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ACROMEGALY.

By DR. MAXIMILIAN STERNBERG.

I. HISTORY.

In the year 1886 Pierre Marie, of Charcot’s clinic, pub-
lished an article under the title * Sur deux cas d’acromégalie,
hypertrophie singuliere non congénitale des extrémitis
supérieures, inférieures et céphalique.” Therein, based on
two observations of the author’s, and some cases communi-
cated under other names in older publications, a sketch of
a new disease was given, of which the most striking charac-
teristic consisted in a peculiar increase in the size of the
extremities of the body—the * gipfelnden Theile,” as more
lately v. Recklinghausen has called it—mnamely, of the hands
and feet, and distinctive sections of the head. The name
(axpor = end, péyas—=large) is intended to denote this appear-
ance.* The enlargement in the hands and feet chiefly con-
sists in an increase of thickness; in comparison with these
bulky, clumsy parts, the forearm and lower part of the
leg, which are not enlarged, but rather usually of feeble
muscular development, offer a marked contrast. In the
skull, the forehead markedly protrudes, the nose is increased
in size, but especially the under jaw is powerfully developed,
so that the chin widely projects, and its teeth overlap those
of the upper jaw. A curvature of the spinal column is asso-
ciated with these appearances, and in addition thickenings
of the eclavicles, ribs, kneecaps, and pelvis. In females,
menstruation ceases at the beginning of the illness. The
disease is entirely distinet (entité morbide spéciale); it has
nothing to do with myxedema, leontiasis ossea, congenital
hypertrophy of a single part, or the osteitis deformans of
Paget. Such is the original description given by Marie.

* Marie would have originally named the disease ** Akromakrie,”” but chosze
hefore publication the above-mentioned name for the sake of euphony. (Sounza-
Leite : Reévue Scientifique, 1890, p. 807.)
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Already in earlier times repeated cases of this disease have
been deseribed. Some, as mentioned, Marie has made use
of in his original work. Numerous others, communicated
under the most varied designations, have only by degrees
been Dbrought again to light. Acromegaly has certainly a
remarlkable and instructive history. It shows with startling
clearness the enormous difficulties, hardly dreamed of by the
uninitiated and even by many physicians accustomed to
research, with which the investigation into pathological
occurrences has to struggle.

The oldest historical document on acromegaly hitherto
known, is, as I have pointed out, the portrait of a “ giant”
of the court of the Elector of the Palatinate, Frederick 1I.,
preserved in the Ambras-Schloss in the Tyrol, painted life
size in 1553 by his court painter. The oldest medical ac-
count” concerns the case of * Sieur Mirbeck,” which Sau-
cerotte (1772) and Noél (1779) have described as ** accroisse-
ment considérable des os dans une personne adulte.” Sau-
cerotte succeeded, after the patient’s death, in obtaining
some of the bones from the grave, which were incorporated
in the Musée Dupuytren. The distinguished dermatologist
Alibert described in his lectures, which appeared in 1822,
another case of this disease under the name * géant
scrofuleux.” )

A short but striking description of two cases is contained
in Magendie's lectures on the physiology of the mervous
system, edited as a book in 1839.+ The condition is therein
described as * hypertrophy,” of doubtful, possibly nervous
origin.

* Possibly a giantess described in the year 1567 by Johannes Weyer (Lat.,
Wierns), the opponent of superstition and witcheraft, was suffering from
acromegaly (no menses, ** toto corpore torpida ™).

t Sinee this passage remains up to the present unknown, it may here be quoted
word for word. We see the celebrated experimenter in the light of an acnte
clinical observer :—** Une activit¢ extraordinaire de la nutrition est en général
liée & un état particulier do systeme nerveux. Etat particulier ¢'est un mot bien
vague ; mais je ne puis vons donner cette assertion que comme conjecturale, et par
constgquent vous me permettrez de ne point me servir de termes trop positifs.
Tounjours est-il gue jai dans ce moment 4 I’ Hitel-Dien denx femmes offrant 4 son
maximmn de développement cette maniere détre de I'économie qu'on est convenu
d'appeler hypertrophie. L'une est une vraie femme-monstre. Téte, membres,
tronc, tout & un volume ¢énorme ; sa langue a la largear de celle do vean, ses

doigts =ont gros comme quatre des miens. Sa voix est celle d'un homme ; les sons
en sont graves, pleins; je ne doute pas que le larynx ne soit aussi hypertrophié.
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The enlargement of the tongue in acromegaly, which
Magendie rightly conceived as one symptom of the process,
seemed to have produced an especial impression on Chalk.
He published in 1855 a very characteristic case observed
by himself, under the name “ partial dislocation of the lower
jaw from an enlarged tongue.” Perhaps many cases of
acromegaly may still be concealed under the older concise
term “ Macroglossia.”

A special position in the history of acromegaly belongs to
an observation of Friedreich (1868), which concerns the two
brothers Wilhelm and Carl Hagner. I'riedreich, owing to
the condition met with in the osseous system, designated it as
“general hyperostosis.” We shall return to these cases
later on.

Others were particularly struck by the alteration in the
face. Verga described, in Italy in 1869, a case with the
results of a post mortem examination as * Prosopectasia,”
Taruffi (1879) an old skeleton in the museum at Bologna
under the same mame. Verga's communication contained
the first complete post mortem examination of a case of
acromegaly. The narrator brings to notice as a specially
remarLah]e discovery a large tmnnm, which had taken the
place of the hypuplwsls, enlarged the sella Turcica, burrowed
into the sphenoid, and pressed upon and pushed away the
nerves. Taruffi's skeleton also showed, what many years
later was established, a considerable expansion of the
pituitary fossa.

Lombroso also described a case, in the same vear as Verga,
which he designated as ** Macrosomia™ (Gigantism).

In the year 1872, the anatomist Carl v. Langer, of Vienna,
published an anatomical study on * giants,” remarkable for
the thoroughness of its details. He therein deseribed
two forms of giant skull. The one is well formed
only somewhat enlarged (" normal type ). The other shows
by contrast a very dilated pituitary fossa, huge lower jaw
whose alveolar prm:*ess everywhere overlapped that of the

—_——

L’autre femme est dﬁ.-ﬂﬁ le méme genre, senlement elle & un pen moins 11 amplenr.
Comme elle est plns jeune, et que chague jour elle gagne d'avantage, je ne dounte
pas qu'avant peu elle ne puisse rivaliser avec son ainde. Rien d'ailleurs chez ces
deux femmes n'explique cet accroissement énorme. Il est probable que le systeme
nerveux y est pour beaucoup.”
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upper jaw, dilatation of the air sinuses, swelling of the
processes for the muscles, deepening of the canals for the
vessels, and contraction of many of the foramina for the
nerves. The second form of giant skull he explained as dis-
tinctly “ pathological.” These giants with pathological
skulls had also peculiarities in the rest of the skeleton, as
exostoses on the vertebral bodies, deposits on the edges of the
hip-joints, &c. From the extant portrait of the giant and
from observations on a living subject, he showed that * de-
generation in the soft parts” exists, especially swelling of
the lips and nostrils, and enlargement of the tongue. From
the enlargement of the sella Turcica he inferred a * degenera-
tion of the hypophysis.”

Henrot described in two publications (1877 and 1879) in
a very careful manner a case with results of a post mortem,
which he denoted as myxwedema. In this case also a large
tumour of the hypophysis was found.

In the same year as Henrot’s first communication appeared,
Brigidi gave an excellent account of the results of
a post mortem examination of the once celebrated actor
Ghirlenzoni, which also contained the first microseopic exami-
nation of the tumour of the hypophysis. He brought into
prominence the resemblance of the skeleton to that of the
orang-outang, and was satisfied with the non-ineriminating
name a ° peculiar deformity ” (uomo divenuto stranamente
deforme).

Cunningham published in 1879 an observation, in
which the symptoms of diabetes and tumour of the hypo-
physis were conspicuous. He was particularly struck by
the appearance of the patient, which he compared to that of
a gorilla. Thomson (1890) was the first to recognise the
preserved skeleton as belonging to a case of acromegaly.
Probably many an old case in the literature of ““ tumours of
the hypophysis™ must have belonged to acromegaly. Un-
fortunately, owing to the larger part being deficient, no trust-
worthy conclusions can be drawn from the pathological
deseriptions.

Fritsche, in 1884, in a small book edited in common with
Klebs, communicated a good description of a very severe
case. Fritsche also for the first time attempted a grouping
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of similar cases in literature, and recognised in the affection
a “ very characteristic type of disease.”

Klebs in the same publication treated the anatomical con-
dition of the case with the greatest care. He defined it as
“ gigantism,” and placed it, starting from general points of
view, together with other most varied forms of gigantism
1n one gI"Dlll}.

Unfortunately this view of the excellent pathologist was
based substantially on a regrettable cursoriness in reading the
work of Langer. Klebs believed Langer had pointed
to the enlargement of the hypophysis in such giants whose
giant growth represents ““ a simple increase of the phvsiologi-
cal growth gradually and without special distarbance,” while
Langer, as aforesaid, has declared, on the contrary, this form
of giant to be a pathological change. This misunderstand-
ing not only prevented Klebs from the right comprehension
of his case, but, owing to the influence cf his opinion
as expressed in his handbook, led later to an equally-
to-be-regretted confusion on the part of Irench and
Italian authors in the understanding of the relation-
ship between gigantism and acromegaly. Klebs, more-
over, also was the first to draw attention in this work
to the enlargement of the thvmus in his case, to which
he aseribes the cause of the disease. But the communication
of Fritsche and Klebs remained entirely disregarded by
clinicians and pathological anatomists.

The same occurred to the ecommunication of Hadden and
Ballance who, in 1885, submitted to the London Clinical
Society a case described as “ hypertrophy of the sub-
cutaneous tissues of the face, hands, and feet.”

With this publication closes what may be termed the
*“ prehistoric ¥ period of acromegaly, for a year later the
before-mentioned work of P. Marie appeared.

There are still a few odd publications of this time. There
1s one by Motais (1886), published as ““ a remarkable case of
exophthalmos,” another deseribed by Lancereaux in his hand-
book of pathoiogical anatomy, published in 1888, as " morbus
Basedowii, with hypertrophy of the bones.” Two further
cases were communicated by Wadsworth (1885) and Tresilian
(1888) under the name of * Myxcedema.”
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It was the treatise of Marie that all at once threw light on
this dark region of pathology. Without prejudice to all
earlier, and in some degree excellent works, Marie was the
first to bring the disease out of the catalogue of the rare and
monstrous into the domain of clinical medicine. His com-
munication contains the first attempt to define the type of
the disease and to make a differential diagnosis possible.
Both these are necessary, in order to permit of a malady
becoming well lknown in medieal science.

The result proved that Marie made a successful hit.
Immediately searches were made everywhere for analogous
cases, and there appeared in quick succession a whole series
of works on this new disease, ‘““la maladie de Marie,” as it
is named by French writers, according to the proposal of
Verstraeten. Amongst these there are some of greater im-
portance than others. For instance, the description of the
skeleton of one of Marie’s cases by Broeca ; a very careful
work by Erb, in which, amongst others, the case of the
brothers Hagner was again deseribed ; a work by Freund,
in which acromegaly was explained as an anomaly in growth,
partly connected with atavism : an essay by v. Reckling-
hausen, who proposed the name “ Pachyakrie,” since increase
in thickness is invariable ; in addition, communications by
Adler, Klebs, Schultz, Verstraeten, Virchow, &e.

Whereas up to this time cases of acromegaly had been
published under other very varied designations, now, on the
contraryv, various other diseases were described under this
name, and it was soon necessary to separate these from aero-
megaly, and, based on the newly gained knowledge, to define
the type of the disease more accurately. Marie gave, in 1888,
a copious grouping of the cases (2), then in a concise (3), and
in a more detailed work in English (4) presented a new des-
cription of the disease. He laid stress on enlargement of the
hypophysis as of regular occurrence in the complaint, which
in the living subject calls forth various disturbances of vision,
and through the expansion of the sella Turcica confers a
characteristic appearance upon the bones of the skull.

He furthermore drew attention to the fact that a good
many sufferers from acromegaly were of tall stature, and on
that account many would be deseribed in nlder observations
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as “giants.” Nevertheless the majority of those affected
with acromegaly are not by any means of giant size. The
ordinary gigantism is an increase of physiological growth,
acromegaly is a disease.

In the year 1870, Souza-Leite, a pupil of Marie, presented
in an excellent monograph a representation of acromegaly,
which also contained the collected cases in detail.

In both of these above-named works a number of cases
are separated from acromegaly. Marie has grouped several
of these into a new disease *‘ Ostéo-arthropathie hypertro-
phiante pneumique,” upon which he published a special
treatise (5). He expressly insists that this new disease 1s
not to be considered as a distinet disease (* entité morbide
autonome,”) but as a secondary process, which results from
other affections, and is certainly connected with the respira-
tory apparatus, hence the adjective ° pneumique.” He
classes with it the cases of the brothers Hagner, and in addi-
tion the observations of Saundby, Ewald, Frintzel, Elliot,
and Sollier. In this treatise and Souza-Leite’s thesis the
differential diagnosis is fully dealt with.

E. v. Bamberger had already shortly before set on foot
clinical and anatomical investigations on the same phe-
nomena. Soon literature brought numerous new contribu-
tions. It is now clear that this disease of the bomes also
occurs in other complaints, such as the lungs, and that the
joints, judging by the anatomical examination of cases, show
no essential alteration. The name * secundire hyperplas-
tische ostitis,” proposed for it by Arnold (1), commends itself
for general use.

It is tolerably generally recogmised that this secondary
affection is in no way connected with acromegaly: opinious
only differ as to whether certain cases are to be included in
one or the other class.

The brothers Hagner especially have been the subject of
manifold discussion, which cannot even vet be regarded as
ended. Fritsche had not included them in the consideration
of his new forms of disease. Marie, on the other hand, at first
considered them identical, but afterwards, owing to Erb's
later exact description, separated them. Irb (2) denounced
this separation as unjustifiable. Arnold (1) had the oppor-
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tmnh of making the post mortem on one of the cases

Hﬂgner | i and gave a most careful report of it,in which
ln:- pumounced the case to be true acromegaly, as also in a
second work (2), in which he called attention to a series of the
conditions met with agreeing with those in other undoubted
cases of acromegaly. Especially did he pronounce the want
of change in the hypophysis as secondary. We shall return
to this subject in Chapter VIIL

By means of Souza-Leite’s work, which was also translated
into English, the knowledge of acromegaly has been much
extended, and the disease has quickly become of general in-
terest. During the last vears the flood of literature on the
subject has swollen to almost unmanageable proportions.
Whilst in 1890 Souza-Leite collected thirty-eight trust-
worthy cases, a year later Duchesnau, in his likewise ex-
cellent thesis, was able to add twenty-seven new cases from
the literature, not counting one case of very careful personal
observation with the results of a post mortem examination
(Renaut).

Another collection of cases by Collins in 1892 brought
Souza-Leite’s number up to eighty-three cases. Among
them certainly were some which did not strictly belong
to acromegaly.* Nince then a large mass of material has
been added, so that whereas on mnsulennﬂ' the subject in
1894 I was able to refer to one hundred and t]111‘tv cases, there
now exist two hundred and ten trustworthy Examples.

Out of the abundance of names, we can here only mention
a few of the larger or more important publications. Several
have carefully studied the alterations in a single organiec
system, such as the organ of sight (Schultze, Asmus, Hertel,
Denti, Uhthoff, &e. ), the cardiac disturbances (Fournier).
Others have directed attention to new symptoms, as mental
(Pick), atrophy of museles (Duchesnau), &e.

In 1894 I took up again the question of the relationship
between acromegaly and gigantism, and have shown that the
description of Langer of the giant skeletons with enlarge-

*These three publications, of which the two last mutually complete each other,
contain those often very inaccessible cazes up to 1891 in detailed excerpts, and their
study is therefore indispensable for independent work on the subject of acrome-

galy. A good survey of a large number of cases, but in & much shorter tabulated
form, is contained in Arnold’s work,
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ment of the sella Turcica are typical cases of acromegaly:

further, I have drawn attention to a hitherto little noticed
symptom of the illness, pain and parasthesia of the extremi-
ties, and also to the relationship of acromegaly to the ** crania
progenea” discussed by L. Meyer, and have introduced a new
point of view to explain the hyperplasia of the thymus gland.

Simultaneously also Brissaud and Meige, as well as Masso-
longo, have worked at the question of gigantism, but both
have believed, following the incorrect citation of Klebs, that
Langer had seen “normal giants’ with enlargement of the
hypophysis, and have throughout adopted the identity of
gigantism with acromegaly.

P. Marie (6) has recently, 1896, studied the hand in the
subjects of acromegaly, and has now demonstrated two
varieties, of which the one shows an inercase in breadth (type
en large), the other an increase in length (type en lunm
Numerous works have now placed the patlmlngmal anatmm
on a broader basis.

Fresh light has been thrown on the etiology of the disease
by Pel and Unverricht’s suggestion of mental and bodily
trauma.

As regards the treatment, which Souza-Leite considered
hopeless, new points of view have been brought forward by
observations which, carried on for a long time, have shown
instances of authenticated improvements (e.g., Denti, Schle-
singer), as well as by the introduction of gland treatment
(Brown-Séquard, 1893). Finally, we owe to the discovery of
Réntgen a new method of clinical inquiry.

The knowledge of acromegaly has stimulated pathological
and anatomical inquiry, since of recent years a great number
of investigators have devoted themselves to the study of the
hypophysis, and have brought to light much that is new
regarding this remarkable organ.

In concluding this historical survey it may be men-
tioned, that acromegaly offers also some historical interest.
Marie has shown it to be very probable (7) that the I'ranm-
Italian type of clown, the hunchbacked * Punchinello,”
one of acromegaly, so also Sougues (2) for the l*nghah
“Punch.” Lastly, the relationship of acromegaly to gigan-
tism throws new light on old tales and saws.
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II. REVIEW OF THE CLINICAL FEATURES
OF THE DISEASE.

Acromegaly persists for many vears, in most cases as long
as ten. The commencement is traceable to most varied
causes: usually it is imperceptible. Very often the disease
commences with pain and parasthesia, affecting the arm and
leg, often also the trunk or face, and may for a long time be
misinterpreted. In females, cessation of menstruation is
usnally one of the earliest svmptoms.

By degrees a change in the appearance of the face strikes
the patient’s friends, and finally also the patient himself.
His nearest relations, even his mother, do not recognise him
if they last saw him in good health. Figs. 1 and 2 show

S |

I . !
Fia. 1. Fic. 2.
Mlustration of a man, abount 24 years of age, Illusiration of case of Fig. 1, 33 years old,
before the appearance of the disease. with well-marked acromegaly.

the change of appearance in an as yet unpublished case.*
In some cases the patient feels nevertheless in good health,
is strong, cheerful, and in good spirits.

* I am indebted to Primarins Dr. F. Kovies, of Vienna, for kindly handing me
over the photographs and history of the illness.
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But usually with the change in the countenance there is
associated a whole train of disorders. Very often a peculiar
change of character arises. Capable workmen, enterprising
merchants, and active women become phlegmatic, vacillat-

""|-'-.1-l" .
4

Fia. 3.

Woman, 36 years old, with pronoancel acromezaly.
(Hofrath L. v. Schriitter's ward.)

ing, languid, sullen, and irritable. Their hands become

awkward, the legs feeble. Very often they are tormented by
headache.

If the disease is developed, the deformity of the body is
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in a high degree remarkable. At the first glance one sees
the uncouth and dull features, the coarse and bulky hands
and feet. The head sinks in between the shoulders, the back
is curved in the upper dorsal region. Fig. 3 shows the
woman Schlesinger demonstrated in 1894 at the * Natur-
forscher-Versammlung.”* Looking more carefully at the head,
one is also struck by the changes in the soft parts, as well as
in the bones. The shape of the nose, lips, tongue, and lower
jaw is tyvpical. The nose is enlarged in every dimension,
and snubbed, the lips much swollen, especially the under
lip, which is very large and prominent. The tongue is much
enlarged, often to such an extent that there is no room for
it in the mouth, and protrudes between the open rows of
teeth. The lower jaw is powerfully developed, the chin
stands out for some distance. The alveolar process of the
lower jaw with its teeth encircles that of the upper jaw.
The whole face is lengthened and oval.

In many patients the change in the bones preponderates.
The orbital curve is then strongly arched, the zygomatic
arch prominent, and the horizontal circumference of the
skull inecreased. If this is also brachycephalie, then the
head with the powerful under jaw has a brutish appear-
ance, similar to that of the anthropoid apes.

The hands arve enormously Iarge and broad, but not de-
formed: this depends upon an increase in all the struectures.
The furrows of the ckin are deep, the folds pufty, the fingers
thick like sausages, the nails proportionately small.

In the same way the feet are enormously bulky and flat,
the toes thick and coarse. The change in the extremities
1s usually first noticed by the patient, when the rings,
thimbles, gloves, or shoes become repeatedly too small.

With the curvature of the vertebral column there is also
associated deformity of the chest. The lower part of the
sternum projects as a swelling anteriorly. All the bones of
the chest are increased in size,

Affections of the internal organs are added to the changes
in the exterior form of the body. Among the organs of the
senses, the visual apparatus is frequently very much damaged,

*1 am indebted to Hofrath L. v. Schritter for kndly handing me cver the
photographs for the illnstrations of 3, 11, and 12,
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exophthalmos constituting a striking deformity. Important
for the patient is the injury to the optic tracts or to the
oculo-motor nerves, caused by pressure of the tumour of the
hypophysis, which causes repeatedly {frightful headache.
The hearing may also suffer.

The larynx shows in many cases increase in size in all its
parts. The voice is unnaturally low and hoarse, so that the
patients, especially women, often thereby attract attention.

Changes in the thyroid are usual: at one time one finds a
goitre, at another the gland is diminished in size.

The appetite is often inereased to an insatiable feeling of
hunger. Thirst also may become extraordinary.

Serious changes may be experienced in the eireulation.
The heart is dilated and hypertrophied, the arterial system
extensively diseased. Manyv patients show when at rest a
slight cyanosis: the muscle of the heart is insufficient for
any strong demand.

According to the degree of thirst, the quantity of the
urine is, in many cases, increased, Frequently one finds
an abundant secretion of sugar with the other phenomena
which attend *‘true” diabetes, as boils, acetonuria, and
separation of aceto-acetic acid. Hunger and thirst may also
in cases be attended with a normal amount of urine.

The external genitals may also participate in the enlarge-
ment of the dwxpa: moreover, there is frequently in men
diminished sexual power; in women amenorrhea is an early
svmptom, as above mentioned.

The disease may remain stationary for many years. Some-
times a very considerable abatement occurs. Gradually, how-
ever, the weakness increases ; the muscles, in comparison with
the powerful size of the extremities, always become wealker,
breathlessness arises, weariness and drowsiness gain ground.
Finally the organs of digestion fail in their funetion, or very
often threatening symptoms due to the cranial tumour be-
come prominent. If intermediate illnesses or complications
do not carry off the invalid, he becomes worse, and is finally
completely confined to his bed, until at last death, often
sudden and unexpected, releases him.
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III. PATHOLOGICAL ANATOMY.

Up to the present time the results of forty-seven post
mortems of undoubted cases are to hand. Arranged according
to the time of the first publications—many cases have again
and again been studied—are the observations of: Sau-
cerotte, Verga, Langer-Sternberg (two cases), Brigidi, Henrot,
Cunningham-Thomson, Taruffi, Fritsche and Klebs, Marie-
Broca-Marinesco, Lancereaux, Klebs, Duchesnau, Holsti,
Bury, Wolf, Gauthier, Cepeda, Bonardi, Caton and Paul,
Claus and Van der Stricht, Dana, Somers, Fratnich, Squance,
Arnold (2) (woman Ruf), Boyce and Beadles, Linsmayer,
Striimpell, Boltz (2), Tamburini, Dallemagne (three cases),
Griftith, Hutchinson, Mossé and Daunie, Sigurini and
Caporiacco, Bourneville and Regnault, Comini, Regnault,
Roxburgh and Collis, Tichomiroff, Pineles, Hansemann,
Uhthoft.

This large number of cases is certainly reduced by close
examination.

Many of them are incompletely investigated, or only quite
shortly, and insufliciently communicated. The pathological
anatomy of acromegaly is therefore by no means to be re-
garded as settled. Much is not yet sufficiently explained,
some questions especially are not as yet touched upon.
Relatively best known is the osseous system, which was also
the earliest to be investigated. Detailed deseriptions of the
whole skeleton have been given by Brigidi, Taruffi, Broca,
Thomson, Langer-Sternberg, Regnault, and important par-
ticulars are to be found in almost all post mortem reports.®
Sinee, notwithstanding, incorrect statements regarding it
still constantly appear, even in books, we must give a more
comprehensive description.

The disease is generally symmetrical, but of a pair of
bones, one mayv be more markedly affected than the other.

The deepening of the canals for the vessels, dilatation of
the vessel foramina, and strengthening of the points of
attachment for the muscles and ligaments are typical.

* Through the kindness of Hofrath Stadelmann, of Berlin, I had the opportunity
of examining the bones of {two as yvet unpublizhed casesz,
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As a result of this, the bones acquire a coarse appearance,
and the normal roughness of the surface is thereby increased.
This change of shape exhibits a partial exaggeration of the
normal proportions. Moreover, small exostoses appear on the
outside of the muscular and ligamentous attachments.
Minute consideration of the normal topographical relations
is often necessary regarding these osseous deposits to dis-
tinguish them from the former. They are small, rarely
prickly, and are placed most abundantly on the bones of the
base of the skull, vertebre, pelvis, and chest, very few on
the bones of the extremities. They are far more scanty
than the normal strong peints and prominences. Prickly,
warty, stalactiform exostoses are never found to any great
extent in true massive acromegaly on normally smooth parts
of the bones. 'lwrpmal further is a p{-oulmr growth of
some bones (lower jaw, bones of the air sinuses, stenmm].
The tumour of the pituitary body produces in most cases
special changes in the sphenoid bone. The extent of the
cl:tanges depends naturally on whether, on dissection, the
case is found to have reached an early or later stage.

The skull is frequently enlarged as a whole, often also
thick-walled (see Fig. 10, p. 54), coarse and heavy, especially
if the disease has lasted a long time. The circumference
of the skull is, in a number of cases, considerably enlarged
(size during life: Sigurini and Caporiacco G1'0, Unverricht
(62'8, Holsti (G35, Virchow-Miobius 655, Hiskovee 660,
Schultze GT‘(]), in other cases normal. On the outer surface
of the cranium the strong and very rough muscular tubero-
sities are characteristic, as the side view in 1 igs. 5 and 7 shows,

Frequently the oecipital protuberance projects promi-
nently (Fig. 7). The under surface of the skull, the site of
the numerous ligamentous and musenlar attachments, is
extremely rough and jagged, the styloid process of the tem-
poral bones most extraordinarily strong. The air sinuses
are widened,® usually net all to the same extent. If the
dilatation depends on inflation of their outer wall, the shape
of the skull is thereby strongly affected, as also by the

* The frontal sinuses would be opened in acromegaly by a saw-cut throngh the
nsual horizontal plane of the skull, 1 em. above the orbital curve, which other
wise is rarely the case,
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arching forwards of the orbital curve (Fig. 5), or the
whole forehead, the mastoid process (Fig. 5), or the antrum
of Highmore. The bulging of those walls of the air sinuses,
which are situated in the interior of the skull, naturally
brings about changes in the surrounding parts. The orbit may

FiG. 4.—Front view of the skull of a case of acromegaly, 208°7 em. high,
from the Anatomical Institute in Vienna, Age about 30.

especially become narrowed through inflation of the ethmoid,
of the lower walls of the frontal sinuses, and of the upper
wall of the antrum of Highmore (cf. skiagraph, Fig. 10,
p. 54). The inflated walls are sometimes thinned, even
like paper, and transparent, but more frequently, and
especially if the discase has lasted for a long time,
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there occurs at these points a thickening of the bones.
The arching of the orbital curve and the mastoid
process especially depends usually not only on a dilatation of
the air sinuses, but also on the hypertrophy of the bones.
The sutures on the roof of the skull often disappear early.
(Duchesnau 45 years, Fritsche and Klebs 47 years).

The canals for the vessels are usually found hollowed out on
the inner surface of the skull, the arterial and venous foramina

Fi1c. 5.—8ide view of Fig, 4.

dilated. The facial bones, on which the zygomas rest, are
greatly hypertrophied. The arches are expanded in every
direction, thickened and more markedly curved (Figs. 4 and
5). The strengthening of the muscular attachments may
cause these bones to assume still more extraordinary shapes.
The alveolar process of the upper jaw may be also hypertro-
phied.

The body and rami of the lower jaw are hypertrophied,
so that the bone may assume an altogether enormous size.
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The alveolar process encircles that of the upper jaw, at times
in a wide arch, as shown in plates 4—7 and the skiagraph
Fig. 10 on p. 54. Corresponding to this, the crowns of the
teeth are altogether abnormally situated, in very advanced
cases the teeth do not meet each other.

Disturbances in the condition of the alveoli of the teeth may
be associated with the morbid growth in the lower jaw, so that

Fia. G.—Front view of the skull of a case of acromegaly, 2033 cm. high,
in the Anatomical Museum of Vienna. 0Old man.

they become loosened and fall out. Single teeth undergo at
times abnormal rotation on their vertical axis, even to 90°.
Owing to the hypertrophy of the jaw, the whole osseous
framework stands out in front of the perpendicular of the
forehead: prognathism. In addition, the alveolar processes
of both jaws very frequently, especially when the teeth are
retained, are arched forwards: alveolar prognathism. Fig.
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5 shows such a formation with a very small Camper’s facial
angle.* .

The protruding position of the lower jaw may be increased
by a kind of subluxation of the joint, which is made possible

Fra. 7.—8ide view of skull of Fig. 6.

by the enlargement of the glenoid cavity and shrivelling of
the tuberculum articulare (Thomson).

This position of the lower jaw, its hypertrophy, and that

* In the literature of acromegaly a certain confusion reigns relative to the terms
* prognathous ’ and ** prognathism.” The German anthropological and descrip-
tive anatomists name those skulls “ progmathous” in which the masticatory
framework protrudes in front of the forehead (in contrast to ** orthognathous '').
The term is 50 nsed in the text. In the French publications on acromegaly, on
the contrary, ** prognathism '’ of the lower jaw is used in the sense of projecticn
of its teeth over those of the upper jaw. The term ** prognathism ” iz used in this
sense also by many German writers, but this is incorrect. The right designation
for this condition is that introduced by L. Meyer, * progenceum " ; individuals
with sueh teeth are called, after Zuckerkandl, *f front chewers.” For further
remarks regarding thiz anomalous position of the teeth, which by no means only
oocurs in acromegaly, see Chapter vi,
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of the upper jaw, malars, &c., increase the length of the
face, and produce the long oval face which most patients
with acromegaly possess (especially well marked in Fig. 4).

The hypertrophy of the bones of the base of the skull
causes contraction, as a rule, of the nerve foramina. The
optic foramina especially are laterally compressed, oval or
angular. The narrowing is hardly ever sufficient to.produce
gerious damage to the nerves.

The alterations in the temporal bones are important on
account of their relationship to the ear. Owing to the swell-
ing of the mastoid process, the osseous portion of the aque-
ductus vestibuli is lengthened and narrowed. Small ex-
ostoses in the wall still further injure the duet.

The sphenoid bone shows very varied conditions. Tn a
small number of cases there exists no enlargement of the
hypophysis, and consequently the pituitary fossa is found
normal. In other cases, with relatively smaller uniform
and slowly growing tumours of the hypophysis, the :clla
Turcica is widened in every direction. The surrounding
bones are partly displaced, partly atrophied Thus the
dorsum sellie is bent backwards and much thinned, the
clinoid processes disappear. In the same way, the tuber-
culum sellie Turcicee and the middle clinoid processes dis-
appear. The floor of the sella Turcica is bulged downwards,
so that the sphenoidal sinuses are much diminished in size:
at the same time it becomes like paper, and is often perforated
in several places. If the tumour grows more markedly
downwards, the thin plate of bone, which separates the
pituitary fossa from the sphenoidal sinuses, becomes quite
consumed. In most eases then the surrounding walls of bone
give way on all sides to the pressure of the tumour and the
bone is evervwhere destroyed, something similar to the ster-
num and ribs before a forward growing aortic aneurysm. It
may also attack the pharyngeal wall of the sphenoidal
sinuses, so that of the whole body of the sphenoid only small
thin trabecule of bone remain, which surround the fused
pituitary fossa and sphencidal sinuses. A similar condition
1s found if the tumour of the hypophysis direetly infiltrates
the bone.  The growth then proceeds quite irregularly, the
sphenoid 1s destroyed in the most varied manner, partly by
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Fic. 8.—34-year-old man with acromegaly (same as in Fig. 2),
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direct encroachment, partly through secondary growths in
different places.

The upper surface of the sphenoid seldom supports true
osteophytes: Brigidi has described two abnormally pointed
and long clinoid processes (medii?). The body of the
sphenoid also has no share in the ]n'pemstnsm the canalis
craniopharyngeus lateralis discovered by me,* which in the
general hyperostotic skulls usually disappears without a
trace, remains frequently in acromegaly partly preserved.
The pterygoid processes are, on the contrary—as muscular
attachments—hypertrophied and rough.

The vertebral column in advanced cases shows a kyphotic
curve in the upper dorsal and lower cervieal region, which is
compensated for by a suitable lumbar lordosis. Lateral curva-
tures may also be present. The kyphosis is in many eases based
on the shape of the vertebral bodies (Broea, Sternberg), since
these are lower in frent than behind. If the kyphosis is
very considerable, the height of the vertebral bodies con-
cerned iz diminished. A Smsﬂe vertebra may also have
melted away (Brigidi). The anterior surface of the vertebral
bodies is very rough, which is not surprising, as the broad
anterior longitudinal ligament is here attached. The upper
and lower edges of the bodies often support small exostoses.
The bodies are thick, somewhat porous, the longitudinal and
transverse diameters increased. The processes are thick and
rough, the spongy end of the spinal processes especially much
thickened, which is well seen in our skiagraph, Fig. 10
(p- 54). The transverse foramen (vessel foramen) of the
cervical vertebre is widened, whereas the intervertebral
foramina are narrowed, owing to increased size of the condy-
loid process and of the body.

