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2 ADDISON'S DISEASE. [LECT, 1.

present century, and which may with propriety be ranked
side by side with Dr. Bright's discovery of the relation
between dropsy and disease of the kidneys, has never,
hitherto, been made the subject of any of the lectures
delivered before this College, of which the discoverer was so
distinguished a fellow.

And now, Sir, before I address myself to my proper sub-
Jeet—Dr. Addison’s discovery—permit me to say a few words
respecting Dr, Addison himself ; for it seems to me that to
show, though of necessity but briefly, from what, and how,
Thomas Addison rose to become one of the most eminent
physicians and ablest clinical teachers of our day, is, on the
present occasion, only a fitting tribute to his memory.

Dr. Addison belonged to that class of men, so numerous
in this country, who, by their abilities and energy, have
raised themselves from the lower ranks of society to the
most exalted positions in their respective callings. He was
born in the autumn of 1793, at Long Benton, a small rural
village in Northumberland, situated about three-and-a-half
miles from Newcastle-on-Tyne. His father was a grocer and
flour-dealer ; but, though of humble station, he must have
been a man of enlarged views, for he not only gave his son
the best elementary education within his reach, but he
aspired to start him in life on a much higher soecial level
than his own. Dr. Addison himself told me that his father
had designed him for the law, but that personal predilec-
tions had induced him to embrace the profession of medicine.

Addison was first sent, with his brother, to a school kept
in a roadside cottage by one John Rutter, the parish clerk ;
from whom also, some years later, Robert, the son of George
Stephenson, received his elementary education, whilst his
father was engine-wright at the neighbouring Killingworth
collieries. Addison was subsequently removed to a school of
a somewhat higher class, either at Newcastle- nn:T}me, or at
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a place called Three-mile Bridge, on the great North road.
From thence he went to Edinburgh, and became a medieal
student.

Fortunately, his father had the means, as well as the
desire, to afford his son every possible advantage for acquir'ng
a knowledge of his profession. The opening out of collieries
in the parish had largely inereased his custom among the
pit-folk of the neighbourhood, and he had become rich for
his station. Addison, therefore, after passing through the
necessary curriculum of medical study in Edinburgh, and
taking the degree of M.D., was enabled to come to London,
where he first became house-surgeon to the Lock Hospital,
and subsequently physician to the Carey Street Dispensary,
and also, I believe, to the Royal Infirmary for Children
and Women in Waterloo Road. Soon after his arrival in
London he had entered himself as a pupil at Guy’s Hospital,
and, in a comparatively short space of time, he was raised ta
be a member of the medical staff of that institution. In
this position he speedily made for himself a great reputation
as a practical physician and clinical teacher,

The wide experience acquired in such varions fields of
study, together with his own great natural powers of obser-
vation, sufficiently explain the apparently intuitive knowledge
of disease, and almost unrivalled powers of diagnosis, which
formed the basis of Addison’s great and real success in pro-
fessional life. For his success was real. It was not small,
if estimated in the lower sense by its pecuniary results; but,
if estimated in the far higher sense by achievement and
reputation, his success was great indeed, and such as only a
favoured few can hope to equal, In some subjects he was
far in advance of his day. Pathological truths which he
enunciated thirty years ago, with respect to diseases of the
lungs, have only recently won their way to general accept-
ance. The discovery with which his name will ever be

B2



4 ADDISON'S DISEASE, [1ECT. 1.

associated was published to the medieal world nearly twenty
years ago, and has not yet been generally accepted, nor even
generally understood.

Dr. Addison died at Brighton in June 1860, and was
interred at Lanercost Abbey, in Cumberland, from whenece
his family had originally sprung, and where his paternal
grandfather had been a respectable yeoman. I trust, Sir,
that this slight sketch of the life and labours of one of the
most eminent members of our body will not be deemed an
unsuitable prelude to lectures which are ex pressly devoted to
the elucidation of his most famous work.

Dr. Addison had been for nearly thirty years on the
medical staff of Guy’s Hospital when be discovered the
existence of the disease to which Trousseau, if I mistake
not, was the first to apply the name of ¢ Addison’s Disease.’
To quote his own words, he had, for a long period met with
a very remarkable form of general anmmia, occurring without
any discoverable cause whatever—cases in which there had
been no previous loss of blood, no exhausting diarrheea, no
chlorosis, no purpura, no renal, splenic, miasmatie, glandular,
strumous, or malignant disease;’ and which he therefore
termed ¢idiopathic anmmia.’ <The disease, he said, ¢ pre-
sented in every instance the same general character, pursued
a similar course, and, with scarcely a single exception, was
followed, after a variable period, by the same fatal result.’
He further stated that the leading and characteristic features
of the morbid state to which he would direct attention were
‘an®mia, general languor and debility, remarkable feeble-
ness of the heart’s action, irritability of the stomach, and a
peculiar change of colour in the skin, oceurring in connection
with a diseased condition of the supra-renal capsules,” ¢ The
characteristic discoloration,’ he says, ‘pervades the whole
surface of the body, but is commonly most strongly mani-
fested on the face, neck, superior extremities, penis, and
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only very part.al discoloration of the skin, not at ail corre-
sponding with the graphic deseription I have quoted from
the first pages of his book. The mistake made by Addison
with respect to these cases was the more remarkable, because,
in the first place, as we have seen, he himself states that the
chief motive of his investigation had been to determine the
cause of certain symptoms, which had attracted his attention
for the very reason that they could not be accounted for by
any discoverable disease ; and, in the second place, his great
knowledge of skin affections must have made him familiar
with the fact, that various organic and cutaneous diseases are
attended by more or less pigmentation of the skin, though
none of them by pigmentation presenting all the peculiar
characters of the discoloration which he had deseribed.
These mistakes were doubtless due to the enthusiasm of
mind attendant on his discovery, which led him to endeavour
to include as much as possible within its scope; but, unfor-
tunately, their effect has necessarily been to confuse his own
true clinical and pathological deseription, and to give rise to
misconceptions which are still far from being eradicated.
We have Dr. Wilks's authority for the fact that, at a later
period, Addison’s views were more in accordance with our
present knowledge ; but, unfortunately, he did not live to
revise his monograph.

As is known to have oeccurred with regard to most other
diseoveries, several previous observers had stumbled upon the
facts which Addison discovered, but had failed to recognise
the connection between them. Nearly thirty years before the
date of Addison’s discovery, his eminent colleague, Dr.
Bright, had observed and recorded, in his celebrated ¢ Re-
ports of Medical Cases,” a case of Addison’s disease.! It was
in all respects a well-marked example, and Addison included
it in his monograph, where it stands as Case V.  Mr. Sibley

' Reports of Medical Cases.  Vol. 11 London, 1831. P. 247,
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also, in 1854, recorded in the Medical Register of the Mid-
dlesex Hospital the case of a patient of Dr. Seth Thompson’s,
who had presented all the chief symptoms of Addison’s
disease, including the discoloration of skin.! The late Dr.
Kirkes likewise reported a case that had occurred in St. Bar-
tholomew’s Hospital several years before the publication of
Addison’s discovery, in which the asthenia, nausea, vomiting,
and faintness seen in Addison’s disease had been observed
during life, and in which, after death, the only lesion found
was the particular lesion of the supra-renal capsules which I
shall hereafter show to be invariably associated with that
disease.?

At a still more remote period, Dr. Schotte recorded, in the
Halle Hospital Reports for 1823, a case of disease of the supra-
renal capsules, in which the clinieal history and symptoms and
also the pathological appearances were those of an almost typi-
cal case of Addison’s disease,? and in all respects closely resem-
bled those observed in the case of a girl who died of Addison’s
disease under my own care in 1865.* It is true that neither in
Dr. Kirkes’s nor in Dr. Schotte’s case was any discoloration
of skin noted, but we need not therefore infer that it was
necessarily altogether absent, seeing that in my own case, to
to which I have referred as almost parallel to Dr. Schotte’s,
the diseoloration, though characteristic, was so slight that
it might have been readily overlooked, more especially at a
time when its importance as an indication of the nature of
the disease was totally unknown. In such circumstances, we
may be sure that the discoloration of the skin in Dr. Bright’s
and Dr. Seth Thompson’s eases must have been well marked,
or it would not have held the prominent place it does in the
description of the symptoms. I refer to these two last cases
with especial pleasure, because more striking illustrations

! See Appendix A, p. 142, Case xav.  ? Case 198, Appendix B.
* Case 192, Appendix B. i See Appendix A, p. 107, Case u,
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can scarcely be adduced of a truth which I have always
deeply felt, and which was so well expressed by our last
Harveian orator, Dr. West —namely, that ¢mere details, of
which, when we have ascertained them most certainly, we
yet cannot see the purport or the uses, will sooner or later
surely find their place.

I cannot, Sir, close these introductory remarks without
some reference to two distinguished living members of our
profession, but for whose labours Addison’s discovery might
possibly, at the time, have attracted much less attention. Soon
after the publication of Addison’s monograph, Mr. Jonathan
Hutchinson gave a widespread impulse to the discussion of
the subject, by collecting and publishing, in the ¢ Medical
Times and Gazette,’ alarge number of cases, bearing upon the
question of the reality of the disease and its relation to a
morbid process in the supra-renal capsules. To Dr. Wilks
we are even more deeply indebted for much of the advance
made towards our present knowledge of the disease. In a
succession of papers, published from time to time in ¢ Guy's
Hospital Reports,” he described all the chief symptoms of the
disease, and more especially the pathological appearances
found in the supra-renal capsules, in a large number of cases,
which had either occurred in the practice of the hospital, or
had been submitted to him by other medical men for exami-
nation. He also prominently brought forward the truth,
obseured by the admission of the spurious cases into Addison’s
monograph, that all genuine cases of the disease are due to
one and the same characteristic lesion of the supra-renal
capsules,

Notwithstanding the misconeeptions which have prevented
the general recognition of the truth of Addison’s discovery,
we have made, as I have said, much advance in our know-
ledge of the disease since Addison’s time.  More than three
hundred cases bearing upon the subject have now heen re-
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corded ; some in almost every country in which medical
seience is eultivated. Of these many are unfortunately so
imperfectly reported that mo positive conclusions can be
drawn from them as to the existence of Addison’s disease ; and
others again, which present neither the clinical nor patholo-
gical conditions deseribed by Addison, are obviously not cases
of Addison’s disease at all, although many of them have been
published as such. But, on the other hand, by far the larger
nnmber are true cases of the disease, having presented, in a
more or less developed form, its characteristic clinical pheno-
mena together with the particular lesion in the supra-renal
capsules ; whilst a very considerable proportion are what I may
term ¢ typical® cases; that is to say, cases like Addison’s
own, in which not only the constitutional symptoms and dis-
coloration of skin were more or less fully developed, but in
which, also, no pathological lesion of any importance was
found, except the one partieular lesion in the supra-renal
capsules. Several of these typical cases have come under my
own care or observation,! and I pass now to the delineation
of the living picture of Addison’s disease, as it has repeatedly
presented itself to me in these and other cases; unmistake-
able, almost at first sight, to one who held the key of the
mystery supplied by Addison’s discovery.

Progressive asthenia, often originating without any ap-
parent cause and seldom dating from any definite period, an
indeseribable aspect of listlessness or depression, great languor
and indisposition for exertion, remarkable weakness of the
heart’s action, and small, feeble, compressible pulse, loss of
appetite, irritability of stomach, nausea, and retching, are
symptoms almost invariably present. There are usually more
or less severe and frequent pains in the loins, hypochondria,
or epigastrinm ; and, not uncommouly, also tenderness on
pressure in one or both hypochondria, with an almost spas-

1 See Appendix A, pp. 101-125, Cases 1. to v
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modic rigidity of the abdominal muscles, as if they were in-
stinctively contracted in order to protect the more deeply
seated parts from pressure. In advanced cases vomiting is
seldom absent, and is sometimes spontaneous and irrepres-
sible ; there are usually breathlessness and palpitation on
making any muscular effort; frequent sighing or yawning,
and sometimes persistent hiccup; generally faintness or
giddiness on rising, or even on being raised up in bed.

Notwithstanding, however, the great feebleness, which is
one of the invariable symptoms of the disease, there is, in
uncomplicated cases, comparatively little or no real emacia-
tion ; but, on the contrary, together with some appearance
of partial wasting, there is always a fair amount, and often a
considerable excess, of subeutaneous fat, and the skin remains
soft and smooth. The temperature, as a rule, is rather below
the normal ; the skin and the extremities are cool, if not
cold, to the touch ; the urine is often small in quantity, and
generally of low specific gravity and deficient in solid con-
stituents ; the bowels are mostly confined ; and the tongue
usually remains clean and moist, until the advent of the
typhoid symptoms, which often supervene during the last
days of life.

The mind is often clear to the last ; but so great is the
prostration, in the latest stage of the disease, that the patient
lies in a drowsy, semi-comatose state; from which he ean,
nevertheless, generally be roused by questions addressed to
him, and he then gives pertinent though slow and monosyl-
labic answers. In this stage of the disease, the temperature
sometimes falls considerably below the normal. Death takes
place by asthenia, and sometimes, at the last, almost suddenly,
apparently in syncope. There is, on the other hand, in many
cases, towards the close of life, incoherence or delirium,
sometimes low and muttering, sometimes more loud and
active ; and in this class of cases death often takes place in
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coma. In one of my own most typical cases the patient had
a convulsive fit, and lay for some hours before death with
firmly closed jaws and great rigidity of the muscles of the
abdomen and extremities. He was seemingly unconscious;
but, whenever he was touched, convulsive twitchings took
place, either of the face or of the whole body.!

Various other symptoms, equally referable to disturbance
of the nervous system—such as vertigo, numbness and anes-
thesia of the face and arms, and more rarely of the lower
extremities, dimness of sight and flashes of light before the
eyes, noise in the ears and deafness, tremors, rigors, subsultus,
and even epileptiform seizures—have been recorded in a con-
siderable number of cases as oceurring in the course of the
disease, and in a few as having been the principal symptoms
observed during life, except the invariable languor and
debility. Another symptom which has been not unfrequently
observed, especially near the close of life, is the exhalation of
a fetid odour from the patient’s body. It has been present
in several of the cases which have been under my own care,
and has appeared to me to be most marked in those persons
whose skin had become most deeply and generally discoloured.
It has been stated by some observers to be identical in
character with the peculiar odour known to be exhaled from
negro-skin, but on this point I have no personal experience.
As far as my own observation goes, this fetid odour has only
been developed towards the end of life, and it has seemed to
me to partake somewhat of the cadaverous character.

To this sketch, of the characteristic constitutional sym-
ptoms of Addison’s disease, I must add a description of the
peculiur change of colour in the skin, as it has struck my own
eye in every advanced case. This change of colour consists,
as is generally known, in a gradual darkening of the skin of
various parts of the body, or even of the whole body. The

Y See Appendix A, p. 117, Case vi.
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aspect of this discoloration, when fully developed, is very
remarkable, and gives to the patient the appearance of be-
longing to one of the dark races of mankind. Most fre-
quently it has a dusky, smoky, or yellowish-brown hue, but
sometimes it is of an olive or green-brown colour, and, in the
most deeply pigmented parts, approaches to the hue of negro
skin.

The discoloration of skin in Addison’s disease is nof
uniform- over all parts of the body, but commences earlier
and becomes deeper on some or all of the exposed parts, such
as the face and neck, and the dorsum of the hands and
fingers; and on some or all of those parts which are natu-
rally the seats of more pigment than the general surface ;
namely, the axille, abdomen, groins, genital regions, nipples,
and especially the areoli. The deep discoloration of these
last may, in my opinion, be regarded as one of the most
decisive external signs of Addison’s disease, and the appear-
ance of small, well-defined black specks, like blatk moles or
freckles,-on already discoloured portions of skin, is, in my
experience, another no less certain.  Although sometimes
universal, the discoloration is more frequently only distinetly
obvious on certain parts of the body. Even in the latter cases,
however, it probably affects in some degree the whole cutane-
ous surface ; for, on microscopical examination of parts of the
skin, which by contrast with the darker parts appeared
normal, I have found deposited also in them, though in com-
paratively small quantity, the pigment which imparts the
abnormal colour to the skin.

The transition from the darker to the paler shades of the
discoloration on different parts of the body is never abrupt;
even the darkest parts are never sharply defined patches, but
merge insensibly into the lighter, or apparently normal,
portions of the surface. There is, however, one marked ex-
ception to this rule.  When the skin has suffered any super-
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ficial abrasion or injury, as, for instance, when the patient
has been blistered at some recent period, the injured parts
not only become much darker than the surrounding portions
of the surface, but they also present defined margins, coincid-
ing with the extent of the cutaneous injury. The cicatrices
of deeper injuries, on the contrary, usually remain pale, and
are surrounded by a distinet though ill-defined border of
more or less dark discoloration, contrasting strongly with
the ivory-like hue of the cieatricial tissue. Thus, in two of
my own patients, I found abruptly defined dark patches, in
the first case on the hip, and in the second on the epigas-
trium, and I ascertained that they were the sites of blisters
which had been applied some short time previously.! In the
case of the second patient, who survived nearly two years,
the dark patch gradually faded away, and before his death
had ceased to be visible. On the other hand, in a third
patient, the deep cicatrices caused by cupping on the hip,
more than twenty years before, remained perfectly white, but
each little scar was swrrounded by a border of dusky dis-
colouration,

I should add that it does not always require actual abra-
sion of the skin to excite a greater deposit of pigment in
certain parts ; slight local irritation of the surface appears,
in not a few cases, to have produced the same effect. I have
myself seen dark streaks on the skin corresponding with the
lines of pressure exerted on particular parts by petticoat
strings and garters, and the same circumstance has been noted
by others. In a case recorded by Mr. Nicholson, in 1872, it
is stated that the patient, a baker’s lad, presented on his
shoulders dark stripes, corresponding to the bands by which
the basket he carried was slung at his back.?

The discoloration in Addison’s disease is not entirely

! See Appendix A, p. 104, Case 1n1.; and p. 117, Case vi.
* (ase 63, Appendix B.
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restricted to the skin, being also frequently found upon the
mucous membrane of the lips, cheeks, and gums, and also
upon the tongue, On the lips it takes the form of an irre-
gular bluish-black streak, running lengthwise, near the
junction of the mueons membrane and the outer skin. It is
seen on the gums and bueeal mucous membrane in the form
of irregular stains and patches, mostly of a hrownish eolour
and with ill-defined margins. In two of my own cases the
stains on the buccal mucous membrane have certainly corre-
sponded with seats of irritation, produced by the pressure of
ragged protruding teeth; but, in other cases, I have heen
unable to discover any such cause. These stains on the gums
and buecal mucous membrane form another point of analogy
between the discoloration in Addison’s disease and the pig-
mentation natural to the dark races of men; for several lascars,
who have come under my care in the Middlesex Hospital,
have presented, on these parts, stains similar to those I have
described. The diseoloration of the tongne appears usually
in more sharply defined stains of a purplish-black or some-
what inky hue; and, in my cases, these stains have always
been situated near the free margins of the organ. (See
Plate I.) On the other hand, the conjunectivee always remain
normal ; and the contrast between their pearly whiteness and
the dusky hue of the discoloured skin is very striking, and
involuntarily recalls the similar contrast in the mulatto or
negro countenance,

We see, therefore, that the discoloration of skin in Addi-
gon’s disease usually begins, and eventually becomes deepest,
on those parts which are naturally the most liable to become
pigmented, either by exposure to sun and air, or by the ex-
citement of certain physiologieal processes; and to these must
be added such parts as may accidentally be subjected to the
excitement of local irritation. In other words, this peculiar
change of colour is, like many other pathological processes,
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The colouring matter in the patches on the tongue is
deposited in a corresponding situation with that in the skin,
being seated in the lower cells immediately overlying the
papille, the superficial layer of the epithelium remaining
quite free from pigment. (See Plate II. fig. 2.) To those
who have carefully examined the skin of negroes, lascars, or
persons belonging to the other dark races of men, it will be
obvious, from this description, that the differences between
their normal colouring and the abnormal pigmentation of
Addison’s disease are merely differences of degree, although
in the former they are natural physiological conditions, and
in the latter pathological causes have operated to produce
them.

Before quitting the description of the constitutional
symptoms and discoloration of skin in Addison’s disease, I
must advert to one remarkable feature common to them
both, to which I directed attention in my clinical lectures
on the subject in 1866—1I mean their paroxysmal mode of
progress. This peculiarity has been noted also incidentally
by several other observers in their reports of typical cases ;
but owing, no doubt, to the shortness of the time that the
majority of the patients have remained under treatment, it
has mever hitherto been classed in its true place as one of
the characteristic features of the disease.

The asthenia, the constitutional symptoms generally, and
the change of colour in the skin, are all, it is true, progres-
sive, but not steadily so. The course of the disease, on the
whole, is slow and chronic; but it is subject to alternate
exacerbations and remissions, usnally in some degree depen-
dent upon favourable and unfavourable circumstances, but
sometimes also apparently quite independent of them.
During the remissions, strength is in a great degree reco-
vered, the appetite improves, the sickness abates, the dis-
coloration becomes paler; and, above all, the patient’s
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of skin grew decidely less, but on each relapse it became
darker than before.’!

Although a slow chronic progress, with alternate exacer-
bations and remissions, is, as I have said, the usual course of
the disease, it is by no means the only one. Many cases,
particularly in younger subjects, run what may be termed a
latent course ; that is to say, the constitutional symptoms
make their first appearance suddenly in a fully developed
form, and produce fatal consequences in a few days.

This oceurred in the case, already mentioned, of Dr. Seth
Thompson's patient, a man aged twenty ; who, although his
skin had been getting dusky for six weeks, had exhibited no
symptoms of illness until two days before his admission into
the Middlesex Hospital, but grew worse so rapidly that he
died on the following day.? The case of the young girl who
died in the Middlesex Hospital, under my own care, in 1865,
affords another illustration of this occasional latent course of
the disease.’ She had returned home from an absence of six
weeks in the country, apparently quite well, though her
parents remarked that she looked sunbwrnt. This slight
dinginess of complexion never left her, but she remained
well for some months. Her father then regarded her as
¢drooping” for three or four weeks, but she had no symp-
toms of illness, and continued to attend school until two
days before she was brought to the hospital, when she pre-
sented all the constitutional symptoms of the disease in so
fully developed a form that I diagnosed the case at first
sight, although the discoloration was scarcely observable.
She had suddenly become sick and cold, and her mother had
given her a cathartic powder, which was followed by intense
depression. Notwithstanding all possible care and restora-
tives, she died in a week. In Dr. Schotte’s almost parallel

! Seo Appendix A, p. 159, Case xi.  * See Appendix A, p. 142, Case xv.
* e Appendix A, p. 107, Case 1.
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case, the patient, a girl aged fifteen, had been doing heavy
work in the country, and, after complaining for only about
four weeks of debility, powerlessness of limbs, and tendency
to fall asleep, she was admitted into hospital with the symp-
toms of the disease in an advanced stage, and died the
same night.! Risel also relates the case of a young man
aged twenty, who, though his skin had been darkening for a
year, and he had been feeling unwell for three months, con-
tinued to work as a bricklayer until two days before his
death, when his strength suddenly failed him.*? Without
doubt these differences in the mode of onset and course of
the disease are partly due to differences in the mode of
progress of the supra-remal lesion, but the suddenly fatal
termination in the first paroxysm is, I feel assured, like the
accession of the successive paroxysms, in most cases, partly
due also to the action of some depressing external influence.
In the case of my patient this was, apparently, the active
aperient administered by her mother, and in the case recorded
by Dr. Schotte it was, probably, a dose of calomel and jalap
given in the hospital.

One other peculiarity in the course of this remarkable
disease must not be overlooked; namely, the very variable
date of the appearance of the bronzing of skin, as com-
pared with that of the characteristic constitutional symptoms.
In a large proportion of the cases, as might be expected in a
disease prevailing chiefly among the class of persons who
become hospital patients, no note has been made on this
point ; and, in a great many other cases, it is reported that
the appearance of the symptoms and discoloration of skin
was simultaneous, or nearly so. Sometimes the appearance
of the discoloration is mentioned as having soon followed
that of the charaeteristic constitutional symptoms, and some-
times as having slightly preceded it. But, in a certain

! Case 198, Appendix B. * Case 67, Appendix B,
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number of cases, chiefly among the few that have occurred
in the middle and higher classes, or have been longer than
usual under medical observation, the interval between the
appearance of the bronzing of skin and that of the consti-
tutional symptoms has been accurately recorded.

In a typical case related by Addison and Wilks, the
patient, a lady aged eighteen, was ill only four months, but
the bronzing of skin had existed for a year.! In a case of
Dr. Risdon Bennett's, published by Mr. Hutchinson, the
patient, a boy aged eleven, had felt ill only a few weeks, but
the bronzing of skin had been noticed for six months.?
Liwe relates the case of a young woman aged twenty-seven,
whose illness lasted four months, but who had remarked the
gradual darkening of her skin on face, neck, hands, arms,
and trunk, seven months before death, whilst she still felt
quite well.® In Risel’s case, already mentioned, the darken-
ing of the patient’s skin had been noticed by his friends for
at least a year before dea,th although, with the exception of
a single attack of vertigo, which had only kept him from
work one day, he had continued to feel perfectly well for
nine months longer. In a few exceptional cases there has
been a much longer interval between the first appearance of
the bronzing of skin and that of the constitutional symptoms.
Dr. Monro, of Dundee, has related the case of a clergyman’s
wife, in whom the discoloration of skin began, several years
before death, on the forehead and gradually spread over the
body, although the constitutional symptoms, which were
quite characteristic, only made their appearance eight or nine
months before death.* In the case of a poor labouring
woman, reported by Martineau for Drs. Cornil and Vast, the
diseoloration, which ultimately became general and intense,
is said to have begun six years before death ; whilst the ill-

' (Clase 5, Appendix B. * Case 53, Appendix B,
* (Case 47, Appendix B. ¢ See Appendix A, p. 172, Case, xxvI.
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ness, with typical symptoms of Addison’s disease, was only of
about fifteen months’ duration.! These were all typical cases
of the disease, no lesion of the slightest importance having
been found after death, except in the supra-renal capsules.
On the other hand, in about an equal number of cases of
the same class, the development of the constitutional symp-
toms is recorded as having preceded the appearance of the
discoloration of skin by several months, and sometimes by
even longer periods of time. In a typical case, related by
Mr. J. Moore, the patient, a clerk, had been failing in health
for two years with constitutional symptoms indicative of
Addison’s disease, but the discoloration only became visible
during the last six months of his life and, though character-
istic, was never strikingly developed.? In a case of Mr. Kent
Spender’s, the patient, a young woman, aged twenty-one, was
ill for a year with fully-developed constitutional symptoms of
Addison’s disease, but the discoloration only began to make
its appearance three months before death on her face and
hands, where it became intense, but it had not gpread to the
covered parts of the surface in any appreciable degree when
the patient died.* Dr. Robertson relates the case of a
labourer who had suffered, for twenty-two months, from quite
characteristic symptoms of Addison’s disease, never having
had any previous illness, but in whom the bronzing of skin
only began on the face, arms, hands, and chest a year before
death.* A German factory manager, aged forty, is reported
by Dr. Ploss to have had severe pains, supposed to be
rheumatie, in the museles of the back, from over-exertion,
for more than two years before death, and to have been ill
with typical symptoms of Addison’s disease for a year; but
the discoloration of skin only began, on his face and hands,
about six months before death, and, although it spread some-

' Case 56, Appendix B. * Case 77, Appendix B.
* Case 62, Appendix B. ' Case 68, Appendix B,
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what, was still very partial when the patient died.! In a
typical case, recorded by Dr. Tuckwell, the patient, a young
woman aged thirty-one, was ill for a year with characteristic
symptoms of Addison’s disease, but the first appearance of
the discoloration of skin was only about three months
before death, when there was a sunburnt look of face, neck,
shoulders, and fore-arms ; which, however, spread and deep-
ened during the short remainder of life into the typical
bronzed skin of Addison’s disease.? In one or two cases, the
interval between the development of the constitutional
symptoms and that of the bronzing of skin seems to have
been considerably longer ; for Dr. Andrew reports a typical
case of Addison’s disease which was under the care of Dr.
Black in St. Bartholomew’s Hospital, in which the patient
had been ailing for three years with debility and loss of
appetite before the discoloration of skin first made its
appearance, two years before death.? In another case, related
by Mr. Workman, in which the disease apparently followed
an injury to the loins, the patient suffered for four years
from progressive debility, lumbar pains, and occasional sick-
ness ; but the face and upper extremities became bronzed
only during the last eighteen months of life.!

I must now turn to the consideration of the pathological
lesion, which Addison’s observation of the clinieal pheno-
mena he deseribed led him to seek for as necessary to explain
them, and which he only briefly mentions as ¢ a diseased con-
dition of the supra-renal capsules.” He evidently believed
that any diseased condition of those organs might produce
the same effects, for he recorded in his monograph, in con-
nexion with the cases of spurious bronzing of skin to which I
have referred, other diseased conditions of the supra-renal

I Case 167, Appendix B. * Case 6, Appendix B.
2 (fase 82, Appendix B. * Case 183, Appendix B.
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capsules totally different from the particular diseased con-
dition which he had found in his own cases.

This particular condition is, nevertheless, well described,
as regards its naked-eye appearances, in the report of the
post-mortem examination of one of his own most typical
cages. ° Each supra-renal capsule,’ he records, ®was com-
pletely destroyed and converted into a mass of strumous
disease, the latter of all degrees of consistency. The left
supra-renal capsule had formed at the upper part a close
connexion with the outer coat of the stomach. The upper
part of this capsule seemed fluid and of the colour of pus,
the lower firmer, and of the consistency of putty. The right
capsule had all degrees of consistency from the bottom to
the top, the lower part almost fluid and resembling pus, the
centre putty-like; and above this matter could be detached
in flakes, and at the top it was quite earthy, separate angular
pieces being easily detached.”! Addison, however, gives no
description of the microscopical appearances in this case,
nor in any other, excepting one which was submitted to
Dr. Hodgkin for examination. Dr. Hodgkin’s report, though
brief, corresponds in its main points with the reports of more
recent observers. ¢The capsules,’ he says, * when cut into,
geemed to consist of a firm, slightly transparent, reddish
basis, interspersed with irregular spots of opaque yellow
matter, the whole bearing a strong resemblance to an en-
larged mesenteric gland mottled with tubercular deposit.
The naked eye could discover no trace of cystiform arrange-
ment, and the opaque matter, when examined with the
mieroscope, exhibited a copious amount of fatty matter, but
no nucleated cells.’? These characters I have frequently
verified in genuine cases of Addison’s disease, as being all
quite accurate so far as they go.

' On Discase of the Supra-renal Capsules, p. 18, Case m,
¥ Loe, cit., p. 28.
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I shall now proceed to describe more fully the patho-
logical change in the supra-renal capsules, as T have observed
it, in careful post-mortem examinations of the same typieal
cases from which I have already drawn the clinical picture
of the disease,

The capsules are generally enlarged, hard, and nodulated,
though in rare cases they are of normal, or even less than
normal, size. On section they scarcely ever present any
trace of the distinction between cortex and medulla, which
is so obvious in the normal condition of the organs. In all
the fresh specimens I have seen, the cut surfaces have pre-
sented a marbled appearance, from the admixture of two
materials of different colours and consistence. One of these
materials is a semi-transparent tissue, of firm consistence
and of a grey or greenish-grey colour, at least when quite
freshly cut, but on being exposed to the air it rapidly
assumes a reddish hue. (See Plate III. fig. 2.) The other
material is of an opaque yellow or cream colour, and gene-
rally assumes the form of irregular roundish masses, of a
more or less friable consistence, embedded in the translucent
tissue, from which they can in many cases be easily ennu-
cleated. On close examination, intermediate gradations
will often be seen between the translucent parts and the
opaque cheesy nodules; and sometimes, again, ecretaceous
granules, or small masses, formed by the hardening of the
cheesy matter, are felt to grate under the knife. More
rarely the whole cheesy material dries up and hardens into
calcareous masses, and it is in these rare cases that the cap-
sules are smallest. (See Plate ITL fig. 1.) Not unfrequently,
on the other hand, the caseous matter softens down into
collections of thick creamy fluid, called abscesses by some
observers, which are found oceupying larger or smaller cavi-
ties in the diseased capsules. (See Plate IIL fig. 3.) In
some cases the whole central part of the organ constitutes
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one large cavity filled with creamy fluid; but more com-
monly, there are, if any, several small separate cavities, the
fluid in which is of the same character, but of various
degrees of thickness.

It follows obviously, from this deseription, that the
proportions of the translucent and opaque materials found
in the diseased capsules differ greatly in different cases. In
some few cases the translucent substance constitutes nearly
the whole of the mass; in others the yellow friable matter
greatly predominates, whilst in others again the normal
tissue is almost entirely replaced by calcareous masses, or
else by creamy fluid.  All these gradations, however, depend
solely upon the duration and upon the more or less acute or
chronie course of the disease ; the morbid process is identical
in them all ; a fact which, as Dr. Wilks pointed out, gives a
greater definiteness to the disease than Addison himself
conceived it to possess.

