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THE LONG FOX LECTURE:

THE SECOND ANNUAL LECTURE ARRANGED BY THE COMMITTEE OF
THE LONG FOX MEMORIAL,
DELIVERED IN THE MEDICAL LIBRARY, UNIVERSITY COLLEGE, BRISTOL,
ON DECEMBER 7TH, 1905.
NELSON C. DOBSON, F.R.C.S., in the Chair,
‘BY A
R. SmincLETON SmrtH, M.D., B.Sc. Lond.,,

Ewmeritus Professor of Medicine, University College, Bristol; Consulting Physician
to ithe Bristol Royal Infirmary; and Honorayy Fellow of King's College, London.

UN

THE PATHOLOGY AND TREATMENT OF
GRAVES'S DISEASE.

——

** All the world 's a stage,
And all the men and women merely players.”

“ Ring down the curtain, for the play is done;
Let the brief lights die out, and darkness fall,
Yonder to that real life he has his call :

And the loved face beholds the Eternal Sun."

“ Punch ' on Sir Henry Irving, Oct. 18th, 1905.

Epwarp Lonc Fox's seventy years of life and work having
ended on March 28th, 1go2, it was very shortly afterwards
determined by his numerous friends that steps should be taken
to establish an annual lecture on some subject connected with
medical science, to be delivered at the University College,
Bristol, and to be known as the Long Fox Lecture. Accor-
dingly in 1go4 the first of the series was given by Fox's life-
long friend, the venerable physician and anthropologist,
Dr. John Beddoe, F.R.S., and his subject was, *“The Ideal
Physician.”

Oliver Wendell Holmes, in Elsie Venner, made the suggestion
that ““it is by no means certain that our individual personality
is the single inhabitant of these our corporeal frames. .
Some at least, who have been dead, may enjoy a kind of
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hesitation. After reflecting for some days, it occurred to me
that some of Long Fox's own work would be an appropriate
topic. The Bradshaw Lecture of 1882 was “ On the Influence
of the Sympathetic on Disease,” and this also was the title
of the principal volume! which Fox published three years
later. Much new work has since been added to that which
he wrote; but I propose to limit myself to one chapter only
of his work, that on the pathology and therapeutics of Graves's
disease. A consideration of this interesting malady gives me
an opportunity of directing attention to some of the work
of Edward Long Fox, also to some investigations of my own
carried on a few years ago, and further to many perhaps
more interesting and possibly useful developments which centre
round the thyroid gland in relation to the circulation and
the heart. I shall therefore have to inquire what were the
views in vogue when Long Fox wrote on this subject, and
how have they been modified since that time.

In Chapter V. of Fox's book we see what was the most
advanced view of the disease even so recently as twenty years
ago. After quoting numerous cases in which certain coarse
lesions in the cervical sympathetic had been found in associ-
ation with this group of symptoms, amongst them a case of
my own in which there was marked shrinking of the cells
of the right inferior cervical ganglion with the conversion
of the left ganglion into a calcareous nodule, Fox admitted
that *“it is not possible to credit this system of nerves with
the causation of all the symptoms,” and he came to the
conclusion that * whilst the central origin theory gives the
only reasonable explanation of the palpitation and of Graefe’s
phenomenon, it accounts for the other important symptoms
of exophthalmic goitre by the lesion being of a vaso-motor
centre, the effects being modified and specially localised by
the influence of the cervical sympathetic.”

The varying views as to the pathology of the condition
were then summed up by Fox as follows:—

‘“ Basedow says the disease is the result of a scrofulous
dyscrasia; Aren calls it a neurosis of the sympathetic ;
Trousseau, a congestive neurosis of the whole ganglionic
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that the cardinal symptoms of Graves's disease may be induced
in dogs and in rabbits by wounding and irritating the restiform
bodies, have recently derived some support from observations
on the higher centres of the nervous system made by Tedeschi,®
who contends that the disease may be induced in dogs by
lesions of the anterior portion of the restiform bodies. He
claims that the disease is due to some anatomic or functional
lesion of these bodies, probably connected with the vagus or
sympathetic or with the wvaso-motor centre. This bulbar
alteration is followed first by hyperzmia, then hyper-secretion
of the thyroid gland, and this in turn produces other symptoms,
including the changes of metabolism.

It cannot fail to be noted that so recently as 1885 there
is no mention of any serum, vaccine, toxin, or anti-toxin; at
that time it had not occurred to anyone that the widely-spread
symptoms of this striking disease could be due to an auto-
intoxication caused by the thyroid gland, and that the condition
would in course of time come to be looked upon as the anti-
thesis of myxcedema.

My share in this work has been mainly of a negative character.
The case mentioned by Long Fox* was that of a girl, twenty
years of age, with severe symptoms of seven months’ duration,
whose persistent tachycardia (pulse being as high as 180 to 208),
cough, dyspncea, and cyanosis culminated in heart failure.
After the autopsy the hypertrophic thyroidal changes were
described in detail, and also various pathological conditions of
the sympathetic nerves and cervical ganglia. For some years
after this time I systematically examined the cervical and the
semilunar ganglia taken from the bodies of patients dying of
many diseases, and came at last to the conclusion that the
mode of preparation of the specimens was of more importance
than the cause of death of the patient, and that the changes
visible in the microscopic character of the cells of the ganglia
had little connection with the symptoms present during life.
Accordingly it has gradually become the custom to look to some
other cause than either the central nervous system or the
peripheral sympathetic and vaso-motor nerves for an explana-
tion of the phenomena of Graves's disease.
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But clinical work and experimental investigation are not
always compatible ; we can all realise how di[ﬁcu.lt it is to
carry on any experimental investigation in the mut}nﬁf, every-
day life of the physician in active work. K.lpllng has
given us a word-picture of this when he wrote something as
follows :—

“t When through the gates of stress and strain

Comes forth the vast event,

The simple, sheer, sufficing, sane
Result of labour spent.

