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INTRODUCTTIOTN.

_ Very few diseases of a correspondingly brief his-
tory, have gathered around them, such & voluminous

literature as has Chorionepithelioma.

I.

Although it is only some twenty years since Sanger

first discovered this“Sarcomatous—like Tumour of the
Uterus found in association with Pregnancyf yet the
problems suggested by the more intimate study of the
disease, have been so numerous and so varied that it
has fascinated investigators in almost every country.
Probably one of the greatest barriers in the pro-~
gress of scientific investigation in so far as the
Profession of Medicine is concerned, is our deeply
rooted prejudice in favour of accepted views: we 8o
often look upon what we have been taught, and as it
were, inherited from our Forefathers as if it meant
finality in one subject after another, that it is only

on rare occasions that our knowledge gets a shock or

Jar, shaking us up to a fresh effort of investigation.-

Thus owing to our prejudiced notions regarding
the Placenta and early BEmbryonic life, this disease
of Chorionepithelioma, remained undiscovered until
Sanger happened to observe it in the year 1899.

This discovery of a Uterine growth that in many
respects failed to conférm to the characteristics of
other malignant tumours, sent the workers back to a

fresh study of the physiological process, with the re-

sult that many of the old ideas were found to be
fallacious, and that from the new standpoint, a re-

statement of the case had to be made.



II.

The recent views have been well summarised by
Clarence Webster in his book on "Human Placentation.”

There are three important dates that stand out as
landmarks in the historical evolution of this disease,
viz:

In 1893, Sanger published the earliest views as to the

origin of this disease, and believing
that it arose from the maternal Decidus

avplied to it the name of "Deciduoms
Malignum."

In 1898 Marchsnd published his famous work on the

histological characteristics of the
disease, and clearly demonstrated, the
origin of the Tumour to be Foetal and
thus that its correct name should be

Chorionepithelioma.

In 1902 Schlagenhaufer startled the Pathologists by

his describing two cases of Chorionppifh-
elioma occurring, not in the Uterus,

but in the Testicle; for hitherto the
presence or history of pregnancy, had
never been doubted as being an essential
to the origin of the disease; but here

were two cases occurring in the Male.

This latest question of whether Pregnancy is
essential for the origin of this tumour or not, is
one that is at present arousing much interest and dis-
cussion. It is somewhat remarkable to note the great
persistence by which the Sarcoma-theory of origin has

been upheld, especially by Veit and later by Winkler,
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and previous to Teacher's publication in 1903, it was

the generally accepted Aetiology in the English School.
Much as has been the discussion and greatly

elucidating as Marchand's work has proved to be, yet

at present, there are still many subjects connected

with Chorionepithelioma, which are matters in dispute

and are belng eagerly investigated.

Such subjects in disrute are:

1. The varying degrees of Malignancy.

2. The Aetiology and Diagnosis of the Malignant
element.

3. Spontaneous Involution or Natural Healing.

4, Betopice or Primary Chorionepithelioms oceur-

ring outside of the Uterus.

5. The relationship between Cystic Mole and
Chorionevithelioma.
6. The value of ILutein tissue and Lutein Cysts J

as an Aetiological factor in Cystic Mole and
Chorionepithelioma.

7. The presence of Chorionepithelioms in
Terato%%#%ﬁ tumours especially in the Mdale.

8. The presence of Chorionepithelioma in woman

apart from any Pregnancy or Teratoma.

My interest in the study of Chorionepithelioma
has been much stimulated by the occurrence in my own
practice of the following interesting case.

A woman aged 24 was three months gone in her

first pregnancy, when she suffered from an attack of
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Abdominal pains and accompanied by haemorrhagic dis-
charge from the Vagina. Her private Medical Attendant
found on examination that she was aborting of a Cystic
Mole, and this he cleared out with his fingers in the
usual manner.

Her recovery was uneventful'until three weeks
after the Abortion when she had a 'flooding' and one
or two black looking clots came away in the discharge.
Thinking some placental tissue might have been overlooked
her doctor asked me to see her, and then I learned her
history. I curetted the Uterus and got a large
amount of placental-like tissue away, but the most
striking feature and the one that impressed my mind

most was the unusually free bleeding.

This bleeding of itself, along with the history
aroused my suspicions of the presence of Chorione-
pithelioma. There seemed to be no end to the placentsal-
like tissue within the Uterus, and latterly I could
feel that I was excavating in some sort of cavity
situated in the Fundus. liicroscopically the scrap-
ings from the Uterus showed unmistakable evidence of
~Chorionepitheiioma, containing both Langhans cells and

Syneytial masses, but there was no evidence of villi.

I watched the patient carefully for some weeks
to note the therapentic effect of the curetting; bdut
at the end of a fortnight she again had a '"flooding'
and without further delay I decided on Operation -
removing Uterus, Tubes and Ovaries. .

I have had the patient under Observation for
twelve months and up to the present she remains well,
without any evidence of vaginal nodules or of Pul-
monary Métastases.

Just after the operation, on cutting into fundus

of the Uterus for about 1/6th$'1 came upon growth;



the specimen was immediately photographed and I here-
with append the two pictures: the one showing the
great thinning out of the musculature at one part of
the fundus X in contrast with the normal thickness of
the adjoining Uterine Wail? the other picture shows
the anterior wall of the fundus removed showing the
extent of the tumour formation.

The microscopic slides showed the arrangement of
cells, so well known as being characteristic of the
disease.

From'the m{éroscopie appearances I was at first

inclined to regard the specimen as one of destructive

Cystic Mole, but the short history of the case, the

rapid growth, the presence of Tumour tissue showing
the characteristic cells of Langhans and Syncytium

and the notable absence of Villi, led me to the diag-

nosis of Typical Chorionepithelioma Malignum treated
by operative interference at an unusually early stage.

In the following pages I have sought to study some
of the aspects of Chorionepithelioma that are still
sub jects of discussion.

In my first Chapter I have set forth some of the
recent ideas on Human Flacentation, especially dealing
with the question as to the Origin of the Syncytium
or Covering layer of the Chorionic Villi - a subject
that has often been raised in dispute, and even still,
by some authorities, accepted very reluctantly as
being of Foetal origin.

In the Second Chapter I have endeavoured to trace
the connection existing between those two diseases of
Pregnancy, viz: Cystic Mole and Chorionepithelioms;
seeking especially to trace the Aetiology of first

the one and then of the other disease.
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In Section C of the same chapter I have carefully
studied the reports of several workers on the subject
of "The Co-relationship of the Ovarian and Uterine
functions"; <for it presents itself to me'as an im-
portant line of study that must be thoroughly investi-
gated, if we would lessen the degree of our ignorance
of this disease - Chorionepithelioma; for surely

it is only by a thorough knowledge of the Physiological,

that we may hope to be able to deal with the Patholo-
gieal.

In the concluding section of Chapter II, I have
critioally examined the various views at present held
regarding the Ovarial changes found associated with
Cystic Mole and Chorionepithelioma, dealing especially
with the Iutein theory of Aetiology of these diseases.

To many it seemed a most feasible hypothesis
and it was generally accepted by several of the Con-
tinental Schools, and was not without its supporters
in this country; but after reviewing the able researches
of such authorities as Wallart, Seitz and Risel, I
can see no option but that we must avandon this view
of Aetiology and look upon the Iutein tissue as a

Consequence and not the Cause of Chorionepitheliomsa.

The'question of Chorionepithelioma in the Male
and that found in Teratomata I have not discuséed,

‘confining myself to the Qbstetrical standvoint of

investigating the disease in relationship to Pregnancy.
In Chapter III, there is discussed that very
interesting group of cases of Zctopic Chorionepnithe-
lioma, especially dealing with the genesis of such
cases: and in the concluding chapter are discussed

such aspects of the disease as, the varying degrees
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of Malignancy, especially dealing with the diffi-
culties in diagnosis and Prognosis, and also with that
most elusive of all the attributes of Chorionevithe-
lioma, namely its occasional Spontaneous Involution.
The disease of Chorionepithelioma is not merely
of supreme interest to the Obstetric practitioner and
to the Gynaetologist, but from the obscure problems
that it raises, it is from the Pathologist!s:point

of view one of the most interesting of all the

abnormal tissues.
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CHAPTER I.

NORMAYL PLACENTATION & EMBEDDING of the YOUNG QVUL.

Up to the year 1889, Ihtra Uterine Attachment of
the human ovum was believed‘to be effected by a surface
interlocking of foetal and maternal tigsues and the
folding around the attached ovum 6f the adjoining en-
dometrium to form the Decidua Reflexa.

This view was largely the result of investigatioms
on comparative placentation especially in such animals
as the sheep: a very early example of the human ovum
never having been investigated.

But in 1889 several investigators, stimulated by
the discussions in connection with the pathology of
Cystiec Mole and Chorionepithelioma, turned their at-
tention afresh to the study of early‘placentation.

Among these workers were Duval, who studied the

Bat, Von Spee ) who worked on the guinea rig:
: (a
Hubrecht on the hedge hog and later em Selenks “ and
(b) (e)
Strahl who worked on the anthropoid Apes.

(a)

All these authbrities demonstrated a new_phasegbf
Intra—Uteriﬂe Placentation namely that it was not a
Passive process, but that the ovum became embedded in
the Uterine Mucosa by means of an Active destrﬁctiog-:

of the Maternal tissues at the site of attachment.

I

(a) Spee: "Die Implantation des lMurschwveinchen-eies in
die Uterus wand"
Zeitoch f. Morphologie u Anthropologie No.3 1901
{b) Hubrecht: "Placenta Von Tarsius u Tupaya" Inter Con-
. gress of Zoology, Cambridge 1896.

(c) Selenka: "Studien ueber Enturchelungs gesehechte"

10th part 1903.
(&) strahl: '"Die Embryonelkullen der oauger" Hertwaggs

Handbook 1902.




(e)

To Hubrecht; more especially belongs the honour
of being the first to supply us with the minute descrip-
tion of the Ectodermal cells of the Ovum and in dem-
onstrating the function of those cells to be Tropho-
blastic i.e., a corroding the surface.epithelium of the
Uterine Mucosa and opening'up of maternal capillaries,
thus permitting the escape of blood for the young ovun
to lie in and to yileld its nourishment.

In 1899 Hubert Feters’ epoch making discovery
was announced, based on therziamination of a very young
human ovum, from five to seven days old.

He found the human blastocyst was completely
buried in the Uterine lucosa. The wall of the
blastocyst was at its outer part composed of a many-
-layered cell mass, constituting the Trophic Ectoderm
or Trophoblast, which was irregularly excavated by
blood extravasations from the maternal vessels, while
+the maternal tissues lying in contact with it appear-
ed td be undergoing degeneration.

The site of the Ovum appeared as a slightly rais

ed convexity, pro jecting into the uterine cavity.
This:ﬁﬁg§aor furrowed condition of the Endometrium
has been confirmed by more recent observers and would
appear to be indicative of early pregnangy.

At one part of the ridge Eeters found the epithelium
to be absent, being replaced by a mass of fibrin,
marking the spot where the Ovum had apparently penetra-
ted the maternal tissue.

The trophoblast consisted of two kinds of cells -
large mononuclear cellé and multinuclear syncytial
masses, and between these two distincet types were to be

seen all manner of transition forms.

Peters: "Die Embettung des Menschlichen Eies"
1899 Vienna.,
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Jutting into the trophoblast were to be seen com-
mencing outgrowths of the Chorionic Mesoblast, but
no Villi were to be found.

The Embryo itself resembled that of the hedgehog
at & corresponding period of development.

Hubrecht in his description of Placentation of
the hedgehog says that at an early stage of segmenta-
tion, the ovum comes to rest in a hollow or furrow
in the Uterine Mucosa. /Around it, the mucous mem-
brane swells up forming a cleft for the ovum to lie in.

The Uterine tissues in the immediate vicinity
degenerate and disappear: the blood vessels are opened
up and the ovum becomes surrounded by blood and is
shut off from the Uterine cavity by means of a plug of
blood clot. One of the most striking characteristics
of the trophoblastic function of the Ectodermal cells
is the change effected on the blood vessels.

These cells attackvthe maternal vessels, either
~directly invading the vessel from without while stilly
maintaining their connection with a similsr mass of
eells outside: or these cells may appear in the vessel
wall without any apparent conneétion with cells outside.

They entirely replace the vessel wall, except
the endothelium, around which they appear as a circular
band or tube, Occasionally they invade the lumen
and form thrombi but this is very exceptional.

From the resemblance to and close proximity, often
without any apparent connection with structures outside
the vessels, it is little to be wondered at that the
pathologist has not infrequently mistaken them for
commencing Endothelial tumours.