(On microscopical examination the translucent substance
is seen to consist of a fibrillated stroma, containing numerous
lymphoid corpuseles. In some cases these corpuscles are
arranged in rows between bundles of fibres, in others they are
contained in a delicate reticular stroma (see Plate IV. fig 4).
The opaque cheesy material is formed of amorphous granular
matter, mixed up in variable proportions with irregular-
shaped, shrunken cells, nuclei, and oil. The creamy-looking
fluid contained in cavities of the capsules consists mainly of
oily débris. It is evident, from these microscopical appear-
ances, that the morbid process in the capsules consists,
primarily, in their infiltration by an inflammatory exudation
of low type, which destroys the natural structure of the
organs, and finally itself undergoes caseous degeneration.

In every one of my own cases, and in a very large number
of those which have been most carefully examined and re-
ported on by other observers, clear evidence of inflammation
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in the cellular envelopes of the capsules has been afforded by
the great proliferation of their connective tissue, and also by
the existence of firm adhesions to neighbouring organs, such
ae the diaphragm, liver, pancreas, vena cava, kidneys, or
stomach. It is probable, therefore, that in many other cases
these conditions have been overlooked, or have remained un-
reported, their significance not being understood. Of course
such extensive overgrowth of connective tissue around the
capsules cannot fail to invest the nerves of both the supra-
renal and solar plexuses with dense indurated tissue; and,
accordingly, when these nerves have been thoroughly exa-
mined, their fibrous investment has been found to be hyper-
trophied.

The first careful dissection of the nerves in the neigh-
bourhood of the supra-renal capsules, in a case of Addison’s
disease, was made by Dr. Habershon, who had previously
published, in the Guy’s Hospital Reports for 1856, a very
valuable paper on the Abdominal Sympathetic and its Connee-
tions with the Phrenic and Pneumo-gastric Nerves. The
results of his dissection of the nerves, in the case to which I
have referred, were published in 1854 in the same series of
Reports.! He found the semilunar ganglia, and the branches
of the nerves proceeding to the capsules, surrounded by an
unusual quantity of dense fibrous tissue.

In several of my own cases the same condition of the
nerves has been found, though they have not always been so
thoroughly dissected out of the mass of hard tissue in which
they were embedded. My colleague, Dr. Cayley, however,
several years ago, at my request, very carefully examined the
supra-renal nerves in the body of a man who had died of
Addison’s disease in the Middlesex Hospital under Dr.
Stewart’s care.? He found the nerves proceeding from the

' Guy's Hosp. Reports. Third series. Vol x. Lond., 1864. P. 83.
1 See Appendix A, p. 116, Case v.
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semilunar ganglia to the supra-renal capsules, and especially
one branch of the great splanchnic nerve, at least twice the
size of the same nerves in a healthy subject, dissectéd at the
same time for the purpose of comparison. On microscopical
examination, he ascertained that this increased size of the
nerves was due to an inerease in the fibrous investment of the
nerve-bundles. Dr, Tuckwell, of Oxford, also made a very
complete and skilful dissection of the nerves in a case of
Addison’s disease, recorded by him in the St. Bartholomew's
Hospital Reports for 1873 ; in which case, as in two others
he had previously dissected, he found *decided evidence of
thickening, extending from the surface of the capsule to the
supra-renal plexus, the semilunar ganglia, and thence up the
great splanchnic nerve.,’!  This thickening of the nerves was
found, on microscopical examination, to be caused by hyper-
trophy of their fibrous investment, and not by any apparent
change in the nerve-fibres themselves.

A similar condition of these nerve-plexuses in cases of
Addison’s disease has been verified also by several eminent
foreign pathologists. Rindfleisch states, in his report on the
microscopical examination of the nerves in a case of Kulh-
mann’s, that he found two large nerve-trunks, bound up in the
firm adhesions which attached the diseased capsules to the
neighbouring parts.? Professor Tigri found, in a case of
Burresi’s, the semilunar ganglia considerably enlarged, and the
nerve-fibres forming the solar plexus thickened by hypertrophy
of the neurilemma, whilst the true nerve portions were small.?
Hertz also reports that he found the eeceliac plexus, particu-
larly the semilunar ganglia, enclosed in hard connective
tissue, with considerable thickening of the connective-tissue
sheaths of the nerve-fibres going off from the ganglia;* and

' 8t. Bartholomew's Hosp, Reporis. Vol. vii. Lond., 1871. P. 73.

* 8ee Appendix A, p. 181, Case xxx.

¥ Bee Appendix A, p. 179, Case xxix,
* Bee Appendix A, p. 177, Case xxvin.
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Wolff observed the nerves of the solar plexus and semilunar
ganglia, and the nerve-branches which go to the capsules,
surrounded by a tough thick envelope of connective tissue.!
Bartsch, Van Andel, and others have reported similar con-
ditions of the nerves.?

In almost every case I have seen, the dense connective
tissue surrounding the capsules has contained some enlarged
lymphatic glands, and the same has been reported very fre-
quently by other observers. The mesenteric and retro-peri-
toneal glands in the neighbourhood of the capsules are also
frequently found to be enlarged. On section, these enlarged
glands sometimes present only the normal appearance, but
more commonly they are firm, glistening and pale-coloured,
and, not unfrequently, in process of caseation. Microscopical
examination of these enlarged glands sometimes reveals no
obvious change of structure; in other instances, when they
have been hard and glistening, the fibrous stroma has been
seen on section to be much inereased and the glandular ele-
ments atrophied.

There is another morbid appearance, first noted by Dr.
Addison himself,® which has been so frequently observed, both
by myself and others, in cases of Addison’s disease, that it
must be ranked among the characteristie, though perhaps
not quite invariable, lesions incident to the disease. I mean
enlargement of the agminated and solitary glands of the
small intestine, and sometimes likewise of the solitary glands
of the large intestine. In many cases, also, including one
of Addison’s cases, reported on by Dr. Hodgkin,! the mucous
membrane of the stomach, especially towards the pylorus,
has presented a mammillated appearance, and the mucous
surface has not unfrequently been covered with thick tena-

! Bee Appendix A, p. 175, Case xxviL.

? See Appendix A, p. 184, Case xxxi1. ; and p. 182, Case xxxr
* On Discase of the Supra-renal Capsules, p. 20.

v Loc, cital., p. 26.
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cious grey mucus. Small ecchymoses and, more rarely,
superficial abrasions, or small uleers, have also been found on
the mucous membrane of the stomach, and in a few instances
on that of the large intestine. Careful mieroscopical exami-
nations of the mucous membrane of the stomach, in two
different cases, by Dr. Coupland and Mr, Schiifer, have shown
that the mammillations are caused by numerous overgrowths
of lymphoid tissue around and between the gastric tubules.
(See Plate V. fig, 2.) Some of these mammillations pre-
sented small depressicns in their centres, which were ascer-
tained by Mr. Schiifer to be due to ¢a breaking down and
opening into the surface of the summit of the patches.!
Probably these depressions indicate the first stage of the
small ulcers, which have been reported by other observers as
occurring on the gastric mucous surface.

Lastly, I must not omit to mention one other morbid
organic change, which has been too often recorded in cases
of Addison’s disease to be passed over here, although I have
no personal experience of its presence. In a very consider-
able number of chronic cases, ineluding cases reported by
Addison and Habershon,? the spleen has been found to be
enlarged, sometimes very greatly enlarged, and usually also
dark-coloured and soft. [t is worthy of remark that in very
few of these cases had the patient, so far as was known,
suffered from intermittent fever. There has, however, been
no considerable enlargement of the spleen in any of the
cases which have been under my own care, and it is therefore
certain that this lesion, though undoubtedly an occasional,
is by no means an essential, feature in the morbid anatomy
of Addison’s disease.?

! Bee Appendix A, p. 138, Case x1.; and p. 129, Case v

* On Disease of the Supra-renal ﬂ'upaﬂkﬂ. P 20; and Case 32, ;‘.ppendlx B.

' Softening of the brain, with effusion beneath the arachnoid and into the
ventricles, and pﬂl‘iﬂlﬁl‘iﬁﬂ with effusion, have also been recorded in several
cases of Addison’s disease. They have not yet been so frequently observed as
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Having thus delineated, as I believe, the true clinical and
pathological features of Addison’s disease, I must, in coneclu-
sion, observe, in order to prevent misunderstanding, that it
is only in a certain number, even of the typical cases, that
the striking clinical phenomena which I have deseribed are
all fully developed. The progressive asthenia, muscular
debility and feeble circulation, are invariably present in
typical cases; and, in my experience, neither the loss of
appetite and vomiting, nor the dyspncea and faintness on
exertion, have ever been absent in the later stages of the
disease ; but there is not perhaps one of the other symptoms
I have enumerated which is invariably present. Every
physician is sufficiently aware that this is equally true with
respect to every other orgamic disease. It is only in the
comparatively small number of cases in which an organic
disease runs a long, uncomplicated, chronic eourse, that we
can expect to observe the full development of all its charac-
teristic symptoms. The absence of some of these, therefore,
in complicated cases, or in cases of short duration, cannot be
regarded in Addison’s disease, more than in any other organic
disease, as militating against the connection between such
symptoms and the pathological condition with which they
are associated.

to justify me in ranking them now among the secondary consequences of the
disease ; but it is quite possible that further researches may lead to their being
placed in the same category as the enlargement of the spleen.
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I shall refer in my next lecture; but, in the meanwhile, it
is evident that the obscurity of the relation ean be no bar
to the recognition of its reality, if this latter be substan-
tiated by a sufficient number of well-attested facts. The
general acceptance of Addison’s discovery has, however, been
mainly retarded by the prevalence of misconceptions which
have prevented it from being generally understood. I pro-
pose therefore, in to-day’s lecture, to review, in the first place,
the evidence proving the reality of the relation ; and, subse-
quently, to deal with the misconceplions which have inter-
fered with its general recognition.

If it were only that so obscure a disease, as one particular
lesion in the supra-renal capsules, has been often correctly
and publicly diagnosed from the symptoms supposed to be
connected with it, it seems difficult to understand that the
connection should not be universally allowed to have passed
out of the region of theory into that of established truth. I
have myself, on twelve occasions, diagnosed Addison’s disease
of the supra-renal capsules in the presence of medical
students and friends, and in eight of these cases the correct-
ness of the diagnosis has been verified at the autopsy. Two
of the twelve patients died at a distance from London, and
the remaining two are still living, There have now, indeed,
been so large a number of cases similarly diagnosed that it
is impossible to enumerate them, and the evidence which
they afford of the reality of the connection between the
clinical symptoms and the pathological condition found to
co-exist with them, would alone seem to me unanswerable.

It is still argued, however, in some quarters, both at home
and abroad, that, although a diseased condition of the supra-

renal capsules may frequently coincide with certain clinical -

symptoms, it is by no means essential to their development,
and consequently cannot be their canse. I shall therefore
proceed to show that the whole weight of the evidence, fur-
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nished by the large number of eases bearing upon the subject.
which have been published since Addison’s time, goes to prove
that the coincidence of the clinical symptoms of Addison’s
disease with one particular lesion of the supra-renal eapsules
is the almost invariable rule; the exceptions to which, if
duly investigated, may be satisfactorily explained. 1 shall
also be able to show that this particular lesion is essential to
the development of those symptoms; in so far that medical
records have, as yet, produced no single case, exhibiting the
really characteristic features of Addison’s disease, in which
this particular lesion of the supra-renal capsules was not also
present.

For many years past I have, from time to time, collected
all the cases I could find in the Transactions of Medical
Societies, or in the British or foreign medical journals, pub-
lished under the names of Addison’s disease, Bronzed-skin
disease, disease of the supra-renal capsules with or without
bronzing, and bronzing of skin without disease of the supra-
renal capsules. I cannot, however, presume that none have
escaped me, for I have not had access to all the medical works
in which cases may have been recorded, and latterly my
leisure for such researches has been less than in former years.
This collection amounts now altogether to upwards of 330
cases, in all of which there is a more or less complete report
of the morbid appearances found after death; for I have
disregarded, as useless for my present purpose, all those cases
which have not undergone the test of post-mortem examina-
tion. Of this total collection of cases a very considerable
number fall into three elasses, which must be set aside till
the later part of this leeture, One of these classes includes
all the cases in which no disease at all was found in the
supra-renal capsules after death, although some bronzing or
discoloration of skin had existed during life; the second,
all those cases in which the disease found in the supra-renal

D .
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capsules was of an altogether different nature from the par-
ticular lesion characteristic of Addison’s disease ; whilst the
third class comprises all those cases in which the deseription
of the condition of the supra-renal capsules leaves doubtful
the nature of the lesion, and even, in some instances, the
existence of any lesion at all. After deducting the cases
which fall into these three classes from the total number
collected, there remain 230 cases, in all of which the supra-
renal capsules are reported to have undergone the one parti-
cular morbid change which I have deseribed.

As regards the reality of the relation between this par-
ticular lesion of the supra-renal capsules and the clinical
symptoms found in association with it, I take first, because
most indisputable, the evidence furnished by 103 of these
cases, which may be classed in one group as typical cases of
Addison’s disease;' typical, as corresponding in all their
main facts with the outline of Addison’s own description ;
more or less typical, according as the length of their course,
or the opportunities of observation, have enabled their re-
porters to present, more or less in detail, the remarkable
features which fill in that outline.

In all these 103 cases, the train of constitutional symp-
toms and the peculiar change of colour in the skin, such as
I have described them, were observed during life, in a more
or less fully developed form.

In all the 103 cases the supra-renal capsules were found,
after death, to be diseased; and the disease was, in every
case, found to be of the same nature, corresponding with one
or other of the stages of the particular lesion which I have
described.

Lastly, in none of the 103 cases did any other organie
lesion exist which could be of the slightest importance.

! Seo Appendix B, Group 1. Cases 1-103.
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renal lesion, and in a few instances modifying or obseuring
some of the usual symptoms of Addison’s disease.'

We have thus altogether, out of the 230 cases in which
the one particular lesion of the supra-renal capsules has been
found after death, no less than 183 cases in which the
peculiar change of colour in the skin, and some, at least, of
the constitutional symptoms, characteristic of Addison’s dis-
ease, were observed during life.

In 19 of the remaining 47 cases the reports of the con-
stitutional symptoms, discoloration of skin, and state of
other organs, are either altogether wanting, or are too im-
perfectly recorded to warrant any conclusions being founded
upon them.? Amongst this number are included several
cases which occurred before the announcement of Addison’s
discovery.

These 19 cases being necessarily left out of the question,
there remain only 28 of the 230 cases still to be accounted
for; and in these 28 cases it is distinetly stated either that
no bronzing of the skin existed, or that it was almost in-
appreciable.

In 18 of these 28 cases the disease in the supra-renal
capsules co-existed with other serious wasting diseases, which
were the efficient cause of death.* These predominant dis-
eases were almost all of a tubercular or strumous character.

In five out of the eighteen ecases the predominant eco-
existing disease was acute tuberculosis or acute phthisis ; 4
in seven other cases it was general tuberculosis, or phthisis,
running a less rapid course;® whilst in three cases there
were open spinal or lumbar abscesses, connected with caries
of the vertebrz.5

! See Appendix B, Group ni. Cases 120-183.
? 8ee Appendix B, Group 1v. Cases 184-202.
? Bee Appendix B, Group v. Cases 203-220.
1 Cases 208, 209, 213, 214, 219,

3 Cases 204, 206, 210, 212, 215, 217, 218.

8 Cases 203, 207, 211.
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the right capsule was infiltrated, bad not yet undergone the
process of caseous degen&ratiﬂn,l and the left capsule appeared
to be still healthy. |

The inference which I draw from the absence of bronzing
of skin, and most frequently also of the constitutional symp-
toms, in these eighteen cases, is, that in most of them the
diseases co-existing with the disease in the supra-renal capsules
proved fatal before this latter had produced any of its cha-
racteristic effects ; whilst, in a few of them, the end was
probably hastened by the specific debility and depression
which are usunally the first symptoms of the supra-renal dis-
ease, but which in such cireumstances would naturally pass
unnoticed. As we have seen, Dr. Thompson’s and Mr. Hulke’s
patients did both present such symptoms, distinet from those
of the more acute diseases which caused their deaths ; a faet
which seems to confirm the inference I have drawn with
respect to these eighteen cases.

The other 10 cases, in which there is reported to have
been no bronzing of skin, differ altogether in character from
the eighteen cases just discussed; and the explanation, as
regards them, of the absence of the usnal discoloration, is
at first sight less obvious.!

In none of these ten cases was there any other disease of
the least importance co-existing with the disease in the supra-
renal capsules. In mno less than eight of them, all other
organs are reported to have been perfectly healthy, with
the exception in some instances of small inactive tubercular
deposits in the apices of the lungs; and, in the remaining
two cases, there was only a little more active tubercular
disease in the same seats. We may, therefore, fairly presume
that, in all these cases, the disease in the supra-renal cap-
sules was the efficient cause of death, more especially as the

' Bee Appendix B, Group vi. Cases 221-230.
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discoloration whatever.! The same may be said with respect
to two other cases recorded by Dr. Murchison and Mr. Cross-
man, of six and eight months duration respectively.? This
last case is the longest on record in which death has taken
place with all the. characteristic constitutional symptoms of
Addison’s disease, but without any sign of change of colour
in the skin. There is, nevertheless, one case included in the
ten, in which the illness is stated by Mr. Bruce, who reported
the case for Dr. Russell Reynolds, to have lasted sixteen
months.* But, as the patient had been always delicate and a
hard drinker, and as the only symptoms observed were sick-
ness, loss of flesh, and sense of emptiness at the epigastrium,
it may have been difficult to fix the commencement of the
symptoms due to the disease in the supra-renal capsules, It
is certain that this latter was not in an advanced stage at the
time of the patient’s sudden death, for a little of the proper
tissue of the organs was still found remaining.

The simple and satisfactory explanation of these ten cases
lies, I believe, in the variable comparative date of develop-
ment of the constitutional symptoms and bronzing of skin
in different cases, to which I drew attention in my first
lecture, as one of the peculiar features in the course of this
remarkable disease. It was at first thought that the absence
of bronzing of skin, in otherwise obviously characteristic
cases of Addison’s disease, might be accounted for on the
supposition, that a course of several months at least was
requisite for the development of the bronzing. More ex-
tended clinical observation has now established the fact,
of which I gave several examples in my first lecture. that,
in some cases, the bronzing of skin is more or less fully
developed for considerable periods of time before the patient
feels any symptoms of illness; whilst, on the other hand, in

1 Case 228. ? Cases 227, 223, * Case 222,
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obseuring the true aspect of the question from the moment
it was first submitted to the profession.

These misconceptions had reference chiefly to the cha-
racters of the discoloration of skin, and of the lesion in the
supra-renal capsules, which were really indicative of Addison’s
disease ; and they originated, as we have seen, in a great
degree, in Addison’s own mistakes. He subjoined to his own
true cases of the diseare several spurious cases, presenting
discoloration of skin and disease in the supra-renal capsules
of quite different characters from those he had deseribed,
and unassociated with any of the apparently causeless con-
stitutional symptoms which had existed in his own cases.
He also gave to the disease the name of ¢ melasma supra
renale,’ for which was afterwards substituted that of * bronzed
skin disease ;” thus identifying the disease itself with its
most conspicuous, but least important, feature. In conse-
quence of these mistakes, the asthenia and other peculiar
constitutional symptoms, which had first revealed to Addison
the existence of the disease, were by degrees in a great
measure overlooked, both in reports of cases and in dis-
cussions based upon them. Numerous cases were brought
forward, on the one hand, only to show that discoloration
of skin not unfrequently oceurred without any disease what-
soever being found in the supra-renal capsules; and, on the
other hand, merely to prove that discoloration of skin did
not always result from disease in the supra-remal capsules,
even when sufficiently extensive to cause the entire destruc-
tion of those organs. In both these classes of cases the facts
were undeniable, and the inferences drawn from them have
been alleged, from that day to this, as the prineipal a.rgu:-
ments against the truth of Addison’s discovery—namely,
that :

Discoloration of skin mnot unfrequently exists without
any disease of the supra-renal capsules ; and that ;
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by vermin. I have records of several such cases, which
have been under my care in the Middlesex Hospital, either
for obvious disease, or simply for the debility and sinking
consequent upon long-continued hardships and exposure.
In the year 1864 I exhibited one of these cases at the Patho-
logical Society as a case of bronzed skin, simulating the
discoloration of Addison’s disease.! Such cases, however,
though undoubtedly presenting some of the appearances of
Addison’s disease, may yet be easily distinguished from it.
In my patient, a woman aged sixty-five, the skin was exten-
sively bronzed, especially over the abdomen, chest, and
back ; but the discoloration, when carefully examined, was
totally different from the bronzing in Addison’s disease. It
was seated in the superficial, instead of in the deeper, layers
of the epidermis; it was paler, instead of deeper, on the face,
hands, and other parts, which are naturally the seats of most
pigment ; and the small, isolated dark spots were all upon the
pale, instead of on the discoloured, portions of the surface.
The darkened cuticle, also, was not soft and smooth, but
in many parts raised and rough. Lastly, such constitutional
symptoms as were present—debility, languor, and a sense of
sinking at the epigastrium—were obviously referable to
apparent causes, and were soon removed by tonic treatment
and an ample supply of food. T should add that, under the
use of alkaline warm baths and soap, the discoloration
greatly diminished, though the skin did not entirely regain
its normal hue.

Again, it is well known that pityriasis versicolor is
attended by more or less extensive and permanent disco-
lorations of skin ; and cases of this kind have, more than
once, been adduced in supposed disproof of the connection
between bronzing of skin and disease of the supra-renal
capsules. The seat and distribution of these discolorations,

' Trans, Path, Soc. of Lond, Vol. xv. P, 226,
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however, as well as their modes of development and dis-
appearance, are widely different from the characters of the
peculiar change of colour in Addison’s disease. The dark
patches are usually rather upon the trunk and limbs than on
the face; they have abrupt margins and convex borders,
and are interspersed with spaces of normal coloured skin;
they appear and disappear rapidly; and, above all, no
asthenia nor other constitutional symptoms are associated
with them.

Syphilitic eruptions are also notoriously the cause of
more or less permanent stains on the skin ; but, although
their coppery hue and patchy character distinguish them
clearly from the bronzed skin of Addison’s disease, they
must be not unfrequently confounded with it, for it has
happened to myself to have two such cases sent to me, in
private practice, on the supposition that the discoloration
indicated the existence of Addison’s disease.

There are, however, various kinds of discoloration of
skin which bear a somewhat more real resemblance to the
bronzing of Addison’s disease than those to which I have
referred ; in so far that the skin remains soft and smooth,
and the pigment is deposited in the same layers of the
epidermis, though not in the same quantity, nor usually to
the same extent, nor in the same characteristic seats. Such
discolorations are well known to be produced occasionally
by diseases peculiar to women, by tropical and malarious
fevers, by long-continued hepatic disease, and by very chronic
phthisis.

Of this last class of cases I have seen several remarkable
examples since my attention has been directed to the subject.
A woman, aged twenty-six, who died nunder my care in the
Middlesex Hospital of chronic phthisis in 1871, presented,
when I first saw her, precisely the appearance of Addison’s
disease in an early stage, her face having the same peculiar
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duskiness, and her forehead, except where covered by the
hair, being of a distinet brown ecolour, though the skin
remained perfectly soft and smooth. Another phthisical
patient, a man aged fifty, was sent to me, in 1872, by my
colleague Mr, Nunn, with an abnormal pigmentation of the
tongue, almost exactly resembling that frequently seen in
Addison’s disease, and with patches of brown diseoloration
on the mucous membrane lining the inside of the lips and
cheeks.! My colleague, Dr. Thompson, also invited me to
examine, some time ago, a man aged fifty-five, suffering from
bronehitis and emphysema, with, it was suspected, old-stand-
ing phthisis behind the more acute ailments. He exhibited
several brown patches, corresponding with the extent of
superficial injuries received in a fall about a year before ;
and, on the lower part of the sternum. there was a transverse
irregular white cicatrix, about an inch-and-a-half long by
a quarter-of-an-inch wide, which was encircled by a dark-
brown ring, of nearly half-an-inch in width, fading off into
the normal hue of the surrounding parts; the skin of the
groins was also slightly dusky. In all these cases the partial
discolorations strikingly resembled those found in corre-
sponding situations in Addison’s disease; but, they neither
deepened nor spread over the general surface during the
subsequent illness of the patients, nor did these latter suffer
from any constitutional symptoms beyond those which were
due to their pulmonary complaints. I need therefore searcely
say that, in all three cases, the supra-renal capsules proved,
on post-mortem examination, to be perfectly healthy.

The observation of these and other similar cases has
convineed me that no partial discolorations of skin are to
be relied on, as diagnostic of Addison’s disease, unless when
found in conjunction with the characteristic constitutional

symptoms.
! Seo Report of ease, Trans. Path. Soc, of Lond, Vol. xxiv. P. 94.
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cases, however, died, when the capsules were found to he per-
fectly normal ; and it is significant of the confusion which pre-
vails on the subject, that Dr. Averbeck, who did not consider
his owv case as a true example of Addison’s disease, neverthe-
less tabulated the parallel case of my patient, who recovered,
among the so-called ¢ cured cases’ of that disease, which, as
he justly observes, ¢ must be received with suspicion.’

In three cases published by Puech and Gordon, there had
been constitutional syphilis.! In one of Puech’s cases,
which was complicated with phthisis, there was ¢ an earthy
colour of face, with large brown patches nearly covering
breast and abdomen ;’ in the other the erusts of ecthyma on
the chest showed, on removal, normal-coloured skin beneath,
proving the discoloration to be merely superficial, and the
face was of a much lighter hue than the body; whilst, in
Dr. Gordon’s case, the skin is only said to have been first of
a dirty yellow, and then of an olive hue, with chesnut-
coloured specks on the serotum ; and Dr. Aitken, of Netley,
to whom the healthy capsules were submitted for examina-
tion, attributed all the symptoms to syphilis.

In two cases, recorded by Sloane and Luton, the darken-
ing of the skin was associated with phthisis.? In the first,
the patient had also suffered from liver complaint, with per-
manent discoloration of skin; and, although the whole
surface was bronzed, the mammsa around the nipples were
much paler than the surrounding parts,and there were many
white spots on the breast and back. In the second case, the
whole surface is said to have had the earthy hue seen in the
last stage of phthisis, with bistre patches on the forehead
and cheecks, and dirty-brown wrists and backs of hands.

In two cases, related by Gibb and May, there was disease
of both the lungs and heart.* Dr. Gibb’s patient had disease

1 (Cases 246, 247, 235. * Cases 241, 251, % Cnses 234, 243.
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been dark, and he had suffered from ague. He died of bron-
chitis and pleurisy, but he was found to have a large liver
and spleen, with fatty degeneration of heart, liver, and
kidneys. The whole surface was bronzed, equally on covered
and uncovered parts, and there were grey-black patches on
the buceal mucous membrane.

Two cases of discoloured skin, without disease of the
supra~renal capsules, recorded by Dr. Bucknill and M. Regnard,
oceurred in women who were maniacal at the climacteric
period of life—circumstances in which extreme duskiness of
gkin is by no means rare.! Two cases of internal cancer, not
involving the supra-renal capal.;les, are reported by Mitchell
and Frémy as presenting a certain degree of discoloration
of skin;?® but of the first it is only said that the sallow skin
became of a leathern hue, muech darker in eczematous scars
and in the site of a blister than on other parts; and of the
second, that some days before death the skin assumed, in
places, a very evident bronze hue. Dr. Hodges found on the
bodies of two old men, one of whom died insane and the
other of old age and debility, darkening of skin, with a deeply
bronzed hue of the genital organs, but the face and other
parts of the surface were but little discoloured.?

There still remains, however, a case of bronzed skin with-
out disease of the supra-renal capsules, published by Rossbach
in Virchow’s ¢ Archiv’ for 1870, which requires more speecial
notice.! The case is most fully and aceurately recorded, and,
on the supposition that it is a true case of Addison’s disease,
is made the basis of a new theory on the pathology of that
disease, to which I must hereafter revert. The patient, a
lady aged sixty-two, had always been prone to excitement
and eleeplessness, and these natural tendencies had been
aggravated by long-continued distress of mind. She suffered

! Cases 248, 249, * Cases 238, 239,
¥ Cases 245, 232, 4 Case 250,
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other symptoms, which did resemble some of the charac-
teristic constitutional symptoms of that disease, were all fully
accounted for by the obvious ailments, mental and physical,
of the patient.

From this analysis of the twenty-one cases, published as
cases of bronzing of skin without disease of the supra-renal
capsules, I think it is evident that, in all of them, the dis-
coloration of skin was due to other existing pathological
causes, and that it presented in none of them the really
characteristic features of the bronzed skin of Addison’s
disease. I should add, what in my view is even more im-
portant, that in none of these cases are any constitutional
symptoms recorded but such as are easily referable to the
morbid conditions which I have mentioned as present in
each. They are of course only representative cases, as
others of similar characters are continually occurring,
though they have not been brought forward as bearing
upon the subject of supra-renal disease.

The second allegation against the truth of Addison’s dis-
covery—namely, that ¢disease of the supra-renal capsules
not unfrequently exists without producing any discoloration
of skin’—is also, as I have said, perfectly true. Apart,
however, from the small number of cases already discussed,
which have terminated before the development of the bronzing
of skin, it may be positively enunciated that disease of the
supra-renal capsules, which is not attended by discoloration
of skin, presents totally different characters from the parti-
cular lesion of those organs existing in Addison’s disease.

The second of the three classes of cases, set aside at the
beginning of this lecture, compriged all those cases in which
the disease found in the supra-renal capsules was of an
altogether different nature from the particular lesion charac-
teristic of Addison’s disease. This class includes thirty-six
cases, which I have found published as examples of disease of
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the one case, the bronzing of skin is not the peculiar dis-
coloration indicative of the existence of Addison’s disease,
and that, in the other case (with the few exceptions already
explained), the lesion in the supra-renal capsules is not the
particular lesion of those organs which constitutes Addison’s
disease,

Were these the only misconceptions with respeet to the
relation between supra-renal disease and discoloration of
skin, I might here close my review of this part of the sub-
ject 3 but, unfortunately, a small number of misunderstood
cases have given a certain degree of prevalence to another
quite opposite misconeeption : namely, that any disease of
the supra-renal capsules, involving destruction of their
tissues, will produce the same effects as the particular lesion
characteristic of Addison’s disease.

Had not attention been too entirely directed to the
bronzing of skin, to the neglect both of the constitutional
symptoms and of Addison’s original reservation that other
pathological causes must first be excluded, such a miscon-
ception could never have arisen. It began, however, with
Addison himself, who published in his monograph four cases
of cancer of the supra-renal capsules, as having been attended
by some degree of discoloration of skin. I have found pub-
lished, since Addison’s time, five other cases of cancer, or
so-called cancer, of the capsules with discoloration of skin,
making 9 cases nominally belonging to this class:' and,
also, 5 cases of miscellaneous affections of the supra-renal
capsules attended by various kinds of discoloration.*

A glance at these fourteen cases, however, will show that
they afford no true basis for this misconception. In the first
of Addison’s four cases the patient was a woman aged sixty—
a time of life when the skin, even in healthy subjects, is apt

| See Appendix B, Group x. Cases 288-296.
* 8ee Appendix B, Group x1. Cases 207-301.
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istic of Addison’s disease, and in none of them were any
constitutional symptoms present, but such as were due to the
disease existing in other organs.

It will be observed, moreover, that in all these six cases,
as in every one of the twenty-four cases of cancer previously
referred to, the cancerous disease in the capsules was second-
ary to cancer of other important organs.

