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Preface

Of the malignant neoplasia growing in females, carcinoma such as uterine
or breast carcinoma, sarcoma, chorionepithelioma or some others, the latter
is of the worst prognosis in that it has a remarkable tendency to give rise
to metastasization not only in external visible parts, mostly vagina or vulva,
but also very often extensively in any of the inaccessible internal organs
whatsoever of the body.

And yet it seems that, unlike in case of the uterine carcinoma in
which every possible means of campaign against it using, for example,
popular periodicals, movies, “paper dramas” or even special clinic cars are
being mobilized, it is a matter of far lesser concern than carcinoma of the
uterus to the people in general, or sometimes even to medical specialists so
that the postoperative control of patients with hydatidiform mole, for example,
medical measures indispensable for preventing them from being stricken by
the development of chorionepithelioma because of the former’s prominently
high incidence as a pregnancy preceding the latter, is often neglected not
only by the patients themselves but also sometimes even by the attending
doctors, and as a result the outcome of hydatidiform mole is being obliged
to get exceedingly worsened.

Such circumstances are to be profoundly regretted from viewpoint of the
welfare of mankind so that it should firmly be born in mind that it is a
very important task entrusted to doctors as a whole to heighten, with the
sufficient knowledge of its tragic nature in view, more and more the concern
of the people in general over its seriousness so as to assure them of the
perfection in prophylaxis, early diagnosis and treatment of that nost dreadful
disease in this world.

It was just to meet such demand that a monograph entitled “Hydatidi-
form Mole and Chorionepithelioma™ was published liy the author in February,
1956, and that, in accordance with the proposal made by the author, the
then Professor of Obstetrics and Gynecology, University of Tokyo School of
Medicine, and President, Japan Society of Obstetrics and Gynecology, and
with an immediate view to conducting nationwide investigations into the
natural history of the neoplasia concerned, a scientific research committee
named the Chorionic Tumor Committee was inaugurated within the Society
in March, 1956, with all the members of the Board of Directors as Committee
members and some of the Society members as extraordinary Committee
members.

It is now just fifteen years since then, during the duration of time of
which the basic as well as the clinical knowledge of the trophoblastic
neoplasia has remarkably been broadened, and its dark and gloomy aspects
have now notably been brightened, thanks to the vigorous scientific activities
centering around the Chorionic Tumor Committee evidenced, for instance,
in the sponsorship by the Committee of the nationwide investigations into



iv Prelace

its natural history, the annual trophoblastic neoplasia symposia, or the stand-
ardization of its definition, classification and diagnostic criteria, and also
demonstrated in a number of national research grants-in-aid of various kinds
to some of the Committee members, or the participation in the international
symposium on the chemotherapy of the trophoblastic neoplasia, and finally
also in taking part in the similar international joint chemotherapy studies
likewise by some of them.

The present monograph partly commemorating the 15th anniversary of
the founding of the Chorionic Tumor Committee is aimed at, as a revised
and somewhat enlarged edition of the initial one, having its readers well
informed in part of such scientific activities of the Committee as those
mentioned previously, and also in part of the marked progress in the basic
as well as the clinical knowledge of trophoblastic neoplasia at home and
abroad during a decade and more in the past.

Though modest in size with much left untouched, the author will feel
more than happy should the present little monograph play a role of some-
thing like the foundation-stone on which more details of the knowledge
of the trophoblastic neoplasia will be piled up to its perfection so that it
could be of some aid to the extermination of this most fatally malignant
disease out of the earth.
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Chapter |

Definition, classification or nomenclature
of trophoblastic neoplasia

I. Definition of trophoblastic neoplasia

Chorionic or trophoblastic neoplasia are the fetal tumors or new growths
consisting of syncytial and Laxcuans’ cells of fetal ectodermal origin, tro-
phoblastic epitherial cells or trophoblasts, syncytiotrophoblasts (syncytial cells)
and cytotrophoblasts (Lancuans’ cells), as they are collectively called, micro-
scopically in a state either of an abnormal (in cases of hydatidiform mole
and destructive mole) or an atypical (in case of chorionepithelioma) proli-
feration, the findings which diagnostically are not absolutely necessary,
particularly in case of hydatidiform mole, as will be stated later (p. 150).

The term “chorionic or trophoblastic neoplasia” has its origin in the
agreement reached at the Conference on the Chemotherapy of Choriocar-
cinoma which was held in Baguio City, Philippines, from January 18th to
20th, 1965, under the auspices of the International Union Against Cancer,
Union International Contre le Cancer (UICC).

II. Classification or nomenclature of trophoblastic neoplasia

Historically the classification or nomenclature of trophoblastic neoplasia
has undergone scores of changes up to now, its original one dating back to
the proposal by MarchanD in 1895.

