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BOOK REVIEWS

A Primer on Connective Tissue Biochemistry. By
M. SCHUBERT and D. HAMERMAN. 1968. Pp.
317, 32 figs. Kimpton, London. (6 guineas).

Connective tissues perhaps received less than their
fair share of chemical study until recently. The
introduction of new histochemical techniques,
particularly those for mucosubstances, is likely,
however, to stimulate much further research, both
histochemical and biochemical, and pathologists
and clinicians should have to hand some guide to
what is already known ofconnective tissue chemistry.
It is this sort of background which this book sets out
to outline. The authors discuss the chemistry first
of connective tissue fibres, then of ground substance
and metabolism, in a way which can be understood
by anyone with only a limited chemical knowledge.
They then discuss the structure of various normal
specialized connective tissues, particularly synovia,
in some detail. There is then a description of some
aspects of the chemistry and pathology of repair,
formation of new tissues and ageing in these tissues,
which perhaps serves to emphasize how many gaps
there are in our knowledge of the chemistry of these
processes. Finally some specific processes, includ-
ing amyloid and rheumatoid arthritis, are discussed
in chemical and pathological terms.

There are minor criticisms. Although the book
(and I quote) is "authored" in America the references
are given without the title of the paper, an omission
which I personally find irritating. One would have
liked to have had more discussion of parallel
histochemical findings and their correlation (or lack
of it) with the biochemical ones. But, as the authors
point out, this is a primer not a textbook, and much
valuable material is contained in it; it will undoubted-
ly be of value to biochemists, histochemists,
pathologists, and clinicians, and it makes interesting
reading. IAN M. P. DAWSON

Early Synovectomy in Rheumatoid Arthritis. Pro-
ceedings of a Symposium held in Amsterdam,
The Netherlands, April 12-15, 1967, organized by
the International Study Centre for Rheumatic
Diseases Amsterdam (I.S.R.A.). Edited by W.
HIJMANS, W. D. PAUL, and H. HERSCHEL. 1969.
Pp. 255, 78 figs. Excerpta Medica Foundation,
Amsterdam. (6 guineas).

Usually a reviewer of such Proceedings as these
has been influenced by being an active participant
of the Conference. However, I was unable to be
present and therefore the following remarks are
based upon this permanent and edited record with
its obvious loss of nuance and of atmosphere.

DR. J. GOSLINGS (Leiden), in his welcoming
address, set the stage by asking whether this revival
of another empirical modality was due to changes in
technique to give better results or, perhaps, to better
understanding of the aetiology and pathogenesis of
rheumatoid disease. He also requested that the
participants should define "early" in exact terms of
disease duration or severity. In general, it is fair to
say that many of these important questions were not
answered. However, the symposium was a success
because it defined the problem effectively and gave a
better vocabulary for those engaged in applying this
technique and in its assessment.

PROF. J. M. F. LANDSMEER (Leiden) demonstrated
anatomically how difficult a total, or even subtotal,
synovectomy must be because of the involved linings
of so many recesses and bursae. His work indicated
how imperative it is to develop some quantitative
method to measure the amount of diseased synovium
which can be, and should be, removed by proper
technique-especially if any trial is to be standard-
ized.
A critical correlation of the physiological aspects

of the disease with the actual timing of synovectomy
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was attempted by PROF. P.-I. BRANEMARK (Goteborg)
and DR. I. GOLDIE (Goteborg). They rightly asked
about the regeneration and reconstitution of
synovial cells, of pain fibres, of microcirculation, of
mobility, and of articular fluid after synovectomy.
Experimental material from dogs and from humans
showed significant regeneration of the various
components of synovial tissue within 90 days. In
twelve patients who had been re-operated upon,
after being symptom-free for one year, the "new"
synovium was found to have undergone pathological
changes similar to those of a "chronic non-specific
inflammation". DR. P. W. BROWN (Denver)
reported that there was a 6 per cent. recurrence of
synovitis or disease in operated joints, i.e. twelve
joints out of 162, and this rate was substantiated by
other workers.

