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Hodgkin's disease. A recent writer has stated that this
disease “ presents the most hopeless condition in the whole
domain of medicine.” It cannot be denied that there is much
truth in such a statement; it may, we trust, prove to be too
emphatic. In this lecture I propose to draw your attention
to certain manifestations of thiz dizsease in the hope of
stimulating interest and investigation.

It is clear that the seriouns nature of the malady and the
mystery of its oceurrence must have made an impression on
the mind of Dr. Thomas Hodgkin when he wrote his paper
on * Some morbid appearances of the absorbent glands and
spleen ! in the year 1832. In the series of cases he describes
he saw and noted the association of prolonged illness with
enlargement of the lymphatic glands and the formation of
new tissue resembling the lymphatic glands in the spleen.
It cannot be said that his observations are presented in a ver
attractive form. Hodgkin apparvently did not proceed wit
his investigation of the subject, and the record of his dis-
covery appears to have been almost forgotten. Dr. Richard
Bright* referred to Hodgkin's cases in his description of
certain abdominal tumours, but with this exception Hodgkin's
observation seems to have been lost sight of until Sir Samuel
Wilks®* once more drew attention to the subject of * Enlarge-
ment of the lymphatic glands combined with a peculiar
disease of the spleen " in 1856, and, recognizing the priority
in discovery, spoke of ** Hodgkin's disease.” ilks strangely
had been in ignorance of Hodgkin's description during his
earliest work on this subject, but at the end of his paper he
writes: ** It is only to be lamented that Dr. Hodgkin did not
affix a distinet name to the disease, for by so doing I should
not have experienced so long an ignorance—which I believe
I share with many others—of a very remarkable class of
cases, the recognition of which would have guided both
myself and others to an explanation of some more recent
cases coming under our notice.” If Sir Samuel Wilks could
now look back on the record of descriptions and investiga-
tions of this disease he would sympathize with the difficulty
of affixing a * distinct name to tﬁa disease.”

Since those days the dizease has been carefully studied,
using all the means at the disposal of modern investigation ;
its possible association with tuberculosis has been discussed—
many have held that it is in reality an unusval manifestation
of tubereunlosis infection, an opinion probably now held by but
few : the peculiar fever associated with the disease has been
noted and looked upon as evidence that the disease is an un-
recognized form of relapsing fever. Its relations to disorders of
the blood, especially the varieties of lenkaemia, have been in-
vestigated, and still we are unaware of the cause of the disease
or its exact morbid relationships. The various synonyms
which have been suggested are in some cases nseful in laying
stress on features of the malady; but it appears to me best
still to adbere to the name of * gkin's discase,” especially
as new “distinct names " do not take into account sufficiently
the fact which becomes more evident—that we are dealing
with a general specific disease associated with progressive
infection of susceptible structures.
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A very interesting chapter of medical bibliography could
be written respecting Hodgkin's disease, especially if note
were made of some of the distingnished writers.

The disease is so widely distributed, and its main features
are now so well given in many textbooks, that it is nonecessary
as well as inopportune for me to describe them in this place.
I propose to illustrate points in its symptomatology, using
for this purpose cases recently under my own observation.
I think that the cases will support the conception of the
malady which I have stated.

Tae OccureENoE oF Unvsvarn Proreiy 1w tEE URINE.

