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Abstract

The aim of this study was to investigate the efficacy and toxicity of carboplatin given as monotherapy in endometrial adeno-
carcinoma. Cisplatin is one of the most active drugs in gynaecological cancer types, but at the cost of an associated high toxicity. In
this high-risk population of endometrial cancer patients, it is necessary to have chemotherapy regimens with a low toxicity. Patients
eligible for this study were those with histologically-confirmed endometrial adenocarcinoma with evidence of recurrent and/or
metastatic disease. Carboplatin was administered every 4 weeks as a first- (dose: 400 mg/m?) or second- (dose: 300 mg/m?) line
chemotherapy. Of the 64 patients who entered the trial, 60 were eligible, 53 patients were evaluable for toxicity and 47 for efficacy.
A total of 169 cycles of carboplatin was given with a median of 2 cycles per patient (range 1-11 cycles) to a median cumulative dose
of 798 mg/m? (range 290-3879 mg/m?). No grade 4 toxicity or toxic deaths occurred. White Blood Cell (WBC) toxicity grade 3 was
noted five times, mainly in the radiotherapy pre-treated patients. Grade 3 non-haematological toxicity consisted mainly of nausea
and vomiting (21%). There was a total of eight responses (3 Complete Responses (CR) and 5 Partial Responses (PR) with an
overall response rate (ORR) of 13% (95% Confidence Interval (CI) 6-25). No responses occurred in patients treated with prior
chemotherapy. In evaluable patients, the ORR in all patients (n=47) and in those receiving first-line chemotherapy (n=33) were,
17% (95% CI 8-31) and 24% (95% CI 11-42), respectively. After a median follow-up of 379 days, the median duration of response
was 488 days (range 141-5303 days) with two very long responses in patients with a CR. Carboplatin has a low toxicity and is active
in chemotherapy-naive advanced endometrial carcinoma patients. These results lead us to propose its use in association in first-line
chemotherapy in recurrent or advanced endometrial carcinoma patients. The choice of the initial dose can be determined according
to whether the patients have received prior radiotherapy treatment.
© 2002 Elsevier Science Ltd. All rights reserved.
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1. Introduction

Endometrial cancer is the most common genital tract
malignancy in women. While most patients are cured
with surgery and/or radiotherapy alone [1], systemic
therapy (hormonal therapy or chemotherapy) is
required in cases of initial advanced disease and at the
time of relapse. At the time of this trial, prior phase II
trials have identified in endometrial adenocarcinoma
several chemotherapeutic single agents associated with
demonstrable objective responses in at least 20% of
patients, including cyclophosphamide, anthracyclines,
S-fluorouracil [2] and hexamethylmelamine [3].

Cisplatin is one of the most active drugs in other
gynaecological cancer types [4,5] and so platinum-con-
taining regimens have also been studied in endometrial
cancer. With single agent cisplatin given as first-line
chemotherapy, Tropé [6] and Deppe [7] both reported in
1980, and Seski [8] observed in 1982, 36, 31 and 42%
response rates, respectively. Turbow [9] reported a 47%
overall response rate to cisplatin, doxorubicin and
cyclophosphamide (PAC) in 19 patients at the cost of
moderate to severe toxicity. Tropé [10] observed a 60%
response rate to cisplatin and doxorubicin in 19 patients
and Bayer [11] achieved a 27% CR rate in 11 patients
with the combination of cisplatin, cyclophosphamide
and 5-fluorouracil.

In these studies, the median duration of response was
short and most patients experienced moderate to severe
toxicity. In this high risk population of patients, who
are often old and in poor general condition, it is neces-
sary to use chemotherapy regimens that have a low
toxicity. Cisplatin and carboplatin have the same activ-
ity in ovarian carcinoma. Carboplatin is less nephro-
toxic, less neurotoxic and induces less gastrointestinal
toxicity allowing a better quality of life. Therefore, it
was decided in 1985 to test the efficacy and toxicity of
carboplatin in endometrial adenocarcinoma as first- or
second-line chemotherapy treatment.

2. Patients and methods
2.1. Trial design

This protocol was designed to determine the objective
response rate (ORR), time to response, duration of
response and tolerance of carboplatin as monotherapy
for endometrial cancer.