The ribs are compact and considerably thickened and ex-
panded. The expansion consists chiefly in this, that the
lower edge which surrounds the intercostal artery is very
greatly developed, also in the thickening of the intercostal
canal. The roughnesses for the muscles are increased.

The sternum is greatly broadened and thickened. The

* M. Sternberg. An up to now undescribed canal in the sphenoid in man and
many mammalia. (Archiv fiir Anatomie und Physiologie, Anatomische Abthei-
lung, 1890, 8. 304.)
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manubrium and xiphoid cartilage especially may be so much
increased in breadth as to greatly exceed the length of the
bone.

The cartilages of the ribs may be ossified to a considerable
degree, and thereby the mass of the sternum and ribs in-
creased. Their union with the bone may be swollen, which
reminds one of the * rachitic beading.”

The thorax, viewed as a whole, is spacious, and preserves
a peculiar shape, partly from the spinal curvature and partly
from the change in the increase of the sternum. It is
laterally compressed, the longitudinal diameter increased,
the sternum falls away obliquely towards the perpendi-
cular anteriorly, from above downwards. The ensiform
process especially greatly protrudes. Thus arises the double
swelling (double bosse) of the thorax in aeromegaly, which

F1a. 9.—Right clavicle in a subject of acromegaly, 2087 em. high, under surface.
{ Anatomical Institute of Vienna.)

is very striking in well-marked cases (Brigidi, Fritsche-
Klebs). Fig. 8 shows the form of the thorax in a subject
of acromegaly during life.

The spine and acromion of the scapula, the coracoid pro-
cess and the inferior angle are increased in size and rough-
ness. The curve of the coracoid process 1s usually
exaggerated. The rest of the scapula may be thinned.

The pelvis is heavy and large, the crest thick, rough, and
pitted, so also the attachments for the other muscles and
licaments.

Of the long ecylindrical bones, the clavicle is, as a rule,
very characteristically altered. Fig. 9 shows in an especially
instructive manner the type of the affection in the under
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surface of a clavicle in acromegaly. More minute analysis
of the drawing shows that 1'-.=~allv morbid exostoses nowhere
exist, but that the formation is solel:. brought about thr-::-ugh
exaggeration of the normal roughness. The acromial end is
very broad and thick, and abundantly pitted: here the very
strong coraco-clavicular ligament is attached. Its anterior
portion, the sc-called conoid ligament, has normally a tubero-
sity of bone at the point of attachment, in acromegaly this
becomes a steut projection (a). The sternal end (b) also is
extraordinarily thickened, and shows deep and wide hollows:
here is attached the thick costo-clavicular ligament, and the
stout lizamentous structures which bind the claviele to the
sternum, as well as both clavicles together.  The very
marked roughness in the shaft is the place of insertion of
the subclavius musecle, the long furrow contains vessels and
nerves, and ends in a distinetly widened nutrient foramen.
As the strong ligamentous structures are attached at both
ends of the bone, it is just here that the roughnesses are in-
creased ; the ends also are specially coarse and thick. As a
result of this the S-shaped curve is, as a whole, exaggerated.

The true evlindrical bones of the extremities show like
changes, developed in various degree. DBut, as a whole, the
appearances of acromegaly are here less marked.

The humerus bears strong thickened borders for the
muscles, the points of attachment of the licaments of the
joint round the head of the humerus are very rough, the
tuberosities enlarged, so also the condyles (as they serve
for attachments of muscles) of the lower end. Frequently
a well developed supracondyloid process is present.

The radius and ulna show inerease in size of the tuber-
osities, the edge of the sigmoid fossa of the ulna often bears
osteophytie deposits.

In the femur, the head of the joint is surrounded by the
exaggerated roughnesses of the attachment of the fibrous
capsule of the joint; the trochanters, as places of attachment
of numerous muscles, are large, very rough, and uneven,
The linea obliqua is well developed. On the opposite sida
of the bone a stronger, rougher osseous crest is present
immediately over the condyles, the place of attachment of
both halves of the gastrocnemius muscle.
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The tibia and fibula bear on their upper end very well
marked roughnesses, the normal furrows for the tendons and
muscles of the lower ends are sometimes more deeply
hollowed out, in other cases, on the contrary, they are
shallower as a result of osteophytic deposits.

The patella is thickened, the anterior surface, as attach-
ment of the powerful tendon, very rough and warty, the
upper and lower edges are also rough.

The study of the bones of the hand and feet, but especially
of the hand which has been substantially advanced by means
of the Rontgen rays, completes the anatomical examination.

Many of the attachments of the tendons and ligaments to
the bones of the wrist and ankle are strengthened, therefore
the bones which bear these are also somewhat thickened and
larger. This is, however, not altogether very surprising.
It predominates in the volar surface of the skeleton of the
hand, and certainly the distal row of the carpus (trapezium,
trapezoid, os magnum, and unciform) is increased in rough-
ness, whilst the perforations for the vessels are everywhere
increased. Of the tarsi, the os caleis especially supports a
much exaggerated tuberosity.

The metacarpi and metatarsi are, as a whole, little altered.
They are otten somewhat thickened and flatter, and bear
small exostoses on the palmar and plantar surfaces respec-
tively (attachment of the interossei).

Changes in the phalanges are also not very pronounced.
The epiphyses are frequently somewhat thickened (Holsti,
Cepeda), and show small osteophytic formations: here and
there on the diaphysis very tiny and flat ones are present.
The whole shape of the phalanges is frequently to some
extent more bulky. Marie has lately distinguished two
forms of hand in acromegaly, a “ Type en leng,” also called
“Type géant,” and a *“Type massif.” In the latter form,
the bones are thick, the osteophytes distinet; in the first
this is not the case, the bones are more slender, and the
skeleton of the hand at the same time enlarged as a whole.

The condition of the terminal phalanges deserves some
words. Numerous pointed roughnesses on the distal
end are repeatedly described as being present in
acromegaly. It must, however be emphasised that
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this is quite a mnormal result, which anyone can
confirm in very many skeletons of hands of normal
individuals. A visit to the bone rcom of any large dissect-
ing room will confirm it. The Réntgen photographs of
sound hands also clearly show it. In the numerous magnifi-
cent photographs which the Prussian Minister of War
exhibited of different injuries to fingers, foreien bodies in
the hand and the like, on the occasion of the 15th Congress
for “innere Medicin” in Berlin, the most beautiful, abun-
dantly studded prickly points on the terminal phalanges could
be observed in very many hands. This form of the terminal
phalanges has nothing to do with acromegaly.

If the changes in the skeleton are surveved as a whole, it is
seen that a number of these changes stand clearly related in
genetic connection, as certain changes in the one bone
necessarily evoke and give rise to changes in the other bone. Ifa
certain abnormal increase in size takes place in any one bone,
the mechanical relationships of the whole system which bears
and supports that bone are altered. The alterations in
the mechanical relationships (changes of size, weight,
pressure, and direction) produce an alteration in the growth
of the other bones. This change of growth leads again to
new mechanical relationships, and so gradually the one bone
adapts itself to another until a certain condition of equilibrium
1+ arrived at. If, however, the inecrease of the one bone,
which we have hyvpothetically regarded as primarily diseased,
coes on increasing alwavs in the same way, it 1s clear that
the secondary changes in the remaining bones will also con-
tinue in a perfectly fixed manner.

Some such genetic relationship Langer and Klebs have
already discussed. We place together as follows the con-
ditions acknowledged at the present time, but especially
emphasise that no hypothesis should be advaneed as to which
disease is the primary one.

The strong formation of the masticatory apparatus de-
mands powerful points of compensation in the head. These
come about either by thickening of the solid, or through
dilatation of the hollow supports, or through distri-
bution of the weight over a larger surface. To the
first the hypertrophied zygomatie arch corresponds, to the



ACROMEGALY. ol

second the dilatation of the air sinuses, and the inerease of
the skull to the third. All changes in the form of the skull
thus stand in causal connection,

The monstrous skull requires a stronger apparatus from
the trunk for suspension and support. The increased size
of the vertebral bodies answers this requirement, as well as
the strengthening of all places to which the muscular and
fibrous attachments of the skull are affixed, also the increase
of the roughnesses of the oceciput and under surface of
the skull, the swelling of the mastoid process, the increase
in size of the spinal processes, sternum, and clavicles
(sterno-cleido-mastoid musele), and so forth from the
upper opening of the chest to the pelvis. Thus the changes
in the shape of the skull stand in genetic connection with
the increase of its roughnesses and with all the Lones of the
trunk.

The alteration in shape and the increase in size of the
head and its immediately surrounding parts displaces the
centre of gravity of this section of the body forwards. The
breast bone, by reconstruction, must accommodate itself to it.
For these reasons the alterations in acromegalv of the skull,
shape ef thorax, and the kyphosis form a connected uni-
formity.*

The structure of the bones i1s very differently described
in the literature on the subject. It seems that each author
was inclined to declare as typical the result of his own case,
1it which frequently the observation was limited to a few
or even only one bone. Systematic histological examination
of the whole osseous system—certainly a very laborious
task—has yet to be undertaken. If the reports existing up
to the present are looked over in their whole extent, it
is seen that very various results can oceur in the bones in
acromegaly. Not seldom different parts of one and the same

* A division into primary and secondary may indeed, if pazsible, be attempted
in this place. As the kyphosis in a few published cases is trifling, i
some cases absent, and has not led to a marked change (**benign form’’ of acro-
megaly, f. Chapter v.), the opinion, therefore, of Duchesnan and Arnold, that it is
o secondary change, is not to be dismissed. It might be a result of the removal of
the centre of gravity in the skull and of the weakness and atrophy of the dorsal
and ecervical muscles, which ocenr with the advance of the disease. Whether a
primary and secondery division can be distinguished in the changes of the verta-
‘bral column itseif is very doubtfal.
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skeleton show an entirely different condition. One thing is
clear in any case, that considerable changes in form of single
bones are not to be explained by any simple methodical
process, but only through co-operation of absorption, apposi-
tion, and interstitial increase.

There is invariably thickening of the periosteum, as also of
the attachments of the tendons and aponeuroses. The
periosteal bands of cellular tissue are increased, the arteries
thickened and dilated. In many places there appear, as
a result, layers of new formations on the bones. This occurs
firstly, as has already been entered into and explained in
the macroscopic deseription, especially in the positien of the
muscular and ligamentous attachments. This method of
increased growth produces, in co-operation with the inerease
in size of the vessels, the rough, porous appearance of the
bones. Secondly, the periosteal formation of new bone may
also be very diffuse and appear as a sclerotic hypertrophy, as
1s found on the roof of the skull (Thomson), the diaphysis
of the long bones (Femur, Brigidi), or the phalanges
(Boltz).

A second series of changes arises from the marrow of the
bones. They take place especially in these bones in which
during growth the marrow remains preserved (Duchesnau®):
skull, vertebra, clavicle, metacarpi and metatarsi. The pro-
gress of absorption of old bone goes hand in hand with a
slow new formation. The old and young bone are crowded
together (Klebs, Duchesnau, Marie-Marinesco). Sometimes
the process of absorption predominates. Thus in a case of
Hutchinson's, the whole skeleton showed considerable osteo-
porosis, in a case of Broeca's single parts of the pelvis; and
especially the tarsi (the os caleis pitted under the finger). In
general, in the bones in acromegaly, the medullary spaces
between the osseous septa are enlarged, but these latter may
themselves be hypertrophied. The whole medullary canal
may be irregularly widened (Brigidi).

Since the myelogical and periosteal processes may be asso-
ciated in various ways, manifold appearances may arise.
At one time the compact tissue is much thickened at the

* The thesis of Duchesnan is fashioned under the guidance of Renant, who has
admittedly acquired very great merit concerning the histology of the bones.



ACROMEGALY. 39

expense of the cancellous part (Boltz), at another time the
compact tissue is extraordinarily thin, the cancellous very
vascular and greatly developed (Mossé and Daunic). Usually
the process of absorption in the alveolar process of the under
jaw appears to preponderate over the formation of new
bone (Klebs, Duchesnau).

In the position of the cartilages also new osseous forma-
tion takes place (Klebs, ".Iarle-"\Iarlllc“:cn‘} The cartilage
shows a large cartilaginous capsule, rich in cells, and
frequently thickened; the bene-forming vascular tracks
penetrate into it. The young layer of bone, especially in
the region of the periosteum, lies over the growing cartilage.
These processes take place especially in the cartilages of the
ribs (Klebs, Arnold). As a result of them, lengthening of
the epiphysis may be brought about (Cepeda). Probably
the augmented increase in length, which the long bones of
the hand occasionally show (Holsti, “ type géant™ of hand
of Marie) is connected with them.

Increase of cells and fibrous changes (Marie and Marinesco)

are present in the cartilages of the nose.

The cartilages of the joints are, as just mentioned, in
some cases thickened, in others, on the contrary, thinned,
and uneven: the outer surface may be destroyed by fibrous
tissue and be set with excrescences. The whole surface of
the joint may be enlarged by a deposit of bone, or it may be
compressed by small osteophytes on the edge, which can
hinder the movements. All these are changes which may be
spoken of as arthritis deformans.®* These changes are not
constant. Yet it is questionable whether they should be
considered as accidental and not essential to acromegaly, as
Arnold does, since stlengt]lﬂlmﬂ' of the muscular and liga-
mentous attachments, which is a typical acromegalic appear-
ance, is also the rule in arthritis deformans (a characteristic
of the disease). This points to a deeper connection.

Besides the changes in the structure of the bones, those
of the skin are especially responsible for the surprising
shape of the body in acromegaly. The cellular tissue of
the skin and true skin are especially much thickened at the

* We have here to do with the well-known difficulties, which arise becanse the
pathological anatcmist and clinician denote by this name various conditions.

3
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enlarged extremities of the body, in most cases also in the
neck and trunk.

The epidermis is increased in thickness, frequently also
the height and breadth of the papille is increased (Duches-
nau, Marie-Marinesco). The cells of Meissner's touch
corpuscles may also be increased. The cells of the
rete Malpighii contain abundant pigment. The cutis
is much thickened, often to double or treble the normal.
Its bands of cellular tissue sclerosed. The sheaths of the
nerves, vessels, and glands are thickened, their nuclei also
may be increased. The sweat glands are hypertrophied, the
sebaceous glands are often prominent (Arnold). The fat
globules of the subcutaneous cellular tissue are enlarged,
and closely enveloped by dense bands of cellular tissue. The
small vessels at once attract notice owing to the thickness cf
their wall and dilatation. The thickening of the outer
sheath of the cutaneous nerves extends up to the endoneu-
rium, the nueclei of the sheaths of Schwann are increased,
the fibres partly wanting in substance (Marie-Marinesco).

The other changes in the skin, such as those of the hair and
nails, we deseribe, to avoid repetition, in the symptomatologyv
(Chapter iv.).

The muscular system is, as a rule, lax and atrophied
(Duchesnau, Holsti, Arnold, (Claus and Van der Stricht,
Comini, and others). Microscopically all possible forms of
degeneration and atrophy of fibres are present, even in such
muscles which, on dissection, show apparently a normal
appearance. There is usually, in addition, an increase
and sclerosis of the interstitial cellular tissue. Yet simple
atrophy of the muscles without degeneration also occurs
(Mossé and Daunic).

In individual internal organs, an uniform inerease, an
hypertrophy of the whole organ, * splanchnomegaly,” is pre-
sent in many cases. It i1s a condition which, except the
true enlargement of the breast and congenital increases,
e.g., of the brain, is cne of the greatest rarity, and
stands quite alone in pathological anatomy. As it
often occcurs In acromegaly, it certainly belongs to the
phenomena of this disease. It is present in the central
nervous system, eveball, gastro-intestinal canal, liver, and
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kidneys. DBy certain authors (Klebs, Dallemagne, Huchard)
the increase of the heart, so frequently observed, is con-
sidered as belonging to it, by Dallemagne the equally fre-
quent presence in acromegaly of inerease in size of the spleen,
Yet the enlargement of the two last-named organs, perhaps
also that of the liver, may easily be conceived as a result
of other changes. The great increase of the other organs
must, on the contrary, be regarded as a peculiar and for the
present inexplicable oceurrence,

The vessels, especially the arteries, are, as a rule, dilated
and thickened. The thickening affects all three coats. True
atheromatous changes mayv exist, or be altogether absent.
The changes in the vessels extend from the aorta and
pulmoenary artery up to the fine ramifications in the organs,
as already described in connection with the skin. At one place
thickening, at another dilatation predominates : this may vary
in one and the same person in different vessels. Kxamination
of the thickened vessels shows increase of the endothelium of
the intima, decrease of the muscular and compensation by
cellular tissue, and increase of the adventitia. According
to Klebs, the dilatation is the primary, * the active phase
of the process,” and the cellular tissue hyperplasia of the
intima, with the consequent narrowing of the vessels, a
secondary occurrence. Much may be said for the opposite
opinion, that the dilatation is the secondary proecess, a result
of the atrophy of the muscular and elastic tissue, and of their
replacement by new-formed cellular tissue. Lately Ticho-
miroff has especially laid stress on the signification of the
changes in the vessels to explain the pathogeny of the disease.

The heart is, as a rule, enlarged—atrophy is desecribed
only by Henrot—especially dilatation and hypertrophy of
the left ventricle. As in almost all cases disease of the
vessels, just deseribed, was present, the changes in the heart
may be without difficulty conceived as a natural result. De-
fection of a valve through endocarditis or arterio-sclerosis is
sometimes found as a complication. Verga, Sigurini and
Caporiacco have seen congenital narrowness of the aorta.

The lymph and blood-forming organs are frequently hyper-
trophied.

The lymphatic glands are symmetrically enlarged, especi-
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ally in the neck (first deseribed by Henrot). Marie and
Marinesco have found fibrous degeneration. Claus and
Van der Stricht found absence of the individual lymph
follicles, the whole tissue more svmmetrical, numerous giant
cells with fatty degeneration of the protoplasm, abundant
amitotic division of the nuclei of the leucocytes, which also
showed much fatty degeneration.

Waldeyer's segment of the pharyngeal tonsil, the mucous
glands of the tongue (described by Brigidi), tonsils, pharynx,
are almost alwavs hypertrophied. In these cases also the
enlargement may depend upon fibrous seclerosis.

A splenic tumiour of very considerable size is usually
found, normal condition of the spleen (Mossé and Daunie),
or even diminution in size (Pineles) seldom.

In a number of cases remarkable congestive increase takes
place in the abdominal organs, so that it is impossible to
say which part belongs to the congestion, which to the
primary enlargement. In other cases it is doubtless a con-
dition of *“ independent” enlargement of the spleen.
The enlarged Malpighian corpuscles project on section.
Marie and Marinesco found microscopically thickening of
the capsule and trabeculwe, increase of pigment in the lym-
phoid tissue, and venous endothelium. Claus and Van der
Stricht noticed hypertrophy of the pulp and Malpighian
corpuscles,

Finally, the thvmus is frequently preserved at full size
and shows the microscopical appearances met with in
voung children.* In other cases it 1s, as normally,
reduced in size, even to the formation of scanty, occasionally
caleined remnants in the adipose tissue of the anterior
mediastinum.

The nervous system shows important changes.

The peripheral nerves are, as a rule, thickened. This
depends, according to present views, on Iincrease of
bands of cellular tissue, as has been deseribed above
in connection with the small nerves of the skin. The
cellular tissue is, at the same time, partly sclerosed, partly

* Mossé and Daunic have rightly given prominence to the fact, that it cannot
be positively stated from anatomical results whether we have to do with a per-
eistent organ or a rejuvenated one (** post-generation,” Klebs).
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hyaline or mucilaginous. The medullary sheaths are often
injured (Arnold, Comini).

The spinal ganglia also, but chiefly the sympathetic, ap-
pear much enlarged (Henrot, Marie and Marinesco, Arnold,
and others). This also depends on thickening of the bands
of cellular tissue. The sheaths of the ganglionie cells may
be enlarged, the cells themselves compressed and atrophied
(Marie and Marinesco) or contain vacuoles (Arnold).

The nerve roots likewise show an increased amount of
perineurium and may contain degenerated fibres. Duches-
nau has observed constriction of the roots in the intervertebral
foramina as a result of dense fibrous tissue, and looks on it
as the cause of the degeneration, to which also he traces
back the muscular atrophy. Arnold saw preponderation of
the degeneration in the posterior roots, with normal width
of the intervertebral foramina.

The arachnoid, in the cases of Henrot, Duchesnau, and
Linsmayer, bore either strongly marked or many small plates
of chalk-—a condition to which we are accustomed, with
Leyden, to deny any pathological significance.

The spinal cord has been found thickened by Linsmayer
(Redhch), the diameters of the cervieal gan;_,hun 10°5 mm.,
and 155 mm. instead of 8'5 mm. and 135 mm.

Arnold found ascending degeneration of the posterior
columns as a continuation of the degeneration of the pos-
terior roots. Tamburini saw a slight Llegenﬂatmu of the
collection of roots of Burdach’s mlumn in the cervieal and
dorsal parts of the cord. Dallemagne describes pseudo-
systematic selerosis as a consequence of arterio-selerosis and
thickening of the meninges. Finally, secondary aftections
of the spinal cord can arise in accession to changes of
vascular origin in the brain centres (Arnold).

Fritsche and Klebs have found the medulla oblongata much
enlarged. Dallemagne, in one of his cases, lays stress on a
multiplication of cells under the ependyma of the fourth
ventricle.

The brain may be, as a whole, enlarged (Fritsche-Klebs,
Holsti). Just as in the enlargement of the spinal cord, the
histological proportions remained normal, the enlargement
must consequently be conceived as a true hypertrophy de-
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pendent on imperceptible small increase of single parts of
the tissue.

The eranial nerves have also been found hypertrophied
(Henrot, Fritsche-Klebs), especially the optie and oculo-
motor. Degeneration of the fibres may also occur. Dalle-
magne gives endo- and perineuritis of the optic nerve in
one case, in which a trifling effect of pressure of the hypo-
physis existed.

Henrot found the pineal gland enlarged.

Important changes in the brain and cranial nerves may arise
from disease of the hypophysis.® This peculiar organ has up
to the last years been little considered; we therefore place
together the morphological and physiological facts concern-
ing it in an appendix to this chapter.

The hypophysis, but especially the anterior part, is always
diseased in acromegaly. The diseased organ is aearly always
enlarged. Microscopic examinations of twenty-eight ceses
have been up to now submitted.

The histological conditions met with in the hypophysis are
to be received with a certain amount of reserve, owing to the
consideration that the organ possesses a fairly complicated
structure and our knowledge of its morphology is not
thoroughly exhaustive. The interpretation of the reports
is also rendered more difficult owing to the fact that the
terminology of the pathological anatomy varies in different
schools, so that we cannot attach, without further considera-
tion, a similar meaning to designations which sound identical.

In some cases simple hypertrophy is deseribed (Gauthier,
Cepeda).

In four cases the diagnosis “ Adenoma”™ has been made
(Marie-Marinesco, Linsmayer, Tamburini, Boltz). The
question concerns a new formation of tubular cells, which is
usually found at the periphery of the organ. As a result,

~the posterior lobe completely disappears. In the inner part

* It seems incredible, but as a matter of faect is frequent, that the hypophysis
should be confounded with the pineal gland (glandula pinealis). Itis certainly in
most cazes a question of a clerical error. The mistake does not so infrequently
oceur in reports which bear the signature of well-known names—nomina sunt
odiosa; it iz, however, important to notice that in a circular lying before the
writer, of a firm which produces ** animal preparations,” the name ** pineal gland "’
is defined according to the Latin designation, ** Hypophysis cerebri.”
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of the gland there occurs, in addition, neerosis of cells, which
may lead to softening and condensation of the bands of fibrous
tissue. In this group are, at all events, to be included the
two cases of Fritsche-Klebs and Klebs, which the post
mortem pathologist designated in one place as ** simple hyper-
plasia,” but in another as possessing the * character of a
simple adenoma.” In addition Holsti’s case: enlargement
with central softening, whereby * the texture of the organ
was not so uniform as usual, in places also the cellular tissue
stroma was somewhat increased in amount.” Relative also
to the first-named quite shortly described case of ** Hyper-
trophy,” the question must arise whether it really is not a
case of true adenoma.

The case of Bonardi’s perhaps represents the final stage of
an adenoma consisting of sclerosed bands of tissue: the gland
enlarged,* the fibrous tissue markedly hypertrophied, the
follicles atrophied. |

Dallemagne describes (Case iii.) hypertrophy with partial
colloid degeneration.

Fratnich found extensive colleid degeneration with
hemorrhage.

The colloid degeneration in Dallemagne’s second case was
restricted to the posterior lobe, which was also hypertrophied.

The * eystic tumours 7 of Boyce and Beadles and Dana (no
microscopic examination) were also possibly cases of colloid
degeneration.

It is very difficult to form a judgment on the sarcomata.

A number of authors report cases in which the tumour
consisted of cells arranged in clusters, resembling lympho-
cytes, taking the place of the normal gland, so that the
appearance resembled here and there a lymphatic gland
(Brigidi, Claus and Van der Stricht, Comini, Sigurini, and
Caporiacco, perhaps also Henrot's case belongs here). There
may be associated besides, degenerative changes, softening or

# The aunthor looks on the gland as not enlarged, but he gives by chance exact
figures from which the contrary is elicited : weight, 2075 (five times the normal) ;
diameter, 18 mm. and 11 mm. We see how little we can rely upon the critical
discernment of many authors. (In my article in the ** Zeitschrift fiir klinische
Medicin’’ I had been mizled by this opinion, and classed the case with those of
“not enlarged "’ glands )
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sclerosis of the cellular tissue. The explanation of the tumours
is a very difficult matter. Claus and Van der Stricht would
not altogether rank them with any of the known tumours,
not even the lyvmpho-sarcomata. Here should be included
Arnold’s case, unfortunately only shortly deseribed, in which
the author hesitates between the diagnosis of lymphadenoma
and lympho-sarcoma. If we hold strictly to the want of a
stroma as a characteristic of a sarcoma in the narrower sense,
then the first-named cases are not sarcomata. Arnold says
nothing on this point.

Roxburgh and Collis describe a case in which they cannot
decide between * glioma ™ and * sarcoma.”

The case of Mossé and Daunic also belongs here, which
they describe as * Sarcome névroglique fuso-cellulaire fasci-
culaire.” Here we have a true sarcoma.

The conditions met with by Wolf (hyaline degeneration of
the vessels, so-called eylindroma), Caton and Paul (round-
celled sarcoma), Striimpell, Dallemagne, Griftith, Pineles,
Hansemann (large-celled sarcoma), Uhthoff, will be regarded
as true sarcomata.

Bury describes his case as glioma.

The diseased hypophysis is almost always enlarged, only in
a case of Linsmayer (softened adenoma within the gland) it
was of normal size. Many have wished to construct in a
methodical manner from the normal relationships the
influence of the enlarged hypophysis on the neighbouring
parts. But the tumour does not increase in concentrie
spherical layers, but presents in individual cases very various
external appearances, which in a malignant new growth 1s
not surprising.

Sometimes the tumour increases chiefly downwards, breaks
into the sphenoidal sinuses,and destroys the whole bone,so as to
rest immediately under the mucous membrane of the pharynx
(Hansemann). The formations at the base of the skull are
then scarcely compressed. Or the new growth penetrates later-
ally into a cavernous sinus (Pineles), where it may injure the
sympathetic and abducens. In other cases the part of the
organ surrounded by the tentorium cerebelli becomes at first
increased in size, whereby the various structures which com-
pose the hypophysis are replaced by the new growth. The
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dura mater becomes stretched, and thinner (Claus and Van
der Stricht). The infundibulum and tuber ecinereum are
absorbed in the new growth, which grows upwards on the
pedicle of the former to a certain extent. The eanal of the
infundibulum is dilated. The tumour now makes its bed in
the excavated base of the brain. While the tumour lies
in the region of the tuber cinereum the chiasma is pushed
forwards. Anteriorly, in large tumours,* the {frontal
lobes may be compressed, laterally the gvrus uncinatus
(Gauthier, Claus, and Van der Strieht), posteriorly the pedun-
culi cerebri with the oculo-motor nerves, as far as the pons
(Cunningham). The cavity of the fourth ventricle may also
be encroached upon, and the nucleus of the oculo-motor
thereby damaged (Uhthoftf), The changes in individual
parts depend upen the configuration of the upper surface
of the tumour. Frequently this is developed asymmetrically,
projects, for example, on one side into the middle fossa of the
skull, and draws in with it the one branch of the oculo-
motor nerve (Arnold). It may push forwards the tubercles
and secondary nodules, which may here destroy the external
part of the chiasma (Dallemagne). The chiasma is usually
compressed into a kind of band, its breadth may amount to
1'5 em., the thickness at the same time from 1—2 mm. The
optic nerves also become compressed, very frequently asym-
metrically (Fritsche-Klebs, Arnold, Dallemagne). The optic
tracts become excessively wasted: in Roxburgh’s and Collis’
case the left had entirely disappeared.

YVarious degrees of degeneration are present in the com-
pressed nerves,

Of the organs of the senses there is little reported. Klebs
found the eyeball enlarged, Marie and Marinesco the papilia
and retina atrophied. We have spoken above of the osseous
part of the aqueductus vestibuli as well as of the degenera-
tion of the cutaneous nerves,

Of the respiratory organs, the mucous membrane of the
nose is frequently thickened, the vessels are dilated. The
turbinated bones protrude into the pharynx.

The larynx and epiglottis may be enlarged in all dimen-

* To give an idea of the often considerable gize of the tumour, the case of Mossé
and Daunic may be quoted : Length, 6 em, ; breadth, 7 em. ; weight. 360 g.
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sions.  Their mucous membrane is thickened ; it may become
arched over the glottis. The condition resembles pachy-
dermia laryngis (Marie and Marinesco, Mossé and Daunic).
The cartilages also are larger and thicker, the cells of the
artilages abundant. Frequently there is ossification.

The lungs show frequently brown induration as a result
of disease of the heart, and terminal broncho-pneumonia.

Of the digestive organs, the mucous membrane of the
mouth is much thickened. The miecroscopical changes
resenible those of the epidermis.

The tongue may be enormously broadened (7 em. and more).
The enlargement depends partly upon thickening of the
mucous membrane, so that the papille become enormously
long and broad, partly on the increase of the inter-muscular
cellular tissue. The muscular tissue shows the most various
forms of atrophy and degeneration.

The mucous membrane of the soft palate is also greatly
thickened and, as already mentioned, all parts of the
lymphatic glands of the throat are enlarged.

The @sophagus shows no abnormalities. In contradistine-
tion, the stomach in Taruffi's and Cunningham’s cases was
of unprecedented size, in Brigidi's case very large. The two
first patients suffered from polyphagia, so that a mechanical
dilatation cannot be excluded. This, however, could hardly
be the reason. for the uniform dilatation of the whole small
intestine, which Cunningham reports, and certainly the
lengthening of the bowl to twice its size in the same case
must be conceived as *‘splanchnomegaly.” Carcinoma of
the stomach has been seen by Dallemagne, ulcer by Beltz.

The liver is very frequently enlarged (*splanchnome-
calv#") and shows congestion, as well as various other
changes connected with chronic diseases.

Little attention has been paid to the pancreas. Hanse-
mann found it in one case (diabetes), Dallemagne in two
cases (one of them diabetes) had undergone fibrous indura-
tion, Pineles saw purulent pancreatitis with necrosis of the
adipose tissue (diabetes). Nothing is exactly known of the
salivary glands.

The kidneys have been found frequently enlarged. They
very often show all kinds of serious changes and degenera-
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tions, as chronic nephritis, which, in a chronic disease, and
especially connected with changes of the heart and vessels,
is not exactly surprising. The enlargement may therefore
provisionally, not with certainty, be conceived as true hyper-
trophy. There is nothing specially to be noticed as regards
the urine.

Of the reproductive organs, as regards the external geni-
tals, the penis, clitoris, and their prepuce, and the labia
pudendi are often much enlarged.” It is not known whether
the changes are only in the skin or in the substance of the
organs also. The skin of the scrotum is frequentiy
thickened. On this point also histological observations aire
wanting to determine the condition of the smooth muscular
fibres in the hypertrophy.

Hutchinson lays stress in his case on the man-like appear-
ance of the female cadaver, and of the want of the pubis and
breasts. There appears, however, to have been a cessation
of development, as the internal genital organs were also not
fully formed. The breasts moreover, in severe cases, quick in
their progress, are firm (Pineles), in older women, atrophied,
which 1is ecertainly an ordinary occurrence (Marie and
Marinesco). '

The uterus has been found in some cases very small, infan-
tile (Lancereaux, Bury). In Hutchinson's above-mentioned
case the uterus and tubes were very small, the fimbrie rudi-
mentary (aplasia). In other cases, asscciated also with
long standing amenorrhea, the uterus was normal or
enlarged (Duchesnau, Claus and Van der Stricht, &e.).

The ovaries frequently show eystic degeneration, and not
seldom other changes in addition. A detailed examination
of the internal female reproductive organs, especially on
account of the amenorrheea, would be interesting and desir-
able.

The same applies to the impotence of the testicles, and
the accessory male reproductive organs, regarding which

- hardly anything is reported. They have been described as
atrephied (Mossé and Daunic), or moderately large, pale, and
lax, or as normal.

Regarding the so-called blood glands, we have already
deseribed the hypophysis. The carotid and coceygeal glands
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have never yet been examined. The suprarenals are normal
or slightly atrophied (Marie and Marinesco).