The three remaining cases of so-called cancer of the
supra-renal capsules, attended by discoloration of skin, are
of a very different character; having all presented, in a
typical form, the constitutional symptoms and bronzing of
skin described in my first lecture, and having been in fact, as
I believe, typical cases of Addison’s disease. In the first of
these cases, Dr. Mettenheimer says that the capsules were
replaced by cancerous deposits;' but he gives no description
of them, and he was so little clear as to the nature of such
deposits that he further reports the presence of some tuber-
culous or cancerous indurations in the left lung; and, as
no cancerous disease was found in any other organs, I think
there can be no doubt that the deposits both in the lungs and
in the capsules were of the so-called tuberculous character.
Dr. Duclos, in the second case, pronounces the disease in the
capsules to have been ¢ perfect scirrhus 3’ but his report of the
condition of the organs, including that of the microscopical
appearances, is, on the contrary, a perfect deseription of the
lesion peculiar to Addison’s disease.? The capsules, he says,
¢ formed tumours of the size and shape of eggs, very hard
and much nodulated, and on section they grated against the
scalpel, and presented precisely the appearance of lardaceous
tissne.” Both these cases, I should add, although denomi-
nated by their authors cancer of the supra-renal capsules,
were at the same time regarded by them as true examples of

1 Case 205, See also Appendix A, p. 190, Case xxxvI.
2 Case 203. See also Appendix A, p. 189, Case xxxv.
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Addison’s disease. The third case is published by Dr. Gage,
of Worcester, U.S., and had a history from which the exist-
ence of cancer in the supra-renal capsules was apparently
inferred, though it is not expressly asserted.) The patient, a
lady aged fifty-one, was said to have had scirrhus of the right
breast, which, though of several years' growth, had not
involved any of the neighbouring lymphatic glands, and had
been removed two years before her death without recurrence.
Her last illness was of six months’ duration, and both the
constitutional symptoms and bronzing of skin were charac-
teristic of Addison’s disease. Both capsules were found to be
much enlarged, and they were joined together by a thickened
mass of enlarged and diseased lymphatic glands. The right
capsule was adherent to the under-surface of the liver, and it
is stated that from the point of attachment ¢several broad
lines of reddish-white deposit, resembling soft cancer, radiated
into the substance of the liver for one-and-a-half inches.” In
this ease there appears to have been no microscopical exami-
nation of the diseased organs, and although the description
is less clear than in the two previous cases, it presents on
the whole a greater resemblance to the lesion in Addison’s
disease than to cancer. Besides, it must be borne in mind,
that, if these three cases were in truth cases of cancer of the
supra-renal capsules, they are the only cases on record in
which cancerous disease of those organs has ever given
rise to the constitutional symptoms and bronzing of skin
characteristic of Addison’s disease, or has ever been attended
by fatal results without the implication of other important
organs—ecircumstances so ineredible, that they seem to justify
the opinion I have ventured to express with regard to their
real character,

Of the five cases of miscellaneous affeetions of the supra-
renal capsules accompanied by discoloration of skin, two are

' Case 204, See also Appendix A, p. 190, Case xxXVIL
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cases of amyloid disease.! In one of these, published by
Averbeck, the patient, a man aged fifty-three, presented a
dirty grey-brown colour of skin, deepest on the shoulders
and back, whilst the face was of a lighter hue. I need
scarcely observe that discoloration of skin, such as 1is
described in this case, is very commonly seen in cases of
amyloid disease. In the other case, recorded by Wolff, the
patient had snffered for years from profuse suppuration in a
large hydatid cyst of the left kidney. A year before death
his face and forehead acquired a dark-yellow, sunburnt hue,
but the mucous membranes remained ansmic, and the only
signs of discoloration on the body were a few lentil-sized
black spots on the neck, abdomen, and extremities, The
debility, loss of appetite, vomiting, and epigastric pains,
which were present in this case, were all, as well as the ema-
ciation, obvious results of the general abdominal disease and
of the increasing discharge of fetid pus. In the remaining
three cases there was fatty degeneration of the capsules.?
One, related by Sir Henry Thompson, is the case of an old
woman, aged eighty-one, who died of bronchitis. Her skin
was bronzed except on the face and hands, and the whole skin
was permeated by colouring matter, In another of these
cases, recorded by Charcot, the patient, a man aged fifty-
seven, presented large brown patches on most parts of the
body, with a slight but almost general lichenoid condition
of skin; but the face, hands, and feet remained of normal
hue. The third case, published by Schet, is worthy of fuller
notice, because the discoloration of skin appears, from
the description, to have been identical with that seen in
Addison’s disease. It dated, however, from nine years’ work
in the glowing sun of a tropical climate, where the man had
suffered from repeated attacks of intermittent fever, which
continued to recur at intervals during the four years he sur-
! Cases 297, 301. # (Cases 300, 208, 209,
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vived his return to Europe. When he died, of epileptiform
attacks following copious spirit-drinking, the spleen was
found to be much enlarged, and the blood contained pigment-
granules and an excess of white blood-corpuscles. The dis-
coloration in this case was therefore doubtless due, in part,
to the effects of climate, but mainly to melanemia, arising
from malarious poisoning and enlarged spleen.

It seems, on the whole, quite clear that these fourteen
cases afford no real grounds for the misconception that any
other disease of the supra-renal capsules, involving destruc-
tion of their tissues, will produce the same effects as Addison’s
disease of those organs.

I have now reached the last of the three classes of cases,
set aside at the beginning of this lecture; comprising all
those cases in which the imperfect deseription of the con-
dition of the supra-renal capsules leaves doubtful the nature
of the lesion, and even; in some cases, the existence of any
lesion at all.

These cases are 32 in number, and they belong in reality,
so far as I can judge, to several different classes;! the only
feature they have in common being the vagueness of descrip-
tion, whiech has compelled me to throw them all into the
game class.

In eight of these cases, the reports of the constitutional
symptoms and discoloration of skin incline me to the belief
that they were true cases of Addison’s disease; but the
descriptions of the lesion in the supra-renal capsules are quite
insufficient to entitle me to class them as such. Thus, in one
of the two cases reported by Mr. Harrinson, the supra-renal
capsules are merely said to have been in an advanced stage
of disease ; and in the other, it is only stated that the interior
of the left capsule was softened and broken up, and that the
right capsule was in a similar, but less advanced, condition.?

' See Appendix B, Group xn. Cases 302-333. ? Cases 316, 317.
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In a case reported by Surgeon-Major Wyatt, the supra-renal
capsules are only described as being very dark, irregular in
form, and hard on section;' and, in one published by
Dr. Martin, the right capsule is merely said to have been
converted into a cyst filled with sero-purulent fluid.? The
deseriptions in the other four cases are equally vague;? and,
in none of the eight, is there any report of the mieroscopical
appearances.

In four cases, reported by Drs. Hayden, Collins, Second
Féréol, and Lowe, the disease in the capsules was probably
fatty change ;* and in one, reported by Mr. Barton, it was
probably cancer, secondary to cancer of the liver.® In twelve
of the thirty-two cases the nature of the lesion in the capsules
is altogether uncertain; indeed, two of these cases were
published, by Drs. Moxon and Tuckwell, as examples of
doubtful or anomalous affections of the supra-renal organs.
In four cases, published by Drs. Murney, Isaac Taylor, Biihl,
and Brehme, the change in the capsules appears to have
been merely a post-mortem change;? and, in some of the
other cases in this class, I am disposed to attribute the dark-
red or brownish colour of the capsules to the same cause.
Lastly, in three cases, the supra-renal capsules are reported
to have been absent or entirely atrophied.®

[t is certain that the characteristic features of the supra-
renal lesion, in Addison’s disease, are not described in any of
these thirty-two cases. A considerable number of them would
appear to have been published under a misconception, which
undoubtedly exists in some quarters, to the effect that any
abnormal condition of the supra-renal capsules is sufficient
to justify the assumption of the existence of Addison’s
disease. .

! Case 333. 5 Case 304,
2 (Case 3245, ® Cases 326, 332.
¥ (ages 310, 314, 319, 321. ¥ Cases 327, 331, 306, 305.

* Cases 318, 309, 312, 323. ¥ Cases 330, 322, 324,
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I must advert for a moment to the most recent of these
cases, reported by Dr. Wieckham Legg in the tenth volume of
St. Bartholomew’s Hospital Reports;' because its author
is of opinion that its facts have sufficient weight to require
the modification, if not the abandonment, of the prevailing
theories with respect to Addison’s disease. The patient,
a woman aged thirty-seven, unquestionably exhibited certain
symptoms resembling some of the constitutional symptoms
of Addison’s disease ; for she suffered during eighteen months
from debility, shortness of breath, oceasional vomiting of
food, and constipation; and she died, after five weeks’ resi-
dence in the hospital, of vomiting and exhaustion. But, on
the other hand, there was a distinet bilious tendency to ex-
plain the vomiting, the appetite was fair, and there was
great thirst, with a red fissured tongue and swollen spongy
gums, and a temperature above the normal. Moreover, the
patient had lost four stone in weight during her illness—an
absolutely unprecedented occurrence in Addison’s disease,
unless when resulting from some serious co-existent wasting
disease. The discoloured skin, also, was harsh, dry, and warm,
instead of being soft and cool, and was not more deeply
pigmented in the axillz or mammary areole than at other
parts. At the post-mortem examination the right supra-
renal capsule could not be found, its place being occupied
by a mass of yellow fat, and the left capsule was only repre-
sented by a small black body as thin as paper. This was a
most peculiar and interesting condition of the supra-renal
capsules, but it obviously bore no relation whatever to Addi-
son’s disease of those organs, nor were the constitutional
symptoms and discoloration of skin, taken as a whole, cha-
racteristic of that disease. The most difficult point in the
case is the absence of any apparent cause of illness and death ;
for, that an abnormal condition of the nature described could

! Case 3212,
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produce active symptoms and fatal consequences, without
the implication of any other organs, seems, to say the least
of it, highly improbable.

One case remains, of the whole number collected, which
represents another misconception so remarkable that it cannot
be entirely passed over; although, from the absence both of
supra-renal disease and of diseoloration of skin, it could not
be classed with any of the other cases. The case is related by
Dr. Gilliam, of the United States, and is that of a man aged
forty-five, who suffered from symptoms resembling several of
the characteristic constitutional symptoms of Addison’s dis-
ease.! Gradually increasing debility, dyspneea and palpita-
tion on exertion, loss of appetite and obstinate tendeney to
vomiting, were symptoms which, in the absence of any other
discoverable cause, might fairly lead to the diagnosis of
Addison’s disease, although no discoloration of skin had
appeared. But when, after death, not only the supra-renal
capsules were found to be healthy, but advanced degenera-
tion and atrophy of the gastric tubules was discovered, which,
as the author himself remarks, fully accounted for all the
symptoms, the diagnosis had clearly been a mistake. From
this case, however, Dr. Gilliam concludes: first, that bronzing
of skin is a quite unimportant feature of Addison’s disease ;
and, secondly, that Addison’s disease itself consists not in a
lesion of the supra-renal capsules, but in disease of the
gastric tubules. The misconception lying at the root of this
singular theory appears to have been, that the presence of
symptoms resembling some of the constitutional symptoms
of Addison’s disease was, in itself, sufficient evidence of the
existence of that disease ; and that, consequently, the lesion
which had produced them might be safely pronounced to be
the essential lesion of Addison’s disease. That the lesion in

' Sehmidfs Jahrbuch, vol. eliii. p. 31, quoted from Philadelphia Med. and
Surg. Rgfjmrf#.
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must result from the abolition of the proper function of
those organs, This was evidently the opinion entertained
by Addison when he published his book ; for he expressed his
belief that the urgency of the symptoms was determined by
the actual amount, or degree, of the morbid change going
on in the capsules; and that, whilst universal disease of
both capsules would, in all probability, be found to prove
uniformly fatal, cases in which the morbid change was limited
to a single capsule might be found to present proportionately
slighter results.! Since Addison’s time, however, it has
become generally recognised, by all those best aequainted
with the subject, that the symptoms associated with the
supra-renal lesion cannot proceed from mere destruction of
the tissue of the capsules and consequent abolition of their
funetion. Many physiological experiments have been made
upon animals by Drs. Brown-Séquard, George Harley, and
others, with the view of deciding this point ; but, looking to
the differences in their results, and to the doubt how far
these may have been due to accessory differences in the
operative processes, I am disposed to attach much more
weight to certain clinical and pathological facts, which seem
to me to determine the question.

In my last lecture, I think it was clearly shown, that
when the normal structure of the supra-renal capsules is
altogether supplanted by cancer, or has undergone complete
fatty degeneration, none of the peculiar symptoms of Addison’s
disease are produced, notwithstanding the total destruction
of the organs for all functional purposes. On the other
hand, it is quite certain that, in many cases of Addison’s
disease, the conversion of the supra-renal capsuyles into a
mass of fibroid tissue, and even the degeneration of this
latter into cheesy material, must have been almost, if not

' On Disease of the Supra-remal Capsules, pp. 7 and 31,
].‘
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altogether, complete, before the development of any of the
characteristic symptoms of the disease.

In one of my own patients, for example, the profound
alteration in the capsules, more especially in the right one,
which consisted chiefly of cheesy masses with some gritty
matter bound together by translucent tissue, could not pos-
sibly have taken place to any extent during the brief period
of her illness;! and in other cases, in which the illness has
been equally short, the capsules have been found in a still
more advanced and complete state of degeneration. M,
Stromeyer Little reports the case of a servant girl, aged
fifteen, whose illness was first noticed only four weeks before
her death; and yet both the supra-renal capsules were in
great part ‘made up of a material of yellowish colour,
cutting like hard cheese, with here and there a little gritty
matter,” and presented no trace of normal structure.®

The paroxysmal mode of progress, characteristic of the
usual chronic course of the disease, is also quite adverse to
the probability of the symptoms being due to abolition of
the function of the capsules ; for, in that case, the frequent
rallyings from severe paroxysms of the symptoms could
scarcely take place, when the nature of the local lesion must
render any renewal of function impossible.

Again, it usually happens, in the case of other sym-
metrical organs, such as the lungs or kidneys, that, if only
one of the two organs is rendered functionally useless by
disease, the other acquires an inereased functional activity ;
and, if life be not preserved, it is at least prolonged much
beyond the average term in cases in which both organs have
become diseased. In Addison’s disease, on the contrary, in
some of the very few cases in which one capsule only has
been found diseased, the symptoms have nevertheless run a

! (ase 25, Appendix B. See also Appendix A, p. 109, Case 1.
? (lase 52, Appendix B,
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course in all respects resembling the usual course of the
disease when both capsules are involved.

Thus, in a girl aged eleven, whose case was reported by
Guttman in 1870, and who had been under observation
during five months, the left supra-renal capsule only was
found to be diseased, the right one being still perfectly
intact ;' but, nevertheless, the constitutional symptoms had
been quite characteristic, and the discoloration of skin very
fully developed. A more striking case of the same class,
which had been under medical observation for soie years,
was published by Dr. Murchison in the ¢ Pathological Trans-
actions’ for 1866.2 In the year 1864 the patient, a man
aged twenty-seven, was in the Royal Infirmary of Edinburgh,
where his case was diagnosed by Drs. Dyce Duckworth and
Pye-Smith as a typical example of Addison’s disease. He
survived until April 1866, having been occasionally able to
work at his trade during the periods of remission of his
symptoms. At the autopsy only one of the supra-renal
capsules was found to be diseased; the diseased organ
exhibiting all the characteristic appearances of the capsules
in Addison’s disease, whilst the other had remained quite
healthy.

Whatever, therefore, may be the hitherto undiscovered
function of the supra-renal capsules, these facts would seem
to justify the conclusion that abolition of that funetion, by
whatever lesion it may be produced, cannot be the cause of
Addison’s disease. That disease being, nevertheless, inva-
riably associated with one particular organic lesion of the
supra-renal capsules, we must seek for some other means by
which this lesion can give rise to the characteristic symptoms
which indicate its presence. Manifestly, also, the condition
to which we refer the production of these symptoms must

! Case 30, Appendix B,
* Case 114, Appendix B. See also Appendix A, p. 160, Case xxi,
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be one which is found in connection with this one particular
lesion of the capsules, and which is not associated with any
of the other lesions of those organs, which equally destroy
their structure, but, as we have seen, do not produce the
symptoms of Addison’s disease.

This condition is, as I believe, the extension of the chropic
inflammatory process, which constitutes Addison’s disease of
the supra-renal capsules, from the diseased capsules to sur-
rounding parts; a condition which I described, in my first
lecture, as one of the characteristic features of the morbid
anatomy of Addison’s disease. This extension of the inflam-
matory process beyond the capsules produces, as I have
stated, dense overgrowths of conmective tissue, which form
extensive adhesions between the capsules and neighbouring
organs; and which, if merely by their pressure, cannot fail
to affect in a very serious degree, not only those nerves
which pass into and eut of the capsules, but likewise all
those which are in intimate relation with them.

Now it is certain that the supra-renal capsules, which lie
in close contiguity to the solar plexus and semilunar ganglia,
receive a much larger supply of nerves in proportion to their
size than any other organs in the body. Kolliker says that
he has counted as many as thirty-three nerve-trunks in the
right supra-renal eapsule;' and Lobstein, when deseribing,
half-a-century ago, a case of tubercle of the capsules, stated
that he had found eight nerve-branches going from the right
semilunar ganglion to the right capsule, and thirteen from
the left semilunar ganglion to the left capsule.®

Some physiologists, indeed, believe the supra-renal eap-
sules themselves to be ganglionic nerve-centres, Thus,
Killiker considered the cortical and medullary portions of

1 Manual of Human Histology (Sydenham Society's Translation), vol. ii.

P. 218. :
* De nervi sympathet. human. Paris, 1823, P, 160,
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the organs to be physiologically distinct ;! and, whilst
regarding the cortical portions as ¢ blood vascular glands,’
he looked upon the medullary portions as appertaining to
the nervous system. Bergmann held very much the same
opinion. More recently, Leydig has stated that the cells
which are embedded in the meshwork of the medulla of the
supra-renal capsules are of irregular form, and exhibit pro-
cesses like the multipolar ganglion-cells of the brain and
spinal cord. He further says, that a number of nerve-trunks
which pass through the cortical portions of the capsules are
lost in the medulla, and do not again pass out ; facts which,
he considers, compel the belief that the nerve-fibres arise in
these ganglion-cells, and that the medullary portion of the
supra-renal capsules is essentially a ganglionic nerve-centre.?

Although I cannot venture to pronounce an opinion on
these histological and physiological views respecting the
nature and functions of the supra-renal capsules, the observa-
tions I have quoted seem to render it certain that these
organs have very intimate relations with the semilunar
ganglia and solar plexus, by means of very numerous nerve-
fibres. Dr. Habershon, to whose researches I have already
referred, several years ago traced a direct branch of the
pneumogastric nerve to one of the supra-renal capsules ;3
and Bergmann found direct branches, both from the pneumo-
gastric and phrenic nerves, passing to the supra-renal cap-
sules.! Dr. Sidney Coupland, also, when making the post-
mortem examination of a girl who died recently in the
Middlesex Hospital, under my care, of Addison’s disease,
dissected out very thoroughly the nerves in the vicinity of
the supra-renal capsules, and distinetly showed a very con-

' Loo. cit., vol. ii. p. 219.

* Lekrbuch der Histologie des Menschen und der Thiere. Frankfurt am
Main, 1857, P, 189.

* Guy's Hosp. Reports. Third series, vol. x. p. 83.
* Kolliker's, Man. Human Hist,, vol. ii. p. 217.
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siderable nerve-branch, in a greatly thickened condition,
passing directly from ome of the pneumogastric nerves to
the neighbouring capsule.' The supra-renal capsules are
therefore not only very intimately connected with the chief
centre of the ganglionic nervous system situated in the
abdomen, but also indirectly, through that centre, and more
directly, through the pneumogastric and phrenic nerves,
with the cerebro-spinal nervous centres.

It will readily be conceived that the pressure exercised
by a mass of hard connective-tissue forming within and
around the capsules, closely investing the nerves passing into
those organs, and sometimes involving the semilunar ganglia
and solar plexus, must seriously interfere with the functions
of the nerve-branches embedded in the contracting growth.
But, as we have seen, the injury to the nerves is by no means
always limited to those branches which are actually bound
up in the inflammatory new growth; for, in many cases,
several of which were quoted in my first lecture, the nerves
at some distance from the inflammatory tissue have been
found enlarged, by reason of the increased thickness of their
neurilemma—a condition which could only arise from the
further extension of the inflammatory process along their
cheaths. Moreover, though in numerous cases it is stated
that the only change discoverable in the nerves was this in-
creased growth of connective-tissue in their outer sheaths, in
other cases inflammatory growths have been also distinetly
seen in the connective-tissue sheaths of the individual nerve-
fbres. Thus Hertz saw, in Van Geuns’ case, to which I
referred in my last lecture, numerous oval or spindle-shaped
cells embedded in the connective-tissue between the nerve-
fibres of the solar plexus and the semilunar ganglia.? This
undue thickening of the neurilemma must naturally tend to

! See Appendix A, p. 128, Case vin.
# See Appendix A, p. 177, Cage xxviL.
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produce irritation, and ultimately atrophy, of the compressed
medullary portions of the nerves, and these conditions have,
in fact, been verified in many cases of late years.

The first notice, indeed, of a morbid condition of the
nerves in Addison’s disease, is by Addison himself, who re-
cords in his monograph that Mr. Quekett had found, on
microscopical examination of a portion of the semilunar
ganglion and solar plexus in one of his cases, that they had
undergone some form of fatty degeneration.! Dr, Monro
reported, only a year later, a case of Addison’s disease, already
referred to, in which he found the sympathetic nerves on the
right side, going from the lesser splanchnie, greatly increased
in size, as were also some of the branches, as well as the

olia, of the solar plexus on the same side and in contact
with the diseased capsule.? The texture of these nervous
parts was of a rosy hue, as if under the influence of vascular
excitement. But researches into the condition of nerves at
autopsies were then much rarer than they are now, and the
fullest and most accurate deseriptions I have found are in
the reports of recent and mostly of foreign cases,

Hertz found, in Van Geuns’ case, both semilunar ganglia
reddened on the surface and also on section, and the separate
ganglionic cells so filled with granular pigment as almost to
conceal their nuelei? Professor Tigri found, in Burresi’s
case, the whole sympathetic nervous system reddened and
swollen, and the semilunar ganglia enlarged.* Under the
microscope, both ganglia and nerve-fibres showed remains of
old and recent hm@morrhages, consisting of yellow granular
corpuscles and of small roundish or irregular bright-red
molecules, together with some still normal red blood-cor-
puscles. The cells of the enlarged semilunar ganglia, but

! On Disease of the Supra-renal Capsules, p. 3,
* See Appendix A, p. 172, Case xxv1.

* See Appendix A, p. 177, Case xxviIL

¢ Bee Appendix A, p. 179, Case xx1x.
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more especially of the left one, were opaque and granular,
and showed no trace of nucleus ; and it should be mentioned,
in connection with this fact, that the left supra-renal capsule
was double the size of the right one. Rindfleisch, again, in
Kuhlmann's case, found the fibres of two nerve-trunks, em-
bedded in the inflammatory adhesions of the capsule to
neighbouring organs, in a state of partial fatty degeneration.!
Van Andel states that in his case the microscope revealed
atrophy of the sympathetic nerve and of the solar plexus, with
almost total disappearance of the medullary cells, and
pigmentation of the ganglionic cells.? Boogaard found, in
a case of Schmidt’s which he examined, the sympathetic
nerve much atrophied ;® and Bartsch reports, in a case in
which the pathological eonditions of the supra-renal capsules
were very characteristie, that the semilunar ganglia were of
a greyish-red colour, and the ganglionic cells almost all filled
with fat, and very few of them showing any nucleus.*

These numerous observations, by competent pathologists,
leave no doubt that the antecedent probability of injury to
the nerves in intimate relation with the supra-renal capsules,
from the chronie inflammatory process going on around them,
is borne out by the facts.

We now come to the question, how far the various symp-
toms of Addison’s disease can be shown to be due to these
morbid changes in the abdominal portions of the sympa-
thetie nervous system. Addison himself conjectured, latterly,
that the intimate connection of the supra-renal capsules with
the nervous system had a large share in the production of
the symptoms; and Drs. Wilks, Habershon, and others,
adopted this view, and attributed them to the implication
chiefly of the sympathetic nerve. But the belief in this

' See Appendix A, p. 181, Case xxx.
? See Appendix A, p. 182, Case xxx1.
3 See Appendix A, p. 187, Case xxx1v.
t Bee Appendix A, p. 181, Case xx%11.
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mode of production of the symptoms was at that time
mainly hypothetical, and, as such, I attached little import-
ance to it. Of late years, however, the observations which
I have detailed have convinced me that the nerves in close
relation with the supra-renal capsules are undoubtedly
affected in every case to a greater or less extent, by the
chronic inflammatory process of Addison’s disease ; and, from
various analogies, I think it must be inferred that at least all
the more important features and prominent symptoms of the
disease are due to the morbid changes in the affected nerves.

These changes are, as I have shown, of two kinds ; corre-
sponding to two different stages of disease. In the earlier
stage, the nerves connected with the supra-renal capsules
and the semilunar ganglia are in a state of irritation; in
the other, and later, stage, the structure of these same nerves,
and even of the ganglia themselves, has become seriously
injured, and we may presume that their functions must be
greatly impaired. The first of these changes, the stage of
irritation, is exemplified in the redness and swelling of the
nerves and ganglia observed by Monro, Hertz, and Burresi,
and may be regarded as the primary consequence of the
extension of the inflimmatory process to the mnerves and
local nerve-centres. The second change, attended by more
or less complete impairment of function, consists in the
atrophy and fatty degeneration of the nerves, described by
Quekett, Rindfleisch, Boogaard, Bartech, and others; and,
it would naturally occur as a secondary comsequence of the
continuance of the stage of irritation.

It is obvious that such irritation of the nerves, as has
been shown to exist in Addison’s disease, would be likely to
vary greatly in intensity in different cases, and even from
time to time in the same case, according to the greater
acuteness or chronicity of the inflammatory process in the
supra-renal capsules. Such irritation also, though due to
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4 permanent cause, might very possibly subside more
or less completely at intervals, under favourable circum-
stances, but would be readily rekindled by comparatively
trivial causes. It is also quite conceivable that the implica-
tion of the nerves may not always take place with equal
rapidity, nor at an equally early period of the disease.

If, then, the condition of the nerves may be expected to
vary thus in different cases, and at different periods in the
course of the same case; and, if the outward manifestations
of the disease be produced only by the nerve-lesions; there
would appear to be no difficulty in explaining, either the
varieties in the course and symptoms of Addison’s disease in
different cases, or the marked alternations of remission and
exacerbation frequently observed in the same case,

These views would also explain the occasional latency of
the symptoms of Addison’s disease for lengthened periods,
and their sudden development on the oceurrence of some
external cause of depression; as well as the fact, to which I
have already directed attention, that, at the post-mortem
examination of patients dying of Addison’s disease, after
perhaps only a few days of obvious illness, the supra-renal
capsules have been found in as advanced a stage of disease,
and their natural structure as completely destroyed, as in
patients who have died after a long course of fully developed
typical symptoms.

Again, the individual constitutional symptoms of Addi-
gon’s disease seem in great part explicable, either as direct
effects of the nerve-lesions upon certain organs, or as second-
ary consequences of those lesions, through the medium of
their interference with the circulation. In the first place
you will have observed that branches both of the pneumo-
gastric and of the vaso-motor nerves have been found im-
plicated in the inflammatory process of Addison’s disease.
The pneumogastric nerve has very intimate relations with
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the lungs, the heart, and the stomach, all of which organs
are functionally disordered in Addison’s disease. It is, there-
fore, probable that such symptoms as the sighing, yawning,
hiccup, and the irritability of stomach, may result, at least
in part, from the lesions of the peripheral branches of the
pneumogastric nerve distributed to the supra-renal capsules
and solar plexus.

Physiological investigations appear, also, to throw light
upon the relation between the lesion found in the vaso-
motor nerves and semilunar ganglia and many of the
prominent symptoms of Addison’s disease. It is stated, as
the result of physiological experiment, that lesions of the
sympathetic nerve-centres of the abdomen, by removing or
diminishing the vaso-motor influence, give rise to functional
dilatation of the blood-vessels and to a consequent excess in
the supply of blood to the abdominal viscera; from which
a corresponding drain of blood from the other organs of
the body would necessarily follow. Such a condition, in
Addison’s Disease, would sufficiently explain the extremely
small, compressible pulse, the asthemia, listlessness, and
indisposition for exertion; the excessive feebleness with-
out corresponding muscular emaciation, the shallow respira-
tion and breathlessness on exertion ; all of which symptoms
point to some deficiency in the supply of blood to the
affected organs. The symptoms more directly referable to
the nervous system—the occasional dimness of sight or im-
paired hearing, the vertigo, delirium, and coma, the muscular
rigidity, tremors, convulsive twitchings of the face and limbs,
and even the epileptiform attacks recorded in some cases—
may also with mueh probability be regarded as the effects
of some interference with the due supply of blood to the
great nerve-centres. They closely resemble, indeed, the ner-
vous phenomena which sometimes follow copions h@mor-
shages. It is true that, in Addison’s disease, there iz mno
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actual loss of blood, but it seems of little importance, as regards
the effect upon the brain,to what cause the deficient supply of
blood be due ; whether it arise from actual hemorrhage, from
the failure of the heart to send an adequate supply of blood
to the brain, or from a drain of blood from the cerebral ar-
teries produced by an inordinate flow towards the abdominal
viscera at the expense of other organs.!

One objection to this view is that, generally speaking,
no evidence of there having been over-fulness of the abdo-
minal vessels appears to have been found after death, either
in the form of vaseular distension, or of exudation into the
tissues of the congested organs. Even congestion of the
abdominal viscera has only been noted in comparatively few
instances, and I have found no considerable degree of it
existing in any of my own cases.? The action of the heart
18, however, so feeble in Addison’s disease, that no active
hyperamia of the abdominal organs would be likely to oceur ;
nor, except in cases of long duration, would any permanent
enlargement of the calibre of the abdominal vessels be at
all likely to take place ; so that even if congestion had existed,
more or less, during life, it would not follow that, in the
majority of cases, any sufficient proof of its existence should
be found after death, The large, soft, dark-coloured spleen,
not unfrequently mentioned in chronic cases of Addison’s
disease, is, in all probability, the one result of the long-con-
tinued excess of blood in the abdomen which most often
remains in evidence.

' As bearing upon this subject, see Dr. Tappeiner's report of the compara-
tive effects produced upon the cireulation, in animals, by tying the portal vein
and by taking blood from the carotid artery.—Ludwig's Arbeifen aus der
Physiol. Anstalt zu Leipzig, Jahrgang vii, 1872, P. 20.

? One case has, nevertheless, come under my observation since these lectures
were written, in which great venous engorgement of all the abdominal viscera
was found after death. The patient died recently of Addison’s disease in
St. Thomas's Hospital, under the care of Dr. Bristowe. See Appendix A,
p. 138, Case x.
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With respect to the changes in the gastric and intestinal
mucous membranes, there is also strong physiological evi-
dence in support of the belief that they are caused by the
lesions of the pneumogastric nerves, semilunar ganglia, and
~ solar plexus. Pincus states that section of the pneumo-
gastric nerves and extirpation of the solar plexus, in animals,
is followed by hyperemia, ecchymoses, and ulcerations of the
stomach and upper part of the intestinal canal.! The
catarrhal and other affections of the mucous membrane of
the stomach, and the enlargement of the solitary and agmi-
nated glands of the small intestine, so frequently found in
chronic cases of Addison’s disease, would thus appear to be
the direct results of the interference with the functions of
the abdominal nerve-centres by the extension td them of the
inflammatory process from the supra-renal capsules,

Some of these physiological experiments are quoted also
by Dr. Risel, of Halle, in an able paper on the Pathology of
Addison’s Disease, in which he expresses views on the subject
agreeing in many respects with my own.? Like myself, he
attributes the more prominent symptoms of the disease to
lesions of the nerves secondary to the lesion in the supra-
renal capsules; and he considers them to be the direct re-
sults of excess of blood throughout the abdominal cavity
consequent on impairment of vascular tone.

Many other foreign writers have concurred in attributing
the constitutional symptoms of Addison’s disease to some
lesion of the nervous system, but they differ widely in their
ideas of the relation which subsists between the supposed
nerve-lesion and the disease in the supra-renal capsules, and
also with respect to the means by which the symptoms are
produced. Schmidt, Burresi, and Kuhlmann have concluded,

3‘ .Eﬂ'mk w. Lfeufer’s Zeitschrift f. Rat. Med. 1856, Dritte Reihe, vol. ii.
p. 352,

* Deutsches Archiv f. Klin. Med, vol. vii. p. 42.
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from the important nerve-lesions found by them in cases of
Addison’s disease, that the essence or primary cause of the
disease is a morbid affection of the sympathetic or trophie
system of nerves, and that the disease in the supra-renal
capsules is only a secondary phenomenon or incidental com-
plication.

To these theories it would seem sufficient to oppose the
fact, that there is no single case on record in which the
group of symptoms characteristic of Addison’s disease has
been observed during life, and in which, after death, the
affection of the nerves, supposed by these writers to precede,
or to give rise to, the disease in the supra-renal capsules, has
been found to exist unassociated with this latter. Neither,
amongst the many hundred post-mortem examinations
annually made in the London hospitals, has, so far as I can
discover, any similar condition of the abdominal nerve-
centres ever been found unassociated with inflammatory dis-
ease of the supra-renal capsules.

