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RECENT OBSERVATIONS ON THE FURCTIONS
OF THE THYROID GLAND; AND THE RE-
LATION OF 1T8 ENLARGEMENT TO
GRAVES'S DISEASE; ALSO REMARKS ON
THE THERAPEUTIC USE OF SHEEPIMS THY-
ROIDS AND OF OTHER ORGANIC EXTRACTS!

BY JAMES J, PUTNAM, M.D,,
Professer of Digeases of (he Nervous Syefem, Harvard Medieal
Sehool,

Tae object of this paper is to call attention to the
present state of our knowledge as to some of the func-
tions of the thyroid gland, and eertain disturbances of
nutrition due to its atrophy; and as to the relation of
goitre to the nervous symptoms met with in Graves's
disease and avalogous states. [ shall also speak of
the therapeutic action of thyroid extracts in conditions
other than myxedema, and as to the use of some
other organic extracts as therapeutic agents.

The dramatic history of the discovery of the relation
of thyroid disease to myxmedema, cachexia stromiprivi,
cretinism, and the so-called feetal rickets, is now, in
its broad outlines, familiar to every physician, so thor-
oughly has public attention been aroused by the de-
velopments of the past few years. As long ago as
1856, Schiff had voticed the fatal effect of thyroidect-
omy in dogs; and even earlier than this Sir Astley
Cooper and one or two other physiologists had mwade a
few experiments in the same line, with varying results.
In 1856 Curling described a few cases of sporadic cre-
tinism as occurring in England ; and in 1871 Dr.
Hilton Fagge described others, and noted that they
were characterized by atrophy of the thyroid. In
1874 Sir William Gull read his paper on * The Creti-
noid State in Women ™ ; and two years later, Dr. Ord
gave a full description of myxcedema, and christened
the symptom complex with its present name. He also
remarked on the clinical relationship between these
cases and those which had been described by Curling
and Fagge, and noted that the atrophy of the thyroid
made a pathological bond between them.

In 1884 came the remarkable observations of Rever-
din, of Geneva, and Kocher, of Berne, who found that
the thyroidectomy with which their experience in the
goitrous districts of Switzerlaud bad made them famil-
iar, was often followed by a strange cachexia. Kocher
at first thought this to be due to laryngeal asphyxia,
but Reverdiu a few months later recognized it as
essentially identical with myxedema. The flood-gates
of physiological research were then opened, and a
mase of observations began to pour in, which I have
no space even to summarize.® Dr. Felix Semon, rec-
ognizing the extreme interest of the new discoveries,
at once proposed the appointment of a commission of
inquiry from the Clinical Society of London, the re-
port of whose labors, finally published as a separate
volume in 1888, will always be referred to as a treasure-
house of facts upon this subject.

Even before the publication of this report, came
the searcely less valuable review by our own colleagues,
Dirs. Huo and Prudden, based on one hundred and
fifty cases, and giving the details of two thorough and
important sutopsies.  Fioally, in the winter of 1891-

1 Head before the Ssction for Clinical Medicine, Pathology and
Hyglene of th ffolk I
:‘.l;m 'rm .u Su isiriet Medical Society at the meoting,
8 a ew, with original observations, D, F. P. Kinnloat
Hew York Medical Rocord, xliv, p. 40, b *

—

1892, Mr. Horsley, of London, whose name is identified
with the best original research with regard to this
matter, published in Virchow's Denkschrift and in the
British Medical Jouwrnal (January, 1832}, a compre-
hensive and masterly analysis of all the fucts which
were at our disposal up to that time, relating to the
physiclogy of the thyroid.

Most of Horsley's conclusions have been confirmed
by subsequent research; and it is now accepted by
every one that the thyroid is an organ of immense im-
portance for nutrition. A few of bis views will, how-
ever, now bear revision ; and a few important discov-
aries are to be added.

The history of the therapeutics of myxedema was
sketched anew by Dr. F. C. Shattuck at a recent
meeting of the Medical lmprovement Society ; and 1
have nothing to add to his interesting remarks except
to call attention to the fact that many cases of cretin-
ism have been greatly benefited by thyroid feeding,
even those where the disease had existed up to adult
life. Two or three of these cases have been under
the care of Dir. Osler,® of Baltimore, to whom we also
owe an investigation into the frequency of sporadic
cretinism in America, showing that it is a disease of
FAFE OCEUFFENCE AMODE S,

It isa prnhahle that the lh_}'ruid i not, a8 |]DH]E}'
thought it was, a hemapoietic organ of real significance
(Gibson * and others, and amoug recent observers, De
Quervain® ).

It is practically certain that the functions of the
thyroid are not related to those of the spleen (De
QJuervain® ).  Later observations have indeed made it
more and more probable that it is not safe to regard
secondary enlargement of an organ following thyroid-
ectomy as a aigu of compensatory activity. This is
especially important as regards the pituitary body,
gince this is probably or possibly related to the thyroid
in function, It does frequently enlarge after removal
of the thyroid and so does the thyroid sometimes en-
large after removal of the pituitary body ; but Vassale
and Sacchi,” who have been most successful experi-
menters with regard to the pituitary body, do not
believe that the enlargement or the increase of colloid
which accompanies it, necessarily means an increase
of functional activity.

The interesting experiments by Breisacher [v. ors-
ley] with regard to the action of animal food in in-
creasing the cachexia from removal of the thyroid have
been confirmed, with slight modifications, by De Quer-
vain, in a very Tecent research.

This latter observer was unable to confirm the state-
ment of Rogowitsch, Capobiauco, and others® that
constant demonstrable changes occor in the central
nervous system after thyroidectomy.

It is not impossible that a repetition of the fatigus
experiments of Professor Hodge, of Clarke University,
would show that anatomical changes could be more
easily induced in animals suffering from eachexia than
in normal animals, and that, for this reazon, anatomical
changes would sometimes be present which at other
times were not found. Piseati ™ has recently observed

* Tranaactions of the Associntion of Ameriean Physicians, 1593,

+ Hritish Medical Journal, 1893, i, p. I4.

* Virehow's Archir, 1593, [k, 133, Weft 2,

" Beealso Gley and other authors eited by him in the Areh, de
Phye. n. &t p., 184, p. 207,

i"Arch, leal. de Blol., 1693, &, zrill, p. 385,

* Viechow's Archiv, 1893, Bd, 133, Heft 3.

b Bean ?pﬂf I:]' tha nﬂhurén-rm caged of myxedama, ete., in the
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Amerisan of Medical Scieuces for September, 1853
1 Oited by Glay, Arch. do Pliys. b, ot p., 1834, p. 167.



