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HEBERDEN SOCIETY

The Heberden Round, 1962.-This was given on
September 28, 1962, by Dr. A. G. S. Hill. The
President, Dr. G. D. Kersley, was in the chair.

Having alluded to the high standards set by
previous Roundsmen, Dr. Hill proceeded to enter-
tain and instruct his audience in a manner worthy
of his predecessors, as was expected of him. His
theme was "The Skin and Rheumatic Diseases",
and he discussed eighteen cases to illustrate patho-
logical associations between them which might be
encountered in a rheumatism clinic.

The Society also had the pleasure of hearing an
address by Dr. L. Guttman in which he described
the beginnings and development of the National
Spinal Injuries Centre, and outlined some of the
methods pioneered there for the management of
permanent paraplegia. A cin6 film of the Inter-
national Games in which paraplegics had competed
with each other in athletic events was eloquent
of results obtained in this and similar centres.

The four following papers were read:

Small Doses of Corticosteroid in the Treatment of
Rheumatoid Arthritis, by J. R. DE ANDRADE, J. N.
MCCORMICK, and A. G. S. HILL (Stoke Mandeville):
Following on from the observed effect of adrenal
stimulation on the diurnal variation in strength of grip,
they had sought to alter the pattern with a single 5-mg.
tablet ofprednisolone given last thing at night. Although
there was no consistent change in the grip, many patients
had experienced a major subjective improvement (con-
firmed by a short-term double-blind trial) and this led
to the use of the small evening dose as a deliberate
therapeutic measure. Major side-effects, mainly gastro-
intestinal, required early withdrawal of prednisolone in
seven of the forty patients. The remainder had con-
tinued treatment for a mean of 82 weeks (range 52 to
250), and in these cases complications had been few,
and had not increased in frequency with duration of
treatment, which contrasted favourably with cases
receiving 10 to 20 mg. In some, in whom there was a
marked return of stiffness in the evening, an extra

2- 5 mg. had been given at midday. Since sudden
withdrawal of the drug had been uneventful in a number
of patients, it had been suspected that 5 to 7-5 mg.
prednisolone did not completely suppress the pituitary-
adrenal mechanism, and the metopirone test confirmed
this.

Although they thought it likely that 5 to 7-5 mg.
prednisolone daily would not retard destructive
arthritis as bigger doses sometimes did (M.R.C.-
Nuffield Aspirin v. Prednisolone Trial), the authors
advocated treatment with such small doses ab initio,
since they were symptomatically effective at a much
smaller cost to the patient.

Discussion.-DR. J. T. Scorr (Hammersmith): In
support of the points in Di. Hill's interesting paper
I should like to show a slide of a patient with rheumatoid
arthritis and morning stiffness whom I studied a few
years ago (Scott, J. T. (1960). An". rheum. Dis.,
19, 361). This gives details of grip strength, passive
stiffness of a inetwcarpophalangeal joint (measured with
an extension spring), and hand volume (measured by
fluid displacement). Measurements were made at
6 a.m. and 6 p.m. and the diminished grip strength and
increased joint stiffness and hand volume in the morning
are clearly seen. When treatment with prednisolone
(20 mg. daily) was started, there was an improvement
in all three and the differences between morning and
evening readings became much smaller. This coincided
with an improvement in subjective morning stiffness. On
stopping treatment there was a gradual return towards the
pre-treatment readings.
Now, when treatment was recommenced with pred-

nisolone 5 mg. each evening in the way Dr. Hill has
suggested, the improvement was reproduced. The
patient's subjective morning stiffness again disappeared
and there was an increase in grip strength and a decrease
in joint stiffness and hand volume, especially in the
morning.

DR. 0. SAVAGE (London): I should like to congratulate
Dr. Hill and his colleagues on this work which badly
needed doing. Many of us have had the impression
that a small dose of steroid at night has a marked effect
on early morning stiffness in rheumatoid arthritis. This
is often the most distressing effect of the disease, par-
ticularly in women, who may be forced to get up an hour
or more earlier than usual in order to do their work and
get the children ready for school. It is difficult to
understand why the night dose of oral steroid, which is
probably excreted in 8 hours, should still be effective
in the morning, whereas an evening injection of cortico-
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trophin raises the urinary steroid output for at least
12 hours.

It seems clear from this paper that the side-effects have
been considerably reduced by the small dose, and now
that Dr. Hill has shown that pituitary reserve is retained
after quite long periods, withdrawal of the corticosteroid
should not present the difficulties which have been
encountered with the higher doses.

DR. HILL: No reply is required to Dr. Scott's com-
ments. I too think it is a little strange that one tablet at
10 o'clock at night should apparently still be producing
an effect more than 8 hours later. I should like to make
one comment regarding the risk of surgery. We have
not had enough faith in our own observations as yet to
relax precautions already routinely used in patients who
come to operation with a history of corticosteroid
therapy, so that we do not in fact yet know whether
these precautions are necessary in this group.