The thyroid is seldom found normal (Fritsche and Klebs,
Roxburgh and Collis). Sometimes it is atrophied (Marie
and Marinesco, Fratnich), more frequently enlarged. The
enlargement depends upon a deposition of large colloid
nodules (Arnold), or upon a more uniform increase of the
colloid substance (Dallemagne) which may be combined with
the first-named condition (Mossé and Daunic, Pineles),
Cysts are recorded (Bury, Pineles). ¥requently a fibrous
condition of the interstitial tissue is deseribed (Marie and
Marinesco, Holsti, Duchesnau, Claus and Van der Stricht).
Arnold finds hyaline degeneration of the tissue substance and
vessels. The follicles are partly atrophied, sometimes in
clusters (Marie and Marinesco, Claus and Van der Stricht).
Certainly only little importance can be attached to all these
changes.  Possibly of rather more importance are the
increase (although normally present) of isolated lymphoid
tissue observed by Claus and Van der Stricht, and by Tam-
burini, the hyperplasia of single seemingly embryonal follicles
by Marie and Marinesco, and the embryonal appearance of
the whole thyroid by Comini. Duchesnau has seen carci-
noma of the organ with secondary growths in the thorax.

Whether the mass of blood undergoes a change is not
known. The extraordinary amount of blood in the veins is
very surprising to many pathologists accustomed to hold
post mortems, for instance, Cunningham, Klebs, Claus and
Van der Stricht. The latter mention that they had never
before dissected a body =o rich in blood.
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SUPPLEMENT.
Morrnorocy® axnp Puysiorocy or T Hyropuvsis.

Development—The hypophysis is formed of three parts.
The first part is produced from the oral diverticulum, the
second from the anterior extremity of the intestine, the third
from the thalamencephalon.

In a very early stage the anterior extremity of the head
of the embryo, together with the forebrain, by which it is at
first entirely occupied, is raised from the sac of the amnion.
By this means there originates under the base of the forebrain
a hellow, the *oral diverticulum,” at first flat, later on
deepened. It lies between the vesicle of the forebrain, the
anterior extremity of the chorda dorsalis, and the anterior
(upper) blind extremity of the intestinal canal, the so-called
" pocket of Seessel.”

- In the place where the oral diverticulum adjoins the
pocket of Seessel, no mesoblast is developed, so that that
diverticulum is only separated from the lumen of the bowel
by epi- and hypoblast. Both these layers are united here to
the * pharyngeal membrane.” The frontal swelling now
grows ventrally, and simultaneously the oral diverticulum
expands dorsally, so as to insert its dorsal summit between
the anterior end of the chorda dorsalis and the brain. At
the same time, from the summit of the pocket of Seessel,
there grows upward dorsally from the pharyngeal membrane
a solid epithelial bud, which presses back the anterior end of
the chorda dorsalis and thus approaches the deepened oral
diverticulum. In the region also of the pharyngeal mem-
brane the oral diverticulum becomes deeper. By reason of
this the pharyngeal membrane becomes thinned and finally
gives way. The dorsal place of attachment is for some time
longer perceptible as a transverse swelling.

The dorsal summit of the oral diverticulum now contracts

* The morphological descriptions are based upon preparations of the hypophysis

from brains of executed criminals and from dissections of embryos, for which I
have to thank Prof. Dr. J. Schaffer, Dr. H, Rabl, and Dr, J. Tandler,
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so that it becomes a pocket-hike diverticulum, “ Rathke's
diverticulum.” The endodermal portion of the hypophysis,
which the pocket of Seessel produces, becomes separated and
closely attached to the anterior end of the chorda dorsalis and
the adjoining part of Rathke’s diverticulum. Towards the
blind extremity of the diverticulum there now grows from
the thalamencephalon a small protrusien, the foundation of
the infundibulum. Whilst this occurs the endodermal portion
of the hypophysis becomes reduced in size so as to appear as
a cord-like appendage of the chorda dorsalis, and later on
disappears with it.

The next step in the development is the constriction of
Rathke’s diverticulum from the primitive oral cavity. This
occurs through the formation of the cartilaginous base of
the skull. Firstly the aperture of the diverticulum in the oral
cavity contracts to a small duet. Then this becomes
obliterated, and there remains behind for some time a solid
column of cells. Remnants of the communieation are
frequently vet present in the sphenoid hone of the newly
born as the canalis eraniopharyngeus medius (Landzert),which
only disappears later on. The diverticulum has now become
closed and solid, the longitudinal axis, in the first place,
being directed towards the oral cavity. The axis then be-
comes bent into an anteriorly opened angle, while the
part turned towards the oral cavity diverges forwards.
The epithelium of the ventral part of the pouch grows into
a solid process at the place where it unites with the oblite-
rated duet. This process and the anterior wall of the
hypophyseal cavity are now transformed into glandular-like
tubes. Branches of both internal carotids penetrate them,
and form a marked plexus in the hollow of the half-moon-
shaped curved formation of the hypophysis. The epithelium
crows in between the plexus of vessels. Thus the vessels
with the adventitia are taken up into the inner part of the
hvpophysis. The hollow also is filled up with glandular
tubes, and the tubes are cut off into isolated structures.

The hypophysis has now become a solid, kidney-shaped
body. The anterior convex surface is directed towards the
chiasma, the posterior (that turned above) concave surface
surrounds the now much enlarged process of the infundi-
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bulum. Only in the posterior part are remmants of
the original hypophyseal cavity preserved, generally two
pairs of larger and some smaller hollow spaces, lying on either
side of the median line. A longitudinal inecision of the
hypophysis shows, therefore, at this time three divisions:
the so-called “anterior” (under) glandular part, the
“middle” part with large cavities, and the “ posterior”
infundibular part.

The infundibulum, as mentioned above, is originally a
small tip of the thalamencephalon, which is inserted between
the diverticulum of the hypophysis and the middle trabe-
cule cranii. It remains for some time a small conical
process under the blind extremity of Rathke’s diverticuium,
and separated from it by scanty fibrous tissue supporting
vessels. It is composed of round nucleated cells, like the
embryonal nervous system generally.

Later on the process lengthens, presses down against the
posterior wall of the hypophyseal cavity and invaginates it
for a certain distance. It retains its central narrow duect,
which is lined by radially arranged eylindrieal cells. Round
about lie the embryonal nerve cells. As the process
becomes lengthened a finely granulated mass forms on
these layers into which vessels from the surrounding
pia mater grow. Simultaneously the process becomes
thickened into a club-shape, its central duct obliterated.
Only underneath remnants of the infundibular cavity
survive in the form of some little hollow spaces. The
original cells of the central nervous system vanish from the
infundibular process until only a few clusters remain.

Thus the infundibulum in mammals is a species of anterior
filum terminale (Burdach), whilst in fishes it remains a true
part of the brain. In these latter, behind the infundibular
process, there still exists a pouch of the thalamencephalon,
the *saccus vasculosus” (Gottsche), remnants of which
Retzius sees in man in the tuber cinereum.

Comparative anatomy and phylogeny.—The hypophysis in
different animals cannot be compared without some
explanation. = The hypophysis consists originally of
three parts: the epiblastic part, which is a remainder
of the oral diverticulum of an old opening situated at the
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upper part of later-formed mouth (* Paliostoma™); the
hypoblastic portion, which is developed from the praoral
intestine (v. Kupffer, Saint-Rémy, Valenti), and the cerebral
portion, namely the infundibulum and infundibular gland.
In the amphibians (Rana, Salamandra) all three parts are
preserved. In most mammals, including man, the Pali-
ostoma is converted into a gland (* anterior lobe of hypo-
physis 7). The hypoblastic portion has, on the contrary,
disappeared in man, the infundibulum and infundibular
gland are obliterated save for a few rudimentary cavities in
the * posterior lobe of the hypophysis.” In the larvee of
ascidians a communication exists between the most anterior
segment of the gut and neural cavity, the canalis neuren-
tericus anterior (v, Kupffer) on which the ciliated canal and a
gland, the so-called * hypophysis,” develop. This canal and
the gland developed thereon are homologous with the infundi-
bular process and gland of vertebrates. According to
Andriezen, there yvet exists in ammocoetes such a communi-
catien between gut and neural canal.

Anatomy.—The hypophysis (glandula pituitaria) is in full-
grown men an oval body, flattened en the upper surface and
of a greyish-red colour. The longitudinal diameter amounts to
('0—10'5 mm., the frontal 10°0—14'5 mm., the vertiecal
5 0—975 mm. (Zander), the average weightis 0°G g. (Schine-
mann, Bovee, and Beadles.) It consists of an anterior, larger
bean-like lobe, and concave behind, therefore on horizontal
section, kidney-shaped (anterior lobe, epithelial part, glan-
dular portion, also called oro-hypophysis), and of a small
posterior round lobe (infundibular part, nervous portion, also
called neurohypophysis), which are united and enclosed by a
common fibrous capsule. The anterior is grevish-red ex-
ternally, internally more grey; the posterior is softer and
light grey.

The infundibulum (funnel) is a cone towards the under
surface, pointed, which arises from the base of the brain;
under the chiasma it descends obliquely forward, and
sinks with a somewhat thickened end into the hyvpo-
physis, particularly into the posterior lobe. It encloses in
its upper part a short, funnel-shaped, gradually narrowing
canal, the continuation of the third ventricle; this
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canal terminates before the depressicn in the hypophysis.
As 2 rule the entrance of the infundibulum takes place
in the middle of the notch on the posterior edge of
the anterior lobe, but it may also happen that it enters into
the centre of the upper surface of the hypophysis, and so
ostensibly belongs execlusively to the anterior lobe. Sections
show nevertheless, in such cases, that it only passes through
the mass of the anterior lobe in order to reach the substance
of the posterior lobe. Another variety exists in which no
contaet at all between infundibulum and anterior lobe of the
hypophysis occurs, but the whole mass of the infundibulum,
which is surrounded by the pia mater, passes over externally
into that of the posterior sectien.

The arteries of the anterior lche arise from the internal
carotid, and are fine branches which spring directly from the
trunk within the cavernous sinus. Very frequently also a small
twig originates from the carotid during its passage through
the dura mater in the fossa of the skull or shertly afterwards.
The arteries of the posterior lobe pass down with the pia
mater of the infundibulum. The veins collect into two little
stems which fall into the cireular sinus of Ridley.

Topography.—The hypophysis lies in the sella turcica of
the sphenoid bone. It is divided from the fossa of the
skull by the very tight diaphragma sellee turciewe, a part of
the dura mater, so that only the pedicle of the infundibulum
remains free, by which the hypephysis is connected with
the tuber cinereum. Its larger part lies in the anterior
angle of the chiasma, and does not normally reach beyond
the posterior border of the chiasma. The chiasma lies not
unfrequently asvmmetrically, so that the intracranial portion
of the optic nerves shows considerable variations in length.

Histology-—The anterior lobe consists of rows of cells,
which unite in places with each eother. It contains
almost always two rows of cells of cylindrical shape. When
fully developed they extend also upwards for a little distance
upon the anterior surface of the infundibulum. Flesch was
the first to distinguish two forms of cells. The one,* chroma-
tophile cells,” possess a round or polyhedral protoplasmic
body, which is readily stained. The other, * mother cells”
(Stieda), are smaller, have little protoplasm, indistinet cellu-

4
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lar membrane, and do not take on stains. But there are to
be found transitions between these tivo kinds of cells, and
it 1s apparently only a question of different degrees of secre-
tion (Saint-Rémy, Claus and Van der Stricht). Individual
columns of cells are true tubes with a lumen, in which a
homogeneous, sharply defined mass, readily taking up stain-
ing material, is present; it is deseribed as colloid. Similar
particles are present here and there in the interstitial fibrous
tissue (lymph spaces¥).

In the boundary between the anterior and posterior lobe
the microscopical appearance changes. Here, firstly, are to
be found a few small fissured cavities, the remains of the
original hypophyseal cavity, which likewise contain a thin
layer of ** colloid ” material. This is here much thinner, since
not unfrequently blood is met with in the ecavity, which
evidently has got into it during section of the organ for
the purpose of hardening. The lining membrane of the
cavity consists of eylindrical cells, frequently more or less
well preserved ciliated hairs are to be seen in single or num-
bers of the cells. In the acini also, and in the ecavities
described below, ciliated cells are present. _

Besides the cavity of the hypophysis, the posterior
part of the anterior lobe also contains a number of large
acini, which possess a low cubical epithelium, and are
completely filled with *“ colloid material.” The mass often
chows here wvariously formed wzvy stratifications and
vacucles. This part calls to mind the structure of the thyroid,
while the remainder of the anterior lobe more resembles
the suprarenals. In many mammals the hypophyseal cavity
is much widened and irregular. Its posterior wall forms in
several species (e.g., the dog) the so-called * epithelial
border ” (Lothringer, Retzius) of the posterior lobe, which
at the lower boundary of the cavity, where it bends into
the anterior wall, continues some distance further beyond
the true cavity on the posterior wall. The cellular tissue
framework of the anterior lobe contains numerous nuclei
and very many and wide capillaries. Here and there, but more
abundantly in the posterior part of the anterier lobe, the tissue
cells contain a fine granular, yellowish-brown pigment. The
tissue is delicate, only surrounding both prineipal veins,
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where numerous vessels meet, it is thicker and more fibrous,
which must not be mistaken for pathological formations. It
increases much with age,

The nerves of the anterior lobe—which were much dis-
cussed in older anatomical literature—arise from the carotid
plexus of the sympathetic. Berkley has seen filaments with
ramifying terminations in the glandular tubes. Rogowitsch
describes masses of colloid in the vessels, Pisenta and Viola
confirm this statement.

The posterior lobe has an abundant framework, composed
partly of fine fibres, partly of spindle-shaped or branching
cells with abundant vellowish-brown pigment. The pig-
ment is in many places heaped together, and also contained
in the meshes of the supporting tissue, as is found in old
hemorrhages. The framework is certainly neuroglia. It
forms in places septa, in which lie cells, generally pigmented,
partly polyhedral or roundish, and partly ef a long or
broad spindle shape. Some cysts are also present,
partly containing colloid. The epithelium is ciliated in
places. The eysts are explained partly as remnants of the
infundibular cavity, partly as rudiments of an infundibular
gland, partly as a dispersed portion of the hypophyseal
cavity. Fine nodulated nerve fibres descend along the side
of the infundibulum into the posterior lobe.

Retzius and Berkley have defined the structure elearly by
the Golgi method.

The infundibulum contains a vast quantity of neuroglia and
neuroglia-like cells of the most varied kind ; on the contrary,
few nerve cells (Berklev).

Physiological Chemistry—Tlodine is contained in the
hypophysis in the same form (iodothyrin) as in the thyroid
{Sehnitzler and Kwald). The extract of the gland produces,
according to Olliver and Schiifer, by intravenous injection,
increase of the heart’s action and raised blood pressure (while
thyroid extract causes decrease). The use of dried pituitary
gland evokes in man an increased secretion of phosphoric
acid in the stools, which probably depends upon processes
in the bones (A. Schiff).

Physiology.—Horsley, Gley, Marinesco, Vassale and
Sacchi, Kreidl, Biedl, have performed destruction or extir-
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pation of the hypophysis.  According to Horsley, no
symptoms, mnervous or otherwise, occur. Gley partly
destroyed the hypophysis in a rabbit, the spleen and thyroid
were removed. The phenomena did not differ essentially
from those met with after thyroidectomy. Vassale and
Sacchi give as sequelie : apathy, somnolence, feeble gait,
dyspnceea, anorexia, lowering of temperature, emaciation,
tonic and clonic muscular spasms, and fibrillary twitchings.
A dog survived the operation one year.

Nowadays many admit a relationship of the hypophysis to
the thyroid. As proofs are adduced: the histological resem-
blance of both organs, the enlargement of the hypophysis in
myxedema and eretinism (see Chapter vii.), in which con-
ditions the thyroid is diseased, finally the fact that extirpa-
tion of the thyroid results in enlargement of the hyvpophysis.
Rogowitsch, under Griitzner's direction, was the first to see
such changes in the hypophysis after thyroidectomy. He found
vacuolisation and increase of protoplasm of the mother
cells and of the ground substance. Stieda proved, by weigh-
ing, that the gland was hypertrophied, which was shown
microscopically by abundant karyokinesis. In rabbits the
principal increase is seen in the most anterior part of the
anterior lobe. Gley and Hofmeister have found the same
results. That at the same time it is not simply a question
of a compensatory hypertrophy follows frem the above-
mentioned experiments of Olliver and Schifer, according to
which the extracts of both organs have a different physio-
logical effect.

Relative to the funetion of the hypophysis, the idea is now
again accepted, which originated somewhere about the
middle of the century that the so-called * blood-vessel
glands ”’ withdraw some kind of material from the blood and

return it transformed (Eeker).
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IV. SYMPTOMATOLOGY.

We shall here complete the picture of the disease described
in the second chapter by a more detailed consideration of
the outward appearance of the body, and of the symptoms
from the point of view of the individual organic systems.

EXTERNAL APPEARANCE oF THE Bobpy.

Tha contour of the sufferer from acromegaly depends
essentially, on the omne hand, upon the alterations in
the osseous system, and on the other wupon the
changes in the skin and adjacent soft parts. Accord-
ing to their respective preponderance in the progress
of the illness there arise in individual cases certain differ-
ences in the external appearance. Sometimes it is only a
result of the gradual development of the disease, but some-
times it also depends upon various types.

A number of patients, about 20 per cent., show a strik-
ing ‘' largeness of body,” they are the so-called * giants”
(Chapter vi.).

The increased size of the eranium is noticeable in many
patients.  Marie had originally assumed that a normal
circumference of the skull was characteristic of acromegaly.
Sinee then, however, numerous cases of considerable enlarge-
ment have been observed (see p. 19). The skull often grows
rapidly. The patient of Pinel-Maisoneuve had to buy a
larger hat every year. The sagittal suture is often felt as a
thickened swelling. Other swellings are constantly fermed,
either lengthwise or crosswise, by the thickened skin, more
especially at the oceiput.

In the face, sometimes the alteration in the bones and
sometimes the hypertrophy of the skin predominate. Both
can now be distinguished by the Réntgen rays. Certain
technical difficulties constantly arise in penetrating the
thick-walled skull of a subject of acromegaly. Through
the assistance of the firm of Reiniger, Gebbert, and Schall
we have. however, succeeded in overcoming them. Fig. 10
(p. 54) shows the skiagraph, Fig. 11 (p. 55), the patient’s own
profile. In the skiagraph, the thick-walled skull, the
widened frontal sinuses, the narrowed orbit, the prominent
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underjaw, the thickened spinal processes, &e., are clearly
recognisable, and we can judge by comparison with Fig. 11
of the influence of the skeleton on the morbid appearance
of the face.

o —

F16. 10.—Picture of the head and cervical vertebrae of a man with acromegaly,
34 years of age, as seen by the Riémtgen rays (of patient of Fig. 2).

If the bones of the face are chiefly affected, the enor-
mously projecting zygomatic arch and process of the frontal
bone, surrounding the temples like a wall, are most notice-
able. The condition of the orbital region varies in different
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ways. In many cases the orbitzl curves are arched forwards,
the skin of the lids and tarsus much thickened, the pal-
pebral fissures narrowed, and the eves lie deep in their
sockets (Fig. 12, p. 56). Ptosis may, in addition, be present.
In other cases severe exophthalmos exists, the thickened

]

Fi16. 11.—Profile of the patient of Fig. 10.

lids forming pocket-like swellings. The exophthalmos is
occasionally more marked in one eye (Groeco), or entirely
unilateral (Doebbelin, Sigurini, and Caporiacco). If the
antrum of Highmore is dilated the cheeks project widely.
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If this is not the case, they may even, by contrast with the
puity, pouting lips and the prominent malars, appear

F1a, 12.—A woman 52 years of age, ill for 19 years with acromegaly.
(Personal obzervation.)
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shrunken (Duchesnau). The thickened upper lip is often
raised to a surprising degree whilst speaking and eating.
The tongue is often so large that it continually protrudes
from the mouth. (Portrait of the Alsatian Giant by Langer;
Henrot, Claus.)

T NP —

Fia.13.—Mun 28 years of age with acromegaly. (Hofrath L. v. Schritter’s ward.)

The face, owing to the increase of the underjaw, is usually
very considerably lengthened. There are cases, however, in
which the lower jaw is not enlarged (Campbell (1), Hare,
Mackie Whyte). Formerly I had classed these under the
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Fic. 14 —Woman 50 years of age with acromegaly. Hofrath L. v. Schriitter’s ward
| Schwoner s case)
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Fra.

1

J=—8kiagraph of the left hand cf o cubject of acromegaly (of patient of Fiz. 2).
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unusually far from each other (increase of the cartilaginous
covering ( ¥) Ht']ulwillgvﬂ.

It 1s impnrtunt to notice, {’FEIE‘Pi{lH:n' for a diacnosis
in doubtful eases, that the hands are mnotwithstand-
ing never deformed or disfigured, but merely enlarged.
The substance of the seft parts 1s inereased, and 1t 15 difficult
to raise the skin of the dorsum into folds. The natural
intvrplmlmq_rpﬂl folds of the Lknuckles are especially well
marked (* mains capitonnées,” Péchadre), as are the lines in
the hollow of the hand. The fingers are, as a whole, eylin-

F16. 16.—The two types of hand in acromegaly.

drical, and flattened from dorsum to palm. Since their circum-
ference at the base and end is proportionately increased, the
comparison to little sausages (Marie) is justifiable. The nails
do not share in the enlargement, thev rather appear small,
often flat, and frequently show slight longitudinal cracks.
The bones of the hand are not affected to the same degree
in all cases. Generally, as seen in the skiagraph (Fie. 15),
the phalanges are somewhat coarser, with more marked
lateral curves. Osteophytes, as already mentioned at p. 29,
are not generally well marked. They may be even almost
Hltirﬂl}' absent ; Doliz (2) found i1n his case, on post mortem
examination, a tiny exostosis on only one single phalanx.
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Our picture shows such a one very plainly on the metacarpal
bone of the index finger.

In some cases the bones of the ﬁngﬂrs show a decided
increase of growth in length, through participation of the
epiphysis, so that the hand becomes not only broadened but
lengthened. It then appears as if the hand should belong
to a much bigger individual than its actual owner.

It is possible also to distinguish with (G) Marie two types
which represent extremes. The one type is more general ; the
broadened, massive, acromegalic hand, * main en battoir,”
“type en large ': the other represents an entirely enlarged
giant hand, the * type en long,” * type géant.”

We give in Fig. 16 (p. 61) an illustration of both ‘ETPEE, after
a photograph kindly sent by P. Marie. The massive type
1s also well shown in Figs. 12 and 14.

Marinesco has examined both types by the Rintgen rays.
In the massive type the hypertrophy of the soft parts is
much more marked than in the giant type. The thickening
of the diaphysis must, however, be also taken into account
in some degree to explain the shape of this hand.

Great alterations in the digital joints are rare. Henrot
and Gauthier saw nodulated thickenings.

The whole enlargement of the hands hegins from the
wrists; these are very slightly, and the forearms not at all
affected by the morbid increase in size. The characteristic
appearance of the extremity in acromegaly is due fo the
contrast between the giant hand and the disproportionately
slender arm which bears it. In many cases this disproportion
is inereased by atrophy of the museles.

The feet, like the hands, become substantially coarser and
heavier with deepened wrinkles and enlarged folds. They
are frequently flat. The enlargement terminates at the
anlkles.

Regarding the actual proportions and the amount of
increase in size of the terminations of the extremities, the
articles of dress, as gloves and shoes, and as the disease ad-
vances, rings and thimbles, often provide us with a fair
amount of reliable information (e.g., Verstraeten). The shoes
are especially valuable in such lands as North America, where
they are almost execlusively factory productions. Several
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times acromegaly has been recognised by this means in
emigrants, who at home had their shoes made according to
mezsure, but in America were unable tc find any to fit in
cshops. We learn from statements that the inerease in size
i1s generally unequal, and often irregular. It has also been
repeatedly noticed that the swelling at the commencement
oceurs intermittently, and by fits and starts (Iratnich),
especially whilst menstruation decreases (Jorge). Diminu-
tion also has been reported as a result of treatment (Campbell,
Frinkel). On the whole, however, our knowledge on this
point is net entirely satisfactory. Although countless reports
of minute single measurements of patients suffering from
acromegaly are to hand, ecareful, year-long, continuous,
numerical observations concerning the morbid inerease in
growth are still wanting.

Tne SkIx.

The skin 1s usually thickened to the greatest extent in the
enlarged extremities of the body. It may also be very dense
in the neck. The hypertrophied skin is capable of being
raised into thick folds, and makes the perception of the
structures lying under it (e.g., the thyroid) and the feeling of
the pulse difticult. The skin of the palms of the hands and the
soles of the feet is, on the contrary, often spongy and puffy;
in the soles of the feet it swells over the sides when putting
the foct to the ground. In the forearms and legs there is an
impression as of the presence of too much skin.

Mollusca fibrosa of various size, especially cn the face and
eyelids, are frequent (Fritsche and Klebs, Marie, Souza-
Leite, . Brown, Paget, Surmont, Asmus, Osborne, Masso-
longo) : abundant formation of warts has also been cbserved
(Verstraeten, Erb-Arnold). Dallemagne saw very numerous
xanthoma-like tumours.

The pigment of the skin may be increased so that the
axpa or the whole body becomes brownish or of an olive
colour, almost like bronze, as in Addison’s disease (Motais).
Severe beils with glycosuria often appear to such an extent
as to throw all the other troubles into the shade (Hansemann,

Pineles).
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The hair is generally unaltered. In some cases increase
and thickening have been noticed. Dncigt‘nn observed a
falling out of the hair. The beard is sometimes scanty
(cf. Fig. 11), which perhaps is connected with the loss of the
sexual funetions. In women, on the contrary, the delicate
small hairs of the face often develop into strong hairs resem-
bling those met with in the beard in old people {‘F., erstraeten).

PPtspllaimn is in most cases morbidly increased. As a
result, the epidermis may become softened and vesicles form
(Erb). Berkley observed extraordinarily bad smelling
perspiration in a negress, whose race, as is well known,
possesses normally a peculiar secretion. There 1s, as in
Basedow's disease, connected with the abundant perspira-
tion, a marked feeling of heat. Both these are very trouble-
gome to the invalid. The excessive perspiration sometimes
decreases. The formation of sweat may, in the further
course of the malady in the same patient, be entirely dried
up (Ransome). The skin is seldom found permanently dry
(Franke).

Spillmann and Haushalter found increase of the sebaceous
secretion; in Franke’s case, on the contrary, the hairs hac
during the illness lost their fatty material and lustre. It is
important to notice that sometimes appearances of myx-
edema are found in the skin. Comini saw them in the
trunk, Sears on the face. We shall return to these appear-
ances in Chapter vi.

Tie CIRCULATION.

The disease of the vessels and heart met with on post
mortem examination is in most eases prominent clinically.®
The enlargement and affection of the heart may be, accord-
ing to Huchard, accounted for in three ways. Firstly, by
the splanchnomegaly, secondly by the arterial sclerosis,
thirdly by the alteration in shape of the cavity of the chest.
Very frequently the sufferers show signs of insufficient
cardiac action. The colour of the face is more or less evanotie,
a certain amount of dyspneea is always suffered from. The

* Tha disturbances of the e reulatioz deseribed n Fourrier's thesiz are
collected from somo of these2 cases.
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general feebleness of the body, which is seldom wanting as
the disease advances, is partly of cardiac action. Fainting
fits are frequent. Dilatation of the heart itself can be made
out by percussion (IFreund, Erb, Bury, Day,Wolf, Sternberg),
the sounds are dull, systolic murmurs may be heard (Erb,
Groceo, Gauthier), the heart’s action is irregular (Schultze)
or slowed (Fritsche, Spillmann, and Haushalter). Very often
palpitation is complained of without objective signs. The
disturbances of the circulation may be the most prominent
condition in the disease. The patient becomes more and
more dyspneeic, finally cedematous, at last confined to his
bed, and sinks from cardiac failure (as for example in Lins-
mayer's case). The cardiac trouble naturally appears still
earlier if the valves are diseased. Thus, in Brigidi’s patient
the aortic valves became incompetent as a result of shrink-
ing, and the pulmonary valves as a result of perforation.
Not unfrequently old disease of the cardiac valves complicates
the condition (G. Brown, Holsti, Boyce and Beadles). Con-
genital stenosis of the aorta is spoken of at p. 35.

Varicose dilatations of the veins are frequent in the
extremities as well as in the heemorrhoidal veins,

REsPIRATORY ORGANs, THYROID, STERNAL DULNESS.

Swelling of the mucous membrane of the nose frequently
exists during life (Packard).

The voice very often becomes unnaturally deep, hoarse, and
rough,often at the same time very strong. The cause lies chiefly
in the enlargement of the larynx and the changes in its
mucous membrane. Disease and disturbances of innervation
of the laryngeal muscles, which would be expected to oceur,
have not so far been proved. Marie explains the extra-
ordinary powerfulness of the voice by resonance in the dilated
air sinuses. The enlargement of the larynx may be often
seen or felt externally.

The trachea is frequently covered by a large goitre.
In some cases the appearance of a chronic inflam-
mation precedes the disease for a long time. In Has-
kovec’s patient such a condition existed at puberty, and
disappeared later.  In the female patient of Mendel (twenty-

]
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five years of age) it appeared in the fifteenth vear. In other
cases the increase of the thyroid begins immediately before

or simultaneously with the enlargement of the extremities
(Godlee, Wolf, Lancereaux (2), Murray (2), Pineles, Hitsch-
mant).

I made an observation regarding this matter on a woman thirty
vears of age, on October 22nd, 1896, in Hofrath Alibert’s clinic in
Vienna, from whom the greater part of a chronic inflammatory
swelling had been removed on account of severe pressure symptoms.
She had before suffered from pains in the hands, a dead feeling in the
fingers at night, and pains in the loins. I found in January, 1897, dis-
tinct exophthalmos, surprisingly large, thick nose, enlargement of the
tongue; the teeth bit exactly one npon the other, it was diffieult for her
now to bring the lower jaw behind the upper, the usual position having
previously existed ; the hands were very large and thick, the periods had
not appeared for six weeks, Unfortunately neither I nor the Ph}"ElE]ﬂnﬂ-
of the hospital were suecessful in getting hold of the patient again,

In Harris’ patient the goitre appeared soon after the
enlargement of the extremities and head.

In cases of the kind just discussed, the disease of the
thyroid must certainly be considered as a symptom of acrome-
galy. It is worthy of notice that the patients, with the
exception of Wolf's case, were of the female sex.

In other cases the gland is not enlarged, it may even
not be felt owing to the thickening of the skin and the dense
bands of tissue in the neck. But it must not on that account
be diagnosed as atrophied. In Holsti’s case, in which the
gland was not palpable, post mortem examination revealed
nevertheless an enlargmuent The estimation of the size of a
thyroid is even in a living subjeet fairly difficult.*

The thorax is more rigid owing to the anatomical
changes, it is raised as a whole on deep inspiration, the
normal respiration is chiefly or exelusively abdominal. The
malformation of the thorax, in association with the changes
in the heart 1s answerable for the shortness of breath of the
patients.

Erb pointed out in many cases a cup-shaped dulness over
the upper part of the breast-bone, which he considered due
to a persistent thymus. Since Arnold, however, found, on
post-mortem examination of these cases, only trifling remains

* Of alsy) Ewald, Handbuch, Bd. xxii., §. 125,
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of the thymus, and Mosler found the dulness appear for the
first time during the progress of the disease, it must be ex-
plained by the thickening of the manubrium sterni and ribs.

It can easily be understood that with such rigidity of the
thorax bronchial catarrhs are frequent. In addition, the ex-
pectoration indicates by a bloody or rusty colour the existence
of congestion.

OnrGaxs oF DIGESTION,

Among the most constant phenomena are the changes
in the mucous membrane and lymphatic organs of the
pharynx. The mucous membrane is often so thick as to
hang into the mouth like a swollen mass at the boundary
between the hard and soft palate (Naunyn). The enlarged
tongue affects speaking and eating: the patients often bife
into it.

Polyphagia and polydypsia are frequently observed, either
together or alone. The patients often consume incredible
quantities, to the wonder of their acquaintances. Such, for
example, was the patient, whose skeleton was described by
Taruffi, and who was a celebrated gourmandiser of Bologna.®
Alibert's patient drank eighteen bottles of water dailv. Both
symptoms sometimes disappear entirely after a few years
duration (Valat).

Péchadre saw dyspeptic symptoms,

Diseases of the stomach as complications are mentioned at
p. 42. _

Obstinate constipation is a frequent and wunpleasant
symptom (Marie, Kojewnikoft, and others). In Verga's case
the coprostasis remained for twenty-two days if artificial
evacuation was not emploved. The constipation often passes
oft again by itself (Dodgson).

Urizg, METABOLISM, NUTRITION,

In the smaller number of cases, the quantity of urine is
normal, but more frequently increased owing to the poly-

* Possibly the enormous appetite which Rabelais gives to his hero in
“Gargantna and Pantagruel” was suggested by his observation of a giant
with acromegaly ; RaYelais was moreover a physician.
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dypsia. The urine may, apart from the dilution, be at
the same time perfectly normal : diabetes insipidus. Answer-
ing to the frequently observed changes in the kiduneys, we
sometimes find albuminuria and deposit of casts in the
urinary sediment. Bouchard, in two of Marie’s cases, is said
to have found * Peptone ”: his method of testing is, how-
ever, very unreliable. In similar urine no * Peptone” could
bhe found by Hofmeister’'s method (Souza-Leite). Jorge
states that he found *Peptone™ in the urine of one case,
without mentioning the method emploved. I must also ex-
press doubt regarding the similar statement of Duchesnau.

Bayer 1'+:.-pm'ts Ohﬂllll'!ﬂ.

The most important thing to be noticed is the frequeut
presence of sugar. The secretion of sugar is often only in
traces (Ealmdfcmj but often very considerable in ammmt

500 grammes and more, even 600 grammes (Marinesco) per
diem. It may remain for a long time and again entirely
disappear, without special treatment (Rolleston). In some
cases, the clinical appearance of severe diabetes may develop:
excessive hunger and thirst, diabetic cataract (Pineles), ex-
tensive boils, separation of aceton and aceto-acetic acid.
Death results from diabetic coma (Cunningham, Bury, Dalle-
magne, Hansemann, Pineles). The diabetes may be so pro-
minent a symptom as to cause the presence of acromegaly to
be overlooked (Hansemann).