Bartsch considers it doubtful whether the supra-renal
capsules or the semilunar ganglia will be found to contain
the centre of the trophic nerves, which he regards as the
true seat of the disease.! Rossbach, as I have said, deduces,
from the case related in my last lecture, an altogether
new theory of the nervous origin of the symptoms of Ad-
dison’s disease.? He attributes them entirely to funec-
tional disturbance of the cerebro-spinal nervous system,
produced by long-continued grief and trouble, and bear-
ing a close analogy to the nervous ailments which produce
hysteria. He includes the two diseases under the head of
¢ general neuroses with unknown anatomical causes,’ and con-
cludes that, as hysteria often exists without uterine disease,
so the lesion in the supra-renal capsules bears no constant

' Central Blatt. f. Med, Wiss. vol. v. p. 397.
? Virchow's Archiv f. Path. Anat. efe, vol. li. p. 100.
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relation to Addison’s disease. Had the premises only been
correct, it would have been difficult to controvert his argu-
ments ; but he had to do, as we have seen, not with a case of
Addison’s disease at all, but with a case of hysterical mania,
aggravated no doubt by the irritation of the seleroderma,
from which the patient was also suffering, and complicated
with degenerative disease. Consequently, his arguments,
~ which are convincing enough as to the origin of the symp-
toms in the case really before him, have no bearing whatever
upon the question of the origin of the disease with which he
supposed himself to be dealing.

Owing to the undue prominence which has always been
given to the bronzing of skin as a symptom of Addison’s
disease, the character and causes of this abnormal pigmenta-
tion have been far more fully and widely discussed than those
of the eonstitutional symptoms.

Virchow, in his work on Tumours, expresses his belief that
the bronzing of skin is due to affections of the nerves in close
relation with the supra-renal capsules; without reference,
however, he considers, to the particular nature of the morbid
process in those organs.! Biihl regards the pigment-deposit
as the direct result of a blood change, characterised by a
deficiency of fibrine, excess of white corpuscles, and unusually
dark colour of the blood.? I should remark, by the way, that
the four cases upon which Biihl founded this opinion were all
complicated with general disease of the lymphatic glands, or
extensive tuberculosis, and with great emlargement of the
spleen, in one case to four times its natural size ; and, though
in some of them the capsules seem to have presented the
appearances of Addison’s disease, in one at least they certainly
did not. The other conditions, found in these four cases, are
such as are well known to be associated with leukamia and

! Die Krankhaften Geschwiilste. Berlin, 1864-5. P. 701.
¥ Wiener Med, Wochenschrift. 1860, P, 22.



80 ADDISON'S DISEASE. [LEcT. 1.

melanemia. Martineau holds that the bronzing of skin,
though most frequently associated with disease of the supra-
renal capsules, is really independent of its existence, ¢ because
equally common in tuberculous, cancerous, and miasmatic
cachexias.’! This I have clearly shown to be a misconception,
as regards the peculiar discoloration of skin characteristic of
Addison’s disease, Jaccoud, in his able article on ¢ Bronzed-
skin Disease’ in the new French Dictionary of Medicine, attri-
butes the pigmentation, in Addison’s disease, to irritation of
the vaso-motor sympathetic nerves excited by the supra-renal
lesion ; but he considers the length of time requisite for the
hypersecretion of pigment, by this means, to be the obvious
explanation of the earlier development of the constitutional
symptoms,? This latter view is negatived by the fact that, in
a considerable number of cases, several of which were quoted
in my first lecture, the bronzing of skin has been observed for
longer or shorter periods before the development of any of the
constitutional symptoms. Bartsch is of opinion that the
bronzing of skin is the consequence of disease in the centres of
the trophic nerve-fibres of the skin, and does not believe that
change of the blood-colouring matter can produce it. Risel,
on the other hand, is of opinion that, although vaso-motor
influences may have a share in causing the pigmentation of
the skin in Addison’s disease, it cannot be sufficiently
accounted for without the supposition of some abnormal
state of the blood. This he believes to consist in an altered
condition of the hsmoglobulin, due to the change in the
spleen and lymphatic glands, as well as to the diminished
nutrition arising from the catarrh of the stomach and
intestines.

So far, however, as I have been able to ascertain, the

! Dela Maladie d' Addison. Paris, 1864, P. 121,
* Nouveau Dict. de Méd. et de Chirurg. pratiques. Paris, 1866. Article
‘ Maladie Bronzée," vol. v, p. 729,
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composition of the blood does not undergo any important
alteration in uncomplicated cases of Addison’s disease. In all
my later cases the blood has been examined mieroscopically,
with virtually negative results. In one woman, who was
anz@mic, and had never been robust since an attack of sear-
latinal dropsy seven years before her last illness, the white
corpuscles were slightly in excess; but, in all other respects,
the blood appeared perfectly normal, the red corpuscles
being abundant, and forming rouleaux in the usual manner.
In another of my patients, who had been in the hospital pre-
viously, and was readmitted on account of the extreme pros-
tration following loss of blood from a slight wound on the
forehead, the blood, when first examined, was not exactly
normal. There was no marked excess or diminution of white
corpuscles ; but there was a deficiency of red corpuscles, and
those present did not form into rouleaux, but were scattered
singly over the field. There was also a large number of
globular highly refractive nuclei, of a red colour, measuring
on an average 4357 of an inch in diameter, mostly lying
isolated, but here and there aggregated in groups. At the
end of three weeks, however, when the patient had recovered
her strength, the abnormal conditions of the blood had
disappeared, and their temporary existence could not well
be a specific result of Addison’s disease, seeing that precisely
the same appearances were found, though to a less marked
extent, in the blood of two other patients who were in the
hospital at the same time, one of whom was suffering from
constitutional syphilis, and the other from simple debility
and an®mia. Since the delivery of my last lecture the
courtesy of Dr. Bristowe has given me another oppor-
tunity of examining the condition of the blood in a well-
marked case of Addison’s disease.! The patient, a woman
aged forty-eight, who is at present under his care in St.
! See Appendix A, p. 131, Case x.
G
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Thomas’s Hospital, is suffering from extreme debility and
nausea ; her circulation is so feeble that it was most diffieult
to obtain a tracing of the pulse, and she is quite as dark as
a mulatto. Nevertheless, her blood was found, on micro-
scopical examination, to be rich in red globules, which
arranged themselves freely in rouleaux, and it certainly did
not contain any marked excess of white corpuscles. A few
of the small highly refractive bodies, deseribed as having
been present in my own case, were scattered singly over the
field.

Dr. Thudichum, who examined chemieally, for sixty-five
continuous days, the urine of a patient who died in the
Middlesex Hospital, under the care of Dr. Burdon Sanderson,
found a great deficiency in the uric acid and colouring matter.
He concludes from his researches that ¢ the brown deposit in
the skin is the varying balance of a current account,” which
¢ may increase or decrease.’! Apparently he means to infer
that the abnormal deposit of pigmen? in the skin is an alter-
native result of these deficiencies in the composition of the
urine, and varies in intensity according to their variations.
Mr. West, in a paper recently read before the Royal Medieal
and Chirurgical Society, states the exact amount of the
deficiency in the proportion of urea excreted in a case of
Addison’s disease.? His analyses, though few in number,
agree with the results obtained by Rosenstein from analyses
of urine in some cases of Addison’s disease, in which he
always found the quantity of urea excreted to be deficient,
and that of indican in excess.® It appears to me, however,
that no inferences can be drawn from the results of these
researches with respect to the production of the bronzing of
skin. I believe the deficiency both of urie acid and of urea

\ Tenth Report of the Med. Officer fo the Privy Council. London, 1868,
P. 281.
2 Not yet published. * Virchow's Arehiv, vol. Ivi. pp. 27-37.
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in the urine to be due to the diminished waste of tissue,
invariably characteristic of Addison’s disease. The excess
of indican is perhaps more directly due to altered nervous
influence, for I have repeatedly found it in the urine of
patients who had just recovered from the collapse stage of
cholera, or who were suffering from certain diseases of the
spinal cord.

My own opinion is, that the change of colour in Addison’s
disease is undoubtedly produced, like the constitutional
symptoms, through the medium of the nervous system.
The paling of the discoloration coincidently with remissions
of the comstitutional symptoms, and its deepening and ex-
tension with every fresh exacerbation of the illness, appear
to me to afford strong clinical evidence that these two features
of the disease are referable to a common cause. There is,
however, no evidence which enables me to refer the dis-
coloration of skin directly to any of the nerves actually
involved in the inflammatory process, and I am inclined to
attribute it, rather, to reflex irritation through the cerebro-
spinal nervous system.

Although the correctness of these inferences is not sus-
ceptible of proof, without much clearer knowledge than we
now possess of the part actually played by the nerves in the
physiological processes disturbed by the disease, I venture to
think that the views I entertain derive considerable support
fron the clinical and pathological facts upon which they are
based.

The still more obscure question of the etiology of the
inflammatory disease in the supra-renal capsules remains to
be considered.

Nearly ten years ago, in a paper read before the Patho-
logical Society, I observed that the production of the symp-
toms of Addison’s disease by means of the implication of
the nerves was, after all, a secondary question to that of the

2
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origin of the supra-renal disease itself, of which the nerve-
lesions were the consequence, not the cause. This is still my
opinion ; but, unfortunately, it is even more difficult to
throw light upon the question of the etiology of the disease
than upon that of its pathological processes; and this diffi-
culty is owing, not only to the peculiar obscurity of the sub-
jeet, but to the absence, in a large proportion of the cases on
record, of many of the data required in order to allow of
any positive conclusions being drawn from them.

There are,at the same time, some pathological conditions
recorded in association with Addison’s disease, in so con-
siderable a number of cases, as to leave no doubt on my
mind that they are not accidental complications, but have a
real, and more or less causal, connection with the disease;
and these conditions I shall now proceed to consider.

In deseribing the characters of the lesion in the supra-
renal capsules, I have purposely avoided the use of the term
¢ tubercular,’ lest I should convey an erroneous impression ;
but the product of the chronic inflammatory process has,
undoubtedly, analogies with tubercle, and it has been termed
¢ tuberculous,” ¢strumous,” and ¢ serofulous,” more often than
inflammatory. It may, indeed, be a question whether the
distinetion between inflammatory and tubercular deposits
can be so clearly drawn as was formerly thought ; for even
the giant cells, relied on by Schiippel as decisive of the
presence of tubercle, are now stated to be merely character-
istic of chronic inflammatory processes in lymphatic strue-
tures.'

Be this as it may, it is impossible to resist the evidence
of clinical facts as to the existence of some affinity between
Addison’s disease and the tubercular diathesis. By far the
larger proportion of the diseases of other organs, found in

' Green, Introduction to Pathology and Morbid Anatomy. Second Edition.
London, 1873, P. 212.
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association with Addison’s disease of the supra-renal capsules,
are diseases of tubercular or strumous character. In the
typical cases, it is true, these complications are either alto-
gether absent, or are indicated only by small tubercular con-
cretions in the lungs, some of which are described as cheesy,
some as calcareous, others as peri-bronchitic nodules, and
others again simply as indurations in the apices of the lungs.
But a very considerable proportion of the other cases are
complicated with more or less active tubercular disease ; and,
in a certain small number of cases, the inflammatory lesion
in the supra-renal capsules has been found co existing with
advanced phthizis or general tuberculosis.

This connection between Addison’s disease and the tuber-
cular diathesis may be explained in two ways. Even if the
general tubercular disease and the inflammatory lesion in
the supra-renal capsules never stand to each other in the re-
lation of cause and effect, it can be no matter of surprise,
seeing how much a ¢vulnerable’ constitution, as Virchow
calls it, predisposes to the development of low chronic in-
flammatory processes, that these two diseases should not
unfrequently be found co-existing in the same patient.
There have been, however, a very small number of cases, in
which it does appear to me as if the lesion in the supra-
renal capsules, characteristic of Addison’s disease, had arisen
as part of a general chronic tubercular process going on at
the same time in several other organs. It will be remembered
that in those particular cases, which were discussed in my last
lecture, the characteristic symptoms and bronzing of skin were
altogether undeveloped. Although this is a part of the sub-
ject on whieh I desire to speak with great diffidence, seeing
that it is a question which can only be determined by further
clinical and pathological investigations, I may say that it
seems to me by no means improbable that, in certain cases,
secondary deposits of tuberele may have taken place in the
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capsules, to the extent of entirely destroying their structure,
without having produced the inflammatory nerve-lesions
which I regard as essential factors in the development of
the symptoms of Addison’s disease.

It is much more certain that Addison’s disease is fre-
quently due to the extension of inflammation to the supra-
renal capsules from diseased or injured adjacent parts. I
have records of fourteen cases in which psoas abscesses, con-
nected with caries of the lower vertebra, or other abscesses
in the immediate vicinity of the capsules, have been followed
or accompanied by Addison’s disease.! In three more cases
there is stated to have been angular curvature of spine
or disease of lumbar vertebrse;? and in several other cases,
in which the vertebral column and neighbouring parts were
not examined after death, distinet tenderness on pressure
was observed over two or more of the lower dorsal and upper
lumbar vertebra ; so that I believe the number I have stated
by no means represents all the cases in which this form of
disease has given rise to the inflammatory lesion in the
supra-renal capsules.

There is clear evidence, in many of the fourteen cases, that
the abscesses had existed previously to the supra-renal lesion,
and in some cases they had even become entirely quiescent
for several years before the development of any of the symp-
toms of Addison’s disease. A man aged twenty-four, who
died of that disease in St. Bartholomew’s Hospital, under the
care of Sir George Burrows, had suffered in childhood from
spinal disease, and two years before death from spinal abscess,
which healed after a few months® His last illness was of
eight months’ duration, and after death the bodies of the
fifth and sixth dorsal vertebree were found to be destroyed,

! See App-en-ﬂix B, Cases 15, 121, 133, 137, 138, 145, 152, 160, 169, 181,
203, 207, 211, and Appendix A, p. 129, Case vi
? Bee Appendix B, Cases 124, 141, 173. ¥ Case 102,
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but there was no active disease. Both supra-renal capsules
contained purulent fluid, and yellowish pea-sized bodies,
resembling conerete tubercular matter. Again, in a deformed
woman, aged twenty-six, who died under the care of Dr.
McDonogh of Clapham, of Addison’s disease, and whose case
is recorded by Dr. Wilks, the lower dorsal and one or two of
the upper lumbar vertebre were found, at the autopsy, to be
almost destroyed ;! and,around them, adjacent to the supra-
renal capsules on either side, was found a quantity of putty-
like and cretaceous matter, the remains of an old abscess.
The supra-renal capsules presented the characteristic appear-
ances of Addison’s disease, in a not very advanced stage.
This seems to me a point of so much importance in its
bearings on the etiology of Addison’s disease, that I will
quote also two of the fourteen cases, in which inflammatory
processes, not connected with disease of the spine, had
apparently, by reason of their close proximity to the supra-
renal capsules, been the exeiting cause of Addison’s disease.
The first is a case published by Dr. Cotton, of Lynn, in
which the patient, a member of our own profession, had
suffered in the year 1847 from an abscess in the right lumbar
region, which produced very serious effects upon his healths
but, contrary to expectation, he recovered and remained well
until 1854.2 His complexion then underwent a marked
change, and, somewhat later, the constitutional symptoms of
Addison’s disease supervened. After several alternations of
remission and exacerbation, the patient died in April 1857 ;
and, at the autopsy, a fibrous-looking obliterated sinus was
found, proceeding from the cicatrix of the old abscess in the
right loin to the site of the structures in which the diseased
capsules were firmly embedded. The disease in the right
capsule appeared older than in the left. The other case is
that of a labourer aged thirty-seven, a patient under the

b Case 181, * Case 15. See also Appendix A, p. 167, Uase xxyv,
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care of Niemeyer, by whom the case was diagnosed as one of
Addison’s disease three or four years before death, and it was
published as such, by Averbeck, during the patient’s life-
time.! The resnlts of the autopsy were reported by Schiip-
pel. The disease seems to have run a slow and sluggish
course, complicaled by successive abscesses and fistule in
various parts of the body. The symptoms and discoloration
were both characteristic, and the patient died in a sudden
paroxysm of nerve-paralysis. The supra-renal capsules were
found in the usnal conditions characteristic of Addison’s
disease ; the right one still showing a trace of normal strue-
ture, and both being embedded in much firm tissue. The left
capsule and kidney were blended into one mass with the
neighbouring portion of the descending colon, by means of
firm tissue traversed by strong fibrous threads. The colon
was, at this part, the seat of an extensive cicatrix of a large
ulcer, which had at some previous time involved the whole
tube, and had much contracted it by thickening its walls. The
colon was adherent to the pancreas by the same mass of firm
tissue which bound it to the left supra-renal capsule.

In the four cases I have just quoted, the inflammatory
disease, which appears to have spread to the supra-renal cap-
sules, was apparently due to constitutional tendencies; but,
in several of the other cases of this class, there is a distinet
history of local injury which has obviously produced it, and
in apparently healthy subjects.

The most striking case of this kind which has come
under my own observation, is that of a coal-porter, aged
thirty-three, who was admitted into the Middlesex Hospital
in the year 1866, under Dr. Stewart’s care.” His health had
been robust until about three years before his death, when
he severely strained his back in pushing a loaded coal-

' Case 169, Sce also Appendix A, p. 184, Cuase xxxun.
? (Case 138, See also Appendix A, p. 114, Case v
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truck, and felt a sensation as if something had given way.
From that time he constantly felt more or less pain in the
loins, but the first symptoms of Addison’s disease supervened
only ten months before his death, or two years after the
accident. The case, like most of those belonging to the
class I am discussing, was quite typical as regarded the con-
stitutional symptoms and bronzing of skin. At the post.
mortem examination the supra-renal capsules were both
found embedded in thick fibrous tissue and adherent to sur-
rounding parts; the right one was much enlarged and
nodulated, and consisted of semi-transparent tissue, yellow
cheesy masses, and small calcareous patches; the left capsule
was smaller than the right one, and eontained more calca~
reous matter. Adjacent to the capsules, in front of the
lower dorsal and upper lumbar vertebre, was a largish
abscess, bounded by firm fibrous investments. Lastly, on
examination of the spine, the invertebral substance between
the lowest dorsal and first lumbar vertebre was found to be
separated from the upper surface of the last-named vertebra,
on the left side, for two-thirds of its depth, but the separa-
tion did not extend to the spinal canal., The upper surface
of the first lumbar vertebra was bare and rough. The clinical
history and pathological conditions, in this case, scarcely
leave room for doubt that the separation of the intervertebral
substance took place at the moment of the strain, three
years before death; and that this injury gave rise, primarily,
to the abscess in front of the injured parts, and, secondarily,
by extension of inflammation from this abscess, to the dis-
ease in the supra-renal capsules.

Another remarkable case of the same character was pub-
lished by Dr. Grey Glover in the ¢Edinburgh Medical
Journal ’ for 1859.! The patient, a furnace-man at some
chemical works, had hurt his back by a fall. Three years

! Cage 133,
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later he became of a yellow colour, and was supposed to be
jaundiced. Notwithstanding medical treatment, this dis-
coloration of skin never left him, and it ultimately deepened
into the typical bronzing of Addison’s disease. The peculiar
constitutional symptoms only began to develop three years
after the first appearance of the discoloration of skin, and
the patient died after two years’ illness. The supra-renal
capsules were found to be entirely destroyed ; they consisted
of semi-translucent deposit, with some opaque white material
and cretaceous masses. In this case, also, there was psoas
abscess with caries of the two lower dorsal and two upper
lumbar vertebre. Dr. Wilks, to whom the capsules were
submitted for examination, pronounced the case to be a
capital example of the disease; and, in referring to it,
stated that the fact of caries of the spine being the only
disease which had, in two or three instances, been found pre-
ceding Addison’s disease, strongly suggested the opinion
that the capsules might have been secondarily affected
by it.

In ten or twelve other cases, abscesses, frequently con-
nected with disease of bones, or otherwise apparently of
serofulous character, have been found in situations more or
less remote from the diseased supra-renal capsules.! In
several of these, as in many of the cases complicated with
tubercle in the lungs, the only connection between the two
diseases has probably been the comstitutional viee which
predisposed to the development of both; but in other cases,
in which the local seats of inflammation were not far removed
from the supra-renal capsules, the disease probably spread,
as in Dr. Cotton’s case, by continuity of tissue, although the
connection was overlooked at the post-mortem examination,
In a case of my own, that of a man aged twenty-four, who

* Cages 130, 136, 140, 142, 147, 149, 151, 153, 156, 166, 178, 210,
Appendix B.
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died in the Middlesex Hospital in the year 1864, there had
been abscesses in the left hypochondrium about nine months
previously.! Soon after it healed he was attacked with
severe pain in the left hip, which never left him. Typical
symptoms of Addison’s disease supervened, together with
discoloration of skin, and he died in a few months. The
capsules exhibited the usual characteristic changes and a
small abscess was found, situated underneath the pelvic
fascia, containing about half-an-ounce of pus, and directly
communicating with carious bone at the left sacro-iliac
synchondrosis. I have since suspected that I overlooked a
connection between this abscess and the tissues adjacent to
the supra-renal capsules; it is cerfain, at least, that, not
fully appreciating at that time the important bearings of
such a connection, I made no sufficient search for it.

I must now invite your attention to another class of
cases : namely, cases of Addison’s disease in which no patho-
logical evidence was found of the existence of any local
lesion, from which there could have been extension of inflam-
mation to the supra-renal capsules; but in which, neverthe-
less, the clinical history of each case very decisively points
to some physical shock, severe strain, or blow, usually in the
back, as the starting-point of the illness.

Unfortunately, the previous history is wanting in so large
a proportion of cases that I can only quote seven cases of
this class.? A woman, aged thirty-one, who died under my
care in 1858, when I was physician to the Western General
Dispensary, always assured me that she had never recovered
from a strain in the back, received in turning a mangle some
years before her last illness.® A female servant, aged thirty,
who died in the Middlesex Hospital under the care of Dr.

' Case 136, See also Appendix A, p. 104, Case 1.
* Cases 10, 25, 67, 71, 114, 158, 183, Appendix B.
3 Case 25, See also Appendix A, p. 101, f._'l!.'.-e L
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Burdon Sanderson, was laid up for a week with pain in
her back caused by a fall down stairs, and began to fail in
health from that time.! A druggist’s assistant, a lad of six-
teen, fell through a trap-door, and, although Dr. Bristowe,
whose patient he was, could not discover any signs of
disease in the bones of the spine or pelvis, the lad’s illness
undoubtedly dated from that fall, which he survived sixteen
months.? A blacksmith, aged thirty, whose case is reported
by Dr. Murchison, dated the commencement of his illness
from a violent fall on the back four or five years before his
~death.* A labourer, aged thirty-three, who had formerly
been a cavalry soldier, stated to Mr. Workman that he had
been ailing ever since his horse fell on him and hurt his
loins, four years before his death.* In a case reported by
Dr. Risel, a bricklayer, aged twenty, had fallen from a scaf-
folding mnearly two years before his death, and although he
remained well in health until the last three months of his
life, his relations had noticed the gradual and apparently
causeless discoloration of his skin for more than a year.
In another German case, recorded by London, the discolora-
tion of skin and pains in the region of the liver and spleen
followed a fall over a bank, which rendered the patient
unconscious for some minutes.’

No disease of the spine, or of other bones, is reported in
the post-mortem examinations of any of these cases, and in
several of them it is certain that none existed.

In five out of the seven cases, however, some tubercles or
cheesy nodules are reported to have been found in the apices
of the lungs, giving evidence of the existence of the tuber-
cular diathesis, with which Addison’s disease appears to have

! Case 71. See also Appendix A, p. 145, Case xvI.
* Case 10. See also Appendix A, p. 160, Case xxm.
¥ Case 114. See also Appendix A, p, 158, Case xx1.
t Case 183, ¢ Caso 67. % Case 158.
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so strong an affinity ; and which, probably, may have pre-
disposed these persons to its development, from slighter and
more temporary causes than would have given rise to it in
persons of a more robust constitution.

In four or five cases the patients have referred their
illness to physical over-exertion, in about the same number
to mervous shocks, grief, or heavy anxiety, and in two or
three cases to attacks of intermittent fever. The evidence
in these cases is of course more or less vague and question-
able; and, due regard being had, both to the inadequacy of
the supposed causes and to the occasional latent course of the
disease, it may fairly be conjectured that the lesion in the
supra-renal capsules existed antecedently to the supposed
cause of the illness, which was only the immediate exciting
cause of the manifestation of the symptoms. It is well, how-
ever, not to overlook any aspect of so obseure a subject, and
therefore, without attaching undue importance to the supposed
facts in the history of these cases, I think it as well to keep
them in view. '

There still remains a majority of the whole number of
cases in which neither the clinical history nor the patho-
logical reports afford any clue to the origin of the disease in
the supra-renal capsules. In many cases, indeed, the pre-
vious history is, as I have said, either sadly defective, or
altogether wanting ; but, in many others, the records, though
apparently complete, show no trace of any antecedent cause.
Grood health, until the apparently eauseless beginning of the
fatal illness, is perhaps the most frequent history; and, in
typical cases, the usual report is that all other organs were
healthy ; the exceptions to this rule being, as I have said,
the frequent presence of small inactive tubercular deposits
in the lungs.

In this absence of all internal conditions, and of all direct
evidence of external injuries, which might serve to refer the
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origin of Addison’s disease, in these cases, to any of the
causes which have been apparently its starting-point in
the eases which I have discussed, we must fall back upon the
indirect information to be derived from the very obvious in-
fluence of sex, age, and oceupation on the development of
Addison’s disease.!

Taking the one hundred and eighty-three cases,® which
I have classed as unequivocal examples of the disease, I
find, as regards sex, that in one hundred and nineteen of
these cases the patients were of the male sex, whilst in sixty-
four they were females.

As regards age, my analysis shows that by far the larger
number of the sufferers were persons in the most active
period of adult life. Of the one hundred and nineteen
males, ninety-two died between the ages of twenty and fifty,
whilst nineteen boys died under the age of twenty, and
eight men over the age of fifty. The two youngest boys
were aged eleven and thirteen years respectively, and the
oldest man was fifty-eight years of age. Again, of the sixty-
four females, forty-seven died between the ages of twenty
and fifty, ten girls under the age of twenty, and seven
women over the age of fifty. The two youngest girls were
also aged eleven and thirteen years, and all the seven older
women were under sixty, except one, who is stated to have
reached the age of sixty-nine.

If we now look to the rank in life and occupations of the
sufferers, we perceive that more than nine-tenths of the
whole number have belonged to those classes which are
engaged, throughout the active period of life, in physically
laborious work. Only eight or nine of the male patients
have - belonged to the classes of gentry, professional men,
or merchants ; whilst not more than six of the females have

! See details on these points subjoined to eases in Appendix B.
 Qomprised in Groups 1., Appendix B.
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been in the position of ladies. With respeet to the occu-
pations of the men, and still more those of the women, the
data are very deficient; but the fact that they were appa-
rently, almost all, in the class of hospital patients speaks for
itself, as to the probability of their having led a life of hard
labour, in some form or other. Of the eighty men belonging
to the working classes whose ocenpations are recorded, fifty-
one were employed as agricultural labourers, blacksmiths,
engine-men, stonemasons, bricklayers, carpenters, porters,
gailors, or in other outdoor labour; about twenty were
journeymen saddlers, bakers, shoemakers, tailors, or followed
other indoor trades; whilst a few were publicans, shop-
keepers, clerks, or had other miscellaneous occupations.
With respect to the large majority of the women of the
working elasses, we have no information beyond their age.
Of the sixty-four women, eight are stated to have been
servants, maids-of-all-work, laundry-maids, or cooks; six,
needlewomen ; and three, outdoor labourers. Some, and in
all probability very many, of the others were poor married
women ; and on no other class of their sex, perhaps, rests a
heavier burden of labour.

Lastly, with respect to the great rarity of the disease in
persons exempt from the risks and fatigues of bodily labour,
I may quote my own experience. Although seven or eight
cases have been referred to me in private practice, within
the last five years, as supposed cases of Addison’s disease,
only two of these have been true cases; and I have met with
no others among persons of the middle or higher classes. I
believe, too, that in this respect the experience of all other
physicians will be found to coincide with mine.

From these data therefore, imperfect as they are, the
following deductions may safely be drawn:—

The oceurrence of Addison’s disease is exceedingly rare,
excepting in persons employed in active manual labonr.
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The mortality caused by itis proportionably distributed
over the laborious period of life, and to that period it is
almost entirely confined.

The disease is comparatively much more frequent in
persons of the male sex, whose employments naturally com-
prise the heaviest kinds of labour.

And, lastly, a preponderating number of the cases which
oceur in persons of the male sex are found amongst outdoor
labourers, or amongst those other elasses of workmen whose
occupations are likely to expose them to injury from accident
or over-exertion.

The facts thus brought out cannot fail to suggest the
probability that, in many of these cases, external causes of
local inflammation may have existed, similar to those which
appear to have been the starting-point of the dizease in the
seven cases which I have quoted. Strains and falls which do
not involve permanently disabling consequences are soon
forgotten, and therefore seldom reported, by persons of the
hard-working classes ; whilst the very necessity, which such
persons are under, of striving against the weakness induced
by a strain or a blow, may tend to keep up an inflammatory
process, which, in persons differently circumstanced, would
probably subside under favourable econditions of rest.

Without, therefore, venturing to speak dogmatically on
a subject which cannot be cleared up without much future .
investigation, I may yet say that I incline to believe the
origin of Addison’s disease in many of the unexplained cases
to have been due to traumatic causes, although its develop-
ment may probably have been favoured by certain constitu-
tional proclivities.

At the same time, I must admit, that there are a certain
number of the typical cases which afford no apparent ground
for explanation on this hypothesis. A few ladies and gentle-
men, in good circumstances, have suffered from Addison’s
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neck, hands, and arms—had o dusky hue, dashed, as it were, in
places with a greenish bronze tint. This greenish colour was
produced by a number of small specks or patches of deeper
coloured integument, but was not of uniform intensity of hue.
It did not altogether pervade, neither was it exclusively limited
to, the exposed portions of skin. It was, however, most obvious
upon the forehead, temples, back of the neck, and along the
course of the trapezius mmscles on either side. The discolora-
tion on the body was of a dusky olive hue, and, with the excep-
tion of four patches of a darker shade in the dorsal region, did
not present any appearance of patchiness. The folds of the ax-
illse were much darker than the surrounding surface, and several
almost blaclk spots, the size of large pins’ heads, closely resembling
nsvi, were situated on the neck, arms, and sides of face. The
patches on the dorsal vertebrm and the deeper-coloured integu-
ment in the axille, thongh at first sight apparently well-defined,
had no definite margins, but faded insensibly into the colour of
the adjacent skin. The hair had a dusky appearance, as though
it had been dyed, and the patient asserted that it had become
much darker within the last three months. There was an ill-
defined dark brown line of discoloration rumning lengthwise
along the lower lip near the junction of the skin and mucous
membrane, and the buecal mucous membrane on each side was
generally of a sallow hue, and was mottled with several Light-
brown stains.

The patient’s state varied somewhat from day to day ; some-
times she appeared to improve for a few days at a time; but, on
the whole, she became progressively weaker. On February 10
she complained of extreme debility and breathlessness on exer-
tion, of severe pain in the loins, and also of wakefulness at night.
She also suffered much from almost constant retching and
sickness.

February 17.—8Staggers in walking ; complains of excessive
lassitude and of ‘fluttering * of the heart and shortness of breath
on exertion. Skin becoming darker ; surface cold ; pulse scarcely
perceptible at the wrist. Says that she experiences a painful
smarting in the darker portions of the face and neck when she
becomes warm.

Mareh 10.—Is now almost confined to bed’; has gradually
become darker coloared during the last month; suffers much
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of yellow cheesy matter; the right capsule was in a similar con-
dition, but softened at the centre, from which oozed a few drops
of thick creamy fluid when the capsule was divided. There
remained no trace either of cortical or medullary substance.
(Greexuow, Trans. Path. Soc. vol. x, p. 269.)

Case II.—Addison's Discase. Pelvie Abscess.)

W. B, aged 24, engineer’s labourer, married, was admitted
into the Middlesex Hospital under the care of Dr. Greenhow, on
April 12, 1864. Patient is a slight man, under middle height,
naturally of dark complexion and black hair. Father died of
phthisis at the age of 50, and two half-brothers born of the same
mother died of the same disease. With the exception of an attack
of fever eight years ago, had been always in good heath, until
between eight and nine months since, when he had an abscess in
the left hypochondriac region. The abscess did not prevent him -
from following his usual occupation. In October 1863, a few
weeks after the abscess healed, he was seized with severe pain in
the left hip, shooting down the thigh towards the knee, which
continued at the time of his admission and rendered him Jame.
From that time he began to lose strength, and had become very
rapidly weaker during the last ten days. Said that he had
lately suffered much from sndden attacks of breathlessness and
faintness on exertion, and he did actually faint while under
examination in the waiting-room. Had for some weeks been
affected with loss of appetite, nausea, and oceasional retching,
with, for the last few days, vomiting of food. Bowels habitnally
costive ; had become more so during his illness. Patient's wife
and mother stated that they had first observed his complexion
becoming darker at the beginning of the present year.