While the maternal tissues lmmediately surrounding
the newly embedded Ovum continue to degenerate, there
developes outside of this destructive zone, a reaction

on the part of the maternal tissues, which proliferate
to form what is known as the Decidua - the -



hypertrophied endometrium of pregnancy.

An equilibrium or truce becomes established be-
tween the destroying trophoblastic cells on the one
hand and the proliferating or reacting maternal tiésues'
on the other.

The spongy network filled with blood, the result
of the trophoblastic excavation awaits the develop-
ment of the foetal mesoblast, which soon buds out,
every here and there as outgrowths of connective tissue
with blood vessels: these outgrowths later on becoming
covered by the trophoblastic cells, arranged as a
dpuble layer of epithelium.

The innermost of these two layers consists of
small cubical cells, mononucleated and afterwards

" known as Langhans layer.

External to this and continuous with it are
masses of protoplasm or plasmodiunp,showing much larger
nuclei, and between these and the blood in the tropho-
blastic spaces is a complete layer of syncytium, act-
ing as if it were an endothelial lining to the blood
spaces. ‘

Quite recently Peters conclusions have received
striking confirmation from Prof. Leopold!s des-
cription of another very young human ovum.(a)The
ovum was obtained from a young woman who died of
phosphorus poisoning. Pregnancy was suspected, al-
though there was no menstrual history. The uterus
was removed and caréfully opened by Prof. Schmorl.

The Ovum, after a very careful search over the deeply

congested and charseteristically furrowed endometrium

(a) Prof. Leopold: "A very young human ovum in situ"
Arbeiten aus der konighlichen
Frauen Klinch in Dresden.
VOL. IV, 1906.



was discovered as a minute spot, which was somewhat
clearer than the deeply injected surrounding tissues, and
was situated on a ridge of mucous membrane.

0f this piece of tissue after hardening, some 160
sections were cut and in the middle sections was found
a very small ovum, measuring 1.4 m.m. in its greatest
diameter: 0.9 m.m. in height and 0.8 m.m. in breadth.

From its smaller size, the absence of any villus:
pro jections into the trophoblast and the thinness of
the trophoblastic processes themselves, Leopold be-
lieves it to be at least a day younger than Peters Ovum.

Leopold describes the endometrium as showing the
characteristic signs of decidual formation viz: it is
swollen and gedematous, with dilated and engorged
capillaries, some of which are here and there ruptured;

The glands are hypertrophied and their mouths
widened and in the region of the Ovum they are flatten-
ed and elongated‘as if being crushed by the growing
ovum. Some of these are filled with blood and their
epithelium separated: mnone of the glands opened into
the Ovum chamber and no epithelial lining to the
chamber was found.

The Ovum chamber was filled with blood, but no
trace of the forming embryo was to be seen.

Leopoid believes the Ovum becomes embedded as des-
eribed by Von Spee in the case of the guiﬁea rig -
by boring its way through the endometrium.  The roof
of the chamber is of decidual tissue and immediately
beneath this thin tissue is a mass of fibrin.

The Tetoblast consisted of two rows of cells - the
inner made up of round or oval, mononuclested cells
with large well stained nuclei - the Tanghans cells:
the outer row was made up of large cells, multinucleated

and with granular protoplasm - the syneytium.



(a)

The Syneytium was to be seen wandering i# to the
maternal tissues and at places it was found lying be-
neafh the endothelium of the capillaries. A similar
process of the embedding of the Ovum takes place in
Tubal pregnancy. This was first shown by Furth in
1898, but in his case it was believed to be exception-
al: soon afterwards however, the accuracy of his des-
cription was verified and proved to be normal in Tubal
cases Just as in the Intra-Uterine Pregnancies.

Pubal placentation has bheen well described by

Aschoff Lockyer and Berkley and Bonney
(10a), (54) (130)

and an admirable summary of the condition is to bé
found in a paper by Russell Andrews

In the Tubal condition, surrouéging the gestation
sgc. are usually to be found several 1ayeré of fibrin
with foetal cells intermixed. This admixture is
knoﬁn as the "cell-sheet", and it appears to reach its
meximum development in the early weeks of pregnancy,
for when the Villi appear the cell sheet appears to
atrophy.

In early abortions either intra-or extra-uterine,

- the cell-sheet remains in the maternal tissues after

the embryo with its membranes and villi have been cast
off, whereas at full time labour, the cell sheet ac-

companies the membranes and placenta; here is proba-
bly an explanation as suggested by Bonney, of the per-
gistent bleeding in Abortibn cases, which occasionally

requires the curette to obtain a cure.

RUSSELL - ANDEEWS: "The Anatomy of the Pregnant Tube"
Jour. Obstet & Qynaec, Vol IV, Page 208,



HISTOGENESIS of the TROPHOBILASTIC CEIILS.

There has been much dispute and prolonged dis-
cussion as to the origin of the various cells composing
the Trophoblast: All are now agreed as to the Foetal
origin of the Primary or Langhans layer of cells, but
there is st%ill considerable diversity of opinion as w
to the origin of the syncytium or Covering layer, for
instance Strahl believes it to be of maternal origin,
-while Pfannensteil goes further in believing it
to be formed from éii endothelium of maternal veésels:
there is sbmething to be said for this view, for the
micioscopic appearance, not infrequently shows the
syncythium lying under the endothelium and occasion-
ally within the lumen of the vessels.

Sternberg agrees with Pfannensteil as to the
Endothelial orig?;; he arrives at this conclusion
from his study of Chorionepithelioms in Testicle
teratomata. ‘

‘Seigenbeck and Langhans believe the origin
of the syncythium to be stilggsg open qupstion.

buckworth in "The proceedings of Cambridge FPhil.
Soce., Vol. XIV, part III, 1907" reports the histolo-’
gical conditions present in an early stage of placental
formation in the macacus nemustrinus. The decidual
portion was the Compacta Basalis: no reflexa was
present. |

A series of 520 sections were cut through this

part of the Uterus and stained.

(x) Pfannensteil: "Die Bildung der Placenta™
- Winkel's Handbook of Obstetries, 1903.

{h) Sternberg: - "zur Kenntius der chorionepitheliomar-
tigen, Uricherungen in Malignen Hoder-
terotomen” 1904.
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The Uterine tissues immediately below the area
of attachment of the Elastocyst and for some distance
on either side of this, were aedermatous.

Immediately beneath the Blastocyst was an accumu-
lation of fibrinous exudation,vby which the degenerated
uterine epithelial cells had been thrust off to be
destroyed either by the ectodermal cells or by the
lencocytes or by both.

There was no evidence of the transformation of

of cells of the Uterine epithelium or of the glandular

lining into syncytial masses as described by Selenka

and Langhans.

Further the intervillous spaces were not lined

by any derivatives of maternal cells; +the epithelial

cells of the Uterine glands play no part in placental

formation: these gland cells may be destroyed by

haemorrhage or by the embryonic cells.
Two varieties of Bimbryonic Ectodermal cells are
recognised.

" (1) The outer and more deeply stained, irregular
masses - the so called synecytial tissue
(plasmodi-trophoblast), does not seem to play
a permanent part in placental formation, al-
though it may invadé capillary vessels and
uterine glands and seems to determiné the
opening up of communications between maternal
capillary vessels and the intervillous
spaces

(2) A polyhedral cell tissue (the cybo-tropho-
blast) which has permanent relations to the
placenta as ultimately formed.

Such conclusions of Duckworth are in agreement with

those of Peters, Marchand, Leopold, Spee, Bonnet and

Robert Meyer, in short , with all who have worked with

very young ova - they are all agreed as to the Foetal



origin of the Syncytium.

Peters concludes that the individual cells adjécent

to the chorionic mesoblast are the primitive type, out

of which all other forms arise. His view of the origin
of the syneytium is by a flowing together of the outer
layers of individual cells.

Teacher = holds that the development of the

(12)
Syncytium of the human placenta is a proliferative pro-

cess and not as Peters says by a process of fusion of
originally distinct cells.

Teacher sums up the relationship of the different
cell forms found in Chorionepithelioniatous tumours
and their physiological prototypes, thus:

(1) The primitive type from which they all orig-
inate is of course a mono-nucleated cell -
the undifferentiated Blastomere.

‘ In the differentiated trophoblast or
chorionic epithelium, it is represented by the indiv-
idual or Langhans-layer cell.

The Symeytium develops out of these by growth

of the cell and division of the nucleus, without divi-

sion of the cell body i.e., a proliferative process.

(2) Both the Langhans layer element and the
Syncytium have each an extensive power of
growth into cells of their own type: they
are thus capable of independent development
although they usually grow in intimate asso-
ciation. |

This is shown by the continuance of the Syncytium

afﬁer the disappearance of Langhans layer in the later
months of pregnancy.

Also the Syncytium gives off buds which may be

mono - or multinucleated but otherwise preserve the
characfers of the . parent tissue - the Symeytial

Wandering cells.”
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Leopold is fimly convinced that the Syneytium

is as‘much a part of the Ovum as are Langhans or the

true trophoblastic cells.
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CHAPTER II.

CYSTIC MOIE in its RELATION to, and BEARING UPON
CHORIONEPITHELIOMA. |

The history of the Cystic Mole extends ofér a long
period. R. Kossman of Berlin in his historical review
of the disease, mené?gns that it was a pathological
entity quité well known at the beginning of the léth
century.

Buyéch and Morgagni, in describing the condition,
saw the resemblance to the cysts of the Echinococcus
and thus named the condition as Hydatid disease of the
Uterus. Bven up to the beginning of the 19th century
pregnancy was not believed to be essentlal to the pro-
duction of Hydatidiform mole.

Velpeau and Madame Bopyin in 1827 were the first
authorities to recognise the condition as being a N
disease of the Chorion. |

Then in 1847 Gierse described the cysts as a
"hypertrophy of the natuiéi structures of the chor-
ionic Villi with secondary sedema," - thus linking
the disease definitely with pregnancy.

In 1865 Braxton Hicks insisted that the disease
was a transformation of thésgormal villi.

Virchow (Collected works - Frankfort 1856) in
1853 was the first to advocate the modern view of the

degeneration process, but described it as being a

mucoid or myxoiaatfomsx change.

Storch disagreed with Virchow as to the nature
of the process and for & time the disease was known as
the "cystoid degeneration of Storch.”

Such was the unsatisfactory condition of affairs

until 1895 when Marchand(s) published his exhaustive wokk
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on "Bau der Blasenmole". This was followed by the
investigations of L. Pick and L. Frankel -
definitely placing the pa%gilogy of Cystic &Zie on a
scientific footing.

The more recent works, especially that of
Kermauner on the "Anatomy and Aetiology of Cystiec
Mole" aangﬁe chapter on Cystic lMole by L. Seitz
in Winka®s Hendbook of Obstetrics - have confirmég)the
earlier work of Marchand.

In Cystic Mole the aprearances are exactly the
same as seen in the normal Placenta, but in a much more
exaggerated condition and accompanied by destruction

of the Decidua and underlying maternal structures.

The essential characteristic of Cystic Mole is

the unusual proliferation of the epithelium along

with necrosis and swelling of thé Villug: Stroma

Much of the éonfusion to be found in the descrip-
tions by verious writers on this disease, such as some
failing to find any evidences of epithelial prolifera-
tion, others finding no evidence of invasion or des-
truction of maternal tissue, such confusion appears %o

be due to the investigation of solitary cases, Dunger(
1C

has done much to clear the air of this confusion by
showing that in the investigation of a series of cystie
moles, he has found considerable variations in the
histoiogical condition, but his conclusions strongly
support Marchand's views.

He disagrees with Aschoff and Franque
| (10a.) (10x)

who believe that the condition present in Cystic Mole,
to be already‘Malignant and showing all transition
forms from the simple cystic mole up to Malignant
Chorionepithelioma, and insists on the distinct separa-

tion of destructive cystic mole from malignant
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Chorionepithelioma; in supvort of his statement,
Dunger'points to the fact that in destructive Mole,
there is no tumour formation to be found in the deeper
areas of destruction; as is to be found in the case
of malignant chorionepithelioma.
Whether we agree with Dunger or not, there is no

getting away from the fact, that there exists a very

close association between Cystic liole and Chorionepith-
elioma. v

Formerly one half the number of Cystic Mole cases
were believed to be followed by Chorionepithaliona,
but more extended observation has shown this estimate

to be much too high

Chorionepithelioma | Cystic Percentage ,
Cases. oles of Mole Cases
followed by
Chorionepith-
-elioma
Tadinsky (14) 128 51 39%
Teacher  (12) 188 "3 36.46%
Briguil (13) 217 90  41.,5%

The most recent statistices are those of Kroemer (15)
15

in a paper on '"The Aetiology and treatment of Chor-
ionepifhelioma especially oﬁ the treatment of Cystie
Mole." |

ﬁe reviews the cases at the Geissener clinic from
1899 to 1906.

