of scientific medicine, and authoritative in
chemical perspective of human disorders".
Of course, nobody expects a preface to be taken

seriously, but any reader who is obsessive enough to
look at this preface and who might get the idea that he is
about to be sold the elixir of life, can be reassured that
the book is no more than (and no less than) a sequence of
brief, useful, and well-balanced reviews, along orthodox
lines, under the chapter headings Biochemistry of Con-
nective Tissue, Biochemistry of Rheumatoid Arthritis,
Systemic Lupus, Periarteritis Nodosa, Dermatomyositis,
and Diffuse Scleroderma. Students and others seeking
up-to-date introduction to these subjects will find these
chapters helpful, although less comprehensive than
accounts of similar topics in standard texts. The last
chapter, a review of "Connective Tissue Diseases with

Agammaglobulinaemia" deserves special mention since
it summarizes the present knowledge on an association
so puzzling and awkward for the protagonists of the
auto-immunity as the cause of "connective tissue"
diseases. Up to one-third of the patients with congenital
or acquired hypogamma globulinaemia in the series
cited in this chapter are reported to have shown mani-
festations of these diseases, usually resembling rheuma-
toid arthritis, and this fact alone deserves the widest
possible consideration.
What, one asks, is the point of this juxtaposition of

connective tissue biochemistry and the treatment of, say,
rheumatoid arthritis? It has been a fashion in medical
thought (now somewhat dnmodd) to link them, but like
all fashions, sooner or later it has begun to date. Know-
ledge of the shrinkage temperature of collagen may tell
the clinician not to dry his gloves on the stove, but will
no. influence his decision to treat disseminated lupuis.
The reader may admire the skill with which these two
subjects have been bedded together under the common
adjectival cloak of collagen, but will wonder if the union
will prove to be fertile. No doubt, it would be tech-
nically possible to write a parallel book on "the chemistry
of the blood and the treatment of blood diseases",
but what purpose would it serve? Which brings us back
to that preface. A. ST. J. DIXON.

HEBERDEN SOCIETY
JOINT MEETING WITH THE NEDERLANDS VERENIGING

VAN RHEUMATOLOGEN
Groningen, May 17, 1963

Address of Welcome by the Rector Magnificus of the
University, Professor van Os

Compared with this old university, which will
celebrate its 350th anniversary in 1964, your asso-
ciations of rheumatologists which have developed so
auspiciously in so short a time are still quite young,
and we are pleased that you have now come to
Groningen after your successful meeting in Leiden
some years ago.

I am not a specialist in rheumatology, but as a
pharmacologist considering the position of your
specialty in the early days of this ancient university,
I asked myself what evidence might be found here
of the medicines used for rheumatism in times gone

by. I found many recommendations for external
remedies, and if you are interested in old Herbals,
you can see some in the hall of our university.
Fantasy played a large part in these prescriptions,
but modern research has revealed that they all had
one ingredient in common: an essential oil named
cineol which is found for instance in rosemary
and camphor. Bancke's Herbal says:

"If thy legges be blowen with gowtde, boyle the leaves
in water and bind them in a linnen cloath and winde
it about thy legges and it shall do thee much good."
Dodonaeus wrote:
"From the buds and flowers of Rosemary is distilled

a very fragrant oil, fit to cure paralysis and to strengthen
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ANNALS OF THE RHEUMATIC DISEASES
the cold brains when you rub the limbs and the head or
the neck with it: it also drives away hard knots on the
knuckles or other limbs and all sorts of humps."

Cineol and the oil of cajuputi which was widely
used for relieving pain is also found in the leaves
of the eucalyptus tree and the berries of laurel.

I am happy that rosemary is one of the chief
herbs associated with rheumatism, for the reasons
given by Sir Thomas More:
"As for Rosemary, I lett it runne all over my garden

walls, not onlie because my bees love it, but because
it is the herb sacred to remembrance, and, therefore to
friendship!"
And elsewhere I read:
"It helpeth the brain, strengtheneth the memorie and

is very medicinable for the head. Another property
ofthe rosemary is, it affects the heart. Let this rosmarinus,
this flower of men, ensigne of wisdom, love and loyaltie,
be carried not only in your hands: but in your hearts
and heads."

So f will open this Congress with the symbol of
this old medicinal herb, once used for the pains of
rheumatism, to symbolize friendship and fruitful
co-operation between colleagues from different
countries working together on behalf of suffering
mankind.

The following papers were read by members of
the two societies:

Repeated Population Studies of Rheumatic Diseases on
a Coastal Island. By J. J. DE BLECOURT, F. WESTENDORP-
BOERMA, A. JANSZ, R. L. E. NIENHUIs, and E. MANDEMA
(Groningen). This paper is to be published in full
with the relevant discussion in the November issue.