On admission the patient was so feeble and exhaunsted that
he could scarcely bear to be raised np in bed for examination,
Pulse from 90 to 100, small, feeble and compressible; heart’s
impulse feeble, and sounds exceedingly faint. Skin cool and
soft. Tofigue flabby, moist, injected at edges, furred on dorsum.
Urine copious, rather high-coloured, highly acid, free from
albumen, sp. gr. 1022. Skin generally of a dusky brown colour;

! Case 136, Appendix B.
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face somewhat darker than body ; back and sides of neck, from
the hair downwards to shoulders, darker than face. Hands
~much darker than arms; knuckles sensibly darker than the
surronnding surface, as are likewise the cicatrices of several super-
ficial injuries. Nails of a clear pale pink hue. Here and there
on the neck are a few well-defined dark specks. The skin over
the spine for nine inches downwards, from the eighth dorsal verte-
bra, 1s much darker than the rest of the back. Over the left hip,
~where a blister had been applied four months previously, on ac-
count of the pain, is an oblong space of skin, nearly four inches by
five in size, which is much darker than any other part of the body.
1t is abruptly defined, its margin apparently corresponding with
~ that of the blistered surface, The skin, at some parts near the
edges and centre of the patch, where apparently there has been
superficial ulceration, is nearly as black as that of a negro.
Nipples and areole very dark. The cicatrix of the abscess in the
. left hypochondrium is about an inch in length by two-thirds of an
inch in breadth, puckered, of a dusky colour, and surrounded by
a darker coloured ring. Axillee scarcely darker than surround-
ing surface, but groins much darker than rest of abdomen ;
penis and scrotum extremely dark. Thighs and legs much paler
than trunk. Lips have each a dark, almost black stripe of
varying breadth extending along their whole length. The buccal
mucous membrane, with the exception of a few intervening
paler spots, is also. of a dark, almost black colour, and there are
several well-defined dark patches on the gums of the lower jaw.
The conjunctivee are clear and perfectly white. The irides are
said to have become darker of late, and there is evidently a
darker rmg of deep blue-black, nearly, but not quite, surrounding
each iris, in all but colour closely resembling an arcus senilis,
Patient became progressively weaker from day to day; he
bad frequent retchings, and vomiting recurred after almost every
meal ; the pulse became quicker and nearly imperceptible ; the
haart. sounds became almost inaudible; the feeling of faintness
and extreme exhaustion was constant, and the surface of the body
became cold to the touch two days before death, which took place
on the afternoon of April 17. Intellect remained unimpaired
to thelast. During the last hours of life he complained of

dimness of sight, and was unable to distinguish persons around
his bed.
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Post-mortem Bramination—Body spare, but not emaciated.
General hue of body dusky, but much less so than it had been
during life. Face and neck somewhat darker than the general
surface. Skin of the axille, and of the left hip on the site of the
blister, decidedly darker than the surrounding surfaces. Penis
and serotum much darker than any other parts of the body.
Dark stains on lips, and discoloration of buccal mucons membrane
remained as during life.

Both lungs were firmly adherent to the ribs. Lung-tissue
slightly congested, but free from disease; no trace of tubercle. .
Heart had much fat upon its outer surface; muscular tissue
somewhat pale; right cavities filled with a large, firm, yellow-
colonred clot, entangled in the cords of the tricuspid valve, and
sending a process into the appendix auricule. Many of the
mesenteric glands were enlarged, some being of the size of beans;
their surface was pale, and on section they appeared of a yellow
colour, and had a somewhat dry cheesy texture. Mieroscopical
examination showed them to be infiltrated with a finely granular
substance, in which were numerouns granular cells and nuelei, and
many cells containing oil globules. Blood-vessels of the small
intestines much congested. Peyer’s patches enlarged, swollen,
prominent, of a yellowish white eolour, and remarkably opaque.
The solitary glands scattered throughount the ilenm were also
enlarged. Blood normal ; muscles of a normal red colour.

Supra-renal Capsules—DBoth closely invested with very dense
connective-tissue, which contained a good deal of fat. The left
capsule measured longitudinally 2§ inches, and transversely 14
inch. It was of very firm consistence, and on section no dis-
tinetion was visible between cortical and medullary substance,
the whole organ being converted into a mass of firm yellowish-
white tissue, in parts semi-transparent. Scattered through this
mass were numerous opaque yellow deposits, varying in size from
a hemp-seed to a pea, of cheesy consistence, mixed with gritty
matter. On microscopical examination, the matter of which
these cheesy deposits was composed was found to consist of
opaque amorphous granular material, mixed with granular
shrunken cells and nuclei, and some oily matter. The inter-
vening portions, in addition to similar granular material, con-
sisted of fibrous tissue. Weight of the organ, six drachms. The
right capsule measured longitudinally rather less than 2 inches,
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she was attended at home for several days, during which she
rallied slightly, the sickness abated, and she was able to take
food. On January 22 she began to cough, and expectorated a
small quantity of glairy mucus tinged with blood ; the vomiting
presently returned, and she was admitted into the hospital on
January 26,

On admission the dusky hue of the face, neck, and hands,
although still by no means very marked, was more evident than
it had been in the out-patient room, and a slight duskiness was
now also observed on the abdomen and about the knees and
axill® ; the nipples also were rather dark. A single dark stain,
about the size of a large pin's-head, was found upon the inside of
the right cheek, but the amount and character of discoloration
altogether was not sufficient to have justified the diagnosis of
Addison's disease made from the constitutional symptoms. There
was slight dulness on percussion, and bronchial breathing below
both clavicles; but the patient had scarcely any cough and no
expectoration after her admission into the hospital. The asthe-
nia, however, increased ; she always vomited soon after taking
food, and retching, faintness, and failure of the pulse came on
whenever she was moved. She scarcely slept at all in the
hospital, became very restless on the 27th, and died rather
suddenly on the evening of Janmary 28, retaining her consciouns-
ness to the last.

Post-mortem Hramination.—Mamme undeveloped. Hair dark
brown; complexion of face uniformly dusky. The neck was
darker than the face, and presented a great contrast to the colour
of the chest, which was natural. The mammary areolee were
slightly dark; the axillee, abdomen, thighs, and knees dusky, but
the legs and feet of natural colonr. There were no dark moles
nor other definite patches of discoloration; and save that the
chest, feet, and legs were fair, the physical aspect of the body
was that of a person with a naturally dark skin. There was a
moderate amount of fat underneath the skin of the thorax and
abdomen ; the muscles were firm and of a normal red colour.
There were firm fibrous adhesions at the apices of both lungs,
and some small patches of pigmentation on the surfaces of the
lungs. The apices of both lungs were puckered on the surface,
and consolidated by the deposition of tubercle, chiefly of the
grey semi-transparent kind; there were mno cavities, but the
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size and shape of a walnut. It is closely invested with a covering
of dense fibrous tissue, about half an inch in thickness, which is
in some parts separable from the external surface of the organ,in
others firmly adherent to, and, as it were, incorporated with it.

“In the section of the organ no distinction can be made out
between rind and kernel ; but it exhibits several varieties of struc-
ture and consistence, without definite arrangement. Some parts
are of a pinkish colour, somewhat translucent, and of firm con-
sistence; others are white, soft, of a consistence approaching to
cream-cheese, and occasionally gritty. Between these there are
varions gradations; thus, in many parts the tissue has lost its
translucency and colour, but not its consistence. Between the
translucent parts and the opague parts there is a great difference
in structure, as shown under the microscope. The former exhibit
(even without the addition of acetic acid, and much more dis-
tinetly after the addition of that reagent) nuclei which are em-
bedded in a finely granular stroma (Plate IV. fig.1). The
granular appearance is owing partly to albuminous granules
(which disappear with acetic acid), partly to fat granules. These
nuclei are usnally round or oval; but in some parts they are
elongated, in a definite direction, into spindle-shaped bodies or
nuclear fibres, as shown in the accompanying sketch (Plate IV.
figs. 2 and 3). The opaque portions exhibit no nuclei nor cell
structures, either with or without acetic acid. They exhibit,
in fact, only albuminous, fatty granules, the latter being more
abundant in proportion to the advance of the process of softening.
It is tolerably evident that the change consists (1) in the de-
velopment in the organ of the firm tissue, of which the struc-
ture is above described, viz. an albuminous exudation undergoing
gradual transformation into fibrous fissue, and (2) in the fatty
degeneration of this substance.’—(Greexnow, Trans. Path. Soc.,
vol. xvi. p. 247.) y

Case IV.—Addison's Disease. Tubercle of Lungs and Abdomen.!

M. D., aged 55, labourer, was admitted into the Middlesex
Hospital, under the care of Dr. H. Thompson, on Feb. 6, 1866,

He had had syphilis early in life, followed by buboes in either
groin, Tiwice also he had had severe falls. He was strong and

' Case 139, Appendix D
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On the 19th he was so weak that he fell down when he attempted
to rise out of bed, and on that day the matter vomited consisted
of mucus streaked with blood. He now slept badly, and by the
22nd had quite lost his appetite; the retching continued, and
there was a distinct cadaverons odour about his person. On this
day there was marked dulness on percussion over the upper part
of the chest posteriorly ; rhonchus and sibilus were heard all over
the back of the thorax, and fine crepitation was audible below the
left claviele. He had raised some thick dark green sputa, several
of them tinged with blood, and he eomplained of sharp pain in the
region of the diaphragm on the right side. From this time he
gradually sank and died on March 2, death being preceded by
retention of urine, great restlessness, wandering of mind, and
groaning.,

Post-mortem Ezamination.—The lungs on both sides were
firmly attached to the ribs by old fibrous adhesions ; they were
very dark coloured, and in the upper lobes of both were geveral
deposits of yellow cheesy matter, around which the pulmonary
tissne was consolidated and intersected by fibrous bands ; there
were no recent tubereles, and elsewhere the lungs were crepitant.
There had been recent pericarditis; the pericardium contained
an ounce of turbid fluid, and patches of granular lymph were
scattered over the heart. The right cavities of the heart were
filled with firm, yellow, semi-transparent clots of fibrine, adherent
to the museuli pectinati and chorda tendines, and extending into
the pulmonary artery as far as the second division. The left
ventricle also contained a eclot, which passed for a short distance
into the aorta.

The great omentum turned up over the liver, and was firmly
attached to the under surface of the diaphragm ; there were also
fibrous adhesions between the gall-bladder and small intestine.
The under surface of the diaphragm was thickly studded with
greyish-yellow, semi-transparent, tubercular granules ; and scat-
tered over the mesentery and on the peritoneum, in front of the
spine, were likewise several patches of similar granules, each
sarrounded by a deposit of blaek pigment. There were no traces
of recent peritonitis. The mucous membrane of the stomach was
somewhat congested. The surfaces of the kidneys were slightly
granular,

Supra-renal Capsules.—The right supra-renal capsule was
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much enlarged, and weighed one ounce and a half; its fibrous
envelope was considerably thickened, firmly adherent to the organ
itself, and attached by fibrous bands to the diaphragm. It was
nodulated, and on section no distinetion appeared between cortex
and medulla. The greater part of the organ was converted into
an opaque substance of the comsistence of soft cheese, in some
parts of a pale yellow, in others of an orange colour. Near the
anterior end, and extending inwards from the hilus, was an
irregularly shaped, semi-transparent, grey-coloured patch, which
sent off prolongations partially separating the yellow cheesy
substance into circular masses. This semi-transparent portion
was itself studded with opaque yellow nodules. At one point
in the yellow substance was a small cavity filled with puriform
fluid. The left supra-renal capsule weighed about half-an-
ounce ; its envelope was much thickened, but did not adhere
to the sorrounding parts; its surface was much nodulated.
On section, there appeared no distinetion between cortex and
medulla, the organ consisting of irregular roundish opaque masses
of a yellow colour, separated by semi-transparent, grey, fibrous
tissne. These masses were of a crnmbling consistence, and in
many places broken down into puriform fluid and granular de-
tritns. Portions here and there were less opaque, and of an
orange colour similar to that found in parts of the right snpra-
renal capsule.

Microseopical Examination.—Thin sections of various portions
of the right supra-renal capsule were submitted to careful micro-
scopical examination by Dr. Cayley, who kindly furnished me
with the following report :—

“The grey semi-transparent substance presented tracts of con-
nective-tissue, with nanmerous fibre-cells and nuclei, interspersed
with masses composed almost entirely of nuclei, and of irregular
roundish cells, about the size of white blood-corpuscles, and dis-
tinctly nucleated ; these were mixed up with little irregular
roundish or oval corpuscles and much granular matter. Portions
from the yellow substance presented, in parts, the tubular spaces
of the cortex filled with cells containing much yellow pigment
and oil ; these, in many cases, formed islands, surrounded by tracts
of connective-tissue. In other parts were tracts of opaque, oily,
and granular matter, which sometimes showed indications of
filling the tubular spaces, and sometimes appeared disseminated

L
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withont any structural arrangement. The fluid from the cavity
consisted almost entirely of oil and granular débris, and did not
appear to be trme pus. The characters of the left capsule were
very similar, but the tubular structure was much more obscured.
“ Microscopical examination of slices from the discoloured
patches on the tongue showed deposits of pigment in the form of
irregular brown masses deposited in the papille, the superficial
layers of epithelium covering them being quite free from colour-
ing matter.'—(GreeNgow, Trans. Path. Soc. vol. xvii. p. 304.)

Case V.—Addison’s Disease. Injury to Vertebree. Lumbar Abscess.!

C. 8., aged 32, coal-porter, was admitted into the Middlesex
Hospital, under the care of Dr. Stewart, on Feb. 13, 1866.

He stated at first that his health had been good until about
eight or nine months previous to his presenting himself at the
hospital for admission. Upon enquiry, however, it was subse-
quently elicited, that, somewhat more than three years before, he
had sprained his back severely in pushing a loaded coal-truck, and
had experienced at the same time a sensation of something giving
way in the spine. He had ever since suffered more or less con-
stantly from pain in the region of the lower dorsal vertebre, for
the relief ‘of which he had tried varions remedies, including
blisters. Kight or nine months before his admission he had
begun to suffer from debility, sweating, headache, loss of appetite,
and sickness, with breathlessness on exertion, followed by severe
pain in the right lumbar region. Four or five months later his
wife had observed a change of colour in his skin, which she
thought had appeared first upon the face and hands, and which
gradnally deepened, and spread over the whole body. He had
been compelled to give np work for about two months.

On admission, his skin was of a general olive-brown hue,
especially on the face and neck. On the face were several almost
black specks; there was a stain on the right side of the tongue,
and the lips and bucecal mucous membrane were mottled with
brown. The upper part of the chest and the legs were lighter
in colour than the rest of the body; the abdomen was darker
than any part except the sites of blisters, which had been applied
over the right flank and lnmbar vertebre some months previously.

' Case 138, Appendix B.
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The nipples and areols, and the penis and scrotum, were very
dark ; the hands, and especially the knuckles, were much darker
than the arms. The hair and beard were said to have become
visibly darker during his illness. The white pearly hue of the
conjunctivee contrasted strongly with the dusky colour of the
skin. The pulse was exceedingly feeble; he was breathless on
the slightest exertion ; had frequent retching and vomiting after
food, and complained muech of pain in the epigastrinm. He was
exceedingly weak, and had such a sense of stiffness and weakness
in the back that when he sat down he felt almost unable to rise
again; in fact, he said that his back felt broken. There was
tenderness on pressure, and well-marked pain on percussion over
the lower dorsal and upper lumbar vertebrae, and he complained
of a sense of tightness round the abdomen, from the flanks to the
groins, and of pain and difficulty in stretching out the legs,
when lying on his back with his knees raised. The percussion
resonance was somewhat deficient over the front of the thorax,
especially below the right clavicle, and the respiration, which
was everywhere a little harsh, was distinctly tubular in the apex
of the right lang ; but no moist sounds, nor other evidences of
active pulmonary disease, were at any time discoverable.

From the time of his admission he very slowly, but steadily,
declined. The retching and vomiting continned with brief inter-
missions. He suffered from vertigo when raised up in bed, be-
came somewhat deaf and dim-sighted, and some days before
death fell into a drowsy semi-comatose state, though still per-
fectly able to answer questions when ronsed. He died on
March 28,

Post-mortem Eramination.—Body moderately nourished ; colour
much as during life. Both lungs were firmly attached by old
adhesions to the ribs, and at the base of the right side of the
thorax a cyst the size of a walnut, filled with putty-like matter,
was found in the adhesions, which contained also in several
places calcareous deposits. In the apex of each lung was a dense
solid mass, consisting chiefly of fibrous tissue, apparently the
cicatrix of a former cavity. Embedded in these masses of con-
solidated lung were several opaque yellow nodules, partly cheesy
and partly calcareous. The lungs were elsewhere crepitant, but
dark-coloured and emphysematous around their free borders,
The pericardinm contained about an ounce of yellow seram, and
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presented other traces of slight recent periearditis. The heart
was small and flabby, but its musenlar tissue was normal. The
right auricle and ventricle were filled by a large partially de-
eolorized fibrinous clot. The left cavities contained a little fluid
blood.

The right supra-renal capsule was much enlarged, and em-
bedded in thick fibrous tissue, which was firmly adherent to the
vena cava and diaphragm. The exterior was nodulated, and on
section all distinetion between cortex and medulla was lost. The
surface of the section presented an intermixture of a greyish,
semi-transparent, somewhat fibrous tissne, and of opaque, yellow
roundish masses of cheesy consistence, some of which showed
little calcareous patches. The left capsule was much smaller
than the right; was likewise embedded in thick fibrous tissue
and adherent to the diaphragm, and indeed closely resembled
its fellow in all respects, except that it contained a larger pro-
portion of erumbling calcareous matter,

The other abdominal organs were healthy, excepting that the
kidneys were much congested and that the mucous membrane of
the duodenum was studded with minute patches of injection.

Extending in front of the vertebrse, from the seventh dorsal
to the third lumbar vertebra, was an abscess confined by fibrous
investments, containing about two ounces of somewhat curdy
pus. The bodies of the vertebrae covered by the abscess were
bare and somewhat rough. The intervertebral substance between
the last dorsal and first lnmbar vertebree was separated, on the
left side, from the upper surface of the latter vertebra for two-
thirds of its depth, but the separation did not extend to the
spinal canal. The unpper surface of this vertebra was bare and
rough, but the bone within seemed to be quite healthy. The
spinal canal and cord were normal.

Dr. Cayley dissected ont and compared the nerves of the
diseased capsules with those of healthy capsules from two other
bodies, and found that the nerves passing to the diseased organs
from the semi-lunar ganglion, and especially a branch of the
great splanchnic, were at least twice the size of the corresponding
nerves of the healthy organs. On microscopical examination of
these enlarged nerves, after they had been for some time in
spirit, the only difference discoverable was an increase in the
fibrous investment of the nerve-bundles.
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On examination of the surface of the body, the face, back of
neck, hands and fore-arms, were found to be slightly dusky. The
site of a small blister, which had been applied over the epigas-
trium three months previously, was deeply discoloured ; and on
the skin covering the left clavicle there was a yellowish-brown
stain about an inch in length, evidently corresponding to the
cicatrix of some slight wound. With these exceptions the skin
was fair and free from discoloration; but the buceal mucous
membrane presented several brown stains in places which had
apparently been irritated by the teeth. The hair was of a sandy
colonr, and the beard and whiskers light brown.

The patient resided in Camden Town, and continned nnder
observation for nearly two years. During this period he had
several attacks of excessive prostration, accompanied by sickness
and by pain in the epigastrium and left hypochondrium, with
gasping, sighing respiration. These attacks were often referable
to some definite over-exertion, but sometimes ocenrred without
any discernible canse. During the intervals of improvement he
usually walked to the hospital, a distance of three miles, once a
week. Repeated examination thronghout his illness failed to detect
any pulmonary disease beyond slight and transient attacks of
bronehitis. The heart's impulse was always very feeble, but the
sounds remained perfectly clear,

He began obviously to sink in September 1867, and was then
admitted into the hospital, where he died on the 17th of the
same month. During the interval which had elapsed, between his
first presenting himself at the hospital and his final admission as
an in-door patient, the discoloration of skin had become much
more marked, his hair had acquired a dark-brown hue, and his
whiskers had become black. The stain in the cicatrix over the
clavicle had also become deeper; but that over the site of the
blister had gradually faded, and could scarcely be distingnished at
the time of death. Meantime a streak of discoloration had
appeared on either lip, as well as some dark patches on the gums,
and two distinet inky-looking stains on the tongue. Many small
specks like black freckles had also made their appearance on the
face, neck, hands, and trunk,

The patient became delirions the night before his death, which
was preceded by several days of uncontrollable v{}miting. Dur-
ing the last few hours of life he lay apparently unconscious, with
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patient came of a phthisical family, and had never himself heen
robust. He had always been more or less subject to cough, and
had latterly been a free drinker of gin and beer., In the antumn
of 1871 he began to suffer from pains in the lombar region, which
never left him, but continned to inerease in severity until October
1872,  He imagined that the pain had arisen from his taking
cold, and had no recollection of having ever received any blow,
or strain, or other injury in the loins,

On admission, the patient was thin and emaciated. The
whole surface of the body, excepting the legs, had a dusky sepia-
colonred hué ; the brown colour of the face contrasting very
markedly with the whiteness of the conjunctivee. The flexures of
the axillee, knuckles and thighs, and the entire surface of the
abdomen, were of a somewhat darker tint than the rest of the
body ; the areolas of the nipples and the skin of the nates were
almost black ; but there were several white patches upon the
scrotum. The mamme were much atrophied. Upon the arms,
chest and shoulders, were numerous dark stains, apparently in
the sites of former eruption, and also here and there small black,
or dark purple, specks resembling moles. Upon the arms were
likewise several cicatrices of former injuries, each presenting an
areola of pigment around the white central cicatrix, and also
several small white lenco-dermic spots. Upon the lips were
several patches of brown discoloration, and the buccal mucons
membrane was mottled with similar spots ; there was likewise a
brown patch upon the left arch of the fances, and there were two
pale inky stains upon the border of the tongue.

There was slight flattening below both clavicles, and the per-
enssion note was impaired in both infra-clavienlar regions,
especially the right. The breath-sounds in the same regions
were harsh and dry, and expiration was prolonged. No crepitating
nor other adventitious sounds were aundible; the heart sounds
were normal. There was angular curvature forwards of the
dorsal vertebre, but no pain was produced either by pressure or
percussion over them. There was, however, slight tenderness on
pressure over the flinks. The walls of the abdomen were rigid,
and resisted pressure made on the hypochondria. Pulse 84, very
small and feeble. Temperature 100-8°, Urine, sp. gr. 1013, acid,
not albuminons.

Whilst in the hospital the patient complained only of great
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pain in the loins and of weakness. His appetite was much im-
paired and very capricions, and he suffered from frequent reich-
ing and vomiting, sometimes after taking food, but sometimes
also independently of having eaten. His bowels were habitually
torpid. His aspect was listless, and his speech usually slow and
monosyllabie, as though talking were a great trouble to him,
He did not complain of breathlessness, either before admission, or
whilst in the hospital, but during the latter period he remained
continually in bed. For many days before his death he lay in a
prostrate, semi-comatose state, as it unaware of what was going
on around him; but he often sighed and groaned, and, although
laid on a water-bed, he required to have his position frequently
altered on account of pain in the loins. During the last few days
of his life subsultus was observed, but his intellect was unim-
paired to the last. He died on March 26, at 9 o’clock ..

Post-mortem Eramination—Body emaciated. Integuments
everywhere of a dusky-brown hue, deepest in the loins, axille,
and groins. The areolee around the nipples and the scrotum
were nearly black. On the scrotum were a few irregular patches,
perfectly devoid of pigmentation. The brain was healthy. The
right lung was bound down by old adhesions over the npper
lobe, At the apex the plenra was thickened and puckered over
the seat of a calcareous nodule, about the size of a hazel-nut,
which was embedded in indurated lung-tissne. Several similar,
but much smaller, nodules, situated immediately beneath the
plenra, were scattered through the upper lobe. The left lung
was also adherent at the apex, where fibroid induration and cal-
eareons nodules similar to those found in the right lung likewise
existed. The heart was small, its substance flabby and mottled,
the fibres showing fatty granules under the microscope. The right
cavities were filled with partly decolorised adherent clot; the left
cavities also contained a smaller clot. The valves were healthy.

Abdomen.—After the liver and intestines had been removed,
the semi-lunar ganglia and merve plexuses were dissected out.
Nothing abnormal could be seen in the nervous ganglia by the
naked eye. The mesenteric and retro-perineal glands were all
enlarged, somewhat firm and white on section.

Supra-renal Capsules.—Theright capsulewas slightly enlarged,
firm, and nodulated on its surface. On section no distinetion
was apparent between cortex and medulla, but the whole sub-
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stance was replaced by a new growth, in the form of tracts of
semi-translucent substance of a slightly greenish tint and of firm
semi-cartilaginous consistence. The largest of these tracts occu-
pied fully one-third of the organ, and presented in its centre a
perfectly white opaque calcareous nodule. A smaller mass of the
same material was found near the lower border of the organ. The
rest of the cut surface presented a coarsely granular appearance,
from the section of firm translucent grey-coloured nodules, vary-
ing in size from a millet-seed upwards, and separated from one
another by tracts of fibrons tissue continnous with the firm
fibrous investment of the organ. The left supra-renal capsule
was nearly twice the size of the right capsule, and presented a
similar hard nodular surface.

Stomach.—The mucous membrane at the fundus was speckled
with minute sub-mucous ecchymoses. Throughout the stomach
the surface of the mucous membrane was mammillated, the mam-
millary elevations being most marked and most numerous to-
wards the pylorus. The small intestines presented considerable
enlargement of the solitary and agminated glands thronghout the
whole extent of the canal. The solitary glands were most en-
larged at the lower end of the ileum, and appeared as bead-like
processes studding the mucons membrane. Peyer's glands were
prominent, their component follicles appearing as black dots on
the surface of the patch. The largest patch was situated just
above the ilio-cacal valve, and measured 2} inches in length by
1§ inches in width. The large intestines also presented slight
glandular enlargements.

Vertelral Cotumn.—After the removal of the abdominal vis-
cera a large abscess of an oval shape, 4 inches in length, with
thickened walls, was found on the left side of the lumbar ver-
tebree. It was contained within the sheath of the psoas muscle
near its origin, and contained a large quantity of inodorus pus,
in which floated flakes of cheesy matter. The sac of the abscess
could be traced upwards to a level with the twelfth rib, but
downwards it did not extend to the brim of the pelvis, the psoas
muscle at its lower end being quite healthy. In front of the
spine, across the bodies of the first and second lumbar vertebre,
the abscess was continuous, with a smaller sac situated on the
right of the spinal column. The bodies of these two vertebra
were roughened and carious.

N e ma
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I am indebted to Dr. Sidney Counpland, Pathologist to the
Middlesex Hospital, for the following report of the microscopical
appearances :

‘ Supra-renal Capsules.—Sections of the right organ showed
the following appearances :

‘1. The large translucent semi-cartilaginous tract consisted
of a perfectly homogeneous or very finely granular substance,
quite structureless, and containing in its most central part a
tract of calcareous granules and molecules, which could be dis-
solved out by dilute acetic acid, leaving behind, as a basis, the
same material that formed the major part of the organ. Investing
the mass was a layer of fibrous tissue, arranged in bundles, with
small round cells between.

‘2. The nodulated portions exhibited here and there isolated
masses of the characteristic large nucleated granular cells from
the cell-colomns of the gland ; but the gland-tissue was almost
entirely replaced or destroyed by the new growth, which ap-
peared as an infiltration of small round cells and tracts of fibrous
tissue. Sections that had been shaken up in water to liberate
the cell-elements showed that these, even where most thickly
aggregated, were all contained in a delicate stroma, which formed
a line reticulum, in the meshes of which one, two, or more cells
were contained. The cells were of the size and appearance of
leucocytes stained deeply with carmine or logwood, were nu-
cleated, and although mostly contained within the meshes of the
reticulum, some were found in its substance at the point of june-
tion of some of its fibres. In histological characters this new
tissue was the counterpart of so-called adencid or lymphoid
tissne. It was freely traversed by capillaries, to the walls of
which the reticulum appeared to be attached. Lastly, here and
there occnrred irregular granular protoplasmic masses, which in
some instances contained several of the small round ecells, and in
others appeared quite destitute of them, sending prolongations to
Join the reticulum; in fact, answering in every particular to the
“ giant-cell,” believed by Schiippel to be distinctive of tubercle.
(Plate IV. fig. 4) In other parts of the same section the
cellular elements were much less numerous, but the reticulum
had become proportionately thicker (Plate IV. fig. 5), whilst,
in the more fibrous parts, more or less parallel bundles of fibres
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freely interlaced, the round cells existing only between the
meshes thus formed. (Plate IV. fig. 6.) In these. more
organised parts the blood-vessels were much thickemed. The
precise relations between this new growth and the original cell-
elements of the organ could not be fully determined. Most of
the sections showed the characteristic, large, nucleated, granular,
and pigmented cells of the cortex oceurring in the midst of the
reticular tissue, either completely isolated or else in groups of
three or four, occasionally in linear series. Other sections showed
larger and more compact groups of these cells, surrounded by a
zone of fibrous tissue, more or less infiltrated by the small ronnd
cells or nuelei. From this latter disposition the transition was
easy to some small nodules, caseous and amorphous in the centre,
with a coarse, fibrous network around the margins, the outer
portions of which were closely erowded with small cells or nuclei.
The resemblance of these nodules to miliary tubercle softening in
the centre was very striking ; here, however, the caseous material
apparently arose from the death of the normal cell-elements.

¢ Skin.—The cells in the deeper layers of the epidermis con-
tained brown pigment-granules, those immediately above the
corium being most pigmented. Pigment-granules, isolated and
in groups, occurred also in the connective tissue of the dermis,
at some distance from the epidemic layer. Sections of the pig-
mented patches on the tongue showed, under the microscope,
that the colouring matter was deposited in the lower cells of
the papille, the sub-epithelial connective tissue being quite free
from pigment,

¢ Stomach.—Vertical sections were made through the wall of
the mammillated portion of the organ after hardening in spirit.

‘ From these it would appear that the mammillation was due
to enormous overgrowth of lymphoid tissue around and between
the gastric tubules; here and there the tubules were displaced by
what appeared to be an enlarged follicular gland, the central
portion of which had begun to disintegrate, and here the mucous
membrane was swollen—but the small cell infiltration extended
throughout the whole mucosa.

¢ Small Intestine.—Sections of the enlarged Peyer's patches
showed nothing abnormal.

¢ Mesenteric glands also apparently normal.

¢ Semi-lunar ganglion was examined after hardening in spirit.
The oval and pyriform ganglion-cells, which contained a good
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deal of pigment, were mostly separated from one another by
wide intervals, which were occupied apparently by bundles of
nerve fibres, their oval nuclei staining deeply with carmine; but
there was no evidence of interstitial inflammatory growth.’
(Greexuow, Trans. Path. Soc., vol. xxiv. p. 224.)

Casg VIIL —Addison’s Disease : Angular Curvature of Spine ;
Obsolete Lumbar Abscess.!

Mary 8., aged 16 years, was admitted into the Middlesex
Hospital under the care of Dr, Greenhow, on April 14, 1875,
She bad been aitending at the hospital as an out-patient under
the care of Dr. Cayley for some time with phthisis, and latterly
with great weakness and oeccasional vomiting. She had also
been subject for some time to diarrhoea. Her mother died four
years ago of phthisis.

On admission the patient was found to be much stunted,
thin, and ill-developed. Her hair was chestnut-brown, and her eyes
were of a grey-brown colour. The whole surface was extremely
. dark, more particularly the trunk, the abdomen being darker
than the face. The skin was of a sepia colour, and had, her
father stated, been getting darker lately; but the girl herself said
that she had always been very dark. There was a distinet line
of pigmentation on the lower lip, and there were also some
dark patches on the inside of the right cheek. There were the
scars of several small burns upon the body, which remained
white and uncoloured, neither were they surrounded by any
areolse of discoloration deeper than that of the surrounding sur-
face. On the left side of the face were three small black specks,
each about the size of a large pin's head ; they were well-defined,
and closely resembled moles, but had only recently made their
appearance. The mammss were atrophied, and the nipples were
slightly darker than the adjoining skin. The patient’s chest was
much distorted, by reason of an extreme angular curvature of the
vertebral column in the dorsal region. There was below the
right clavicle marked impairment of percussion resonance, and
on auscultation dry creaking sounds were heard, together with
bronchophony. There was no tenderness on pressure, or percus-
sion, over the spine, but pain was produced by pressure in the
hypochondria. Pulse 95, very thready and feeble. Temperature

! This ease hag not hitherto been published.
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98:4°.  Urine, sp. gr. 1018, acid, not albuminous. In the evening
the pulse rose to 108, and the temperature fell to 98°,

April 15 —Patient passed a comfortable night, and was seem-
ingly well at 6 A, At 7.30 the nurse observed her to be sleep-
ing heavily, and foaming slightly at the mouth. Mr. Lendon, the
Resident Physician’s assistant, then found her quite unconscions,
the conjunctivee insensible when touched, pupils contracted, equal,
and immovable under the influence of light ; arms and legs rigid
and flexed. Pulse 90. Respiration 30. Temperature 98°. She
was making efforts to vomit, and occasionally ejected a frothy
fluid from the mouth. She remained unconseciouns, and died rather
suddenly at noon.

