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Departments I and II of Obstetrics and Gynecology. University of Helsinki

Combination of Progestogen Therapy with the Conventional
Treatment of Endometrial Carcinoma

T. lalTKKAlNEN lillll 0. K.ARJALAINEN

The frequency of endometrial carcinoma in relation to other female genital
malignant tumors seems to be increasing as the average age of thc female

population increases. The ratio between the occurrence of carcinoma of the

corpus uteri and of primary invasive carcinoma of the cervix was 1:2.1 in
New South Wales (McGarrity and Scott, 196.S) and 1:2.3 in Finland as
a whole (Ti.mdnkn and O.iaxex. 1967). The conventional treatment of
endometrial carcinoma consists of the following methods: surgery alone,

surgery combined with preoperative irradiation or postoperative irradiation,
and irradiation alone. Even in the recent reports the effectiveness of these
methods' in the treatment of endometrial carcinoma has only been between

60% and 70",, for the 5-year survival rate. Although high 5-year cure rates
have been observed, when the carcinoma is confined to the corpus uteri
(stage I), the number of survivors reaching the fifth anniversary of this
treatment is only 33% in stage 2 (McGarrity and Scoti", 1968) and very
few having stage .'5 or stage 1 will survive more than .5 years after the start
of this treatment.

Other methods of treatment for advanced or recurrent endometrial
carcinoma are therefore urgently needed. The poor results of the treatment of
stage 2 with surgery or and irradiation likewis ¦ indicate the need for .i re-
evaluation of the methods used.

It has been demonstrated during the last decade by several investigators
that progestogen therapy causes objective and subjective improvement in

patients with advanced or recurrent endometrial carcinoma (Kelley and

Bakkr, 1961 : Kistner et al.. 1961: Stoll. 1961: Varca and Henrikskn.
1961 : for further reports and more details see the recent review by Noni»

ovist. 1969).
The effect of the progestogen treatment has been also demonstrated by

giving progestogens before surgery or radiation to patients with a primary
untreated endometrial carcinoma (Varga and Henriksen. 1961 : Kistnkk
et al.. 1965: Boxte et al., 1966; see also Nordqvist. 1969). The progestogens
have been used in these investigations mainly to study their effect in

histologically different types of endometrial carcinoma and to study the dosage
and nature of compounds needed for thc beneficial effect.
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Ki.sTXER and co-workers (1965) describe a method of treatment in which
progestogens are used as adjuvants to surgery and irradiation. Progestogens
are given from the time of intracavitary radium and are continued until the
time of surgery :-> weeks later or. if the cancer has spread beyond the uterus,
X-ray therapy is given postoperatively in combination with progestin. The
results of this treatment have not yet been published.

At our hospital since January 1, 1966, we have systematically treated all
stages, excluding stage 0, of endometrial carcinoma with progestogen therapy
combined with surgery and irradiation. Because the preliminary results
seem to indicate improvement, especially m stages 2 -I. the results of the
treatment of patients who have been followed 1 .5 years are reported hen*.

Matt rial and methods

This stiitU is based upon an analysis of the records of patienta having endometrial
carcinoma and treated during the years 1966 and Pili" antl followed to April 1. 1969.
The stage grouping of the patients has been done accordili"* the recommendations of
the Third Congress of the International Federation of Gynaecologists and Obstetricians
m \ icniiai in Itllil.

There were altogether Sl patients, «hen stage 0 was excluded. Of this group Ii"»

patients were treated by operation, prosestogen antl irradiation, antl II» patients with
progestogen antl irradiation alone. Surgery was contmindirntcd in these patients,
because of poor physical condition antl or advanced age.

The distribution of the patients according to stage in tlu- operative series was as
follows: 41»",, of cases in stage 1. 38.5% in stage 2. 12.4",, in stage 3 and 3.1% in
stage 4. In the rtidiologically treated series the respective percentages were 44",,.
19%, (>"„ antl :il"„. The high percentage of cases more advanced than stage 1 demonstrated

that stage I is treated in the local hospitals in Kinlantl. «bile complicated and
more advanced casts are remitted to the University Hospital. In the large series from
New South Wales, stage 2 included 9.2°0 of cases antl I "„ were in stage 3 and stage 4
(MiGarkitv antl Ni-orr. 1908).

Trttitmt nt

The method of treatment depends upon the extent of the tlisease as follows:
Stage I. Kach patient »as given one preoperative irradiation, which consisted of tlu

intraccrvical implant.iliou of 7"» nig radium source antl an SO mg radium source
vaginally packed against the cervix, the average tumor dose being 3000 r. After three
weeks abdominal hysterectomy with bilateral s.ilpingo-oophorectomv and excision of
the upper third of the vagina was performed. Progestogen therapy is given from thc
day of operation by injecting ô0 mg medroxyprogesterone acetate (Depo-i'roverii, The
Upjohn Company, Kalamazoo, Mich., USA) intramuscularly daily for one week. Then
progestogen is continued orally by giving m.gesterol acetate (Niagestin. Xovo Industri
AS. Köbenhavn. Denmark) 20 nig daily for six months and IO mg daily for a further
six months.

Stage. 2. Preoperative irradiation is given as in stage I. After three «eeks the patients
arc subjected It» radical hysterectomy with node dissection. Progestogen therapy is the
same as in staue 1. but if the nodes arc affected, then the loading dose with
medroxyprogesterone acetate is 100 nil! daily for 10 days. Six weeks after operation the patients
are exposed to external irradiation.