1. Classification by MARCHAND (1895)
1) Blasenmole, mola hydatidosa s. hydatidiformis
2) destruierende Blasenmole
3) Malignes Chorionepitheliom, Chorionepithelioma malignum
i) Of a typical form: One with the ratio of number of syncytial cells
to that of L.anchans’ cells orderly almost similar to that in normal
villi in an early stage of pregnancy.
ii) Of an atypical form: One with the ratio of number of syncytial cells
to that of Lancuans cells out of order in a greater part of the tumor.

2. Classification by EwINGY (1910)
1) Syncytial endometritis (abbreviated to SE), chorial or chorionic invasion
2) Chorioadenoma destruens (=destruierende Mole by Marcrnanp)
3) Choriocarcinoma (=malignes Chorionepitheliom by MarcHAND)
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It is to be noted that in this classification hydatidiform mole is ex-
cluded, presumably because, as pointed out by Ewing, it is not to be regarded
as a kind of tumors, while SE is included in the category of neoplasia.
However, this is not the case with the classification in Japan in accordance
with the agreement reached at the Chorionic Tumor Committee meeting,
Japan Society of Obstetrics and Gynecology, for one thing in line with the
classification made by Marcuanp as well as Novak in case of hydatidiform
mole, and for another for fear of the possibility of being mistaken for an
inflammatory disease in case of SE, as will be mentioned anew later (pp.
13—14).

3. Classification by MEYER? (1927)

This classification is just the same as the one by MarcHAND mentioned
previously except for three subdivisions added to malignes Chorionepitheliom
of an atypical form, as given below:

Malignes Chorionepitheliom of atypical form

1) One with the numerical predominancy of Lanchuans’ cells

2) One likewise with the numerical predominancy of syncytial cells

3) One with the distribution of both of trophoblasts quite out of the

physiological order, each invading the myometrium and, unlike
sporadically in case of normal pregnancy, forming a lot of collective
cellular masses in it. In case a primary lesion is lacking in endo-
metrium, physiological site of nidation of fertilized ovum, it is to be
regarded as having been lost in sight as a result of the degeneration
or the curettage previously done. Anyhow, malignes Chorionepithe-
liom of group (3) has a trend to grow infiltratively rather than tumor-
ously without, however, necessarily assuming the attitude of parti-
cularly marked malignancy.

4. Classification by HERTIG and MANSELL® (1956)

Adding “chorionepithelioma in situ” to the classification by Ewing,
Herric and ManseLn classified chorionic malignancy, as was collectively
called by them, into the following four subdivisions:

1) SE

2) Chorioadenoma destruens

3) Choriocarcinoma

4) Chorionepithelioma in situ
By chorionepithelioma in situ here is, with negative ““chorionic villi” or
“well-formed villous pattern” and only positive small masses of atypical hy-
perplastic trophoblasts in microscopical endometrial findings following the
normal or molar delivery, meant such a kind of trophoblastic neoplasia as will
promise no development of chorionepithelioma in the future in the light of
the results of the statistical investigations, the term “in situ” having nothing

2

to do with that used in case of “carcinoma in situ”.

5. Classification by NOvAk (1958)
1) hydatidiform mole
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2) malignant hydatidiform mole (=Chorioadenoma destruens)
3) chorionepithelioma (=choriocarcinoma)
4) SE (or syncytioma)

6. Classification in Japan (1964)
This will be specified later (pp. 13—14)

* 7. Classification proposed at the conference on the chemotherapy of chorio-
carcinoma held in Baguio City, Philippines, in 1965

Trophoblastic neoplasia
I.
1. Gestational
2. Nongestational
II. Clinical diagnosis
1. Non-metastatic
2. Metastatic
I1I. Morphological diagnosis
1. Hydatidiform mole
1) Non-invasive
2) Invasive
2. Choriocarcinoma (? chorionic carcinoma)
3. Uncertain

N. B.

“Syncytial endometritis” not regarded as a neoplasia



Chapter 11

Development of the studies on trophoblastic neoplasia
in Japan

Although the studies on trophoblastic neoplasia in Japan date back as
early as even to 1940 or beyond, they were mostly those sporadically by in-
dividual researchers or clinicians without any cooperation with others so
that, inspite of its extremely intensive malignancy even surpassing that of
carcinoma, it was not too much to say that no grave concern was brought
about as to its fatality both from the individual as well as social point
of view. The inauguration of the Chorionepithelioma Committee (later
Chorionic Tumor Committee), Japan Society of Obstetrics and Gynecology,
on March 31, 1956, however, has given rise to a tremendous progress both
in its clinical and basic researches, a series of which will be specified one
after another in the following paragraphs.