DR. J. BALL (Manchester), in considering the
pathological aspect of rheumatoid disease, gave an
Zerudite description of the vulnerability of blood
vessels within the involved synovium and of the
resulting inflammatory debris inside the joint which
may induce an immune response. This may well be
one of the possible values of debridement. He also
differentiated between a local abrasion or erosion
of articular cartilage and more diffuse changes. The
pathological differences between tissues taken at the
time of operation and those obtained from autopsy
were striking. The marked discrepancy between
the amount of rheumatoid factor in lymphoid tissue
obtained from the living and that obtained from the
dead was described by DR. A. G. S. HILL (Stoke
Mandeville).
DR. R. L. PRESTON (New York) defined the

indication for synovectomy as follows: "the joint
or tendon sheath is the site of chronic inflammation
-with persistent synovial thickening oedema and
effusion which cannot be restored to normal within
a reasonable time". However, the operation was
always done too late to be defined as a true prophy-
lactic procedure and therefore he would prefer to
do an occasional operation prematurely using the
arbitrary time of 4 months.

In reviewing the results of synovectomy of the
knee for pain relief and for reacceptance rate,
DR. R. M. MASON (London) compared these results
with other series of surgical and chemical synovec-
tomies and with the effect of the drug indomethacin.
He concluded that synovectomy may be an effective
procedure in mild disease and, in discussion, did
no harm up to 4 years. DR. C. J. SMYTH (Denver),
in discussing the natural history from three major
series and from his own, produced evidence that
not enough is known of the disease to give any degree

of certainty about the response to any therapeutic
modality.
To the reviewer one of the most succinct and

comprehensive papers on the immunological aspects
was given by DR. J. J. HOLLANDER (Philadelphia).
A description of the induction of rheumatoid
inflammation in uninvolved joints of sero-positive
patients by the injection of isolated rheumatoid
IgG was most striking in its implication. He also
suggested that perhaps the remaining normal
synovial tissue might, in both the target and other
joints, be protected by removing all lymphoid
tissue. The appearance of sero-positivity in the
serum latex fixation test appeared to be a question of
disease duration and overflow of the positive factor
from the involved joints. However, DR. M. ZIFF
(Dallas) believed that much of the rheumatoid
factor was manufactured from the lymph nodes and
the spleen. DR. L. MICHOTTE (Brussels) and DR. C.
BURTONBOY (Brussels) experimentally produced a
marked lympholytic effect by large doses ofrepository
steroids given by intraperitoneal injection, and this
appeared to have relevance. An excellent review
of the purpose and difficulties of statistical values
in medical research was given by DR. E. F. DRION
(The Hague).

DR. A. E. FLATT (Iowa City) reported from his
extensive series of synovectomies of finger and
thumb joints. Although relief of symptoms and
functional activity were pleasing, objective testing
of the resulting range of motion was not so encourag-
ing. DR. A. ST. J. DIXON (Bath) claimed great
improvement in the operated hand with less pain,
greater strength, and less loss in range of motion;
increase in grip strength was confirmed by MR. A.
KATES (London).

The anatomical complexity of the wrist articular
structures and adjacent tendons was described by
MR. D. L. SAVILL (Edinburgh), who did not think
that an adequate synovectomy was possible without
producing some degree of fibrous ankylosis. DR. S.
VAINIO (Heinola) also believed that early synovitis
should be treated surgically, but that carpal fusion
was preferable if any destruction of carpal bones
was present.

DR. V. LAINE (Heinola), in considering the elbow
joint, showed that loss of motion was the most
sensitive criterion of involvement. Early synovec-
tomy was rarely achieved but, interestingly, no
mention was made of the ankylosing form of
rheumatoid arthritis which used to be much more
common and requiring arthroplasty. These authors
always included excision of the radial head and
transposition of the ulnar nerve. PROF. R. MERLE
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D'AUBIGNt (Paris) and PROF. F. DELBARRE (Paris)
from their series showed that this joint was rarely
treated by synovectomy (i.e. 5 1 per cent. elbow;
51 i2 per cent. knees; 21 per cent. metacarpo-
phalangeal joints; and 14-1 per cent. radiocarpal
joints); they were disappointed by their results,
whether by surgical, chemical, or irradiation
synovectomy.