Post-mortem examination made by Dr. Coupland 20 hours
after death. Marked post-mortem rigidity. Extreme emaciation.
Angular curvature of spine in lower dorsal region, with lateral
curve in upper dorsal. Convexity towards right side.

Whole surface of the body more orless of a bronzed tint; the
pigmentation was most marked on the abdomen, groins, and
thighs, passing abruptly into a pale brown tint below the knees ;

streaks of darker brown at roots of toe-nails. On the upper half

of the body the bronzing was most marked in the axille, where
it was of a dusky bistre hue, and at the back of the shounlders ;
it was less marked on the thorax, and least on the face and
arms. The dorsal surfaces of the fingers over the joints were of
a darker colour than the rest of the hands, and a zone of deeper
pigmentation bordered the roots of the nails. There were three
well-defined vaccination marks on the right arm, without any
excess of pigment around them.

The brain and its membranes were natural; the pitunitary
body was of the size of a pea. The thyroid gland was well de-
veloped and of ununsually firm consistence ; it weighed an ounce
and a half. The thymus was also well developed, and weighed
half an ounce.

The right lung was everywhere adherent to the chest wall :
most firmly over the lower lobe. The upper lobe of the lung was
fairly healthy, the middle lobe, adherent to its neighbours, was
also natural. The lower lobe was invested by a layer of thickened
pleura, and was wholly occupied by a large irregular cavity into
which the bronchi opened freely on all sides; its walls were
formed of dense pigment.ed fibrous tissne. The left l'llng was.
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bound to the walls of the chest by a single fibrous adhesion, but
was in other respects quite healthy. The bronchial glands were
pigmented.

The heart was healthy ; its right cavities contained a firm
semi-decolorised clot.

Abdomen.—Some adhesions existed between the liver, spleen,
and diaphragmatic periton@um,

The stomach was nearly empty ; its mucous membrane was
coated with a thin layer of mucus, on removal of which the follow-
ing appearances were shown. At the cardiac extremity there was
considerable vascular injection at the point of termination of the
esophageal epithelinm ; just below that point were a number of
minute elevations or granulations, most abundant on the smaller
curvature; there were also several minute sharply-cut ulecers,
apparently formed by the breaking down of the white granula-
tions. In the neighbourhood of the pylorns the mucous mem-
brane was markedly mammillated, the mammillation being due
to small rounded elevations of the mucous membrane, varying
in size from a millet-seed downwards ; they were very closely
aggregated, and extended along the lesser curvature for about
one-third of the distance between the pylorus and cardia ; many
of these elevations were opaque and white, and several were sur-
rounded by minute circular pits of the size of pin-holes. This
mammillation presented a most striking appearance. Other small
opague white dots, scarcely elevated above the surface, extended
beneath the mucous membrane of the lesser curvature in linear
rows as far as the cardiac orifice, while here and there a few
similar opacities were to be seen on the general mucous mem-
brane of the body and fundus. The mucous membrane of the
small intestine for its whole extent, from the pylorus to the ileo-
ceecal valve, was studded by small pellucid spheroidal bodies like
sago grains, probably enlarged solitary glands. In the duodenum
and jejunum they were very mumerous between and upon the
valvule conniventes, diminishing in number at the upper part of
the ilenm, but increasing in its lower half, and becoming very
thickly grouped just above the ileo-ceecal valve. Some of them
presented a central pin-hole-sized perforation. Peyer's patches
were swollen, irregularly pitted and ragged-looking, and of a
reddish colour, contrasting with the pale yellowish-white appear-
ance of the rest of the mueons membrane. The development of
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Peyer’s glands was also most marked at the lower part of the
ileum.

The mesenteric glands were enlarged and of a reddish tint.
The liver was much engorged; the spleen was pale, firm, and
large ; the kidneys were normal.

An attempt was made to dissect ont the semi-lunar ganglia and
the nerve plexuses in connection with them. The dissection was
commenced while the parts were in situ, and continued after their
removal from the body. The matting together of all the tissues
in the neighbourhood rendered this very difficnlt, and prevented
a clear discrimination between the symphathetic nerves and the
connective tissue, Some undoubted nerve fibres, forming the
supra-renal plexus, were, however, distinctly dissected out; they
were of the size and strength of cerebro-spinal nerves, and included
a branch of the pneumogastric, which passed down by the side of
the aorta and entered the left supra-renal plexus. This nerve
was provided with a small bulbous swelling,

Supra-renal Capsules.—The right capsule was adherent to the
liver and right kidney; it was enlarged, very hard, and nodulated
on the surface. On section it was found to consist of a thick
fibrous investment, glistening and vascular, surrounding irre-
gular masses of opaque yellow material, of the consistence of
cheese, and having mostly a gritty section, from the presence of
calcareons granules. At one extremity this material was replaced
by a collection of white mortar-like substance. These several
masses, which wholly replaced the normal cortical and medullary
substances, were of various sizes, and were separated from one
another by transparent bands of fibrous tissue. In making the
section a small quantity of opaque greenish fluid, of the consist-
ence of cream, oozed ont from one part, and was found on miero-
seopical examination to consist of degenerate pus-cells. The left
supra-renal capsule was almost the counterpart of the right, being
in an equally advanced stage of degeneration. Numerous nerve-
filaments were traced into the indurated tissne which formed the
investment of the organ.

Spine.—The angular curvature was most marked in the lower
dorsal and upper lumbar regions. The aorta was bent upon
itself, at an angle of about 60° in consequence of the spinal
curvature, and here (just below the diaphragm) was the greatest
amount of condensed fibrous tissue. In front of the spine, in the
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lumbar and upper sacral regions, was sitnated a large collection
of inspissated mortar-like material, but no recent pus. This
matter was in great part seated beneath the anterior ligament,
which was stretched over the firm wall of the sac of the obsolete
abscess, to the formation of which it contributed. The bodies of
several of the vertebre at the back of the sac were dennded.

Microscopical Examination of the Stomach.—Vertical sections of
the mammillated mucous membrane, taken from the neighbonr-
hood of the pylorus, were examined under the microscope. The
mucosa was greatly thickened by a wide-spread infiltration of
small round lymphoid cells. This cell-growth had displaced the
gastric tubules, leading to their atrophy, so that in most sections
only the lowermost cells of the tubuli could be made out, while
the rest of the tubule was represented by its thickened basement
membrane, almost concealed by the round cells. The cell-growth
was most abundant in the centre of each mammilla, where it
had almost invariably broken down, forming either a closed sac
filled with débris of cells, and lined by the exuberant lymphoid
element or else a distinct open follicle, or ulcer (see Plate V.
fig. 2). The cellular infiltration was almost limited to the
mucosa, the sub-mucous tissue being furnished with large vessels
and quite free from infiltration even in its uppermost layer. The
muscular coat appeared to be thusnally thick.

Case IX.—Addison’s Disease. Typical Case.)

A gentleman aged 21, who had suffered in childhood from
stramous ophthalmia, and several of whose maternal relations
had died of phthisis, went abroad in the spring of 1863. He
was then hearty and strong. About two years previously he
had been treated for enteritis, for which he was leeched and
salivated. After he had been abroad for about three months, he
began to suffer from occasional attacks of prostration ; that is to
say, after a long day's walk he would be so exhansted that
several days elapsed before he rallied, and each of these failures
of strength seemed to be followed by less perfect reaction than
the previous one. On his return to England in November his
face was thin and pale, and somewhat resembled in colour that
of a person recovering from jaundice, but there was no yellow-

! Case 28, Appendix B.
K
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ness of the conjunctivie. Barly in February, after a so-called
“bilious ’ attack, he became much weaker, and on March 9 he
came under the care of Mr. Charles L. Hodson, of Bishop’s
Stortford, who in a short time diagnosed the case as one of
Addison’s disease, from the discoloration of skin and the extreme
asthenia, and the difficulty of accounting on any other hypothesis
for the patient’s steadily ¢ dying out’ without any obvious disease.

The alternations of extreme feebleness and temporary ral-
lying continued until April 4, when, after a short drive, he be-
came so faint that he was carried upstairs to bed. A few days
later distressing sickness supervened, and persisted until the
patient died exhausted on April 16.

At the post-mortem examination several very dark moles were
discovered on the arms and chest, and the areolse round the
nipples were as dark as those of a pregnant woman. The body
was fairly covered with fat; the lungs and all the other organs,
excepting the supra-renal capsules, were perfectly healthy.

Both supra-remal capsunles presented a similar appearance;
their surfaces were nodulated, and they were invested with very
firmly adherent connective tissue. One of the capsules was con-
siderably larger than the other, and measured rather more than
three inches in its long diameter. On section, the capsules ex-
hibited three appearances: some Portions being semi-transparent
and of fibroas consistence, others quite opaque and of cheesy
material, and the intermediate parts being of firm consistence
but also opaque. These different substances were so distributed
that the most opaque and cheesy parts appeared as patches in
the section, their margins passing insensibly into the semi-
transparent portions. On examination under the microscope the
semi-transparent portions presented the appearance either of
fibro-cellular tissne—that is of nuclei, some round, others fasiform,
embedded in a firmly fibrillated stroma—or else of more com-
pletely formed white fibrous tissue. In the most opaque deposits
nothing could be seen but granular matter, the granules being
highly refractive. In the intermediate portions the fibrous struc-
ture was rendered indistinct by the presence of granules similar
to those of which the most opagune parts appeared to be altogether
composed. The deposits of cheesy material were soft enough to
admit of being easily squeezed ont. (Greexuow, Trans. Path.
Soe., vol. xv. p. 231.)
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buccal mucons membrane, and very large and well-marked
patches stud the edges and tip of the tongne. The surface of
the skin is mneither dry nor moist, but it is covered with a very
slight scurf. There are several superficial scars on the legs,
which are very deeply pigmented.

Tongue clean, appetite poor, bowels regnlar. No sign of
cardiac or pulmonary disease. Urine, sp. gr. 1020, free from
albumen. No pain anywhere. Temperature on admission 100° ;
pulse 96. Since then the temperature has ranged between 98:6°
and 994°, The pulse is now 96, small and feeble, but regular.
A very offensive odour is yielded both by the general surface
and the breath.

March 10.—Has been very ill since the last note; has com-
plained of pretty constant headache and nausea with occasional
sickness, dryness of mouth and offensiveness of breath. She
was retching all day yesterday and all last night, but is better in
this respect this morning. Is extremely weak; tongue clean;
bowels confined ; passes little water; no pain. Heart's action
regular, sounds weak ; pulse 100, thready, searcely to be felt.
The temperature has varied from 98'4° to 98-6°.

13,—Is less sick than she was, but takes scarcely any food.
Tongue clean; pulse 72, very small and feeble; temperature
98'4°, Is quite sensible, but has been gradually becoming re
markably dull and apathetic.

15.—Says she feels very ill. Rarely sick, but scarcely takes
anything. Lips and teeth covered with sordes; tongue moist
and clean; bowels confined; urine scanty; pulse 100, scarcely
to be felt. The colour of the skin has become darker, and
the smell of the patient is very offensive.

From this time she became progressively weaker; she snffered
occasionally from sickness, headache, and giddiness; was ex-
tremely prostrate, took very little food, and was indisposed to
take notice, or to make any effort. Her urine was scanty and
deficient in urea. The pulse was almost imperceptible, and when
noted was 120. The temperature ranged from 98:'5° to 1016,
being usnally from 1° to 1'5° higher in the evening than the
morning. She died on March 23.

Post-mortem Bramination.—On opening the body a consider-
able amonnt of subeutaneous fat was found, a layer more than
half an inch in thickness covering the abdominal muscles. The
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pleurse were generally and closely adherent ; the lungs free from
any trace of disease. The heart was very flabby, the walls of the
cavities thin, especially that of the left ventricle; valves normal,
muscular tissne of brownish colour and very friable.

The stomach was lined with a layer of tenacious mucus ;
there were some slight mammillations, especially towards the
middle of the greater curvature, and one minute follicular ulcer
was discovered. Intestines healthy; the liver, kidneys, and
abdominal organs generally, were much engorged.

Supra-renal Capsules.—Left enlarged, firmly adberent to the
spleen and left kidney. Surface slightly irregnlar and nodulated,
and covered in some parts by a fibrons capsule formed by ad-
hesions around it. On section the lower part was found to be
much softened, and broken down into a greenish-yellow semi-
caseous puriform flaid. The remainder was of a yellowish colour,
and the eut surface closely resembled in appearance that of a
fresh section of a horse-chestnut. (See Plate ITI. fig. 3.) In
the centre of this caseons mass were one or two spots of trans-
lucent greyish colour, and surrounding the caseous mass was a
layer of a similar pinkish gray colour, from which the central
caseous mass separated readily, Right supra-renal capsule
small; surface irregular and nodulated. In some places the
whole thickness of the organ seemed to have become destroyed,
leaving only a small quantity of fibrous tissue. On section it
consisted of nodules of grayish translucent substance, surrounded
by pinkish fibrous-looking tissue. At one or two points there
was also some caseous change.

The solar plexus and nerves leading to it were carefully
examined, No obvious naked-eye change could be discovered,
excepting in the branches of the coronary plexus, which appeared
to be unusnally developed and thicker than usunal.

Casty XI.—Addison’s Disease. Typical case.!

John T., aged 20, npholsterer, was admitted into University
College Hospital, under Dr. Ringer’s care, on January 5, 1872,
For the last year his fellow-workmen had noticed that he

' Case 20, Appendix B. I was present at the post-morfein examination of
this case, and am indebted to Dr. Ringer for the notes from which the report
of the case and of Mr. Schiifer's microscopical examination has been drawn up.
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looked ill, but he did not feel unwell, and continued at his work
withont iuterruption. Since July he had felt unwell, and had
grown weaker. He caught a cold at that time, and attributed his
weakness to that canse. Abont eight weeks ago a violent head-
ache seized him, lasting three days, and accompanied by a good
deal of vomiting ; the vomiting continuing more than a week after
the head-ache had ceased.

When admitted he was very thin, but stated that he had
always been of spare habit, and did not think he was much
thinner than before his illness. The skin of his whole body was
of a dirty yellow tint, but neither the patient nor his friends had
noticed any alteration in his colour. The discoloration was not
uniform, being most marked over the forchead, and fading away
towards the roots of the hairand the temples. The skin was deeply
coloured over the eyelids, neck, axillee and shéulders, around the
nipples and umbilicus, over the penis and scrotum, the front of
the knees, the nates, the lower part of the sacrum, and along the
cleft between the buttocks, Along the dorsal part of the spine
were a series of spots as large as the end of a finger, correspond-
ing to the prominent spinous processes. On the belly was a dark
sharply defined spot, produced by a mustard poultice. The dis-
coloration was most intense around the nipples, over the serotum
and lower part of the sacrum, extending between the battocks
over the perineenm. The darker spots, with the exception of
that produced by the mustard poultice, were not sharply defined,
but faded gradually into the less deeply tinted skin. The
palms of the hands and soles of the feet were of a natural colour,
and there was no excess of discoloration on the backs of the
hands. The conjunctivee were very pale and in no part dis-
coloured, nor was there any discoloration of the mucous mem-
brane of the lips or mouth, He stated that his appetite had
failed lately, but he suffered from no pain after food, and only
occasionally from sickness. He felt very weak, slight exertion
fatigning him, and he had a constant feeling of lassitnde and
digineclination for work. He complained of cold hands and feet,
Pulse small and compressible. Heart-sounds feeble.

After about three weeks in the hospital he had become much
worse. On Janunary 20 the discoloration had increased, especially
round the nipples and in the skin of the serotum. His appetite
had been very bad, he had suffered from naunsea and vomiting,
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hemorrhage, but the solitary glands are large, prominent, and
marked with a black central spot.

The stomach is pale and is dotted overwith opaque, milky-white
Spots, very numerous at the lesser curvature close to the pylorus,
and varying in size from a mere point to a pin’s head, which
project from the surface, and are marked by a central, rather
depressed spot. These opaque spots are, no doubt, altered elosed
glands, for these latter are very distinet, and every gradation can
be traced between the quite healthy ones and those most affected.
The mesenteric glands are pale and rather milky ; those in the
neighbourhood of the head of the pancreas are rather enlarged
and mottled, containing spots pale and translucent, sharply de-
fined from the deeper coloured parts. The pancreas and
kidneys are healthy. The brain and its membranes are healthy.,
The vertebra are healthy, and there is no trace of lumbar abscess.

Supra-renal Capsules.—The envelope of the left capsule is
greatly thickened, especially at one spot on the anterior surface,
and, having numerous bands radiating from it, has a puckered
look not unlike a cicatrix. Neither of the capsules is adherent
to the kidneys. Both capsules feel unusnally hard and nodu-
lar, the nodules feeling about as large as a moderate-sized pea.
The left capsule is the larger of the two, and weighs 154
grains. On dividing it we see that the natural structure is
completely lost. The gland is firm, almost cartilaginous. The
section is smooth, and looks something like a section of horse-
chestnut. The consistence is generally uniform, but the colonr
varies, being in most parts of a greenish-yellow tint and trans-
lucent, whilst at places it is white and opaque, these opaque
spots being embedded in the more translucent structure. These
light-coloured opaque pertions are sharply defined, and some of
them are distinetly cretaceons.

The right capsule weighs 98 grains, and is shaped like a
cocked hat. It is apparently less diseased than its fellow, thongh
none of the healthy structure can be detected. It is less
thickened and less fibrous, but more nodulated than the left cap-
sule. Its section is much like the other, but the firm portions
are smaller and are held together by mere fibrous tissue, and it
contains no cretaceons matter.




CASE XI.] APFENDIX A. 137

Microscopical Bramination.! Supra-renal Capsule.—A section
of this body appears pretty homogeneous to the naked eye, with
the exception of some small yellowish pin's head spots, more or
less hardened by calcareous deposit. In stained sections these
spots remain entirely unstained.

Under the microscope no trace of the normal structure is to
be found in the gland, with the exception of a few of the medul-
lary cells, but it is seen to consist principally of coarse bundles of
fibres, more or less parallel in direction in the same part of the
gland, and, between the bundles, rows of lymphoid cells; so that
the cross section of a bundle appears surrounded by a ring of
these cells. In some parts the cells largely predominate, in
others the bundles of fibres alone remain ; in the yellowish spots
above mentioned, and in some other places also, there is nothing
to be made out but a mass of granular débris.

In some parts of a section one may see all these varieties of
structure side by side, viz. first, and commonly nearest the ex-
terior of the gland, lymphoid cells, then fibrous bundles with these
cells intermixed at first, but gradually disappearing as we proceed
further inwards ; and finally a structureless, granular, more or less
caleareous patch, the transition in this case being more abrupt.
From the occasional presence of lymphoid cells around the struc-
tureless patches, it seems probable that these latter result from
the degeneration and breaking down of collections of such
cells.

Enlarged venous and lymphatic channels are here and there
to be observed in sections of the gland in guestion.

Bronzed Skin.—The excessive pigmentary deposit is prinei-
pally sitnated in the deepest layer of epidermic cells, the pigment
being for the most part within the cells and accumulated around
their nuclei ; some of it, however, appears to exist in irregular
patches between and amongst the cells. In the horny layer of
the epidermis, in some places at least, it is the nuclei of the cells
which are pigmented, the other parts being free, or almost free,
from pigment.

With regard to the cufis vera there is only one fact here worth
noting, and that is the presence, especially near the epidermis, of

! Reported by Mr. E. A, Schifer, Assistant Professor of Physiology in
University College, London.
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a number of irregularly-shaped corpuscles, apparently wander-
cells, some of them perhaps connective-tissue corpuscles, remark-
able from the fact of their containing a considerable amount of
pigment.!

The stomach presents on the snrface, to the naked eye, espe-
cially near the pyloric end, a number of small prominences, re-
sembling in general appearance the solitary follicles met with in
the intestine, but larger and more opaque; some of them have
small depressions in the centre.

Miecroscopical examination of sections of the gastric wall
brings clearly into view the camse of these appearances. Even
with the unaided eye it may be observed, on bringing the sec-
tions up to the light, that the opacity at the spots in question is
principally, in some cases almost entirely, situated in the mucous
membrane, close to the internal surface of the stomach; and,
with the instrument, the patches are seen to be eomposed of a
dense mass of lymphoid cells. With regard to the depressions
above noticed in some spots, sections show that they are due to
a breaking down, and opening on to the surface, of the summit
of the patch. In no case do these collections of cells rise up
from the submucosa through the smuscularis mucosee, as is the ease
with the solitary follicles of the intestine ; they may be continued
down between and amongst the peptic glands as far as the mus-
cularis mucose, through which a large artery and vein may com-
monly be traced opposite them. The follicular patches may
either displace the gastric glandules, these then curving round
them, or may exist merely as an extensively diffused infiltration
of lymphoid cells, between the glandules, and chiefly near the
surface.

The blood-vessels in the submucose are considerably enlarged
in the proximity of the patches in the mucosa, and their neigh-
bourhood presents an unusnal number of connective-tissue cor-
puscles ; the veins are intensely congested, and there are one or
two small patches of ecchymosis; otherwise this and the two
remaining coats are normal.—( Greexuow, Trans. Path. See., vol.

xxiv. p. 229.)

I A similar condition of the wander-cells of the corium has been noticed by
Biesiadecki in conical condylomata.-—S8tricker’s Handbuck der Geweblehre,

p. 502,
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Case XIII.—Addison’s Disease without Discoloration of Skin.
Rapid Phthisis.}

Thomas P., aged 40, by occupation a porter, was admitted
into the Middlesex Hospital, under the care of Dr. Thompson, on
April 8, 1873. He had enjoyed good health until a month before
his admission, when he began to feel languid, and noticed that he
was losing flesh. His appetite failed, and he vomited after taking
food ; he also suffered from a short hard cough. A week before
his admission he took cold from getting wet, and experienced
sharp pains in the loins, followed by cedema of the feet and puffi-
ness of the face in the morning. He had been a very temperate
man, and had never spat blood.

On admission, there was cedema of the lower limbs and puffi-
ness of face, but the urine was not albuminous. Patient had a
severe congh, attended by a copions muco-purulent expectora-
tion.

The whole right front of the thorax was markedly dull, and
yielded, on strong percussion, a ringing resonance and cracked-
pot sonnd at the third intercostal space. In the same sitnation
there were coarse gurgling riles of high pitched metallic tone.
Elsewhere the breathing was generally sonorous, and fuller on
the right than on the left side. The pulse was about 120, and
the temperature varied from 102° to 103°. He passed from 50
to 60 ounces of urine daily, but neither albumen nor casts were
fonnd in it at any time. He became rapidly worse, and died on
April 20.

Post-mortem Erxamination.—The pericardium contained about
eight ounces of fluid. The valves of the heart were all competent,
with the exception of the tricuspid. Both sides of the heart were
somewhat dilated.

The right lung was everywhere adherent, and the upper lobe
contained one large ragged cavity. The remainder of the lobe
was solidified ; the cut surface being smooth, firm, and of the
consistence of cheese. It was mainly composed of a large irre-
gular tract of caseous matter, intermingled with tracts of grey
translucent substance, apparently interstitial and peri-bronchial
over-growths of fibrous tissue.

! Case 208, Appendix B,
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The upper third of the lower lobe was solidified by the same
opaque yellow material, and bounded off by a rather distinct line
of demarcation from the rest of the lung. The bronchi in both
lobes were much dilated and thickened. The left lung was em-
physematous at its apex and anterior margin. The posterior
three-fourths of the upper lobe were solidified by caseons material
and recent grey hepatisation, and several caseous masses were
also scattered through the lower lobe.

The solitary glands near the lower end of the ilenm were en-
larged and opaque, appearing as white nodules of the size of
mustard-seeds ; some of them were broken down in the centre.
A group of lymphatic glands in the neighbourhood of the cecunm
were calcified. The kidneys were much congested, and the cap-
sule of the left kidney was partially adherent.

The wight supra-renal capsule was nodulated and enlarged,
weighing three-quarters of an ounce. It was completely dis-
organised, a strip of the cortex, one line in diameter, being all that
remained of the normal structure. The rest of the capsule was
transformed into a firm, smooth, opaque, yellowish-white material,
which in the lower half of the organ was broken up into small
areas, separated by grey translucent fibrous tissue. This capsnle
presented, in fact, to the naked eye precisely the appearances
characteristic of Addison’s disease. The left snpra-renal capsule
weighed half an ounce, and presented no abnormal appearances
to the naked eye.

Mieroscopical Eramination by Dr. Sidney Conpland.—By far
the larger part of the organ was in a state of caseous metamor-
phosis—the change being limited to the variously-sized opaque
areas seen by the naked eye. Microscopically it consisted of
the usunal finely granular amorphous material, with, in addition,
numerous translucent bodies, more or less oval in shape, about
zhsths of an inch in diameter, resembling the corpora amylacea
found in degenerated nerve-tissue, but not yielding any reaction
to iodine. There were also some longitudinal traces of the same
highly refractile material. Here and there a small group of
acicular erystals was collected, probably composed of stearine.
Surronnding these areas of retrograde metamorphosis were grey
translncent tracts, composed almost entirely of small ronnd cells,
or nuclei, together with a certain amount of fibrous tissne. No
definite adenoid structure was made ont. Finally, at one part,



142 ADDISON'S DISEASE. [case xiv.

where a narrow rim of cortex remained, the normal cell-columns
persisted; encroached on below by the small-cell infiltration,
which contained a few isolated and atrophied normal cells in its
interior.—( GreENHOW, Trans. Path. Soc., vol. xxiv. p. 235.)

Case XIV.—Addison’s Disease. Typical Case. Bronzed Skin.
Death after a few Days' Illness,!

W. P, aged 20, formerly a painter, but now a baker, was
admitted into the Middlesex Hospital, under the care of Dr.
Seth Thompson, on July 11, 1854. The patient’s friends had
noticed that the colour of his skin had been gradually changing
for about six weeks, and that for a few days the change in colour
had been more rapid. He, however, continued his work of baking
up to Saturday, July 8. On Sunday the 9th he dined with some
friends, and appeared in quite as good health and spirits as nsual.
On the following day (the patient stated) he first commenced to
feel languid and unable to move about. He felt some soreness
in the throat, but had no rigors. On Tuesday, July 11, he went
in the afternoon to the house of a friend, and threw himself on
the sofa, saying that he was unable to move ; he was then brought
to the hospital. Previously to this attack he had always enjoyed
good health ; he was of sober habits, and had had abundance of
good food.

State on Admission.—Skin of a peculiar, dark, dirty-brown
colour; conjunctivee of a similar colour; skin covered with a
cold clammy sweat; pulse scarcely perceptible; tongune clean;
bowels generally regular ; open with medicine this morning. He
is restless and answers questions with difficulty, although he
appears perfectly conscious.

On being placed in bed, warm fomentations, hot bottles, &e.,
were applied ; brandy was administered ; the pulse was partially
restored. The bowels acted three or four times, the motions
being dark and partly liguid. He stated that the only pain he
had was deep-seated, and in the region of the liver. The same
cold sweat continued, and he died at 4 A the following morning

Post-mortem Bramination. — Body extremely muscular and
well-formed ; rigidity extreme; the entire surface is of a uniform

! Case 76, Appendix B,
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were ordered. Under this treatment the stomach became less
irritable, he was able to take more nourishment, and his condition
improved slightly. The abscess during this time remained nearly
stationary. November 6, at 9 A.x., on rising from his bed to go
to the neighbouring water-closet, he became faint, grew weaker
during the day, and expired at 8 o'clock the following morning.
During this last attack his breathing was quiet, air entered his
chest freely, but his lips became blue and his complexion dusky.

At the post-mortem examination, made thirty hours after
death, an abscess, holding nearly a pint-and-a-half of pus, was
found in the course of the left psoas magnus. Its source was a
small cavity hollowed out in the bodies of the third and fourth
lambar vertebra, which contained some small sequestra and
thick curdy pus. The boundaries of this cavity were uneven and
friable, and the bony tissue for some distance around was solidified
by a lardaceous deposit in the cancelli. The sac of the psoas
abscess was thick, particularly at its lower end, where it com-
municated with the abscess below the groin by a small circular
opening beneath the outer end of Poupart’s ligament. The mass
of the psoas had disappeared, only a small quantity of pale
muscular tissue in connection with the twelfth dorsal and two
upper lumbar vertebre remained, and contained many small cir-
cumscribed abscesses.

On the opposite side of the spine there was a second and
smaller abscess, reaching as high as the twelfth dorsal vertebra,
and turning below towards the left, across the front of the third
lambar vertebra, beneath the anterior common ligament, where
it communicated with the eavity already described, and ended
in the first abscess. The sides of the bodies of the first and
second lnmbar vertebra were denuded and bathed in pus, and
the bony surfaces were rough and had large vascular foramina,
but were neither carious nor necrosed.

The abdominal viscera were healthy, with the single excep-
tion of the supra-renal capsules, which weighed 140 and 215
grains. They were hard and knobby. On section, they presented
a homogeneous surface, mottled with a few yellowish, friable
specks. In several microscopical preparations taken from them,
traces of the tubular structure were discernible. The enlarge-
ment of the organs appeared due to infiltration with a material
which was in a fresh state, nearly homogeneous and translucent,
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but, after immersion in carbolic acid, finely granular. The apices
of both lungs contained a few scattered depdts of tubercle. The
right pleural cavity was almost entirely obliterated by old ad-
hesions. The left side of the heart was nearly empty, whilst the
right auricle was over-distended with a black, spongy, friable
clot, and the right ventricle contained a mass of tough fibrine,
wrapt about the musculi papillares, and prolonged throngh the
trunk and primary branches of the pulmonary artery into the
small divisions of this vessel. (Hurkg, Trans. Path. Soc., vol. xiv.
p- 254.)

Case XVI.—Addison's Disease. Typical Case!

J. F., a native of Scotland, and formerly a maid-servant, ap-
plied to me (Dr. Burdon-Sanderson) as an out-patient on Septem-
ber 16, 1867. The nature of the case being obvious, she was at
once admitted into the Middlesex Hospital, where she remained
under my care until Angust 21, 1868. Until the commencement
of her present illness she had enjoyed fair health, but had ocea-
sionally suffered from cough. It appears that in July, 1866, she
fell down-stairs, after which, she says, she brought up some
blood, and felt pain in her back for more than a week. Soon
after this occurrence she began to lose her health. She states
that she caught cold. In addition to a slight cough, which was
of short duration, she became weak and listless, and was obliged
to give up her sitnation. Then complete anorexia, with vomiting,
came on, and continued for several months, becoming worse and
worse. KEarly in 1867, however, she got better; the sickness
ceased for two or three months, during which she was able to
resume her duties. Again she took ill, and again recovered, so
far as relates to the more urgent symptoms, but was now so
much enfeebled that she was unfit for work. In this state she
remained until a fortnight before her admission, when she had a
third attack of vomiting, this time, however, of very short dura-
tion.

The patient's antecedents were pthisical. Her father had
died of heemoptysis at the age of forty, and of three brothers one
had died of ‘heart-disease.” She herself had had hmmoptysis

! Case 71, Appendix B,
L
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three years before admission, and had since suffered occasionally
from cough,

On admission she complained principally of drowsiness,
feebleness, and breathlessness on exertion. The whole anterior
sarface of the body was of a brown mulatto hue, which was
darkest on the front and sides of the neck and around the nip-
ples. Whitish, or pale-coloured cicatrices, were noticed in various
situations, and there were pale traces of an eruption and of
scratching on the shonlders. A patch of discoloration was ob-
served on the lower lip, and a smaller patch on the upper. Other
patches existed on the mucons membrane of both cheeks. The
tongune was free from discoloration. On examination of the chest
it was noted that the right supra-spinous fossa was duller than
the left, and that below both clavicles the resonance was de-
fective, where the expiration-sound was harsh, No moist sounds
could be detected. A patch of dulness was also made out in
the axillary line, in which situation a few crackles with harsh
breath-sounds were heard, near the lower pulmonary margin. A
faint, soft, systolic bruit could be distingnished at the fourth left
cartilage. Pulse, 84; respirations, 20, tranquil; tongue clean
and bare ; urine, sp. gr. 1,016, not albuminonus.

Three days after her admission vomiting came on and occurred
almost daily for the next six weeks. The vomited matter dis-
charged during the night was alkaline and mucous, that after
meals being acid. The attacks ocenrred indifferently after meals
and during intervals ; they were not preceded either by pain or
nausea. During the whole period the patient was in a strikingly
listless condition. She made no complaint, but seemed annoyed
by interrogation. The pulse varied from 72 to 92 ; respirations
30, exceedingly inconsiderable. Towards the end of the period
the vomiting of food ceased, but she continued to excrete mucus
every morning in considerable quantity, which was often mixed
with blood.