While this severe form of glycosuria in acromegaly is
already well known eclinically, the same cannot be said
of the milder forms. Thus, the dependence of the deposit
of sugar on the food, the ultimate appearance of alimentary
glycosuria, the possible fluctuations, &e., are as yet very
insufficiently examined.

The cause for the separation of sugar is probably to be
sought for in the changes in the pancreas, which have been
established by Dallemagne, Hansemann, and Pineles. Dalle-
magne himself takes into comsideration the changes of the
ependyma of the fourth ventricle, in his ease quite trifling, to
explain the glycosuria, and does not consider the pancreas
at all.

Formerly it was thought that the tumour of the hypophysis
had a direct influence, since in the older cases of * tumours
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of the hypophysis” polyuria and glycosuria are repeatediy
noted. DBut it is very probable, considering several of the
reported symptoms, that in these cases acromegaly has been
overlooked. The question can no longer be settled by tle
old material, new observations are necessary.

Ruttle and Duchesnau deseribe intermittent phospha-
turia. In Duchesnau’s case it was observed for many years.
Renaut connects this appearance with the processes in tle
bones. According to present knowledge, this statement,
although accompanied by exact caleulations, is untenable, as
a considerable portion of the phosphoric acid is normally
separated with the stools, which were not examined.

We know little regarding the metabolic processes.
According to a short communication by Magnus-Levy, an
increase of oxidation should be present (respiratory experi-
ments). Schiff, on the contrary, found that a patient weigh-
ing 8240 kilogrammes maintained this weight with 33
“calories ” per kilo.,, and in another case (combination with
myxedema ¥) he brought about with 30 * calories ¥ a deposit
of nitrogen. Probably the processes of metabolism depend on
the various stages and types of the disease. The appearance
of aceton, which Higier reports in a non-diabetic, points
certainly to a lowered nutrition.

The general condition of the body is at the commence-
ment of the illness wusually good; the patients frequently
increase much at the beginning in weight and circvmference,
A part of the enlargement of the soft parts depends doubt-
less on the hypertrophy of the small lobules of fat, which
we have mentioned when discussing the pathological anatomy
of the skin. The state of the nutrition often remains until the
later stages, when the size of the body offers a sharp contrast
to the general weakness (Unverricht). The dead body also
in severe cases 1s not unfrequently well nourished (Claus
and Van der Stricht). A true cachexia does not therefore
belong to the essence of the disease. Certainly the disturb-
ances of the digestive organs, the diabetes, and any com-
plications often bring about a disproportion between the
amount of nourishment absorbed and the calorific require-
ments, or even an increased wasting of the tissues of the
body, and thus beget a cachectie condition for the rest of life.
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MAiLE RePrODUCTIVE OILGANS.

The appearance of the external genitals is spolken of in the
third chapter. It is often reported that sexual desire and
power are extinguished (for instance, ir Gauthier's patient
at the age of 26). A patient stated to me that his sexual
power was preserved, but the desire, in conjunction with the
general apathy and dejection, had almost disappeared. In
Silva’s ease (want of pubic hair and hair under the armpit,
very small genitals) the condition may perhaps have been
one of aplasia, analogous to Hutchinson's case in a woman
mentioned at p. 43.

'y

FEMALE GENITAL ORGANS.

The hypertrophy of the elitoris and labia pudendi is men-
tioned at p. 43.

As regards the vagina no condition can be stated as con-
stant. Verstraeten deseribes the vagina as thiclkened and
dilated. The condition of the menstruation is important. In
most cases 1t ceases with the appearance of the disease.
Among seventy cases, of which I find in my excerpts minute
records, the menopause appeared in the following years:—

Before the 20th year . X ... In 8 cases
Beiween the 21st and ?rﬂtll FE4rs ... i e In 3
31st ,, 40th ., .. Inl8
> 41st ,, S0ch ., o o s BT
After the 50th year ... « In1 case.

The youngest case is reported by Surmont: the patient had
only once menstruated, in her fourteenth year. Sears
records the latest menopause in the fifty-third year. The
patient of Lynn-Thomas (eighteen years old) showed a
puerile condition of body, and had never menstruated.

The cessation of menstruation is usually one of the earliest
manifestations of the discase. The periods seldom recur
for any lengthened period when the disease is well
developed.
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Exceptions that have been reported : —

Nannyn ... ... ... commencement

of illness 18th year. Menopanse ... ... .. 20th year.
Roxburgh and Collis . 22nd ,, o o R e
Aol T 5 27th ., o me LS dath:
Guinon .. .. ... - 28th ., Continnance of menses at 39th yr.
Schaposchuikow ... ill a lonz time ... ... ... Continuance of menses at 34th yr.
Squance-Murray ... commencement

of illness 30th year. Menovause ... ... ... 32ndyear.
Wadsworth ... ... = 35th ,, 3 PRI |
Ransom ... ... ... certain acromegaly in 4lst 5 S TR 1) S

year
Sears... .. ... ... certain acromegaly in 42nd - e T

yvear
Campbell ... ... ... commencement

of illness 43rd year. ,. e ||
O'Connor... ... .. v 45th ., i e Een SRR 1

In many cases the periods cease all at once, and never
return. Several times this happened during a period as a
result of fright (Chalk, Pel, Spillmann, and Haushalter).
Frequently the menses, failing to appear owing to im-
pregnation, do not return after birth (Motais, Mosler,
Sternberg, Roxburgh and Collis, Fazio, Naunyn), or after
an abortion (Bignami). Twice has menstruation finally
ceased during tvphus fever (Grocco, Claus). In other cases
nothing particular precedes the sudden cessation of the
periods (Debierre, Hadden and Ballance, Péchadre). Often
the menstruation ceases suddenly, which the patients impute
to a cold or exertion; after thirteen to fifteen months
they return once again, and then permanently disappear
(Marie, Verstraeten, Reimar, Jorge). Finally, in many
cases they are from one to two years nrregular and scanty,
and then permanently vanish (Freund, Pinel-Maisoneuve,
Hare, Flemming, and others).

The gynwcological condition of the internal reproductive
organs after the menopause has occurred is often positively
deseribed as “ normal "—e¢.q., Olechnowicz, Franke, Reimar;
in other cases, on the contrary, atrophy is reported (Mosler,
Pineles, and others). It is certainly, however, difficult to
demonstrate slight changes in the reproductive organs by
palpation, and examination by the sound may be deceptive
as regards the cavily of the uterus, because the atrophied
uterus may be soft and abnormally flexible.

It is of more importance in this connection that the uterus
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on post-mortem examination, in cases associated with
amenorrheea, has repeatedly been found normal—e.g.,
Duchesnau, (Claus, and Van der Stricht. The cessation of
the periods must certainly, therefore, be referred to the
ovaries. At all events, in acromegaly not only menstruation
but ovulation disappear; for among numerous cases it has
never occurred that a patient suffering from amenorrheea
and acromegaly has conceived, while, as is well known, con-
ception in women who do not menstruate owing to chlorosis
or angemia, or in suckling women before the appearance of
the periods, frequently occurs.

The sexual appetite is said to be frequently extinguished.

Gajkiewicz and Tazio have observed long-continued
galactorrheea. In Fazio’s case it existed for four years,
stimulated perhaps by protracted lactation.  Schwoner
describes cystosarcoma of the mamma.

ORGANS OF THE SENSES,

The disturbances of the eyes have been thoroughly studied
by Asmus, Mével, Hertel, Denti, Franke, Strzeminski,
Uhthoft.

The condition of the lids, which participate in the hyper-
trophy of the soft parts, is mentioned in the description of
the shape of the body (p. 56) and of the skin (p. 63).

Orsi and Gajkiewicz have observed hypertrophy of the
lachrymal glands; Péchadre, Pick, and Mosler (2) increased
secretion of tears,

The bulb of the eye may be enlarged (Fritsche and Klebs).

With reference to the refractory media, opacity of the
lens is often deseribed (Erb (1), Sternberg). This may be
due to senium priecox or as a result of changes in the vessels.
Pineles observed diabetic cataract in youth.

The subject of exophthalmos is not altogether explained
(p. 56). In some cases it may depend upon the previously-
mentioned enlargement of the eyeball. Often the narrowing
of the orbit as a result of the swelling of the neighbouring air
sinuses is to blame (Langer). Whether the increase of the
fatty tissue of the orbit, which is cited as usual in morbus
Basedowii, also plays a part here, or whether it rather, even
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when anatomically demonstrated (Lancereaux), only develops
secondarily behind the eyeball which is driven forward by
the bones, is not known. In certain cases the tumour of the
hypophysis grows into the orbit and presses forward the eye-
ball. At any rate, the above causes can only explain the cases
of exophthalmos, which form gradually, these certainly are
the rule. But cases of acute exophthalmos do also occur
(Motais). We must look to nervous processes to explain
these (*Sympathetic irritation,” Boltz), or hwemorrhages,
similar to what occurs in Barlow’s disease. The severity of
the exophthalmos is liable to variations, it may also diminish.

Pains as supraorbital neuralgia, or pains in the bulb
itself, are described (Marie, Campbell, Kalindero, &e.).

The movements of the eyes may show manifold disturb-
ances.

Horizontal and rotary nystagmus oceur (Tresilian, Boltz).

The projecting eyeball may show a general limitation of
movement.

Paralyses and pareses of the muscles ﬂuppliﬁl by the oculo-
motor nerve are frequent; ptﬂms, paresis of the internal
rectus, simple convergent paresis (Uhthoff), isolated par aIysla
of the inferior oblique (Hare), ete. It is important to notice
that the disturbances may improve (Mosler, Schlesinger).

The paralysis of the oculomotor results from direct pres-
sure of the hypophyseal tumour on the trunk in the region
of the pedunculi cerebri, or on the oculomotor nucleus, during
the growth of the tumour into the fourth ventricle (Uhthoft).
More rarely the oculomotor is damaged during its progress
through the fossa of the skull by the side of the hypophysis.
The trunk of the nerve may, in addition, as mentioned at
p- 38, be thickened. Under the presumption that in such
cases degeneraticns of the nerve fibres are present, similar to
those in the cutaneous nerves, the possibility of the disturb-
ances of motion depending, in certain circumstances, also
upon primary disease of the motor oculi must be admitizd.
Such a case has not as yet been authenticated.

Paralysis of the abducens has not as yet been seen, yet
according to a discovery of Pineles (pressure of the tumour
into the ecavernous sinus) its appearance is to be expected.
Paralysis of the trochlear has also not been observed, but it
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has probably been often overlooked, for it may certainly be
surmised from the compression of the gyrus hippocampi.

The condition of the perception to light is impor-
tant. In a number of cases, ophthalmoscopically and
functionally, nothing abnormal was found (Appleyard, Bert-
rand, Claus, Erb (1), Farge, Guinon, Boltz, Hansemann,
Linsmayer, Phillips, Siach, Snell, Sternberg, and others).
Five such cases were examined post-mortem. In four of
these (Claus and Van der Stricht, Frb, Boltz, Hansemann)
a tumour of the hypophysis was found on post-mortem
(p- 39 et seq.). The absence of disturbances of vision does not
therefore entirely negative a tumour of the hypophysis.
This may towards the end of life develop more quickly, or
the damage to the optic tract may be trifling if the tumour
grows deeply downwards into the sphenoidal sinuses (Hanse-
mann), or if, owing to its softness, it exercises only trifling
pressure (Boltz), or again, if the nervous substance adapts
itself, as it may do, to a very great extent to a gradually
increasing pressure.

The tumour of the hypophysis may, as follows from the
pathological anatomy, damage the optic merves, chiasma,
or tract in various ways and to various degrees. Various
kinds of disturbances of vision result from this, from just
perceptible disturbances up to blindness.

Ophthalmoscopically either simple atrophy is found, or—
more rarely—choked dise, with atrophy eventually succeed-
ing (Marie and Souza-Leite, Pinel-Maisoneuve, Surmont,
Stembo, Chauffard). The atrophy is not to be conceived as
primary, but as resulting from the position of pressure of the
tumour. Possibly it is also due to narrowing of the optic
foramen pressing on the optic nerve, especially if the latter
is thickened. Such a condition has not, however, yet been
proved. )

The same remarks mentioned under primary disease of the
motoroculi, apply equally to the primary optic neuritis, which
is often deseribed among the disturbances of vision in acrome-
galy.* For Dallemagne’s case, mentioned at p. 38, is not clear.

# In the literature the cases of Bury, Caton and Paul are brought forward as
instances of thickening of the optic nerves and neuritis. In the original communi-

cations nothing is said on this matter. It is an incorrect quotation which has
been handed down by one author to another.
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The examination of the field of vision affords vaiu
able information. It is possible to determine by it
the region where the damage to the optic tract
lies. Eaeldmu 1s the disease of a tract so clearly indi-
cated as in Dodgson’s case; left unilateral homonymous
hemianopsia with hemiopic pupillary reaction. Harris and
Dulles report a like condition. Often the homonymous
Lemianopsia is only distinet for colours (Salbey-Striimpell).
More frequently there is concentric limitation of the field
of vision as result of lesion of the optic merve. Finally
also the classic symptom of tumour of the hypophysis, biten:-
poral hemianopsia, first pointed out by Schultz, has been found.
It is seldom distinet, usually concealed by the two first-
named forms of limitation of the field of vision, but by
repeated and careful perimetric survey it usually shows
itself at some stage of the disease, especially for colours
(Church and Hessert), which is often decisive for the diag-
nosis of tumour of the hypophysis, and with it of acrome-
galy (Lynn-Thomas, Uhthoft).

The reaction of the pupil to light is frequently lowered
or abolished, the contraction of the pupil to accommodation
may at the same time be preserved (Pinel-Maisoneuve). In
both forms of hemianopsia hemiopie pupillary reaction occurs.

The acuteness of vision, as a result of the co-operation of
the retina, tracts, and cortex of the brain, is subject to con-
siderable fluctuations, which the few observations which have
been carefully carried on for a long time show. Thus Franke
saw it sink, after a severe fright, in the right eye from
YV = & to V = %, while the left remained unalter eﬂ, and the
ophthalmoscope showed on both sides no changes. Later on
the acuteness of vision again improved, so that it became
V — & still later V = {2, with similar opththalmoscopic
results and increased narrowness of the field of vision. Kojew-
nikoft observed considerable improvement, as did Hchle;m-:rm
in whose case it again disappeared after some years (Schw DI‘LE]}

Often a sudden attack of blindness occurs, accompanied,
as in Wolf's case, by severe headache (sudden increase of
pressure in the skull ¥).

Hitschmann’s observation of glaucoma for the present
stands alone.
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The hearing is often injured.  Observations of “un-
doubted ” ecases, in which middle ear disease is excluded,
do not exist. Osborne and Sternberg have seen contraction
of the aqueductus vestibuli by exostoses, and also hyper-
ostosis in the osseous portion, the meatus itself of a striking
depth. Anatomical investigations confirm both these facts.

Anosmia and disturbances of taste are repeatedly deseribed.

NERVOUS SYSTEM.

A portion of the cerebral phenomena belongs to the well-
known symptoms of eranial tumour. To these belong above all
the headache. It is sometimes permanent, but usually of
varying severity, especially increased at night. Frequently
it appears in paroxysms of especial violence, accompanied
by dizziness, vomiting, unconsciousness. Such attacks, which
are also deseribed as “ Migraine,” may continue for several
days (Erb, Mosler, Pel, and others). They often leave be-
hind a deterioration, especially an increase of visual dis-
turbances, as blindness (Chalk, Wolf), exophthalmos
(Motais), or paralysis of the oculo-motor.

In certain cases such conditions are reported as of many
weeks duration (Ruttle, Bruzzi).

Attacks of unconsciousness may also occur without head-
ache.

To the symptoms of tumour belong further, giddiness,
i some cases decrease of intelligence, the weakness of
memory, and the almost regular presence in advaneced cases
of somnolence. Raymond and Souques also refer Jacksonian
epilepsy observed by them in one case to a distant action of
the tumour of the hypophysis.

Sleeplessness is a frequent complaint, especially in the
earlier stages. It also appears in very advanced cases
brought on by fearful headache, and alternates at other
times with the typical somnolence. Thus the patient of
Roxburgh and Collis for a long time fell asleep even whilst
speaking, but in the last months of life could get no sleep.

A gloomy feeling of fear, despondency, precordial anxiety
are frequently reported. They frequently increase with the
appearance of general weakness, which is partly of cardiac
and partly of cranial origin.
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The frame of mind is only in rare cases cheerful.
It wusually shows a surprising apathy, indifference,
sluggishness, and despondency. This is not due to any con-
sciousness of severe affliction, since this psychical condition
often appears years before the development of the acrome-
galic shape of the body; being entirely unintelligible to the
patient, it is usually interpreted by his friends as simply
“idleness.” DMoyer’s patient had become incapable of
concentrating his attention on any regular oeccupation,
ceased to care for his family, and was abandoned by
his wife. A gentleman in the higher circles of society,
examined by me, who had previously managed enterprises
and mercantile businesses on a large scale, postponed every
new project until it became impracticable, and could
no longer decide in writing a letter, or looking through
an account, &e. A patient of Murray's spent the whole day
inactively in bed, when he was not absolutely obliged to
work.

More rarvely increased irritability, nervousness, and in-
clination to tears are reported (Erb (2), Bruns). Both con-
ditions, moreover, may be combined as in Ransome’s case.

Despondency and preecordial anxiety may occasion transi-
tory conditions of excitement.

In the last stages, grievous confusion of ideas, delirium,
destructive mania, are observed as in other general cranial
diseases (e.g., case of Mossé).

Berkley, Boyvee and Beadles, Pick, Tamburini, and Tanzi
have reported peculiar mental conditions. Tschish’s case
was, perhaps, delirium tremens.

Among the sensory phenomena there occur pains of various
kinds, and in all possible parts of the body.

Acroparasthesia forms one variety, the tingling in the
hands and feet, often associated with a feeling of numbness,
appearing chiefly at night. It shows the various types, which
are described by these complex symptoms: the *‘ vasomotor
neurosis ° of Nothnagel, the original ““type” of acroparas-
thesia of Schultze and Laquer, or the *“ spasms of the vessels ™
of Nothnagel. It belongs to the earliest appearances of
the disease, often showing itself in advance of the develop-
ment of the enlargements (Sternberg), and is possibly the
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result of changes in the cutaneous nerves, but possibly also
of the early cessation of the menses.

Pains in the loins, back, and abdomen may also occur
with extraordinary severity.

The pains and parasthesice usually vanish later on by
themselves, and rarely endure when acromegaly is fully
developed. But in some cases very violent pains continue
permanently, and are occasionally increased by movement
(Adler). Sudden, shooting, Iwhtnmg pains, as in tabes,
alse occur.

We have already mentioned the sensation of heat under
the heading * skin.” Some patients are much tormented
thereby, as Rolleston’s female patient, who could only wear
very llght clothing.

Pronounced disturbances of sensibil itv, such as diminuticn
ot the sense of touch, increase of the area of sensation, &e.,
are rare (Henrot, Erb, Striimpell, Bignami).

True paralyses do not occur except in the eranial nerves
(p- 73). Here and there muscular atrophy is found in the
region of individual nerve trunks affected with neuritis,
which we shall touch upon later on.

The tendon reflexes are usually normal or increased. But
considerable decrease (Bertrand) or absence of patellar reflex
occurs (Tanzi, Nonne, Ireund). In the female patient
of Claus and Van der Stricht it was absent {ransiently. In
Stembo’s case the right patellar reflex was absent; in
Mendel’s patient, both were absent at the beginning, later on
the left returned under treatment by pituitary extract.

The absence of tendon reflex in conjunction with the pains,
disturbances of vision, and the local atrophies forms the
picture of a kind of * pseudotabes acromegalica,” although
ataxia is always absent. Nonne has, in one such case,
assumed an irregular disease of the posterior columns, A
positive condition in the spinal cord, on which a diagnosis
may be based, has been submitted by Arnold (p. 37): it was,
however, just in this case that the patellar reflex was normal.

The epileptic appearances (Bourneville and Regnault,
Marinesco, Panas) are certainly to be conceived as compli-
cations. So also the combination with hysteria (Guinen,
Chauffard).



ACROMEGALY. 79

M-=scrrar SysteEM, MoTioN, SPEECIL.

In the beginning of the disease some patients are dis-
tinguished by especial strength, which may endure for a
long time during the increase of the extremities (Marie
and Souza-Leite, Herzog, Bourneville and Regnault, Solis-
Cohen, Denti (1), Virchow-Mdbius).

But as a rule by degrees great weakness develops. The
patients are quickly tired after quite trifling exertions. The
movements become slow and clumsy.

The speech also is very often surprisingly drawling and
hesitating.

In the last stages, the weakness is so extreme that no
movement is revealed by the dynamometer (Sears),

Atrophies of the musecles are frequent. Duchesnau saw
a high degree of universal muscular atrophv, which, for a
long time, was taken for progressive muscular atrophy.
Atrophy of single groups of muscles, namely, in the hands,
especially of the thenar and hypothenar muscles, the in-
terossei (Mossé, Comini, Hagelstamm), the glutei (Holsti,
Brissaud and Meige), and the calf (Holsti, Mossé) has been
observed. The electrical reaction is wusually normal;
Comini saw reaction of degeneration, and found, on post
mortem, neuritis of the radial nerve. DBetween these loecal
atrophies and the general muscular weakness there are all
possible gradations and transitions which are clearly made
out on microscopical examination.

Tue JorxTs AxD BoxEs.

The frequent anatomical affections of the joinis are mani-
fested clinically either by painfulness and grating in the
joints (Gubian) or by swelling. The knees are often swollen
(Osborne, Middleton, Schultze, Hitschmann). Roswell Pari
deseribes genua vara and floating bodies in a cyst connected
with the knee joint. The finger joints are seldom swollen
(Henrot, Gauthier). :

As regards the bones, it should be added that Thorne-Thorne
observed an unusually marked affection of the long eylin-
driecal bones, especially in the leg. The tibia and fibula were
thickened and bent forwards and outwards.
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Y. DEVELOPMENT; COURSE; RESULTS; TYPES OF
THE DISEASE; PROGNOSIS.

The age at which acromegaly commences is difficult to
determine, since the first beginnings of the disease are very
often altogether imperceptible. In women the patient’s
statement regarding the cessation of menstruation marks, in
most cases, the point of time from which the commencement
of the disease may be reckoned. Acromegaly becomes per-
ceptible to many patients after an infectious disease, or
trauma, which afford thus chronological assistance, although
their etiological value may be small (see Chapter vii.).

I have placed together, from extracts of all kinds of
cursory reports, 95 cases in men and 70 in women. The
disease began :

Under 20 years in 8 men = 14°G per cent. 10 women = 14°3 per cent.

Between 21 and 30 vears ,, 30 ,, — 545 T aa . = 500 "
S oL . o ld o =264 ot 180 =y 3
After the 40th year e = il e T = 10°0 .
T'Dtﬂrl-.--.-... 5‘5 i zlﬂﬁl[} ) TU a8 = l[}i}‘{} q8

We see that the largest number of cases fall ill between
twenty and forty years, about half between twenty and thirty.
A smaller number are affected at puberty before the
twentieth year. So far the proportion of numbers in both
sexes is nearly equal. After the fortieth year, on the con-
trary, considerably more women are attacked than men;
still later the commencement of acromegaly is also far more
frequent in women than men.

The earliest trustworthy cases® reported date from the
fourteenth to fifteenth year (Surmont, Lynn-Thomas,
Uhthoff. We have mentioned Surmont’s case at p. 70.
In Lynn-Thomas’ patient severe headache, confusion of
ideas, and a condition of idiocy appeared in the fourteenth
year. Soon after the hands enlarged; in the fifteenth year
the power of vision became less (cf. also p. 70). Uhthoft’s

* The cases which have been deseribed in children are, taken as a whole, very
doubtful. They will be mentioned separately in Chapter viii. (differential

diagnosis).
6
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patient was a boy, who was of unusual size (* giant™), but
who showed between the fifteenth and sixteenth years positive
signs of acromegaly (hemianopsia, diabetes).

Acromegaly, beginning later on in life, is not so rare as
was formerly supposed, as the before-mentioned figures show.*

Acroparasthesia, pains in the limbs, loins and head, weari-
ness and apathy, cessation of menstruation, belong to the
early symptoms of the disease.

The course of the disease is not yet exhaustively studied.
The many gaps in our knowledge are already referred to in
Chapter iv.

The swelling of the extremities occurs at the beginning,
often transiently, with increase of the pains (Holsti, Grocceo,
Fratnich). The individual symptoms appear in varied order,
until by degrees the complete picture of the disease is
developed.

In many cases the disease makes gradual and hardly per-
ceptible progress. But frequently—and this has not for-
merly been sufficiently observed-—an apoplectiform setting
in of symptoms appears, which points towards deterioration,
and this advances with well-marked cerebral appearances.
The patients get sudden severe headache, vomiting, giddi-
ness, often unconsciousness, take to their bed for one or
several days, and after the disappearance of the acute symp-
toms suffer from paralysis of the oculo-motor, exopthalmos,
or are even blind in one eye (ef. p. 75). Often then the
appearance of the face and the size of the hands and feet
quickly change.

At other times an acceleration in the progress of the
disease occurs, especially after fright, or trauma (Gauthier,
Franke, F. Meyer).

It is important to notice that not unfrequently wvery
considerable remissions may occur—a point also which
the observations of later years were the first to establish.
They have been seen after the most varied remedies,
often without them. We have already mentioned in the
fourth chapter the disappearance of polyphagia and poly-

* The disease began in the 39th year and later in the cases of Packard,
Camphbell (1), Erb, Schwartz (men) ; Boltz (2), Hitschmann, Asmus, F. Meyer,

(O'Connor, Fazio, Harris, Ransom, Schwoner, Thomas, Sears, Spillmann and
Haushalter, Campbell (2), Marinesco (2), Silcock (women).

-
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dypsia, of the profuse perspiration, the amendment of the
disturbances of vision, glycosuria, and of Westphal's symp-
tom. The enlargement of the terminations of the extre-
mities may also somewhat diminish (to be explained by the
disappearance of fat). Dut of more importance to the patient
is that with all these, so great an improvement may set
in in the general condition that he may again, at least for a
certain time, be quite capable of earning his living. Such
a welcome change has, for example, occurred to the patient
portrayed in Figs. 1, 2, 8, and 11.

Denti (1), Schlesinger, and Kojewnikoff report like im-
provements. As regards the duration of such remissions
little is known, at all events they may amount to a year ox
more.

Cessation of the disease also occurs for several years,

The troubles which bring the patient to a doctor may be ex-
tremely various. In the early stages they are parasthesice
{Gubian, Packard, Sternberg), or pains in the loins, and
the cessation of the menses, which excite the suspicion of
disease of the reproductive organs (Salbey), later goitre
(Godlee, and above p. G5), enlarged tonsils, the removal of
which is sought for (Hadden and Ballance), muscular
atrophy (Duchesnau), pains in the head (Marie), disturb-
ances of vision (Motais, Pinel-Maisoneuve, Mosler, Wads-
worth), shortness of breath (Schwartz), diabetes (Cunning-
ham, Hansemann, Pineles), weakness and unfitness for
work (Unverricht), and many others besides. The disease
concerns, therefore, not only physicians and neurologists,
but also the surgeon, gynwcologist, laryngologist, and not
least of all the ophthalmologist.

In some cases, the sufferers from acromegaly are not
sensible of any disorders, and come to the physician on
account of accidental complications, as ulcer of the stomach
(Boltz), carcinoma of the stomach (Dallemagne), bronchitis
(Jorge), cystosarcoma of the mamma (Schwoner).

During the further course of the disease the weakness, as
a rule, becomes more and more prominent; the patient be-
comes bedridden.,

Two stages have many times been distinguished (Gauthier,
Tamburini, and others); the first in which the hypertrophy,



81 ACROMEGALY.

the second in which the weakness predominates. But those
cases which have been carefully observed often show that
just at the time when the weakness was greatest and the
deterioration most rapid, the most marked enlargement of
the parts ensued simultaneously with the diminution of
strength, and this WasbspFE ially perceptible in the last period
of life. (We return to these cases presently.) Such a system-
atic division cannot therefore be made use of in the con-
sideration of the disease.

Death may result in very different ways. In many
cases it occurs fairly suddenly and unexpectedly, as is
observed in tumours of the brain; or the common termination
to any wasting disease occurs: bronchitis and broncho-pneu-
monia. Not a few die in diabetic coma; tuberculosis of the
lungs,” combined with the diabetes, may also bring about the
end (Squance). In other cases disturbances of the circula-
tion, and in mentally-diseased patients intestinal catarrh is
often fatal (Tamburini), and in yet others complications are
the cause of death.

We know nothing at present of a cure.

The duration of the disease was formerly wusually
declared to be between ten and twenty years. But if the
considerable material of post mortems at present existing
is examined, other practical and significant theoretical results
are obtained.

With reference to the duration and eourse, it is possible
to differentiate three types:—

The benign form, up to fifty years duration, and with
trifling troubles.

The commonest form, chronic acromegaly, duration from
eight to thirty yvears.

The acute, malignant form of from three to four years
duration.

The benign form is best represented by Bonardi's case,
whose patient died in the seventy-fourth year. To this
type in addition belong the second case of Dallemagne (death
in the seventieth year), and case two of Mossé.

The greater number of the cases of the disease are of the
chronic variety.

The acute malignant form offers especial interest. To
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this group belong six cases (Caton and Paul, Hansemann,
Mossé and Daunie, Pineles, Uhthoff, Wolf). The eclinical
course in all these cases is alike, so that it is justifiable to
class it as a special “type”; the disease develops very
quickly; the abnormal growth, the enlargement of the ter-
minations of the extremities succeed one another under th:
physician’s eyes. In the space of a few weeks the changes
of the features, as may be repeatedly gathered from the
clinical histories, have astonished the observer. In the last
period of life the increase proceeds still more. We have
therefore every right to describe such cases as acute in com-
parison with the common forms. The most interesting point
results from inquiry into the post mortem condition of this
acute acromegaly; in all cases with acute progress—an
only in these cases—a true sarcoma of the hvpophyvsis is
present.* We return to these etiologically important cases
in the seventh chapter.

We have already spoken of (pp. 56, 61) Marie's types
of hands and face, and the *formes frustes.” As
“formes frustes” Chauffard has lately accepted some
cases with partially existing symptoms of acromegaly. It is
a difficult thing to form such a diagnosis on an observation
lasting for a short time, since we cannot at present know what
symptoms, i1f any, will develop, and whether we have not
simply to deal with a case of ordinary commencing acrome-
galv. Future observations will fill up these deficiencies.

The prognosis varies according to which of the three
above stated forms the affected case belongs. We hive, on
that point, a guide in the patient’s communications. The
farther back the development of the disease can be traced,
the more prospect is there of longer duration and milder
progress.

Of the several symptoms, the pains in the limbs and
trunk chiefly ameliorate, the acroparasthesia almost
always; we may give the sufferers ground for hope on both
these points. Since also considerable remissions occur in
the other phenomena, we are besides entitled to express
favourably, although with reservation as regards relapses.

* On the boundary line between this and the chronie form stands Bury's case
(glioma).
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V1. RELATIONSHIP OF ACROMEGALY TO OTHER
DISEASES AND CONDITIONS,
CraxivM PROGENEUM.

L. Meyer has described those skulls as * Crania progenea,”
in which the row of teeth of the underjaw project over that
of the upper. The masticatory surfaces of the lower incisors
are turned backwards, those of the upper incisors forwards.
Virchow, Zuckerkandl and Sternberg, in addition to Meyer,
have made anatomical examination of such a skull. They
have shown that * Cranium progeneum ™ is no special con-
dition, but a collective name for a deformity, which may be
of very various origin. '

In the predominate number of cases it depends upon a
decided pathological formation.

In many cases it is based on a hyperplasia of the upper jaw,
which is congenital, or has been acquired in early youth
through rickets or other diseases. The peculiarities of the
teeth, especially the transverse furrow or rudimentary form,
point to this. To this condition belongs the celebrated,
enormously deformed skull of the * Pomeranian weaver”
(Davis).

In other cases—and to these acromegaly belongs—the
question, on the contrary, is one of hypertrophy of the lower
jaw.

In certain cases, according to Virchow, ethnological causes
have played a part (frequency in the Friseland race). Trans-
mittance has also occurred in many generations. I have
once seen it skip one generation ; the grandfather and grand-
son possessed the same formation of jaw.

Clinically eranium progeneum is observed : —

1. In acromegaly.

2. In eretinism and cretinoid dwarfs.

3. In individuals who, in early childhood, have gone
through severe small-pox (thin skin, atrophic facial bones,
relatively more marked lower jaw).

4. In * degenerates ”: epilepsy, idiocy, weakness of mind,
folie cireulaire, chronie paranoia.

5. In apparently healthy individuals.
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In the cases 3 and 4, thp formation of the jaw is doubt-
less to be designated as a “sign of degeneration,” and even
in the appamntlv healthy—it is frequently to be seen, if
looked fer, in numbers of patients, and even in the street—
there are frequently associated with it other signs of degene-
ration.

The relationship of acromegaly to eranium progeneum is,
according to report, guite simple ; the usual skull in acrome-
galy (“type ovoide” of Marie, ef. 56) belongs to the
- group of crania progenea. Besides this, there are various
other forms of crania progenea, which, save the mere external
characteristic of the under jaw overlapping the upper, have
nothing at all in common with acromegaly.

The anatomieal distinetion between the various forms of
cranium progeneum, especially of the acromegalie skull, is
usually easily made on the one hand by means of the signs
given in the second chapter, and on the other through the
hyperplasia of the upper jaw. But in collections crania pro-
genea are often found, with a large amount of osseous forma-
tion, which do not, indeed, possess all the characteristies of the
acromegalic skull, but appear to resemble it in many respects,
o that the diagnosis of the skull alone must remain in sus-
pense. I have described two such skulls in my above-quoted
worlk. Bourneville and Regnault have likewise brought
forward a similar skull, in which they would see
an ‘“‘atypical partial acromegaly.” It is indeed
generally better to admit that a striet diagnosis of
a macerated skull cannot always be made without
a knowledge of the vest of the skeleton, and of the
body, as on the ground of such an observation, the appear-
ance of acromegaly becomes guess-work. I should, more-
over, according to the description, assert without hesitation
that the skull, described by Bourneville and Regnault, is
the usual cranium progeneum of an epileptic.