154

BOSTON MEDICAL AND SURGICAL JOURNAL. [Femruamry 15, 1894.

the formation of small cavities, apparently of vascular
ﬂrig"i;u. in the splluu] cord of d-ugs who had survived
thyroidectomy for a number of months.

The thyroid ;_,'___'.ﬂ.ll.ﬂ is found in all vertebrate apimals.
It is formed by an invagipation of the pharyngeal
wall, and is believed by most embryologists to serve
as a digestive gland, even in the lowest animals where
it exists. 1 mention this point because a recent
writer 1 has proposed the view that its functions are,
in u broad sense, respiratory, and that this is indicated
by its anatomical relations to the branchial clefts. It
it supposed by him that its secretion in some way
assists the oxygenation of the tissues. I am not able
to say whether there is any real foundation for this
lh{::}-:r_l,' or not, but Poshl ** who has for several years
been studying the chemistry and physiology of spermin,
finds that this, too, has a powerful influence on oxida-
tion, s0 that it is a constituent, not only of Brown-
sSégquard’s testicular emulsion, but also of many glands
and organs, and among them the thyroid.

The gland shows itself at an early period in the hbuman
embryo and, according to Horsley, it probably begins
its secretory functions by the sixth or seventh month
of foctal life. It is pot known upon what principle the
efficiency of the secretion depends ; and the fact that
it remaing active after it has passed thraugh the walls
of the stomach, as well as after precipitation by
aleohol, has not as yet cleared up the mystery, t.hl)ugh
it indicates that the active principle is a sort of ferment.
The adult gland is made up of spaces containing colloid
material and lived with epithelium. It is, however,
doubtful whether the colloid is more than a vehicle
for some more active agent. Certainly its chemical
structure may change somewhat without its efficiency
being destroyed. It has been clearly shown that when
the gland is injured ' or undergoes such changes as are
seen in Gravess disease and even in phthisis ** there
is & strong tendency to a modification of the gland-
structura, with arborescent arrangement of the tissae,
higher, cubical epithelium and without colloid.®® Yet
myzedema does not necessarily or even usually come
on under these circumstances.

We cannot say with confidence that the gland thus
altered remains in all respects as efficient as before,
but even a wery small part of an altered gﬁil.re is
enough to ward off cachexia of seripus amount. A
number of cases are on record, one of which was ob-
served by myself, where goitre with nervous symp-
toms passed over into myxcedema. It is a curious
fact that the outbreak of the myxedema, in my gase,
was attended by an enlargement and hardening of the
altered thyroid, and that these peculiarities diminished
during improvement, and increased again doring a re-
lapse.

Greenfield,” who has recently studied the subject,
regards this tendency of the gland to change its struc-
ture in Graves's disease as an evidence of increased
glandular activity in that affection. But in view of

1 Saa W, K. Brooks, Johns Hopkins Bulleting May, 1503,

0 Andriozen: British Medical Journal, 1553, §i; p.

1 Herl. K1. W. sehr, 1555 No. 38, -

3 Halstead and Weloh: Discussion on Myzmdema, Transactions
Asscciation of American Physicians, 1893,

Canizzere: Deutseho Mod. Woeh,, 1592, p. 184.

1 Defancamberge, oited by Horsley, loe. alt.

s Grecnfield (British }.[edgnl Joarnal, Decembar 9, 1853) says that
the seeration in exophihalmic poitre sometimes becomes musinodd in
eharncter, Hoassumes that the disappearance of the colloid is due
to more setive absorpilon accompanying nctive secretion.

Futpam: The Treatment of Graves's Disease by Thyroideatomy,
Jogrnz] of Nervous and Mental Diseases, Deconsber, 18532,

¥ (ireentield : British Medical Joarnal, December 9, 193, Scealso

Stewart und Gibson: British Medieal Joarnal, 1683, i, p. 676.

the fact that a very similar, if not exactly the same
change occurs as a result of injury and disease (phthisis)
the assumption cannot be accepted as certain. The
fact that this change oceurs after removal of part of
the gland (Halstead) suggests that it means ivereased
activity, but in Capizzero’s experiments the gland was
injured but not mutilated, yet a similar change ocearred.

Another fact, which is important in this same connec-
tion, is the following : It was at first thought that rab-
bits were less susceptible than the carnivorous animals to
the bad effects of thyroidectomy ; but the researches of
Gley showed that their survival after operation was due
to the fact that in these animals (and, as it seems, in
many others as well), besides the main body of the
gland, accessory glands or * glandules' are present
which bad commonly been overlooked when the main
bedy of the gland was removed. The literature of the
“glandules ” is already a large one, and I will here
refer to only one point concerning them. These
glandules have an embryounic structure; and although
they grow larger after removal of the thyroid and to
some extent seem to ward off the threatening cachexia,
yet their structure does not necessarily change to that
of the adult gland.*®

If this observation is correci, the statement which
has been made that the embryonie nodules found even
in the adult human thyroid (Wolfler) develop under
certain conditions into a mere highly differentiated
structure, may need revision.

Although it bas been proved that the myxcedema-
tous cachexia does not occur after partial thyroidectomy,
provided about one-quarter of the gland is left behind,
yet it is wot to be assumed that even this incomplete
removal of the gland is of indifference as rds the
natrition of the organs and tissues of the body. This
is u subject of practical interest, and some important
experimental evidence bas been brought forward in
regard to it since Horsley’s paper was written.