They that have wrought the end well-thought
Be neither saint nor sage,

But men who merely did the work
For which they drew the wage."

Clinical research with most of us has to be carried on
under difficulties of recording and remembering which increase
as life advances. Fox often did the well-thought work
regardless of the wage, just as the illustrious Jenner of our
own county was able in his country work to make an undying
name by *proving all things,” and I remember that our
anthropological lecturer of last year, when doing clinical
work, always found time to note the colour of the eyes and
hair, often also the diameters of the head.

Since Fox's time the research work of the new era of
bacteriology has tended to obscure the clinical work of the
physician ; but, nevertheless, clinical observation is as neces-
sary as ever, and there are other causes of disease than toxins
and other remedies than anti-toxins. Considerations to which
I have alluded must be my plea for any incompleteness to-day
of my story of the pathology and treatment of Graves's
disease. I have not kept an accurate record of all cases,
and the mental pictures often fail in completeness and
accuracy. I cannot, therefore, give you an analysis of the
details of some hundreds of cases, such as that given recently
by Dr. George Murray in his Bradshaw Lecture of 1905. My
facts must be mainly those gleaned by others, and it is
interesting to note how many of these special lectureships
have to be quoted in connection with the subject which has
attracted so much attention during the last few years.

2
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THE LONG FOX LECTURE. 19

parathyroid glands in connection with the experiments on
thyroid extirpation was shown by the fact that the preservation
of one parathyroid will suffice to preserve the life of a dog from
which both thyroids have been removed, and Edmunds found
that a compensating hypertrophy of the retained parathyroid
occurs.’® It has been pointed out by MacCallum and Davidson™
that a comparison of the symptoms following extirpation of the
parathyroids shows that although there is a close resemblance
to exophthalmic goitre the tachycardia is not present, although
exophthalmia may be, and the violent convulsive movements of
the hypo-parathyroidal condition are the representatives of the
nervous tremor of Graves. It has been thought that the
parathyroid feeding may be effective clinically where the thyroid
medication has failed ; accordingly Gley'® treated exophthalmic
goitre with the parathyroids of the ox, and he reports that Moussu
had in one case obtained marked improvement therefrom. In
another case twelve raw parathyroids of the ox had been given
daily, but with no appreciable effect. More recently Walsh,'®
after some experience of this method, came to the conclusion
that there are no grounds for the idea that insufficiency of the
parathyroids plays any important part in Graves's disease. A
general summary of the parathyroid glands in Graves's disease
has just now been given by Lawrence Humphry,'7 who in
several fatal cases of exophthalmic goitre found the parathyroid
glands to be invaded with extensive infiltration of fat, but in
none of them did they show any signs of compensating
hypertrophy or tendency to the formation of colloid.

The whole question of the pathology of Graves's disease
was recently summed up very tersely by Hector Mackenzie.i®
After commenting on the emaciation which is common!y present
in any fatal case, and which is presumably due to the increased
metabolism, which is well known to be one of the most striking
symptoms of the disease, he points out that the most obvious
feature is the thyroid swelling. The gland enlarges, generally in a
uniform manner affecting all parts equally, the veins on the surface
are dilated, and the nutrient arteries are dilated and tortuous.
The substance is soft in consistence excepting in long-standing
cases, and on section it is easy to see a marked hypértrophy of
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THE LONG FOX LECTURE. 33

some fairly good results from X ray and other electrical treat-
ment of this disease.

One question remains on which it is essential that something
further must be said. It has frequently been stated that
operative treatment gives good evidence In favour of the
thyroid origin of the disease; doubtless this is so, but at what
cost is this knowledge gained ? The mortality is well known to
be exceedingly high, and in spite of the apparently favourable
reports of Kocher and others, it is generally admitted that the
results are, in Osler's words, “notoriously uncertain.” In these
days only partial removal would ever be advocated, and this
usually as advised by Kocher with the help of a local anasthetic,
never with ether or chloroform, and bearing in mind that
thyroidectomy is much more fatal to the young than to adults.
Murray remarks that the risks of surgical treatment are so
great that he does not consider partial thyroidectomy is
advisable; in two cases in which he had seen this operation
performed both patients died within an hour or two. Mackenzie
also states that two of his patients had died as a direct result
of the operation. I can recall other cases in which death took
place within a few hours.

One of these was that from which some of my photographs
were prepared,® that of a woman, #t. 34, admitted on June 17th,
1895, with the ordinary symptoms of Graves's disease, of
medium intensity. After six weeks with little indication of
improvement it was decided to operate. A surgical colleague
advised this, and at the end of July removed the right lateral
lobe. The result was disastrous, though the operation was
quickly done, and the bleeding was slight; yet in about thirty
hours the patient died with pyrexia, rapid pulse, and delirium,
culminating in heart failure.

In a case recorded by Dr, Arthur J. Hall® two operations
were successfully performed, but with only partial and very
temporary improvement, although the whole of the right lobe
and the isthmus had been removed. I am indebted to Dr. Hall
for the further report of the case, from which it appears that a
third operation—the removal of the rest of the thyroid—was
speedily followed by tetany, bronchitis, and death,

5
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