Myx®EpeEMA AXD CRETINISM,

Acromegaly on the one hand, and cretinism and myx-
edema on the other, present a series of similar phenomena.
The tongue in cretins is very often enlarged to a consider-
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able extent, the lips thick, puffy, and protruding, the nose
thick and snubbed. The skin is thick, too plentiful as in
acromegaly, and frequently forms, especially on the occiput,
large swellings. The long cylindrical bones of cretins and
cretinoid dwarfs often appear, owing to the deficiency in
growth in length, very coarse and uniformly thick, which in
many of them, as the clavicle, recall in a striking manner
the type of acromegaly. Furthermore, as discussed in the
former section, the skull of eretins and eretinoid dwarfs is,
as in acromegaly, a cranium progeneum.

In many cases also an enlarged sella turcica is present in
such skulls. In cretins and myxceedema, the hypophysis is
frequently diseased and not seldom enlarged.  Boyce
and Beadles have collected the striking cases of Langhans,
Niepce, Dolega, Bourneville and DBricon, and have added
two of their own observations.* Uhthoff has proved clinie-
ally owing to the presence of bitemporal hemianopsia in one
case tumour of the hypophysis,

It has often been the wish to consider the tumour of the
hypophysis compensatory for the loss of the function of the
thyroid. But there are also cretins in whom the hypophysis
1s very small (Schonemann), and de Coulon has found that
the emlarged hypophysis of cretins is due to an inecreased
amount of cellular tissue, the follicles are, if anything,
atrophied.

However that may be, all the above named phenomena
point to a certain connection between eretinism and acrome-
galy.

On the other hand, symptoms in acromegaly frequently
exist which recall myxedema. Indolence is common
to both diseases, certainly it never reaches to so high
a pitch in acromegaly as in myxcedema. The skin in
acromegaly 1is, as a rule, utterly different to that of the
myxedematous; the former is moist, soft, capable of being
raised into thick folds, often surprisingly thiclk, as in eretins;
the latter is dry, squamous, difficult to separate from the
layers under it. But in certain places, especially on the
backs of the hands, the skin in acromegaly approaches, as

* Virchow, in addition, has described a cretinoid ekull with enlarged =ella
turcica (Ges. Abh., 5. 905).
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regards consistency, to the myxedematous skin. Again, in
certain cases there is a decidedly true mixture with myx-
edema. For instance, Comini found in his patient that the
skin of the thorax was rough and sealy, Sears the skin of the
face everywhere thickened and resembling a mask, Schiff
the skin over the whole body scaly.

The relationship of acromegaly to the thyreid and to
myxedema have been often considered (Gauthier, Holsti,
Graham, Lancereaux, Hiskovee, and others). A great
number of theories have been adduced concerning the con-
nection, but the fundamental question as to whether it is
not purely a matter of mere external resemblance is still no
nearer settlement. IFrom the appearance of myxcedematous
symptoms in acromegaly it is, however, justifiable to suspect
that the cause and connecting link may be found in the
frequent changes of the thyroid in the latter disease.

Morprs Basepowir.

Goitre, exophthalmos, disturbances of the heart, flushings,
and perspiration are common to acromegaly and Basedow's
disease. In both diseases hyperplasia of the glandular
organs is present: “lymphatic constitution™ (Sternberg).
Magnus-Levy has also found an increase of oxidation in
acromegaly. For these reasons a connection has been sus-
pected for a long time, but first by Gauthier. This may
exist perhaps only in the disease of the thyroid, but perhaps
in the deeper and as yet unknown relationships of blood-
forming glands to each other.

Both diseases have been found together in the cases of
Lancereaux (2) and Murray (2).

(FIGANTISA.

About twenty per cent. of acromegalians are over 177 em.
in height. It will be found by anyone who collects the cases
described in the literature as * giants,” and considers them
strictly according to their pathological conditions, that about
forty per cent. of all giants are also the subjects of acrome-
galy (Sternberg). This proportion suggests the inference of a
closer connection. The question has been discussed abin-
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dantly (Klebs, Marie, Guinon, Tanzi, ana, Bramweil,
Hutchinson, Sternberg, Massalongo, Tamburini, Brissaud
and Meige, Engel-Reimers, Chauffard).

Some have asserted the identity of both processes (especi-
ally Klebs, Massalongo, Brissaud and Meige.) Two argu-
ments are chiefly advanced to support this theory.

1. In all carefully studied giants, according to Langer, an
enlargement of the hypophysis is present.

2. All sufferers from acromegaly, in whom the disease has
begun in youth, are of gigantic size. If the disease occurs
in youth, there results at that time giant growth, later
on acromegaly. Acromegaly is nothing else than “late
giant growth ™ (Massalongo), gigantism is “acromegaly in
youth ™ (Brissaud and Meige).

Both arguments are, as follows from the facts stated in
Chapters 1., ii., and iv., altogether untenable.

1. It is not true that in all giants an enlargement of the
hypophysis exists ; there are several forms of giants with very
difterent anatomical characteristics. Langer has certainly
not found in all giants an enlargement of the hypophysis,
but only in * pathological ” (acromegaly) cases, from which
he expressly distinguishes the giants with “ normal skull.”
The contrary assertion rests simply on a false citation of
Klebs, which other authors have copied without comment
(ef. p. 9).

2. There are cases of acromegaly which begin in youth,
and which show no giant growth, ‘but are 01111. of medium
size (p. 81). There are also cases of glgantism with which
acr ﬂﬂl&ﬂ'ﬁ].}' un]:, becomes associated later on in life (Uhthoft).
It is necessary, in order to be clear regar dmg the relationship
between these two conditions, to study, in the first place,
apart from every theory, the s-:m‘vl'al cases of “ giants,” and
to arrange them clinically and anatomically.

The following groups can be distinguished on a survev of
the material at present existing : —

I. Normal giants (no deformity, no diseases, reach old age).

As instances of mormal giants, Langer, and in addition,
Virchow’s giant Winkelmeyer, 227°8 em. in height.®

* Virchow quotes the case incorrectly in his work on acromegaly as 250°3 c¢m.

high.



02 ACROMEGALY.

IT. Pathological giants.

(@) Acromegalians. Form a very large portion of giants ;
the largest known skeleton, the ° “Trish giant,” 259 em. in
height, is that of an acromegalian (Swanzy).

() Multiple tumonr-like exostoses (leontiasis ossea and
hyperostosis). Often show appearances of pressure in the
brain and eranial nerves.

Buhl’s case, 227 em. in height.

Sirena’s case, 240 cm. in hPlghL*

Giant Mr. Wilkins, 245 em. in height (Lamberg and Stern-
berg (2) ).

(¢ ) Hemihypertrophica facialis.

Dana’s case, 226 cm. in height.

(d) Multiple curvatures of the bones, as scoliosis, bend-
mg of the humeri, genua valga; appearances resembling
rickets.

Giantess Marianne Wehde (Bollinger), 255 em. in height.

Berlin skeleton No. 3040 (Zitterlandt), 220 cm. in height.

(e) Gigantism with hereditary syphilis.

Fuchs’ case, 185 em. in height.

(7 ) Premature development and rapid growth with tumour
of the serotum in childhood.

Sacchi’s case, 143 em. in height at the ninth year.

From this arrangement it is seen that the expression
“Giant 7 is nothing more than a collective name for very
various conditions, which have only in common with each
other the more than moderate size of the bhody.

The relationship of acromegaly to gigantism 1s easily
determined from the above remarks. Acromegaly is a
well-defined disease, with perfectlv sharply-marked char-
acteristics. (igantism is an anomaly of development, which
in itself has nothing to do with disease, but may occur in
connection with various illnesses, and certainly with universal
dystrophies. Acromegaly is one of these illnesses. The
number of persons who simultaneously suffer from acrome-
galy, and are of very large stature, is considerable, both in

* Hereditary syphilis accepted by the anthor is very doubtful.

+ In my earlier work I have considered this ease, judging from the description,
to be one of acromegaly ; but a consideration of the skeleton has convinced me
that a special dizease of the bones exists.

i
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proportion to the number of acromegalians, as to the number
of the other “ giants.”

Up to the present we have been dealing with bare facts,
Now comes in the theory: the proportion of numbers, on the
one hand, between acromegalian and non-acromegalian
giants, and on the other between giant acromegalians and
medium-sized acromegalians, suggests the idea whether a
causative connection between that anomalous development
and this disease does not exist,

- For such a connection between gigantism and acromegaly
there are, according to existing facts, two possibilities.

1. It is conceivable that acromegaly may occasion an in-
crease in length of the bones, if it gives rise to an
increase of bone at the epiphysis at the open cartilaginous
sutures (Surmont, v. Recklinghausen). Such a process is
proved by Marie, but only for some cases in the hands, in
which the “type en long” is developed (pp. 29, G1), not for
all the extremities or the whole body.

2. The fact that giants are almost twice as frequently
acromegalians as acromegalians are giants, and the fact that
in giants all sorts of extensive diseases of the organic systems
occur (dystrophies, * Vegetationsstorungen,” according to
Kundrat®), permits of our adopting the view that giant growth
predisposes to the appearance of universal dystrophies, and
especially of acromegaly (Sternberg).

While only partial observations bear witness to the first
theory, the second has lately obtained from Uhthoft's
case very valuable support. There developed in a boy, who
originally owing to his rapid growth, 1}assml as the * giant
boy,” with the appearance of puberty, the signs of acrome-
galy. The value of this case is diminished, however, by the
fact that it was not established on medical authority t].mt the
boy had not shown earlier any kind of acromegalic symptoms.
Future observations on * gigantism in children,” who are
fairly frequently exhibited in shows, and on their ultimate
destiny, will well fill in this deficiency.

Then, of course, the question of the kind of * disposition ”
will still remain a subject for future investigation,

* Kundrat, Ueber Vegetations:stirungen; Wiener Klin. Wochenschr., 1893,
5. 505,
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VII. ETIOLOGY AND PATHOGENY.

Acromegaly has been observed in all countries, and in all
races (Negress, Berkley; Indian, Dana). DBoth sexes are
equally affected, which must be noted as contrary to the
older opinions. Among the 210 cases on which this work is
based, we find 104 were men, 106 women.

The age is discussed at p. 31.

Direct inheritance of the disease has been shown probable
in two cases, by Bonardi and Schwoner. Hereditary defect
with diseases of the nervous system has often been adduced ;
how far it really plays a part is not known. Occasionally
the statement 1s found that the entire family consists
of extraordinarily large persons—e.g., Gajkiewicz.

Chronic poisoning with alcohol or lead (Chauffard) has
not occurred, as far as can be gathered from the patient’s
statements, with undue frequency; the same applies to
syphilis.

The commencement, in many cases, is connected by the
patient with especially impressive events.

Bertrand’s patient imputed her complaint to unusual ex-
citement arising from an epidemic in her village, which lasted
several months: after that her menses ceased. In Dulle’s
patient the trouble began during confinement in a Turkish
prison.

The illness in the cases of Groceo, Claus and Holsti, began
at the end of a typhus fever; in Lombroso’s patient with a
severe attack of bronchitis. How far infectious diseases may
really be of etiological importance is illustrated by the case
of Hadden and Ballance, where the patient traced back the
illness to an attack of scarlet fever. Many months previously,
however, the periods had ceased, and the patient had suffered
from acroparasthesia.

Acromegaly began after severe fright in the female
patients of Chalk, Spillmann and Haushalter, Pel, Naunyn,
Sehlesinger and Hansemann.

In Muwrray's case (1), poisoning by coal gas immediately
preceded it.
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Trauma is not seldom adduced. For instance, Marie (1):
Fall on a snow heap; Farge: Blow on the body from a fall-
ing tree, after that a long bed of sickness; Gauthier: Fall
on the occiput; Barclay and Symmers: Violent fall from a
horse ; Benson : Injury to the left leg; Marinesco: Fall from
the second storev; Unverricht: Fall from a scaffold,
and others. There is also a case which places the
etiological value of trauma in a doubtful light: the
patient of Sears traced her illness back to the fact that
twelve years previously she had let fall a washing iron on
to her left side whilst at work. She immediately suffered
from severe bleeding from the uterus, and was excessively
frightened. Shortly afterwards swelling of the hands was
said to have begun. But the patient, by chance, had in her
possession an old photograph which had been taken several
months betfore the mishap, and which already showed marked
changes in the face due to acromegaly.

In many cases, therefore, infectious disease, fright, or
trauma may have been only the cause for attentively noticing
the body, and drawing attention to a condition which had, so
far, developed imperceptibly.

On the other hand, it is certain from the observation of
Franke, cited at p. 75, that with already existing trouble
a deterioration may be brought about by such influences.
They may, therefore, be viewed as auxiliary causes.

Numerous theories have been advanced to explain ihe
pathogeny of the disease; these are best grouped in the
following manner:—

1. Nervous theory (Magendie, v. Recklinghausen, Panas).
The disease, it is said, has its origin in the central nervous
system. This hypothesis will scarcely be defended at the
present time, especially since the case of Holschewnikoff-
Recklinghausen has been recognised as syringomyelia.*

2. Theory of (atavistic) anomalous growth (Freund, Camp-
bell). Acromegaly is no real disease, but an anomaly of
growth. Trom the resemblance of the skull in acromegaly
to that of animals, which had already struck older observers,
as Brigidi and Cunningham, and from the general appear-

# Dallemagne appears to have a similar idea, as far as I can understand his
deductions.
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ance of the sufferer, a retrogression to the type of the anthro-
poid apes has been deduced. Freund also brings the sexual
disturbances into causal connection with the alterations in
growth—an old idea, which had already presented itself to
Johannes Weyer (cf. p. 6). The reported cases of late meno-
pause (p. 70) are not favourable to this view.

3. Thymus theory (Klebs). In the large thymus the
plexuses of blood-vessels of the follicles are * a place for the
formation of the endothelium of the vessels.” These are
washed away with the blood stream, and cause as “angio-
blasts ”’ a “ universal luxuriance of vessel germs,” which leads
to giant growth and acromegaly. Inasmuch as the persist-
ence and enlargement of the thymus is not constant, the
whole theory is untenable. The large thymus is probably
only one part of the hyperplasia of the Iymph organs (p. 36),
the lymphatic constitution.

4. Hypophysis theory. Marie was the first (with Souza-
Leite) to enunciate the hypothesis that acromegaly was a
general dystrophy, which in some way or other was depen-
dent on disease of the hypophysis, in the same way as myx-
edema 1s connected with the thyroid. The theory rests, in
the first place, on the invariable presence of disease in this
gland. Since then it has been many times enlarged and
modified, without, nevertheless, any substantially new facts
being brought forward for proof. In almost every work cn
acromegaly a discussion is devoted to this theory.*

The fact disclosed on p. 85 is significant—viz.,, that in
the acute developing cases of acromegaly a sarcoma of the
hypophysis was always found, a new growth, of which we
know in general that it takes a quick course, and progresses
with a total annihilation of the structure of the affected organ.
Notwithstanding the reserve we must maintain regarding the
histological results met with in the hypophysis, the con-
nection between the course of the disease and the post mortem

* Many have locked on the enlargement of the hypophysis as a partial
phenomenon of acromegaly, either as enlargement of all ** dependent parts "’
(Salbey), or as part of the hypertrophy of the extremities (Dreschfeld), or
as part of the hypertrophy of the formation of the mouth, with which the
hypophysis is connected during the process of development (Bury, Hutchinson,
and others). But a heterologous new formation, a eyst, and such like, are not
enlargements, but diminutions of the organ.

7
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appearances is so striking that it adds no doubt an important
support to that view which sees in the cessation of the normal
function of the hypophysis the cause of acromegaly. What-
ever may be imagined as to a closer connection,
it is at present entirely left to conjectures, which are as
numerously present in the literature as they are unproved.
An especial difficulty, which is at present insurmountable,
arises from the fact that there is no doubt that tumours of
the hypophysis may exist without acromegaly. None of the
older cases, for the reasons mentioned at p. 68, are applicable
in this connection. But the later cases of Wolf, Boyce and
Beadles, Packard, Handford, Waddell, Levy, &ec., prove such
an existence unanswerably.

Little is as yvet known concerning the mutual relationships
of individual symptoms. We have deseribed at p. 30 this
relationship as far as the skeleton is concerned. Maero-
glossia and increase of the jaw are to be considered as possibly
co-ordinated to each other, inasmuch as one may occur with-
out the other (Campbell, Dreschfeld, Flemming).
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: VIII., 'DI&G}TOISIS AND DIFFERENTIAL DIAGNOSIS.

The diagnosis of fully developed acromegaly is not gener-
ally difficult for that physician who is accustomed to consider
the patient as a whole. The unnatural appearance of the
face and giant-like hands at once challenge a closer serutiny.
‘The alteration in the form of the body often also renders it
possible to furnish the diagnosis at the first glance. Among
the earliest features, the shape of the nose and lips, the
‘tongue and soft palate, the symmetrical enlargement of the
hands and feet without deformity, and no especial alteration
of the complexion, are of importance ; in addition there occur
the condition of the bones of the skull, ultimately the
kyphosis, the hollow and rough voice, the tired bearing, the
slight eyanosis. It is very valuable for diagnostic purposes
if a striet inspection of the eve shows a lesion of the
optic tract or chiasma. Yet it must not be forgotten
that disturbances of vision, as disturbances of the eyes
generally, may be altogether wanting. If inquiry is made
in addition after the appetite, subjective troubles and the
amenses, the whole picture of acromegaly will be quickly
unfolded.

It is now still necessary to reflect on the differential
diagnosis,

Unpleasant mistakes may occur, if the golden rule is
omitted, in every examination of a patient, to review the
whole individual at least in a hasty manner. Since, as a
rule, the patients know nothing, or say nothing, of the
«changes in shape of their body, it may happen that acrome-
galy is completely overlooked. This may naturally more
<asily happen if the disease has not yet reached its full
development.

The differential diagnosis must be founded on rather a
‘broader basis than is customary in the literature on the sub-
ject, in which usually only those diseases originally considered
by Marie are quoted. The perusal of the abundant clinical
descriptions shows that many a case was considered as acro-
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megaly which is not acromegaly ; and many cases of acrome-
galy have been diagnosed for a longer or shorter time evea
until post mortem examination as other diseases.

Two possibilities are to be borne in mind in the differential
diagnosis : —

1. Single symptoms, particularly on the gide of the internal
organs, may force their way so much to the front that they
appear as independent diseases, and the disease as a whole is
overlooked.

2. The changes in the external shape of the body may give
rise to mistakes.

Of the independent diseases, which, by reasen of partial
appearances of acromegaly, may be confounded with it, we
must consider: tumour of the brain, Basedow’s disease, dia-
betes, progressive muscular atrophy, disease of the reproduc-
{ive organs, acroparasthesia, rheumatism, traumatic neuroses,
and feigned diseases.

Cranial tumour, owing to headache, apoplectiform attacks,
disturbances of the eyes, often early directs the patient’s
attention to himself. If the disease can now be localised
by means of homonymous hemianopsia, with hemiopie pupil-
lary reaction in the middle fossa of the skull, or even through
bitemporal hemianopsia in the region of the chiasma, then
the possibility of acromegaly should not be forgotten.
Iixophthalmos, amenorrheea, glycosuria, polyuria®* (whizh,
according to the older descriptions, were said to be symptoms
of hypophyseal tumour—ecf. p. 68) immediately suggest this
possibility. The idea is supplied with proof in the
changes of the shape of the body. But it is to be remem-
bered that a tumour of the hypophysis may exist with-
out acromegaly, and that it may be combined with one of
the conditions similar to acromegaly to be deseribed here-
after (as cranium progeneum or syringomyelia), and there-
fore the minute details must be carefully considered.

Acromegaly, especially at the commencement, has been re-
peatedly mistaken for Basedow’s disease (Lancereaux, Wolf).

ixophthalmos, goitre, palpitation of the heart, abnormal

# All these symptoms are present in the case of H. P. Potter and G. M. Atkinson
i Brit. Med. Jour., 1884, 1., p. 57), which is on that account highly suggestive of

acromegaly.
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perspiration, flushings, sleeplessness, are frequent in
acromegaly. It is important for the differential diagnosis
that the frequency of the pulse in acromegaly is not sub-
stantially increased, at all events not to the same extent as
in Basedow’s disease, that tremor is seldom present in acrome-
galy and that exophthalmos in acromegaly is frequently
associated with disturbances of vision, in Basedow’s disease
hardly ever. These considerations would also, in the earlier
stages, even if the abnormal growth does not strike one at
first sight, make the adoption of the case as one of Basedow’s
disease doubtful, and draw the attention to the possibility of
acromegaly. Perhaps many cases of so-called * atypical
Basedow's disease ”’ and “ symptomatic Basedow’s disease with
goitre,” belong to acromegaly.

Diabetes in acromegaly may, owing to its severe pro-
gress, so much overrule the picture of the disease
that the acromegaly may be overlooked (Hansemann).
Here there is no differential diagnostic indication,
To aveid mistakes nothing remains except to ILeep
before one’s mind the fact that severe diabetes, and also
that form which we, since Lancereaux, are accustomed to
refer to the pancreas as “ diabéte maigre,” may be a local
phenomeneon of acromegaly, and therefore in every such case
to be suspicious of this disease.

In some cases atrophy of the muscles is so prominently
marked that it may mislead and cause one to adopt the diag-
nosis of a “‘progressive muscular atrophy,”or one of the diseases
clinically resembling it, as anterior chronic poliomyelitis,
amyotrophic lateral sclerosis, pachymeningitis cervicalis
hypertrophica, &e. (Duchesnau). On this point also strict
observation of the whole subject will guide us in the right
direction, but especially the contrast between the enlarge-
ment of the hands and the atrophy of the muscles of the
hand and arm.

The conditions of the reproductive organs may, in certain
circumstances, entirely attract the attention. The absence
of the menses, the pains in the abdomen, back, and legs, may
lead to the acceptance of the diagnosis of disease of the uterine
appendages (meoplasm, gonorrheeal disease, extra-uterine
pregnancy, &e.), especially if an enlargement of the appen-
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dages happens to be felt. This occurred, in fact, in Salbey's
case. The patient had, on account of pain in the abdomen
and loins and of amenorrheea, gone to a gynwcological hos-
pital. A tumour of the appendages was plainly diagnosed,
and the ovaries which were “ enlarged” removed. Several
months later the appearance of acromegaly was confirmed
by physicians. :

Acroparasthesia in acromegaly in the earlier stages may
occasion a mistake with the harmless independent acro-
parasthesia, especially as this latter readily occurs at the
climacterie, and the former likewise coincides frequently with
the morbid cessation of the periods. If both occur some-
where between thirty and forty, the hasty diagnosis of pre-
mature decay must therefore be guarded against; a presenti-
went of the other early symptoms of acromegaly should be
entertained, and at least a prognosis should be given some-
what cautiously if the diagnosis is not pessible at the com-
mencement of the illness.

The pains in the extremities and back have been often, as
we learn from the patients’ statements, covered by the
popular name of “ rheumatism,” and treated with all sorts of
baths, salicylate compounds, &e. In the earlier stages of
the disease it is conceivable that no other diagnosis may be
possible ; later on, with a certain degree of detailed investi-
gation, it ought certainly not to occur.

Whereas acromegaly is frequently ushered in by traumata,
the numerous nervous symptoms of the disease have also given
occasion for confusion with traumatic neurosis and feigned
diseases (Unverricht). Pareses, muscular atrophies, reflex
changes, parasthesize, headache, wvertigo, fainting fits,
anxiety, sleeplessness, palpitation of the heart, perspiration,
impotence, polyuria, and restriction of the field of
vision may, in a patient suffering from acromegaly,
readily give rise to the diagnosis of a traumatic neurosis
occurring after an accident; the contrast between the size
of the body and the weakness, and the countless troubles,
may make a transitory suspicion of feigned disease excusable.
But in both these cases a thorough examination of the body is
so plainly called for that acromegaly can only be overlooked if
{he physician is ignorant of its very existence.
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No differential diagnosis can guard against an accidental
complication (e.g., cancer of the stomach in Dallemagne’s
third case), causing acromegaly to be overlooked until death.

The diseases and conditions, in which the external shape
of the body bears a resemblance to acromegaly, are numerous.
Amongst them a number of very rare and imperfectly known
affections are present. It is frequently easy to say that
some one case of disease is not acromegaly, but very difficult
or impossible to determine its true nature. We divide, for
the purpose of consideration, the cases into three groups,
according as to whether changes of the whole body, or chiefly
the head or extremities, predominate.

Myxcedema, firstly, shows changes of the whole body.
The face is large, turgid, roundish, the skin every-
where thickened. The hands and feet increased in circum-
ference; the tongue is also broader. The patients are
sluggish and sleepy. More minute observation shows at
once that the change is limited only to the soft parts, that
the bones are not at all affected, that the skin feels tough
and inelastic, the epidermis rough and scaly. The mental
funetions are not disturbed to such an extent in acromegaly
as in myxedema. Only if a tumour of the hypophysis occa-
sions severe pressure symptoms is this the case; but then
also the other signs of cramial tumour stand out much
more clearly than has ever been observed in the moderately
enlarged hypophysis of myxedema. Finally, in myxedema
metabolie processes are decidedly reduced, in acromegaly
normal or inecreased. It must certainly mot be forgotten
that both diseases may be associated together (p. 89). Con-
fusions with myxedema have been very frequent, as the
history of acromegaly shows.

The appearance of the adult cretin and cretinoid dwarf is
so characteristic that confusion with any other disease is
impossible. But it is otherwise in ckildren. The puffy
lips and nose, the macroglossia, the eranium progereum,
the hypertrophied skin over the rcof of the skull and on the
extremities, the short, thick, coarse, cylindrical bones, and the
disturbance of the power of vision, may make the disunction
between cretinism and acromegaly difficult in a child. The
disturbances of the intelligence and muscular energy are
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decisive. Since all these were found combined in the case
described by Moncorvo as “acromegaly” in a fourteenth
month mierocephalus child, this is without doubt a case of
sporadic cretinism.

The osteitis deformans of Paget is one of the diseases
similar to osteomalacia, perhaps connected with it (v. Reck-
linghausen), which causes considerable curvature of the
extremities, enormous increase of the skull, and curvature
of the vertebral column. Pains usher in and accompany the
disease. Similarity to acromegaly is seen in the enlargement
of the skull, the kyphosis, and the thickening of the eylin-
drical bones. The increase of the soft parts present in acro-
megaly 1s, however, wanting; the bones of the face are
scarcely or not at all affected, the tibiee are often enormously
curved, which never occurs in acromegaly, and what is very
important, the changes in acromegaly are symmetrical, in
osteitis deformans, on the other hand, frequently wvery
irregularly distributed. Thomson has discussed the anato-
mical distinction between both diseases.

Arthritis deformans may occasion exuberance of bone,
thickening of the hands and feet, and later on kyphosis. Inas-
much as the overgrowth of bone in this disease also occurs
in the region of the muscular and ligamentous attachments,
the macerated skeleton bears some resemblance to the aero-
megalic,  Thomson has laid stress on this point. The
changes, however, preponderate in the joints; changes in the
skin and soft parts, the exophthalmos, and most of the general
appearances of acromegaly are wanting.

Gigantism, after the explanations on p. 90, requires no
special differential diagnostic discussion. The normal giants
have nothing in common with acromegaly, neither have the
giants with multiple curvatures of the bones, with hemihyper-
trophica facialis, hereditary syphilis, &e.; acromegalic giants
who suffer from real acromegaly differ in no way from the
ordinary acromegalic cases; only giants with leontiasis ossea
require some words, which we will devote to them when we
deseribe this disease (p. 106).

A very strange form of pachydermia sometimes arises in
the extremities and skin of the face after local asphyxia. In
winter the hands and feet are cold, of marble-like blue, less
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sensitive than the normal, and awkward. By degrees, increas-
ing year by year, a thickening of the cellular tissue develops,
and with it an appearance similar to myxedema, yet without
the general phenomena. Kaposi often showed such a case
to visitors to his ward, in the person of a well-known atten-
dant Wg., who, originally a patient, has been under observa-
tion there for many years. The disease has doubtless, owing
to the thickening of the extremities and the changes in the
features—the skin of the face also taking part in the process
—a certain resemblance to acromegaly. Yet changes in the
bones, disturbances of the eyes, cessation of the menses and
the collective general appearances are entirely wanting,
while the colour of the skin and the increase of the
disturbance in winter are very characteristic. An entirely
analogous ease has been published by M. Hoffmann as
‘““ acromegaly.”

Similar general pachydermata develop often after erysi-
pelas, in places also which are not attacked by the original
inflammation. The cases are mostly confounded with myx-
cedema ; confusion with acromegaly should also be guarded
against,

Sometimes general hyperostosis spreads over several parts
of the skeleton, usually, however, it is confined to the head.
Two forms are distinguished: the diffuse symmetrical
thickening, and the tumour-like hyperostosis, * leontiasis
ossea’’ according to Virchow.

The diffuse hyperostosis was only studied in earlier times
anatomically in the rare and remarkable slculls in museums.®
Now, however, we possess several clinically observed cases
(the latest by Allen Starr, Putnam and Prince), so that
we are able to thoroughly examine all the phonomena of
the disease. Usually in youth, seldom in adults, there
commences a remarkable enlargement of all the bones of the
skull. In many cases the rest of the skeleton is also in-
volved by curvature of extremities, kyphosis or scoliosis, but
usually only the enlargement of the head is mnoticeable
(““ megalocephaly,” * ophthalmomegaly”). -~ The essential
features of the disease are due to the disease of the skull:

* * The cases of Malpighi, Jadelot, En]anua INg-Gruber, Kilian, Otto, Vrolik,
Albers, Huschke, Gaddi, Danitls,
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exophthalmos, blindness, deafness, facial paresis of both
sides, troubles of mastication, deglutition, respiration, head-
ache, sleepiness, imbecility, epileptic convulsions, paralysis
of the extremities, death.

A consideration of the described symptoms shows no doubt,
that with regard to the changes in the bones, the exophthal-
mos, blindness and deafness, &e., the disease can bear a resem-
blance to acromegaly. In the diagnosis, especially in young
patients, they should be taken into consideration.

This form of hyperostosis may be combined with aecro-
megaly (p. 94), and would then be discernible, espeeially by
bulbar symptoms. '

The tumour-like Lyperostoses are present in the skull, as
“leontiasis ossea,” and also in the whole osseous system. The
latter is especially the case in “giants” (p. 92). If the
disease is only developed in the skull (mostly in the bones of
the jaw), then, of course, all hypertrophy of the extremities
is wanting. Moreover, the formation of tumours is a char-
acteristic distinct from acromegaly. If the disease is ex-
tensive and combined with giant growth, a confusion with
acromegaly becomes more easy, as occurred, in fact, in the
case of the “ giant” Mr. Wilkins (Lamberg). In this case
it was to be observed that the colossal hands and feet were
in proportion to the excessive size of the body, and a minute
consideration showed the existence of tumours of the bones
on the one hand, and the absence of the changes of the bones
and soft parts associated with acromegaly on the other.

The illness of the brothers Hagner (pp. 7, 11), studied by

‘rb and Arnold, is best included in this place. Knowing
as one does at the present time the changes of the skeleton
in acromegaly, it is only necessary to cast a glance on
the beautiful illustrations by Arnold of the bones of this case
to say with certainly that these benes, studded irrecularly
with large, warty, stalactiform-like exostoses, do not belong
to acromegaly. I do not like to rank them either with the
* ostéoarthropathie hypertrophiante” of Marie, inasmuch as
the disease began independently in youth without any pre-
vious affection of the respiratory, urinary, or other organs, and
not only affected the bones, but also the skin and nerves.
It is best provisionally to conceive it as a special disease,
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which preferably should be placed at the side of the before-
mentioned diffuse tumour-like exostotic formations. The
distinetion from acromegaly rests, besides the changes in the
bones, on the familiar appearance, the diffuse enlargement
of all the extremities, the absence of changes in the soft
parts of the face and mucous membrane of the mouth, and
the absence of diseaze of the hypophysis, &e.

As far as the head is concerned, the various forms of eranium
progeneum (p. 87) may give rise to confusion with acrome-
galy. It is important to notice that in this form of skull—
the cretinoid excepted—only the under lip hangs down
loosely ; the upper lip, on the contrary, is not enlarged, nor
does it appear reverted and puffy. In addition, there is no
enlargement of the nose and tongue. The skeleton of the face
of that eranium progeneum which is unassociated with aerome-
galy is chiefly thin and frail, especially the hard palate,
which is little developed, pressed together laterally, narrow
and soft. The teeth show a transverse furrow or rudimentary
form. Characteristic signs of rickets or of past severe
small-pox are not unfrequently to be seen; often we learn
by inquiry that the same formation of jaw has been present
for more than one generation. The diagnosis may be diffi-
cult if an enlargement—e.g., a congenital partial macrosomia
—is added to the malformation of the jaw. Most careful
observation is then necessary. The case of Gordinier, pub-
lished under the name of acromegaly, ought certainly to be
mterpreted as a simple eranium progeneum.

Often in the lymphatic constitution, the soft parts of the
face offer an appearance resembling acromegaly: thickening
of the nose, swollen lips, and thickened eyelids. If the con-
dition is combined with rickets, as is so frequently the case,
the hands are thick and coarse, and kypho-scoliosis may
exist. DBut the resemblance is so superficial that a careful
consideration must directly destroy the delusion.

The diseases of the extremities which come under con-
sideration as far as differential diagnosis is concerned are
various,

The conditions, collected under the name of partial gigan-
tism or hypertrophy of single sections of the body, are of
importance, There is no doubt that very various conditions
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are to be found under these names. Since, according to the
plan of our hand-book, this department, which tradition as-
cribes to surgery, is treated of in no other place, we must go
into it here somewhat more minutely, especially since some
very incorrect statements regarding it have become current
in the literature of acromegaly.