It has been found that the preservation of the
glandules of Gley, though it usually prevents the
worst forms of cachexia, does not prevent the gradual
development of a series of changes affecting the bones,
the skin, the ovaries, and many other organs, Mpu-hu;
if the animals operated on are young (Hofmeister,
De Quervain). Gley and Rochon-Duvigneaud * have
recently studied with care a series of changes occurring
in the eye, under these same conditions. The pract-
cal question is this, To what extent must the thyroid be
mutilated, or atrophied, or diseased before some of the
nutritive effects due to lack of its influence begin to
make their appearance? A partial answer to this
question is perhaps furnished by the fact that there
are disturbances in nutrition, not identical with myx-
a:dema but presenting one or another symptom anal-
ogous to those met with in that disease, for which
thyroid treatment seems to be useful. It is needless
to say that this reasoning should be used only with
caution, and that no positive conclusions can be drawn
as to the real value of these preparations, either as
weans of treatment or as pointing to a deficiency of
the normal thyreid secretion. i

The first person to use the thyroid of animals for
other affections than myxcedema, so far as I know,
was Dr. Barron of Liverpool, who, poting the fact
which must bave impressed every one, that patients

® Gep dlsounsslon Deiween Gley and Moussu, Comptes Remduas,
Soclétd de Biclogie, 1533,
1 Fortschritie dor Med., 1882, p. 81,

= Arch, de Phys. n. ot p., 18, p. 100,
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recovering from myxedema frequently lose weight
with extreme rapidity, the loss going even beyond the
limit of health in some cases, suggested the employ-
ment of thyroids in ordinary obesity. 1 am not aware
whether he has continued his investigations or not,
but in a private letter, received in May, 1893, he
stated that he had used the treatment in five cases,
and in three of them with marked effect.

Acting on this suggestion, 1 have tried the same
treatment in several cases during the past year, with
the following results: One patient lost 33 pounds in
three months, falling from 270 to 237, but here the
influence of the treatment seemed to cease.  When it
was suspended for a month he regained seven pounds,
which be again lost on resuming the treatment, bat I
have not been able to reduce his weight below 237
pounds even by giving fifteen grains of the thyroid
daily. No change was made in his diet or habits.
His general health showed a marked gain during the
thyroid treatment.

A female patient, treated by Dr. Coggeshall, at
the Boston Dispensary, lost 47 pounds in four months.

On the other hand, a female patient of my brother,
Dr. C. P. Putnam, whoe weighed 240 pounds at the
beginning of the treatment, after losing five pounds
the first week, seemed to be no longer affected ; and I
have had thres or four other patients in whom only a
temporary loss of weight (up to fourteen pounds in one
case), or none at all, has oceurred. Possibly, larger
dozes migl:lt have had more affect.

It seems clear from the many experiments which
have now been tried, that healthy persons are not so
easily affected in an injurions way by the thyroid
treatment, though certain symptoms, especially an in-
crease in the polse-rate, occor with considerable regu-
larity.* It would seem that we do not yet know the
conditions which make one person a suitable subject
for this treatment and another not so. It will be in-
teresting if it turns ount that the loss of weight, even
when it oecurs, cannot be made to go on indefinitely.

Another therapeutic use of thyroid preparations is
in the treatment of diseases of the skin, especially in
paoriasis, eczema, and xeroderma. The first of these
cases was brought forward by Dr. Byrom Bramwell at
the annoal meeting of the British Medical Association,
Avngust, 1893 ;* and the photographs which he there
showed were very impressive. Uunfortunately, one of
these cases afterwards relapsed, and not all the more
recent observers have been equally successful, even in
their primary results. Dr. Hartley ® obtained favor-
able effects, and Dr. Arthor T. Davie™ likewise,
while Talfourd Jones*® experimented on a case of
peoriasis, with the apparent result of making the dis-
ease spread. Lesley Phillips ® obtaived improvement
in & case of xeroderma but wone in three cases of
psoriasis and one of eczema. It may turn out that
the remedy is useful only in a certain class of these
cases, or that it acts indirectly by exerting a psychical
influence.

The history of therapeutics shows that new remedies
sometimes have a mysteriously good effect. It is
highly probable that these effects do not oceur through
mere coincidence, and are not wholly to be explained
'l'l B:fj.mg nﬂ;ﬂu?ﬁﬁmuﬂau’s Bradehow Lecture, Beitisl

* British Maodloal Joarnal.
1 Thid., 1854, vol, i, p. 764,

M Ihdd., pe 474
= Thid.: 1804, 1i.
= Ibid., Kevember, 1803,

by the assumption that the most favorable results are
the first to be made public. The researches of the
past few years have tanght us that psychical influences
can be counted opon to affect the nutrition to a degree
formerly not dreamed of, and the effects of the new
remedies muost be stodied anew from this standpoint.
It is noteworthy that eczema has been favorably in-
fluenced by hypootism pure and simple, and that good
results have followed injections of testicular floid in
eczema, leucoderma, icthyosis.”  Eocles® has used
spermin in similar cases with favorable effects.

Finally, Vermehren, of Copenhagen, has made an
interesting series of experiments with thyroid prepara-
tiom, in varions conditions of impaired nutrition, with
the special view of testing their action on some of the
changes of old age.® He first treated three cases of
myxadema with thyroids, and gave also measured quan-
tities of food, and followed the urea exeretion. This
increaged in the course of the first five days in all three
cases, finally reaching twice or three times the amount
noted for the period before the experiments were be-
guu. In one case it then remained at the maximal
p:r[nt. durlng the continuance of the treatment, so ]uug‘
as the experiments lasted. In the other two cases it
fell rapidly, after the first rise, but in one of these it
rose again at a later time. A small part of this in-
creased excretion of orea was found to be |J|'ﬂ|.'la|:|E_','
referable to an inereased absorption from the intestineg.
The patients also lost fat Ia.rgu]_\', but the rate of lozs
was not estimated.

The non-myzedematous patients experimented on
were : (1} A boy of seven years, with fracture of the
tibia ; (2} a girl of seven, greatly emaciated and per-
haps infected with, tubercolosis; (3) a woman of
twenty-eight, with chlorosis and gastrie catarrh; (4) a
man of fifty-two, but very old for his years, with
chronie alcoholism; (5) a man of sixty, also old for
his years, with chronie bronchitis ; (6) & man of sixty-
two, with varicose uleeration of the leg.

The study of the urinary excretion seemed to the
anthor to warrant the conclusion that in the cases of
the young persons the only positive effect of the thy-
roid treatment was a moderate diuresis, while with
the elderly patients changes occarred like those seen
in myxodema, though to a less degree. It is obvious
that more experiments are needed before this conclo-
sion can be accepted as of general significance ; but it
is eertain that slight degrees of myxedema oceurring
in the period of involution are liable to be overlooked.
I have recently observed and shown a patient ® whose
case was perfectly clear on close study, but whose ap-
pearance alone would not have attracted potice as ab-
normal. The case of an elderly gentloman recently
described by Dr. F. C. Shattock, is important in this
connéction, and not less so for illustrating the liability to
the persistence of the ill-effects of thyroid medication,
— when such effects oecur at all —long after the treat-
ment has been stopped.