During that period there were 3856 pregnancies
observed, including 299 Abortions and 17 cases of Cystiec
Mole.

0f the 17 moles, the majority occurred in Multi-

para; 9 of the 17 cases were complicated by severe

renal disturbance, one going on to Iclampela and after-

wards developing Chorionepithelioma.
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Ovarial tumours were present in 10 of the 17 cases,
and in three of those ten cases they were of such size'
as to call for operation.

Seven of the 17 cases developed Chorionepithe-
lioma. TFive of the seven resulted in cure by re-
peated curetting.

Two cases of Chorionepithelioma followed full
time pregnancies, developed lung metastasis and ended
fatally.

The histological nature of the scrapings obtained

by the curette gave no indication whether the disease

was benign or malignant, and Kroemer states that

the clinical picture indicated the nature of the cases
and the treatment to be employed.

De Senarcleus in 1902 from an enquiry of the
FPhysicians of the éiiéon Waadt found that in 35 out of
the 49 cases where.aCystic Ilole had existed there was
complete recovéry.

Of the remaining 14, seven cases could not be
traced to ascerfain the Fésult and of the remaining
seven, one developed Chorionepitheliqma with fatal .
termination sixteen months after removal of the cysﬁic
mole.

Two others died in three months: the others
were diagnosed as cases of Chorionepithelioma, in
three to four weeks after the Cystic Mole, but the
termination is not stated.

Bauer reports the case of a woman aet 45 in
her 9th mgigﬁ of Pregnancy who had characteristic
symptoms of Ohorionepithelioma, and obtaining no bene-
'fif from curetting, the Uterus was removed. This |
case resembled the series of nine reported by Kroemer,

in having very marked renal lesion, but in the

Ovaries no litein cysts were present.
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Personally from the number of cases of Cystic
llole that I have observed in’practicq axd carefully
followgﬁaup their after histories, I am inclined to
believe that even these later statisties, still show
a too high per centage of Cystic lole followed by
Chorionepithelioma.

In Palmer Findley's series of 210 cases of
Cystic Mole, the malignaégé tendency is well brought
out by the death of 32 cases from Chorionepithelioma
and although there is no report given of any operative
treatment, being employed he thus shows a percentage
of 16. |

Tn Teécher;s 73 cases of Cystic lole, 39 died of
Chorionepithelioma and of these 73 cases, 42 were
operated on with thirty three recoveries.

It is a notable fact, that almost with every fresh
series of statisties dealing with the relative fre~-

quency of Cystic Mole as a disease of pregnancy, there
is a tendency to show the disease to be much more fre-
quent than had hitherto been believed.

This, I am convinced, is a correct tendency, for
there is a large number of cystic molar cases that are
never reported, for instance in one neighbourhood dur-
ing the past two years, I have known of four such cases
none of which were reported; so that the statistics
of Cystie Mole axe not to be much relied upon.

Medame Bowin put the frequency at 1 in 20,000

Williamson " " " "1 in 2,400
(17) : .

Jellett (Rotunda Hospital) " "1 in 1,500

Berry Hart " "1 in 1,000

Neunan in a paper he published in 1897 on the
diagnosis o%liﬁé benign from the malignant cystic
mole, points out as suspicioums of malignancy, the
invasion of the epithelial cells into the stroma

of the Villus but Marchand failed fto find this inva-
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sion in a lMalignant Mole and Ruge found the stroma

invaded in a case of undoubted benign Cystic Mole.

SECTION A,

AETIOLOGY of CYSTIC NMOIE.

Considerable as was the advance made in our
knowledge of Cystic Mole during the 19th century, yet
notwithstanding all the work that has been done in

connection with this disease, we still have no resal

knowledge of its causation. The various theories put

forward may be classified into two main divisions.

I. ihe cause lies in some diseased condition

of the Egg. =  Ovular Causation.

II. The cause lies in some diseased condition

of the Uterus, especially the Decidua
= Maternal Causation.

Marchand beliéves Cystic Mole to be due to a
primary distu£g;nce of the egg while it is yet in the
Gﬁg@f@ﬁ@_Follieie and that this disturbance is occasion-
ed by some influence on the part of the Mother; sor
that the epithelial elements at a very early age as-
sume proliferating powers, akin to those of a Malignant
tumour. - But he is willing to admit of other causes
occasionally being at work in such cases as partial
cystic mole é;g., in some disturbance of the Uterus
or altered nutrition consequent on the death of the
Embryo.

Virchow was the first to suggest the possible
caugal relationship of Endometritis and hydatid mole.

But many observers find 1t extremely difficult
to determine whether the changes in the Endometrium

are primary or secondary; and further those changes

in the Endometrium that have been described by many

are by no means constant. Cases of twin pregnancy,
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where one ovum becomes cystic, while the other pro-
ceeds to full development, have been quoted in favour
of the primary disease being in the Ovum; and so also
the great frequency of Ovarian cysts found in associa-
tion with Cystic Mole and Chorionepithelioma, suggests
& similar origin.

The death of the Embryo in cases of Cystic Mole

has been the subject of much controversy.

Barnes )in his paper published about the middle
of last oené%gy, adhered to the idea of the death of
the Foetus, being the result of the Chorionlc disease
While Graily Hewitt firmly maintained the opposite
view, namely, that éig)death of the embryo occurred
first and the chorionic disease was secondary.

Quite recently this view of Hewitt's has been advanced
by Eva Chaletsky who believes that the prolifera-
tion of the Villéglépithelium is the result of the
cessation of the foetal circulation - thus causing an

enforced alimentation of the villi, Langhans( )also
22

is inelined to support this view.

But if death of the Embryo be the cause, how are
we to account for the rarity of the lesion in cases
of missed labour and abortion with the dead foetus
remaining in Utero for weeks or months? 

Whereas on the other hand, cases of partial cys-
tic disease of the Chorion with the foetus remaining
healthy are in favour of Barnes‘ idesa, vigz: thﬁt the
complete cystic disease would result in the death of
the foetus .

In support of the opposite view - that the cause
of Cystic Mole is to be found in some diseased condi-
tion of the Uterine tissues, many reasons are put
forward, ©.8.

(1) Repeated appearance of cystic mole, in the

same woman, even in the impregnation
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of different men.

(2) The relatively frequent appearance of Cystic
Mole in elderly women - esvecially near
the menopause, or in those who have
been for a long time sterile
(Findley in his series of 210 cases,
disputes this relative frequency in
elderly women; he found the average age
to be 27 years.)

(3) Endometritis and some general diseases of

the mother e g., nephritis, anasemia
etc., are found in frequent association
.With Cystic Mole. But in opposition
to such a view of causation, is the ex-
perience of every Gynaecologist - that
normal pregnancy frequently occurs in
women suffering from such diseases.

{4) Seitz speaks of the decidua as being thick-
éi;d and showing degenerative and in-
flammatory evidences - especially a
small round cell invasion, while later
on as the cystic disease grows, the
decidua becomes attenuated, and he fur-
ther believes that the dropsical swell-
ing of the villi to be due to the alter-
ed nutrition of the pathological en-
dbfmetrium and the increase of the
wandering ectodermal cells in the
serotina.

(5) Gottschalk in his recent work has adopted
| the oigzéheory of an obstructed wmbili-

cal vein - this obstruction being due

to a kinking of the cord or stenosis
of its tissueg,or to Thrombosis occurr-

ing in its vessels - thus setting up an
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eedemna of the villi and a consequent
proliferation of the villus epithe-
lium.

He believes that the villi lying in maternal
blood, remain active by their epithelium continuing to
take up nourishment from the lMaternal blood and there
being no demand for this nourishment on the part of
the foétus, it becomes stored up in the epithelial
cells, which being thus over-nourished commence to
proliferate. In this theory he sees an explanation
of the predisposition to Malignancy. He fourid the
epitheiial proliferations present only at those

places where the Villi were bathed in maternal blood.

SECTION B.

THE ABTIOLOGY OF MATLIGNANT CHORIONEPITHEIIOMA
(excluding the lutedn tissue theory.) |
In several of his writings Marchand dis-
(24-25) "1 -
cusses the aetiology of malignant chorionepithelioma
including his latest views.

He sees the actual cause of the malignancy "in
the proliferating powers of the cells of the chorionic
epithelium, - increased through the altered nutritive
conditions, - in connection with the chemiotaxic stim-
ulus."

So long as the Ovum develops in a normal manner,
the proliferating powers of the chorionic epithelium,
keep within bounds, but if the normal course is inter-
rupted as in partial or total cessation of the foetal
eireulation, such as might result from (a) +the decay
of the embryo or (b) the transportation of isolated

normal villi, the normal and regulated development of

the villus epithelium ceases.
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The epithelium continues to absorb abundant nour-
ishment from the surrounding maternal blood and the
individual cells develop and multiply in increased
masses, although here and there showing degenerative
processes,_both in their cell_bodies and their nuclei.
These cells whose normal function (trophoblastic) at
the embedding of the ovum, was closely akin to malig-
nancy, develop destructive qualities - invading and
destroying the maternal tissues.

Lending some assistance to this destructive power
is the somewhat lowered resistance of the basal layer
upon which the new formation is growing. Another factor
which Marchand believes to be conducive to the pene-
tration of the Uterine tissues is the sewous infiltra-
tion and coﬁsequent lbosening of puerperal uterine
structures, and also the hypertrophy of the blood and
lymph spaﬁes - conditions manifesting much less re-
sisting powers than do the non-puerperal uterine
tissues. These conditions‘may in some measure, ex-
plain the greater destructive power and incfeased mor-
tality, that is found to be so characteristic of
Chorionepithelioma following full time pregnancy.

But the actual work of destruetion is due to the
- chemical and mechanical influences of the tumour célls.

Whilé the ectodermal cells by their chemical and
mechanical changes are causing dissolution by necrosis
and coagulation, the uterine tissues set up reactive
changes which offer a certain dégree of resistance
to the invading tumour elements and may even lead to a
degree of cure (See remarks on spontaneous healing.

Chapter IV, Sub-sectilon I.)
R. W. Mackenna suggests the cause of the malig-

(26) ,
nant proliferation of Chorionic epithelium to be the

stimulus of some toxin, the nature and composition

of which remains unknown, which develops in the Ovum ;
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or in the Uterine tissue during pregnancy. This toxin
may be the cause of the comnencement of Cystic Mole
and a large dose or more prolonged operation of it

may stimulate the cells to assume malignant tendencies.

Schmauch( 7)§eeks for the aetiology of malignant
2
Chorionepithelioma in the application of Ehrlich's

side chain theory. He traces the disease to a defi-
ciency of Sycytiolysm - a substance which Veit believes |
is 1o Dbe found in the body of every pregnant woman.
This substance has the physiological power of loosening
and displacing the cells of the chorionic villi; but
these cells have less proliferative power when an en-
tire villus is displaced.

The displaced cells or villi will remain local,

surrounded by fibrin and quantities of blood and thus

be buried or expelled, so long as the maternal organism

produces anti bodies. Local tumours are made possible

only by the reducing of the protective power, as after
great loss of blood, and can be removed by operation
A return of this protective power, with the strength-
ening of the body prevents dissemination of the cells.
But general metastasis is possible only in complete
deficiency of the immune bodies, and the prognosis

of the tumour formation depends less upon the guan-
tity of displaced cells than upon the circumstance,
whether the affected body is able to form a sufflclent
number of receptors to cope with the final extermina-

tion.
He believes that it is the Anti-body formed in

the Maternal Organism that keeps the trophoblastic

function in check.
He further believes that this same deficiency

explains the frequent appearance of Chorionepithelioma

i

after Cystic Mole; and again, that the Chorionepithe-

1ioms tumours can be overcome by means of immundsation



or the replacing of the lost protective power; He
looks upon the Ovum in Utero as biologically similar
to a parasite and the act of parturition as a kind
of spontaneous help of nature.

Reeb ecriticises Schmauch's views and puts for-

(28)
ward as an objection the case of Multiparae who ac-

qording to the theory of Eclampsia have, stored up in
their orgens an excess of the Antibody-syncytiolysm;
and yet after eclampsia are known %o have developed
Chorionepithelioma malignimi

Fleischmann supports Schmauch's theory and

(29)
believes it possible that through a mobilisation of

the protective material - perhaps syneytiolysm,
the non-malignant course of many cases of Chorionepith-
elioma is to be explained.

Schmidt believes the‘eourse to be not only
over-activitésgi the part of the epithelial cells, but
also a deficient coagulability of the Uterine blood.

'KWoroétansky ; believes the cause to be due to a
deficient blood qégiity and suggests, that under the
influence of Cardiac disease, XKidney disease, Tumours
of the Uterus, or deficiency of mucosa - in short any
bad nourishing condition for the placenta, the exuber-
ant chorionic elements assume their penetrating powers.