The frequently-employed name * gigantism™ is scarcely
applicable, as it is not a question of lengthening, and this
expression causes the mind to connect ordinary giant growth
with the idea of those other conditions, a connection which
only exists in words and not in fact. It might be
desirable to apply this term (identical with * giganto-
somia’’) only to the lengthening of the whole body, and in
our cases to speak of “ partial enlargement ™ (* partial maero-
somia ). A distinction has also to be made between ** true ”
and ““false” partial macrosomia. The first depends upon a
symmetrical enlargement of bones and soft parts; in the
other the enlargement is deceptive, owing to the development
of swelling of the soft parts, especially of the adipose tissue.
But there is between both these forms all possible transitions,
since lipomata, dilatation of the veins and lymphatics, and
thickening of the skin resembling elephantiasis are very
commonly present in the affected parts or in their neighbour-
hood.

As to the causes and conditions of the development, or its
relation to the central nervous and other systems, hardly
anything is known. The anatomical investigations are also
very insufficient: MHornstein’s case is perhaps the best
examined. :

Provisionally, it is only possible to arrange the cases
according to mere external characteristies, with the conscious-
ness that possibly all sorts of heterogeneous conditions are
being classified together.

According to the topographical distribution, it is possible
to distinguish enlargement of an extremity or single digits
(macrocheiria, maecropoda, macrodactyl), unilateral or trans-
verse enlargements. There is no hard and fast line between
these forms; the enlargement of an arm is frequently asso-
ciated with great increase of a breast (Hahn, Wagner) ; often
in so-called wunilateral enlargements only the extremities
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participate, the trunk is quite slightly or not at all changed.
The hemihypertrophica facialis must be mentioned here.

According to the present relationships three groups can
be distinguished: the congenital, the congenital and pro-
gressive, and the acquired partial macrosomia.

In the congenital form Adams was probably the first
to describe the condition of affairs; the tissues of the
affected part of the body have already shown an increasad
development before birth, and retain it during extra-uterine
life, eo that this part of the body during growth increases
par: passu with the rest of the organism, and the malpropor-
tion of the bulk of the body is maintained.

There is a transition from this form to the congenital and
progressive enlargement. The morbid increase is often,
during the first years of life, less striking ; later on it occurs
more quickly or continues for a very long time after growth
of the body has ceased. But those cases especially deserve
the name “ congenital and progressive ” macrosomia, in which
after birth, and in the first years of life, only a small part, as
a finger, shows enlargement ; later on the rest of the member,
hand, lower and upper arm, are hypertrophied as a result of
the formation of lipomata and teleangiectasis. Such cases
are described by I'riedberg, Busch, Wulff, T'iccher.

The acquired forms have seldom been mentioned. The
assertion is very often made that the partial macrosomia
is always congenital. We place together further on the
knowledge we at present possess.

The motor function of the limb is only disturbed,
when the changes of the bones, or the formation
of tumour, give rise to mechanical hindrances. The
condition of the sensibility has been very carefully
examined in a case by Goldscheider. In some very few
congenital cases severe disturbances of sensibility have been
found, as total anwsthesia (Higginbotham), reduction of the
sense of touch and pain, abolition of the feeling of cold
(Fischer). It is very questionable whether these cases are
of the same value as the others. Possibly the enlargement
is not congenital, notwithstanding the patient’s statement,
but produced by syringomyelia.

The distinction of congenital partial enlargement from
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acromegaly demands, then, only some consideration, when
the enlargement affects several parts of the body, and shows
a certain symmetry. The fact is first of all to be established
that the changes in form are congenital, or have descended
from the earliest years. It is then important that they are
strictly partial, very frequently affecting only single toes,
fingers, &e., but never symmetrically all four extremities in
their whole extent. Again, the enlarged parts have often
monstrous shapes, partly owing to the enormous increase in
length, partly to curvatures (which are caused mechani-
cally post partum), partly to a tumour-like development
of the adipose tissue. In addition, the skin often shows
diffuse teleangiectasis or circumseribed vascular n®vi. Lipo-
mata are frequently present in the affected parts or near
them. Prickly exostoses or enchondromata are not unfre-
(uently present on the bones. T'inally, other congenital
malformations often simultaneously exist, either in the
enlarged limb or in others, such as syndaetyl, multiple for-
mations in the skin, aplasia of a single section of the skele-
ton, removal of digits or digital joints, formation of fissures,
rotation of the whole extremity, implantation of parts of one
feetus on another (feetus in fetu), cherioretinitis areolaris,
&e.  Naturally the other appearances of acromegaly -are
absent. There are not a few such cases published in the
literature as ‘ acromegaly,” in which the diagnosis of a con-
genital or congenital and progressive hypertrophy may, from
the description or illustrations, be safely made. Such
cases are: (lénas (fourteen-year-old boy, combined with
cranium progeneum), Kanthack, Beaver Rake (ten-year-old
boy), Burchardt (eleven-year-old girl, described as *uni-
lateral acromegaly ™). In Jacobson’s case the child was
brought to the hospital under the diagnosis “ acromegaly.”

The acquired partial enlargements are, as already stated,
almost unknown. The subject is one on which little is
known; probably this symptom appears in very differen$
diseases.

Several observations have been reported of unilateral
hypertrophy ; thus an old case by Barilli.

An enlargement of the right half of the body oceurred in a woman
after confinement hetween tweniy and thirty years of age, which
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increased still moré after'a blow on the right lez. The soft parts of
the right side were thickened as in elephantiasis, the hair, eyelashes,
and teeth fell out. The right arm was an inch longer than the left,
the fingers twice as thick. Hypertrophy of the soft parts in the right
leg still greater. Death at the forty-seventh year.

Post mortem : The right half of the skull broader than the left, the
right half of the jaws increased. The brain on the right side 185, on
the left 170 mm. long, on the right 90, on the left 70 mm. broad. The
right side of the thorax wider, the ribs thicker, the vessels on the right
side dilated and more filled, the subcutaneous tissue on the right side
firm. -

I had the opportunity of seeing such a case.

On Oetober 2nd, 1896, there came to me into my waiting room a
woman, H. of F. in Bohemia, aged 33, sent by Primarius J. Schnitzer.
She had had five normal labours. Menses regular. For some years
she had often suffered from giddiness and pains in her left arm and
shoulder. The left arm ever since became thicker and diminished in
strength. The woman looked healthy and strong. Tbe left half of the
neck gives the impression of being thickened, the left breast much
enlarged, the nipple more prominent. The left arm is considerably
larger in eircumference, the skin thick, more markedly furrowed than
the right, of normal colour. Little distinction in the hands. Size :—

Neck, left half, 17 cm. ; right half, 16 em.
Largest cireumference of upper arm, left, 37 em. ; right, 33 em.
. o forearm, left, 29 em. ; right, 26'5 cm.

No difference in length. Legs quite equal. Slight touches on the left
arm badly localised, perception to heat equal on left and right sides,
slight hyperalgesia on left arm. Grasp of left hand somewhat weaker
than the right, no ataxia. Cranial nerves, bulb of eyes, all other
extremities, chest and abdominal organs, also urine, normal.

Schlesinger’s observation perhaps also belongs here, which
he deseribes as “ partial macrosomia with bulbar symptoms.”

A man in his eighteenth year, dyspneeic and hoarse, six menths later
enlargement of the right hand. At nineteen years of age patient shows
an uniformal increase in size of right hand, unilateral paralysis of
the orico-arytenoidei postici, paresis of left half of palate, increased
patellar reflexes, kypho-scoliosix. The author thinks there is sclerosis
or formation of a tnmour in the region of the medulla or cervical part

of the cord.

Perhaps here also should be included P. Wagner's case of
enlargement of the left arm after a trauma (child), also
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Kastes’ case of enlargement of the right leg after trauma
(child), and finally Mosler’s analogous communieation.

Lastly also, the very rare cases of acquired unilateral
hypertrophy of the face (Lewin’s collected cases) belong here.

Acquired partial hypertrophy may, it is conceivable, be
more easily confused with acromegaly than the congenital
form. In the matter of diagnosis, attention will have to be
paid to the asymmetrical appearance of the enlargement and
the want of the other typical characteristics of acromegaly. As
far as a decision is possible from a short report, the case
Ascher represented as “ commencing acromegaly ™ (enlarge-
ment of the right thumb and index finger and the left half
of the face, pain in the brachial plexus on pressure) appears
to belong to this group of diseases.

Much which has been said on the obscure disease of
acquired partial macrosomia should apparently be more
rightly placed under the heading of neurotic hypertrophy,
which is elinically better known, although not nearly suffi-
ciently explained pathogenetically.

In the first place, the enlargement of the extremities in
syringomyelia is extremely important ; it has been repeatedly
confused with acromegaly. We now know, through the
works of Lonazel, Karg, Bernhardt, Charcot and Brissaud,
Hoffmann, H. Fischer, Marie, Chantemesse, Schlesinger, and
others, that thickening of the hands and feet occurs in syrin-
gomyelia. The characteristic signs, according to the sum-
marised arrangement of Schlesinger, are: The hands and feet
are deformed in syringomyelia, curved, contracted, often
single fingers are surprisingly thickened, sometimes only
single phalanges enlarged. Muscular atrophies arve, in
most cases, very striking, seldom entirely concealed by
changes in the skin. The skin is often, especially in the
palms, enormously thickened; callosities and deep rhagades
are present. Very often scars as a result of whitlows. The
changes in the skin are not present equally over the whole
body. The nails are often only rudimentary, like claws.
Some single bones may be thickened to a surprising extent,
others affected in a less degree. In addition, not unfrequently
changes in the joints occur. The enlargement often only
occurs in an upper extremity or unilaterally. Desides, we
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have the familiar disturbances of sensation in syringomyelia,
which are common characteristics of both diseases. The
following must be mentioned as mistakes in the literature:
The cases of Holschewnikoff (published as “ acromegaly ),
Bier (also deseribed as *acromegaly,” but in a later com-
munication from the same hospital correctly indicated by
H. Fischer as syringomyelia), and Peterson (described as
“ combination of acromegaly with syringomyelia ).

There are besides yet many forms of disease to which the
term neurolic hypertrophy may aptly be applied.

One of these is the case of lengthening of the fingers and
toes described by P. Wagner.

A woman, formerly healthy, was taken ill in her thirty-eigth year,
after an abortion, with pains in the hands. She felt as if paralysed,
apathetic, and a considerable lengthening of the fingers and toes

occurred. The skin and soft parts of these sections of the body
became thin and atrophied.

P. Wagner has discussed the difference from acromegaly.
Possibly to this disease belongs Sarbo’s case published as
acromegaly (enormous lengthening of the fingers), which
has already been several times (e.g., by Pershing) separated
from acromegaly. Perhaps also Rendu’s case should be in-
serted here (very long fingers), which he conceived as * forme
iruste ” of acromegaly.

The case described by Gasne and Souques as “ hypertrophy
of the hands and feet in an hysterical person’ appears to be
a special form of disease, if it is not one of commencing
acromegaly. '

Neurotic hypertrophy is also present in those complex
symptoms which are described after Weir Mitchell as eryth-
romelalgia.  Here also considerable enlargement of the
hands and feet occurs. Of importance for a differential
diagnosis are the vasomotor disturbances in this syndrome,
the absence of parlicipation of the bones of the ex-
tremities, which may easily be discovered by the Rinigen
rays (Marinesco), in addition disturbances of sensibility, in
many cases symptoms of such a kind as point to underlying
disease of the central nervous system, and lastly want of
the changes in tke head associated with acromegaly. There
are also cases which occupy an intermediate position between

8
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the pachydermia mentioned at p. 104 and erythromelalgia,
and which, like these latter diseases, require stricter investi-
gation and classification, e.g., the case of G. Meyer.

Doubtless confusion with acromegaly has been occasioned
by the * ostéoarthropathie hypertrophiante” of Marie or
“secondary ostitis hyperplastica” (Arnold) ef. p. 11. The
disease is now clinically well known. The essential differ-
ences from acromegaly are: the hands in osteoarthropathy
are quite deformed, paw-like, true * caricatures.” This
is due to the considerable swelling of the terminal joints of
the fingers (like a drum-stick) ; the metacarpal region is little,
the wrists considerably enlarged. The nails in acromegaly
ere rather small, in secondary ostitis, on the contrary, large
and broad, markedly convex, similar in shape to a * watch
glass” or “ parrot’s beak,” often cracked. The long bones
of the forearm are much thickened at the joints. The face
shows no changes in the soft parts, no lengthening of the
lower jaw. There is, as a rule, a primary disease demon-
strable: tuberculosis, bronchiectasis, empyema, cystitis and
pyelonephritis, dysentery, sarcoma or carcinema of the lungs,
sarcoma of the parotid. In certain circumstances a connec-
tion between this disease and neurotic hypertrophy exists
(Mibius, Teleky). Of the cases which have been published as
“acromegaly,” but which most probably belong to this disease,
must be named, besides those mentioned at p. 11, the observa-
tions of Waldo, Gerhardt, Redmond, Renner, Gessler, Field.

There are still a number of cases remaining which are
certainly accompanied by an enlargement of the extremities,
but at the same time almost always with a deformity of such
a kind that the distinetion from acromegaly can offer no
difficulties. We will enumerate them shortly.

Under the name of adiposis dolorosa Dercum has deseribed
an exuberance of growth of the adipose tissue of the true
skin, which develops with pain symmetrically on the trunk
and extremities, the latter becoming enormously enlarged.
The great enlargement of the shoulder, upper arm, and
gluteal region is characteristie.

Hersmann deseribes a disease as ““ progressive enlargement
of hands,” which consists in the formation of lumpy and
knotty tumours in the regions of the tendons and in the sub-
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cutaneous tissue of the back of the hands, which causes a
claw-like enlargement of the hands.

Claw-like, shapeless hands often also arise from chronic
inflammation of the tendinous sheaths on the palmar surfaces.

In very rare cases multiple enchondromata are developed
at the time of growth, symmetrically in both hands and feet,
which make thick, shapeless, strangely curved and deformed
appendages of the fingers and toes. The case of Annandale’s,
copied by all surgical manuals, is familiar : Whittaker gives
splendid illustrations of a lately observed case.

Claw-like hands as a result of swelling of the soft parts
occur in elephantiasis neuromatodes (ereeping neuroma).

Elephantiasis, in the narrower sense, cannot certainly be
mistaken for acromegaly; it is as a rule limited to the legs,
and leads to =o tremendous a disfigurement that its recogni-
tion causes no difficulty.

The same applies to the various forms of secondary
elephantiasis (pseudo-elephantiasis) arising from local abscess
formations (abscess of the skin, syphilis, caries, &e.).

Mistake also with cedema in pregnancy has occurred (Jorge).

It is desirable to look over once more in a systematic survey
the conditions and diseases, which come into consideration, in
the differential diagnosis of acromegaly. They are as
follows : —

A. Diseases which, through partial appearances, may be
mistaken for acromegaly.

. Tumour of the brain.

Morbus Basedowii.

Diabetes.

Myopathies.

Diseases of the reproductive organs.
Acroparasthesia.

Rheumatism.

Traumatic neurosis and simulation of such.

B. Diseases and conditions, with changes in the external
shape of the body, resembling acromegaly.

I. Anomalies of growth.
1. Gigantism.,
2. Congenital partial macrosomia.
3. Congenital and progressive partial macrosomia.

G oS I e SR
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I1. General disturbances of growth (dystrophies).
1. Myxcedema.
2. Cretinism.
3. Morbus Basedowii.
4. Lymphatic constitution with rickets.
ITI. Diseases of the nervous system.
1. Syringomyelia.
2. Erythromelalgia.
3. Various “neurotic hypertrophies.”
4. Aequired unilateral macrosomia.
IV. Diseases of the bones and joints.

1. Diftuse hyperostosis (megalocephaly).

2. Multiple tumour-like hyperostosis (leontiasis

ossea).
Osteitis deformans Paget.
Arthritis deformans.
Cranium progeneum.
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osteo-arthropathy).
7. Multiple symmetrical enchondromata.
V. Diseases of the sheaths of tendons.

1. “ Progressive enlargement of hands,” Hersmann.
2. Chronie inflammation of the palmar sheaths of

tendons.
YI. Diseases of the skin.

1. Peculiar form of pachydermia after continued

reduction of vascular tonus.
Adiposis dolorosa Dercum.
Elephantiasis neuromatodes.
Elephantiasis Arabum.
Elephantiasis after chronic inflammations.
(Iidema.
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IX.—TREATMENT.

In the treatment of acromegaly care has, above all, to be
taken to hinder as much as possible the decay of strength
which threatens those attacked. The physician who satisfies
himself of this most important indication already does much
for the patient.

The style of living and the nutrition must therefore be
carefully regulated ; in bulimia suitable choice of food should
be attended to. Glycosuria may disappear by timely with-
drawal of carbohydrates (Marie), at the same time attention
must, of course, be paid to the calorific requirements. Some-
‘times the symptoms of diabetes require the continued atten-
tion of the physician, as far as the food 1s concerned. Con-
stipation should be removed in suitable cases by an ample
supply of vegetable food, which may have the most favourable
effect on the general state of health.

Since the pathogeny of the disease is not established, we
are unacquainted with any prophylactic measures, or effectual
etiological treatment. If one works on the assumption that
‘the disease of the hypophysis 1s the cause of the trouble, then
the bold idea of Horsley is justifiable, to extirpate the tumour
of the hypophysis as any other new growth. Caton and Paul
have attempted it with an unfortunate result.

Schultze has, on account of the relationship of the hypo-
physis to the thyroid, and the fact that goitre has diminished
in size from the use of iodine, given iodide of potash to his
patients, but without any obvious result. However, Kojewni-
Loft has seen improvement from its employment (and various
revulsives). So also Kovics’ patient, illustrated in Fig.
2 in this book, became again capable of work after the use
of potassium iodide, the eye symptoms diminished, the pains
in the head vanished.

Possibly mercury has a direet influence on many non-
syphilitic tumonrs of the hypophysis; at least the consider-
able remission of the eye symptoms, which Schlesinger
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obtainel in a case by means of inunction, speaks for such an
assumption.

It would be right to prescribe iodide of potash or sodium
in 2-3 g. doses per diem, and at least make one trial with a
series of from twenty to thirty accurate inunctions or sub-
cutaneous injections of corrosive sublimate.

Very much is at present talked about the treatment with
pituitary and thyroid preparations. Some have seen im-
provement (Thyroid—Putnam, Parsons, Bramwell, Comini,
Mossé, Solis Cohen, Sears, Bruns; Hypophysis—Franke,
Frinkel, Mendel, Dodgson ; Pituitary and Thyroid—Dinke).
Others have found no sort of effect (Thyroid—Osler; Pitui-
tary—Marinesco and Rolleston). Others, again, report bad
effects from thyroid (Benson, Franke, Hagelstamm). When
we consider that remissions in acromegaly are very frequent,
the reports of improvement will be regarded somewhat scepti-
cally. On the other hand, it is to be remembered that the
use of thyroid extract may accelerate the decline of strength,
and cause permanent glycosuria. As a matter of fact several
impartial observers report noticeable increase of muscular
weakness, notwithstanding that the patient seemed to him-
self to be improving—e.g., Bruns. I have seen the same
in one case, and must therefore recommend, in the employment
of this by no means harmless remedy, the greatest prudence
and most careful attention. By no means ought it to be
preseribed to a subject of acromegaly on the first consulta-
tion. The more harmless pituitary tabloids should rather
be prescribed. .

Denti and Campbell have seen favourable results from
arsenic. .

The symptomatic treatment is of importance. First may
come in the question of palliative treatment by trephining, if
the symptoms due to the cranial tumour demand it. Lynn-
Thomas has in his case obtained a brilliant result by the
removal of a parallelogram from the roof of the skull.

The pain in the head may be very beneficially influenced
by the modern anti-neuralgics (antipyrin, antifebrin, exalgine,
phenacetin, &e., &c.), as in cranial tumours generally. Cer-
tainly reckless doses, even to cyanosis, are often necessary,
but, with regard to the cardiac changes, dangerous. The
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PRESENTED TO THE FoRrry-FIRST ANNUAL MEETING OF THE
New Sypensam Sociery, Herp v Porrsmovra, WebDxEs-

pAY, Avgust 2wD, 1899.

The works which have been published for the year 1898
are the following :—

I. Fasciculus XII. of the Atlas of Pathology. Coloured
Portraits illustrating Hodgkin’s disease or Lymph-
_ adenoma.
II. Helferich’s Hand-Atlas of Fractures and Dislocations,
with added notes.
III. The Twenty-fourth part of the Lexicon of Medical
Terms.

For the current year only one volume has as yet been
issued—the Twenty-fifth and concluding part of the Lexicon
of Medical Terms.

Among those which are in forward preparation are :—

I. Sternberg’s Monograph on Acromegaly. Translated
by Dr. Atkinson.

II. Schlersinger's Monograph on Syringo-myelia.

ITI. A volume of Selected Monographs from foreign sources.
This volume will contain, with others, Lectures on
the following subjects :—

Erb on the Etiology of Tabes.

Erb on the Treatment of Tabes.

Lasch on Visceral Affections in the Early Stages of Syphilis.

Marschalko on Tertiary Syphilis in reference to the Karly Treat-
ment of the Disease.

Fournier on Recurring Syphilitic Exruptions,
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Ehlers on Syphilis and General Paralysis in Iceland.
Nasse on Gonorrheal Inflammation of Joints.
Ziemssen on the Open-air Treatment of Phthisis.
Ehlers on Statisties of Tertiary Syphilis.
Nielsen on Melanosis and Keratosis Arsenicalis.
Jadassohn on the Dermatoses produced by Drugs.
IV. A Volume of Selected Papers by English Authors. This
volume will comprise, with others :—

Several Papers on Gynecological subjaﬁfa, by the late Dr. Braxton
Hicks, with a portrait of the author.

Some Papers by the late Sir G. M. Humphrey, with a portrait.
The Original Paper “ On Certain Diseases of the Lymphatic Glands,”
by the late Dr. Hodgkin, with a portrait.

Dr. Limbech’s T'reatise on the Pathology of the Blood has
been adopted for publication. The translation will, with the
author’s consent and assistance, be somewhat condensed from
the original. Dr. Arthur Latham and Dr. Nachbar have
jointly undertaken the translation and editing, and the work
will probably be issued next year.

The Lexicon of Medical Terms has been brought to a
conclusion by the publication of the Twenty-fifth part. A
considerable quantity of material for an Appendix, dealing
exclusively with the first half of the work, has already been
collected by Mr. Power and Dr. Sedgwick and will shortly be
published. In the meantime the preparation of Appendices
for the remainder of the work will be proceeded with, with a
view to their appearance in the course of a few years. Notices
of words omitted will be thankfully received by the Editors.

It has been decided to allow new members to procure full

sets of the Lexicon at the cost of about three pounds (varying
with the binding).

It having been repeatedly suggested to the Counecil that a
Companion Index to the whole of the Society’s works would be
a great convenience to those who possess them, it has been
decided to prepare such a work. Its compilation, upon a plan
which has been sketched out, has been entrusted to Dr. Dynes
Parker, and it 1s hoped that it may constitute one of the
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volumes for the current year. It is anticipated that this
Companion Index will, by facilitating reference to the Society’s
Library, give it more permanent value. This Library now
comprises a hundred and seventy issues, and, after allowing
for the fact that in this number repeated fasciculi of single
works, such as the Lexicon, the two Atlases, &e., are counted,
there still remain about one hundred bound volumes. Very
few indeed of these were of merely temporary value, the great
majority being such as will never be out of date, and many of
them classies.

With the object of facilitating the making up of complete
gets, the Council has arranged for the sale to members of back
volumes at very much reduced prices, the details of which
may be ascertained from the Society’s agent. See also
pp- 83 to 38 of this Report.

The Council much hopes that the members of the Society
will, alike in their own interest and in that of sound medical
literature, exert themselves to procure new members. If is
also very desirable to assist the sale of the stock in hand.
During the last forty years of the Society’s life a large quantity
of surplus stock has gradually accumulated, and its disposal
and dissemination would be a gain both to the Society and
the profession.

The Society’s accounts were as usual audited at the end
of 1898. The Treasurer’s balance sheet is appended, and it
will be seen that for the first time since its foundation the
year closed with a debt. This has since been cleared off. It
is hoped that the next audit will present a more satisfactory
record. There is however every reason for effort on the part
of the members to increase the income.
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CLASSIFIED LIST

OF THE

SOCIETY’S PUBLICATIONS.

{Heicine.

A TREATISE ON CHOLELITHIASIS. DBy Dr. B. Navny~.
Translated by Arcuizarp . Garron, MLA., M.D.

“ This volume is a worthy companion to its illustrious predecessors.”—
New York Medical Fournal, July 10, 1897.

** This is one of those masterly books in which German literature is rich.
It is well worthy of the choice of the New Sydenham Society, and it has
received justice at the hands of the translator.”—Practitioner, Nov. 1897.

* The New Sydenham Society have been happy in the selection of Professor
Naunyn’'s work for translation, as it undoubtedly contains in small compass one
of the best studies of Cholelithiasis available.” — British Medical Fournal.

Jan. 30, 1897.

LECTURES ON PHARMACOLOGY. By Dr. C. Bixz.
Vol. I. Translated from the second German edition by
Arraur C. Laraam, M.A., M.B., Oxon. Vol. II. Translated
by Perer W. Laraan, M.A., M.D.

* Will be welcomed by English readers.”’—Lancet, March 28, 18g6.

“ We are very glad indeed that the New Sydenham Society has published
Dr. Binz's well-known * Lectures on Pharmacology,’ and we may at once say
we have rarely read a more interesting book.”"—Practitioner, Aug. 18g6.

“ It is with great pleasure that the appearance of an English translation of
Professor Binz’s admirable Lectures on Pharmacology is welcomed. In their
original language they are well known and highly appreciated by many readers
in this country, and the present excellent translation will do much to extend
their usefulness.”—Pharmacentical Fournal, June 13, 18g6.

“ The Sydenham Society deserves the thanks of the medical profession in
Great Britain for selecting these Lectures on Pharmacology for translation ;
they are valuable alike for the student, the practitioner, and the professed
pharmacologist. . . . . . The main feature of the work is the admirable skill
with which the author has, in accordance with this view, set forth the essential
facts relating to the properties of drugs—physical, chemical, and physiological.”
Brit. Med. Fournal, May 1, 18g7.

“The appearance of the second volume of these Lectures will without doubt
be welcomed by all members of the medical profession, for it is a book which
will appeal equally to the practitioner and to the student.,”—Lancef, May 15, 1897.
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A CONTRIBUTION TO THE STUDY OF SYRINGO-
MYELIA. By Dr. Isaac Brunn. Translated, with notes and
additions, by James Gavroway, M.D., and Lixorey Scorr, M.D.

“ This monograph is well known as comprising one of the most detailed
and accurate accounts of a condition of which symptomatology is especially
marked by sensory and trophic disturbances, and at the same time so well
defined as to admit of clinical diagnosis.”'—-Laneet, Jan. 15, 18g8.

PALUDISM. By Dr. A. Laverax. Translated by J. W. Marmis,
M.D., F.R.C.P.E.

“* We think the members of the medical profession in the United Kingdom
and English-speaking countries generally are under a debt of gratitude to the
New Sydenham Society for bringing under their notice one of the freshest and
ablest monographs of recent years."—Dublin Medical Fournal.

“The New Sydenham Society has done well in issuing a translation of
the monograph by Dr. Laveran, in which the whole subject is treated with
remarkable lucidity and scientific precision.”"—Lancet.

A COLLECTION OF THE PUBLISHED WRITINGS
OF SIR WILLIAM WITHEY GULL, Bart., M.D., F.R.S.,
Physician to Guy's Hospital. Vol. I. Medical Papers. Vol.
II. Memoir and Addresses. Edited and Arranged by Taeopore
Dyge Acraxp, M.D.

MONOGRAPHS ON MALARIA:—

On Summer-Autumn Malarial Fevers. By Dr. E. Marchiafava
and Dr. A. Bignami. Translated from the first Italian
Edition by J. Harry Thompson, M.A., M.D.; and

The Malarial Parasites. A Description based upon observations
made by the anthor and other observers. By Julinus Manna-
berg, M.D. Illustrated by four Lithographic Plates and
six Charts, Translated from the German by R. W. Felkin,
M.D., F.R.S8.E.

* This important volume is well worthy of the attention of the English
reader. . . . . . {It) will prove a valuable addition to the admirable series with
which the New Sydenham Society is enriching medical literature.”—Lancet.

“A knowledge of the facts these works describe is indispensable for
teachers of medicine and pathology everywhere, and for all practitioners in
malarial countries.””—Brit. Medical ¥ournal.

MICRO-ORGANISMS, WITH SPECIAL REFERENCE
TO THE ETIOLOGY OF THE INFECTIOUS DISEASES.
By Dr. C. Friceg, 0. 0. Professor and Director of the Hygienic
Institute at Gottingen. Translated by W. Warsox Creyxe, M.B.,
Surgeon to King's College Hospital. With 144 Drawings.

This volume forms an important addition to English medical literature,

Fligge's book being justly considered one of the best standard text-books.”—
British Medical Fournal,
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“ This translation is a most important addition to the English literature
concerning Bacteria, and well deserves a place beside the most important
volumes hitherto issued by the New Sydenham Society.” — Dublin Medical

Fournal.

VACCINATION AND ITS RESULTS. A Report based
on the evidence taken bv the Royal Commission, 1889-1897.

Vol. 1. The text of the Commission Report.

LECTURES ON GENERAL PATHOLOGY. 8 Vols. By
Jurivs ComnaEmi. Translated from the Second German Edition
by ArexanpeEr B. McKeg, M.B., Dublin.

“ The excellence of the author’s work is retained by the care and ability
with which the Lectures are done into English by Dr. McKee, and the
volumes form a useful and welcome addition to the list of valuable books
provided for the profession by the New Sydenham Society.”"—Medical Press.

LECTURES ON CHILDREN’'S DISEASES. 2 Vols. By
Dr. C. Hevocn. Translated from the Fourth Edition (1889) by
Joan Tromsoxn, M.B., F.R.C.P. Edinb.

“ The clinical types are depicted with the hand of a master, and the remarks
upon etiology and treatment are exhaustive and precise. It is long since we
have read any book with more pleasure and profit than we have experienced in
perusing Prof. Henoch’s work in its English dress.” — Glasgow Med. Fournal.

“It is an exceedingly valuable work, reflecting as it does the very best
clinical opinion in Germany. Useful hints may be gathered on almost every
page ; few authorities are quoted, the author mainly relying on his own varied
clinical experience, which has now extended over forty-five years. Dr. Thomson
has done his work as a translator well, and has succeeded in producing a read-
able English version of a most valuable text-book.”—British Medical Fournal.

RECENT ESSAYS BY VARIOUS AUTHORS ON
BACTERIA IN RELATION TO DISEASE. Selected and
Edited by W. Warsony Crreyne, M.B., F.R.C.S.

“ This is a valuable collection of some of the most important papers on
Bacteriology which have appeared in Germany, including Koch’s papers on
the investigation of Pathogenic Organisms, the Etiology of Tuberculosis, and
the Etiology of Cholera; Frielinder’s paper on the Micrococci of Pneunmonia ;
and others on Leprosy, Enteric Fever, Glanders, &c., by well-known bacterio-
logists.”—Birm. Med. Review. .

DISEASES OF DIGESTIVE ORGANS. 2vols. By Dr. C,
A. Ewawp. Translated from the Third German Edition (1890)

by Roeerr Sauvspey, M.D,

“The New Sydenham Society has been the means of bringing before the
notice of the English reader many works of high merit which have appeared in
foreign countries. The selection of Professor Ewald’s classical treatise upon
digestion has been no less happy than many others that have preceded it,
whilst the assignment of the task of translating it to Dr. Saundby was ﬁttlng
and could not have been better.”—Lancet.
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GEOGRAPHICAL AND HISTORICAL PATHOLOGY.
Three vols. By Dr. Ave. Hirsca., Translated from the Second
Edition by Cuarnes CreieaTON, M.D.

Vol. I. *“ The book is indeed a marvel of industry and erudition, and one
which ought to be consulted by every writer on Medicine ; no summary will,
however, suffice to indicate the wealth of material so laboriously collected
and so skilfully arranged, and our readers must turn to the volume itself,
which will well repay perusal.”—Lancet.

Vol. II. *“1It is a deep mine of facts and information combined, and
judiciously arranged by the learned author; and Dr. Creighton has admirably
performed his part in presenting it in an attractive English dress.”—Dublin
Medical Fournal.

ON THE TEMPERATURE IN DISEASE: A MANUAL
OF MEDICAL THERMOMETRY. By Dr. C. A. Wuxbes-
rica, (Leipzig.) Translated by Dr. Barmurst Woopmax,
With forty Woodcuts and seven Lithographs.

LECTURES ON CLINICAL MEDICINE, delivered at the
Hatel Dieu, Paris. By Professor Trouvsseav. Five Volumes.
Vol. 1, translated, with notes and appendices, by the late
Dr. Bazire. Vols. 2 to 5, translated from the third edition,
revised and enlarged, by Sir Jorx Rose Cormack.

LATHAM'S COLLECTED WORKS. 2vols. Edited by Dr.
Roserr Martiv. With Memoir of Laraau by Sir Taomas Warsox.

LOCAL ASPHYXIA AND SYMMETRICAL GANGRENE
OF THE EXTREMITIES. By Mauvrice Raywaup. Trans-
lated by Dr. Tromas Barrow.

ON THE NATURE OF MALARIA. By Professors Epwix
Kress and C. Toumasi-CrubiErt; and ArnTeEraTions IN THE RED
Grosures 1N Mararia IxrFeEction; and Ox tHE ORIGIN OF
Meraxzmia. By Professor Errore Marcmiarava and Dr. A.
Cerut.  Translated by Dr. E. Drumsonn, of Rome.

CLINICAL LECTURES ON MEDICINE AND SUR-
GERY. Translated from the German, and selected from Pro-
fessor Volkmann's Series. Three Volumes.

(Tuirp Series.) ** This volume is replete with interesting clinical details.

. .. .. The work is one well worthy of close and attentive study.”—Dublin
Medical Fournal, Aug. 1894.