THERAPEUTIC ACTION OF OTHER ORGANIC EXTRACTS.

It was impossible that the wenderful discoveries
with regard to the effects of thyroid extracts in myx-

# AMonmet : Journal of Catapeons and Genito-Urinary Diseases,
wol. ix, 1868, !

2 British Medieal Joarnal, 1883, wol. [, 474,

= Stoffwechscluntersuchungen nach Behandlong mit Glanduin
Thyroidea an Individoen mit n. shoe?Myxedema, Dentsobe Med.
Wooh., 1864. Ses akeo, in thil conmection, Ord and White, British
M edlical Jonrnal, July 20 and Decamber 5, 1553,

¥ Foston .‘-wd‘r::q.i and Surgical Jonrnal (Socioty for Medieal Im-
provemant), 180
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edema should have failed to renew the interest in the
use of the other organic extracts (of testicle, brain,
spinal cord, ete.) suggested by Brown-Séquard and
I¥ Arsonval,® by Babes,® and by Althans®

The subject is large enough for a whole evening’s
discussion, and I cannot pretend o do it justice here.
The many observers who have obtained good results
from these remedies bring forward an astounding and
impressive array of facts in support of their view.
Poehl ™ shows that similar results may be obtained
with his spermin, a definite compound obtained from
the testicles and the ovaries, and from other glands as
well, aud adduces evidence that a part of these results
are due to increased oxidation occurring under special
conditions, It is obvious that all these observations
are mot to be treated with ridicule, and especially not
from an a prieri standpoint.

What one may and most say, however, is this, that
the case for testiculine and cerebrine and myeline in
nenrasthenia and tabes, and the like, rests on a wholly
different basis from that of the case for the use of thy-
roid in myxocedema. It is not as if we were attempt-
ing to cure by injections of spermatic fluid a series of
clear and invariable results following castration, though
this would be a highly interesting and important ex-
periment. It iz a much more difficalt matter to decide
whether the improvement which takes place in various
diseases, even diseases characterized by gross structural
changes, like locomotor ataxis, is doe to the remedy
which has been given.

Explain the fact as we may, the value of all but the
clearest therapeutic experiments is enormously vitiated
by the fact that mental influences which we cannot
gange are capable of profoundly affecting the resalt.
The powerful phantom of suggestion stands behind the
physician’s chair, unseen both by him and by the pa-
tient, and the inflaence of the nnweleome intruder is
often increased by the very efforts that are made to
exorcise him. Althaus, the latest experimenter, re-
cognizes this general fact, but thiuks that his observa-
tions are free from suspicion on account of the intelli-
gence and mental balance of his patients, and because
no attempt was made to impress their imagination.
But, the very use of this ressoning indicates a failure
to grasp the true significance of the discoveries of the
past few years as regards the relation of psychical in-
fluences to nutrition. It is not necessary that the pa-
tient’s imagination should be impressed, in order that
results may be produced due to what — for lack of a
better pame — we must call suggeatiun." lu hyp-
notic suggestion the imagination can hardly be said to
enter as a factor at all; and even in the many forms
of waking suggestion, there is often no conscious
stimulation of the imagination. It is, of course, not
always easy to say why one drug or treatment should
have a markedly greater effect than another ; but two
causes suggest themselves as often effective. One is
the influence of the physician’s own fealing of hope or
interest, which he may try in vain to conceal,™ and by
which the patient may easily be impressed without
being bimself aware of the fact; the other is the influ-
ence of an interest previously stored in the patient’s
Rendins So6. 0 Blol,; Biitish Medieal Jourmal, Juo, 158, ot0, -

= Copstapiin Paul, Sco. de Thirapoutique, Sceslon of Febroary 34,
N Lancet, Desember 2, 185,
* Berl. klin. Woeh., 1851 and 1503,

¥ The observations on ** mussle-reading " shoald b borne In mind
in this sonnestion.

mind by hearing or reading of the remedy or the
wethod, but perhaps wholly forgotten so far as con-
scious memory is concerned. The phenomena of
“erystal vision,” and a host of kindred facts show how
potent such * forgotten " cerebral impressions may
continue to be. Within certain limits these influences
would be all the more active if the patient was intelli-
gent and a person of wide reading and quick instiocts
of observation.

The admissibility, to say the least, of this explana-
tion of the action of injections of organic extracts is
shown by the success which has attended the substitu-
tion, under certain precautions, of inert fluids for the
testicular or nerve extracts. A large number of control
experiments of this sort have been made by other
observers,* and one or two by myself.

One geperal fact is noteworthy in connection with
this branch of the subject, and that is that cures of
tabes or locomotor ataxia are perhaps more numerous
than any others except neurasthenia. 1t is, now, well
known —in spite of Charcot’s * Quand on guérira le
tabes it fera chaud " ¥ — that amelioration of some of
the symptoms of locomotor ataxia has been hrm:ght
about, here and there, by several different remedies,
such as suspension, injections of phosphate of sodiom,
and by hypootism (Moll) as well as by the ar%nniu
extracts. Moreover, it was noticed long ago, by West-
phal and his colleagues, that in cases when the lesions
of tabes were combined with those of cerebral degen-
eration, the ataxia of motion was apt to be much less

rominent than where the mental condition was sound.

pally, it is well known that the symptom of pain is
pre-eminently susceptible to hypnotic and to waking
suggestion ; and that persons in a state of somuambu-
lism exhibit an unusuwal fineness of moscular sense, or
sense of position.

It is admissible, I think (thoogh, of course, not
obligatory), to read the significance of these facts as
follows: that patients with locomotor ataxia are better
subjects for psychieal treatment than patients with
many other analogous forms of disease, because (1)
their pain is susceptible of relief in this way, and (2
the aggravation of their ataxia coming from misdires
conscious efforts can be relieved by influences which
shunt out the consciousness of their disability in a
measure. Perhaps the relief of these symptoms tends
aleo towards a real nutritional improvement in the
nerve-centres. Certainly, the reverse is often true,
namely, that organic lesions are unfavorably affected by
the influence of the symptoms to which they give rise.