Comparison of Euglobulin Fractions and Whole Serum
in the Haemagglutination and Latex-Fixation Tests.
By F. WESTENDORP-BOERMA, A. E. BEUTE, and E.
VORENKAMP (Groningen): Euglobulin fractions were
prepared by the method of Svartz and Schlossmann with
cold distilled water, and by the method of Vanslype,
based on the work of Neurath and of Craig and others,
with dilute hydrochloric acid.
The sera tested included 35 from healthy persons,

46 from patients with classical rheumatoid arthritis,
28 from patients with joint symptoms not due to rheu-
matoid arthritis, and 23 from patients with various
diseases.

Waaler-Rose Test.-No sera reacted in the euglobulin
fractions and none in the serum. Low titres in the
euglobulin fractions are more specific for rheumatoid
arthritics than low titres in the serum, because weak
aspecific serum reactions often disappear in the fractions.
For sera titres of 1 : 20 are considered positive, but for
euglobulin fractions this can be as low as I : 10.

Latex-Fixation Test.-Many weak aspecific reactions
appear in the euglobulin fractions. We consider a
serum reaction positive at the dilution 1: 20, btt the

euglobulin fraction can only be considered positive
at a dilution of 1: 160. Some sera are positive in the
euglobulin fractions only.
Both tests showed an increase of about 10 per cent.

in low titre positive reactions in the euglobulin fractions.

Rubella Polyarthritis. By R. J. CHAMBERS and
E. G. L. BYWATERS (Taplow). This paper was published
in full in the Annals in July, 1963, under the title "Rubella
Synovitis".

Dr. J. S. Lawrence inquired whether all benign arthro-
pathies were due to a virus, and asked if it was possible to
get rubella without a rash?

Prognosis and Effects of Treatment in Juvenile Dermato-
myositis. By ERIC HAMILTON, B. M. ANSELL, and
E. G. L. BYWATERS (Taplow): Twelve cases of juvenile
dermatomyositis were seen at the Canadian Red Cross
Memorial Hospital, Taplow, between 1950 and 1962.
Three have died but the remainder have been followed
for from 2 to 14 years from the onset of their disease
(average 7 years). Severe generalized calcinosis developed
in three patients, two of whom have died, and more
localized calcinosis in a further five. Two of the survivors
are severely crippled but the others are leading an almost
normal life, although all have slight residual deformities.

Corticosteroids were given in eight cases for periods
ranging from 6 months to 3 years and 9 months (mean
duration 2 years), and short courses of anabolic steroids
were given in seven cases.

Clinical Trial in Rheumatoid Arthritis of Chloroquine
Diphosphate, Hydroxychloroquine Sulphate, and a Placebo.
By J. J. BODE, J. J. DE BLECOURT, and E. 0. VORENKAMP
(Groningen): In a double-blind clinical trial the treatment
of three groups of patients with rheumatoid arthritis
with chloroquine diphosphate, hydroxychloroquine
sulphate, and a placebo was compared. The subjects
included only out-patients with classical rheumatoid
arthritis according to the A.R.A. criteria for at least
1 year, whose previous therapy had been stopped at
least 4 months before the start of the trial.
At regular intervals the patients were checked in the

following respects: duration of morning stiffness, grip
strength, joint tenderness and swelling, weight, erythro-
cyte sedimentation rate, leucocyte and thrombocyte
counts, urine analysis.

After 3 months all the patients weie reviewed. Those
treated with chloroquine diphosphate or hydroxychloro-
quine sulphate showed statistically significant improve-
ment only in duration of morning stiffness, total score
of joint tenderness, and subjective improvement. The
erythrocyte sedimentation rate, grip strength, and weight
showed no significant improvement.
At the end of 12 months from the start of the trial the

improvement seen aftel 3 months was still pl esent in the
chloroquine diphosphate-treated group and had decreased
slightly in the hydroxychloroquine sulphate-treated
group.
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HEBERDEN SOCIETY
Side-effects were noted in both groups. In the

chloroquine diphosphate group more visual disturbances
were noted and one patient had thrombocytopenia.

Haematologic Side-Effects of Some Anti-Rheumatic
Drugs. By H. 0. NIEWEG, H. G. D. BOUMA, K. DE

VRIES, and A. JANSZ (Groningen). This paper is to be
published in full in the November issue.

Preliminary Results of a Survey in the Netherlands of
the Incidence of Retinopathy following Chloroquine
Therapy. By J. K. PAMEYER (Deventer): A survey among
two hundred ophthalmologists in the Netherlands
revealed 34 cases of chloroquine retinopathy among an

estimated 10,000 patients receiving treatment with
chloroquine. The exact number of cases of corneal
deposits was not reported but was certainly considerably
larger, most ophthalmologists reporting from 30 to
40 per cent. of cases among their patients.