Schmorl in two of his cases of Chorionepithe-
1ioma, reporégséhe presence of a high degree of
Angemia, and in two other cases there was present
a pelvie infection; accordingly he supports the
theory that Chorionepithelioma is due to a lowered

resistance of the maternal tissues.

Robert Meyer  believes the cause to be due not

4) /

only to an increased nubritive condition of the chor-
jonic cells, but also in part to some cessation of the

normal tissue resistance. He holds that these cells

originally derive a certain 'momentum' from the Ovum
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to function as Trophoblasts but %o account for their
self depen dence afterwards, they require the exist-
ence of some special stimulus, the nature of which is

unknown.

Schlagenhaufer looks for the explanation of
the different cliniégixgonditions of histologically
similar chorionepithelial proliferations, in a tem-
porarily differing releasing faculty of the constis-
#ueﬁt elements.of the tumour formation; and that
the earlier the stage of commencing proliferation
i.e., the younger the stage of malignancy the more
capable are the cells of proliferating.

Ribbert n by his hypothesis explains the malig-
nant prolifeigéion of these chorionepithelial cells,
as being due'to theilr reaching a greater degree of
self dependence, resulting from their severance from
their natural bond. When they separate plus the
Villus, they remain normal, as the severance is
largely a passive or mechanical process.

He thinks this releasing from their natural dbond,
must take place very early - as soon as the foetal
membranes develop and before the villi have assumed

their normal shape ani size; he doubts whether the

epithelium that has separated from already formed

villi, is able to produce Chorionepithelioma after
its severance. |

In the case of Cystic Mole he assumes that from
the very outset the villi have not been normal, but
have been injured during formation or never clothed
properly with epithelium.

Marchand in criticism of this hypothesis, men-
tions the fact that the epithelium already prolifer-
ates, while yet it clothes the villi and that at
the normal embedding of the Ovum, the Ectodermal

cells can be seen migrating into the Uterine Mucosa.
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THE _PARASITIC THRORY OF ARTIOLOGY.

La Torre( )in 1900 sought to prove that the
disease was duzﬁto a localisation of Blastomycetes, the
existence of which he claimed to have proved in the
placenta from a case of Deciduoma HMalignum

S0 also Franque, )in 1903 sought to demonstrate
a similar causatién.(SVMore recently, in 1905 Rossi
Doria )has traced the origin of malignant Chorione-
pithei?gma to an innér Imbryonal and an outer para-
sitiec stimulus, which was elinminated by Blastomycetes,
which penetrate betwéen the foetal elements which have
remained in the Uterus.

Many experiments have been performed to test this
parasitic theory, e.g., subcutaneous and intraperi-
toneal imﬁlantation of Chorionepithelioms tissue in
the Rabbit (Vassmer ) and by Schmauch but

{38x) (38a)
without any definite result.

A similar fate has followed the injection of
placental tissue into animals.

Halban puts forward the most suggestive
theory of tﬁgglausation of lMalignant Chorionepithe-
lioma, namely, that the stimulating substance -
syneytiolysm or whatever we may call it, has its
origin in the placenta, and that it is most likely
the internal secretion of the chorionie epithelium.

. This epithelium is the product of union between
gpermatozoon and Ovum, both speclfic products of
organs which are believed to possess internal secre-
tions: this view I'1l refer to again, more fully,
in thé following section.

In October 1907 before the Obstetrical Section
of the Royal Society of Wedicine, Prof. W. E. Dixon

: (40)
and Dr. Frank Taylor gave an account of their ex-
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periments, showing the physiological action of the

They made alcoholic extracts of Ffresh normal
hunan placentae and injecfed then intravenously into
cats, rabbits and dogs.

The resuits on the Uterus differed in the preg-
nant and non-pregnant condition. In the Pregnant
Uterus there resulted an increased tonus of the
Uterine Musculature, plus a well marked increase in
its rhythmic contractility.

They concluded that the ;lacenta produces a
chemical substance which develops with the ripening
of thé’placehta, and vhich by contracting the Uterus
and its vessels, may induce the onset of normal labour;
and that a perverted metabolism might produce an
antointoxicétion resulting in Albuminurin, Acute
Yellow Atrophy, Fclampsia, or even Hyperemesis Grav-
idaruﬁ. _

Acconci in 1906 published a lengthy paper on
"Researches éillhe formation of plastein from placental
extracts.” The conclusions he arrives at are some-
what similar to-those of Dixon and Taylor - that there

is an internal secretion of a substance to be called

'Plastein.’

SECTION GC.

THE CO-RELATIONSHIP of OVARIAN AND UTERINE FUNCTIONS:

Halban ‘has published the details of his investi-
gations on égZénancy Reactions in the4organs of the
Foetus and their'puerperal involution.

There are certain substances, circulating in the
maternal blood, which excite reactive changes in the
maternal tissue; these substances also circulate

in the foetal blood, and his researches had the object

of ascertaining the reactions excited in the foetal



tissues.

He examined the organs of female foetuses and
those of the newly born, and also of children from a
few weeks up to two years old.

He found the Uteri of newly born infants in a
remarkable state of Hyperaemis espeoiélly the Endome-
trium, the histological avpearances of4whioh correspond-
ed -exactly to those of an adult menétruating Uterus.

He found that those changes begin in the foetal
Uterus about the eighth or ninth month and believes
them to be due to some Subsfanoe circulating in the
foetal blood; and not to any Ovarian influence - for
he invariably found the Ovaries in an unripe condition.

From this he deduces the conclusion in oprosition
to Fram%el,’— that the pregnancy reaction of the
Maternal Organism is not due to the influence of the
Ovary.

Further that the corpus lutenm: has no influ-

ence in the production of the pregnancy reaction in
the foetal organs, because this reaction is only
seen in the later months, when the corpus luteum is
atrophied.

Bayers observations confirm those of Halban, in
showing that there is a puerperal involution of foetal
organs - the Uterus of the newly born is usually much
larger than that of an older c¢hild and that the involu-
tion is usually complete in about three weeks after
birth. ‘

The foetal breasts also are seen to undergo re-
markable changes in the later stages of pregnancy - a
proliferation of the glandular epithelium, a dilata-
tion of the lumen and the appearance of colostrum.

A Pew days after birth, there is the well known clini-

csl observation that the breasts of the newly born
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female £ill with milk jJust as in the case of the
mother and that these mammary glands gradually invol-
ute, in the first few weeks after birth. Similar
changes he observed, were present in the breasts and
prostates of male children.

Halben in the Séme praper discusses the subject of
Eclampsia, and points out that the condition has
frequently been observed in both mother and foetus,
and that in the nephritis of pregnancy Albumen has also
been found in the urine of the foetus. In these toxic
conditions Halban sees an exaggerated degree of the
pregnancy reaction, the effect of the internal secre-
tion of the chorionic epithelium. Further this work
of Halban's gathers confirmation somewhat from the
frequency of kidney lesions as observed by Kroemer and
Bauer in their cases of Malignant Chorionepithelioma.

Frans Dasls details his experiments, showing
the relationship(%géween the Ovaries and the Uterus,

He criticises the experiments of Strassman, who main-
tains that by raising the intra ovarial pressure,

as by the injection of fluid into the ovaries, fhat

he induced changes in the pelvic organs, resembling
those of 'rut' and concluded that menstruation is due
to reflex hyperaemia excited by pressure of the growing
follicle on the ﬁerve terminals in the ovary.

Desels objects to such a conclusion and from his ex-
periments on bitches both by the injection of iodine
into pelvic tissues and by Yokimbinum by the month,
he produced intense hyperaemia of the pelvic organs
but no 'rut'; he therefore meintains that hyperaemia

is not the starting point of 'rut' or menstruation,

but only one of its symptoms.
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He quotes Halban's experiments, as proving that
menstruation is dependent on an internal ovarian se-
cretion with a specific influence on the Uterine Mucosa.

Again, he adversely criticises Fraenkel!s theory
of the relationship of the corpora lutea to menstruation
Aand the embedding and devélopment of ova; he believes
such a theory is not in accordance with eclinical and
experimental observation, Hyperplasia of the lutein
tissue in cases of Chorionepithelioma and Cystic lole,
is neither the cause, nor consequence of those diseases
but the synchronous expression of some general patholo-
gical .condition atvpresegt unexplained.

Regarding the influence of Qophoreétoyy-on. the

ooﬁtinuance of pregnancy he concludes from his control
experinments, thét the me:etrauma of exﬁerpating both

- Ovaries, may probably be sufficient to sccount for the
interruption of pregnancy; and further that feeding
the animals on lutein extract and opphorin, did not
exercise the slightest influenee’in the preservation
of pregﬁancy,

Marshall & Jolly( } from their experiments on the
| transplaﬁtation of fhéégééries of rats by peritoneal
grafting, found that the uterine degenmeration which
follows simple removal of the ovaries did not occur in
the cages in which the transplantation of the ovaries
was successfully effected: they therefore conclude
that the influence of the ovaries on the Uterus 1s
chemical rather‘than ﬁervous and probably due to an
internal secretion, elaborated.not merely at periods
of heat and during pregnancy, when the ovaries show
their greatest activity, put throughout the whole of

the aestruous éycle.

Carmtchael & Marshall ( )from their experiments
44
on rabbits, especially the removal of ovaries at dif-

ferent ages conclude that
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(1) the removal of the ovaries in young animals

prevents the development of the uterus and
Fallopian tubes, which remain in an infantile

condition

(2) In Adult snimals, removal of the ovaries

leadé to fibrous degeneration of the Uterus
and tubes, most marked in the Mucosa;
The subsequent health and nutrition of the
animals remain good.
In five other animals the Uterus was removed and
they found that

(1) Removal of the Uterus in a young animal

has no influence in preventing the further
develoyment of the ovaries which in adult
life are still capable of ovulating and
forming Corpora 1ﬁtea.

(2) Removal of Uterus in Adult animals does not

give rise to any degenerative change in the
Ovaries.
Kleinhaus & Schenk of Prague describe their

(45)
results of an experimental enguiry into the function

of the Corpus Tuteum

They attribute the priorify to Born, of the
hypothesis, that the Corpus luteum is a gland with an
internal secretion presiding over the embedding and
development of the Ovum within the Uterus and that
Fraenkel confirmed, by experimental research Born's
views and added his belief that the corpus luteum also
presided over menstruation.

In their present paper, their object is more es-
pecially to ascertain the comection between the corpus
luteum and the continuance of pregnancy; rabbits were

the animals used, end the series of 25 experiments was

divided into two groups.
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In the first group the abdomen was opened by
median incision and the corpus luteum destroyed by the.
thermo-cantery; In the other group, to minimise the
traumatiom, the ovaries were exposed by lateral inci-
sions and the corpus luteun scooped out, instead of
being burned.
They conclude especially from their control ex-
periments that:
(1) the pregnant rabbit is especilally sensitive
to trauma
(2) In rabbits, if after the embedding of +the
Ovum, the corpora lutea be removed with all
rossible precautions and not earlier than the
-ninth day pregnancy is not necessarily in-

terfered with

(3) That it is not a function of the Corpus
| Luteum to preside over the development of the

Ovum after its fertilisation.

SECTION D,

THE OVARIAL CHAWGES FOUMD ASSOCIATED WITH CYSTIC LOIE AND
CHORIONEPITHRI.ICHA,

of reoeht years considerable attention has been
paid by many observers to the Ovarial changes especially
the presence of Tutein cysts and Tutein tissue more
particularly to their bearing on the Aetiology of Cystie

Mole and Chorionepithelioma.

It has long been noted by such observers as Barnes

(46)
in 1866 Waldeyer in 1868, Runge in 1880,
' T (em) (48)
Haberlein in 1895 and others; all merely recording
(49) .

the fact, but placing no interpretation upon it.

hid

Marchand in his historic work on Cystic lole,

(5)
published in 1895, drew attention to the remarkabdle

coincidence of cystic degeneration of the ovaries with
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Cystic lole. This work was the means of attracting
other gbservers to devote special attention to those
cystngSSSng wholt may he specially mentioned Schaller
and Pforringer  in 1899 and ¥. Stockel  in 1902.
(50) (51)

These observers were the first to point out that
here we had mot to deal with ordinary follicular cysts
as had hitherto been believed, but with cysts with
walls formed of lutein cells.

The work of these last mentioned observers must be
regarded as the standard on the subject, for all the
more recent workers have merely confirmed the accuracy
of the first published details.

In 1903 Runge published his analysis of a
series 6f 144 caseé5§% sycytial tumours. In 24 only
did he find any statement of the co-existence of ovarial
cysts. Lleven others reported Ovarian cysts absent
on palpation.

