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HEBERDEN SOCIETY

The Heberden Round, 1961.-This was given on
October 6, by Dr. Oswald Savage, at the West
London Hospital. The theme was the value of and
problems encountered in the use of long-term adrenal
steroid therapy. Seven patients who had received
or were still receiving therapy with oral cortico-
steroids or with ACTH, were demonstrated, to
illustrate the benefits, problems, and side-effects
which may arise. Of particular interest were the
differences in side-effects due to oral corticosteroids,
with their high incidence of dyspepsia and bruising,
and those due to ACTH, where hypertension, acne,
and resistance were most frequently encountered.
The differences in pituitary function which resulted
from these two forms of therapy were stressed, and
the figures of the whole series of patients indicated
that withdrawal of ACTH was more frequently
possible than withdrawal of oral corticosteroids.

Clinical Meeting.-The following papers were
presented on October 6 at the West London
Hospital:

Tyrosyluria in Rheumatoid Arthritis, by J. N.
MCCORMICK, R. ROBINSON, P. SmiTH, and J. DAY
(Stoke Mandeville Hospital): The urinary excretion
of tyrosine metabolites in rheumatoid arthritis was
investigated by means of two-dimensional paper-
partition chromatography. The tyrosine metabolite,
p-hydroxyphenyllactic acid (PHPLA), was detected
in the unhydrolysed urine of 29 of 72 rheumatoid
subjects (40 per cent.), but in only two of 22 patients
with other types of arthritis (9 per cent.), four of 59
patients with various non-rheumatic diseases (6- 8 per
cent.), and one of 55 normal subjects (1 -8 per cent.);
after acid hydrolysis the compound could be detected in
rather more subjects in each group, and in some rheu-
matoid subjects was excreted in strikingly large quan-
tities. In the rheumatoid group, the excretion of
PHPLA was not related to age, sex, erythrocyte sedi-
mentation rate, or sheep cell agglutination titre, but there
was apparently a positive correlation with the C-reactive
protein titre and to a lesser extent with anaemia and
duration of disease.
The hydroxyphenyluria in rheumatoid arthritis cannot

be explained by simple ascorbic acid deficiency, because
the excretion of PHPLA was not abolished or even
reduced by the oral and intravenous administration of
large doses of ascorbic acid nor did corticosteroid therapy
exclude PHPLA excretion.

In a preliminary investigation of liver function in
relation to this metabolic abnormality in rheumatoid
arthritis, abnormal B.S.P. clearance was found in five
of twelve rheumatoid subjects, and three of these five
were excreting PHPLA. Whatever the mechanism
involved, it seems clear that tyrosine metabolism is
altered in rheumatoid arthritis, and it is suggested that
this aberration may be a small part of a complex bio-
chemical derangement, which itself may be only a
secondary aspect of the disease.

Discussion.-DR. J. J. R. DUTHIE (Edinburgh): I should
like to congratulate Dr. McCormick on his paper. His
results are of particular interest to us, because we have
been investigating a rather similar problem in Edinburgh.
McMillan, working in our laboratory, tried to repeat the
observations of Nishimura and his colleagues who
reported the presence of 2-5 dihydroxyphenylpyruvic
acid, a tyrosine metabolite, in the urine of patients with
one or other of the collagen diseases, but failed to confirm
these findings. However, she noted an excess of
3-hydroxyanthranilic acid, a tryptophan metabolite, in
the urine of patients with rheumatoid arthritis. More
recent work has shown elevation of kynurenine output.
Following a loading dose of L-tryptophan the difference
between kynurenine output in rheumatoid patients and
healthy controls becomes much more marked. Adminis-
tration of pyridoxine by mouth and intramuscular
injection reduces kynurenine levels in the majority of
cases. These observations on abnormalities in meta-
bolism of tyrosine and tryptophan in rheumatoid arthritis
may bear some relationship to each other. Derangement
in the metabolism of one amino acid may give rise to
changes in that of others. I should be interested to hear
the views of the biochemists.
DR. ROBINSON: We have performed loading experi-

ments with tyrosine. We took six normal subjects and
six rheumatoid subjects. In the normals a trace of
p-hydroxyphenyllactic acid usually appeared after 8
hours, but in all the patients with rheumatoid arthritis
there was a large increase of PHPL, and in one the
increases were tremendous. Furthermore, the rheuma-
toid patients excreted PHPL much sooner after the
tyrosine than the normal subjects.
DR. H. F. WEST (Sheffield): Have you done any

quantitative work? You have just given a plus or
minus test.
DR. ROBINSON: No, we have not. One gets an all or

nothing effect. By our technique it was detectable only
when very definite, not when it was excreted in very
small amounts. In the rheumatoid patients the quan-
tities were fairly large.
DR. MCCORMICK: It would be of interest to extend

this sort of investigation. There are many other
things to do before we can draw any firm conclusions
from our present findings.
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ANNALS OF THE RHEUMATIC DISEASES
Chronic Rheumatic Fever, by M. R. MODY, B. M.