2.2. Eligibility

Patients eligible for this study were those with histo-
logically-confirmed endometrial adenocarcinoma with
evidence of recurrent and/or metastatic disease. Carbo-
platin was administered as a first- or second-line treatment

after anthracycline-based chemotherapy. Patients had
to have measurable lesions outside previously irradiated
areas, age <75 years, life expectancy > 2 months,
World Health Organization (WHO) performance <2,
white blood cell count (WBC) >4.0x10%/1, platelet
count >120x10°%/1, blood urea <8.0 mmol/l and/or
serum creatinine <120 pmol/l and/or creatinine clear-
ance =60 ml/min/1.73 m? and bilirubin <50 pmol/l.
All patients entering the study had to give their oral
informed consent.

Excluded were those who had received prior radio-
therapy, hormonal therapy or chemotherapy within 4
weeks, had a concomitant or prior second cancer (except
basal cell carcinoma of the skin), brain involvement or
leptomeningeal disease, poor medical risk due to non-
malignant disease or uncontrolled infection, bone
lesions or serous effusions as single tumour response
parameters and expected difficulty with follow-up.

Investigations at baseline included a medical history
and physical gynaecological examination, assessment of
performance status, laboratory profile, urinalysis, electro-
cardiograph, measurement of indicator lesion(s), whether
clinically or by X-ray, computed tomography (CT)
scan, ultrasound, endoscopy or bone scan (if indicated).

2.3. Treatment and dose adjustments

Treatment consisted of a 30-min intravenous (i.v.)
administration of carboplatin (Paraplatin®) every 4
weeks, 400 mg/m? for patients who had not received
prior chemotherapy and 300 mg/m? for patients who
had received prior chemotherapy. Ancillary treatment
was given as medically indicated. Radiotherapy was
allowed concomitantly for control of bone pain, pro-
vided that all evaluable lesions were not included in the
irradiated field.

The dose schedule was modified as follows: drug
administration was delayed, up to two weeks, if the
WBC <3.0x10%/1 or the platelet count <120x10°%/1. If 6
weeks after the last dose of carboplatin, recovery had
not occurred to this extent, dose adjustments were
made. The dose was reduced to 75% if WBC was 2.0—
3.0x10°/1 or platelet count was 100-120x10%/1 and to
50% if WBC was 1.5-1.9x10%/1 or platelet count was
75-99x10°%/1. Patients went off study if WBC was
<1.5x10%1 or the platelet count was <75x10%/1. Dose
adjustments were also made according to nadir values in
the previous course as measured by weekly blood
counts. Adjustments to 75% if WBC was <1.5x10%/1 or
platelet count was <75x10%/1 and to 50% if WBC was
<1.0x10%/1 or platelet count was <50x10%/1. No dose-
modifications were required for renal or gastrointestinal
dysfunction. Treatment had to be continued in case of
objective response or stable disecase. Treatment had to
be stopped on evidence of disease progression, un-
acceptable toxicity or patient refusal.
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2.4. Response evaluation

The state of measurable disease was assessed before
treatment and every two cycles. To be evaluable for
response, patients should have had at least two cycles of
chemotherapy and the second and following treatment
cycles should not have been postponed for more than
two weeks. Objective evidence of response was docu-
mented on the basis of measurement of clinical palpable
lesions (to be confirmed by CT scan or ultrasound) or
measurements of lesions detectable by X-rays, CT scan
or ultrasound. Changes in liver function and carci-
noembryonic antigen levels had to be confirmed by
other examinations. A complete response (CR) was
defined as a complete disappearance of all clinically
detectable tumours together with a return of the rele-
vant blood chemistries to normal values for at least 4
weeks. A partial response (PR) consisted of a 50% or
more decrease in total tumour size of the measured
lesions, being confirmed by a further observation no less
than four weeks later, without any new lesions. Bone
lesions should partially decrease in size or recalcification
of lytic lesions should occur for at least 4 weeks. No
change (NC) was defined as a change of less than 50%
reduction or less than 25% increase in the size of one or
more measurable lesions after at least eight weeks from
start of therapy. Progression of disease (PD) repre-
sented an increase greater than 25% in the size of one or
more measurable lesions or the appearance of new
lesions. Early progressive disease was defined as pro-
gression that occurred after one cycle of carboplatin.
Early tumour death was defined as death occurring
during the first 8 weeks due to tumour progression and
early toxic death was defined as death occurring in the
first 8 weeks due to toxicity. The duration of response
and stable disease dated from commencement of treat-
ment until documentation of progression. The duration
of CR dated from the moment complete remission was
first recorded until documentation of progression. Sur-
vival and time to progression will be dated from the
commencement of treatment.

