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CONCLUSION

In ovarian cancer and endometrial cancer the surgeon plays
an important role in both the staging procedure and in the
removal of as much tumour as possible. Although uniform
treatment policies have not been developed, the better under-
standing of the pattern of spread in both tumours allows for
accurate staging and can be of help in selecting patients for
more extended treatment and saving others from unnecessary
overtreatment.
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Systemic Treatment in Disseminated Endometrial
Cancer
J.P. Neijt

Both hormonal agents and chemotherapy are of value in the treatment of selected patients with endometrial
cancer. In unselected patients with advanced disease about 25% respond to progestational agents and 40% to
combination chemotherapy. The choice between the two treatments is made on the basis of a number of
prognostic factors, such as receptor status, tumour grade, performance status and tumour burden. Further
improvement of treatment outcome is to be expected from new agents such as gonadotrophin releasing hormone
analogues, taxol and modulation of 5-fluorouracil.
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INTRODUCTION
DURING THE past decades the incidence of endometrium cancer
has tended to increase in most European countries as well as in
the United States of America. The increased prevalence may be
related to the aging of the population combined with exogenous

factors. Most cases are diagnosed in older patients with diabetes,
hypertension, or obesity, which complicates treatment. It is to
be expected that one-third of the patients with endometrial
cancer will require treatment for widespread or recurrent dis-
ease.
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Table 1. Results of progestational agents in advanced or recurrent
endometrial cancer before and after 1980

No. of Response
Agent patients rate Reference
Before 1980
Medroxyprogesterone 151 34 2
Megestrol acetate 125 33 2
Medrogestrone 56 30 3
After 1980
Progestogens 155 1 4
Depo-provera 114 16 S
MPA, oral 494 15 6

The overall 5-year survival rates indicate that endometrial
cancer is a serious disease. Despite adequate treatment in stages
I (cancer confined to the corpus) and II (extension to cervix
only), only 75 and 50% of the patients, respectively, enjoy long-
term survival. Those patients in stages I and II with positive
periaortic nodes, deep myometrial invasion, and poorly differen-
tiated tumours, represent a subgroup with a poor outlook.
Approximately 50-60% of this subcategory will relapse within 3
years. In the advanced stages the survival rate at 5 years is
roughly 25% for FIGO stage III (clinically extension of the
tumour outside the uterus, but confined to the true pelvis) and
only 5-10% in FIGO stage IV (extension beyond the true
pelvis, or invading bladder or rectum with or without distant
metastases).

The therapeutic approach to endometrial cancer is determined
by prognostic factors such as the spread of the tumour, the size
of the primary, the degree of differentiation, and the patient’s
performance status. This paper summarises the possibilities for
systemic treatment, hormonal or cytotoxic, for patients in whom
surgery and irradiation are of no benefit.

HORMONAL THERAPY

Hormonal therapy has been the most commonly used form of
systemic treatment in recurrent and advanced cases of endome-
trial cancer. The most widely used progestogens are megestrol
acetate, medroxy progesterone acetate, and hydroxyproges-
terone acetate. The popularity of these drugs is caused by their
lack of toxicity and easy administration. There is no significant
advantage for any of these agents and neither route of adminis-
tration nor the use of high dosages seem to influence the end
results [1].

According to the older literature, progestational agents prod-
uce response rates of 30-50%, but this is probably too optimistic.
Most of the recent reports in which more stringent objective
response criteria were applied, mention lower response rates
around 15% (see Table 1). Both survival and disease-free survival
are brief after treatment with progestins. In the experience of
the Mayo Clinics, 40% of patients are alive at 12 months, 19%
at 2 years and 8% at 5 years [4].

One of the most important predictive factors for the efficacy
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of progestational agents is the receptor status. Table 2 summar-
ises the results of series which report the response to proges-
tational agents in relation to the receptor status in advanced
diseases. Of the total of 135 patients in Table 2, 46 were receptor
positive (34%). This rate is much lower than the overall positive
receptor status in early stages (roughly 70%) [7]. The overall
response rate of 25% (34 out of 135 patients) holds, as could be
expected for unselected cases (15-34% in Table 1). In a selected
subgroup of receptor-positive patients a mean response rate of
57% is established which is in contrast to the 9% response rate
in receptor-negative patients. From the data in Table 2 it can be
concluded that the receptor status is of value for the prediction
of the response to hormone therapy. Therefore, a receptor assay
is useful in all patients with advanced or recurrent cancer. Tissue
for this assay can sometimes be obtained by needle biopsy, and
immunohistochemical analysis of the tissue sections [14]. A
major problem that limits the use of the receptor is the lack of
consensus about what can be considered as receptor positive and
also the absence of a standardised assay [15].