Apart from the complication produced by true nephritis,
I believe that the occasional or temporary occurrence of
albomin in the urine in small quantity i¥ not uncommon in
Hodgkin's disease, just as in many other chronic maladies,
and 1s probably not of special significance; but the incident
I am about to relate is in a different category. 1 have had
recently under close observation, until the time of his death
in Charing Cross Hospital, a case of the disease in a man.
Early indications of fhe disease, such as enlargement of the
cervical and inguinal glands, appear to bave been noticed in
the early part of 1919, He came under my close observation
in 1920, and was then in fair health, although the nature of
hiz malady was clear. In July, 1920, 1 examined his urine
carefully; it had a specific gravity of 1.016, and contained
no albumin and no sugar. 1 again saw him in the early part
of 1921, when he told me that something unusual had
happened ; at night-time, he said, he was troubled by having
to pass urine in large quantities, althovgh during the day-
time he was little disturbed in this way, On esamining his
urine on this oceasion I found the speecific gravity to be 1,014,
On proceeding I saw the faintest possible clond after acidulat-
ing the urine and heating. To my surprise this cloud
disappeared on heating still further, and showed itself again
on cooling. Treating the urine with pieric acid saline
I obtained a heavy floceulent precipitate estimated in an
Esbach’s tube to be about 14 parts per 1,000 It was now
quite clear that the urine contained a prolein of unusual
character, and I suspected that it might be an example of
“ Bence-Jones albumin.” Careful and repeated examina-
tions showed that this peeniiar protein was constantl
present. It occurred in large quantities, varying from 1 to g
up to 10 to 15 parts per 1,005 by Esbach's method. This
peculiar protein remained present during the vest of his life:
the symptom of polyuria gradually diminished, and in the
later stages the amount of this protein present was con-
siderably less than when first observed, Fortunately, when
the patient had to be admitted to hospital I had the co-
operation of my colleagne Mr. Sydney W. Cole. The
characters of the precipitate have been carefully investigated,
both at Charing Cross Hospital and in the Biochemical
Laboratory, Cambridze. 1 hope that Mr. Cole will publish
shortly a full deseription of this unusual substance. In the
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meantime, by way of identification, I can give the following
description sent to me by Mr. Cole :

The protein is similar to the * Bence-JTones albumin' in that
it is coagnlated on heating, redissolves on further heating, and
reappears on cooling. It differs in several respects :

Bence-Jones Protein., ' New Protein,
Cosgnlates af temperatures Under the most favonrable
nnder 55° C. conditions it does not coagulate
nnder 75 C. Full coagunlation at
T9° to 84° C.

Coagolates at 55° . in the Onlyecoagnlatesin the presence
presence of a minimum amounnt of a considerable amount of

of salt and acid. acids, and salts like sodinm
chlorvide or ammoninm sulphate.
Difficult to coagulate. Becomes quite insoluble if

kept at 80° C. (in the presence
of acid and salt) for some min-

ntes,
Even when highly diluted Not precipitated by HCI under
exhibits a white ring of pre- any conditions,
cipitate when poured uopon
strong HCI (Bradshaw’s teat).

The new protein is best detected by noting the precipitate in the
cold with sulpho-salicylic acid—the urine itsell failing to give a
heat coagulum under optimum conditions of reaction (that is, just
aclil to brom-cresol-purple). The new protein often separated in
flocenli as the urine cooled.

Microscopie and other investigations of the urine were fre-
%uﬂntly carried out, and gave no evidence of true nephritis,

he autopsy completely confirmed the diagnosis of the case.
The kidneys were unusually affected ; e capsules were
greatly thickened, but stripped off easily. There were cysts
in both kidneys; mieroscopical examination showed that the
cortices of the kidneys contained small areas of the charac-
teristic overgrowth of the disease.

Tae Fever oF Hopekin's DISEASE.

In all ecases of this disease the body temperature is raised
at some time. On looking over many temperature charts the
oceurrence of fever seems often to be irregular and compara-
tively mild in degree. But in a few cases the course of the
temperature i8 extraovdinarily regular, both in its exaggera-
tions and in its rvelapses. In a characteristic case the chart
is one of the most remarkable within medical knowledge.

The temperature of other cases, which appears at first sight
to be irregular, on closer examination gives evidence of a
definitely periodic course. The peculiar character of the
temperature has attracted the attention of many observers;
1t8 occurrence was emphasized by Pel' of Amsterdam, and by
Ebstein® of Gottingen, who described such cases as examples
of an unusual type of relapsing fever.

I have recently had under my observation a patient whose
temperature was a very perfect example of this relapsing
type. 1 have a complete record of his body temperature
during a period of five months preceding his death. After
being nursed at home, and later in a private nursing home, he
was admitted to Charing Cross Hospital under the care of
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my colleague Mr. Peter Daniel. I had therefore frequent
opportunities of seeing the patient during the last two months
of his life.

On examination little could be made out in the way of
physical signs. None of the easily palpable lymphatic glands
were enlarged, although 1 suspected that the retroperitoneal
lymph glands might be. These, however, were not easily
palpable. After death the glands extending along the whole
of the left side of the lumbar vertebrae formed a large mass,
the glands in the groin were also enlarged, and there were
white nodules in the spleen.