Locomotor ataxia seems, again, to be one of those
affections where the symptoms may subside in spite of
the persistence of the lesions, provided (probably) that
the disease is not actually progressing. The important
case, with autopsy, by F. Schultze ™ published in 1882,
affords strong evidence for this view.

My own experience with the testicular and cerebral
extracts extended over about a year, during which time
I used the injections in a good many ecases, but only
in nine or ten with a persistence to justify a use of
them for clinical inferances. CAEES COMprise
three of locomotor ataxia, and six of what I may call,
with sufficient sccuracy, neurasthenia. Besides these

# Massalongo : Le Injezioni di Liqulids Testic. di Brown
ato., un Nuoroe Capitole di Therapeutica Sopgestiva. Hiforma

Febraary, 155,
" Emm'ﬂllh ﬂﬂgj Eﬂlﬁlqul o, 1553
. T e e Haiivarksit dor Twbos, Arch. fiF Puyok. w N.
heilk., vol. zi, p. 232,
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I have the notes of the treatment of a case of chronic
myelitis which Dir. Coggeshall kindly allows me to
report with the rest. [ have also, as a control experi-
went, treated, for about a month, a case of locomotor
ataxia by the injection of a simple mixture of glycerine
and water. Duoring part of the time I used testicular
flnid obtained from Paris through the kindoess of Dr.
Brown-Séquard, but the greater part of the extracts
were made at the Pasteur Iostitute of New York. The
habitual dose was about two or three grammes. In
their most reeent publications Brown-Séquard and
I¥ Arsonval advocate a dose larger than this.

The summary of the results of my own expericnce
is as follows: In one of the tabetic cases an ap-
parent improvemeént was shown, not ouly in a most
gratifying general gain (by relief from pains awd in-
crease in strength), bat also by the apparent cure of
one of the gastric crises. The subsequent history of
this patient is, however, very significant. At a later
period injections of glyeerine and water seemed, also,
to help him very much, but after this even testiculine
failed to prevent a rapid prostration. Another tabetic
patient who was treated with testiculine for about a
year, with gain as regards reliefl of pain and general
sense of well-being, was attacked with tobercular lar-
yogitis towards the end of this period, and shortly
afterward died. This is noteworthy because Dr. Brown-
Séquard has claimed that tuberculosis also is favorably
influenced by the remedy. The third patient thought
his pain relieved, but there was no marked or perma-
nent improvement in the course of two or three months
of treatment.

In Dr. Coggeshall’s case of chronic myelitis, the pa-
tient received three injections of three to four grammes
each, of testiculine, every week, and at the end of seven
weeks had gained greatly in every respect. In this
case there was a history of syphilitic infection fifteen
years before, and the final symptoms were of wnine
years' duration. Under the injections the improve
ment began at the end of two weeks, After five weeks
of treatment there was a marked gain in power of
muscular endurance, a gain of weight of four pounds,
an increase of half an inch in the girth of the calves,
and of one inch in the girth of the thighs, The grasp,
as measured by the dynamometer, increased from 60
to 110. Unfortunately, even while the treatment was
still in progress, the patient began to relapse, avd had
soon gone back nearly or quite to his earlier state.

As an offset to these cases, 1 will briefly report the
case of tabes treated by injections of glycerine and
water. The patient was a married woman about thirty
years old, and there was reason to think that she bad
been inoculated with syphilis by her husband. The
tabetic symptoms, which were of several years’ stand-
ing, consisted in severe characteristic pains; ataxia of
both arms and legs; Argyle-Robertson pupils, with
irregularity in outline ; loss of the knee-jerk ; and im-
pairment of control of the bladder. 1 bad intended o
treat her with testicular fluid, and gave one injection
for that purpose. At the next visit, however, happen-
ing to be out of the fluid, and not wishing to disap-
point her, I gave an injection of glycerine and water.
At the next visit she was better, and so I thooght I
would continne the glycerine and water, experimenti

This is now two months ago, and she has con-
tinued steadily to improve in most respects. The
ataxia of the hands is no better, but the gait has im-
proved so much that, whereas at first she bad to bring

i c{lmpaniou with her, she now comes alone. The
pains, also, have left ber, and in her general health and
feuling thera is a distinet i;:;.iu.HI

Of the six peurasthenic patients who remained un-
der treatment long enough to make their histories of
valoe, three were men, thres women.

Of the men, one was a gentleman past middle life,
eminent for scientific traiving and powers of observa-
tion, who had been for some little time in a nervously
debilitated condition, owing tostress of work and otber
canses.  The injections were begun by Brown-Séquard,
and continued for o time by me, eventually by bimself.
The treatment was marked by steady improvement,
and ended in complete recovery.

The second case was that of a typically neurasthenic
patient, an intelligent physician, rather below middle
life, and of good wutrition. The symptoms consisted
maiuly in an ineapacity for application withoot great
mental effort and distress, so that steady work, espe-
cially of a literary kind, was well-nigh impossilile.
Temporary improvement of a very marked sort oc-
curred during the first week of the treatment, and
recurred to some extent when the treatment was re-
sumed after an interval of cessation, In the end, how-
ever, in spite of thorough and persistent efforts, vo

ermanent henefit was obtained.

With both of these cases one interesting symptom
showed itself a few times, when the treatment was first
begun, namely, a tendency to erections on the night
following the injections. This has bheen noted also by
other observers, but is not regarded as due to the
specific eharactor of the fluid, aud does not, it would
geem, imply that the treatment is especially effectiva
against impotence. In ove case of this sort, of purely
nenrasthenic character, a few injections had no effect.

The third case was that of a young man in a typi-
eally neurasthenie state, with morbid fears and marked
losa of endurance, due, apparently, to sunstroke. The
improvement was steady, but as it had begun before
the injections were used, under the influenee of encour-
agement, electricity, ete., and continoed after the ces-
sation of the injections at the same rate as before, I
did not feel that a large share of the result was to be
ascribed to them.

The first of the female cases was that of a young

irl with infrequent attacks of epilepsy, and great de-
ﬁi]il:.', The improvement during the use of the injec-
tions wus very great, as regards the debility.  The fits
were too infrequent to warraot eonclusions about them.

The second case was that of a lady past middle life,
ina condition of slight mental deterioration of unknown
origin. The use of the injections, which wera faith-
fully given for many weeks, afforded her encourage-
ment, but brought no real improvement.

