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likely to buy a particular book is relatively small, probably
ranging in Britain from some hundreds to a few thousands.
The book will become out of date in a few vears and have to
be revised or scrapped. Illustrations of ge'! quality are
sometimes required; the standard of priin nd binding
must be appropriate for a book that may be consulted rather
roughly and perhaps hurriedly in the course of the day's work.
All these conditions impose considerable costs on the pub-
lisher, and they are not easily reduced by recent improve-
ments in the techniques of book production. For instance,
though many readers believe that paperback binding must
be much cheaper than hard covers-and can readily find some
support for their belief in the remarkable disparities in price
to be seen on some books published in both styles-very few
shillings a copy can in fact be saved by paperback binding on
a book that will sell only a few thousands. Nor is it only
books that bear high prices. Journals are now marketed at
20, 30, or 40 pounds for an annual subscription covering four
to 12 issues, despite the fact that the contributors to them
have received not a penny for their articles, but on the con-
trary often feel humbly grateful for the acceptance of their
work.
What must surprise anyone who looks at all widely over

the range of medical books and journals published through-
out the world are the mounds of trivia that reach the light of
day in expensive packaging. Though Mendel's famous paper
stands as an awful warning, the fact is that nearly all the
work of any importance appearing today is published in a
relatively few well-known journals. In medicine they may
perhaps be numbered in a few hundreds, but that is in a total
of some seven thousand. Of this total perhaps some 5%
ought to be in any substantial medical library. Likewise
with books, though owing to the greater financial risks with
them a publisher is unlikely to market so high a proportion
of trivial material as he might with a journal. Thus the all
too familiar doctrine of " publish or perish" has had baneful
consequences far beyond the staffing of the institutions where
it is taken seriously.
A minority of publishers have a reputation for charging

unduly high prices for their products. Yet it must be
admitted they are bought-even though mainly by libraries.
The dearth of funds at their disposal is a universal lament
of librarians, so that they or the committees which guide
them are familiar enough with the need to balance one claim
against another. Consequently some more stringent consumer
resistance from them might be a healthy move. The respon-
sibility to spend wisely what is often public money or part
of the subscription paid by nmembers of an institution must
be heavy, and this points to one aspect of the pricing of
publications that is often overlooked-namely, the influence
that professional and scientific people themselves can or
should exert.
One of our contributors this week, Dr. David Pyke, makes

some critical comments on the publication and pricing of
conference proceedings. Certainly many volumes of this
kind report matter of slight interest to anyone but a very
narrow audience, and it is no wonder that the price is high.
Why therefore are they published at all ? The reason often is
that some people will not read a paper at a conference unless
they know it will be published. In fact, an undertaking to
give it this permanent form is sometimes explicitly offered
as an inducement to ensure the participation of distinguished
experts. Again, it is not difficult to find journals which bear
a price wholly at variance with the quality of their contents.
How do they come into existence and thrive ? Part of the

answer lies in the names of editorial sponsors, assistants, or
advisers listed on the cover. They may be numerous, inter-
national, and paid. Their entirely. respectable obligations
probably include the encouragement of colleagues to submit
papers to the journal and of librarians to take it. Clearly
they have a responsibility, which the great majority acknow-
ledge, to ensure that what they are sponsoring is thoroughly
worth while. But of a minority it must sometimes be felt
that they are remarkably careless of the company they keep.

More about Glandular Fever
University students are good subjects for the study of
glandular fever. The disease is common in young adults and
at that age nearly always presents in a clinically typical form
with a positive Paul-Bunnell reaction. Evidence that the
disease is due to EB virus-a new member of the herpesvirus
group-came to light last year.1 2 EB virus is present in
cultures of lymphoblasts derived from Burkitt's lymphoma
tumours,' and antibody to the virus can be demonstrated by
immunofluorescence or by complement fixation tests with cells
carrying EB virus.'-7 Last year investigations among students
at Yale University showed that those who developed glandular
fever all had antibody to the virus, though they had had no
antibody on admission to the campus. The incidence of
antibody in a control group of students was only 24%.' This
antibody to EB virus persisted for long periods of time, like
a true virus antibody and in contrast to the heterophile anti-
body of the Paul-Bunnell reaction.