Several reports have mentioned the relationship between
progesterone receptor activity and histological grade. Most data
concern the earlier stages of the disease. Analysis of 258 early
cases showed that the progesterone receptor was present in 33%
of the undifferentiated, 56% of the moderately differentiated,
and 81% of the well-differentiated tumours [7]. Overall, 62%
of the samples were positive for progesterone receptors. In
patients with advanced primary or recurrent disease Podratz
found a 40% response rate among well-differentiated, but not a
single response among 27 patients with an undifferentiated
tumour [4]. A similar experience has been reported by the
Gynecological Oncology Group: 20% of grade 1 lesions
responded but no responses were seen in 12 patients with grade
3 disease [16]. Unfortunately, most patients in stage III and IV
have undifferentiated, receptor-negative tumours. One of the
reasons being the fact that well-differentiated grade I tumours
are less likely to recur. The above indicates that only a small
subset of patients with advanced disease and with well-differen-
tiated, hormone receptor-positive tumours are likely to benefit
from treatment with progestins.

The poor results with progestational agents had led to the use
of other hormone active drugs like tamoxifen and analogues of
gonadotrophin releasing hormone (GnRH). Tamoxifen is known
to increase the progesterone receptor content [17, 18] and also
may have a direct effect on the tumour proliferation by blocking
the binding of oestradiol to the oestrogen receptor. Results of
clinical trials using tamoxifen in a dose of 2040 mg daily led to

Table 2. Therelationship between progesterone receptor and response
to therapy in series reported in 1980 or later

Response in receptor- Response in receptor- Response in

positive patients negative patients all patients
Reference No. (%) No. (%) No. (%)
8 S/6 (83) 217 (29) 713 (54)
6 4/10 (40) 3/25 (12) 7/35 (20)
9 7/8 (88) 1/16 (7) 8/24 (33)
10 3/5 (60) 1/8 (12) 4/13 31)
11 2/4 (50) 1/17 (9) 3/21 (14)
12 2/3 (30) 0/3 (0) 2/6 (33)
13 3/10 (30) 0/13 (0) 3/23(13)
Total 26/46 (57) 8/89 (9) 34/135 (25)
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response rates varying between 0 and 53% (mean 22%) (1]. Itis
suggested that women with well-differentiated tumours, and
those who previously responded to progesterone are most likely
to benefit from treatment with tamoxifen.

A new treatment for endometrial cancer may consist of the
use of GnRH analogues. GnRH analogues may have a direct
effect on endometrial cancer through a receptor for GnRH.
However, several other mechanisms of action might affect the
tumour. To test the antitumour effect of a GnRH analogue in
recurrent endometrial cancer an open phase II trial was perfor-
med at The Royal London, Royal Marsden and St. Bartholo-
mew’s hospitals. 17 patients with endometrial cancer which had
recurred after surgery, radiotherapy and progesterone treatment
were treated monthly with a subcutaneous injection of zoladex
3.6 mg. 6 out of 17 patients (35%) achieved a remission which
continued for a median of 20 months with no adverse effects.
The group concluded that GnRH analogues have a significant
antitumour effect in recurrent endometrial cancer which war-
rants further examination and comparison with progestog-
ens [19].

NON-HORMONAL CHEMOTHERAPY

After hormonal treatment fails, cytotoxic agents have been
used in endometrial cancer either alone (see Table 3) or in
combinations (Table 4). Most of the phase-2 data on single
drugs concern older series in which less stringent objective
response criteria were used than has been the case in the past
decade, which means that the response rates may have been
exaggerated. The response rate for cytotoxic agents is also
influenced by the site of the metastases. In the experience of the
EORTC, an increased responsiveness of vaginal metastases,
lung metastases, and lymph nodes was found, whereas the
primary tumour in the pelvis and the abdominal masses were
less likely to respond. A major factor with a negative influence
on the likelihood to response is prior radiotherapy. In a series of
25 previously irradiated patients studied by the Gynecologic
Oncology Group, cisplatin in a dosage of 50 mg/m? led to only
one remuission, whereas in another group comprising 39 non-
irradiated patients the same dose of cisplatin led to 10
remissions [20].

Table 3. Published data of phase-2 studies with single-agent chemo-
therapy in endometrial cancer (modified and updated from Thigpen

et al.f20])
Total no. of
patients No.of  Response

Drugs collected responders rate
Cisplatin 128 33 26
Doxorubicin 179 49 27
Cyclophosphamide 33 7 21
Epirubicin 24 6 25
Hexamethylmelamine 20 6 30
VP-16 29 1 3
Vinblastine 34 4 12
Bleomycin 8 3 37
5-Fluorouracil 43 10 23
Carboplatin 25 7 28
Ifosfamide 16 2 12
Vinblastine (c.i.) 14 0 0
Mitoxantrone 15 0 0

c.i. = Continuous infusion.