2.5. Toxicity evaluation

Haematological and non-haematological toxicity due to
the carboplatin regimen were evaluated and documented
using WHO criteria. Patients were evaluable for toxicity
if they had received at least one cycle of carboplatin.

2.6. Statistical consideration

Gehan’s sequential two step statistical test was used to
define the number of patients required to detect activity
of the treatment. The lowest limit of therapeutic activity
considered to be of interest is a response rate of 20%.
Patients who had received previous chemotherapy or

radiotherapy and those who had not were registered
and evaluated in two separate groups. The Kaplan-
Meier method was used to analyse the median follow-up
time, time to progression (TTP) and the overall survival
(0S).

3. Results
3.1. Patient characteristics

Between October 1985 and August 1988, 64 patients
with histologically-confirmed endometrial adenocarci-
noma and evidence of advanced or recurrent disease
were entered into this trial. Four patients were found to
be ineligible, two patients because of the presence of all
of their lesions a previously irradiated area, one because
they had received cancer treatment within four weeks
prior to registration and one because of an absence of
measurable lesions. In the 60 eligible patients, seven
patients were not evaluable for all of the analyses, two
because of inadequate dosage and five for inadequate
follow-up. Seven additional patients were not evaluable
for efficacy, due to protocol violations (6 patients),
incomplete data (2 patients) and/or intercurrent disease
(1 patient). One of these patients was evaluable for
response, but not for the duration of response. There-
fore, 53 patients in total were evaluable for toxicity and
47 for efficacy.

Characteristics of all eligible patients are shown in
Table 1. Mean age of the eligible patients was 70 years
(range 52-84 years). Treatment received prior to carbo-
platin administration included surgery for 53 patients,
radiotherapy for 38 patients, hormonal therapy for 15
patients, of which two patients had a response, and
anthracycline-based chemotherapy for 17 patients, of
which one was in adjuvant setting. Of the other 16
patients, 4 patients received monotherapy (mitoxan-
trone) and 12 polychemotherapy (mainly cyclophos-
phamide, doxorubicin, cisplatin (CAP) protocol, 9
patients), 7 patients experienced a response, of which 5
were treated with the CAP protocol.

3.2. Extent of exposure

A total of 169 cycles of carboplatin was given to the
53 evaluable patients, with a median of 2 cycles per
patient (range 1-11 cycles) to a median cumulative dose
of 798 mg/m? (range 290-3879 mg/m?). The median
number of cycles was also 2 in both groups, with a
maximum of 11 cycles for the non-chemotherapy pre-
treated patients (n=38) and 6 for patients pre-treated
with chemotherapy (rn=15). The median total dose
administered was 789 mg/m? in the non-chemotherapy
pre-treated and 588 mg/m? in the chemotherapy pre-
treated patients. The treatment was delayed in 16
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Table 1
Pre-treatment characteristics of the eligible patients

N
Number 60
Median age in years (range) 70 (52-84)
Performance status
WHO 0 23
WHO 1 18
WHO 2 17
Unknown 2
FIGO classification
I 29
11 7
1 11
v 11
Unknown 2
Extent of disease at registration
Primary tumour 4
Loco-regional recurrent 9
Metastatic disease 26
Primary not excised and metastatic 3
Loco-regional recurrent and metastatic 16
Unknown
Prior treatment
Surgery 53
Radiotherapy 38
Chemotherapy 17
Hormonal therapy 15

WHO, World Health Organization; FIGO, International Federation
of Gynecology and Obstetrics.

patients (30%), mainly in the non-chemotherapy pre-
treated patients (88%). Twelve patients (23%) required
at least one dose reduction. The median relative dose
intensity was 90% (range 43-104%) in the non-chemo-
therapy pre-treated patients and 100% (range 73—
102%) in the chemotherapy pre-treated group.