PROF. E. G. L. BYWATERS (London): I am not quite
sure that the metopirone test is conclusive enough to
warrant the conclusion that this dosage is without danger
of, say, surgical collapse. I think it has been shown
that such collapse occurs in only a small proportion of
patients on larger doses, and the fact that the test was
satisfactory in ten of this series still warrants caution.

DR. HILL: I think it is enough to repeat that we do in
fact continue to take precautions.

DR. J. J. R. DuTHmi (Edinburgh): Are these people
also on a basic dose of salicylate or is this the sole means
of treatment?

DR. HILL: Most of them were having aspirin, but in
a few dyspeptic patients we withdrew aspirin to
relieve the dyspepsia and found that they got on quite
well with steroid only. But these were mild cases.
It is surprising how very little complaint some patients
have if only their morning stiffness can be relieved.

I feel the situation is this: endogenous steroid produc-
tion falls during the night and rises in the morning,
and what we are doing is to fill the nocturnal dip. Now,
if it is the peak daytime level of corticosteroid that
suppresses the pituitary, it may well be that filling up
the dip has little effect on it, so that we are merely adding
5 mg. of steroid.

DR. K. N. LLOYD (Cardiff): I believe that is true.
Published work has, I think, indicated that a dose of
prednisolone below 75- mg. daily does not suppress the
pituitary-adrenal mechanism. If the dose exceeds that
level suppression occurs and the administered steroid
is not simply additive.

Persistence of Gold in Muscle, by L. NUNN and
C. R. TRIBE (Stoke Mandeville): Two cases of rheumatoid
arthritis were observed to have peculiar soft tissue linear
opacities in the deltoid regions on x-ray examination.
Initially both were diagnosed as soft tissue calcification
of unknown origin, but subsequent histological exami-
nation of biopsy and post mortem material showed
macrophages containing "golden" granules in the inter-
stitial tissue of the deltoid muscle, and detailed histo-
chemical and chemical studies confirmed the presence of
metallic gold. Further inquiries revealed that gold
salts in the form of Myocrisin had been given in the
regions examined many years previously.

Discussion.-THE PRESWENT: Have you any more
clinical data on these patients? How much gold was
given? Was there any local reaction and did the
muscles feel woody or in any other way abnormal?

DR. HILL: No, we have no further data. Both were
treated a long time ago. After this experience we did
a small experiment with gold. We took an x ray
during an injection of gold and saw the Myocrisin. We
completed a course of injections, giving all into the
upper arm, and when we x rayed the patient some days
after the last injection there was nothing visible. I think
one would expect this, and that persistence of gold near
the injection site must be an exceptional event, for we
have x rayed the shoulders of hundreds of patients
and never seen it except in the two cases reported.

DR. M. JEFFREY (Manchester): This is very interesting
and it fits in with some work we did some years ago in
your unit, Mr. President, with radio-active calcium
aurothiomalate. As far as I remember, in about 10 per
cent. of rats we were able to demonstrate 25 per cent.
of the dose 6 months after injection into the quadriceps
muscle.

PROF. E. G. L. BYWATERS (London): Usually, if there is
inflammation in a muscle, phagocytes accumulate in
between the muscle fibres and not actually in the muscle
bundles. In the pictures Dr. Tribe showed, it looked
as though the muscle fibres themselves had become
converted into gold casts. Why were the phagocytes
in the wrong place? They were in the muscle bundles
and not in the interstitial spaces where they should be.
We know from experimental work on the Crush Syn-
drome that when muscle is damaged it takes up metals
quite easily, and I imagine it might well take up gold.
This leads me to a suggestion to account for the occasional
occurrence under discussion, namely that in some people
the injection hits a blood vessel, thereby producing
a certain amount of muscle necrosis which then takes
up gold.
DR. TRIBE: There were in fact some necrotic muscle

bundles, but without doubt the gold particles were not
in the muscle fibres but in phagocytes occurring in the
interstitial spaces, including those between individual
muscle fibres.

Distribution of Rheumatoid Factor in the Tissues, by
J. N. MCCORMICK (Stoke Mandeville).*

Immuno-Histological Studies of Connective Tissue in
the Rat Embryo, by D. G. Scorr (Leeds): Fluorescein-
labelled conjugates were prepared from antisera produced
in rabbits against the splenic reticulin and renal glomeruli
of adult rats, and a study was made of the distribution
of specific fluorescence produced by each of the con-
jugates on reaction with tissue sections prepared from
embryonic rats (I to 3 cm.), young rats (1 to 17 days old),
and adult rats. In another series of experiments, the
antiglomerulus conjugate was absorbed with 1-cm. rat
embryos before being allowed to react with the tissue
sections. The results suggested that both basement
membrane and reticulin develop from embryonic reticulin
by the acquisition of antigenic patterns characteristic
of the adult tissues.

* This paper is published in full in this issue of the Annals, p. 1.
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