Synovectomy of the knee was pre-eminent in
everyone's thought and experience. DR. L. H.
PARADIES (Dallas) began by comparing the results
from his extensive series with those of three others.
All showed significant relief of pain with a varying
percentage of loss of movement. The actual
technique, amount of tissue removed, whether or
not the patella came out or not, the postoperative
management, all differed, and this illustrated only
too well the artistry of the surgeon. In the discus-
sion, DR. BALL (Manchester) explained the patho-
genesis of instability by involvement of the ligamen-
tous and tendinous structures, although others
believed this complication arises from the bony
resorption. Interestingly, only one participant
asked whether the patient walked better after this
procedure. Therefore, true functional assessment
has certainly been lacking.

The discussion covered debridement and chemical/
radioactive synovectomy, a term seemingly intro-
duced by DR. J. H. HOLLANDER (Philadelphia) in
1957. DR. R. H. FREYBERG (New York) challenged
its use and suggested that suppression of the disease
would be preferable.

Only one worker, DR. S. JAKUBOWSKI (Warsaw)
presented a significant series of ankle-joint synovec-
tomy and tenosynovectomy of the long flexors,
tibialis anterior, etc. The majority of surgeons
carried out excision procedures or arthrodeses, since
the synovial lining of the foot joints are technically
very difficult to excise.

In describing the United States trial, DR. C.
MCEWEN (New York) mentioned some of the
questions to be answered, and the need for assess-
ment data to be standardized and tested, particu-
larly of the knee, the metacarpophalangeal and the
proximal interphalangeal joints. Contralateral
joints would be used as controls, although DR.
E. F. DRION (The Hague) pointed out the error of
this.

The objective of the United Kingdom trial was
defined by its co-ordinator DR. A. G. S. HILL (Stoke
Mandeville) as simply the effect of synovectomy
versus no synovectomy. It was not intended to

study merits of various operations by various
surgeons or the results of different management
regimes.
The ethical aspects were brought up with the not

unexpected emotional responses, but some emphasis
was given to the actual surgeon-patient relationship.
DR. R. S. PINALS (Boston) observed that even the
surgeon's selection of a "good" case would influence
the outcome. Synovectomy is now used as a
therapeutic as well as a prophylactic procedure, but
it is neither life nor limb saving. It is difficult to
make the decision to operate upon a person by a
random double-blind method in order to obtain a
true selection of patients for the trial. The result
of this type of surgery is closely bound up with what
is best called motivation. Unlike the trial of drugs,
e.g. that of aspirin and steroids which was brilliantly
carried out by the Empire Rheumatism Association
utilizing double-blind placebo techniques, there is no
placebo for the physical and emotional experience
of surgery except a "dummy" operation. The
decision to operate involves a much more complex
approach to the patient than the mere changing or
withholding of a drug.

It is very difficult to appreciate the "give-and-
take" of a lively discussion or the stimulus of a
challenging remark or how any decision was reached
by reading this record. However, there is still
much to consider in these Proceedings for all those
concerned with the procedure of synovectomy.

ROBERT DUTHIE

Vistas in Connective Tissue Diseases. Edited by
J. CLAUDE BENNETT. 1968. Pp. 314, 44 figs.
Thomas, Springfield, Ill. ($19 - 75).

Textbooks and monographs on rheumatology
aim in general to give to the student and post-
graduate doctor a complete review of the subject.
However, it is the aim of this work to give the views
of individual authors on current concepts of selected
aspects of the pathogenesis of connective tissue
diseases.

Eleven subjects are discussed, ranging from the
basic mechanism of inflammation to the molecular
biology of collagen and studies into the role of
complement in disease. Each section is written with
authority and is accompanied by a full bibliography.
While it is intended that this book should indicate

the lines along which research is progressing and
therefore looks to the future development of the
subjects discussed, it also serves as a useful review
and reference work. C. G. BARNES
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