On October 25 a new group of symptoms presented itself,
Her answers to questions became incoherent, and she complained
of being annoyed by rats, which she said were creeping on her
bed.

On the 27th the intellectnal disorder increased. On my visit
on that day I noted that the patient moved about constantly in
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bed, as if in distress. There were constant rotatory motions of
both eyeballs, the left usunally squinting inwards, and the left
eyelid dropping. During the observation she suddenly became
excited, sereaming out, ¢ These people are going to kill me !” her
pupils at the same time becoming contracted. During the whole
of the next two days she remained in a state of busy, talkative
delirium, frequently endeavouring to get out of bed, making gri-
maces, singing, vociferating rapidly and incoherently, or shrieking
out as if in terror; her condition in other respects was not mate-
rially altered. Her appetite was good, her pulse was unchanged
either in frequency or character (small, varying from 80 to
88), and her skin cool. The urine, which was for the most part
passed involuntarily, was of the same character as before.

During the night of October 29 she slept, and woke next
morning rational, and awake to external impressions, but in the
afternoon of the following day she suddenly became faint, and
the respiratory movements, which had resumed their usual
character again, became rapid and voluminous. Soon after she
became once more excited and talkative, and began to squint and
make grimaces, the delusions to which she referred being for the
most part of the same nature as before. These phenomena were
of short duration, but recurred several times, each attack being
preceded by faintness, During the next week they gradnally
subsided, but she continued to wander oeccasionally. On Novem-
ber 6ith a vaginal discharge appeared. This lasted till the 13th,
when, concurrently with the appearance of the catamenia, she
became more excited than usual, and for the first time refused to
take her food, and gave other proofs of obstinacy and ill-nature.
Towards the end of November her intellectual disorder ceased ;
she still, however, squinted slightly, and the respiratory move-
ments were still irregular,

During the month of December she remained in the same
state ; the bowels were frequently contined, and she suffered from
time to time from vomiting, and often complained of lnmbar pain
and of temporal head-ache. Pulse, 88 to 96 ; respirations, 24 to
26, respiratory movement remarkably limited ; catamenia absent;
occasional lencorrheea,

From January 7 to March 18 the general condition of the
patient varied inconsiderably, being, as regards the symptoms

3

-
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previously described, as follows :—She complained, more or less
constantly, of faintness and breathlessness. Both of these sensa-
tions were associated with frequent and irvegular respiratory
movements, and came on in paroxysms of short duration, which
were more frequent during the day than during the night. From
time to time there were severe musenlar pains of the limbs, and
particularly of the back of the neck. She was often sleepless,
the want of sleep being ascribed either to the pains or to the
“faint sensation’ above referred to. There was no night wander-
ing, and she was entirely free from delusions, The skin pre-
sented the same aspect as before, but was thought to be paler.
There was on one occasion transient cedema of the ankles. The
temperature, which was taken daily, varied from 97-5° Fahr.
to 95°4° Fahr.; the pulse from 82 to 92, and the respirations from
36 to 46. Excepting that the bowels were confined, and that she
occasionally vomited, there were no signs of disorder of the
digestive system. The urine was also examined daily, was
always acid, and never contained albumen ; it varied in specific
gravity from 1,015 to 1,022, the mean being 1,020, and the mean
quantity of urine passed daily being about 25 ounces. The cata-
menia were scanty, and appeared at irregular intervals,

After this the patient was kept under observation for several
months, doring which her state was as above described. On the
evening of August 21, without any previous change for the worse
excepting & recurrence of vomiting, she had a convulsive pa-
roxysm. This, according to the account of the ward-sister, con-
sisted in rigidity of the arms, grasping contraction of the hands,
and distortion of the features, and was accompanied with foaming
from the mouth and nose, and stertorous breathing. As the fit
passed off she sweated profusely. It was succeeded by violent
vomiting and retching, which subsided after a few hours, leaving
the patient in a condition of eollapse, which ended in death.

Post-mortem Ezamination —The body well nourished, much
yellow fat beneath the integument. Surface dusky brown;
face, neck, arms, axilla, and inguinal folds being darker than the
rest of the body. The areola round the nipples are nearly black.
There are several pale patches on the legs.

Head.—Pia mater injected, sinuses of dura mater filled with
dark blood, brain substance apparently hypersmmie, half an ounce
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of clear serum in the ventricles. The corpora striata and optic
thalami are somewhat macerated, while the septum lucidum and
fornix are almost diffluent. On subsequent mierosecopic examina-
tion of the softened parts no compound granular corpuscles were
found. :

Thoraz.—Both plenree adherent. Punectiform sub-plenral
ecchymoses scattered over the posterior surface of the lower
lobe. At the apex of the right lung a small cavity is found,
having thick walls and surrounded with indurations. It con-
tains cheesy matter. Near it is a patch of red and grey pneu-
monic comsolidation. The apex of the left lung is puckered, and
contains a similar cavity, but no recent consolidation. The
greater part of the lower lobe is engorged. Here and there, where
red hepatisation is commencing, the lung-tissne has lost its
buoyancy in water. The heart and pericardinm exhibit no
abnormal appearances.

Abdomen.—The peritonmnm is natural, and, with the excep-
tion of the supra-renal capsules, the abdominal organs are
healthy, much fat being deposited in the omentum and other
parts. The right supra-renal capsule could be felt very dis-
tinetly as a hard mass adherent to the under surface of the right
lobe of the liver; the left one was made ont with more difficulty,
being indistinguishable from the kidney. While the organs were
still @n sitid, the splanchnic nerves on either side were traced
down to their connection with the plexus surrounding the ceeliac
axis ; the trunk of the sympathetic nerve was also traced in both
directions, and was seen to give off communicating branches to
the same plexus. This having been done, the kidneys, the part
of the liver to which the right snpra-renal capsule was attached,
the pancreas, the aorta and its branches, along with the parts
lying in front of it, were removed en masse, for more complete
dissection ; the nerves forming the plexus already referred to
were then dissected ount, when it was found that each capsule
was connected with the central plexus by a number of interlacing
cords, consisting more or less of nerves. No evidence that the
nerves were themselves diseased could be obtained by micro-
scopic examination. It seemed, however, clear that they were
so imbedded in induration that their function must, in all pro.
bability, have been seriously interfered with.
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On making a section through the left kidney, in such a man-
ner as to cut through the supra-renale capsule along with it, it
was found that the latter was much altered in structure, and so
firmly nnited with the kidney as to be wholly inseparable from it.
The preparation shows that the organ forms an ill-defined mass of
induration, the general contour of which resembles that of a large
raisin. In the sectional surface it is seen that whereas the peri-
pheral part of the tumour is of firm consistence and semi-trans-
parent, the eentre is softened, some parts being diffluent and of a
yellow colour, while others are gritty, and exhibit cretaceous con-
cretions. In the right capsule the disease is not so advanced, the
centre is soft, resembling a lymphatic gland in process of casea-
tion, the outside being hard and semi-transparent, although
scattered with minute foci of softening. That part of the liver to
which the capsule adheres is indurated and altered to such an
extent that 1t is very difficult to distinguish its natural surface,
The right capsule does not adhere to the kidney or any other
organ, excepting the liver,

The diseased parts were subjected to careful microscopic
examination after hardening in chromic acid. The semi-transpa-
rent induration was found, when it had not undergone caseation,
to consist of a more or less fibrillated stroma, abundantly beset
with spheroidal corpuscles, somewhat larger than blood-globules,
This structure was found not only in the supra-renal capsnles them-
selves, but also in the diseased parts of the liver and kidneys, in
both of which it constituted the induration above deseribed.
The adventitious tissue spread around and among the glandular
elements of these organs in such a manner that, in the liver par-
ticnlarly, sections of the indurated parts presented the same
anatomical characters as are observed in the condition of the
organ usually described as chronic interstitial inflammation.—
(Burpox-SaxoersoN, Trans. Path, See., vol. xx. p. 378.)

Case XVII.—Addison’s Disease. Typical Case.!

Thomas L—, aged 32, -was admitted into Guy's Hospital
under the care of Dr. Addison, on July 2, 1858, in an extremely
debilitated condition, and died rather suddenly three days after-

! Case 92, Appendix B.
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wards, The case was well known, as the patient had been under
ohservation for more than two years. He lived at Walworth,
and was employed as driver of a stationary engine in a seed-
bleaching factory. He was first admitted into the hospital on
October 10, 1856, under Dr. Habershon, having already been an
out-patient under that gentleman’s care for five months previ-
ously. He then stated that he had been rather a free liver,
and had suffered from gonorrheea and syphilis, and that abont
twelve months before he had observed that he was losing strength,
and that his skin was becoming of a dark hue. He had
sought medical advice in consequence, and was said to have liver
disease ; he also had at that time pain in his side. On admission
he had a haggard, worn expression of countenance; he was of
spare frame, and his skin was of a dark colour, resembling that
of a mulatto, and almost black on the scrotum; the mucons
membrane of lips and gnms was also darkened in hue, Heart
feeble ; pulse 64:; chest healthy; urine natural; his eye-sight
was dim, and he suffered from faintness after the least exertion,
The case was at once recognised as one of Addison’s disease, and
Dr. Habershon, in diseussing what could be done for him, con-
sidering that the symptoms of asthenia were due to some loss of
fanction of the semi-lunar ganglia and solar plexus, proposed the
use of electricity., This was adopted, with the internal adminis-
tration of iodide of potassium and bark, and the man left relieved
after a few weeks. After leaving the hospital, he stated that he
felt a little better, and was abie to follow his employment until
three weeks before his last admission, when he took cold and
became much worse. He then stated that his strength had been
good, but it was evident that he had become accustomed to an
unnatural condition, for he would not admit his extreme weak-
ness even then, although he could scarcely stand. The skin was
of a dark brown colonr, and of a deeper tinge at navel, nipples,
and serotum; mucous membrane of gums and mouth stained
with patches of a leaden hne., He had dizziness and failure of
vision on attempting to walk; no appetite. He after this got
still weaker, and died rather unexpectedly on the morning of
July 5.

Post-mortem Faamination, —External appearance of body
spare, but not wasted ; an average amount of sub-integnmental fat,
and also fat to the usual amount in the abdomen. Muscles red



152 ADDISON'S DISEASE, ' [case xviL

and of good size, as if they had been exercised of late. The
colour of the body was most remarkable, resembling that of a
mulatto, or one of dark blood, and contrasting with the white
skin of another body which lay by its side, and which it had re-
sembled three years before. The colour was of a slight greenish
brown, and the subject would undoubtedly have been taken for a
man of colour had not the previous history been known. The
brown hue was universal, except on the lower parts of the legs,
which were lighter, and was remarkably uniform, there being no
lighter nor darker patches on any parts, excepting two black specks
on the face. The axille, umbilicus, and genital organs, however,
were of a darker shade. No distinet patches of pigment on the
lips, but the margin next the skin of a dark hue. Hair darkish,
but not black; eyes grey. Brain healthy; pituitary body
healthy. Lungs healthy., The apex of the right lung contained
a dry cretaceous mass, the size of a pea. This lung adherent by
old cellular tissne. Heart small ; muscle firm, red, and healthy ;
a small, loose coagulation on right side. Veins full of blood.
Stomach.—Mucous membrane highly injected, and the surface
covered with tenacious mucus, as if gastritis or a low form of in-
flammation had existed. Intestines healthy, with the exception
of a remarkable prominence of Peyer’s patches, and the solitary
glands at the lower end of the ilenm. Mesenteric and other
lymphatic glands healthy. Liver, spleen, and pancreas healthy.
Kidneys healthy, with the exception of one presently to be men-
tioned. _

Supra-renal Capsules.—Both organs quite destroyed in struc-
ture by adventitious deposit, an albumino-cretacions material.
There appeared also to have been an inflammation of their in-
vesting capsules, as they were firmly united to the surrounding
parts, and were with difficulty dissected out ; thus, the right was
‘adherent to the liver and top of the kidney, and the surronnding
fat could not be stripped off in the ordinary way, but being ad-
herent, the organs could only be rendered clean by seraping.
The right supra-renal capsule was about the size of the healthy
organ, but the left was puckered into a roundish mass, abount the
size of a walnut. When cut through they presented the nsunal
appearance of the disease which so frequently attacks these
organs, being converted into a whitish, amorphous matter, which
was formerly called scrofulous. This consisted mainly of two
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parts—a white, brittle, cretaceous matter, and a semi-translucent,
soft, dry matter, resembling a dirty-coloured blancmange. The
latter was probably the original or primary deposit, and the
former the same having undergone degeneration. The right .
capsule, in addition, was softening in its middle, and contained
about a drachm of a cream-like fluid. The disease on this side
had slightly encroached on the kidney, the top of which contained
a soft, whitish spot. The microscope showed the adventitious
matter to be structureless; the softer, semi-iransparent parts
congisted of an amorphous substance, mixed with granules; the
latter, being collected in small groups, put on the appearance of
cells and nuclei, and probably they were such degenerating, but
no cell or fibre-structure conld be distinetly made out. The
yellower, friable matter, consisted of little else than fatty and
cretaceous granules. The white spot at the top of the kidney, in
contact with the right capsule, contained some nuclei and nu-
cleated fibre, and appeared to consist of a simple inflammatory
product.

The semi-lunar ganglia appeared healthy, but their nerve
branches ran quite into the diseased capsules, and were lost in
them. The skin, when a section was made, showed most ad-
mirably the position of the pigment. It was situated beneath
the epidermis, in the rete mucosum, following the course of the
papillee, and thus exactly resembling the integunment of a black
man. (WiLks, Guy's Hospital Reports, 3rd series, vol. viii. p. 42.)

Oase XVIIL — Addison’s Disease. Typical Case.!

Edward G., aged 18, a bookbinder, who had resided at Isling-
ton, was admitted into Guy’s Hospital Sept. 9, 1863, under the
eare of Dr. Habershon,

At the Christmas of 1861 he had had an abscess in the neck from
disease of the glands ; discharge took place, and his health failed
from that time. His skin had gradually assnmed a deep mulatto
tint, and his strength lessened ; there had been slight irritability
of the stomach, but neither congh nor diarrheea had weakened
him. On admission, the skin was gencrally of a deep colour, but

' Case 32, Appendix B.
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in some parts it was nearly black ; thus, on the neck there were
two narrow, almost black rings; the axille also were dark. He
was a spare young man ; the brain was clear, neither had he
headache nor disturbance of the senses. The respiratory sounds
were feeble, but there was no dulness on percussion, no congh, and
no dyspneea.  The sounds of the heart were feeble ; the pulse was
compressible. The abdomen was contracted, the appetite tole-
rably good, and there was no vomiting. There was slight ab-
normal deposit of pigment on the lips. His only complaint was
a sensation of great weakness. He was_ordered quinine gr. ij,
with sulphate of iron gr. j, cod-liver oil, and full diet with eggs,
&e. The cod-liver oil could not be taken, and set up irvitability
of the stomach, which with difficulty was quieted. Carbonate of
ammonia, with tincture of bark, was then given, and wine and
brandy as he could take them ; but the irritability of the stomach
repeatedly recurred, and the prostration increased ; he sank on
Oct. 28,

On Inspection.—The pleurse were healthy, so also the lungs,
with the exception of a small nodule of opaque low-organised
product (tuberculoms). The heart was small. The abdominal
viscera were all healthy, except the supra-renal capsules; no dis-
ease of the liver, spleen, kidneys, pancreas or intestine existed ;
both supra-renal capsules were extensively diseased, and there
was scarcely any healthy structure left in them. The left cap.
sule was greatly enlarged, and infiltrated with low-organised
product ; in some parts this deposit was cheesy, in others cal-
careous ; the enlargement extended towards the semi-lunar
ganglion, and the branches of the nerves, as well as the ganglion
itself, were surrounded with an unusunal quantity of dense fibrous
tissue. The right capsule was affected in a rather less degree,
and the nerves could be traced to it more easily. On micro-
scopical examination of the sympathetic ganglion, no alteration
could be detected in the ganglion eells; they contained a large
quantity of pigment, and the deposit in the supra-renal capsules
contained highly refracting granules and imperfect cell products.
(HapersHoN, Guy's Hospital Reporls, 3rd series, vol. x. p. 82,)
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in the interior of the capsule, and which escaped during removal
of the organs.

The bones forming the left ankle-joint (the tibia and the
astragalus) as well as others of the tarsal bones, were soft, and
easily cut by the knife. On section they presented either a
yellow (fatty) or a red appearance. Nome of the joints them-
selves were found to be in any way diseased. The ankle-joint
was healthy. (Med. Times and Gazette, 1865, vol. ii. p. 441.)

Case XX.—Addison’s Disease. No Discoloration of Skin.}

John B., aged 36, admitted into Guy’s Hospital under the
care of Dr. Owen Rees, April 18, died 23rd, 1866. The following
history was obtained from his wife :—He is a carman to a leather-
dresser. He Las been married nine years. She had always
regarded him as delicate, but he never complained until about
six months ago, when he began to grow very feeble, and he com-
plained of pain in his back, in his limbs, and of occasional sick-
ness. On April 4 he was so weuk that he was obliged to give up
his work and take to his bed. He remained in bed for the
greater part of the time until his admission into the hospital on
April 18.  He had been during the time constantly sick, bringing
up almost everything. He had often had a cough, and this be-
coming worse, his wife thought he was in a consumption. She
had never observed any change in the colour of his complexion,
Dr. Wilks’ attention was drawn to him by the sister as being
very ill. It was observed that he was expectorating some puru-
lent matter, and on listening to his chest, over the right apex,
crepitation was heard, denoting an early phthisical eondition.
But there was not apparently enongh in the state of his chest to
account for his great prostration; for although he was able to
converse and answer questions, his pulse at the wrist counld
scarcely be felt. His intellect was clear, but he was restlessly
moving his head about. Dr, Wilks remarked that the condition
of the patient was very much like what is seen in Addison’s
disease. On examination of the body, no discoloration was seen,
but on the outside of the lower lip a small patch of pigment was
found. Whilst he was in the hospital he frequently vomited.

! Case 229, Appendix B.
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Autopsy by Dr. Mozon.—Body well built, high cheek bones,
and aquiline nose. Long features, a slight brownish or tawny
tinge of surface (not very striking), a dark patch within the
mouth and lips. Face looks sunken, especially the eyes. Abdomen
retracted, pretty well nourished, and has about the average cover-
ing of fat. Plenra.—Old adhesions about the apices. Lungs.—
Slight induration of the apices, with a few small groups of recent
tubercle in the left lung. Two small cavities, the larger at the
apex; one cavity seemed of older date than the other. Right
lung : all the small bronehi full of pus, but no trace of this con-
dition in the left bronchi. Heart very small, soft, and flaceid ;
clot on the right side large and blatk. Microscope showed no
fat granules in the fibres. Intestines.—Solitary glands prominent
in both small and large intestines ; Peyer’s patches well marked.
Liver, 54 ounces, apparently healthy. Spleen, 7 ounces, dark,

Supra-renal Oapsules—Right, shrunken and converted into
‘a cheesy-looking mass. There were, however, two colours—one
a light fawn-colour, the other white; scarcely any softening.
Left, large and almost everywhere softened into a semi-tenacious
material, like pus in colour. In one corner of the organ a small
piece, which yet showed a little of the structure of the organ,
and was somewhat like the right capsule in appearance and
consistency. The covering of the organ was generally, although
slightly, thickened and compressed. Kidneys weighed 13 ounces ;
large, very deep coloured, evidently highly engorged. (Med.
Times and Gazette, 1866, vol. ii. p. 313.)

Case XXI.—Addison’s Disease of one Supra-renal Capsule.
Apparently Typical Case.!

(ABsTRACT.)

The capsule had been sent to Dr. Murchison for exhibition
at the Pathological Society by Dr. Bruce of Crimond, near Peter-
head, and was accompanied by the following report of the case
by Dr. Strichen :—

‘R. J., working engineer, aged 27 years, consulted me in
April 1863, Frame of body slight; complexion swarthy. Com-

' Case 114, Appendix B.
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p.’tained of a constant Pain over the erest of the left ileum, a little
to the left of its junction with the sacrum. Strength less than
usual ; in other respects did not complain. Skin was then of a
dusky hue, not more than is often seen, and not such as to attract
marked attention. He left this place some weeks afterwards,
and was absent abont a month. He returned, suffering from an
attack of modified small-pox. From that he speedily recovered ;
but the colour of his skin now particularly drew my attention.
It had become much darker, and the contrast between the colour
of the cicatrices of the pox and the general tint of skin made the
circumstance more marked.

‘He left this place soon afterwards. I was called upon to
visit him on the 20th of March last, 1865. He had returned to
his father's house, evidently dying. He was much emaciated ;
appetite completely gone ; stomach irrvitable; frequent vomiting ;
fits of coughing, with purulent expectoration. His skin was of
a dirty blackish-brown colour, very dark about the eyes, the
areole of the nipples, and the genitals; memory weakened. His
pulse, never very quick, gradually became weaker, and was al-
most imperceptible some hours before death. His bowels were
very constipated. His mouth was parched, so that he could with
difficulty articnlate, and he complained of a feeling of fulness and
soreness in the throat and mouth. For a few hours before he
died he had low muttering delirinm. He died on the 19th of
April.

¢ His father informs me that his son was thrown violently on
his back when shoeing a horse, four or five years ago. He dates
his illness from that time. As a child, R. J. suffered from a
chronic abdominal affection with ascites. He had a sister who
died, while yet a child, of pulmonary consumption.’

R. J. was more than once during his illness a patient in the
Edinburgh Royal Infirmary, where he was seen by Drs. Dyce
Duckworth and Pye-Smith, both of whom diagnosed his case as
one of Addison’s disease. He was also exhibited to the Medico-
Chirurgical Society of Edinburgh as a case of Addison’s disease.!
Dr. Duckworth took the following notes of his case in July 1864.:—

‘He states that he was a strong and healthy man up to
March 1862. At that time he began to complain of pain across

' See Edinburgh Medical Journal, April 1866, p. 953.
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the back, which has has never quite left him. He sought medical
advice for this pain, and was treated with repeated blistering,
but without deriving relief. In March 15863 he went from Edin-
burgh to Aberdeen, took small-pox there, and was laid up with
it for six weeks, Continued to suffer pains in the back. In the
spring of this year, 1863, he first noticed his skin to be some-
what darker than formerly, and his attention was drawn to this
from the presence of light spots on the places which had been
occupied by small-pox pustules. His brother states that he has
observed the patient’s skin becoming darker for the last three
months,

‘ Is a fairly-nourished man. The whole skin is bronzed in
various degrees of intensity. Areol® of nipples and the genitals
are the darkest parts, being of a sooty-bronzed tint. Extensor
surfaces of fore-arms are darker than flexor, and the colour -
deepens on the hands and fingers. Nails pinkish-white. The
trank is mottled with dark spots, and a few leucopathic spots
are likewise seen. These are most probably due to the variolons
pustules, the white spots corresponding to parts where the derma
had sloughed ont. Conjunetivee pearly and anmmic. Hair dark-
brown, with a sort of metallic lustre. Tongune clean; brown
pigment is deposited on each side of it, corresponding to indenta-
tions. The buccal mucous membrane is likewise pigmented in
patches, and so are the palate, fauces, and uvula.’

On examination, the supra-renal capsule presented the fol-
lowing characters :—It was greatly enlarged, measuring three
inches in length, one inch and a quarter in width, and half an
inch in thickness along its convex border. It was much harder
than natural, and in cutting into it all the nataral tissue had
disappeared, and its substance was found to be made up of two
distinct materials, viz. a firm, grey, semi-translucent substance,
presenting under the microscope a fibrillated structure, and
enclosing masses of a soft, opaque, white substance, having at
some places the consistence of cream-cheese, and at others liqui-
fying into a puriform fluid. This opaque matter was composed
of abortive cells, granular matter, and oil-globules. Nothing like
pus corpuscles could be distingunished anywhere; but at several
places this cheesy matter was quite gritty from the presence of
calcareous deposit. The appearance and strueture of this cheesy
deposit resembled in every respect old tubercular deposit in the
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lungs. The other supra-renal capsule was stated to be healthy.
The post-miorfem examination was conducted under rather un-
favourable circumstances, and in some haste. No other organs,
except the kidneys, which seemed to be healthy, were examined.
(Murcuisox, Trans. Path. See., vol. xvii, p. 896.)

Case XXII.—Addison’s Disease. Typical Case.}

William A., aged 16, engaged at a druggist’s, was admitted
into St. Thomas’s Hospital under Dr. Bristowe’s care, September
30, 1867. He stated that he had enjoyed perfectly good health
up to the previous Christmas, when he accidentally fell through
a trap-door, and injured the lower part of his back. He
injured himself, however, so slightly that he continued at his
work as usual. To this aceident he attributed his present illness.
It seems that pain in the sacral region came on about three weeks
after the accident, and has continued, off and on, though never
very severely, ever since. Somewhere about this time a change
began to be observed in the colour of his skin. From that time
until his admission into the hospital his skin had been progres-
sively getting darker, and he had been suffering from various
other indications of ill health, which had also gradually in-
creased. He had been getting weaker and weaker, had had to
give up work very shortly after the commencement of his illuess,
and had for the most part kept his bed ever since; he had
suffered from frequent head-aches, with attacks of nausea and
sickness. His appetite had, however, been pretty good all along,
and his bowels regular ; he had had no cough or night sweats.

On admission he presented a general very dark-brown hue,
not patchy, but varying in depth and, in some degree, in tint, in
different parts. On the face the discoloration had a tinge of
yellow ; on the loins and buttocks (where the colour was deepest)
the skin closely resembled that of a negro. A few slight scars,
or marks resembling scars, were themselves paler than the sur-
rounding skin, and presented very dark margins. He complained
of some pain and tenderness in the sacral region, but there was
no distinet point in which tenderness existed, and no swelling.
He was manifestly very weak, and was particularly weak upon

! Case 10, Appendix B.
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lasted a day or two only; late in October, and again towards the
latter end of January, he suffered from severe pain in micturi-
tion ; occasionally he was unable to pass water in the recumbent
position.

The colour of his skin increased but little in depth while in
the hospital ; it was thought by the sister of the ward and by
others that it varied (in the face at least) occasionally. This is
a point, however, in regard to which I never entirely satisfied
myself. In order, however, to see whether the colour was
modified by excess or deficiency of blood in the capillaries of
the skin, one or two spots were treated with Richardson’s ether
spray. The final result was curious; the epidermis over each
frozen patch gradually detaching itself from that around, con-
tracted itself into a kind of black corragated button, which
still adhered to the central part of the patch several weeks after
the freezing process, leaving a broad white ring around it, corre-

sponding to the newly-formed epidermis. There were observed a -

few small, and not very distinct, brownish patches on the buceal
mucous membrane.

While in the hospital he increased considerably in height. -

He was weighed at frequent intervals, and found to vary within
narrow limits only. Iis weight a month after admission was 6
stones 10 pounds; at the end of November it was 6 stones 8
pounds. and it was never less than this. About the end of Feb-
ruary he weighed 6 stones 13} pounds. Actually, therefore, his
weight would seem to have increased while he was in the hospi-
tal, but, doubtless, relatively to his height, there was some slight
diminution, :

His temperature was occasionally tested, and was found to
vary in the axille between 97-4° and 98°, His pulse was re-
markably small and feeble at all times. His urine was examined
both chemically and microscopically. It presented no erystalline
matter or other microscopic element, even at the time when he
had pain in passing it ; it contained no albumen ; it was, however,
at times very pale, copious, and of low specific gravity.

On March 19 he was sent to the Convalescent Hospital at
Walton. The journey there seems to have fatigned him very
much, and he was seized immediately on reaching Walton, if not
on his way there, with all those symptoms of depression, sickness,
&e., which have been previously described. - These symptoms

r i
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Case XXIIT.—Addison’s Disease. Typical Case.!

E. A., aged 31, first came under observation in October 1870,
when she appeared to be suffering from symptoms of great
general debility, with a certain sallowness of the face, but with
no marked discoloration of the skin. She dated her illness from
the beginning of the same year. In the early part of December
she again presented herself, with the same complaint of great
weakness. Her face had now the look of a person sunburnt; the
skin on the back of the neck and shoulders, in the folds of the
axille, over the elbows and outer aspeet of the fore-arms, being
browned as if by exposure to the sun. In the mouth two spots
of pigment were detected on the buccal mucous membrane. The
pulse was very feeble. The appetite was reported to be very bad,
but there had been no sickness. She was warned of the seriouns
nature of her disease, and advised to come into the Radchff In-
firmary, which she refused to do. On January 11, 1871, she
came staggering into my out-patient room, and sank down moan-
ing in a chair, with the body bent almost double, the feet and
hands cold, and the pulse imperceptible. She was at once car-
ried to bed, and slowly recovered. On visiting her the next
morning, I found her tossing restlessly about in bed, yawning
frequently, and indisposed to answer questions. A peculiarly
fetid odour came from her breath. The skin was on the whole
darker than when the last note was made. On the forehead were
some distinet pigment patches, with irregular outline, gradually
fading off into the normal skin, and exactly recalling what is
commonly seen in chronic diseases of the uterus. The lower lip
was streaked with a dark line. On the gum, beneath the right
lower outer ineisor, was a large spot of pigment. On the buceal
mucous membrane were several spots of the same kind, some
round, some stellate. The face and neck were dingy brown in
colonr, the sclerotis being quite white. The areole round the
nipples were dark, and there was one black spot on the right
nipple. On the lower part of the abdomen, extending down to
the groins, were numerous streaks and spots of pigment, some of
the latter stellate and others triangular in shape. Over the

' Case 82, Appendix B.
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the diaphragm, the aorta, and the semilunar ganglion for the
purpose of dissection. Considerable difficulty was experienced in
preparing the branches of the supra-renal plexus. The adhesions
surrounding the liver and spleen extended down among the
plexuses, and made their dissection unusnally troublesome. Not
only was this the case with the supra-renal plexus, but the semi-
lunar ganglion and great splanchnic nerve were similarly beseb
with thick comnective-tissue. It is also worthy of notice that
just at the upper and inner border of the capsule, the very point
where the bundle of nerves enters the organ, was a large nodule
projecting from the surface into which the nerves directly passed.
The left capsule was found on section to be converted into a
moderately firm substance, in parts whitish, in parts of a dirty-
brown colour, dotted and marked here and there with small
spots and streaks, which in the recent specimen had a yellowish
tint.

Sections taken from the right ecapsule, after hardening in
chromic acid, showed the following microscopical characters :—
1. Fibrous tissue permeating the orgai in the form of bands and
displacing its natural structures, especially prevalent towards its
surface. 2. Crowds of small cells and nuclei—the former re-
sembling, but rather smaller than, lymph-cells, and containing
for the most part one nuclens which nearly filled the cell, the
latter round or oval—lying heaped together in a delicate matrix
of connective-tissue ; not arranged like miliary tubercle in defi-
nite groups or clusters, but irregularly distributed in certain
parts or districts of the organ, and seemingly more abundant in
the deeper-seated parts than towards its snrface. There was no
evidence of any further development of this tissue into fibrouns
tissue, but the two seemed to be distinet, and each in its turn to
undergo a retrograde or fatty change. 3. Fatty granules, some
in circular clusters corresponding to the round yellow spots seen
with the naked eye, others in large streaks or patches. The
former plan of arrangement was chiefly met with in those parts
where crowded cells and nuclei predominated ; the latter showed
itself in the more strictly fibrous parts of the disease. A thin
section made right through the organ from the cortex towards
what should be the medulla, and examined with a low power,
showed well the curious intermingling of the above changes, and
how the tissues were, so to speak, blurred and disfigured by the
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After leaving Hastings, a tour of a few weeks was made
among his friends, ‘who were astonished at observing him, in
spite of his singular look,’ in so good a state of health. He
then returned to Lynn and resumed his professional duties, and .
when not occupied with public business he amused himself with i
gardening or genealogical researches. At this period he was 1
elected Coroner for West Norfolk, In spite of his pinched look
and peenliarly bronzed countenance, Mr. Sayle lately had quite ]
relieved his friends of farther anxiety on the score of his nltimate 1
recovery, thongh at times he had a breathless manner of address,
and suffered occasionally from annoying hiccup and fits of de-
pression, which were always aggravated when following any
great exertion in public business. ‘ol
A fortnight prior to his death Mr. Sayle took a severe cold
on returning a long distance from an inquest. From this, how-
ever, though looking very haggard and ill, he was recovering,
when he again exposed himself, contrary to his habit, in an open
vehicle, and presided at another inquest five miles distant from
Lynn. On returning home he felt ¢ shivering and nnwell.” This
was on April 3; he was attended by Mr. Coulcher until the ath,
when Dr. Cotton was also comsulted, and found him suffering
from prostration aud frequent sighing ; pulse weak, 120 to 130;
low fever. He complained of his throat and windpipe ; had a
hoarse, painful, occasional cough, and expectorated a quan-
tity of greenish, gelatinous phlegm. The fances were of a pink
hue, and the stethoscope indicated a mucous rile confined to
the larynx and trachea. With these other symptoms he had
return of hiccup. On the morning of the 7th he was very
desponding, and suffered from extreme prostration. The intel-
lect was clear, but there was slight wandering when dozing, and
he sank quietly in the afternoon.
Post-mortem Bramination.—The surface of the body was of a
dnsky yellowish bronze tint, darker on the face, neck, chest,
front of thighs, and back of arms and hands, and interspersed
with several dark brown freckles and blackish mole-spots. The
scrotum, &e., and the areole around the nipples, were of a deep
sooty colour. A prominent cicatrix was observed near the spine in
the right loin. The supra-renal capsules were both very massive
and firmly adherent. On removing the right, with its corre-
sponding kidney, a portion of the liver with which it was con-
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in his appetite and strength, and a deeper discoloration of face
and hands. On December 23 he took to his bed on account
of feebleness, From this time he had occasional spontaneouns
vomiting without nausea. He again improved in strength, and
worked short hours from January 8 to February 19, but during
this period he beecame breathless on exertion, was troubled with
hicenp and occasional giddiness on rising. A slight brown dis-
coloration appeared in the axille, on the inside of thighs, and
on dorsum of feet, and small round spots were also now seen
on the lips and mucons membrane of the month. On March 2
he returned from a fortnight’s stay in the country much worse,
and took to bed. Complained much of giddiness, with mistiness,
amounting sometimes to blindness, on sitting up. Pulse very
feeble, first heart sound very faint. Had pain in face from ecold,
followed by discharge of blood and pus from the right ear. He
became very feeble and drowsy, felt faint after a loose motion,
and was much troubled with hiccup. His mind became weak and
wandering, and he died quietly on March 6.

