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IMPORTANCE The efficacy of taxane plus platinum regimens has been demonstrated for
advanced or recurrent endometrial cancer; however, it has not been assessed in
postoperative adjuvant chemotherapy for endometrial cancer.

OBJECTIVE To evaluate the clinical benefit of taxane plus platinum compared with standard
doxorubicin plus cisplatin as postoperative adjuvant chemotherapy in endometrial cancer.

DESIGN, SETTING, AND PARTICIPANTS In this multicenter, open-label, phase 3 randomized
clinical trial, patients with endometrial cancer at high-risk stage I or II or stage III or IV that did
not extend beyond the abdominal cavity and had 2 cm or greater residual tumor were
included from 118 institutions in Japan from November 24, 2006, to January 7, 2011. Data was
analyzed from March 15, 2017, to June 30, 2017.

INTERVENTIONS Eligible patients were randomly assigned (1:1:1) to receive 6 cycles of
doxorubicin, 60 mg/m2, plus cisplatin, 50 mg/m2, on day 1; docetaxel, 70 mg/m2, plus
cisplatin, 60 mg/m2, on day 1; or paclitaxel, 180 mg/m2, plus carboplatin (area under the
curve, 6.0 mg/mL × min) on day 1 every 3 weeks.

MAIN OUTCOMES AND MEASURES The primary end point was progression-free survival.
Secondary end points were overall survival, occurrence of adverse events, tolerability,
and status of lymph node dissection.

RESULTS Among 788 eligible patients, the median (SD) age was 59 (22-74) years;
263 patients were assigned to doxorubicin plus cisplatin treatment, 263 patients to docetaxel
plus cisplatin treatment, and 262 patients to paclitaxel plus carboplatin treatment. The
number of patients who did not complete 6 cycles was 53 (20.1%) for the doxorubicin plus
cisplatin group, 45 (17.1%) for the docetaxel plus cisplatin group, and 63 (24.0%) for the
paclitaxel plus carboplatin group. Tolerability of these regimens were not statistically
different. After a median follow-up period of 7 years, there was no statistical difference of
progression-free survival (doxorubicin plus cisplatin, 191; docetaxel plus cisplatin, 208;
paclitaxel plus carboplatin, 187; P = .12) or overall survival (doxorubicin plus cisplatin, 217;
docetaxel plus cisplatin, 223; paclitaxel plus carboplatin, 215; P = .67) among the 3 groups.
The 5-year progression-free survival rate was 73.3% for the doxorubicin plus cisplatin group,
79.0% for the docetaxel plus cisplatin group, and 73.9% for the paclitaxel plus carboplatin
group, while the 5-year overall survival rates were 82.7%, 88.1%, and 86.1%, respectively.

CONCLUSIONS AND RELEVANCE There was no significant difference of survival among patients
receiving doxorubicin plus cisplatin, docetaxel plus cisplatin, or paclitaxel plus carboplatin as
postoperative adjuvant chemotherapy for endometrial cancer. Because each regimen showed
adequate tolerability but different toxic effects, taxane plus platinum regimens may be a
reasonable alternative to treatment with doxorubicin plus cisplatin.
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I nitial treatment for endometrial cancer is surgery, including
total hysterectomy. Risk factors for recurrence include deep
myometrial invasion, cervical stromal invasion, lymphovas-

cular invasion, tumor histology, extrauterine progression, and
distant metastasis.1 For patients with risk factors, postoperative
adjuvant therapy is indicated to reduce the risk of recurrence.
In patients with early disease, postoperative radiotherapy has
been shown to reduce local recurrence, but a survival benefit has
not been demonstrated.2-6 In patients with advanced disease,
postoperative systemic chemotherapy was shown to have a sur-
vival benefit comparable with radiotherapy.7

For advanced or recurrent endometrial cancer, doxorubicin
plus cisplatin has been the standard treatment regimen.8,9 From
the results of GOG122,7 doxorubicin plus cisplatin is also recom-
mended as the standard treatment regimen for adjuvant chemo-
therapy. More recently, taxanes such as paclitaxel and docetaxel
were reported to be effective,10,11 and paclitaxel has been com-
bined with platinum to form paclitaxel with doxorubicin plus
cisplatin12 and paclitaxel plus carboplatin.13 The interim analy-
sis of the GOG209 study14 showed the noninferiority of paclitaxel
plus carboplatin to paclitaxel with doxorubicin plus cisplatin.
However, the role of taxanes plus platinum as adjuvant chemo-
therapy has not been well established. A phase 2 study15 was con-
ducted to investigate various taxane plus platinum therapies for
treatmentofadvancedorrecurrentendometrialcancertoexplore
the clinical effects available as adjuvant therapy. The response
rate achieved with paclitaxel plus carboplatin, docetaxel plus cis-
platin, and docetaxel plus carboplatin were better than that of
doxorubicinpluscisplatinashistoricalcontrol.Amongtheseregi-
mens, paclitaxel plus carboplatin and docetaxel plus cisplatin
wereconsideredtowarrantfurtherexplorationinaphase3study.

Establishment of evidence and validation of the optimal
postoperative adjuvant chemotherapy regimen for endome-
trial cancer are important issues. We conducted a phase 3 ran-
domized clinical trial to compare taxane plus platinum with
doxorubicin plus cisplatin in patients with endometrial can-
cer that had risk factors for progression after surgery.