28 others reported Ovarian cysts absent on inspect-

ion during abdominal section. In 63 cases there

was no mention made of the Ovarian condition

| He collected 28 cases of Cystic liole and in 16
of these, there was no mention made of the ovaries,
whilst in the other 12 cases cystic degeneration was

present.

| In 1905 Patellani collected the statistics of
all observations in whggi)ovarian changes were publish-
ed as being associated with Cystic lole and Chorione-
pithelioma. These changes were found 44 times in
Cystic Mole and 18 times in Chorionepithelioma following
Cystic Mole and 32 times in Chorionepitheliom& follow-
ing full time labour or Abortion. '

This series includes some cases which were pub-

1ished without any histological details.

(54)
ed his investigations on the Iutein reaction in con-

In this country Cuthbert Lockyer first publish-
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nection with Chorionepithelioms in "The Practitioner"
December 1904, and again more fully in the Jour.
Qbseteﬁ and Gynace of British Empire, Vols. 1 and 2
1905.

MICROSCOPIC DESCRIPTION.

The cysts may be unilateral dr bilateral and of
varying size - from that of a pea to that of a foetal
head. = Many of them contained blood, in others the
contents were yellowish white to browmish red.

The number of cysts in one ovary may be very large,
and the cysts are seldom in communication with each
other. After evacuating the contents, most of the
cysts show a smooth inner wall, while the outer wall
is often rough, nodular or even villous in appearance.

Microscopically. The lubein cysts were composed

of two layers - an outer one consisting of connective

tissue, rich in nuclei and with numerous blood vessels;
the inner layer is made up of many rows of epithelium,
some cubical, some round, and others flat with large
well stained nuclei, and small nucleoli and diffusely
stained protoplasm. These cells are arranged in rows
between which run capillaries, branching off from the
vessels of the outer 1ayer. The innermost layer of
cells showed signs of degeneration (deficignt staining
capabilities) and gradually passing into amorphous
dedyitus; or they were separated from the cystic
contents by a thin layer of fine fibred connective

tigsue which springs evidently from the adjoining deli-

cate capillaries.
In this fine membranous layer, were found occasion-
ally, brown pigment corpuscles giving the iron reaction.

Tutein cells. In addition to these cysts were

found, scattered throughout the ovarial stroma, but

especially in the vicinity of the cysts, large fatty

cells, filled with jellowish pigment granules and well
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defined cell outline - these are the typical lutein

cells.

In the centre of some of these masses of lutein
cells was to bhe found an attempt at mucoid softening.
Stochel describes his case of Lutein cysts thus
"The inner wall was slightly undulating and at times
distinetly folded, only exceptionally quite smodth.
The contents appeared reddish white to dark brown."

Theni 'he goes on to give a minute description of

the cyst wall into four layers:

" (1) An outer layer of thick coarse connective
tissue forming a sort of capsule and which
separate the cyst from the ovarian stroma -

this is the Thecs Externa.

(2) DNext comes a layer of loose connective

tissue - the Theca Interna, very rich in-

cells and blood vessels.

(3) The third layer is formed of many cells in
rows of palisade-like arrangement, lying
perpendicularly to the cyst wall; these

cells are large, vesicular and frequently
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showed mitosis. Between the rows is a frame-

work of fine connective tissue fibrils and

numerous capillaries - offshoots from the Theca

Interna which force their way in between the
cells of the first row to be gradually lost
amohgst them.
{4) TTying on the inside of the cyst wall, sep-
aratiﬁg the inner layer of epithelial cells
,ffom the cyst contents is the fourth layer
of membranous connective tissue derived from
biood or fibrin deposit, - this layer is

frequently deficient at intervals."
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Stockel further observed outside the vessel layer
of the theca interna, whole lines and accumulations

of cells running far into the Ovarian stroma and these

‘could be recognised as Lutein cells.

Much discussion has arisen from the confusion of

corpus luteum cysts and lutein cysts. Most authors

~allow, that the large lutein cysts in cases of Cystic

Mole are developed from the corpora lutea graviditatis
or menstrationes, but Stockel believes fthat they may
possibly arise from Atretic follicles.

Schallar and Pforringer intervret the cysts as

corpus luteum cysts and the scattered lutein cell

masses, to arise from the cyst wall and to represent
these individual wendering cells as possessing greater
proliferating power - so much so that they describe

them‘as a Carcinomatous stage of the lutein cells;

whilst Stockel believes that the lutein cells of the
cyst wall, originate from the connective tissue of the
Theca Interna and are to be distinguished from the

true theca cells only by their considerable size and

weaker staining powers.

He also takes a different view from Schaller and

Pforringer as to the origin of the isolated masses

of lutein cells, scattered throughout the Ovarian
Stroms and instead of believing them to be a malignant
overgrowth penetrating into the Stroma, looks upon
them rather as a passive development due to the in-
crease in size of the vessels of the .lutein cell

layer and partly to the aedematous condition of the

stroma.
Jaffe attaches no significance to these dis-

55)

plaéed Tutein cells found in cases of Cystic Mole as

he found s similar disposition or arrangement in other

conditions and believes it to be a physiological

breaking away from their attachments, owing to the

4.
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rapid and abundant proliferation of lutein tissue.

CONSIDER THE INTERPRETATIONS PUT O THESE OVARIAT CHANGES BY

‘THE VARIOUS AUTHORITIZES.

KattehbackT )entertains no doubt as to the meaning
56
of these ovarial changes; he sums up his opinion

thus: "The Cystic lole 1s based upon a primary disease

of the Embryo, that is furnished by the fertilised Ovum
of a diseésed Graafian follicle"

Scholler & Pforringer take the same view as Xatten-

'back.

Stockel & llarchand are much more cautious in their

interpretation, and speak merely of the casual connec-
tion existing between Cystic liole and lutein cysts.
The Born-Frankel . hypothesis is expressed thus:

(58)
"the corpus luteum may be a gland with an internal

gecretion which may possess the function of making

possible the insertion of the fertilised ovum in the

Uterus and of securing its further development.”

Runge interprets this hypothesis by stating that
the development of the Ovum in the Uterus depends upon
the integrity of the Corpus lutenm pertaining thereto,
and therefore an inner connection exists between them.
In consequence of this it may be possible, that when
under special circumstances a heightened proliferating

| power is inherent in the corpus 1uteum,{that this
power may transmit itself to the Ovum and thus produce
the peculiar changes which are so characteristic of

Cystic Mole and Chorionepithelioma.

1. Frankel after deducing from his experimental

researches, that the normal trophoblastic action is

due to the production of lutein tissue within the
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ovary, arrives at the inexplicable conclusion that the
exaggerated trophoblastic funcetion, so characteristic
of Cystic llole and Chorionepithelioma is the result

of a minus guantity of lutein tissue and suggests as

treatment for these diseases the giving of lutein tisgue
tablets.

Lockyer in his work above quoted points out the
inconsistepcy of such reasoning.

L. Pick q)%peaks of what he calls the Chorione-
pitheliomatoég‘reaction in the Uterus in Cystic liole

and Choriomepithelioma, as being due, not to a minus

'guantity, but to an Overproduction of the ILutein

substance and that this substance is not merely formed
from lutein cysts, but also Ffrom the isolated masses
of lutein cells.

In complete opposition to these various interpre-
tations above mentioned we have the observations of
Dunqer‘6b)who maintains that these ovarial changes

are not the causes but the consequences of Cystic llole

and Choriohepithelioma: he agrees with the previous
observers in describing the presence of a plus produc-
tion of lutein substance, but interrrets it as being
not a primary, but a reflex condition due to the
ohorioﬁepitheliaigovefgrowth in the Uterus; and that
this lutein production is only one of the many

secondary changes which are taking place throughout

the maternal tissues during pregnahcy: such other
changes being (1) thé decidual transformation of
the Uterine Mucosa (2) the enlargement of the whole
wterus as in Tubal pregnancy and (3) the decidual
proliferations in different places in the connective
tissue, especially subserous and also on the surface
of the ovary.

also takes exception to this lutein

(61) .
tigssue in the Ovary being solely the cause of Cystic

Birnbaum
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Mole and Chorionenithelioms and in illustration quotes
his own case of Twins, one Ovum developed Cystic Mole,
while the other went on to full time pregnancy, so that
if Jutein tissue had been the sole cause of Cystic Mole,
1t would have affected both pregnancies. The latest
pronouncement on the value of this aetiological factof
is an important communication by Risel(ez)in Tubarsch-

Ostertags, Ergebn, Dec. 1907.

4n investigation was undertaken by the following

authorities:
Boshagen( )Working under Aschoff's guidance;
62a '
J. Wallart ; C. Pinto 3+ L. Seitz and
(62x) (62b) (62¢) .

W. Risel; each undertook separately to inguire into the
different processes of Involution in the Normal Ovary.

Risel says "They all came %o the same conclusion,

independently that the changes above described, repre-

sent nothing specific for Cystic Mole and Chorionepith-

elioma; that much rather similar changes are found

even in normal conditions in both Intra and Extra

Uterine Pregnancies.

Boshagens investigations relate to the Ovaries
of Women at different ages. In the ovaries examined
during pregnancy, he saw in the follicles that were

commencing to involute a specially strong proliferation

of the Theca Interna, so that even small follicles were

surrounded by a belt of young lutein cells.

Even in the midst of hyaline degeneration of the .

Theca Interna, specific cells of a lutein nature were

preserved for a long time.

Further he found that the nearer the corpora

stretics and Fibrosa - through the absence of hyaline

degeneration - approach. .. in structure to the old

ovarian tissue, the more it gains the appearance as if

lutein cells separately or in clumps were deposited

'in the normsl ovarian stroma.
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From such '"findings' the author mno longer doubts
that the changes in Cystic Mole and Chorionepitheliomsa
are caused by excessive proliferations of lutein cells
at the places where they or their young forms were
normally found. To decide the question whether there
is an actual pathological proliferation of lutein
masses, through vessel proliferation, or even from
active development of lutein tissue already present
in normal but highly aedematous ovaries,he thinks that
a still larger number of ovaries of pregnancy will have
to be examined. He is inclined to believe that there
may be somé truth in the suggestion of Stockel and
Runge, that the source of lutein proliferations may be
the normal theca cells of the small follicules, or the
lutein masses of involuted follicles - as supplying
an explanation of the lubtein cell proliferation of Cys-
tic Mole.

Wallart concludes from his investigations that
in the pregnant, a transformation takes place of the
Theca Interna of many non-ruptured Atretic follicles

into an Epithelioid tissue - which seems similar

to the lutein tissue of the true cofpus luteun. This
follicle can transform itself into cysts or solida
‘magses of epithelioid tissue. These same changes -

a massive production of lutein tissue and the formation
of large and small cysts with walls partly composed

of lutein cells - he found in a case of Cystic Mole

and Chorionepithelioma. In his second case (63)
similar appearances were found: he says: "The
contrary to those in ordinary pregnancy, show

changes,
s essential differences, but solely (when

by no mean

preéent at all) slight ones”

Any special or diagnostic feature of the ovaries

of Cystic Mole and Chorionepithelioma he holds not to be

proved at the present state of our knowledge.
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In his 1atest Wwork he comes to thé conclusion
that he frequently observed "lutein cell proliferation’
which appears in Cystic Mole and Chorionepithelioma

are for the greater part to be regarded as Interstitial

Gland Tigssue.

This interstitial gland tissue is developed most
strongly from the early years up to puherty, and later,
recedes against the other structures of the Ovary, no
longer taking up a prominent position and that its
highest development is reached during pregnancy and

especially so in pathological pregnancy

This interstitial gland tissue occasionally at-
tains enormous enlargement - at other times it may hot
be greater than in normal prégnancy. But these

ovarial changes have no causative influence on Cystic

Mole.

IL. Seitz arrives at practically the same conclu~
sion as Wallart just gquoted. He studied a large num-
ber of pregnancy ovaries of varying aéesbfrom 2 to 10
‘months and also in the early puerpe;mmmzﬁ& compared
them with those found in a case of Cystic Mole.

He specially observed the Atretic follicles and
found that during pregnancy they manifested an unusually
strbng development of the Theca Interna cells - this
he found as early as the second and third months of
pregnancy and that it progressed, reaching its height
‘at the end of pregnancye.