The third patient was a woman with mild hysteria,
or neurasthenia with hysteroid symptoms of sensory
character. Mot many ivjections were given, but after
each one she felt distinetly better. In this case the
gain wag undoubted, but & similar gain and one equally
great followed each of many applications of static elee-
tricity, and I was inclined to attribute it in both cases
to the enconragement attendant ou systematic treat-
ment.

I do not maintain that these few ohservations are in
the least conclusive in either direction ; but while it is

= Sooo months have passed sinee fhis stateoent was written, bat

I have not seon the patient this winter, and do not know her later
history.
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true that all which has been claimed for the organic
extracts may have been claimed with justice, yet it
should not be forgotten that the claims of hypnotiam
in similar lines are equally far-reachiog, and that what
hypootic suggestion can accomplish it is also possible
for waking suggestion to accomplish, aoder sufficiently
favorable conditions.

I will now ask your attention to the consideration
of another class of affections associated with diseases
of the thyroid, those namely, of which Graves's disease
may be taken as an extreme type.

This subject is not yet ripe enough for definite con-
clusions ; und a discossion of the points involved, to
be adequate, would necessarily be long. I shall there-
fore content myself with referring to a few prominent
considerations,

In the first place, What is the probable mlatiunahig
of goitre to the other symptoms of Graves’s disease
The following answers, no one of which seem to me
wholly satisfactory, have been offered in reply to this
question : ]

(a) Graves's disease is made up of a collection of
conditions, part of which are due to the irritation of
nerves ramifying in the enlarged thyroid or lying near
it, while part are doe to an altered thyroid secretion,
which acts as a poison. The cardiac symptoms may
also be in part explaioed by disturbance of respiration,
as in ornlinary goitre. :

(§) The whole symptom-complex of Graves's disease
is of toxic origin, and due, directly or indirectly, to an
increased amount of thyroid seeretion or an alteration
of ita quality. - : -

(¢) Thyroid enlargement has no causal relation to
the other symptoms of Graves's disease, but like them
iz due to a disturbance of the nervous system, the
exact seat of which is unknown, but which pmhahlj
consists mainly in a disturbance of some of the fune-
tions of the medulla-oblongata. 3

(d) Finally, the enlargement of the thyroid may be
partly a cause, partly a symptom of the Graves's dis-
ease complex. al i oL

Without attempting to take a positive position in
favor of either of these views 1 will call your attention
to a few salient facts.

(1) Quite a large number of cases have now heen
published in which the partial removal of the enlarged
thyroid has led to great improvement and even cure of
(iraves's disease. I have recently collected ﬁhg.o_ue
cases of this sort, in all but a few of which, El.lb!ll.ﬂllt:lal
improvement was obtained by operation. Sinee 1
made my collection still others have been reported.”
At the same time, the results have not been uniformly
good. A case which I have carefully followed was
operated on by Dr. J. C. Warren nearly a year ago,
and of late even the remnant of the thyroid has nearly
disappeared. Nevertheless, the improvemeut in the
patient’s condition, though satisfactory iu some respects,
has wot been marked by any permanent change in the
exophthalmus or the w:hycardm;. X :

(2) Although typical Graves's disease is not com-
mon in goitrous districts, yet it is common for patients
with ordinary goitre to suffer from some of the symp-
toms of Graves's dizease, especially dyspocea, &_ﬁlplrw
tion and dysphagia. {Muell&r{“ Maude, etta,*
B e Y e uares laiual Nows, Avgust 2, 1860

o Deatsches Arch. (i klin, M., 1803,
i3 Areh, fhr klin, Chir., 1892, vol. H.

Schranz,*® ete.) [t is in fact for these symptoms that
patients with goitre uspally present themselves for
operation, and it is not difﬁcu?t o give a fairly satis-
factory explanation (Wette) of the way in which the
enlargement of the thyroid might lead to them. The
{u]]nwiug conditions are often met with * {a) Patients
with large thyroids, without other symptoms of any
kind ; [f} patients with large thyroids and symptoms
referable to the respiration and pulse. Ocecasionally
slowing of the puolse iz seen (Wette); (e} patients
with these symptoms, and in addition, perbaps, ex-
ophthalmus and some general nervous distarbance ;
(d} the same, with the addition and other disturbances
frequently met with in connection with Graves's dis-
ease.

{3) Some of the symptoms of Graves's disease are
occasionally excited by some caunse apparently wholly
independent of the thyroid. This is true, for example,
of exophthalmus, which seems to be sometimes due Lo
disease in the nasal cavity and to sympathetic irrita-
tion.

(4) Graves's disease sometimes comes on with great
rapidity uoder emotional excitement, so rapidly that
it hardly seems possible that the thyroid secretion
should have become increased, although it might have
become altered in quality.

(3) There is no good reason for characterizing
GGraves's disease as a cachexia.

(6) The Graves's disease complex strongly suggests
the symptoms met with in conditions of extreme ex-
citement, 4% in fear or in anger, that is, it occors as a
qnui?hjululuginal n‘.‘.'n-lupch

{7) Operations on goitres are sometimes followed
by sudden death or by extreme disturbance of the heart
and respiration ; and no satisfactory explanation for
this has yet been given, though several of great inter-
est and importance have been suggested. Oune that
has not been suggested, ¢o far as 1 know, and which
may be worth considering is, that if a large amount of
thyroid secretion is poured out from the cut surface
of the gland into an open wound it must be rapidly
absorbed. Agninst this view, however, ia the fact
that these serions symptoms do not always oceur.

(8) Improvement may be brought about in cases of
Graves’s disease by various influences, both general
and reflex, tending to quiet a disturbed vascular excite-
ment of the gland or of the heart. )

(9) The symptoms of Graves’s disease bear a certain
resemblance to the nervous symptoms of the first stage
of cachexia strumipriva. But this resemblance is not
a close one, mor is the contrast which has been sug-
gested as between myxeedema and Graves's disease,
more than saperficial.

(10) Although the histological characters of the en-
larged gland in Graves's disease are altered, and the
secration of colloid is apparently deficient, yet the re-
moval of the greater part of such a gland does not
lead to myxedema. :

(11) On the other hand, myxadema occasionally
follows Graves's disease in the same patient, or the
two diseases are seen in differeot members of the same
family ; and in the same family ordinary goitre may
be met with.