MEMOIRS ON DIPHTHERIA; containing Memoirs by
Bretonneau, Trousseau, Daviot, Guersant, Bouchet, Empis, &e. °
Selected and Translated by Dr. R. H. SEMPLE.
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RADICEKE’'S PAPERS ON THE APPLICATION OF
STATISTICS TO MEDICAL INQUIRIES. Translated by
Dr. Boxb., et

LECTURES ON PHTHISIS. By Professor Niemeyer. Trans-
lated by Professor BavuwEer.

THE COLLECTED WORKS OF DR. ADDISON. KEdited,
with Introductory Prefaces to several of the Papers, by Dr.
Witks and Dr. Davpy. Portrait, and numerous Lithographs.

A GUIDE TO THE ?UALITATITIE AND QUANTITA-
TIVE ANALYSIS OF THE URINE. By Dr. C. NEuBAUER
and Dr. J. Voger. Fourth edition, considerably enlarged.
Translated by Witiam O. Markmam, F.R.C.P.L. With four
Lithographs, and numerous Woodcuts.

MEMOIRS ON ABDOMINAL TUMOURS AND INTU-
MESCENCE. By Dr. Bricar. Reprinted from the ¢ Guy’s

Hospital Reports,” with a Preface by Dr. Barvow. Numerous
Woodecuts. s

A CLINICAL ACCOUNT OF DISEASES OF THE
LIVER. By Prof. Frericas. 2 vols. Translated by Dr.
Murcnison. Coloured Lithographs, and numerous Woodeuts.

CZERMAEK ON THE PRACTICAL USES OF THE
LARYNGOSCOPE. Translated by Dr. G. D. Giss. Numerous
Woodcuts. i

A HAND-BOOK OF PHYSICAL DIAGNOSIS, COM-
PRISING THE THROAT, THORAX, AND ABDOMEN.
By Dr. Pavr Gurraany, of Berlin, Translated by Dr. Narier,
of Glasgow.

ESSAYS ON ACROMEGALY. By Drs. Pierre Marie and
Sovza Lerre. Translated by Procrer S. Hurcuixson, M.R.C.S.

AN ATLAS OF ILLUSTRATIONS OF PATHOLOGY,
COMPILED (CHIEFLY FROM ORIGINAL SOURCES)
FOR THE BOCIETY.

The Committee in charge of this work eonsists of Dr. G,
Dr. Green, My. Houues, and Mr. HurcHIiNsON.

TWELVE FASCICULI have been published.

“Of the many valuable works published by this great Society, none are
more acceptable to us than the ® Atlas of Pathology.’. ... Such a vast and
desirable undertaking as the publishing of this work is ﬁorth_v of the Society
named after the greatest English physician."—>Medical Press and Circular.
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The following subjects have been illustrated :—

FIRST FASCICULUS.

Drseases ofF tHE Kipxey.
Serofula; Syphilis; and Lymph-Adenoma.—Plate I.

5 Figures.
Nephritis after Diphtheria; Scarlet Fever; and Burns.—Plate II.
7 Figures.
The Granular Kidney in different stages.—Plate IIL.
8 Figures.

Embolism ; Infaretion Processes from Py@mia ; Jaundice and
Purpura ; Serofula.—Plate IV.

6 Figures.
SECOND FASCICULUS.

Diseases oF THE Kipney, SuprarEnxan CAPSULES, AND SPLEEN.
Amyloid Disease and Cancer of the Kidney.—Plate V.
5 Figures.

Various Diseased Conditions of the Spleen.—Plate VI.
5 Figures.

Diseases of the Suprarenal Capsules and Spleen.—Plate VII.
9 Figures.

Microscopic Pathology of Kidneys.—Plate VIIL
20 Figures.—Lardaceous Disease, Contracted Granular Kidney, Catarrhal
Nephritis, Casts.

Mieroscopie Pathology of the Kidney and Spleen.—Plate IX.

23 Figures.—Scarlatinal Nephritis, Fatty and Cystic Degeneration, Inter-
stitial Nephritis, &c., Spleen in Hodgkin's Disease, Adenoma of Suprarena
Capsule, &c.

Microscopic Pathology of Spleen and Suprarenals.—Plate X.

15 Figures.—Leucocythamic Spleen, Muscular Hypertrophy, Tubercle of
Spleen, Addison’s Disease of Suprarenals.

With Essay on the Pathology of the Kidney, by Dr. Greenfield.
Essay on the Pathology of the Spleen and Suprarenals, by
Dr. Goodhart.

THIRD FASCICULUS.

Iisgases oF THE Liver.

Lymph-Adenoma of Liver.—Plate XI.
Plate XII.

Fig. 1. Dilatation of the Bile Ducts in the Liver from pressure of a gall stone
in cystic duct.

Fig. 2. Cancer of the Liver, with dilatation of the ducts and staining of the
hepatic tissue.
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Plate XIII.
Syphilitic Cirrhosis of the Liver.

Plate XIV.

Fig. 1. Red Atrophy, with acute Yellow Atrophy of the Liver.

Fig. 2. Microscopical appearances of the yellow swollen parts of the Liver
(Acute Yellow Atrophy]).

Fig. 3. Microscopical appearances of Red Atrophy of the Liver.
Plate XV.

Fig. 1. Lardaceous Liver.
Fig. 2. Lardaceous Liver, showing the iodine reaction.

Plate XVI.

Fig. 1. Cancer of the Liver.

Fig. 2. Nutmeg Liver, Chronic Congestion, and Atrophy of the Liver from
mitral disease.

“ We look on this Pathological Atlas, in all its three fasciculi, as one of the
best things that the Society has as yet done. The illustrations are nearly life
size ; the colouring is beautiful and true to nature; and we have not seen in
this or any other country any work of this kind that satisfied us so much.
Taken alone, it would be well worth the annual guinea; and will, when
finished, constitute a treatise which every practising physician should possess.”
—Medical Press and Circular.,

FOURTH FASCICULUS.
Diseases or tHE Liver, including one Figure of Spleen.

Diseases of the Liver and Spleen.—Plate XVII.

Fig. 1. Cirrhosis of the Liver resembling the Nutmeg Liver.
Fig. 2. Brown Atrophy of the Liver.

Fig. 3. Cirrhosis of the Liver.

Fig. 4. Lymph-Adenoma of the Spleen (Hodgkin’s Disease).

Diseases of the Liver.—Plate XVIII.

Fig. 1. Fatty Liver from Poisoning by Phosphorus.
Fig. 2. Cirrhosis of the Liver.

Fig. 3. Tubercular Liver.

Fig. 4. Cirrhosis of the Liver.

Diseases of the Liver.—Plate XIX.

Cystic Disease of the Liver.

Miecroscopic Pathology of the Liver.—Plate XX,

Fig. 1. Lardaceous Disease of the | of Fibrous Nature in the Liver. Fig.
Liver. Fig. 2. Fatty Liver. Fig.3. | 10. Lardaceous Disease of the Liver.
Early Cirrhosis. Figs. 4 & 5. Cirrhosis | Fig. 11. Cavernous Tumour in the
of the Liver (after Hamilton). Fig.6. | Liver. Fig. 12. Acute Yellow Atrophy
Cirrhosis of the Liver. Fig.7. A Ve- | of the Liver. Fig. 13. Cavernous Tu-
getation from the surface of the Liver. | mour in the Liver. Fig. 14. Early
Fig. 8. Spindle-cell Sarcoma of the | Cirrhosis. Fig. 15. Columnar Epi-
Liver. Fig.q. Disseminated Growths | thelioma of the Liver.
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Fig. 1. Cirrhosis of the Liver. Fig.
2. Cirrhosis of the Liver. Fig. 3.
Monolobular Cirrhosis. Fig. 4. The
Nutmeg Liver (Romose Atrophy of
Moxon). Fig. 5. Tubercular Liver.
Fi%. 6. The Nutmeg Liver. Fig. 7.
Miliary Gummata. Fig. 8. Idiopathic

NEW SYDENHAM BSOCIETY.

Microscopic Pathology of the Liver.—Plate XXI.

Anazmia. Figs.g & 10. Cancer of the
Bile Ducts. Fig. 11. Cancerspreading
from the Biliary Ducts. Fig. 12. Early
Gummatous Infiltration of the Liver.
Fig. 13. “Common™ Cirrhosis. Fig.
14. Tubercular Liver. Fig. 15. Idio-
pathic Anazmia.

Mieroseopic Pathology of the Liver.—Plate XXTI.

Fig. 1. “Pericellular” Cirrhosis. | Myxcedematous Liver. Figs. 11,12 &
Fig. 2. Cirrhosis of the Liver. Fig.3. | 13. * Contracting Scirrhus of the Liver
Nutmeg Liver. Fig. 4. Cystic Liver. | simulating Cirrhosis.” Figs. 14,15 & 16.
Fig. 5. Cystic Liver. Fig. 6. Early | Varieties of Cell Vacuolation and Pro-

Cancer of the Liver. Fig.7. Extreme
Tubercular Disease of the Liver. Fig. | of the Liver. Fig. 18. Leukamic
8. Brown Atrophy of the Liver. Fig.g. | Liver. Fig. 1. Primary Adenoma of
Extreme Tubercular Disease. Fig.10. | the Liver.

FIFTH FASCICULUS.
Diseases or THE Liver (chiefly of the Gall-Bladder and Larger
Bile Duets).
Syphilitic and Lardaceous Disease of the Liver.—Plate XXIIIL.

Diseases of the Liver.—Plate XXIV.
Fig. 1. Abscesses in the Liver.
Fig. z. Papilloma of the Gall-Bladder.

Diseases of the Liver.—Plate XXV.
Cancer of Gall-Bladder and Liver.
Gall-stones, with Obstruction and Dilatation of the Cystic Duct.

Diseases of the Liver.—Plate XXVI.

Cancer of the Stomach extending to the Cystic Duct.

SIXTH FASCICULUS.
Hydatid Cysts of the Liver.—Plate XXVII.
Urinary Caleuli,—Plates XXVIII. to XXXI.

Comprising 46 Figures.

“ Of the many valuable works published by this great Society, none are
more acceptable to us than this Atlas of Pathology, of which we have received
the sixth fasciculus. Such a vast and desirable undertaking as the publishing
of this work is worthy of the Society named after the greatest English physician.
. « . « Wet hink that no medical man will be consulting his best interests if he
hesitates to become a member of the Society. He certainly will have no more

useful books than those bearing the medallion of the immortal Sydenham.".—
Medical Press and Circular.

SEVENTH FASCICULUS.

Urinary Caleuli and Gall Stones.—Plate XXXII.

Enlargement of the Prostate Gland.—Plate XXXIII.

Enlargement of Prostate, Urinary Caleuli.—Plate XXXIV.

Osteitis Deformans (Paget’s Disease).—Plate XXXYV.
Comprising 80 Figures.

liferation. Fig. 17. Primary Adenoma
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EIGHTH FASCICULUS.
Diseases oF Bramy axp Seinan Corb.

Plate XXXVI.

Fig. 1. Hydatid in the Posterior Corner of the Right Lateral Ventricle.

Fig. 2. Abscess on the Under Surface of the Right Cerebellar Hemisphere,
close to the Petrous Portion of the Temporal Bone.

Plate XXXVII.

Fig. 1. Hemorrhage into the Right Hemisphere and Median Lobe of the
Cerebellum.

Fig. 2. Tubercles of various sizes situated on the Upper Surface of the Cere-
bellar Hemispheres.

Fig. 3. A Tuberculous Tumour situated between the left side of the Pons
Varolii, the Medulla Oblongata, and the adjacent surface of the
Cerebellar Hemisphere.

Plate XXXVIII.
Fig. 1. A severely crushed Spinal Cord.

Fig. 2. The Cervical Spinal Cord of a Man who had died under almost precisely
similar conditions to those specified in the preceding case.

Fig. 3. Hemorrhage external to the Vertebral Theca.

Plate XXXTX.
Figs. 1,2, & 3. A Tuberculous Tumour on the Spinal Dura Mater.

Plate XL..

Fig. 1. Cartilaginous Deposits on the Spinal Arachnoid.
Fig. 2. Myelitis after Concussion of the Spine.

Plate XLI.
Fig. 1. Tubercle in Pia Mater of Cord.
Fig. 2. A Fibrous Tumour lodged in the Cauda Equina.

*The New Sydenham Society is doing good service in issuing a series of
pathological drawings, which are extremely well executed and faithful. . . . .
The explanatory text is clear and concise ; and indeed the whole production is

highly creditable to the Society, and will be much appreciated by its members.”
—Lancet, Jan. 2, 1893.

NINTH FASCICULUS.
Diseases or THE Testis. (Part 1.)

Plate XLII.
Fig. 1. Hydrocele of the Spermatic Cord.
Fig. 2. o y  Epididymis,
Fig. 8. Pedunculated Cartilaginous Body attached to the Globus Major.

Fig. 4. A Caleareous Plate in the Tunica Vaginalis, that portion immediately
covering the Testis,

Fig.5. A number of Calcareous and Cartilaginous Bodies formed in the
Visceral Layer of the Tunica Vaginalis, and on the Globus Major
of the Epididymis.

Fig. 6. A Multilocular Cyst developed between the Tunica Vaginalis and the
Tunica albuginea.
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Fig. 7. A Hydrocele of the uE er part of the Tunica Vaginalis, the lower part
having become obliterated by adhesion to the Testicle, which is

seen in section.
Plate XLIII.

Fig. I. The Common Hydrocele of the Tunica Vaginalis.
Fig. II. A Varicocele of moderate size unravelled.

Fig. I11. A large Varicocele.
Plate XLIV.

Fig. I. Undescended and Atrophied Testis.
Fig. I1. Atrophy (extreme) of one Testicle and Epididymis.
Fig. 111. Cystic Disease (? Sarcoma) of the Testis.

Plate XLYV.
SYPHILIS OF THE TESTICLE.

Fig. 1. Breaking down Gumma in the Testis.

Fig. 2. Gumma of the Testis due to Inherited Syphilis.

Figs. 3 & 4. Gummatous Disease of Testis and Lung.

Fig. 5. Gummatous deposit in Testis and Epididymis from acquired Syphilis.
Fig. 6. Gummatous Disease of the Testis, with great enlargement of the

Organ.
Plate XLVI.
Tumours or THE TesticLe (3 figs.); Gumma or THE TEsticLE (1 fig.)

Fig. 1. Medullary Cancer.

Fig. 2. Cystic Chondro-Sarcoma.

Fig. 3. Gumma of Testicle, with Hydrocele.

Fig. 4. A Sarcoma involving the whole Testicle, and spreading up the Sper-
matic Cord.

TENTH FASCICULUS.

Diseases ofF THE Tesms. (Part II.)

Plate XLVIL

Fig. 1. Sarcoma (Round-celled or Lympho-Sarcoma) of the Testicle.

Fig. 2. View of an Anterior-posterior Section of the above Tumour, showing a
greyish-brown surface obscurely divided into Lobes.

Fig. 3. A slowly-growing Tumour of the Testicle, probably of Sarcomatous

nature,
Plate XLVIIIL.

Fig. 1. Hydrocele of the Tunica Albuginea.
Fig. 2. Malignant Tumour of the Testis, from a boy aged two years.
Fig. 3. Hemorrhagic Sarcoma of Testicle.

Plate XLIX.

MisrrLacen TesticLE 1IN THE PERINEUM.

“ This is an interesting fasciculus of the New Sydenham Society’s ‘ Atlas
of Pathology.’ . . . . . . Mr. Hutchinson, jun,, gives an account of the chief
diseases of the Testis, especially those which have been illustrated in the
present and preceding fasciculi. His article is a valuable monograph on the
Pathology of the Testis."—Dublin Medical Fournal, March, 18g6.

“ We congzatulate the New Sydenham Society on the continuation of their
useful ¢ Atlas of Pathology.” The illustrations are, as they always have been,
most excellent.””—British Medical ¥ournal, May 30, 18g6.
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*“This set of Plates well maintains the reputation gained by the preceding
fasciculi of the New Sydenham Society’s Atlas, and that is saying a great deal.”
—Birmingham Medical Review, July, 1896.

ELEVENTH FASCICULUS.

A Treatise on the Pathology, Diagnosis, and Treatment of Neuroma.
By Roperr W. Smira, M.D. (Plates L. to LXIV.)
“ We feel we need do no more than chronicle the reappearance of Smith’s

masterpiece, and draw the attention of the younger generation of pathologists
to a work which fifty years have not succeeded in rendering a whit antiquated.”

—Medical Press, July 6, 18g8.

TWELFTH FASCICULUS.

InreEcTIvE Disease oF THE LiympHATIC SYSTEM :
Lymph-Adenoma, or Hodgkin’s Malady. (Plates LXV. to LXVIIL,)
“ The twelfth fasciculus offers four excellent coloured plates of Lymph-
Adenoma, or Hodgkin’s Disease. The illustrations have a certain interest of
their own in that they are reproductions, now for the first time published, of
original water-colour drawings made by Sir Robert Carswell.”"— British Medical
Fournal, March 11, 1899.

ON THE DISEASES OF OLD AGE. By Prof. Cauarcor.
Translated by Mr. Winriam Tuke.

THE DIAGNOSIS AND TREATMENT OF DISEASES
OF THE CHEST. By Dr. Srokes. A Reprint Edited by
Dr. Hupsox, of Dublin.

THE COLLECTED WOREKS OF DR. WARBURTON
BEGBIE. Edited by Dr. Dyce Duckworte. With a Memoir

and Portrait.

—_———

SELECTIONS FROM THE CLINICAL WORKS OF
DR. DUCHENNE (of Boulogne). Translated and Edited by

Dr. Viviax Poore.

CLINICAL LECTURES ON THE PRACTICE OF
MEDICINE. Vols. I. and II. By the late Rosert J. Graves,
M.D. Reprinted from the Second Edition, Edited by Dr.
NELIGAN.

ALBUMINURIA IN HEALTH AND DISEASE., By
Dr. H. Sexaror. Translated by Dr. T. P. Sara.

SOME CONSIDERATIONS ON THE NATURE AND
PATHOLOGY OF TYPHUS AND TYPHOID FEVER.
By the late Dr. P. Stewarr, Edited by Dr. W. Cavrey.

b
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Surgery.

FRACTURES AND DISLDQ.&TIGN’S. By Professor Dr. H.
Hevrerica. Illustrated with sixty-eight Plates, and one hundred
and twenty-six Figures in the Text. Translated from the Third
Edition (1897), with Notes and additional Illustrations, by
J. Hurcrinson, Jun., F.R.C.5.

“ Owing to the clearness of description and the beauty of the illustrations,
this is a book that should meet with a cordial reception from practitioners and
students, and to the latter especially it should prove a great aid in the study of
a subject usually voted difficult and dry.”"—Edin. Medical ¥ournal, July, 18gg.

“ The whole work 1s complete, and a great addition to any library.”—
Canadian Practifioner, May, 1899.

ESMARCH ON THE USES OF COLD IN SURGICAL
PRACTICE. Translated by Dr. Moxteomery. Woodcuts.

“ Esmarch’s treatise is of high practical interest.”"—Brifish Medical Fournal.

BILLROTH'S LECTURES ON -SURGICAL PATHO-
LOGY AND THERAPEUTICS. A Hand-book for Students
and Practitioners. 2 vols.

INVESTIGATION INTO THE ETIOLOGY OF THE
TRAUMATIC INFECTIVE DISEASES. By R. Kocr. Trans-
lated, with Lithographic Plates, by Mr. Warsox CrEYNE.

ON THE PROCESS OF REPAIR AFTER RESECTION
AND EXTIRPATION OF BONES. By Dr. A. Waexer, of
Berlin, Translated by Mr. T. Horugs.

CLINICAL LECTURES. Selected from Professor Volkmann's
Series. 2 vols. (See ‘*Medicine.”)

THE WOREKS OF ABRAHAM COLLES. Chiefly his
Treatise on the Venereal Disease and on the Use of Mercury.
Edited, with Portrait, by Dr. McDoxxery, of Dublin.

Gynxceology and A {Dwifery.

A TREATISE ON GYNACOLOGY, CLINICAL AND
OPERATIVE. By 8. Pozzi. 3 Vols.
It is a good work on Gynzcology, well translated ; and authors, trans-

lators, and the New Sydenham Society are all to be congratulated on its
successful completion.”—Edimn. Med. Fournal.




CLASSIFIED LIST OF PUBLICATIONS. 19

“ This, the third volume, completes Professor Pozzi's splendid work on
Gynzcology. In our notices of the two former volumes we freely expressed
our admiration of the book, and on reading the present volume, we find that
the same care and trouble has been expended as in the preceding volumes,
Whilst such monographs are produced by the New Sydenham Society, there
are many and strong inducements to those members of the medical profession
who are not members to join. They will consult their own interests by doing

s0."—Med. Press.

A TEXT-BOOK OF MIDWIFERY. By Orro SPIEGELEERG.
Translated from the Second German Edition by Dr. J. B.

Hurry. 2 vols.

¢ It would be difficult to speak too highly of the book as a general text-book
of Midwifery; it is neither too long nor too difficult for the student, while the
practitioner wishing to read up the authorities on some special point will find
ample information of a practical kind."—Bvritish Medical Fournal.

““The New Sydenham Society has done much good work and conferred
many benefits upon the English student and practitioner, but it has not done
better than by giving Spiegelberg’s great book on Midwifery to the English
ieader.”—Lancet.

HISTORY AND ETIOLOGY OF SPONDYLOLIS-
THESIS. By Dr. Franz Lupwic Neveesauer, of Warsaw.

Translated by Dr. Fancourt Barxes,

ON THE MORE IMPORTANT DISEASES OF WOMEN
AND CHILDREN, with other Papers, by Dr. Goocr. Re-
printed; with a Prefatory Essay by Dr. Roserr Fercuson.
With woodeuts. 2

CLINICAL MEMOIRS ON DISEASES OF WOMEN.
By Drs. Bernurz and Govurin. 2 vols. Translated and abridged

by Dr. Meapows.

MOVEABLE KIDNEY IN WOMEN. By Dr. LeoroLp
Laxpav. Translated and Edited, with notes, by Francis Hexry

Cramexeys, M.A.

SMELLIE'S TREATISE ON THE THEORY AND
PRACTICE OF MIDWIFERY. 8 vols. Edited and Anno-
tated by Dr- McCrixtock, of Dublin. With Portrait of SMeLLIE.

B —— s

PDiscases of the Lpe and FEar.

ON THE ANOMALIES OF ACCOMMODATION AND
REFRACTION OF THE EYE, with a PRELIMINARY
ESSAY ON PHYSIOLOGICAL DIOPTRICS. By F. C.
Doxpers, M.D., Professor of Physiology and Ophthalmology in
the University of Utrecht. Written expressly for the Society.
Translated from the Author’s Manuseript by W. D. Moorg, M.D.
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THREE MEMOIRS ON GLAUCOMA AND ON
IRIDECTOMY AS A MEANS OF TREATMENT. By

Professor Vox Grazre. Translated by Mr. T. Wispsor, of
Manchester.

ON THE MECHANISM OF THE BONES OF THE
EAR AND THE MEMBRANA TYMPANL- (Pamphlet.)
By Professor Hermumorrz. Translated by Mr. Hixrox.

THE AURAL SURGERY OF THE PRESENT DAY.
By W. Kramer, M.D., of Berlin. Translated by Hexry Power,
Esq., F.R.C.S., M.B. With two Tables and nine Woodeuts.

VON TROELTSCH'S TREATISE ON DISEASES OF
THE EAR. Translated, with Notes, by Mr. Hixtox.

JForensic fAchicine,

A HANDBOOK OF THE PRACTICE OF FORENSIC
MEDICINE, BASED UPON PERSONAL EXPERIENCE.
By J. L. Caseer, M.D., late Professor of Medical Jurisprudence

in the University of Berlin. Translated by G. W. Baurour,
M.D. 4 vols.

PDigeases of the §Aevbous Spstem,

PIERRE MARIE'S LECTURES ON DISEASES OF
THE SPINAL CORD. Translated by Dr. Moxtacu Lussock.

‘* These Lectures will well maintain the high reputation of their author, and,
thanks to the excellent rendering of Dr. Montagu Lubbock, they may be read

with as much pleasure in English as in the original.”—British Medical Fournal,
Jan. 18, 18g6.

 Dr. Pierre Marie has in these Lectures, which the New Sydenham Society
has done well to place in its series, followed the lines laid down by his master,
and has produced a work which is worthy to rank with those of Charcot.”"—

Lancet, Nov. 23, 189g5.

SCHRGEDER VAN DER KOLK ON A CASE OF
ATROPHY OF THE LEFT HEMISPHERE OF THE
BRAIN. Translated by Dr. W. Moorg, of Dublin. Four
Lithographs,

ON THROMBOSIS OF THE CEREBRAL SINUSES.
By Professor Vox Duscr. Translated by Dr. WarrLey.
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LECTURES ON DISEASES OF THE NERVOUS
SYSTEM. By Professor Cuarcor. (First, Second, and Third
Series.) Translated by Dr. Sicerson, of Dublin. With woodeuts.

A MANUAL OF MENTAL PATHOLOGY AND THERA-
PEUTICS. By Professor GriesiveeEr. Translated by Dr.
LiocgaarT RoBERTSON and Dr. James RurHERFORD.

ON EPILEPSY. By Professor Scareprr vax pEr KoLk,

CHARCOT'S TREATISE ON THE LOCALISATION

OF CEREBRAL AND SPINAL DISEASE. Translated
by Dr. Happex,

Anatomy, Physiology, and Geneval Pathology,

A MANUAL OF HUMAN AND COMPARATIVE HIS-
TOLOGY. By S. Stricker. 3 vols. Translated by Mr. Powxzk.

. EXPERIMENTAL RESEARCHES ON THE EFFECTS

OF LOSS OF BLOOD IN PRODUCING CONVULSIONS.
By Drs. Kussmavr and Texxer. Translated by Dr. BroxNEr,
of Bradford.

A MANUAL OF PATHOLOGICAL HISTOLOGY,
intended to serve as an introduction to the study of Morbid

Anatomy. By Professor Rixprreiscu. (Bonn.) 2 vols. Trans-
lated by Dr. Baxrer.

AN ATLAS OF ILLUSTRATIONS OF PATHOLOGY.
(See ¢ Medicine,” page 11.)

ON THE MINUTE STRUCTURE AND FUNCTIONS
OF THE SPINAL CORD. By Professor ScHREDER VAN DER
Kovk. Translated by Dr. W. D. Moore. Numerous Lithographs.

ON THE MINUTE STRUCTURE AND FUNCTIONS
OF THE MEDULLA OBLONGATA, AND ON EPILEPSY.
By Professor Scarmprr van per Kouk. Translated by Dr. W.
D. Moore. Numerous Lithographs.
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Retrospects, and W orks of Geneval Wefevence,

A LEXICON OF MEDICAL TERMS. Edited by Mr.
Power and Dr. Sepewick. Parts I. to XXV. This Lexicon is
based upon the well-known work of Dr. May~xe, the copyright
of which was purchased by the Society. It is, however,
entirely rewritten by the present Editors, and very much
enlarged. (See bindings and prices on p. 87.)

“The work is carefully and elaborately done, and comprehends every
reference which the medical or scientific inquirer could possibly require.”—
Medical Press and Circular.

““ When complete, the work will be a most valuable addition to the library,
not only of medical men, but of those scientists who are interested in Medicine
and the allied sciences."—R. Neale, M.D., in London Medical Recorder.

“ When finished, the Lexicon will be a credit to British Medicine, and worthy
of the great Physician whose name the Society bears.""—Dublin Medical _?-’ﬂumag.

=

A YEAR-BEOOEK OF MEDICINE AND SURGERY, AND
THEIR ALLIED SCIENCES, for each of the Years 1859
to 1864.

A BIENNIAL RETROSPECT OF MEDICINE, SUR-
GERY, AND THEIR ALLIED SCIENCES, for the Years -
18656-66, 1867-68, 1869-70, 1871-72, 1873-74.

THE MEDICAL DIGEST. DBeing a means of ready reference
to the principal contributions to Medical Science during the last

Thirty years. By Dr. Ricuarp NEaLE,

BIBLIOTHECA THERAPEUTICA; OR BIBLIO-
{E}R:‘TPHY OF THERAPEUTICS. By E. J. Warmwe, M.D.
vols.

Discases of the SR and Swphilis.

PRIZE ESSAYS ON LEPROSY (Series I. and IL.):—

On the History of the Decline and final Extinction of Leprosy as
an Endemic Disease in the British Islands. By George
Newman, M.D.

Conditions under which Leprosy has declined in Iceland. By
Edward Ehlers, M.D.

Leprosy in South Africa. By 8. P. Impey, M.D., M.C.
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On Spontaneous Recovery from Leprosy. By S. P. Impey, M.,D.
M.C.

A Contribution to the History of Leprosy in Australia. By J.
Ashburton Thompson, M.D., D.P.H.

Report on the Conditions under which Leprosy oceurs in China,
Indo-China, Malaya, the Archipelago, and Oceania. Com-
piled chiefly during 1894. By James Cantlie, M.A., M.B.,
F.RIC'S.

“The essays are supplemental to each other, and form the most valuable
contribution to the study of the disease that we have."—Medical Press,
Aug. 24, 18g8.

* The present volume is no exception to the rule that all the publications
of the New Sydenham Society are of great interest and value. . . . . ., A most

valuable contribution to our knowledge on the subject of leprosy."'—New York
Medical ¥Fournal, Nov. 19, 1898.

SELECTED MONOGRAPHS ON DERMATOLOGY:—

Selections from the Dermatological Writings of Dr. P. G. Uxxa.
(Translations, chiefly in abstract. Edited by Phineas 8.
Abrahams, M.A., M.D., B.Se., F.R.C.P.1L.)

On the appearance of Herpes Zoster during the administration of
Arsenic. DBy Ludwig Nielsen, M.D.

A collection of Dr. Duhring’s Papers on Dermatitis Herpeti-
formis.

The Sensation of Itching. By Edward Bennet Bronson, M.D.

Report of a case of the Mycosis Fongoide of Alibert. Hy Henry
~ W. Blane, M.D.

Pellagra. By Ludwig Berger, M.A. (Translated and abridged
by Frank H. Barendt, M.D. Lond., F.R.C.S. Eng.)

Drug Eruptions. A Clinical Study of the Irritant Effects of
Drugs upon the Skin. By Prinee A. Morrow, A.M., M.D.
(Edited by T. Colcott Fox, M.B. Lond., F.R.C.P.)

Researches on Psoriasis. By Ludwig Nielsen, M.D. (Translated
by Frank H. Barendt, M.D.)

“ The whole forms a most useful and instructive volume to all who are
interested in dermatological subjects.”—Lancet.

‘ All the papers composing the volume are well worth reprinting in a work
of this kind, and Dr. Duhring’s and Dr. Morrow’s papers alone, as not being
otherwise readily accessible, would constitute ample justification for its publi-
cation."—DBritish Medical ¥ournal.

SELECTED ESSAYS AND MONOGRAPHS. (Tran:la-
tions and Reprints from Various Sources.)

“ The volume thus contains chiefly subjects of dermatological and syphilo-
graphic character, and is perhaps most to be valued by reason of the oppor-
tunity it affords to the English reader of the study of the characters of a tropical
malady the nature of which has often been debated.”” —Lancet, Jan. 15, 18g8.
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“The Sydenham Society is to be congratulated upon the selection of
essays and monographs contained in this volume. The essays cover a wide
range of subjects, mostly of great pathological and clinical interest, though
necessarily of varying importance.”—Glasgow Med. ¥ournal, April, 18g8.

“ The entire book is replete with valuable information.”"—New York Med.
Fournal, June 4, 1898.

ON SYPHILIS IN INFANTS By Pavn Dipay. Translated
by Dr. WarrLey. iy

ON DISEASES OF THE SKIN, INCLUDING THE
EXANTHEMATA. By Professor Hesra. 5 vols. Translated
and Edited by Dr. Hmwron Faeee, Dr. Pye-Smurrm, and Mr.
Warex Tay.

LANCEREAUX'S TREATISE ON SYPHILIS. 2 vols.
Translated by Dr. WaiTLEY,

The Socicty’s Atlas of Discases of the SKin.

In seventeen Fascieculi comprising the following subjects.
Unless otherwise indicated, the Plates are original.

PLATE

Favus. From Hebra. : : . . |
Tinea Tonsurans. From Hehla. : : : S I
Lupus Exulcerans. From Hebra. . : : A U
Psoriasis Diffusa. From Hebra. . 3 : R s
Lupus Serpiginosus; Alopeecia Areata. From Hebra. V.
Ichthyosis. From Hebra. : : AR T
Lupus Vulgaris et Serpiginosus (Glcatusmg} From

Hebra. ; ik
Herpes Zoster Frc-ntahs {a,ﬂ‘ectmg the Frontal and

Trochlear Branches of the Fifth Nerve). . VAT,
Molluseum Contagiosum, 4, on a Child's Face ; s, ﬂn

the Breast ﬂf the Child’s Mother ; ¢, Anatomical

Characters of the Tumours; b, Mim‘uscupic Cha-

racters. . 4 . E ] - y . . IE,
Leucoderma. . " " ; . ; ' ate Ak
Morbus Addisonii, . ; : g . : —_
Pemphigus. . : 3 ; : ; : e
Pityriasis Versicolor. : i . : ; . XIITI.
Psoriasis Inveterata. . i : : . XY,
Eczema Impetiginodes on Face of Adult. . ” XV.
Eczema on the Face, &e., of Infant; Eeczema Rubmm

on Leg of Adult : : VL

Psoriasis of Hands and Finger- naﬂs S}fphilitic
Psoriasis of Finger-nails; Cungemtu Syphilitic
Psoriasis of Finger- and Toe-nails ;  Onychia
Maligna ; Chroniec General Onychitis.. : s YL
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Molluseum Fibrosum seu Simplex. ;

Psoriasis-Lupus (Lupus non Exedens, in numerous
Symmetrical Patches). .

Porrigo Contagiosa (e pediculis).

Erythema Nodosum. . :

Morbus Pedieularis. ;

Herpes Zoster (with sca.rs of a former a.tt.a,ck}

Erythema Circinatum.

Eeczema (from Sugar).

Acne Vulgaris. .

Scabies (on Hand of Uhﬂd)
&e.) Scabies Norvegica.