Further studies at Yale and other American universities
have now confirmed and extended these results.8 Not only
has antibody to EB virus been found in every member of a
larger group of students with glandular fever, but pre-existing
antibody was s'hown to be associated with immunity to the
disease on the campus. Thus there were no cases of glandular
fever among 94 students who had antibody when they arrived
at university, but 14-9% of 268 students who had lacked anti-
body on admission subsequently developed the disease. None of
the students without antibody had a history of glandular fever,
though 6 4% of the students who had antibody had also pre-
viously had the disease. A small group of 16 students with a

clinical diagnosis of glandular fever but with a negative Paul-
Bunnell reaction were examined and 6 were found to have
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antibody to EB virus. This suggests that at least some of
the patients in whom the Paul-Bunnell reaction is negative
are cases of " true " glandular fever. The remaining patients
might have been suffering from a different disease or diseases
-possibly due to cytomegaloviruses' "-which are known
to cause glandular-fever-like syndromes.

These results support the view that EB virus is the cause
of glandular fever, but other evidence suggests that the ecology
of the virus in human populations is far from being under-
stood. For example, EB virus has been detected in cultures
of leucocytes from patients with glandular fever -though
not until cultures had been maintained in vitro for two to four
weeks. But it has also been found in cultures from patients
with various forms of malignant diseases'2 13 and even in cells
from two healthy adults.'" Leucocytes from patients who
had had glandular fever previously'- also contained the virus,
suggesting that it may persist in the lymphoid cells after the
initial infection. Persistence of virus in host cells in spite of
circulating antibody in the serum is known to occur with two
other herpesviruses-herpes simplex and varicella-zoster
viruses. Infection with EB virus is clearly widespread: 50%
of 4-year-old children have antibody to the virus, and the
incidence of antibody rises to more than 80% of people over
70 years of age.'5 It seems, then, that EB virus resembles
herpes simplex and cytomegaloviruses in causing frequent but
usually symptomless infections, with occasional production of
disease in an especially susceptible host.
Some doubts remain. How specific are serological reactions

with a virus which cannot be freed from the cells in which it
is growing or subcultured in other cells by the usual tech-
niques ? Further uncertainties are raised by the electron
microscopic studies of H. L. Moses and his colleagues'6 on
lymphoid cell lines established from patients with glandular
fever. They found that the presence of much smaller virus-
like particles was a more consistent finding in the cells than
the larger EB virus particles. Until these doubts are resolved
we cannot be certain that EB virus is the cause rather than
merely a " passenger " virus in glandular fever. Its relation-
ship to Burkitt's lymphoma remains tantalizingly unknown.

Bone and Joint Changes in
Haemochromatosis

Since H. R. Schumacher' described in 1964 a specific
arthropathy in idiopathic haemochromatosis there has been
considerable interest throughout the world in this unexpected
complication, for so long overlooked. The arthropathy is
often associated with the characteristic radiological
appearance of chondrocalcinosis. This last condition is due
to deposition of calcium pyrophosphate. It is most often seen
in the menisci of the knee, in the articular hyaline cartilage
of the larger joints, and in the fibrocartilage of the symphysis
pubis and the triangular ligament of the wrist.

Recently E. N. Wardle and J. T. Patton2 have described
the bone and joint changes in 14 patients with haemo-
chromatosis. The authors emphasize that bony swellings of
the hands are common, particularly of the metacarpo-
phalangeal and proximal interphalangeal joints. Radio-
graphs show small cysts, irregularity of the articular surface,

sclerosis, and loss of joint space. Similar changes are pre-
sent in the carpal bones and in the inferior radio-ulnar joints.
Symptoms may be minimal. Other patients complain of pain
and stiffness in the hands, and if the larger joints are affected
(in about a third of the patients) considerable pain and dis-
ability can result. The radiological changes in larger joints
are similar, with erosion of cartilage and sclerosis of under-
lying bone. Osteophytes are not common, but the changes,
particularly in the hip joints, may be indistinguishable from
osteoarthritis.