During the relapses of the fever he was deeply unconscious,
with low delirvinm, and resembled a severe case of typhoid
fever about the third or fourth week. When the temperature
remitted he recovered conscionsness to a very marked degree
and improved greatly in general appearance. But even in the
afebrile periods the patient was obviously seriously ill.

On studying the temperature chart we observe that
the fever iz mavkedly relapsing in type; there are febrile
peviods of from five to eleven days in duration, succeeded by
periods of pyrexia usually longer than fhe periods without
fever. The pyrexial period in what may be regarded as
atypical outbursts lasts for about twelve days; the cycle of
the disease, reckoning from the commencement of the afebrile
period to the end of the period of pyrexia, appears to be on the
average about twenty days.

The rise of the body temperature is rapid, reaching an
elevation from subnormal or normal to 104° or 105° in the
course of forty-eight to sixty hours. This rapid rise was
associated with a eertain amount of shivering and other
evidences of a febrile attack, especially with rapidly increas-
ing and severe toxaemia. During the period of raised
temperature the patient was almost unconscious, as if
severely poisoned; he could, however, be roused to answer
simple questions, but with great difliculty.

Atter the period of eleven or tweve days the fall of
temperature took place, usnally more rapidly than the rise.
Thus a fall from 104° or 105° to subnormal ranges of 96° and
97° would oceur within forty-eight hours. After four or five
days of subnormal temperature the curve would again rise
slowly towards the normal, then suddenly the upward curve
would show itself, indicating the commencement of the period
of relapse.

This temperature chart also snggests that two attacks of
fever might succeed each other rapidly, so that there would
be an unusually long pyrexial period of about twenty-one
days, but during such a prolonged febrile attack definite
remission of fever occurs, indicating the usual limit of a
febrile period, succeeded immediately by a new access of
fever. It was remarkable how rapidly the patient recovered
consciousness when the temperature fell.

I have had this prolonged record of fever reduced from the
four-hourly charts to a small scale of one-tenth of an inch to
each observation (see Chart). As nearly as possible I have
taken the temperature record of 8 o'clock in the morning and
B o'clock in the evening as indicating the course of the fever.
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The reduction has brought about the appearance ot exaggera-
tion of the variations of temperature relatively to the time.
Bearing this in mind the reduced chart demonstrates very
well the peculiar relapsing nature and the severity of the
fever. 1 owe to my friend Professor Arthur J. Hall® of
Sheffield the suggestion of arranging such prolonged tempera-
ture curves in the way described. Professor Hall showed me
a chart arranged in this manner in a similar case of prolonged
Hodgkin's fever.

On examining such a temperature curve we get a strong
impression that the disease characterized by this fever is
caused by a specific poisoning; also that this poisoning is of
infective and in alF probability of parasitic nature; and
further, that the periodicity of the temperature depends on
some such event as the life cycle of a parasite. It is a facile
suggestion to make—that the infective agent may be a pro-
tozoon. Unfortunately, as yet we have no definite evidence
that a parasite is the cause of Hodgkin's disease.

Tre Curtaxeous Siens oF HopGkin's DisEAsE.

Probably in all infections certain tissues are more susceptible
to the morbid influence than others. This is very clearly the
case in Hodgkin's disease. The lymphs glands and allied
structures are peculiarly susceptible. It might at first be
thought that as the skin does not contain obvious lymphoid
structures, with the exception of the all-pervading lymphatic
channels, it would not usually show signs of the malady, but
the observation of patients teaches that the skin not unusually
gives evidence of the disease. These manifestations fall into
two categories. By far the most important is the appearance
of small erythematous points or macules on the skin of the
body and the extremities. Sometimes these become dis-
tinctly papular, raised a little above the surface; usually
they disappear, leaving a faint staining of the skin. Very
rarely these papular lesions become slightly vascular. In
association with the enlargement of the lymphatic glands, the
cutaneous condition closely resembles t‘}{m severer forms of
prurigo. As the result of these lesions, aggravated by friction
and seratching, wide areas of the skin may become thickened
and swollen, producing an exaggeration of the natural
texture of the skin, emphasizing the folds and wrinkles, and
giving an elephantoid appearance. This condition of the
skin closely corresponds in appearance with what has been
named lymphodermia. Coexisting with the above state the
surface of the skin may be dry in some cases, desquamating
in fine scales, and very often showing widespread pigmenta-
tion of a pale yellow-brown colour. But the most important
of all the cutaneous symptoms is pruritus. 1 believe that the
misery experienced by the itehing in some cases of Hodgkin's
disease is unexampled in other maladies. It seems to oceur
very commonly in mild degree, bnt in those cases in which
the papular lesions develop the itching is intense and most
exhausting. Nothing seems to be able to control the desire to
scratch and rub the affected skin. The patients scratch open
the papules, and only then will they admit that they have
a certain amount of relief. Anyone who has to deal with
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a severe case of Hodgkin's pruritus will not fail to remember
the misery of the patient and the difficulties experienced
in advising treatment.