Porrigo Contagiosum after Vaccination.
Eruptions in Congenital Syphilis.

True Leprosy (Tubercular Form).
(Ansesthetic Form). .

Pityriasis Rubra. .

Papular Syphilitie Emptmn with Indurated Chancre
on the Skin of the Abdomen. : : ;

Pruriginous Impetigo after Varicella. . J

Eruption produced by Iodide of Potassium.

Lichen of Infants. . : :

Kerion of Scalp after Emgworm

Tinea Circinata. A

Rupia-Psoriasis (from inherited Ej’phahs}

Prurigo Adolescentium. :

Purpura Thrombotica. :

Sjp hilitic Rupia, with Keloid on Scars

Frambeesia (Endemic erugﬂs}

Lupus Erythematosus. .

Morphea, or Addison’s Keloid. 5

Uleerating Eruption from Bromide of Potassium.

Purpura Hemorrhagiea. : : ;

Molluseum Contagiosum. .

Pemphigus Foliaceus.

Inherited Syphilis. . §

Syphilitic Tubercular Lupus.

E.:‘:ﬁa.hiés {wi‘th (E;iema:,
' Gir;:inats:a

TI‘I-J.E Lf-:pmsg;r

PLATE

X VITL.

XIX,
XX.
XXI.,
XXTI.
XXTII.
XXTIV.
XXV.
XXVI.

XXVII.
XXVIII.

XXIX,
XXX,

XXXT.
XXXITIT.
XXXITT.
XXXTV.
XXXV.
XXXVI.
XXXVII.,
XXXVIII.
XXXIX.
XL,
X1LI.
XLII.
XLIIT.
XLIV.
XLV,
XLVL
XTLVIIL.
XLVIII.
XLIX,

A CATALOGUE OF THE PORTRAITS COMPRISED

IN THE SOCIETY'S ATLAS OF

SKIN DISEASES.

Prepared, at the request of the Council, by Mr. Hurcainsox.

Parts 1 and 2.
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LIST OF PUBLISHED WORKS

Arranged according to the Year of Issue.

Yor. 1859. (Furst Year.)

1. Drpay on Infantile Syphilis.

2. GoocH on Diseases of Women.

3. Memormrs on Diphtheria.

4. Vax pER Kork on the Spinal Cord, &e.

5. Monocraras (Kussmaul and Tenner, Graefe, Wagner, &e.)

1860. (Second Year.)

Dy, BrigaT on Abdominal Tumours.

Frericuas on Diseases of the Liver. Vol. L

A Yearsoox for 1859.

ATras of Portraits of Skin Diseases. (1st Fasciculus.)

S S

1861. (Third Year.)

10. A Yearroox for 1860.

11. MoxograrHS (Czermak, Dusch, Radicke, &e.)
12.#CaspEr’s Forensic Medicine. Vol. L

14.*ATras of Portraits of Skin Diseases. (2nd Faseciculus.)

1862. (Fourth Year.)

13.* FrericHs on Diseases of the Liver. Vol. 11.

15. A Yearsook for 1861.

16. Casper's Forensic Medicine. Vol. IIL.

17. Atras of Portraits of Skin Diseases. (8rd Fasciculus.)

1863. (Fifth Year.)

18.*KramEr on Diseases of the Ear.
19. A Yearsooxk for 1862. :
20. Nevpaver and VoeceL on the Urine.
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VoL. . 1864. (Sixth Year.)

21. Casper's Forensic Medicine. Vol. I1L.

22.#DonpERs on Accommodation and Refraction of the Eye.
28. A Yrarsooxk for 1863.

24. Atras of Portraits of Skin Diseases. (4th Fasciculus.)

1865. (Seventh Year.)

25. A Yearsoox for 1864.
26. Casper’s Forensic Medicine. Vol. IV.
27.*Atras of Portraits of Skin Diseases. (5th Fasciculus.)

1866, (Fighth Year.)
28. Berxvurz and GourIiL on the Diseases of Women. Vol. L
29. Artnas of Portraits of Skin Diseases. (6th Fasciculus.)

30.*Hesra on Diseases of the Skin. Vol. L.
31. Bernurz and Gourirn on Diseases of Women. Vol. II.

1867. (Ninth Year.)
82. BiennsiaLn Retrospect of Medicine and Surgery.
88. GriesingEr on Mental Pathology and Therapeutics.
34.#Atras of Portraits of Skin Diseases. (Tth Fasciculus.)
35. Trousseau’s Clinical Medicine. Vol. I.

1868. (Tenth Year.)

36. Tre Collected Works of Dr. Addison.

37. Hesra on Skin Diseases. Vol. II.

88. Lancereavx’s Treatise on Syphilis. Vol. 1.

89. Arras of Portraits of Skin Diseases. (8th Fasciculus.)
40. CararocuE of Atlas of Skin Diseases. (First Part.)

1869. (Eleventh Year.)

41. LancEreavx’s Treatise on Syphilis. Vol. II.
42.*Trousseau’s Clinical Medicine. Vol. II.

43. Bmexnian Retrospect of Medicine and Surgery.

44. Arvas of Portraits of Skin Diseases. (9th Faseciculus.)

1870. (Twelfth Year.)
45. Trousseavu’s Lectures on Clinical Medicine. Vol. IIL.
46. NiemEvER'S Lectures on Pulmonary Consumption.
47. Stricker’s Manual of Histology. Vol. L.
48. Arras of Portraits of Skin Diseases. (10th Fasciculus.)
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VoL. 1871. (Thirteenth Year.)

49. WunperLicH's Medical Thermometry.

50. Brennian Retrospect of Medicine and Surgery.

51. Trousseav’s Clinical Medicine. Vol. IV.

52. Arras of Portraits of Skin Diseases. (11th Fasciculus.)

1872, (Fourteenth Year.)

53. Stricker’s Manual of Histology. Vol. IL.

54. RivorrLeiscu’s Pathological Histology. Vol. 1.

55. Trousseav’s Clinical Medicine. Vol. V.

56. Arvas of Portraits of Skin Diseases. (12th Fasciculus.)

1873. (Fifteenth Year.)
57. StrickeEr’'s Manual of Histology. Vol. III.
58. Rinprreiscu’s Pathological Histology. Vol. IL.

59. Biennian Retrospect of Medicine and Surgery.
60. Arrnas of Portraits of Skin Diseases. (13th Fasciculus.)

1874. (Swrteenth Year.)

61. Heera on Skin Diseases. Vol. III.
62. Von Trorntscr on Diseases of the Ear.

Heryuortz on Membrana Tympani, &e. (In one Vol.)
63. Arras of Portraits of Skin Diseases. (14th Faseciculus.)
64. Heera on Skin Diseases. Vol. 1V.

1875. (Seventeenth Year.)
65. Biexxian Retrospect of Medicine and Surgery.
66. Cararocuk of Atlas of Skin Diseases. (Second Part.)
67. Arras of Portraits of Skin Diseases. (15th Fasciculus.)

68. Crivican Lectures by various German Professors. Vol. I.
69. Laraam’s Works. Vol. 1.

1876. (Eighteenth Year.)

70. SuerLuie’s Midwifery, by MeClintock.” Vol. 1.

71. Crinicarn Lectures by various German Professors. Vol. IL.
72.#CHARcor’s Diseases of the Nervous System. Vol. L.

78. Biurrore’s Lectures on Surgical Pathology. Vol. L.

1877. (Nineteenth Year.)
7T4. Smerrie's Midwifery, by MeClintoek. Vol. II.

75. Tuae Medical Digest, by Dr. Neale.

76. BiLLrorr's Lectures on Surgical Pathology. Vol. IL
77. Arras of Illustrations of Pathology. (Fasciculus I.)
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78.
79.
80.
81.

82.
83.

86.
87.
88.
89.
90.
91,

92.
93.
94.
95.
96.
97.

98.
99.
100.
101.
102.
103.

104.
105.
106.
107.

1878. (Twentieth Year.)

Brerioraeca Therapeutica, by Dr. Waring. Vol. L.

Sueruie’'s Midwifery, by MeClintock. Vol. III.

Laraan’s Works. Vol. II.

Lexicon of Medical Terms. (First Part.) Issued with
Part II. only, as Vol. 83.

1879. (T'wenty-first Year.)

Bierioraeca Therapeutica, by Dr. Waring. Vol. II.
Lexicon of Medical Terms. (Second Part.) Including
re-issue of First Part.

. Maxvarn of Physical Diagnosis, by Dr. Guttmann.
85.

Atras of Illustrations of Pathology. (Fasciculus I1.)

1880. (Twenty-second Year.)

Hepra on Diseases of the Skin. Vol. V.

Lexicon of Medical Terms. (Third Part.)

Kocn's Researches on Wound Infeetion.

Lexicon of Medical Terms. (Fourth Part.)

Cuarcor’s Diseases of the Nervous System. Vol. II.
Arras of Illustrations of Pathology. (Fasciculus IIL.)

1881. (Twenty-third Year.)
SeELEcTIONS from the Works of Abraham Colles.
Lexicow of Medical Terms. (Fifth Part.)
BirnrotH's Clinical Surgery.
Cuarcot on Diseases of Old Age.
Lexicon of Medical Terms. (Sixth Part.)
Arras of Illustrations of Pathology. (Fasciculus IV.)

1882. (T'wenty-fourth Year.)
Stokes on Diseases of the Chest.
Arras of Portraits of Skin Diseases. (16th Fasciculus.)
Tur Collected Works of Dr. Warburton Begbie.
LEexicon of Medical Terms. (Seventh Part.)

Crarcor on Localisation of Cerebral and Spinal Disease.
Lexicon of Medical Terms. (Eighth Part.)

1883. (Twenty-fifth Year.)
Arras of Illustrations of Pathology. (Fasciculus V.)
SELEcTIONS from the Works of Dr. Duchenne.

Hirscu on Geographical and Historical Pathology. Vol.I.
LEexicon of Medical Terms. (Ninth Part.)
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Vor. 1884. (Twenty-sixzth Year.)

108. Atras of Portraits of Skin Diseases. (17th Faseciculus.)
109. Graves's Clinical Medicine. Vol. I. (Reprinted.)

110. SeELEcTED Monographs (Senator, Stewart, Landau).
111. Lexicox of Medical Terms. (Tenth Part.)

1885. (Twenty-seventh Year.)

112. Hirsce on Geographical and Historical Pathology.
Vol. II.

113. Graves’'s Clinical Medicine. Vol. IL.

114. Lexicon of Medical Terms. (Eleventh Part.)

1886. (Twenty-eighth Year.)

115. SeLeEcTED Essays on Micro-Parasites in Disease. Edited
by W. Watson Cheyne.

116. Lexicox of Medical Terms. (Twelfth Part.)

117. Hirsca on Geographical and Historical Pathology.
Vol. IIL

118. Lexicox of Medical Terms. (Thirteenth Part.)

1887. (Twenty-ninth Year.)

119. SeieceLBERG's Midwifery. Vol. L.

120. Lexrcon of Medical Terms. (Fourteenth Part.)

121. SerLectreEp MoxograpHs : — Raynaud’s Disturbances of
Circulation in the Extremities ; Klebs and Tommasi-
Crudeli on the Nature of Malaria; Marchiafava and
Celli on the Blood in Malaria-Infection ; Neugebauer
on Spondylolisthesis.

122. Atnas of Pathology. (Fasecieulus VI.)

1888. (Thirtieth Year.)

123. SeieceELBERG’s Midwifery. Vol. II.

124. Lexicon of Medical Terms. (Fifteenth Part.)
125. Hexocr's Diseases of Children. Vol. L.

126. Comxueiv’s General Pathology. Vol. L.

1889. (Thirty-first Year.)
127. Arwras of Pathology. (Fasciculus VIL.)
128. Cuarcor’s Diseases of the Nervous System. Vol. ITI.
129. Conxnem's General Pathology. Vol. II.
130. Lexicox of Medical Terms. (Sixteenth Part.)
131. Hewocu's Lectures on Diseases of Children. Vol. II.
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Yor. 1890. (Thirty-second Year.)

182. Friicee's Micro-Organisms.

188. Comnmeiv’s General Pathology. Vol. III.

134. Lexicon of Medical Terms. (Seventeenth Part.)
135. Arras of Pathology. (Fasciculus VIIL.)

1891. (Thirty-third Year.)

136. Ewarnp’s Diseases of Digestive Organs. Vol. L.

187. Essavs on Acromegaly. By Drs. Pierre Marie and
Souza Leite.

188. Liexicon of Medical Terms. (Eighteenth Part.)

189. Ewarp’s Diseases of Digestive Organs. Vol, II.

140. Pozz1’s Treatise on Gyn®cology. Vol. L.

1892. (Thirty-fourth Year.)

141. Lexicon of Medical Terms. (Nineteenth Part.)
142. Lexicow of Medical Terms. (Twentieth Part.)
143. A Vorume of Dermatological Papers.

144. Pozzi on Gynacology. Vol. II.

145. Pozzi on Gynzcology. Vol. IIIL.

1893. (Thirty-fifth Year.)

146. Laveran on Paludism and its Organism.
147. Tre Works of Sir William Gull. Vol. I.
148. MoxograrHS and Lectures from German Sources.
149. Lmxicon of Medical Terms. (Twenty-first Part.)

1894. (Thirty-sizth Year.)
150. Two Monographs on Malaria and the Parasites of
Malarial Fevers.

151. Atras of Pathology. (Fasciculus IX.)
152. Pierre Marie’s Diseases of Spinal Cord.

1895. (Thirty-seventh Year.)
158. Arnas of Pathology. (Fasciculus X.)
154. Binz's Lectures on Pharmacology. Vol. I.

155. Lizxicon of Medical Terms. (Twenty-second Part.)
156. Tae Works of Sir William Gull. Vol. II.
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Vor.
157.

158.
159.
160.

161.

162.
163.

164.

165.
166.

167.

168.
169.

THE NEW BYDENHAM BSOCIETY.

1896. (Thirty-eighth Year.)
Prize Essays on Leprosy. (Newman, Ehlers, Impey.)
Nauny~ on Cholelithiasis.
Bixnz’s Lectures on Pharmacology. Vol. II.
Lexicon of Medical Terms. (Twenty-third Part.)
SELECTED Lectures and Papers from Foreign Sources.

1897. (Thirty-ninth Year.)

Prize Essays on Leprosy. Series II. (Ashburton
Thompson and Cantlie.)

Arras of Pathology. (FasciculusXI.) Smith on Neuroma.

A Rerort on Vaccination and its results. Based on the
Reports of the Royal Commission. Vol. I.

1898. (Fortieth Year.)

Lexicon of Medical Terms. (Twenty-fourth Part.)

Arras of Pathology. (Fasciculus XII.) Hodgkin's
Diseage.

Hevrericu's Fractures and Dislocations.

1899. (Forty-first Year.)

Lexicon of Medical Terms. (Twenty-fifth Part.)
SterNBERG's Monograph on Acromegaly.

Volumes marked * are now quite out of print.
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LIST OF VOLUMES

IEBUED IN PAST YEARS,

AR ANGED IN SETS

FOR THE CONVENIENCE OF NEW SUBSCRIBEERS.

The Subscription for each Set is One Guinea.

Subseribers taking Four or more of the following Sefs at one time
may have One exira Set Gratis.

SET I.—Three vols.
Two Monographs on Malaria and the Parasites of Malarial Fevers.
Laveran on Paludism.
Selected Monographs, vol. 121, on Malaria, &c.

Ser II.—Five vols.
Pierre Marie’s Diseases of Spinal Cord.
Hirsch’s Geographical and Historieal Pathology.
Koeh's Besearches on Wound Infeetion.

SET III.—Five vols.
Binz's Lectures on Pharmacology, 2 vols.
Naunyn on Cholelithiasis.
Ewald's Disorders of Digestive Organs, 2 vols,

Ser IV.—Four vols.
Pozzi's Gynecology, 8 vols.
Selected Monographs, vol. 110. (With illustrations).

SET V.—Eight vols.
The Works of Sir William Gull, 2 vols.
The Colleeted Works of Dr. Addison.
Latham's Works, 2 vols.
Selections from the Works of Colles.
Warburton Begbie's Works.
Graves’s Clinical Medicine, 2 vols.

SeT VI.—Seven wvols.
Selected Lectures and Papers from Foreign Sources.
Clinical Lectures by various German Professors, seriesi., ii., & iii.
Selected Monographs, vols. 5, 11, & 121.

[H
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SeEr VII.—Siz vols.
Selected Monographs on Dermatology (Unna, Nielsen, Duhring,
Bronson, Blane, Berger, Prince-Morrow).
Essays on Acromegaly (Pierre Marie and Souza Leite).
The Works of Sir William Gull, 2 vols.
Monographs and Lectures from German Sources, series iii.
Selected Monographs, vol. 110
SET VIII.—Seven vols.
Billroth’s Clinical SBurgery. (Illustrated).
Essays on Micro-Parasites in Disease. Selected by Watson Cheyne.
(Illustrated).
Monographs and Lectures from German Sources, series iii., vol. 148.

Essays on Acromegaly (Pierre Marie and Souza Leite).
Memoirs on Diphtheria.

Lancereaux’s Syphilis, 2 vols.
SET IX.—Six vols.
Selected Monographs on Dermatology (Unna, Nielsen, Duhring,
Bronson, Blane, Berger, Prince-Morrow).
Neubauer and Vogel on the Urine. (Illustrated).
Bernutz and Goupil's Diseases of Women, 2 vols.
Henoch's Diseases of Children, 2 vols.

SET X.—Hight vols.
Selected Lectures and Papers from Foreign Sources, vol. 161.
Naunyn on Cholelithiasis.
Hebra's Diseases of the Skin, vols. i1, iii., iv. and v.
Griesinger on Mental Pathology.
Niemeyer's Lectures on Pulmonary Consumption.
SET XI.—Seven vols.
Naunyn on Cholelithiasis.
Stricker’s Histology, Human and Comparative, 3 vols. (Illustrated).
Selections from the works of Dr. Duchenne.
Koch’s Researches on Wound Infection.
Stokes on Diseases of the Chest.

BET XIIL.—Five vols.
Selected Monographs on Dermatology (Unna, Nielsen, Duhring,
Bronson, Blane, Berger, Prince-Morrow).
Cobnheim's General Pathology, 5 vols.
Wunderlich's Medical Thermometry.

SeEr XIII.—Five vols.
Pierre Marie's Diseases of Spinal Cord.

Charcot’s Diseases of the Nervous System, vols. ii. and iii., complete
in themselves,

Charcot’s Loealization of Cerebral Disease. (Illustrated).
Charcot’s Diseases of Old Age. (Illustrated).

Ser XIV.—Siz vols.
Hirsch's Geographieal and Historical Pathology, 3 vols.
Waring's Bibliotheca Therapeutica, 2 vols.
Selected Monographs, vol. 121. (With illustrations).

Ser XV.—Six vols.

Spiegelberg’s Midwifery, 2 vols. (Illustrated).
Smellie’s Midwifery, 3 vols.

Selected Monographs, vol. 121, (With illustrations).
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Ser XVI.—Eight vols.
The Collected Works of Dr. Warburton Begbie.
Billroth'’s Clinical Surgery.
Von Troeltsch on Diseases of the Ear. (Illnstrated).
Charcot on Diseases of Old Age. (Illustrated).
Selection from the Works of Colles.
Graves's Clinical Medicine, 2 vols.
Niemeyer's Lectures on Pulmonary Consumption.

Ser XVIIL.—FEight vols.
Sir William Gull's Works, 2 vols.
Selected Monographs, vol. 110. (With illustrations).
Latham's Works, 2 vols.
Rindfleisch’s Pathological Histology, 2 vols. (Illustrated).
Seleetions from the Works of Colles.

SET XVIIL.—Five vols,
Ewald’s Diseases of Digestive Organs, 2 vols.
Henoch's Diseases of Children, 2 vols.
Stokes on Diseases of the Chest.

SeET XIX.—Four vols.
Essays on Micro-Parasites in Disease. Selected by Watson Cheyne.
(Illustrated).
Flugge’s Miero-Organisms.
Selected Monographs, vol. 121. (With illustrations).
Monographs and Lectures from German Sources, series iii., vol. 148,

ST XX.—Seven vols.
Trousseau's Clinical Medicine, vols. 1., iv. and v., complete in
themselves.
Stokes on Diseases of the Chest.
Graves’s Cliniecal Medicine, 2 vols.
Seleetions from the Works of Colles.

SET XXI.—S8even vols.
Selected Lectures and Papers from Foreign Sources, vol. 161.
Waring's Bibliotheca Therapeutica, 2 vols.
Billroth’s Clinieal Surgery. (Illustrated).
Charcot's Diseases of Old Age. (Illustrated).
Chareot’s Cerebral Disease. (Illustrated).
Griesinger’'s Mental Pathology.

SET XXIL.—Four vols.
Spiegelberg’s Midwifery, 2 vols.
Henoch's Diseases of Children, 2 vols.

SeEr XXIII.—Five vols.

Binz's Lectures on Pharmacology, 2 vols.
Cohnheim'’s General Pathology, 8 vols.

Ser XXIV.—Siz vols.
Pierre Marie's Diseases of Spinal Cord.
Billroth’s Surgieal Pathology, 2 vols.
Billroth's Clinical Surgery.
Diday’s Infantile Syphilis.
Van der Kolk on the Spinal Cord, &e.

N.B.—When several of the above Sets are taken by a subscriber, if

they contain duplicate volumes, such duplicates can be exchanged for
pther volumes of equal value.
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LIST OF SURPLUS VOLUMES,
With Prices.

N.B.—The prices affixed can be continued only for a limited period until
surplus stock is disposed of.

ADDISON’'S COLLECTED WORKS. zs.

ATLAS OF PATHOLOGY. Bound in cloth, complete
I. to XIL with Index. £3.3s. Separate FasciculiIL to XII. 10s.6d. each.

ATLAS OF SKIN DISEASES. Fasciculig4 and 7 to 17.

78. 6d. each. Portfolio containing 35 plates (the remainder being out of
print), £2 2s.

BERNUTZ AND GOUPIL’S DISEASES OF WOMEN.

2 vols. 35s.

BILLROTH'S CLINICAL SURGERY. g4s.
BILLROTH’S SURGICAL PATHOLOGY. 2 vols. 7s. 6d.
BINZ'S LECTURES ON PHARMACOLOGY. 2z vols.

105,

BRIGHT ON ABDOMINAL TUMOURS. zs.

CHARCOT’'S DISEASES OF NERVOUS SYSTEM.
Vols. II. and II1I. +9s. 6d.

CHARCOT'S DISEASES OF OLD AGE. 3s. 6d.

CHARCOT’'S LOCALIZATION OF CEREBRAL DIS-
EASE. 3s.6d.

COHNHEIM'S GENERAL PATHOLOGY. 3 vols. 15s.

DERMATOLOGICAL PAPERS (UNNA, DUHRING,
PRINCE-MORROW, &c.). 6s.

ESSAYS ON ACROMEGALY (PIERRE MARIE aND
SOUZA LEITE). 3s. 6d.
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EWALD'S DISORDERS OF DIGESTION. 2 vols. 10s.
FLUGGE'S MICRO-ORGANISMS. #s. 6d.
GERMAN CLINICAL LECTURES. Series 1., II., and

III., each volume complete in itself. 3s. each.

GRAVES’'S CLINICAL MEDICINE. 2 vols. #7s.6d.
GRIESINGER’S MENTAL PATHOLOGY. s5s.
GULL'S WORKS. 2 vols. #s. 6d.

GUTTMANN’S PHYSICAL DIAGNOSIS. ss.

HEBRA'S DISEASES OF THE SKIN. Vols. II.,
IIL., IV., and V. 2s. 6d. each.

HENOCH'S DISEASES OF CHILDREN. 2z vols.
125. 6d.

HIRSCH'S GEOGRAPHICAL AND HISTORICAL
PATHOLOGY. 3 vols. 12s. 6d.

KOCH’'S WOUND INFECTION. 2s.6d.
LANCEREAUX'S SYPHILIS. 2z vols. s5s.
LATHAM'S WORKS. 2 vols. 5s.

LEXICON OF MEDICAL TERMS. Vols. I. to V.

(in Parts), £2 10s.; bound in roan back, cloth sides, marbled edges,
£3 3s.; half morocco, gilt top, £3 13s. 6d.

MEMOIRS ON DIPHTHERIA. zs.
MICRO-PARASITES IN DISEASE (Edited by W.

Warson CHEYNE). 7s. 6d.

NAUNYN’'S CHOLELITHIASIS. 3s. 6d.
NEUBAUER AND VOGEL ON THE URINE. 3s.6d.

NIEMEYER'S LECTURES ON PULMONARY CON-
SUMPTION. 2s. 6d.

PIERRE MARIE'S DISEASES OF SPINAL CORD.

I05.

RINDFLEISCH'S PATHOLOGICAL HISTOLOGY.

2 vols, 6s.
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SELECTED MONOGRAPHS (CZERMAK, DUSCH
aNnp RADICKE, &c.). 3s.

SELECTED MONOGRAPHS (KUSSMAUL anp TEN-
NER, GRAEFE, WAGNER, &c.). 2s. 6d.

SELECTED MONOGRAPHS (SENATOR, STEWART,
avp LANDAU). 4s.

SELECTED MONOGRAPHS (RAYNAUD, KLEBS,

anp TOMMASI CRUDELI, MARCHIAFAVA axp CELLI, NEUGE-
BAUER). 6s.

SELECTIONS FROM THE WORKS OF DUCHENNE.
58.

SELECTIONS FROM THE WORKS OF COLLES.
25, 6d.

SMELLIE'S MIDWIFERY. 3 vols. #s. 6d.
SPIEGELBERG’S MIDWIFERY. 2 vols. 12s. 6d.
STOKES ON DISEASES OF THE CHEST. 3s.

STRICKER’'S MANUAL OF HISTOLOGY. 3 vols.
10s. 6d.

TROUSSEAU’S CLINICAL MEDICINE. Vols. I, IV.

and V. (complete in themselves). 5s. each,

VAN DER KOLK ON DISEASES OF SPINAL CORD.

28,

VON TROELTSCH’S DISEASES OF THE EAR. 2s.
WARBURTON BEGBIE'S WORKS. 3s.

WARING’'S BIBLIOTHECA THERAPEUTICA. 2zvols.
55.

WUNDERLICH’S MEDICAL THERMOMETRY.
3s. 6d.

YEAR-BOOKS AND BIENNIAL RETROSPECTS,

1859-74. 11 volumes. 1s. 6d. each, or the set of 11 volumes for 12s. 6d.



LAWS OF THE NEW SYDENHAM SOCIETY.

rL_Il;]]JH Boeciety is iuﬁmt?ddm béi&purpnlga
of supplying certain acknowle cieneing
in the existing means of diffusing medical
literature, and shall be called “*THE NEW
SYpENHAM SocIETY."

II.—The Society shall carry out its objects
by a euccession of t];]:hlinaﬁﬂns, of which the
following shall be chief :—1. Translations
of Foreign Works, Papers, and Essays of merit,
to be reproduced as early as practicable after
their original issne. 2. British Works, Papers,
Lectures, &eo., which, whilst of great valne,
have become from any canse diffienlt to be
obtained, excluding those of living authors.
8. Annual Volomes eonsisting of Reports in
Abstract of the p 8 of the different
branches of Medical and Surgical Seience
during the year. 4. Dictionaries of Medical
Blblla%nph: and Biography. Thoee included
under Nog, 1 and 2 ghall be held to have the
first claimn on the attention of the Society;
and the carrying out of those nnder Nos. 8 and
4 ghall be considered dependent upon the
~amount of funds which may be placed at its
disposal

III.—The Subscription constituting a Mem-
ber ghall be One Guinea, to be paid in advance
on the 1st of January annnally, and it shall
entitle the subseriber to a copy of every work

ublished for that year. No books shall be
wesued to any Member until his subscription
Jor the year has been paid.

IV.—The Officers of the Society shall be
eleeted from the Members, and shall consist
of a President, sixteen Vice-Fresidenis, a
Treasurer, & Secretary, and a Couneil - of
I:hirt-l]:twu, in whom the power of framing
Bye-laws and of directing the affairs of the
B shall be vested. Twelve of the Council
ghall be provineial residents.

V.—Five Members of the Conneil shall form
& qUOXIm.

VL—The Officers of the Society shall be
elected by ballot at the General Anniversary
Meeting of the Society. Balloting lists of
Officers proposed by the Couneil, with blank
for such alterations as any Member
may wish to make, shall be laid on the
Society’s table for the use of Members.

VII.—The Fresident, Vice-Presidents, and
Conneil, shall be eligible for re-election, except
that of the Vice-Presidents four, and of the
Council eight, shall retire every year.

YIII.—The Conuneil shall appoint local Hono-
rary Seerctaries wherever they shall seo fit.

IX.—The business of the President shall be
to preside at the Annual and Extraordinary
Meetings of the Society; in his absence one of
the Viee-Presidents, or the Treasurer, or any
Member of the Conneil chosen by the Members
present, shall take the Chair.

X.—The Treasurer, or Bome person ap-
pdtnh.tf% him, shall receive all moneys doe
to u

i

XIL—The money in the hands of the Trea-
surer, which shall not be immediately required
for the uses of the Society, shall be vested in
such speedily available securities as shall be
approved by the Conneil.

XII.—The Council shall select the Works to
be published by the Bociety, and shall make
all arrangoments, peeuniary or otherwise, in
regard to their publieation. In the event of
any Member of the Couneil being appointed to
edit any Work for the Society, for which he is
to receive pecuniary remuneration, he shall
immediately cease to be a Member of the
Couneil, and shall not be eligible for re-
election till after the publieation of the Work.

EIII,—~The Counneil shall lay before the
Members at each Anniversary Meeting a Report
of their proceedings during the past year, and
also an acconnt of the Receipts and Expendi-
ture of the Society; and shall further cause to
be printed and circulated among the Members
an abstract of snch Report and Aceounts 1m-
mediately after such Anniversary Mesting.

XIV —The annual Accounts of the Receipts
and Expenditure of the Society shall be
audited by s Committee of three Members,
selected at the preceding Anniversary Meeting
from among the Members at large.

XV.—The Secretary shall have the manage-
ment of the general Correspondence of
Society, and of soch other business as may
arige in earrying ount its objects.

EVI.—The local Secretaries shall further
the objects of the Society in their respectiva
distriets, and shall be in communication with
the metropolitan Secretary.

EVIL—The Anniversary Meoting shall be
held in the same town as, and at the time of,
the Annual Meeting of the British Medical
Aggociation, notice of it having been given
ltin:l: ?3.]1 Members at least a week before the day

ed on.

EVIIL—The Members generally shall be
invited and enconraged to propose Works, &e.,
and to make any suggestions to the Couneil
they may think likely to be nseful.

XIX.—The Works of the Society shall be
printed for the Members only.

XX.—No alteration in the Laws of the
Society shall be made, exeept at a Gemeral
Meoting. Notice of the alteration to be pro-
posed must also have been lmid befors the
Couneil at least & month previously.

XXI.—The Couneil shall have power to call
a General Meeting of the Members at any time,
and shall also be required to do so within threa
weeks, upon receiving a requisition in writing
to that effect from not less than twenty Mem-
bers of the Society.

XXII.—all 8pecial General Meetings of tha
Society shall be beld at such place as the
Couneil may appoint.

XXII.—The Couneil shall meet at least
onee in two months, noless by speecial resolu-
tion to the contrary.



GENERAL INFORMATION.
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The SUBSCRIPTION is One Guinea annually, to be paid v apvaxce. The
best mode of sending money is by Cheque, Post-office or Postal Order, payable
to Mr. H. K. Lewis; or by Cheque to the order of the Treasurer, Dr. SEpGWICK
SavxpeErs. It is requested that in future all communications in reference to

New Members who subscribe for the current year and not fewer than three past
years at the same time, will be allowed to select volumes from the surplus stock
to the value of one guinea without additional payment. The like privilege will
be secured each year by any Local SBecretary who has the subscriptions of all
the members on his list (the number being not less than ten) paid before the
end of March for the current year. Arrangements have been made by which
new Members can obtain single Volumes, or sets of Volumes, from the Society’'s
gtock in hand. Some of the Volumes, of which a larger surplus exists than of
others, can be purchased at fixed prices (for which see list). The Society's
Agent 1s empowered to make special arrangements with new Members who
may wish to obtain any of the past Volumes.

CARRIAGE, d&ec.—The Society’'s Works are supplied free of cost to an
address in London, Edinburgh, or Dublin; but the expenses of Carriage to
other places must be borne by the members to whom they are sent. Members
are requested to give detailed instructions respecting the mode by which they
wish their Volumes to be forwarded, and also to remember that the Society’s
responsibility ceases when the Book has been delivered according to the in-
structions given. Members residing in the British Isles wishing to receive their
Works by post ean do so by prepaying the sum of 2s, for the year for postage.

BINDING CASES axp PORTFOLIOS.—The Society's Agent is prepared
to supply, at fixed prices, Cases for binding the Lexicon, and Porrrorios for
the reception of the Plates of Skin Diseases, and for the Pathological Atlas.

To prevent misapprehensions as regards the punctual issue of each year's
geries, 1t seems desgirable to reprint the following extract from the Report for
the year 1882 :—

“If the members would kindly understand that the Society’s financial
year is from January to December, its year of issue from June to June, and
that its subseriptions are due in advance, the working of the Society would
be much facilitated. From this point of view, the issue of volumes for
each succeeding year has always in the past been punctually completed, and
probably will be so in the future. The works promised are issued for the
year specified, but are not all of them issued in it.”

The Counecil will always be glad to receive suggestions from Members,
particularly with regard to any recent foreign works which are thought suitable
for publication by the Society (vide Law XVIIL). It is requested that such
communications be forwarded to the Secretary in the first instance.

Hon. Secretary.
JONATHAN HUTCHINSON, Esq., F.R.8., 15, Cavendish Square, London, W.

Agent and Depit for Books.
Mr. H. K. LEWIS, 136, Gower Street, London, W.C.

WESBT, NEWMAN AND 0©0., PRINTERB, 5§54, HATTON GARDEN, LONDON, E.G.
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