3.3. Toxicity

The haematological toxicity was acceptable, as pre-
sented in Table 2. The median WBC count nadir for all
cycles was 3.4x10%/1 (range 1.2-12.1x10°/1), and the

Table 2
Haematological toxicity grades 3 and 4

Number of patients? WBCP PLT®

Grade 3 Grade4 Grade3 Grade4

Total 5 0 6 0

Prior treatment

Prior radiotherapy No 1 3
Yes 4 3
Prior chemotherapy No 4 3
Yes 1 3

4 53 Patients evaluable for toxicity.
® White blood cells.
¢ Platelets.

median platelet count nadir was 120x10°/1 (range
26-413x10%/1). WBC toxicity grade 3 was noted only
five times during the first two courses and mainly in the
radiotherapy pre-treated patients (80%). Antibiotics
were administered once during the last cycle to 3 radio-
therapy pre-treated patients (5%).

Grade 3 thrombocytopenia was observed 11 times in
6 patients, often in the radiotherapy pre-treated or
chemotherapy pre-treated patients, but more frequent in
the first group. A blood transfusion was required for 9
patients, during more than one cycle for 3 patients. 5
out of the 9 patients (56%) were pre-treated with
radiotherapy, and 2 (22%) were pre-treated with
chemotherapy. For most of the patients, the first trans-
fusion was administered during the first cycle (67%).

Non-haematological toxicity among all of the patients
evaluable is presented in Table 3. In 1 patient (2%),
aged 74 years, a grade 3 consciousness toxicity was
reported during the treatment and neuroleptics were
used. The only other grade 3 non-haematological toxi-
city consisted of nausea and vomiting (21%), mainly in
the non-chemotherapy pre-treated patients (24 vs.
13%). Anti-emetic therapy was used in 34 patients
(64%). Diarrhoea grades 1 and 2 occurred in 11 patients
(seven with prior radiotherapy), 1 patient with diar-
rhoea before carboplatin. Two grade 1 or one grade 2
peripheral neuropathies were reported (all in patients
without prior cisplatin chemotherapy). No renal, grade
4 haematological or non-haematological toxicities or
toxic deaths occurred.

3.4. Response
All 60 eligible patients were analysed for response

(Table 4). Eight patients achieved an objective response
to therapy, with three of these achieving a CR. Thus,

Table 3
Non-haematological toxicity during treatment®

Toxic effect WHO grading

1 2 3
Nausea/vomiting
Consciousness 1 0 1
Diarrhoea 10 1 0
Alopecia® 3 1 0
Peripheral neuropathy 2 1 0
Drug fever 2 0 0
Pulmonary 1 0 0
Drug fever 2 0 0
Cutaneous 1 0 0
Local 1 0 0
Oral 1 0 0
Allergy 1 0 0
Other 3 2 0

2 53 Evaluable patients.
b 3 Patients suffered from alopecia due to prior chemotherapy.
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Table 4
Response rate (intent-to-treat basis) (60 eligible patients)

WHO? response Total (N =60)®

Chemotherapy
pre-treated (N=17)

Radiotherapy
pre-treated (N =38)

Hormonotherapy
pre-treated (N=15)

N (%) N (%) N (%) N (%)
CR® 3 ®) 0 0) 0 0) 0 0)
PRY 5 ®) 0 0) 1 3) 1 @)
SDe 7 (12) 3 (18) 7 (18) 4 (27)
PD' and early PD 28 47 10 (59) 20 (53) 5 (33)
Early death (malignant disease) 2 3) 1 (6) 1 3) 1 (7
Early death (other causes) 1 2) 0 0) 1 3) 0 0)
Not assessable 14 (23) 3 (18) 8 21) 4 27

Overall response rate (%)

Eligible patients (n=60)

Patients assessable for response (n=47)

Non chemotherapy pre-treated patients assessable for response (7= 133)

13 (95% CI2 6-25)
17 (95% CI 8-31)
24 (95% CI 11-42)

2 World Health Organization.

® Pre-treatment unknown in two patients and hormonal therapy unknown in three patients.

¢ Complete response.

d Partial response.

¢ Stable disease.

f Progressive disease.