I. Inauguration of the Chorionepithelioma Committee
and its activities

A. INAUGURATION OF THE CHORIONEPITHELIOMA
COMMITTEE

Because of the importance of the studies of chorionepithelioma, proposal
was made on June 18, 1955, as to the establishment of the Chorionepithe-
lioma Committee by the author, concurrently the then Professor of Obstetrics
and Gynecology, University of Tokyo School of Medicine, President, the
Japan Society of Obstetrics and Gynecology, and Chairman, Malignant
Chorionepithelioma Research Team to be referred to later, at the preliminary
session of the Board of Directors, the 8th Annual Meeting of the Japan Society
of Obstetrics and Gynecology, with all the members of the Board of
Directors as ex-officio Committee members and some of the Society members
as extraordinary Committee members at the request of the President. The
proposal was unanimously accepted, and in accordance with Article 18 of
the Society regulations, the Chorionepithelioma Committee (abbreviated to
Committee) was formally inaugurated on March 31, 1956, following its
announcement at the meeting of the Board of Trustees, and at the General
Assembly as well, of the Annual Meeting, the Japan Society of Obstetrics
and Gynecology.

The organization of the Committee is as follows:
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Chairman : President TosHio HASEGAWA

Ex-officio Committee members: Munt Tiba, Masaomi IsHikAwa, TOSHIEI
IwaTsu, GENicHI Ocawa, MicHITAKA KakUu, TADASU SHINODA, SEI NAKAJIMA,
ENosUKE Nakavyama, Tanun NisHizuka, TosHio Hasecawa, Tovorcui
Hirose, KivosHi Murakami, HibEo Yact, RyukicHl MIBAYASHI

Members of the Board of Directors were not only subject to reelection
every two years but also were increased in number thereafter so that they
were 67 in all including 41 extraordinary Committee members on May 20,
1966, as will be listed below :

Chairman : TosHio HASEGAWA

Ex-officio Committee members: SHojt MaTsupa, SHosHi KujiMa, YOSHIMARO
Hata, Snojt Iwai, MiNnoru UmEZAWA, CHiakl SAWASAKI, KAzZUNARI HiGUCHI,
Kicuisuke Fuju, KyusHiro Fuji, Takasii KoBAYAsHI, SHIGEMITSU MizuNo,
Fumio Akasu, NaoTaka IsHizuka, KINSABURO WATANABE, YOSHIO ASHIDAKA,
Yasvo UEpa, Akl Kojima, TosHio NisHIMURA, Hayamr FujiMori, Akl TABUCHI,
Taro Funiu, HArRuo ApacHi, MicHiTaka Kaku, KonacuHiro Koca, YASUSHI
MiITANI, MICHIAKI MIYAHARA

Extraordinary Committee members : Susumu Izuchr, MasA0 IGARASHI, HIROSHI
Iwaya, Hapime UcHipa, NouHiDE Kawal, HirosHi Kawakami, TAKURO
KoBayasui, Kan Sarto, SnosHi Jimi, ReiGr SHI0j1MA, SHOJT SHINTANI, MASAKUNI
Suzuki, MASAKATSU SuzuMuRA, HirosHi Seki, HIROAKI SoMma, YUKICHI
Takamizawa, Icuiro Taki, SnosHicH TakeucHt, TETsuya NAKAYAMA, Misao
NaTsuME, GENicHI NozUE, YUkio NOTAKE, MoToyuki HayvasHl, YASUNORI
Fukur, Toru Fukupa, Yukio Fujiwara, Hirosut FurRuya, TsuToMu HoSOKAWA,
KAzZUMASA MASUBUCHI, SElCHI MATSUMOTO, YUzo MisoNoo, HIDEO MIYAKE,
Junjt MizuNo, HajiME Murooka, TAKESHI MoRri, Fumio YAMADA, YUKIMASA
WaTanaBe, KiHED IcHINOE, TsuTtomMu FukusHiMA, KAzZuo MAEDA.

B. ACTIVITIES OF THE CHORIONEPITHELIOMA COMMITTEE

The Committee has since its inauguration energetically exerted itself to
fulfil its mission and has attained a great deal of achievements, some of
which will be shown here in detail.

I. Nationwide investigations into the natural history of trophoblastic neo-
plasia

These investigations have been carried out twice so far by arranging and
putting in order answers to questionnaires in two forms (one in regard to
hydatidiform mole and molar rests and the other to destructive mole and
chorionepithelioma, as shown in Tables 1—2), which had previously been
sent to, and, unlike those in the first investigation, having been duly filled
in, back from the participating doctors mainly working at the Government-run
or private university or college hospitals and major official medical facilities
such as national, prefectural, municipal or Red Cross hospitals throughout
the country.

The 1st investigation: Materials concerned were hydatidiform mole in 476
cases and (62 diagnostically uncertain cases excluded) chorionepithelioma in
398 cases collected from 128 hospitals during the three years from January
Ist, 1955, to December 3lst, 1957, and the results of the investigation based
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to Hydatidiform mole and Molar rests
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