ANSELL, E. G. L. BYWATERS, and G. T. THOMAS
(Canadian Red Cross Memorial Hospital, Taplow):
The term chronic was applied to cases where there was
evidence of rheumatic activity for more than 6 months.
This occurred in 106 of the 902 cases (11 per cent.)
admitted from 1947 to 1954. Of these, 58 were seen
among the 646 first attacks and 48 among the 256 patients
who had had at least one previous attack of rheumatic
fever or chorea. A comparison group, matched only
for first and second attacks, was drawn from patients
admitted over the same period.
On initial examination the incidence of carditis was

greater in those in whom the disease subsequently
persisted active for a prolonged period, and it was also
more severe. This state persisted to the time of dis-
charge and at the 5-year follow-up. The only other
distinguishing clinical feature was a higher incidence of
nodule formation in those in whom the disease became
chronic, 58 compared with 22 per cent. The mortality
during admission was 7-5 per cent. in those with pro-
longed activity and 1 9 per cent. in the comparison
group, and this difference was even greater at the 5-year
follow-up.

Discussion.-PROF. BYWATERS: We still, of course,
do not know whether this prolonged course in some way
brings about the severity, or whether the severity brings
about the prolonged course. I suppose there must be
some way of getting at the answer, but we do not yet
see how.

Some Preventable Hazards in the Management of
Steroid-Treated Patients requiring Surgery, by N.
BENNETT-JONES (Liverpool): Case histories of patients
with a variety of disorders were given to illustrate pre-
and post-operative hazards that could arise, particularly
if the surgeon was unaware that the patient had received
corticosteroid therapy, either immediately before surgery
or in the recent past. It was suggested, that until a
reliable and easily practical test of adrenal responsiveness
to stress was available, it was wise to err on the side of
prescribing prophylactic steroids to patients who have
previously been treated with corticosteroids, to increase
the dose of those already on it, and to be prepared to
treat energetically adreno-cortical failure should it
develop.

Discussion.-DR. DUDLEY HART (London): I think
we here are all thoroughly converted and this risk is
appreciated. The difficulty lies in patients who gravitate
from one department to another, but happily the
Ministry now issues steroid cards for the patients to
carry.

The Heberden Oration, 1961.-This was given
by the Rt. Hon. the Lord Cohen of Birkenhead, at
the Wellcome Foundation on December 1, 1961,
on the subject of "William Heberden-medicus
vere Hippocraticus: ultimus Romanorum".*

* This issue, p. 1.

LIGUE INTERNATIONALE CONTRE LE RHUMATISME

YEAR BOOK
The Secretariat of the International League

against Rheumatism has just published the 3rd
edition (1961) of the Year Book of the League.
This is a volume of 388 pages with 9 illustrations,
and is much more complete than its predecessors,
which contained only the list of members with their
addresses, arranged by country.
The new edition gives details of the organization

and work of the International League, of the
Continental Leagues, and of the National Leagues,
about forty in number. Questionnaires were

addressed to the headquarters of each National
League to discover how rheumatology is regarded
in each country, the manner in which the subject
is taught, how the articular diseases are treated,
the resources and funds available, and the projects
and ambitions of each individual organization.

Copies may be had from the Secretariat:
Prof. F. Delbarre, H6pital Cochin, Faubourg St.

Jacques, Paris XIIIe.
The price to members of the National Leagues is

12 N.F. (2.5 $), and to non-members 24 N.F. (5 $).

HOSPITAL DE LA SANTA CRUZ Y SAN PAULO, BARCELONA
A Postgraduate course on the rheumatic and allied from February 5-24, 1962, under the direction of Dr.

diseases was held under the auspices of the Depart- Jose M. Poal and his colleagues in the Section of
ment of Medicine (Prof. A. Rocha) in this hospital Rheumatology.
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