£ 95% Confidence interval.

there was a 13% ORR (95% Confidence Interval (CI)
6-25). Among the 17 patients pre-treated with chemo-
therapy, there were no objective responses. One PR was
observed in the radiotherapy pre-treated (no prior hor-
monal therapy) patients and one PR in the hormo-
naltherapy pre-treated patients (no prior radiotherapy).
Thus, patients in the no prior chemotherapy group
(n=41) responded significantly better than those with
prior chemotherapy (P =0.05), like those with no prior
radiotherapy (P=0.002). Response analysis showed an
ORR of 17% (95% CI 8-31) in the evaluable patients
(n=47) and of 24% (95% CI 11-42) in the evaluable
chemotherapy-naive patients (n=33). The maximum

time to response was 296 days, with a median of 66 days.
The median duration of follow-up was 379 days. Median
TTP was 84 days (95% CI 58-171) and median duration
of responses 488 days (range 141-5303 days). Duration
of the three complete responses was 77, 4347, and 5007
days. Median OS of all patients was 261 days (95% CI
151-440) and 1013 days for responders. Two patients
with CR were still alive without evidence of disease 11+
and 14 + years, respectively, after the start of carboplatin
treatment. Both patients did not receive prior radio-
therapy, chemotherapy or hormonal therapy and the
tumour sites were the regional and metastatic nodes for
the first patient and the primary tumour for the second.

Table 5
Single agent carboplatin in endometrial carcinoma
Reference N Prior treatment (%)® Starting dose in mg/m? CR (n) PR (n) ORRSE (%)
(if RT pre-treated)
RT® CT¢ HT®
Burke 33 (27) 67 0 21 360 (270) 3 6 33
Long 26 (25) 80 0 76 400 (300) 0 7 28
Green 32 (23) 78 0 43 400 (400) 2 5 30
Present study 64 (47) 66 30 23 400 (400)" 3 5 17"

4 Number of patients entered (number of evaluable patients).
% of evaluable patients (for Burke % of entered patients).
Radiotherapy.

Chemotherapy.

Hormonal therapy.

300 if pre-treated with chemotherapy.

Overall response rate of the evaluable patients.

24% In the 33 evaluable chemotherapy-naive patients.

b
c
d
e
f
g

h
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Table 6
Platinum and paclitaxel in endometrial carcinoma
Reference Drug combination N? Toxicity Grading” CR (n) PR (n) RR€ (%)
(dose in mg/m?) (% patients®)
2 3 4
Dimopoulos Cisplatin (75)4 24 7 9 67
Paclitaxel (175/3h)
Granulocytopenia 13 13 9
Alopecia 9 91 0
Nausea/emesis 48 9 0
Neurotoxicity 13 9 0
Price Carboplatin (AUC 5) 20 0 5 63
Paclitaxel (135-175/3h)
Leukcopenia 11 32 47
Thrombocytopenia 0 0 5
Alopecia 100 0 0
Nausea 0 0 0
Numbness/tingling 5 5 0
Hoskins® Carboplatin (AUC 5-7)
Paclitaxel (175/3h) 22 55
Neutrophil nadir 0.9 x 10°/1
Platelet nadir 143 x 10°/1
Febrile neutropenia 3%
Scudder Carboplatin (AUC 5) 57 6 months PFS 78%
Paclitaxel (175/3h) 6 months OS 86%
Amifostine (740) (estimated)
Neutropenia
Lymphopenia
Pain 41 33
Anaemia

OS, overall survival; NCI, National Cancer Institute; PFS, progression-free survival; G-CSF, granulocyte-colony stimulating factor; AUC, Area

Under the Curve.
4 Number of patients entered.

® WHO criteria used by Dimopoulos, and NCI criteria used by Price.

¢ % of the evaluable patients.
d Together with G-CSF support.

4. Discussion

Our study indicates that carboplatin is safe and active
in advanced endometrial cancer. Nevertheless, as shown
in Table 5, our ORR of 17% in evaluable patients is
lower compared with ORRs reported by Long [12],
Green [13] and Burke [14] (28, 30 and 33%, respec-
tively). The main difference in the patient populations is
the difference in prior treatments. No patients received
prior chemotherapy in the other studies. In this study,
41 patients received carboplatin as first-line chemo-
therapy and four patients had received mitoxantrone
only, which is now known to be inefficient in endo-
metrial cancer (one PR in 51 evaluable patients included
in three studies [15-17]). So, 12 patients (20%) had
received carboplatin in second-line after anthracycline
and mainly cisplatin-based polychemotherapy (9
patients), including four patients after failure on cispla-
tin. As none of our chemotherapy pre-treated patients
showed any response, the administration of carboplatin
in second-line treatment, even after failure on cisplatin,