Chloroquine retinopathy is irreversible and may
continue after chloroquine therapy has been withdrawn.

Careful ophthalmological examination before and every
3 months during chloroquine therapy seems to be a

primary requirement, needing close Lo-operation between
rheumatologists, dermatologists, internists, and general
practitioners on the one hand and ophthalmologists
on the other.

Medication should be discontinued at once if changes
in the cornea, ocular fundus, visual acuity, or visual
fields are observed.

Discussion.-THE PRESIDENT asked if, in view of the
dangers now known to be associated with chloroquine,
it should continue to be used?

DR. J. J. DE BLECOURT (Groningen) said that 60 per
cent. of those who had had chloroquine for 2 years were
advised to stop taking it because of possible damage
to the cornea, and it even had been suggested that the
Public Health Service should control the use of the drug
in Holland.
A SPEAKER mentioned that eight out of 180 patients

treated with chloroquine 250 mg. daily had developed
retinopathy in a period of 2 years. It was pointed out
that retinopathy can occur with or without chloroquine
deposits in the cornea, but that if chloroquine deposits
are present the likelihood of macular damage is
increased.

Electron Microscopic Appearances of Nodules from
Rheumatoid Arthritis. By D. V. DAVIEs and E. G. L.
BYWATERS (Hammersmith): Eight nodules from patients
with classical rheumatoid arthritis according to the
A.R.A. criteria were examined, particular attention
being paid to the necrotic centre of the nodule where
unusual sizes and types of collagen fibres were identified,
together with subcellular particles. The authors suggest
that the heterogenicity of collagen fibrils is due to inade-
quate polymerization of newly-formed material.

Discussion.-PROF. J. H. KELLGREN (Manchester)
suggested that the heterogenicity of collagen fibrils
might be the result of breakdown rather than of new

formation. He thought the most striking finding was
the wide variation in the size of the collagen fibres.

Calcinosis. By G. LOEWI and J. DORLING (Taplow):
Tissue from eleven cases, obtained by biopsy or post
mortem, was studied. Nine were from cases of dermato-
myositis, in four of which calcinosis appeared. The
remainder were from cases of subcutaneous calcinosis
without the lesions of dermatomyositis. The calcified
masses were found in connective tissue and not in muscle.
In some cases the tissue surrounding these masses
contained small calcified fibrils giving staining reactions
of elastin. The tissue showed very little inflammatory
reaction. In an effort to elucidate the nature of the
tissue component undergoing calcification, histochemical,
histo-enzymatic, and analytical chemical procedures
were used. Proteolytic enzymes were effective only after
decalcification. Analysis by chromatography and auto-
claving showed the protein of the calcinotic tissue to
consist largely of collagen, but collagenase was without
apparent effect.

Discussion.-DR. J. H. GLYN (London) asked if
calcium had been successfully removed with chelating
agents?
DR. B. M. ANSELL (Taplow) replied that two cases of

localized calcinosis were treated with E.D.T.A. Although
it markedly increased urinary calcium excretion, it did
not appear to affect the calcinotic deposits; in fact,
the calcium seemed to come from the bones.

PROF. E. G. L. BYWATERS (Hammersmith) noted that,
if the deposits were removed surgically, the calcinosis
returned, particularly in the scar.
DR. J. BALL (Manchester) asked whether, in view of

the non-calcification of soft tissue collagen in general,
one could attribute any role to collagen in a calcinotic
process.
DR. LOEWI said that he thought that there was con-

siderable recent evidence, from Neuman's laboratory
in particular, that collagen was somehow involved in
calcification, at least in the normal calcification of bones
and teeth.

In reply to a question, Prof. Bywaters said that
none of the patients who died had malignant disease:
one had a pituitary chrombophobe tumour, one an
oesophageal ulcer, and one hypertensive encephalopathy.
DR. E. HAMILTON (Taplow): In advanced cases

weakness of the muscles was due to calcification in the
early stages; although it might be due to a drop in the
ionized calcium, there was no abnormality in the Q.T.-
interval on the electrocardiogram, so that perhaps the
weakness was due to acute inflammatory change and
subsequent replacement by fibrous tissue.

Amyloidosis in Rheumatoid Arthritis and Ankylosing
Spondylitis. By J. H. SCHOLTEN, J. J. BODE, and E.
MANDEMA (Groningen): During the period 1961-1963,
216 patients were admitted to the Rheumatic Department
of the Medical Clinic at Groningen, with definitive
rheumatoid arthritis or ankylosing spondylitis. All
were screened for the presence of proteinuria, and this
was found to be present in thirty patients.