We have no right to assume that goitre was the
original cause of the symptoms which are cured
through its removal.

The recent view that the symptoms of Graves's

4 Thbhd,, 1686, vol. H.
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disease are due to excess of thyroid secretion, although |!
supported by some evidence, has not been I'uilj' estab-
lished, and is strongly controverted by a recent case in
which the disease was cured by sheep thyroid taken
’0_1.' the stomach. ¥

_— - -

THHEE CASES OF SALPINGITIS OF UNUSUAL
EXTENTA
BY MAVRICE B, RICHARDEON, M.D.

I. DovsrLe Pyo-Sanpisx oF TupeErRcuLam ORiGiN; HE-

MOVAL§ BECOVERY.
DoupLe Pyo-Sanrixx, ProBabLy TUBEECULAR;
MOVAL; LOcAL FERITONITIS; RECOVERY.

L. Dovere Pyo-SALPINE oF SEFTIC ORiciN; REEMOVAL;
DEaTH,

Tue following cases are unusual because of the
extraordinary size of the tubes. They are interesting
also from their eticlogy. In the first case the guestion
of r]ia.gnuﬁ.iu. was a conspicuous feature ; the tumors,
from their size and apparent solidity, with their in-
timate counection with the uterus, having deceived
EVEry one who examined them. Apparently the gmwt.h
was a lobulated fibroid. The diagnosis seemed so clear
that a sound was mot put into the uterus ; yet it does
not follow that becanse a uterine sound does not enter
an abnormal distance that the uterus is not enlarged.
In the second case the diagnosis was easy. The source
of the tronble, however, was not so clear. It was im-
possible to exclude a tubercular element in this caze.
The possibility of an infection through the uterus was
also considered. Whatever may have been the cause
in this iostance, the great size of the tubes, their
outling and their sitnation made the case one of un-
usual interest. In the third ease a history of a direct
infection through the vagina and uterus made the eti-
ology more positive. The methods used and their
results justify certain conclusions of value to me in the
future management of similar cases.

Case 1. N, Q., aged twenty-four, single. Entered
the Massachusetts (Feneral H.dapi&ul July 3, 1892,
There was a family history of consumption. The pa-
tient has never been sick. Oue year ago she began to
have pain in the back, which of late has been less
severe than at the first. For some time she has noticed
a swelling in the lower abdomen ou the right side.
Of late the pains have been referred to the thighs and
have been sharp and shooting. Catamenia regular
until last month, when they were absent. She had
always had dysmenorrhma, There has been a slight
vaginal discharge. She bas lost thirty pounds in
weight in the last year. Her appetite is good. Urine
normal. She is not confined to the bed.

Below the uwmbilicus the abdomen was aulu.rgeu:l,
and contained a mass about the size of a six months'
fretus, with two prominent tumors. The mass of both
tumors was somewhat to the right of the median line
and was slightly tender and movable. The uterus
moved with the movements of the tumor. The uterine
sound was not passed. A large mass could be felt
in the posterior col-de-sac. She was examived I:ry
several of the staff, and the diagoosis of a uterine
fibroid was made. This case was carefully studied
until the 13th of July, when a median laparotomy was
performed. As soon as the abdominal pressure was

1 Read before the Obstetrical Soclety of Boston, December 8, 1863,
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relieved by delivery of the tamors, both stood upright
in the wound, presenting the very extraordinary ap-
pearance of two convoluted masses, perfectly sym-
metrical, attached one to each cornu of the uterus,
like enormous spiral horns. Both tomors extended
deep into the pelvis and were attached by adhesions so
easily separated that the continuity of the tubal wall
was not broken. The peritonenm was studded with
miliary tubercles ; — tubercalar salpingitis was evident.
The patient made an uninterrupted recovery. A small
portion of the omentum was removed for microscopic
examination.

Dr. Mallory's report is as follows : Nodules miliary
tubercles. The tubes are l:'i;ilh:t:la and ninetesn centi-
metres in length, circumference twenty-four centimetres
each, weight one and onefialf pounds each. Thin
walls filled with thin, greepish-yellow pus; peritoneal
suriace studded with gray miliary tubereles.

The patient came to the hospital to have this opera-
tion performed so that she could get marned. 1 dare
say that she has carried out this intention. This case
is an E:Lmnrdiuury oné from the great size of the
tumors, and is interesting from the :i1tlu..u]t1. met with
in diagnosis and from the glaring error made by every
one. The necessity for the operation was apiurent.
aven with the incorrect diangnosis of fibroid. The
shape of the tumors was characteristic of the large
dilatations of the Fallopian tubes. The great lengthen.
ing of the tube which accompanies the increase in
lumen gives a spiral shape to the tumor. This ap-
pearance was well marked in the other cases. As a
rule the distal end of the tobe becomes rounded aod
projects into the pelvis, where it becomes adherent.
In the present instance the enormous double enlarge-
ment was 80 great that the pelvis could not hold the
mass. The tumors were not 2o deeply attached and
firmly adherent as in Cases I and [1l. Separation
was therefore accomplished so easily that no fluid
escaped.

Case II. Massachusetts General Hospital, August
26, 1898. Eunice G., aged twenty-six, married five
years ago, has always been well. Oue miscarriage
four years ago. Catamenia have been irregular, sev-
eral periods having been missed without pregnamcy.
Four years ago, after bﬂiug sick in bed with pain in the
right side; the doctor lanced an abscess in the vagina.
A year later a lump was noticed io the right side of
the pelvis which bhas lasted ever since. Two weeks
before entrance, she was taken with chills, fever and
great general tenderness.

(zeneral condition poor; facies * peritoneal™ and
anxious. Marked swelling in the lower abdomen over

right tube, with increased resistance and ill-defined
du ness. Great tenderness at this point ; whole abdo-
men somewhat tender. Constitutional 8y mpLoms severs.
By vagina a bulging mass was felt on both sides of the
aterus, which was firmly fixed in the ceutre.

The question of supra-pubic operation preseuted
itself. The Auctuating tumor felt by the vagina invited
drainage in that direction ; but the unsatisfactory results
that follow vaginal aud rectal drainage in pelvie
abscesses; the brilliant recoveries which take place
after abdominal section, with the immobility and sharp
definition of the tumor that presented in the abdomen,
decided me to take the abdominal route.