J.P. Neijt

Table 4. Activity of combination chemotherapy in endomet-
rial cancer published after 1980

No. of
No.of responses  Yearof

Combination patients (%) publication Reference
MF + MPA 77 29 (38) 1984 25
CAF + MPA 78 28 (36) 1984 25
AC 105 34(32) 1985 24
CAP 87 39 (45) 1991 26
CAP 16 503D 1987 27
CAP 26 17 (65) 1986 28
CAP 18 10(56) 1986 29
CAP 19 9(47) 1985 30
APV 42 13(31) 1987 31
AP 20 12 (60) 1984 32
Total 401 157(39)

C = Cyclophosphamide, A = doxorubicin, F = 5-fluorouracil,
MPA = medroxyprogesterone acetate, M = melphalan, P =
cisplatin, V = vinblastine.

Cisplatin and doxorubicin have proven to have activity in
endometrial cancer in more than 100 patients (see Table 3). The
less toxic analogues epirubicin [21, 22] and carboplatin {23]
appear to possess equal antitumour activity. However, the use
of carboplatin is associated with myelotoxicity and this may
limit combination with other agents such as doxorubicin. Of the
other drugs mentioned in Table 3 the results are less consistent
and additional data are needed before these agents can be
accepted as active in endometrial cancer [1].

Because the combination of drugs has been successful for the
other types of cancer, a variety of combinations with or without
progestagens have been tested in endometrial cancer (Table 4).
The overall cumulative response rate of the combinations in
Table 4 is about 39%, which is higher than the best response
rates achieved with single drugs. The duration of these responses
lies in the 5-8 months range and long-term survivors have
only been reported occasionally. Because most combination
chemotherapy trials have been uncontrolled, definite con-
clusions about the value of such combinations cannot be drawn.
One comparative phase-3 study on doxorubicin vs. doxorubicin
plus cyclophosphamide in 202 patients (refractory for medroxyp-
rogesterone acetate as initial treatment) did not reveal any
difference between the two regimens [24].

Among the combinations that have been used in endometrial
cancer, those including cisplatin and doxorubicin seem most
promising. In a small series Chauvergne treated 10 and 11
patients with doxorubicin alone or doxorubicin plus cisplatin,
respectively. Twenty per cent of the patients responded to
doxorubicin and 45% to the combination [33]. The difference,
however, is not statistically significant. A frequently used combi-
nation is the CAP regimen including cyclophosphamide, doxoru-
bicin and cisplatin. The response rates obtained with this three-
drug combination range between 30 and 60%. One of the largest
studies treated 102 patients with advanced primary (n= 42) or
recurrent (n=60) endometrial carcinoma with cisplatin
(50 mg/m?), doxorubicin (50 mg/m?), and cyclophosphamide
(500 mg/m?) (PAC) monthly. Of the 87 patients with measurable
disease, 12 had a complete clinical response, while 27 had a
partial clinical response. No differences in response rates
between primary and recurrent disease patients were noted.
Median time to response was 2.5 months with a median response
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duration of 4.8 months. Median progression-free survival for all
patients was 6 months. The authors concluded that endometrial
cancer is significantly responsive to PAC but that enthusiasm
for this regimen should be tempered by the limited duration of
response and substantial treatment toxicity [26].

Large randomised studies evaluating the value of CAP to
doxorubicin and cisplatin or cisplatin alone are lacking. In the
Mayo Clinics a randomised phase-2 trial was performed to
compare cisplatin and CAP in patients with progestin-refractory
advanced endometrial cancer. 3 of 14 and 5 out of 16 patients
responded in these two groups, respectively. Survival was better
with CAP treatment (median 6.7 months for CAP vs. 4.2 months
for cisplatin), but the difference was not significant in this
small group of patients [27]. One of the highest response
rates obtained with the CAP combination was reported by the
EORTC. The Gynecological Cooperative Group accepted prior
radiotherapy as one of their patients’ entry criteria, but the
lesions used as a parameter for response assessment were all
non-irradiated. This is why their response rate of 65% is so high
compared with those of other series [28]. A similar experience
with respect to irradiated lesions was published by Turbow [32].
In his small but well-documented series of patients treated with
CAP, all non-irradiated patients responded vs. 5/15 (33%) in
the group with previous irradiation.

The role of cyclophosphamide in the combination remains
questionable. Single-agent studies have not been conclusive
about the value of this drug. In one study of 19 patients no
responses were seen [34]. This led the EORTC to initiate a
randomised phase-2 study comparing doxorubicin alone with
cisplatin plus doxorubicin.