In eight patients (seven with rheumatoid arthritis and
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ANNALS OF THE RHEUMATIC DISEASES
one with ankylosing spondylitis) the disease was com-
plicated by the presence of amyloidosis (4-63 per cent.).

In these eight patients the rheumatoid arthritis and
ankylosing spondylitis was severe (Grade 2-3, according
to the criteria of Steinbrocker and others, 1949) and the
duration of disease was from 8 to 35 years. The diag-
nosis was confirmed during life by various types of
biopsy. Where the diagnosis was certain the Evans
blue disappearance curve was evaluated according to
the criteria ofJarnum but this afforded little confirmation
of the diagnosis, only one patient fulfilling Jarnum's
criteria. Kidney biopsy proved to be the most profitable,
followed by rectal biopsy. Gingival biopsy was of insigni-
ficant value in the diagnosis of secondary amyloidosis.
For a rectal biopsy to be of value it must include both

mucosa and submucosa. In a control group of twelve
patients with rheumatoid disease of similar severity but
without proteinuria, rectal biopsy gave negative results.
This confirms the view that proteinuria is one of the
first symptoms of secondary amyloidosis.

Discussion.-DR. A. G. S. HILL (Stoke Mandeville):
In a survey of rectal biopsies in 115 cases of rheumatoid
arthritis of more than 3 years' duration, six gave positive
results and only three had proteinuria.

PROF. E. MANDEMA (Groningen): Had kidney biopsies
been done when the rectal biopsy was positive and there
was no proteinuria?

A SPEAKER pointed out that albuminuria was decreased
in amyloidosis if the patients were on steroids, phenyl-
butazone, or amidopyrine.

PROF. E. G. L. BYWATERS (Taplow) said that the even-
tual progress of the disease was not affected by these
measures although there might well be a reduction in
the albuminuria.

Radiological Study of Rheumatoid Arthritis of the Hip.
By E. N. GLICK, R. M. MASON, and W. G. WENLEY
(London Hospital): This paper with the relevant discussion
is to be published in full in the November issue.

NEW ZEALAND RHEUMATISM ASSOCIATION

ANNUAL CONFERENCE, 1962

The Annual Conference of the New Zealand
Rheumatism Association was held at the Medical
School, Dunedin, on October 25 and 26, 1962.
The following officers were elected for 1963/64:

Chairman: Dr. F. H. Swan.
Vice-Chairman: Dr. J. M. Tweed.
Secretary/Treasurer: Dr. I. C. Isdale.
Executive: Dr. T. C. Highton, Prof. Nisbet, Prof.

Sayers, Dr. A. Rowatt Brown, Dr. R. A. Baker,
Dr. R. A. D. Wigley, Dr. D. A. Ballentyne,
Dr. I. Broadfoot.

The New Zealand Association is keenly par-
ticipating in the formation of the S.E.A.P.A. branch
of the Ligue Internationale contre le Rhumatisme
and will be sending delegates to the Inaugural
Meeting in Sydney in September, 1963.
The membership of the N.Z. Association has

remained relatively static at just under a hundred,
and in spite of continued effort in several centres, no
effective lay organization for the provision of funds
for research, training, or the relief and assistance
of those afflicted has yet been formed. The N.Z.
Association has been deeply indebted to the Empire
Rheumatism Council for help in maintaining a
programme of basic research at Dunedin in recent
years.

Presidential Address
DR. B. S. ROSE spoke on Defective Communica-

tion in Rheumatism.

Scientific Meeting
This opened with some remarks on medical

research by PROF. SIR HORACE SMIRK, and the
following papers and reports were presented:
DR. T. C. HIGHTON reported on the effect of 5-hydroxy-

tryptamine (Serotonin) and related compounds and other
amines on the shrinkage temperature of human collagen.

(1) The shrinkage temperature of human tendon
collagen was estimated after immersing collagen in
various concentrations of naturally-occurring amines
for various lengths of time.

(2) Only compounds of 5-hydroxytryptamine and
5-methoxy tryptamine, Tryptamine, 5-hydroxytrypto-
phane, and 5-hydroxy indolacetic acid (5 H I A A)
affected the shrinkage temperature. Histamine, adren-
aline, and other compounds had no effect.

(3) 5-hydroxytryptamine, and especially 5-hydroxy-
tryptamine bimaleinate in 0*08 and 0*32 M concen-
tration reduced the shrinkage temperature by over
300 C. in some instances.

(4) 5-hydroxytryptophane and 5-hydroxyindolacetic
acid raised the shrinkage temperature.
MR. E. G. BASSETT (research scholar working for the

Research Council of New Zealand, Endocrinology
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