This lutein cell development appears not only
on the foilioles of a spherical shape, bu# also

on the compressed or collapsed follicles - and showed

a thickness never seen apart from pregnancy. He

found difficulty at times in determining whether the

Theca Externa played any part in this epithelioid

transformation.
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In his case of Cystic Mole he found the changes
exactly coinciding with those recorded by earlier
workers, viz:
(1) Formation of large lutein cysts
(2) TLutein cell proliferation of the Theca Interna
in atretic follicles
(3) The lutein cell complexus from the éompressed
or collapsed follicles
(4) Isolated lutein cell groups scattered through-
out the Ovarian Stroma. 7 7
But these changes he recognised to be identical
with those occurring in normal pregnancy. He recog-
nised that in all these Ovarial changes whether in

normal pregnancy or in Cystic Mole, that the increase

of the lutein cells of the follicle is a vre-existing
one.
Seitz holds this lutein cell increase in the

Atretic follicles to be of connective tissue origin

and as its great inorease'is always associated with
preghancy, Whether normal or pathological, that there-
fore the presence of foetal elements has something to
do with it. In short that it is a change specific

to pregnancy just as the decidual cells are -

this conclusion will be seen to closely coincide with

Dunger's hypothesis quoted above.

Seitz proceeds to point out, that so long as foetal
elements are present in the mother, ovum maturing and

ovulation cease and the further developed follicles

degenerate.

Under the influence of pelvic congestion and pos-
sibly under the direct influence of the foetal elements,

the Theca Interna of the imperferated follicle 1s

transformed into the typical lutein layer. He holds

therefore as being more probable than the Born Franhel

theory, the assunption that 1t is a question of a
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srecific inner secretion of the ovary during pregnancy
which does not secure the development of the Ovum, but
transmits to the Mother, substances which possibly
effect the characteristic changes, or rart of them,
that manifest themselves in the pregnant womén.

The inner secretion of the ovary which he assumes as
certain would be modified during rregnancy by the
secretion of lutein cells of the atretic follicles.

It is probable that in this modification lies the causa-
tion of the lowered maternal resistance during theA
trophoblastic invasion. He attaches no importance

to the varying sizes of the cysts found in Cystic lole
and Chorionepithelioma, but believes the differences

to be purely accidental, and more than likely influ-
enced by the pelvic hyperaemia, causing an increased

aedema of the Ovarian Stroma.

FOR THE ORIGIN OF THE LUTEIN CEHLLS, HR DISCUSSIS THRAD

PO3SIBIE CAUSES

I. Thé sctual breaking away of a »piece from the
Corpus 1utéum - but this is rare and
merely & question of deposits close in
the neighbourhood, inside or just out-'
side the Theca Interna.

II. The second possibility is that the dispersed
1lutein cells, proceed from the Atretic
follicles, which have collapsed with the
disappearance of their cavity, being
pressed flat by an adjoining cyst and
thus the lutein tissue appears in close
relationship to the cyst wall.

11I.  Imtein cells.could also proceed, here and

there from the stroma cells.
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In favour of this view are the direct transitions
of Stroma cells into lutein cells; and the circum-
stance that in these dispersed lutein cells no con-
nection has been found with the Atretic follicles.

In his sumning up he discusses the aetiological
connection, bhetween the ovarial changes and Cystic
llole and Chorionepithelioma and concludes by accept-
ing that these two diseases (the causes of which are
st111 unknown) lead %o eyst formation and aedematous
infiltration of the Ovarial stroma and that largely,
through circulatory disturbances of a mechanical na-
ture and probably also through chemical substances
more or less dependent on the proliferation of the
villus epithelium.

His conclusion thus lends support, somewhat to
Halbans hypothesis - that there is an internal secre-
tion of the Chorionepitheliomatous tissue.

Pinto's investigations closely coincide with
Seitz's work, but he questions the transformation
0of stroma cells into Tutein cells during pregnancy.

His conclusion is that between the Ovarial changes

in Cystic Mole and in ordinary pregnancy there exist

only gradual differences.

In ordinary pregnancy it is a question of the over
production of epithelioid tissue: in Cystic lole,
of over production of lutein tissue, with aedema and
an intense serous transudation into the follicle

cavities. The Ovarial changes in Cystic Mole

are of a secondary nature, chiefly the result of dis-

while the primary cause is %o be

turbed circulation;
found in the degeneration of the Villi.

Risel from a very extended series of examina-

(62)




43,

tions based on 12 cases of Chorionepithelioma, 5 cases
of Cystic Mole, and a large number of Ovaries of differ-
ent ages, from both intra and extra uterine pregnan-
cies, altogether confirms the statements made by Wal-
lart and Seitz and comes to the following conclusion.

"T can therefore not consider the described Ovarial

changes as specific for Cystic Mole or Chorionepithe-

lioma."
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CHAPTER III.

PRIMARY CHORIONEFITHELIOMA OUTSIDE THE UTERUS.

(Ectopic Chorionepithelioma.)

These ectopic tumours are closely akin morphologi-
cally to the Chorionepithelioma tumours found in Utero.

Schmorl(es)was the first to demonstrate a Primary
Chorionepithelioma of the Vagina in association with a
healthy uterus. -

About the same time Pick( )published a gimilar
64
case found in conjunction with a Cystic Mole in the

Uterus.
Altogether some 40 cases have been recorded; such
s series has been :l)ublishecl by Risel and in this country
the report of an interesting case of this kind was read
by Hicks before the Obstet Soc. of London in June 1907.
The whole class is divisible into two groups:

' A. There the Uterus vas found perfectly
healthy

B. TWhere in the Uterine substance, tumour nod-

- ules were found, but showing no con- ‘
nection with the Uterine Mucosa which
was found in tact.

Of Risel's series of 36 cases of Tetople Chorione-
pithelioma in on of them the disease appeared as nod-
ules in the Vaginal walls. These vaginal nodules or

growths were usually first discovered or diagnosed oy

the repeated severe bleedings.

HISTOLOGY.

In gtructure these tumours show no difference

from the Intra-uterine growths: occasionally they

conform to the Typical structure of Marchand, while at

other times they are of the Atypical arrangement.

Frequently there ig seen a direct conmnection between

the tumour tissue and the transported cystic villus
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epithelium.

Occasionally these vaginal tumours follow on a
normally concluded pregnancy, but in all such cases
the patient died except in Findley's case.

These tumours possess a reculiar interest because

of the nature of their genesis.

ORIGIN:

A1l authorities are agreed that they spring from
the transplantation of chorionepithelial elements, via
the blood channels. The point in dispute is whether
(1) +the transported elements were originally malignant
and came from a malignant nlacenta or (2) the
transported elements were originally innocent and came
from a healthy placenta, and later on assumed malignant
characteristics in their new resting place. In des-
cribing his first case sehmorl believed it to arise
from Malignant Emboli, transported into the Vaginal
veins from a malignant placenta; but that the uterus
owing to a shallow embedding of the growth was able
to throw off the tumour along with the foetus.

‘Schlagenhaufer expressed a similar opinion,

(65) .
belileving thet the Malignant Emboli came from the

‘malignant Chorionepithelioma in Utero which had either

been spontaneously ejected, or removed by curetting

or undergone spontaneous Involution.

tions of Krewer gnd Hammerschlag
The observation (63) (6a)

prove that we may yet have a metastatic tumour develop-

ment in spite of a spontaneous cure of the Uterine

growth.
Krewer's case WwWas thet of o woman who died of

| aiffuse Chorionepithelioma nodules in many organs,

and yet no distinct tumour could be found in the Uterus,

only a scarry place and o few small areas of cells

akin to those of Tanghanslayer and Syncybium.
a .
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Hammerschlag's patient died 2% vears after ex-

pelling a Cystic Mole and in the broad ligament was
found Chorionepithelions twnonr; the endometrium
being quite free of disesass.

Seven weeks after removing the Cystic Mole, Uterine
scrapings suggested the presence of an Atypical Chor-
ionepithelioma; bub three months later nothing of
this could be found.

Rrewer's case suggests no doubt of the disease
having actually healed in Utero, while in Hammerschlag's
case the growth may have been removed by the curette.

In opposition to Schmorl's hypothesis, Marchand
and Pick have shown that the existence of a Malignant
placental tumour is not at all requisite to explain
the genesis of these vaginal cases, for as these ob-
servers have pointed out, it is no uncommon thing for
chorionepithelial cells and even villi to be transported
to different parts of the body during the existence
of & normal pregnancy; his fact has been well des-
cribed and demonstrated by Schmorl himself to be es-
pecially characteristic of Lclampsia cases.

0f course by far the greater number of such cases
of transported placental elements remain normal, with
no untowerd development - the villus epithelium so
transported dying and being absorbed.

But according %o Marchand it is quite possible for
these transported emboli, occasionally to.remain preserv-
od in distant orgens e.g., the lungs or Vagina, and

there at some future date, start proliferating and form ~

the origin of a malignant new growth., He maintains

that such a view is possible, especially when the

epithelial cells come from a case of Cystic lole or
from a very early stage of Ovum development - as in such

cases the epithelium is Inown o possess unusually ac-

tive properties.
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Walthard las publishea - ‘
' (85) a8 publisheld o very remarkable case
o

belonging to this clza.’m ;at the Post lMortem examination

were found multiple Chorionepithelions tumours, in the
Vagnia, Liver, Iungs, Kidneys and Brain, the foetus

peing perfectly rormal and the wberus guite in tact.

This case went far to estadlish Marchand's view
of the genesis of these so called Setopice Chorionepith-
elioma - with the result that most authorities have now
accepted his views and eveﬁ Schmorl himself accepted
this hypothesis in explanation of his second case.

Why the transported chorionepithelial cells ih
cases of Cystic Mole should develop into Chorionepithe-
lial tumours in some cases while in others these ele-
ments die and are absorbed, is unkmnown.

Dunger who has made a special study of such
transported(ggilus epithelium, has found in the major-
ity of cases that the embolic cells stimulate a strong
resction of the surrounding tissues, and has found all
transitions of the reactive process up to completely
cicatrised tissue. In the case of true chorionepith-
velidma, a Pinal healing of lung metastasis was also
believed, but histologically has only been supported
by proof in one case, namely that of Risel.

- A further striking peculiérity of some of these

Eetopic Chorionepitheliomata is the accompanying forma-

tion of Decidual tissue within the Uterus. Even

in such cases where the Uterine lucosa was found in tact
and showing no evidence of growth, the mucous membrane

was changed into a delicate layer of grayish pink

appearance and mieroscop1ca11y showing decidual cells.

Schmorl was the first to suggest that the origin

of this decidus was exactly the same as the Uterine

decidua found in cases of Tubal Pregnancy: namely:

a reflex action of the tumour growth.  Dunger, March-
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and and Risel all suypport this hypothesis of Schmorl.

The case recorded by Hicks _conformg to the
usual type and in all the imgort;i%}points it follows
the description above guoted from Dunger and Schmorl.

The patient was 28 years of age, when admitted
into Guy's Hospital in July i906 complaining of
Dyspnoea and pain in the left chest.

She had had three children, but no miscarriages
and always enjoyed good health up to her present 111~
ness.

Menstruation had been regular and of normal guan-
tity until seven months before admission, since which
time she had Amenorrhoeas. Her present iilness dated
from June 21lst, when she was seized with a rigor and left
basal pneumbnia was diagnosis.

~ She had also a free uterine haemorrhage when she
was admitted to Hospital. On Pelvic examination, the
Cervix was found to be dilated; the Uterine contents
were cleared out and found to consist of a five months

dead foetus and a large hydatid mole. The periphery

of the placenta showed marked cystic changes; the
interior of the uterus was found to be smooth and no
evidence of twin pregnancy.

Her chest condition developed into an Empyema which
was opened and drained. A fortnighﬁ after her ad-
mission her pelvis was again examined, when the uterus
was found to be subinvoluted. There was still a
hemorrhagic discharge from the uterus, but no evi-
dence of pelvie inflammation.  High up on the left
vaginal fornix was found a soft single cyst about
the size of a big tangerine orange: 1t felt to be a
superficial vaginal dyst and the mucosa over it was
normal. At the lower margin of the posterior vaginal

wall was found a small nut like tumour,  covered by
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purplish mucous membrane this latter tumour was re-
moved and found to be very vascular and microscopi-
cally showed the structure of a Typical Chorionepithe-
lioma, with large quantities of both Langhans and
S&neytial cells but no evidence of Chorionic Villi was
found.

The pelvis was again examined, some months after
the operation, when it was found that the uterus had
involuted, to nearly its normal size and the vagnial
cyst had disappeared: her general appearance was |
greatly improved and menstruation had returned and was
normal.

The uterus unfortunately was‘not curetted, dbut
there was: no evidence of any intra uterine growth.

In January 1907, seven months after her Chest
illness, she again returned to Hospital for examina-
tion, and another small bluish nodule was found on the
Anterior Vaginal wall: this grew very rapidly and
seemed to spread down towards the Clitoris and on
removal it was found to be of similar structure to the
first nodule.

Within three weeks still another vaginal nodule
appeared and the cystic swelling again returned.

There was now free hemorrhage and evidences of Bron-
chopneumonis but no haemoptysis. She died in May 1907,
some eleven months after removal of the cystic mole.