DISCUSSION

Both hormonal agents and cytotoxic drugs can be of clinical
value in selected patients with endometrial cancer. In view of
the factors that predict a response to progestational agents, it
can be argued that patients with a progesterone receptor-positive
tumour (a receptor concentration of more than 10 fmol/mg
cytosol protein) [15]) should be given first-line treatment with
medroxy-progesterone acetate. If the receptor status is unknown
but the original tumour is well differentiated (grade 1), or the
interval from initial diagnoses and recurrence is more than 1
year, the treatment of choice is again hormonal. Because at least
3 months must elapse before the results of hormonal treatment
can be evaluated, the selected patient must have a life expectancy
of at least 4 months. The role of GnRH analogues has to be
determined in future clinical trials. Because this drug can affect
the tumour in several ways it can be considered as an alternative
in patients who relapse after initial response to progestins. About
the role of this drug as initial treatment in receptor-negative
patients one can only speculate and it is definitely too early to
use GnRH analogues in previously untreated patients outside a
clinical trial.

For patients whose profile indicates a decreased likelihood of
response to progestins (negative receptor status, poor condition,
undifferentiated tumour) or when the tumour load does not
allow delay to await the results of hormonal manipulation, the
use of cytotoxic drugs can be considered as initial treatment.
Although it is not entirely certain that combinations are more
effective than single agents, combinations including both
doxorubicin and cisplatin seem to improve the initial likelthood
to respond.

However, for palliation both hormonal and chemotherapy
may be useful in a subset of patients as indicated above. Further
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improvement of systemic treatment can be expected from
optimising current treatment with new drugs such as taxol and
new treatment strategies, such as modulation of 5-fluorouracil.
Because only a limited number of patients are available for
clinical trials in single institutions, cooperative efforts are needed
to determine the optimal treatment for patients with advanced
endometrial cancer.
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Chemotherapy for Ovarian Cancer
S.B. Kaye

INTRODUCTION
PoPULATION STUDIES have indicated that over the past 15-20
years, the overall mortality for ovarian cancer has improved,
particularly for younger patients [1]. Since earlier diagnosis of
the disease is most unlikely to have occurred, it is likely that
these changes reflect improvements in management. Whether
this involves changes in surgical practice or improvements in
chemotherapy, e.g. the introduction of cisplatn, requires
further study. Nevertheless, ovarian cancer remains the most
lethal of the gynaecological cancers, and it represents a continu-
ing challenge to both medical and gynaecological oncologists.
Some of the main questions in treatment in 1993 are discussed
in this review, the purpose of which is to examine these issues
and offer some comments which might serve as a basis for
continuing clinical research in these areas.

WHICH PATIENTS WITH EARLY DISEASE SHOULD
RECEIVE CHEMOTHERAPY?

Some 20% of cases of ovarian cancer, after careful surgical
staging, fall into the category of FIGO stage I, i.e. growth
limited to one or both ovaries. A continuing dilemma for
oncologists is whether or not such patients should receive
additional treatment, the aim being to eradicate any microscopic
metastatic disease.

Features which are frequently used to help in decisions over
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management include the histological grade of the tumour, the
presence of tumour on the external surface, presence of an intact
ovarian capsule, and the presence of adhesions within the pelvis,
or of ascites containing malignant cells or positive peritoneal
washings.

Although stage I patients with one or more of these adverse
prognostic factors are often treated with chemotherapy (or
intraperitoneal 3P [2]), its use in the “adjuvant” setting has not
yet been shown in controlled randomised trials to be of value.

A wide range of clinical practice can in fact be seen, and
variations in surgical practice, particularly staging procedures,
can add to the problem. Some investigators would routinely
treat stage | patients with adverse prognostic features with
cisplatin/carboplatin-containing chemotherapy, while others
would consider no initial treatment as a valid option for patients
with stage I and even completely resected stage I1I disease. Data
recently presented from a large randomised trial which included
the use of cisplatin for stages Ia and b disease showed no
difference in survival compared with no treatment, although
there was a difference in 5-year disease-free survival (76 vs.
58%, P < 0.05) {3]. Clearly, longer follow-up is required, and
in addition, much larger randomised trials, such as that initiated
by the MRC Gynaecological Cancer Subgroup (ICON-I) [4] are
needed, in which a policy of observation is compared with initial
cisplatin- or carboplatin-containing chemotherapy for patients
whose disease has been completely resected.

In the future, analysis of tumour ploidy [5] and levels of
expression of mutant p53 protein [6] may significantly help in
decision-making in stage I disease.