might be a reliable explanation for the difference in the
ORRSs. Prior radiotherapy in our evaluable population
(66%) is comparable to the three published studies
(Table 5). Prior hormonal therapy percentages are
comparable, except for a higher percentage treated in
the Long study. Thus, in our study 21 patients (35%)
were treated after first-line chemotherapy and/or hor-
monal therapy. Horton [18,19] demonstrated that
responding or failing to prior progestagen therapy had a
significant influence on the outcome of subsequent
chemotherapy trials, the results being worse in patients
who failed to respond to progestagen. He showed that
this proved to be true for both trials with single agent
chemotherapy and combination chemotherapy. This
appeared to be true in our population also, where no
response to carboplatin was observed among the 11
patients who did not respond to prior hormonal therapy.
The second main difference with the other studies is the
adjustment of the initial dosage of carboplatin according
to prior treatment, none in one study [13] or a decrease of
25% in case of prior radiotherapy in the two others
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[12,14]. In our study, we chose to decrease the initial dose
only in cases of prior chemotherapy. It is not possible to
assess the impact on the efficacy of taking the initial
dose into account: in the three prior studies (similar
percentages of patients with prior radiotherapy), ORRs
are similar with or without dose adjustments and dose
effect relationships for platinum have never been
demonstrated in endometrial cancer. Only Long repor-
ted ORRs according to prior radiotherapy. The ORR is
lower in patients pre-treated with radiotherapy (20 vs.
60%), but this lower response rate is possibly due to
tumoral biological resistance in the irradiated area.

As expected, toxicity was acceptable for patients trea-
ted with carboplatin. It consisted mainly of grade 3 hae-
matological toxicity among the radiotherapy pre-treated
patients. In this group of patients, more blood transfu-
sions were required. The toxicity level was not higher
among the chemotherapy pre-treated patients. It is not
possible to assess whether this was due to an absence of
impact of the dose or due to the initial dose reduction. In
recent studies, doses of carboplatin were determined
according to Area Under the Curve (AUC). This seems a
better mehtod of dose determination than according to
Body Surface Area, as was used in older studies, because
this older population of patients often have renal insuffi-
ciency and increased haematological toxicity.

In endometrial cancer, the response rate seems to be
increased with the use of cisplatin [6—8] compared with
carboplatin, but at the cost of considerable toxicity
resulting in a poorer quality of life. Green [13] showed a
long duration of response to carboplatin up to 814+
days, we also observed this, a maximum duration of
5303 days was obtained in our trial. Pending the
demonstration of agents capable of inducing more pro-
longed responses, the simplicity of outpatient treatment
and limited toxicity make carboplatin a good current
choice for frontline therapy [14].

Paclitaxel seems to be a good candidate for endo-
metrial cancer treatment (ORRs of 36 and 37% have
been reported) [20,21]. Data concerning its association
with cisplatin and carboplatin are shown in Table 6.
Combination with cisplatin appears active, but caused
an unacceptable incidence of neurotoxicity [22]. Main
toxicity observed with the combination of carboplatin
and paclitaxel was grade 3 or 4 haematological toxicity,
which did not require hospitalisation [23,24]. In combi-
nation with carboplatin and amifostine, six-month PFS
and OS compared very favourably with the historical
benchmark of cisplatin and doxorubicin chemotherapy,
with favourable toxicity profile [25]. According to all of
these data, it now needs to be demonstrated that this
combination has an advantage for the patient, concern-
ing not only the response rate, but also an improvement
of survival and quality of life. One ongoing French
randomised phase II study is comparing carboplatin
plus paclitaxel with cisplatin plus doxorubicin.

Our publication shows the results of an old phase II
trial with carboplatin in endometrial cancer. The num-
ber of included and evaluable patients is higher than
any of the previously published studies. Moreover, its
importance is still high because only a few phase II trials
with a low number of patients in each have been carried
out. This is the only study including patients receiving
carboplatin in the second-line. Responses were observed
in chemotherapy-naive patients and this leads us to
propose it as a first-line treatment. Toxicity was mild,
but more transfusions were required after radiotherapy.
The choice of the initial dose can be determined
according to whether the patient has received prior
radiotherapy treatment.

So, carboplatin is a good candidate in poly-
chemotherapy in first-line and/or in front-line therapy
for endometrial cancer.
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