In the extensive tubal disease found in this case ab-
dominal section is much better than vaginal drainage,
in my experien Recovery is much more rapid and
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complete. Moreover the mortality is no greater, con-
sidering the complications that may attend the pro-
longed convalescence of the latter method, the insuffi-
ciency of the drainage at times, and the not infrequent
involvement of the bladder. To have seen a few
women slowly waste away and die after the failure of
rectal and vaginal incisions, to bave seen the greatly
inereased dangers and difficulties of the abdominal
operation after the failure of the vagival, to have
watched the progress of intestinal, vesical and other
fistule — to have seen a few of these deplorable con-
ditions, makes one hesitate in adupr.ing the so-called
safe operation of dependent (always septic) drainage.
Not that vaginal drainage should never he emp]n}jrefl.
It can do no harm when an abscess is clearly pointing,
for, by the supra-pubie, rectum drainage will have to
be established, and probably vaginal also. DBot in
conditions in which complete extirpation of the dilated
tubes and their contents is possible, there is no argo-
ment of weight. in favor of the vagiual* much less the
rectal incision.

On the 28th of Angust a median incision was made,
with the patient in the Trendelenberg posture. The
abdominal cavity was thoroughly protected from possi-
ble extravasations by means of gauze barriers. The
right tube was fouod to be as IargE as two fists, and
everywhere adherent. The whole tumor was freed
from its adhesions and delivered from the abdominal
wound. The oterine attachment was tied close to the
uterns. On the left side, also, a tumor was found —
not quite so large as the one in the right. In free-
ing the adhesions on this side the abscess was rupt-
ared, and at least four ounces of what seemed to be pus
escaped. Lo spite of every precaution, the intestines
were somewhat contaminated by this fluid. The tube
was delivered and tied near the uterus with silk. The
contents of this tumor; like that of the right, seemed
to be purulent. It was greenish-vellow and odorless,
thick and tepacions. The intestines that presented
were carefully wiped with sterile ganze; the abdom-
inal wound was closed without drainage.

The patient’s temperature rapidly fell to the normal
line, and she improved very much. In the course of
a few weeks, however, she began to get hectic. A
mass could be felt both by vaginal and by abdominal
palpation. I was on the point of incising the posterior
cul-de-sac several times. Fioally, however, there was
an abundant discharge of pus with a small piece of
gauze from the rectum. ‘Through this spontaneous
ngui,“g thie ﬁugﬁr could be introduced into an abseess
cavily situated behind the uterus. The convalescence
from thiz time was steady, and she is now in excellent
condition.

The dangers by the intra-abdominal method of treat-
ment in cases of this kind may be very great. Safety
to the patient depends upon causes beyond the control
of the surgeon, if he selects this route. It is beyond
human skill in many cases of this kind —in which
the tubes are enormously dilated and presamably ad-
herent, to remowve the tumor withoot ruptaring it
Notwithstanding all precautions, the extravasated foid
will contaminate the peritoneum more or less on all
gides. In spite of irrigation, of wiping oot with ganze,
of thorough disinfeetion — of every thing that we can
do in those instances in which the fuid contains the
more septic micro-organisms — the dangers of a gen-
eral and fatal peritonitis are very great. In this case,
the abdominal wound was closed. We knew nothing

as to the septic or aseptic qualities of the floid when
the peritoneal cavity was sealed. We were very for-
tonate, therefore, that there was not a general septic
peritonitis and death. The accidental presence of the
ganze would bave had nothing to do with the sepsis in
the absence of a septic element pre-existing in the fluid,
for I have often left glnzé-pnddiug much l-un_ger than
thiz without symptoms. Unless we can demonstrate
on the spot, by some of the rapid methods of stain-
ing micro-organisms, the absence of these bodies, we
have no right at present to close the abdominal
wound. We must give the patient the benefit of the
doubt, and provide for drainage in every instance.
Not that drainage is sure to prevent a general septic
iufection — it will not do this invariably ; but if by
means of tubes or of gauze, or of both, the toxic pro-
ducts of germs can be removed as fast as they form,
the prospect of recovery iz much better.

Case IIl.  Sarah H., aged forty-five. Boston.
Admitted to the hospital Qctober 1, 1893. Menstruoa-
tion regolar, slightly painful, not profuse, for thirteen
years. Married twenty-seven years ago. No chil-
dren. Second marriage four years ago. No children.
Pregnant once at nineteen, and some sharp instrument
was used to produce abortion. Has never been free
from pelvic trouble since. During the last twelve
years has had various disorders — pueumonia, conges-
tion of the lungs, nervous prostration, ete. Last som-
mer & tumor was discovered in the left ovarian region.
Six weeks before entrance to the hospital, while doin
her housework, during her eatamenia, pain to whie
she had been subject off and on for years, became
worse than usual, and she bad to go to bed. In the
course of two days an ulcer broke in the womb, and
thick, greenish matter escaped. Has been in bed ever
giuce. There have been severe spells of vomiting,
lasting a day ata time. Mlicturition has been freqoent
and difficult. Yesterday and to-day has had chills and
fever for the first time.

Face pale and pasty ; valvular disease of the heart ;
abdomen very fat, and somewhat tender all over, espe-
cially above pubes and to the left, where a round mass
about the size of two Gsts or larger, dall on percussion,
could be indistinctly felt. In addition to the tumor
on the left, another counld be felt less distinctly on the
right; both were fluctuating, and seemed unattached
to the abdominal wall.

At my first examination {withoat ether) it seemed
to me that the operation would consist simply in inei-
sion and drainage, either through the abdominal pari-
etes, to which the tumor on the left seemed then
adherent, or throngh the vagina, or by both rontes.
As soon as the patient was etherized, however, the
unattached condition of the tumor on the leit and the
presence of another on the right could be clearly
demonstrated. 1 therefore made the median incision,
the patient having been prepared for laparotomy.
The right tube was enlarged to about the size of two
fists, or a little smaller; it was adhercot deep in ‘ﬂm
pelvis, but not attached anteriorly. The adhesions
were separated carefully, and the whole mass was
delivered without rupture. A ligature was applied
cloes to the uterus; and the whole tumor removed.
There was no escape of fluid during this procedure. The
left tumor, which was considerably larger than the
right, was next isolated, s far as possible, by separa
the recent adhesions. The undelivered extremity o
the tube, pointing downwards and forwards to the left

LY w9,

L S et