Superimposed on this chronic arthropathy there may be
acute attacks of inflammatory synovitis. These occurred in
8 out of 16 patients described by E. Hamilton and colleagues'
and are due to liberation of calcium pyrophosphate crystals
into the joint fluid. Crystal synovitis also occurs in the other
conditions in which chondrocalcinosis is found-namely,
hyperparathyroidism, gout, and idiopathic chondrocalcinosis
(the " pseudo-gout syndrome ").4 Chrondrocalcinosis was
present in 3 out of 13 patients in Wardle and Patton's series,2
and in 10 out of 16 with arthropathy described by Hamilton
and colleagues.' It is probably secondary to the deposition
of calcium pyrophosphate in cartilage damaged by some other
process. Under normal conditions pyrophosphate is hydro-
lysed to soluble orthophosphate by the pyrophosphatase
enzyme present in cartilage.5 The excess iron in the joint
tissues in haemochromatosis may inhibit pyrophosphatase
activity and permit depositions of pyrophosphate to occur.
However, inhibition of pyrophosphatase is not a specific
consequence of excess of iron, since chondrocalcinosis occurs
in the other conditions mentioned.
The initial damage to the joints in haemochromatosis

presumably results from the deposits of iron, though the
exact relationship between tissue damage and iron deposition
is uncertain. Articular cartilage is known to be dependent on
the synovium for its nutrition, and in 1935 J. H. Sheldon in
his famous monograph6 described haemosiderin deposits in
the synovium and in the articular cartilage. In more recent
cases which have been examined either at necropsy or by
biopsy iron has been noted more frequently in the synovium
than in the articular cartilage. In some cases deposits are
still found in the synovium after treatment by venesection.
Certainly the arthritis can develop after venesection has been
completed, and unfortunately venesection does not lead to
improvement in the arthropathy. Indeed, progressive
deterioration may be observed, though the patient in other
respects is improved.' Perhaps damage to the articular
cartilage, once induced, is irreversible. This is true of other
consequences of haemochromatosis, including cirrhosis of the
liver. Removal of excess iron from the tissues, though it may
lead to improvement in liver function, does not alter the
fibrosis and nodular regeneration.7 In general, patients with
haemochromatosis who develop arthritis are older and have
had the disease longer than those without arthritis.

Schumacher, H. R., Arthritis and Rheumatism, 1964, 7, 41.
Wardle, E. N., and Patton, J. T., Annals of Rheumatic Diseases, 1969,
28, 15.

Hamilton, E., Williams, R., Barlow, K. A., and Smith, P. M., Quar-
terly Yournal of Medicine, 1968, 37, 171.

Moskowitz, R. W., and Katz, D., American Journal of Medicine, 1967,
43, 322.

5 McCarty, D. J., Hogan, J. M., Gatter, R. A., and Grossman, M.,
Journal of Bone and Joint Surgery, 1966, 48-A, 309.

6 Sheldon, J. H., 1935, Haemochromatosis. London, Oxford University
Press.

Williams R., Smith, P. M., Spicer, E. J., Barry, M., and Sherlock, S.,
Quarterly Journal of Medicine, 1969, 38, 149.

8 Muirden, K. D., and Senator, G. B., Annals of Rheumatic Diseases,
1968, 27, 38.

9 Delbarre, F., Semaine des H6piteaux de Paris, 1960, 36, 3279.
Seftel, H. C., et al., British Medical Journal, 1966, 1, 642.
Wapnick, A. A., et al., British Medical Journal, 1968, 3, 704.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.3.5664.190 on 26 July 1969. D
ow

nloaded from
 

http://www.bmj.com/