The histological examination of the skin in such cases
shows two sets of lesions. In the first there are the usual
changes occurring in severe non-pyogenic dermatitis. Such
changes might arise from the specific poison of the disease
iteelf or as the result of absorption from the newly formed
tissues of the diseaze. Secondly, in 2ome cases the formation
of new cells in the neighhﬂur{uud of the blood vessels and
lymphatic chanvels seems to be of a special character and
to resemble the characteristic overgrowth of the disease.

In addition to these generalized cutaneous conditions, which
are not very uncommon, there occurs much more rarvely the
formation of small tumours and nodules in the skin., They
are often numerous, small, up to the size of a broad bean,
flattened rvather than definitely raised from the surface, and
pale pink or brownish in colour. The histological examina-
tion of these nodules shows that they are composed of the
characteristic Hodgkin's “ granuloma.” These nodules may
occur apart from the other indications which I have
mentioned.

These cutaneous lesions are not only important in them.
selves, but they have a close resemblance to the skin
manifestations of other diseases. The most striking of these
is the distressing malady known as mycosis fungoides. Just
as in Hodgkin's disease, mycosis fungoides seems to be caused
by a general infection of the body. Tle entaneous manifesta-
tions fall into two groups : a widespread inflammatory change
in the skin, and the formation of tumours. The histology of
the tumonrs closely resembles the histology of the granuloma
in Hodgkin's disease, so much so that certain very competent
observers have come to the conclusion that mycosis fungoides
is but a special manifestation of Hodgkin's dizease, affecting
mainly the skin. Itis very important as well as interesting
to note that the cutaneous manifestations in the varieties of
lenkaemia also resemble in many of their features the condi-
tions mentioned. There may occur a widespread pruriginous
dermatitis on the one-hand, and the formation of nodules
composed of characteristic cellular elements on the other.

TREATMENT.

As we are yel ignorant of the cause of this disease, its
treatment is unsatisfactory. There is still too much truth in
the opinion that there is no recorded ease of cure or recovery.
There are, however, methods of alleviation.

Arsenie seems to be the only drug which bas any beneficial
inflnence. A considerable amount of evidence shows that the
drug is of value, at any rate in certain cases. It has been
used in various ways—by the mouth, subcutaneously, and,
sinee the introduction of the salvarsan group of preparations,
by intravenous injection. I have used the drug in a consider-
able series of cases, and have come to the conclusion that
benefit is most eonveniently obtained by its administration in
the form of sodinm cacodylate. The plan I usnally follow is
to prescribe the cacodylate in quarter-grain doses by the
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mouth, repeated during the day till a8 much as & grain or a
grain and a half is administered daily. The patients bear
this preparation well, with little intestinal discomfort. It
is usually an é/inﬂicn.hiun to stop administering the drug, tem-
porarily, whén the characteristic garlic-like odour can be
appreciated on approaching the patient closely. As a result
of the administration of the drug, I believe that I have seen
the glands diminish in size and the patients become more
comfortable. A point of some interest has to be borne in
mind, It appears that in some of the cases who have
developed the characteristic pruritus of the disease, arsenic,
at any rate after a time, seems to increase the pruritus.
On stopping the drug I have known the pruritus diminish
in degree.