Post-mortem Eramination.—Sub-cutaneons fat at least mode-
rately abundant. Heart soft; pale firm clots in both ventricles,
Lungs slightly adherent at apices. Several distinct cheesy patches,
generally about the size of horse-beans, near the snrface of the
right lung. More deposit in left lung, and at one point softening
had produced a small cavity. Rest of lung tissue healthy; no
tnbercular granulations in either lung. Spleen, liver, and left
kidney soft. Right kidney and pancreas normal. Brain, stomach,
and intestines not examined.

Right supra-renal capsule weighed two drachms and a half,
and was scarcely above the normal size. On section, no distinetion
between cortical and central parts. The more central part was
generally of an opaque white colour, with several opaque yellow
spots scattered thronghout. Greater part of the tissue and all
the periphery grey-colonred and somewhat transparent. Under
the microscope the grey parts were seen to be almost entirely
composed of innumerable round cells, with a few spindle-shaped
elements, and now and then gigantic cells. Paler central parts
in an advanced stage of fatty degeneration; in fresh section
nothing but fatty granules, after hardening in aleohol, a nearly
strunctureless granular mass. Graduoal transition from infiltrated
external part to fatty internal.
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Case XXVI—Addison’s Disease. Typical Case. Discoloration
of Skin developed long before Constitutional Symptoms.!

(ABsTrACT.)

Mrs. B.,aged 40, a clergyman’s wife, first observed, about eight

Years before her last illness, a dark-coloured spot on her forehead,
which gradually increased in size, whilst other parts of her head,
face, and neck, became similarly affected. At that time her health
was pretty good, though she had suffered from some internal com-
plaints in consequence of having had to leap from the top of a
stage-coach some years previously. Eight months before Dr.
Munro saw her, whilst undergoing great mental anxiety and
bodily fatigne in attendance on her husband, who was serionsly
ill, she noticed that the discoloration of her skin became much
deeper and more general.
. The patient was much emaciated, and in colour nearly resem-
bled a Lascar. She felt great weakness, sinking, and prostration,
increased by an attack of diarrhcea. She was much troubled by
cough, to which she had been subject since she had had the measles
in childhood. Punlse 100, small and compressible; very little
appetite ; no pain, Catamenia and bowels regular; urine normal.
She continued to sink, and died after she had been under obser-
vation nine days, remaining sensible to the last.

Post-mortem Eramination.—The body was greatly emaciated,
and the skin was universally of a dark bronze hue; many patches
of a darker brown colour were conspicuous, particularly on the
sides and back of the neck, over the knees and elbow-joints, and
round the mouth, Both lungs were adberent with some tuber-
culous deposits in the apices. The abdominal organs were gene-
rally adherent, but the only seats of marked morbid change were
the supra-renal capsules and the mucous membrane of the
alimentary canal. ;

The right supra-renal capsule was of an irregular, tuberculated
form, about four times the normal size, and firmly adherent to the

vena cava, and to the substance of the liver. The sympathetic

nerves on the right side from the lesser splanchnic were greatly
increased 1n size, and so were also some of the branches, as well
as the ganglia of the solar plexns of nerves on that side, and in

! (C"ase 60, Appendix B.
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were not darker than other parts. On the dark brown ground
were two kinds of pigment-spots » blackish navus-like spots, from
the size of a pin's head to that of a lentil, and other, much
more numerous, spots, in size, colour, and indistinet margins re-
sembling dark freckles; both kinds of spots were chiefly on the
face, neck, and arms. There were some deep smoke-colonred
patches on various parts of the body and limbs. On the inner
surface of the lips, on the free margin of the gums, and on the
right half of the hard palate, there were yellow-brown deposits
of pigment.

This marked discoloration of the skin, together with the
muscular debility, gastric ailments, small, compressible pulse, and
pain on pressure in the epigastrium and lumbar region, led to
the diagnosis of Addison’s disease,

The further course of the illness, until just before the close,
differed little from that in many previously recorded cases. The
gastric symptoms cansed most suffering to the patient, and want
of appetite, fulness in the epigastrium, flatulence and bad taste
in the mouth, were daily complaints. There was frequent nausea,
but after the first few days no actual vomiting until shortly before
his death. The bowels were somewhat confined. The pulse was
always quick, small, and compressible, and was much accelerated
by the slightest exertion. On the other hand, the average of the
respirations was very low. Towards the end of November the
patient began to improve, and in December and part of Jannary
was strong enough to get up for some hours daily. During this
period of improvement it was noticed that some of the nmvus-like
spots on his face became of a lighter colour, but without quite
disappearing. No general paling of the skin, however, and no
formation of new pigment patches, was observed during his resi-
dence in the hospital.

On Jan. 22 the patient had a sudden shivering fit followed
by fever, whereas until then his temperature had been as a rule
below the normal. These attacks recurred daily and increased
in severity, the temperature varying from 36-8° to 40-2° (Cent.).
Head-aches, vomiting, and coma supervened, and the patient died
on Jan. 26, with a temperature of 40'6° (Cent.). Respiration 45,
pulse too small and quick to count.

Post-mortem Bramination.—Mnscles small, subentaneous fat
* thick. Brain substance pale, cedematous. A few old adbesions,
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and one cretaceous nodule in lungs. Yellow clots in left auricle
and right side of heart. Liver full of blood. Spleen enlarged,
of a dark purple colour. Kidneys normal. Pyloric portion of
stomach mammillated. Brunner's glands and solitary glands en-
larged. Peyer’s patches mostly very prominent.

Both supra-renal capsules were at least three times the normal
size, with irregular knobs, and exceedingly hard to the touch;
their fibrous envelopes much thickened. On section they were
seen to consist of separate nodules, surrounded by thick connec-
tive-tissue fibres, and partly converted into cheesy masses. Under
the microscope some portions of the capsules consisted only of
fibrillar connective-tissue, enclosing spindle-shaped cells, showing
no traces of the normal gland-tissue. In other parts the connective-
tissue was scanty, and many round or irregular cells, with nuclei,
were embedded in it, resembling the normal medulla-cells. Here
and there in the central portions were cells three times the size
of the others, which probably represent the sympathetic ganglia-
cells of the supra-renal capsules.

The nerves of the solar plexus, as also those of the semilunar
ganglia, and the nerve-branches going to the supra-renal capsules,
were surrounded by an envelope of hard connective-tissue. Some
nerves of the solar plexus, at their place of entrance into the cor-
responding semilunar ganglion, presented ampulla-shaped en-
largements, Microscopical examination showed most of the
ganglia-cells to be quite normal, with a distinet nucleus ; a few
only were partly filled with fat-molecules. Remak’s fibres and
the true nerve-fibres in the ganglia presented nothing abnormal.
On the other hand the increase of connective-tissue in the ganglia
was most striking, when compared with the semilunar ganglion
from a patient who had not died of Addison’s disease. The con-
nective-tissue was fibrillar, enclosing spindle-shaped cells. The
ampulla-like enlargements of the nerves, before their entrance into
the semilunar ganglia, were seen under the microscope to be
themselves small ganglia, with well-formed ganglia-cells, between
which the hyperplasia of the connective-tissue was as distinctly
seen as in the semilunar ganglia.

The pigmentation of the skin eorresponded exactly with the
description recorded on admission. Microscopical examination
showed that it was produced by a deposit of yellow-brown pig-
ment, most abundant in the cells of the Rete Malphighii, and
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rendering their nuclei mostly invisible. In the lower layers of
cells the pigment was more scanty, and ceased altogether in the
epidermis cells. At the nmvus-like spots the pigment was dark-
brown, most intense in the cells immediately surrounding the
papille, and in the depressions between them. The pigmentation
was, however, not entirely limited to the rete mucosum, but ex-
tended here and there into the papille themselves, and into the
horizontal layers of the cutis. The pigment in the papille was
mostly enclosed in cells, with a few larger heaps of free pigment.
In the cutis beneath the nmvus-like spots the pigment was partly
in spindle-shaped, partly in branching cells, (Wovrr, Berlin Klin.
Wochenschr., 1869, p. 174.)

Case XXVIIL—Addison's Disease, without Discoloration of Skin.!
(AnsTRACT.)

J. E., tailor, aged 38, was admitted into the Amsterdam Hos-
pital on May 12, 1869, under the care of Prof. van Genns.

Patient stated that he had always enjoyed good health until
the previous September, when he had caught cold and had suf:
fered for several weeks from quartan fever. From that time his

strength had begun to fail, he had kept the house for some -

months, complaining of general debility and mental depression,
and during the last three weeks before his admission he had
experienced great weakness in the limbs and walked very un-
steadily.

On admission his skin was everywhere of normal colour, his
eyes were dull and sunken, his voice was tremulous and his gait
unsteady ; he complained of lassitude, pains in the back, and op-
pression on the chest. Pulse small and soft ; appetite moderate ;
mind depressed; nights sleepless. Bowels confined ; urine of
high specific gravity, free from sugar and albumen.

May 16.—Patient was anxious and excited, complaining of
tension and pain in the gastric region.

May 17.—Nervous symptoms the same, but increased towards
mid-day. Pulse rapid, small and thready ; respiration thick, irre-
gular, and laborious; great restlessness, anxiety and trembling ;

' Case 226, Appendix B,
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going off from the ganglia, and in these also many spindle-shaped
cells were embedded.

On opening the spinal canal, the dura mater in the lumbar
region was seen to be of a deep rose-colour. The vessels of the
pia mater and of the dura mater were much congested, even in
their smallest branches, and the nerve-substance in the same
region was reddened and visibly softened. The nperve-fibres of
the cauda equina were thickened and reddened ; the blood-vessels

much dilated. (Hurrz, Virchow's Archiv f. Pathol. Anat. §e.,
vol. xlix, p. 4.)

Case XXIX.—Addison’s Disease. Typical Cuse.!

A man, aged 43, who had always previously been strong and
healthy, but had been exposed to all weathers and to much over.
exertion, began to suffer, in March, 1869, from pain in the
stomach and vomiting of muco-serous flnids after eating. These
symptoms frequently recurred, but disappeared at the end of a
month, when muco-watery diarrheea came on, and about the
same time the colour of his skin was observed to darken. During
the summer he lost flesh, and had a constant feeling of sinking
at the stomach, with a tendency to fainting and pains in both
hypochondria. In September he was admitted into the hospital,
but was discharged at the end of nine days, much relieved.
During the winter he hecame much worse, and was re-admitted
in Febrnary 1870,

On admission the whole skin was mulatto-coloured, the dark-
est parts being on the face and hands, the nipples, axille, and
inguinal regions, the navel, sexual parts, and inner surfaces of
the thighs. There was a blackish stripe on the middle of the
tongue, and two similar stripes on the sides of the arch of the
palate. The pulse was very small and weak ; the heart's impulse
could not be felt. Addison’s disease was diagnosed. The pa-
tient’s skin continued to darken, he suffered from pains in the
abdomen, loins, and hypochondria, from attacks of fever (38° to
39° Cent. ), relieved by diarrhcea, from nausea, and antipathy to
food, and died on May 4 in a fit of violent convulsive excite.
ment,

! Case 12, Appendix B.
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Case XXX .—Addison’s Disease: Typical Case.)
(AnsTRACT.)

H. 8., bricklayer, aged 33, was admitted into the Elberfeld
Hospital on July 10, 1868,

Had been strong and healthy in early years, but seven years
before admission had suffered from intermittent fever, and since
then from frequent diarrheea, and also from a feeling of cold,
especially in his hands and feet, and from numbness in his fingers,
so that a pin could be stuck inio them without giving him pain,
He had, however, gone through the whole Austro-German cam-
paign of 1866, and it was only after labouring under a very hot
sun in the summer of 1867 that he had first begun to suffer from
debility and headaches. He had remarked a little later that his
face and hands were becoming discoloured, which his friends
attributed to sun-burning, but the discoloration had spread to
other parts covered by his clothes. He had also felt about the
same time a dull pain in the region of the left kidney, which was
enhanced by pressure. The debility had gradually increased till
he had been unable to continue his work, and had latterly been
confined to bed,

On admission, the uniform grey discoloration of the face con-
trasted strongly with the pearl-white hue of the conjunctive.
The neck and upper part of the chest were of the same colour as
the face, but here the discoloration ended in an irregular line,
only a few grey points projecting beyond the nipples ; both hands
were of the same grey colour, but the discoloration ceased rather
abruptly at the wrists. Tt was visible in a less marked degree in
the bend of both thighs, from which some dark grey lines ex-
tended up the abdomen and down the thighs. The mucous mem-
branes were very pale. Patient only complained of prostration ;
had no fever, fair appetite, and scarcely any remains of the pain
in the left lumbar region. Bowels loose; urine light-coloured,
normal,

After some weeks of tonic treatment, with good nourishment,
patient was discharged, at his own desire, much relieved, The

' Case 50, Appendix B.

|



















186 ADDISON'S DISEASE. [casE xxxIv.

be introduced. The colon was at this part the seat of an exten-
sive cicatrix of an old uleer, which had involved the whole cir-
cumference of the tube. The mucous membrane at the margin
of the ulcer was swollen and deeply pigmented, the edge of the
cicatrix was deep red and sharply defined, whilst the cicatricial
tissue was of a whitish grey, showing some small islands of
mucous membrane. The wall of the colon was at this part much
thickened by muscular hypertrophy, and was adherent to the
pancreas by the same overgrowth of tissue which attached it to
the left kidney and supra-renal capsule. The pancreas and left
kidney were otherwise normal.

The left supra-renal capsule was enclosed in a mass of hard
lobulated tissue, and was of the size of a large walnut. On
section it presented the same morbid appearances as the right
capsule, but no traces of the normal stroncture could be dis-
covered. The mesentery was thickened; the stomach presented
nothing abnormal.

In one of the coils of the small intestine there was an irregular
ulcer in process of healing ; and, in the ascending and transverse
colon were four smaller ulcers, presenting the same general
character and appearances as the larger one already described.
There were several blind fistulous openings in the serotum, and
the tissue of the testicles showed proliferation of conmective-
tissne, with a hard, grey, semi-transparent nodule containing
some dry, yellow, cheesy spots. There was no history of syphilis
and no appearance of tuberculosis. (Clinical history reported,
during the patient’s lifetime, by AverBECK, Die Addison’sche
Krankheif, Erlangen, 1863, p. 20; post-mortem examination by
ScoutrepEL, Arehiv der Heillunde, 1870, p. 87.)

-

Case XXXIV.—Addison’s Disease. Typical Case.!

A servant girl, aged 16, was admitted into the town hospital
at Rotterdam. She had always been weakly, of a pale brownish
complexion, and had been subject to palpitation on the least over-
exertion. About five months before her admission she had had
a great fright ; and, from that time, the catamenia had ceased, she
had suffered from lassitude, debility, vertigo and shooting pains

' Case 73, Appendix B,
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Case XXXV.—Addison’s Bronzed-skin Disease. Typical Case,
Reported as Addison's Disease and Cancer of the Supra-renal
Capsules.!

(AmsTRACT),

A. F., married woman, aged 36, was admitted into the Hos-
pital St. Gatien, at Tours, November 4, 1862.

Patient had led a very active life, and had suffered from no
illnesses but occasional intermittent fever. She stated that about
ten months previous to her admission, after a period of heavy
work as laundress in the open air, her skin had begun to take a
brownish hue, which she had attributed at first to the effects of
sun and wind. About the same time she had begun to suffer
from debility, which had progressively increased till all exertion
had become impossible ; the catamenia had gradually disappeared,
and the whole surface of her body had become smoke-coloured
with black-brown patches in certain parts,

On admission her appearance was preeisely that of a mulatto.
The entire surface had a blackish hue, but on the back of the
neck, in the right groin, left axilla and other parts, there were
more or less absolutely black patches, identical in colour with
negro-skin. The buccal mucous membrane was marbled with
blackish stains, resembling those seen in the mouths of certain
kinds of dogs. The teeth were surrounded by the areols which
are frequently observed in lead-poisoning. The pharyngeal mucous
membrane and the conjunctivee presented nothing abnormal. The
nails showed at their roots a narrow bluish stripe similar to that
on the nails of negroes.

The patient walked somewhat bent forwards, a posture which
she attributed partly to her weakness, and partly to a fixed and
constant pain which she experienced in the loins.

Under tonic treatment and generous nourishment she at first
considerably improved, and began to entertain hopes, which,
taught by Addison’s experience, Dr. Duclos did not share, She
had even fixed a day for leaving the hospital, when one morning,
about five weeks alter her admission, she was suddenly seized
with a total loss of power, followed by repeated and persistent
vomitings, nnder which she sank and died in a few hours,

' C'ase 293, Appendix B.
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Post-mortem Eeamination.—Lungs perfectly sonnd ; no trace
of tubercle nor of any other lesion. Heart, liver, stomach, spleen,
kidneys, perfectly normal. No mesenteric disease. No enlarged
glands.

The two supra-renal capsules, on the contrary, were in a state
of complete cancerous degeneration. They formed two large
tumounrs of the size of eggs ; irregular in shape, much nodulated
and very hard. On section, they grated against the scalpel, and
presented exactly the appearance of lardaceous tissne—the most
perfect scirrhus. There was no cavity in either capsule. (DucLos,
Bulletin Général de Thérvapeutique, vol. Ixiv, p. 98).

Casg XXXVI.—Addison’s Disease. Reported as Addison’s
Disease and Cancer of the Supra-renal Capsules,!

(AmsTRACT.)

On Ang. 28, 1853, Dr. Mettenheimer was present with several
colleagues at the autopsy of a man aged 47, whose case had pre-
sented several inexplicable features. His illness had lasted several
years. The most prominent symptoms had been great debility, loss
of appetite, obstinate constipation, constant pain in the region of
the loins, which prevented his walking, and a peculiar grey-brown
discoloration of the skin. The heart-sounds and heart’s impulse
were always very feeble, and the debility gradually became so
extreme that the patient spent the last months of his life in bed.
The urine was latterly very scanty, thick, and ammoniacal, and
at last coma supervened in which the patient died.

The discoloration of the skin had struck the physicians in
charge as very remarkable, and had been compared by them to
the change of colour said to be produced by the long-continued in-
ternal use of nitrate of silver. This remarkable discoloration was
very obvious after death, but was most strongly marked on the
face and hands, which, in his notes made at the time, Dr. Metten-
heimer described as being of a mulatto-brown colour, with a
blackish-grey, smoky, or metallic tinge. The discoloration on
the rest of the body approached nearer to the usual hue of jaundice,
withont exactly resembling it.

¥ Case 295, Appendix B,
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Post-mortem Bwvamination—Left lung entirely adherent ; in
the lower lobes some scattered nodules of tuberculous or cancerous.
nature. Heart small, flaccid ; in the right ventricle a large, pale,
fibrinous clot. The coronary artery, with all its branches, ossified,
and some of the branches partly obliterated. Nutmeg liver,
larger than normal, Spleen enlarged, softened, and pale red, as
in typhus. Kidneys hyperemic and seen under the microscope to
be in the earlier stage of Bright's disease.

At the upper end of the right kidney, between that organ
and the liver, was situated a hard cancerous tamour the size of a
child’s fist. A similar tumour lay in the corresponding position
above the left kidney. The tumour on the left side presented on
section some softened patches of greenish appearance, which con-
sisted of fat-globules, aggregations of fat-granules and cholesterine
crystals; the tissue of the tumonr itself consisted of free-nuclei
and extremely long spindle-shaped cells.

Out of the tumour on the right side a creamy fluid could be
pressed, the elements of which were shown by the microscope to
be delicate, finely-granular cells of irregular shape. No trace
could be discovered of the normal tissue of the supra-renal cap-
sules.! (METTENHEIMER, Deutsche Klinik, 1856, p. 483.)

Case XXXVIL—Addison’s Disease. Supposed Cancerous Disease
of Supra-renal Capsules.?

Dr. Gage, early in Feb. 1862, was called, in consultation with
Dr. Heywood, to see Mrs. Currie, a tall, fleshy, fine-looking lady,
aged 51 ; light complexion, blue eyes, and dark-brown hair. Her
disease was scirrhus of the right breast, of several years’ growth,
with no lymphatic glands affected. DBreast amputated Feb. 13.
Patient made a good recovery, and her health remained good for
eighteen months,

In Sept. 1863 her health began to fail, the first symptoms
being occasional paroxysms of pain and distress in the epigastric

1 This case oceurred before the publication of Addison’s monograph. When
three years after his notes had been recorded, Dr. Mettenheimer read the
accounts of Addison's disease, he was delighted to find that his almost-forgotten
case perfectly corresponded, both in elinieal symptoms and pathological
characters, with the description of that disease by Addison and Hutchinson.

2 (Case 294, Appendix B.
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and right hypochondriac regions, shooting round to the back,
attended with tenderness, soreness, and occasional vomiting.
These symptoms increased during the winter, so that when she
walked her body was bent forwards, and to the right side.

In March 1864 she came again under Dr. Gage's care. He
thus records her state : —

April 4, 1864.—Patient anemic ; not much emaciated ; flesh
soft and flabby; is very feeble. Pulse weak, rapid, sometimes
almost imperceptible ; she is faint and breathless on the slightest
exertion; walks in a stooping posture because of pain and sore-
ness in the epigastrium. She lies upon her right side, with her
limbs drawn up, and head and shounlders depressed. Lying upon
the back or left side canses a distressing tearing and pulling sensa-
tion in the right hypochondrium. The cicatrix in the breast is
healthy. Nothing abnormal is perceptible in the region where
pain is complained of.  But there is a greaf change in her com-
plexion, viz. a bronzed discolovation of the skin, most marked
npon the backs of the hands and fingers, flexures of all the joints,
and on the face. Spirits depressed ; appetite unusually good.
Bowels regular. Urine nearly normal. Sleep natural.

May 20.—Since last note has had almost daily paroxysms of
acute gastric distress, with sensations of flatus in stomach, some-
times lasting for hours, generally relieved by eructation or vomit-
ing. Bronzing of skin much increased, both in quantity and
extent of surface. Local and general symptoms unchanged.

June 17.—Health and strength mnch failed ; confined to bed
fourteen days ; lying still on right side with legs drawn up and
body bent much forward. She thinks that food increases her
gastric distress, and lately has refused it a great deal. Bronzing
much deeper; her hands look like a mulatto’s.

June 18.—After an unusnally severe paroxysm of distress,
violent vomiting has come on, relieving entirely the pain, but
causing great exhaunstion and inability to take or retain food.

June 30.—Vomiting has been mainly controlled, but inability
to take food has continued, and at 6 .M. patient died of exhaus-
tion. Mind clear to the last. Bronzing of skin steadily increased
and deepened up to the last moment. The bronzing is like that
of a bronze statue, without lustre.

Autopsy.—Not much emaciation ; flesh soft and flabby. Dis-
coloration somewhat faded, but well-marked. One inch of fat
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Grav. (Rolleston.) Med. Times and Gazette, 1860, vol. i.
p. 237, Male, aged 47 ; labowrer. (Phthisis.)

Greexmow. Trans. Path. Soe. of Lond., vol. xv. p. 228,
Male, aged 24; engineer's labourer. (Sacro-ilinc abscess
and caries of bone.

Greesaow. Trans. Path. Soe. of Lond., vol. xxiv. p. 224,
Muale, aged 25; carpenter. (Psoas abscess and vertebral
disense. ).

Greexmow, (Stewart.) Trans. Path. Soe. of Lond., vol.
xvii. p. 307. Male, aged 32; coal-porter. (Psoas abscess
with caries of spine.)

Greenwow. (Thompson.) Trans. Path. Soe. of Lond., vol.
xvii. p. 304. Male, aged 55 ; labourer. (Tubercle of lungs
and abdomen.)

Gromier. Gaz. Méd. de Lyon, 1857, p. 257. Female, aged
51 ; sill-worker. (Caries of ribs and tubercles in lungs.)
Gupiax et Trissier. Gaz. Méd. de Lyon, 1857, p. 204.
Male, aged 36 ; labourer. (Disease of lumbar vertebre.)
Gurr. Med. Times and Gaz., 1865, vol. ii. p. 441. Male.
(Tubercle in lungs, and disease of tibia and tarsal bones.)
GussMANN. (Gwiesinger.) Archiv der Heilkunde, vol. iv.
p. 570. Male, aged 33 ; shoemaker. (Tubercle of lungs and

right testicle.)

Gurrmaxy. Virchow u. Hirsch, Jahresber. f. 1868, vol. ii.
p. 277. Female, aged 31 ; sempstress. (Tubercle of lungs.)

Harpwick. Trans. Path. Soe. of Lond., vol. xv. p. 221.
Male, aged 29 ; tanner. (Psoas abscess and cavies of spine.)

Hartey, G.  (Mackenzie.) Trans. Path Soc. of Lond., vol.
ix, p. 402, Female, aged 33. (Tulercles on Liver, ovarian
cyst.)

Hagrivsow. Brit Med. Journ., 1860. p. 959. Male, aged
353 baker. (Tubercle of lungs, abscess of kidney.)

Hepexios. Virchow u. Hirsch, Jahresber. £ 1867, vol. ii.
p- 308. Male, aged 27 ; student. (Disease of spinal cord.)

Hescur. Wien. Med. Wochenschr., 1873. p. 765. Male,
aged 34 3 geologist. (Tubercle of lungs ; abscess of kidney.)

Hescurn, Wien. Med. Wochenschr., 1873. p. 765. Female,
aged 23 ; sempstress. (Tubercle of lungs.)

Houmes, T. (Page.) Trans. Path. Soe. of Lond, vol. ix.
p. 405. Male, aged 45. (Phthisis and abscess at sternum.)

HurcuissoN. (Burrows.) Med. Times and Gazette, vol.
xxxii. p. 59. Male, aged 24; hawker. (Spinal disease
and healed spinal abscess.)

Hurcminson. (Farre.) Med, Times and Gazette, vol. xxxiii.
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207. Coore. Trans. Path. Soc. of Lond., vol. x. p. 271. Male,
aged 23. (Lumbar abscesses from caries of vertebre.)

208. Greexmow. (Thompson.) Trans. Path. Soc, of Lond., vol.
xxiv. p. 235, Male, aged 40. (Rapid phihisis.)

209. HarLey, G, Trans. Path. Soc. of Lond., vol. ix. p. 410.
Mule, aged 35. (Acute phthisis.)

210. Horumes, T. Trans. Path. Soc. of Lond., vol. ix. p. 414.
Male. (Phthisis and strumous abscesses.)

211. HurLkg, Trans. Path. Soc. of Lond., vol. xiv. p. 254. Male,
aged 30. (Psoas abscess and incipient phihisis.)

212, Lawros. Boston Med. and Surg. Jonrn., vol. Ixxvii. p. 16.
Male, aged 34. (Tubercles and vomice in both I-uugs.g

213. MurcuisoN. Trans. Path. Soe. of Lond., vol. x. p. 268.
Male, aged 36. (Acute general tuberculosis.)

214. OgLe, J. W. Trans. Path. Soc. of Lond., vol. viii. p. 330.
Female, aged 14. (Rapid phthisis and strumous disease of
Fidneys.)

215. OcLe, J. W. Trans. Path. Soc. of Lond., vol. viii. p. 332.
Male, aged 36. (Phthisis.)

216. OaLe, J. W. Trans. Path. Soe. of Lond., vol. ix. p. 407.
Male, aged 62. (Batensive disease of brain and kidneys.)

217. Power. Lancet, 1869, vol. ii. p. 801, Male. (Tubercles
throughout both Inigs.)

218. Scumint. Virchow, Canstatt’s Jahresbericht, 1859, Pt. IV.
p- 288. Male, aged 48. (General tuberculosis.)

219. Travse. Wien. Med. Wochenschr., 1860. p. 699. Male,
aged 48. (Acute tuberculosis.)

220. Woopnouvse. Brit. Med. Journ., 1863, vol. ii. p. 605. Male,
aged 63. (Liver disease and ascifes.)

Grovr VI.—Cases oF Appisox’s Disease without discolora-
tion of skin, in which there was no co-existing disease of
importance, and which were typical as to constitutional
symptoms, but of short duration.

921. Bristowe. Trans. Path. Soe. of Lond., vol. xi. p. 276.
Male, aged 18 ; printer. (Four months.)

222 Bruce. (Russell Reynolds.) Trans, Path. Soc. of Lond.,,
vol. vii. p. 401. Male, aged 31 ; printer. (Sizteen months.)

9223. CrossmaN. Brit. Med. Journ., 1860. p. 359. Male, aged
50; gardener. (Wight months.)
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281. Greesmow. Trans. Path, Soe. of Lond., vol. xx. p. 429.
Male, aged 36. (Amyloid degeneration.)

282, GreexHow. (B. Foster.) Trans. Path. Soc. of Lond., vol.
xviii, p. 260. Female, aged 12. (Sarcomatous tumour.)

283. Murray, J. (Goodfellow.) Trans. Path. Soc. of Lond,
vol. xxi. p. 395. Male, aged 56. (Apoplexy.)

284, Ocrg, J. W. Trans. Path. Soc. of Lond., vol. xi. p. 280.
Male, aged 43. (Apoplexy.)

985. OgLe, J. W. Trans. Path. Soc. of Lond., vol. xvi. p. 252.
Male, aged 61. (Cyst.)

286. Spirz. Deutsche Klinik, 1866. p. 135. Male, aged 52.
(Hyperplastic twmour.)

987. Witks. Trans, Path. Soec. of Lond., vol. xi. p. 280. Mule.
(Amyloid degeneration.)

Grovr X.—Cases oF CancEr (OR s0-cALLED CaNcEnr) of the
Supra-renal Capsules, with some discoloration of skin.

288. Appisos. On Disease of the Supra-renal Capsules. Lond.
1855. p. 30, Iemale, aged Go.

9289, AppisoN. On Disease of the Supra-renal Capsules, p. 82.
Female, aged 53.

290. Appison. On Disease of the Supra-renal Capsules, p. 38.
Female, aged 28.

201. ﬁﬁri'“' On Disease of the Supra-renal Capsules, p. 39.

Tie,

202, CavLey. Trans. Path. Soe. of Lond., vol. xvi. p. 250,
Female, aged 45.

293, DucLos. Bullet. Gén. de Thérap., 1863, p. 98. Female,
aged 36; laundress. (Addison’s disease.)

294. Gage. (Heywood.) Boston Med. and Surg. Journ, vol.
Ixxi. p. 69. Female, aged 51 ; lady. (Addison’s disease.)

295, MeTrENHEIMER. Deutsche Klinik, 1856. p. 483. Male,
aged 47. (Addison’s disease.)

296. Wiks. (@ibD.) Trans. Path. Soc. of Lond., vol. viii.
p. 2565. Female, aged 33.

Grovp XI.—Cases or MiscELLANEOUS AF¥rcTioNs of the
Supra-renal Capsules, with some discoloration of skin.

207. AverpEck. Die Addison’sche Krankheit. Erlangen, 1869,
p. 62. Male, aged 53. (Amyloid disease.)

298, Cuarcor. Compt. Rend. de la Soc. de Biol., 1857. p. 146,
Male, aged 57. (Fatty change.)
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