Stage :'>: The treatment is the same as in staue 2 but thc surgery may be extended,
depending on the ease, to remove metastases, whenever possible, in the abdominal
cavity.
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Stage. I. These patients are treated primarily by giving progestogens. Progestogen
therapy consists of intramuscular medroxyprogesterone acetate 50-100 ing daily for
three weeks, and thereafter megesterol acetate 30 nig daily orally, a dosage which is
maintained continuously. Patients who are found to gain from the operation (pyometra.
large necrotic but mobile corpus uteri) are treated by hysterectomy with salpingo-
oophorcetomv. Otherwise the patients are treated with external irradiation in tin-
addition to the progestogen therapy.

The patients treatetl with irradiation and progestogen therapy have been subjected
from the time of the first intracavitary radium application to the same progestogen
treatment, depending on the stages as described for the patients treated by surgery.
The irradiation therapy consisted of three intracavitary implantations of radium, each
of which consisted of five 50 nig radium sources or an equivalent amount of ""Co. antl
after these three applications external irradiation was given. Three patients in stage 4
were treated with external irradiation only in addition to the progestogen therapy.

Results

The mortality during the first and second years and the cumulative number

of recurrences and deaths in the two groups of patients are shown in
Table 1. It should be stressed that the results are only preliminary even
for the second year of observation, because only 62.5% of the cases have
been observed for 2 years, but all for over 15 months, and the first for 3

Table I
Distribution according to stage of carcinoma corporis uteri, number of deaths anil
cumulative number of recurrences and deaths during the 1st. and 2nd year after therapy
with surgery antl irradiation combined with progestogen (Group A) antl irradiation

combined with progestogen (Group 15)

Number Mortality during Cumulative number of
of patients recurrences and deaths

1st year 2nd year 1st year 2nd year

I'roup .-I .*

Stage 1 30
Stage 2 25 1

Stage 3 8 2

Stage 4 »>

t i

:, 3

1 1

Total 65

Croup B:
Stage 1 7 -
Stage 2 3 -
Stage 3 1 1

Stage 4 2 1

Palliative
irradiation 3 2

1

1 1

1 1

Total Hi
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years up to now. On the other hand, there has been no mortality after the
first year of observation in the group of patients operated on. irradiated
and treated with progestogen, and no further recurrence of the disease
either. In the group of patients treated with irradiation and progestogen
there was one death during the second year. This latter group is small and
unfavourable owing to the primary selection, high age and poor physical
condition. Therefore, stages 2 1 combined give only a .50",, survival rate
for two years if one more death is to be expected.

In the group of 65 patients treated with surgery, irradiation and progestogen,

the survival rate of the whole group for one year is 94",,, and if one
death is expected to occur during this year, 92",, to two years, although
54% of patients were in stage 2 1. The salvage rates for stages 2. 3 and 4

were 94, 75 and 50% respectively, and these rates are valid for the second

year at present, the patients in the group having been followed from 15

months to 3 years. The series reported by McGarrity and Scott (1968)
had a survival rate of 50% for stage 2 for two years.

Comment

It seems that the preliminary results presented strongly suggest that the
combination of progestogen therapy with conventional methods of treatment

improve the survival rate in stages 2 1. The results in stage 1 in
both groups treated arc good for almost two years, show ing 100% survival
at the present.

It has recently been demonstrated in the tissue cultures that the effect
of progestogen on endometrial carcinoma depends on the concentration,
but extremely high concentrations are needed to produce toxic effects on
tumor tissue (NoRDQViST, 1964, 1969: Kahokn and Tchao, 1968). Tliese
concentrations are not likely to bc reached by parenteral administration.
Only local administration by the method of Kistxek et al. (1965) can give
this concentration on the surface of the endometrium. Until the results of
determinations of tissue and plasma concentrations of progestogens given
in vivo are available, it seems safer to use a loading dosige higher than in
our series. We have given 350 ing of medroxyprogesterone acetate
intramuscularly per week in stage 1 and 350 700 ing in more advanced stages.
It has been reported that the optimum dosage of medroxyprogesterone
acetate would be 600 mg per week during the first 5 to 6 weeks (Anderson.
1965). It. seems that in stages 1 and 2 1000 1500 nig during the first
10 days from the day of the operation would be sufficient, and thereafter
therapy could be continued with oral inegesterol or medroxyprogesterone
acetate.

Andkhson I). : Management of advanced endometrial adenocarcinoma « ith

medroxyprogesterone acetate. Amer. -I. Obstct. Gynec. !l'2. S7 (Ulli."»).
Boxte •!.. Dkochmans A. and I.assame M.: Traitement tics adenoenreinomt-. tlu corps

utérin par la medroxyprogesterone. Gynec. et Obstét. li"). 179 (lì)fi(i).
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Discussion

J. Ne\ inny-Stii*ki*;i,: Wo also have some experience in the treatment of endometrial
carcinoma with progestogens. We used Chlormadinone acetate. We treated some eases

together with Prof. Hammerstf.in. There were mostly eases with metastasis, but also
some cases without metastasis but with a bad risk for operation or irradiation. We
have the impression that the success depends on the histological type of the
endometrial carcinoma, i.e. that a maturo carcinoma is well reacting and that from the
other one which has solid parts in the histology and «here the differentiation is lost
there is not a good reaction to the therapy with progestagens. Two of our cases with
two mature endometrial carcinoma are very interesting which ive decided to treat with
progestogens only. There was a bad risk to operate them. One of these cases has been
for two years in treatment now. and the other one more than one year. We performed a

curettage of the cavum uteri again and did not find any more carcinoma.

T. Luukkainen : We all know that quite many clinics have been treating stage 3 and
4 with good results but 1 wanted to make it clear that one should also treat stage 1

anil 2. I cannot say anything about the histology because the number of patients is
quite small, and as you know it has been demonstrated in many reports that the
effect of progestogen therapy is related to the histological picture.
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