A gecond method of treatment of undoubted value in
certain cases of the disease is the use of ®» rays. The most
distressing and dangerous complications of the disense occur
when the glands within the thorax are affected. They may
increase in size, producing at first discom!ort, then symptoms
of serions dyspnoea with stridor, owing to the pressure of
the tomours on the trachea, bronechi, and other structures.
A good many cases are now on record showing that the
careful nse of « rays in such cases of mediastinal Hodgkin's
disease has brought about a great improvement in the
symptoms and much comfort to the patient. Mot only so,
but repeated z-ray examination of the cliest in these cases
shows very clearly that, at any rate. the shadow produced by
the tumour is greatly shrunken, no doubt owing to diminution
in size of the glandular masses,

I have under observation at the present time a lady who
was brought to me with clear evidences of Hodgkin's disease.
There were enlarged glands m the axilla and 1n other parts
of the body, but the main seat of the disease seemed to be
those in the right side in the mediastinum. The patient
suffered from dyspnoea with severe exacerbations and much
stridor, so that her life was in immediate danger. She was
treated by my late colleague Dr. Ironside Bruce, more than
fwo years ago, with very satisfactory results. The patient
improved, the dyspnoea and other discomforts almost dis-
appeared, and she was able again to undertake her duties
in her house. More than a year after a recurrence of the
symptoms took place and she was once more treated by Mr.
Stanley Melville. The favourable results, with relief of the
symptoms, once more occurred. The patient after two and
a half years still remains free of her symptoms and is able to
carry on her duties. (See Figs, 1 and %.}

In this case an enlarged gland was removed from the right
axilla and shows the characteristic histological structure of
the disease. I am glad to be able to demonstrate the @-ray
photographs in this case, before and after treatment, and
I have also had the advantage of comparing with these the
z-ray photographs in a very similar case with similar results
treated by my colleagne Dy, Russell Reynolds.

There 18 one observation I shounld like to make with respect
to = ray treatment of this disease—the lesson was sirongly
impressed npon me when treating some cases with the help
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of my late colleagne Dr. Ironside Bruce. It seems to be
possible in certain cases, and apparvently when too rapid
resolution of the lymphoid masses takes place under = rays,
that very severe reactions with serious rise of temperature
and other untoward results may follow the z-ray exposures.
This phenomenon suggests that alien protein poisoning occeurs
as the result of the breaking down and absorption of the newly
formed cells. It must, however, be stated that the tumours
of Hodgkin’s disease do not always diminish under x rays.
In some cases the application has little or no beneficial effect;
it is possible that in these cases much fibrous change has
taken place in the glands, so that little beneficial effect from
« rays can be expected. '
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IEDITORIAL COMMENT.]

A sap interest attaches to the article on Hodgkin's disease
published this week (p. 1201). Sir James Galloway was pre-
paring a post-gradoate lecture on the subject at the time
when he was taken ill, and it was in his mind at the last.
The notes he left have, as an act of piety to his friend, been
put together by Sir William Hale-White, who has little doubt
that the lamented aunthor had intended perhaps to expand
the lecture and almost certainly to complete it by some
further discussion of the observations and theories he
recorded. KEven asit stands now it well illustrates Galloway's
qualities as a physician and his attitude towards the more
modern metheds of studying disease. While he put first
clinical observation, coupled in any particular case before him
with a consideration of the individual patient, he always had
in mind the institutes of medicine, and was ever ready to
study the suggestions continually lowing from physiology and
pathology into the broad stream of medicine. The lecture
affords more than one illustration of this. 'he discovery that
the urine in the firat case he relates contained a peculiar
protein at once aroused his attention. He recognized that
1t resembled Bence-Jones’s albumin, and sought the expert
help of Mr. Sydney W. Cole, who established the faet that the
substance was a new protein, differing from Bence-.Jones's
albumin in the respects briefly stated in the lectare. We may
express the hope that Mr. Cole may shortly pubiish a fuller
account of it, and that other physicians will look ount for it
in similar cases. BEarly in his career Galloway had given
special attention to diseases of the skin, and the descriptions
in this lecture of the cutaneous manifestations to be observed
in Hodgkin's disease are of great value; commonly these
manifestations are mentioned only briefly in text bools, and
yet they may be of very considerable importance. That the
pruritus occasionally observed may be so intense as gravely to
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