At the aﬁjopsy the Uterué Wés found to be normal,
showing no evidence of growth. The Ovaries were small
and contained a few small blood cysts with character-
istic lutein cells in their walls, but no evidence
of lutein cells in the Ovarian stroma. Targe fup-
gating masses of Typical Chorionepithelial structure
were found permeating the vaginal tissues. In the
right lung there were numerous small metastatic growths

of similar structure to those in the vagnia.



50,
A noteworthy point of the case iz that these vag-
inal nodules were only diagnosed by repeated and |
regular vaginal examinations, and before any bleeding
appeared, or in fact any complaint on the part of the
patient. The question of the Prognosis and degrees

of Malignancy of these Ectopic growths will be con-

sidered more fully in the following chapter.




THE QUESTION OF THE VARYING DEGREES OF MATIGNANCY,
BASED ON THE DIAGNOSIS AND INFLURNCING PROGNOSIS.
ALSb‘SPONTANEOUS INVOLUTION OR MATURAL CURE OF
CHORIONEPITHELIONMA.

Chorionenithelioma has been described by some au-
thorities as "The most rapidly fatal malignant growth
with which we are acquaintedJ(Williams) The severity
of this indictment was largely the result of the treat-
nent adopted in the early recorded cases namely re-
peated curettings, nearly always with a fatal issue.
But the more ripe exwerience of recent years goes %o
prove that Chorionepithelioma is not altogether worthy
of this bad name, for guite a large numbér of cases
resulting in cure, have now been recorded as the re-
sult of a more drastic treatment.

0f recent years from %he'large anmount of interest
which the disease has attracted and from the fact that
the clinical history of nearly every case has been pub-
lished, it has come to be believed that there are
widely varying degrees of Malignancy to be found asso-
ciated with this tumour.

Then it is fitting that we should consider briefly

the grounds on which the diagnosis of Chorionepithe-

lioma is bhased.

SECTION A,

Subsection I. Histologically.
Subsection II. Clinically.

Virchow's classification of new growths, into
- | origin

those of Epithelial and of Connective tissue, although

it has been much criticised, still remains our accept-
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ed standard to-day.

To declare a tumour malignant the pathologist must
recognise certain signs of cell arrangement and pro-
liferation, which from long experience have come to be
recognised as characteristic of an actively operating
growth. This implies experience gathered from care-
ful study of the clinical histories and terminations
of such cases.

Thus we see how convergent these two lines of
investigation run towards the terminus of Diagnosis.

Considering then the foundations upon which the
Histological features of llalignancy rest, it will
readily be seen how fallacious our conclusions may be,
when arrived at by means of the histological highway
alone.

Both routes - the histological and the clinical
nust be ftraversed if we are to reduce the possibility
of error. A well known illustration may here be
given in the villous Papilloma of the Bladder, which
although histologically innocent, yet clinically it

is considered to be malignant, whereas_histologically

all chorionepithelisl proliferations are malignant,
but elinically, the fact is well established that many
of them are benign.

In 1898 Ruge in discussing a paper by Veit on
"Deoiduoma Malignum" was probably the first to put
soint

i
I

forward the statement, that from the clinical stand

there was both a benign and a maligmant form of

Syncytioma.

SUBSECTION I. HISTOLOGICAL DIAGICSIS.

This aspect I will discuss very briefly as the
sub ject has been exhaustively degalt with by many of
the authorities, but especially by Teacher.

Tle are indebted to Marchand who from his masterly
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sbudy of series of cases both of Cystic lole and of
Chorionepitheliona, supplied us with the earliest
classification of our disease.

Ee divided Cherionepithelial growths into:

I. Typical Chorionerithelioma -

made up of Langhan's cells and Syncytium.

ITI. Atypical Chorionepithelioma -

composed chiefly of large syncytial cells
and syncytial or plasmodial masses.
This classification was a considerable advance on
that of Sanger who divided his cases into:
(1) Sarcoma deciduo-cellulare
(2) Sarcoms deciduo-cellulare with Chorionic Villi
(3) Malignant Hydatid lloles and Flacental Polypes.
But to further elucidate the histology I would suggest
a 8till broader classification of Chorion epithelisal
tissues; viz:

I. PLACENTARY POLYFZES:

where there has been a deep embedding
of the villi: +this classrwould include
certain cases of adherent I'lacenta, and
of persiétent heworrhage after cases
of abortion.

We may tabulate them thus:

ELACENTARY POLYPES:  two forms

4 Simple (adherent Placenta) as after abor-
- tion or full time labour:
hemorrhage may persist.

B  Destructive: Invades or permeates Uterine wall,

- but the epithelial coverings
remain intact on fthe Villi
{local malignancy.)

II. CYSTIC MOIE SIMPLEX

where there is found a proliferation of
the Chorionic epithelium with cystiec
degeneration of the Villus stroma, but

where the villi do not burrow deeply
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into the Uterine tissues, and thus may
be trrown off by the Uterus itself, or
be removed by the FThysician, leaving

healthy tissues behind.

ITI. CYSTIC MOILE MALIGNUM:

a localised malignancy. In these

cases the Chorionic epithelium and the
Villi, are found at varying depths in
the Uterine Musculature, and may even
penetrate the fundus on to the peritor-
eal surface.

This class of case usually confines
itself to a limited site of the fundus
Uteri and has to be separated from malig-
nant Chorionepithelioma, by the fact,
that at its deeper parts, where the |
destructive powers are most active,
there is to be found no evidence of tu-
mour fdrmation as we have in cases of

Chorionepithelioma proper.

Iv. TYPICAL CHORIONZEPITHETLIOMA : (Marchand )

“composed chiefly of proliferating Tang-
hans cells and masses of Plasmodia ,
together with some wandering Syncytial
cells. This tumour contains no con-
nective tissue stroma or bloodvessels

4 ' . of its own: it is virtually a parasite

| akin to its physiological proto-type -

the Trophoblast, - destroying matermal
tissues and nourishing itself from the
maternal blood. Unlike other malignant

growths such as the scirrhous cancer,

which attains its destructive qualities

in large measure, in a mechanical manner,
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i.e., from the overgrowth and proliferating
vowers of its cells, the malignancy of
Chorionepithelioma is mainiy due %o a

Chemical Action rather than to any mechani-

cal pressure. This chemical action

is typicelly exhibited in the action of the
tumour on the maternal blood vessels - re-
placing the elastic and muscle structures

in the vessel walls and converting them

into flaccid tubes, thus permitting of the
severe hemorrhages, which are amongst the
chief clinical characteristics of the growth
This group is equivalent to a persistence

of the earliest stages of pregnancy.

V. ATYPICAL CHORIONFPITHEIIOMA: (Marchand.)

composed chiefly of Plasmodial masses
and resembling more the picture found in
the puerperal Uterus of later pregnancy.
This group is recognised clinically to be
less harmful than the Typical class.
vI. TRANSITIONAL CASZS OF CHORIONEPITHEI.IONA :

here we would place those cases of not infre-
quent occurrence that have present in large

measure the Syncytial VWandering cells

as well as some syncytial masses.
Schmauck epitomiisés the difficulty
from the Histologisté point of view thus:

he says: "The difficulty is to decide be-

tween excessive physiological and excessive

* pathological proliferation.”
Bxcessive invasion of the Uterine

tiésue by Villi and the persistence of

chorionic epithelium, for some time after

labour or abortion, have frequently been
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the means of deciding on a harsh and unjusti-
fiable form of treatment. The Pathologist
is not infrequently misled by such a condi-
tion: +the following case frowm my own prac-
tice illustrates this difficulty.

A patient aet, 26 years, aborted of her
first pregnancy at the 3% months; for nearly
a month afterwards slight hemorrhage persist-
ed. The usual treatment having failed I
decided to curette the Uterus: this opera-
tion was done some six weeks after the abor-
tion and the Uterine scrapings were sent to a
reliable pathologist for examination and
report. His report was "Malignant disease
of the Endometrium showing proliferating
epithelial cells."”

From the clinical observations of the
case, I refused to act on the Pathologist's
diagnosis:  for since the day following the
operation the patient had remained perfect-

ly free of symptoms and in twelve months
’afterwards, she ﬁas delivered of a full time
healthy child and has never shown the slight-
est evidence of disease either local or |
general.

This experience well illustrates the
1iability of error in the histological ex-
amination and the seriousness of basing the
treatment Wifhout any consideration of the
elinical condition.
| Heore IAﬁould refer to a number of cases
published during the past few years - all
dealing with one of the most remarkable fea-

tures of Choriomepithelioma, namely:
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IIT.

SPONTANEOUS TNTVOTUTION OR ITafURAL CURD.

Some of these cases were diagnosed histologically
to be malignant
Marchand-Evereke's case : Five months after

(66)
labour at term, Chorionepithelioma was diagnosed

and hysterectonmy performed. The Uterus could
not be removed within sound tissue: part of the
growth extending into the broad ligament and
attacking the pelvic wall was left behind. The
tumour was diagnosed as an Atypical Chorionepith-
elioma: +the patient was found well one year

after the operation.

Xolomenkin : Ten months after labour at term,
the Uterus(ggé removed and the growth found
perforating the fundus and adherent to Intestine.
The Bowel was not resected: the histological

diagnosis was atypical Chorionepithelioma.

Patient well six months afterwards.

Noble( ): Chorionepithelioma following Abortion,
68
The growth was found involving the Bladder.

SupraVaginal Hystérectomy was performed, hbut the

Bladder growth left behind.

HISTOLOGY: No Langhans cells and no Plasmodium, only

large syncytial cells. Patient well sixteen

months after the operation.

Buerger's case( ; Showed after Abortion, a
69
Vaginal modular tumour in the region of the

Bladder; operation was not attempted and yet

the patient was well six months later.
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VII.
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Fleischmann's case : is one of the most re-

(70)
markable in the history of the disease. The

patient had a Cystic Mole and 2] years afterwards

a small bluish nodule about the size of a chest-
nut was found at the Vaginal entrance. During the
act of curetting the Uterus, the Curette perfora-
ted the ﬁall, going through into the broad liga-
ment. Histologieally; the Vaginal nodule showed
large syneytial wandering cells - an atypical
Chorionepithelioma; the characteristic invasion

of the vessel walls was well marked. From the
histology and the incompleteness of the operation,ﬁ

an unfavourable prognosis was given. But

‘the patient recovered and menstruated regularly

and later was delivered Qf a full-time child.

Hoermann's ) case was somewhat similar: the
(71
patient was 3 years old and 5% and 7} months after

an abortion, dbulky tumour masses were removed

from the Uterus by the curette. Hysterectomy

was not performed on account of the serious con-
dition of the patient: but she completely recover-
ed and a year later passed through a normal
parturition and some two years after the diagnosis
of Chorionepithelioma, the patient was gquite well.
Mieroscopically the tumour showed Tanghans cells'

and Syncytium.

LANGHANT'S CADT was a patient in whom he'dis-
covered a Chor§Zi;pitheliomatous nodulé in the
Vaginal Wéll, showing 1tself after a fuli time
pregnanéy:~ the growth entirely disappeared,

undergoing spontansous healing.
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VIII. Dunger ) reported a case 6ccurring after an
| Abortiog.‘ Four weeks later hysterectomy was
performed; there were two foci in the Uterus
and an ulceration of the posterior 1lip of the
Cervix, but no villi were found. Nine weeks
later, there was a recurrence in the form of a
&agnial hodule; removal of this was not per-
nitted and yet recovery followed. Microscopi-
cally the Uterine tunour was recognised as a Typi-

cal Chorioﬁepithelioma.

A large number of cases have been reported at
various times pbinting out the spontaneous healing
of Pulmonary lMetastases- i.e., haemoptysis without
any evidence of inflammatory mischief, - after removal
of the céntral growth. In Risel's first case, he show-
ed definite histological proof of the existence of a
Pulmonary metastatic deposit which ultimately disaé—
peared.

The hypothesés put forward in explanation of this
remarkable process of spontaneous healing, are numer-
ous and varied, none of them so far ére capable of
direct proof, but a consideration of them may help

to bring us somewhat nearer the truth.

FPIRISCHMANN'S theory is that the matermal organism,

under certain conditions at present unknown, mobilises
the protective materials (syncyftiolysm, or Plastein etc.)
which are able to cause the Choriomepithelial prolifer-
ations to céasé, and to decay or to become absorbed
MARCHAND Relieves that a sound organism is able

(74)
t0 combat the proliferating elements up to a certain

degree.
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KISSEL ; )and BUTZ(k )consider the most important
5 76 :
'momentum' to be a different resisting power of the

maternal organism,

SCHLAGENHAUEER( ) believes that the eaxlier the
65
metastases occur, the more energy they possess and that

the transported complete villus with its epithelium,
possesses only a small energy of growth. The question
here arises, whether these cases, showing all the
typiéal synptoms of metastases, and histologically
showing malignancy, are not really benign forms of the
disease.

L. PICXK some ten years ago, suggested that
fhere were t%gééorms of lietastases ~ a Benign and a
Malignant type: and that not infrequently after Cystiec
Mole, the Vaginal metastases, did not represent an
embolism froﬁ a primary malignant growth, but was mere-
ly a deported villus, manifesting some activity within

a varicose vein.

VEBIT: also laid stress on this necessity of

distinguishing betﬁeen real metastatic deposits and

mere Villi deportation; he says that these latter

are not true metastases, but rather Infarcts.
SCHAUTA & SCHMIDT " in discussing the spontane-

. (77) ? .
ous healing in their cases of vaginal nodules, point

to the fact that these nodules were usually surrounded
by masses of blood clbt, which seemed to impede the
progress of the proliferating cells: this suggestion
will be further referred to under Teacher's Views

(éee below).

NEUMANKAS theory of the certain evidence of
ﬁalignancy, being found in the presence of the large
synoytial cells penetrating the stroma of the villi,

has already been referred to as untrustworthy.
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VOIGT( ) suggests as a sign of malignancy, the
. (78 ' ‘

great increase of Chromafin: in the nuclei of the

syncytial cells. Gottschalk( )also supports this
23
view

VELIT“§( )Who was probably the first to undertake
79
histologically to differenftiate the benign from the

malignant chorionepithelioma offers the latest sug-
gestion, namely, that the cause of,the spontaneous

~ healing of Chorionepithelioma is due to the Necro-
biosis, which in many cases, with favourable termina-
tion, was found to be extensive. In advanced cases he
says that the condition can be seen with the naked

eye. "The microscopic picture of spontaneous heal-
ing, reveals itself in the reduced vitality of Lang-
han's cells, (lacking in Mitosis) and in the appear-
ance of the migratory cells, indicating the dissolution
of the synceytium, which are degenerative products of
the decaying Chorionepithelioma and Cystic Mole."

It is very difficult to accept this explanation
of Velits, for Necrobiosis is a well known process in
othér types of epithelial growth: and further these
migratory syncytial cells, are certainly not degenerative
products of the syncytium, for they alone have been
found to be the chief component in tumour nodules
that have caused death. (Krebs).

VELITS further believes that the presence of
Sepsis plays an important part in destroying the Uterine
tissues and that the destruction is not always due to
Malignancy.

There is, I think, much more to be said for this
view, for it is well known that in any variety of Malig-
nancy, the presence of Sepsis, bY setting up & toxae-
mia of the system, lowers the resisting powers and
thus aids the progress of the disease. The proof

of this is well established in the treatment of in-
-operable carcinoma of the Uterus; for by remov-
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ing the septic element and keeping the parts anti-

septic, the progress of the disease is comparatively slow

FRANQUE : )in his latest publication expresses
the view that égothe doubtful cases, the question is
one of the Atypical Chorionepithelioma and goes on to
say "if thekeurette,,some time after a pregnanoy,
brings away masses of tumour tissue, having the Typical
structure of Chorionepithelioma and only that, then
there will be no need to doubt the presence of Malig-
nancy". But in Hoermann's case above quoted, there
was this typical strueture found and yet the case

ended favourably. Surely this proves conclusively,

the impotence of the histological examination of

Utérime gscrapings as a basis of dilagnosis, All the

more is this the case when we remember, that soon
after a full time pregnancy and after Abortions and -
cases of Retained Placenta, theie may be found pro-
liferations of chorionic epithelium, without their
having any pathognomonic significance whatever, be-
yond the fact of Pregnancy.' No matter, then, what
the various 'findings’® may be - invasion of the
uterine musculature or even the characteristic inva-

gion of the maternal blood vesséls, - if found in

the presence of Villi, are not to be regarded as_

diagnostic of the malignant disease}

TRACHER who has done more than anyone else in

; this country'in the investigation of Chprionepithelioma
has been engaged in the study of the healing process

of the metastatic deposits, and quite recently he
demonstrated some of his results before the Patholo-
gical Society; the full details being published im

the current number of the Transactions of the Patholo-

gical Society of Great Britain and Ireland.
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He describes the deposit of the Embolus and its

_ in the lung,
formation into the secondary nodulqv*by its cells
attacking the neighbouring vessels, embryonising their
walls, which dilate, forming an aneunyysmén swélling
ultimately bursting, and giving rise %o hemorrhage. ;
while this process is taking place an inflammatory
reaction iS~éet up, in the form of pneumonic consolida-
tion and proliferations of the con~ective tissue and
blood vessels of the alveolar walls; this reactive
process, virtually comes to form a capsule around the
tumour nodule and enclosing the effused blood.

- He describes the healing process as taking two
forms :

(1) fhe hemorrhage within the inflammatory
capsule, through pressure and cloﬁﬁing is
able to destroy all the tumour tissue

(2)  the healing is dbrought about dy a process
of encapsulation within a zone of actively
growing connective tissue; and the blood
clot being under'pressure within the cap-
‘sule tends to destroy‘the tunour tissue.

But the ultimate process of healing is due

to the process of repair in the surrounding

tissues, outstripping the growth of the
tumour and enclosing it in a capsule of con-
nective tissue; +thus wrapping it up like

some Fforeign body.

The relatively favourable outcome of all those

cases described as Chorionepithelioma, in which

villi were present, 1s readily understood, 5ecause
the Langhans‘oells and,Syncytiﬁm are stillladherent
to their natural‘anohorage, while therwanderiﬁg

cells may keep up the bleeding by preventing coagu-

lation.
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But Malignancy is threatened when we find these
Langhans cells and Syncytium becoming emancipated
from their bondage (or Villus attachment)and\assuming
an autonoﬁqus\proliferafion. This' I think is the
full extent fo which a histological examination will
carry us. | |
| ' The Ianghans cells are always to be looked upon
as the chief proliferating part of a Chorionepithe-
lioma, just as thev are to be'regarded as the most
active tissue at the embedding of the Ovwa. |

Schmauch even gets the length of sa&ing that the
prognosis &epénds on the richness of the tissue in
Tanghan's cells - the more numerous they are, the
worse the prognosis.

But finally, ih criﬁicism of these various views,
it would seem that there is only one conclusion pos-

gible, namely, that from a histological standpoint

~ the differential diagnosis between Malignant and Non-

Malignant Choridnepithelioma is not possible.

SUBSLCTIOY IT. & ‘THE CLINICAL PICTURI.

Here is probably our final court of appeal in
the estimation of Diagnosis. The early symptoms and
signs of Chorionepithelioma, closely resenble those

of Petained Pregnancy Products, or 3Bubinvolution,

following either Abortion or Full-time labour, with

this important difference, that the symptoms persist

in spite of treatment.

The nature of the hemorrhage is usually suggestive,
being specially severe during the act of curetting.
There may be some.degree of Pyrexia, even u;
one or more rigors. The uterus is enlarged and may
feol nodular: - From the amount of blood clot lying
about the genital tract, Sepsis is early invited,

At an early stage the patient shows a marked Anaemia,
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but from the blood examination I have failed to find
anything diagnostic beyond the evidepces of a second-
ary anaenis. |

I would summarise the following conditions as be-

- ing suspicious of Chorionepithelioma, should they
persist in spite of the usual treatment:
(1)  Irregular hemorrhages following a case of
Adherent Placenta.

(2) Hemorrhage persistent or recurrihg after
an Abortion.

(3) Hemorrhage recurring after a Cystic Mole.

. : (4) - Hemorrhage recurring. after a Full-time
labour.

(6) ' Haemoptysis and Cough, without any evidence
of Pulmonéry Tuberculous or Inflamma-
tory disturbance occurring during or
following a Pregnancy.

(6) Uhusually‘severe hemorrhage with very
early rupture of Tubal Fregnancy.

{7) Bluish nodules in the Vaginal wall, in
association with a history of Preg-
nancy.

(8) = Persistence of hemorrhage from and Sepsis in

the Uterus following a Pregnancy.

Odd4cases of Amenorrhoes have been recorded by

Croom and Griffiths and also by Xrebs
’ (82) ' (87)
and Fluschmann, but these are extremely rare.,

:'In Croom's case, the tumour cells may have ob-

truded into the lumen of the vessels setting up Thrembos-
sig., While in Griffith's case there was haemotometra
from blocking 6f the Internal Os by blood clot.

But even the clinical phenomena may fall us in
maklng a Diagnosis for in the case reported by Butz,

nothing suspicious was found by the curette after the
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birth of a Cystic Mole: +the hemorrhages ceased and Men-

struation became regular and normal, and yet about a year
s later,‘there was an attach of Haemoptysis and only short-
' 1y before death was there any genital bleedihg; the
Autopsy showed a Syncytial tumour of the Uterus with Pul-
monary Metastasis. A difficulty that seriously detracts
from the diagnostic value of the clinicai picture is the

varying dates of the appearance of Malignancy. For ex-

ample in MacCann's case nothing appeared until some
nine years after pregna£2§3 In Hollman's case it was
'four and a half years. In Fleischmann's case 2% years:
in Dunger's case it was 3 years, while Schlagenhgufer's
case died about 32 days after a full time labour. In
making a diagnosis of Chorionepithelioma Malignum, we
have seen how the histologicalvexamination may'decéi#e us
and although much more helpful, yet even the c¢linieal
picture may lead us into error by the delay of its full

completion.

Such'indefiniteness in Diagnosis, must at all times

place heavy responsibility on the Physician who would
| decide the Prognosis and the Treatment:  for in some cases
a healthy uterus may heedlessly be removed and yet in
other cases we may postpone operative interference until
the case has gone beyond our reach. In all doubtful
casesvthen, surely the course indicated by Wisdom would
be to regard the process as malignant and act accordingly -
namely: hysteréctomy, rather than by longer observation to

iose the favourable opportunity for the operation.

SECTION B.

PROGNOSTIS.
F?bm wﬁat has been said in the foregoing section
" on Diagnosis, the difficulties that present themselves
in forming a Prognosis will readily be understood.
Although fSrmerly looked upon as & very Malignant
and fatal disease, Chorionepithelioma, in the light of

recent statistics and more intimate study has now come
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to be regarded with less dread. The outlook of a

large percentage of such cases is distinctly hdpeful.
Upon what grounds then are we Jjustified in basing
our Prognosis of any of any given case?
From the Clinician we may receive some assistance:-

(1) As to the nature of Prezmancy:

Most authorities are agreed that cases

of Choxion@pithelioma, that follow on

a Cystde Molar pregnancy, show a less
degreé‘of Malignancy than those following

a normal pregnancy.

(2) The majority of cases of Chorioﬁepithelioma,
thaf accompany or follow a Full-time
pregnancy, show a very high degree of
Malignancy. |

This would seem rather opposed to
Schlagenhaufer's hypothesis, that the
earlier in pregnancy, the emagncipation
of the chorion epithelial elements
takes place, the greater the degree of
Malignancy.

(3) Those cases of Chorionepithelioma that have
been found in association with Tubal
fregnancy and of which Risel has‘collect-
ed a series, have to be regarded in a

gerious light. In fact every case of
unusually early rupture of Tubal preg-
nancy accompanied by severe bleeding

ought to be carefully examined for
evidences of Chorionepithelioms.

(4) Cases of Chorionepithelioma tumour of the

Uterus even accompanied by Pulmonary

metastases causing Haemoptysis etc., are

by no means hopeless, 1l.e., that the
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evidence of Pulmonary metastases is not
as in the case of other Malignant Tu-
mours, a contra-indication for treat-
ment : for after removal of the genital
focus the Mefastases frequently disap-

pear.

From the Histologist also we may receive some

help:-
(1)

(2)

(3)

(4)

The most important fact which we gather
from this souree would appear to be, that a
distinctly hopeful outlook belongs to these

cases where Chorionic Villi are demonstrated

in the presence of the tumour tissue - whe-
ther that tumour ve Primarily in the Uterus,
or Primarily in the Vaginal tissues.

‘I the tumour tissue shows the structure
of the so called Typical Chorionepitheliona,
i,e.; conbaining all three types of cells,
but especilally Laﬁghans cells in quantity,
then the proghOSis must be very guarded.

But if the structure corresponds more
to the Atypical or Transitional types, then
more hope of the case may be entertained.

The presence in the G:vamyof Tutein
cysts of any size or of Tutein tissue in ex-
cess;khas ho bearing on the prognosis whatever;
if anything it may probably come to be regard-
ed, that the more Jutein ftissue, the more favou:
able the case; that is if the lutein tissue
1s a manifestation of Maternal reaction.

The recurrence of growth nodules ih the
vaginal walls after repeated removal is not

a favourable sign.
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