Methods
Study Design
This multicenter, open-label, phase 3 randomized clinical trial
was performed to determine if docetaxel plus cisplatin or pa-
clitaxel plus carboplatin was superior to doxorubicin plus cis-
platin or each other as adjuvant chemotherapy in patients with
endometrial cancer at a high risk of progression following sur-
gery. The primary end point was progression-free survival
(PFS), and the secondary endpoints were overall survival, oc-
currence of adverse events (AEs), tolerability of treatment, and
status of lymph node dissection. This study was designed by
the Japanese Gynecologic Oncology Group (JGOC) (protocol
number: JGOG2043) and carried out by JGOG institutions.

Patients
Eligible patients had histologically confirmed endometrial can-
cer that was classified as having a high risk of progression. Can-
cer with a high risk of progression was defined as being in stages

I or II16 with myometrial invasion exceeding half and histo-
logic grade 2 or 3 (including poor prognosis histologic types
such as serous, clear cell, and undifferentiated), as well as stage
III and IV cancers without metastasis beyond the abdominal
cavity. Other inclusion criteria were (1) patients who had un-
dergone total abdominal hysterectomy with bilateral salpingo-
oophorectomy and pelvic lymph node dissection in which the
residual tumor was 2 cm or less, (2) patients scheduled to re-
ceive chemotherapy within 8 weeks postsurgery, (3) patients
without prior chemotherapy or radiotherapy, (4) patients aged
between 20 and 74 years at registration, (5) patients having an
Eastern Cooperative Oncology Group performance status of 0
to 2, and (5) patients with adequate function of major organs
(eg, bone marrow, heart, liver, kidneys). Patients were ex-
cluded if they had sarcomatous component, serious compli-
cations, concurrent infection, or a simultaneous cancer or a
history of other cancer within the past 5 years.

Written informed consent was obtained from all patients
prior to enrollment in the study. This study was conducted in
accordance with the ethical principles of the Declaration of
Helsinki, and the protocol was approved by the institutional
review board of each participating clinical site prior to pa-
tient enrollment.

Randomization and Treatment
Eligible patients were randomly allocated by the JGOG data cen-
ter to 1 of 3 groups at a 1:1:1 ratio using surgical stage (I or II vs III
or IV) and tumor histology (G1 or G2 vs G3 or histology with a poor
prognosis) as stratification factors. For the doxorubicin plus cis-
platin regimen, doxorubicin, 60 mg/m2, was administered intra-
venously followed by intravenous infusion of cisplatin, 50 mg/
m2, over at least 2 hours on day 1. For the docetaxel plus cispl-
atin regimen, docetaxel, 70 mg/m2, was infused over 1 to 2 hours
followed by intravenous infusion of cisplatin, 60 mg/m2, over at
least2hoursonday1.Forthepaclitaxelpluscarboplatinregimen,
paclitaxel, 180 mg/m2, was infused over 3 hours followed by in-
travenous infusion of carboplatin (area under the curve, 6 mg/
mL × min) over at least 1 hour on day 1. For calculation of doses,
the upper limit of the body surface area was set as 2.0 m2. The

Key Points
Question Will taxane plus platinum regimens show superiority
over standard doxorubicin plus cisplatin in postoperative adjuvant
chemotherapy treatment of patients with high-risk early stage or
optimally debulked advanced-stage endometrial cancer?

Findings This multicenter, phase 3 randomized clinical trial
provides an analysis of progression-free survival in 788 patients on
postoperative taxane plus platinum regimens, including docetaxel
plus cisplatin or paclitaxel plus carboplatin, as compared with
doxorubicin plus cisplatin. Taxane plus platinum regimens did not
demonstrate a survival benefit over doxorubicin plus cisplatin,
though they were well tolerated and had different profiles of
toxicities from that of doxorubicin plus cisplatin.

Meaning This study indicates that taxane plus platinum regimens
can be an alternative to doxorubicin plus cisplatin in adjuvant
chemotherapy for patients with endometrial cancer that has risk
factors for progression.
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dose of carboplatin was calculated by Calvert formula using the
glomerular filtration rate as determined by Jelliffe formula, and
the upper limit was set at 1000 mg. Treatment was repeated ev-
ery 3 weeks for a total of 6 cycles unless disease progression or
unacceptable toxicity was observed. After completion of treat-
ment, new anticancer therapy was not permitted unless recur-
rence or progression occurred.

The protocol allowed the timing of administration and drug
doses to be changed in accordance with predefined rules. Ad-
ministration could be delayed up to 3 weeks to allow recov-
ery from AEs. The dose could be reduced by about 20% and
up to twice depending on the severity of AEs.

Study Assessments
Progression-free survival was defined as the time to recur-
rence, progression, or death from any cause, with the date of
study registration for randomization being day 1. Overall sur-
vival was defined as time to death from any cause, with the
date of study registration for randomization being day 1. Pa-
tients without such events or patients lost to follow-up were
censored at the latest survival date. Follow-up investigation
was performed every 6 months for at least 5 years.

Adverse events were documented from start of study treat-
ment through 30 days after the last treatment and were assessed
and collected based on the National Cancer Institute’s Common
Terminology Criteria for Adverse Events, version 3.0. To assess
treatmentstatus,thefollowinginformationwasrecorded:(1)dose
reduction, delay, or discontinuation and the reasons; (2) actual
total dose administrated; and (3) relative dose intensity. Relative
dose intensity was calculated as the ratio of the actual total dose
deliveredtothepredictedtotaldose.Thenumberoflymphnodes
dissected was also summarized.

Statistical Analysis
In accordance with the intention-to-treat principle, all ran-
domized patients were used for efficacy analysis. The goal of
this study was to perform all pairwise comparisons among 3
groups based on the primary end point, PFS. To avoid multi-
plicity for all of the 3 pairwise tests, the following testing pro-
cedure was planned in this study. First, the global null hypoth-
esis (eg, the PFS functions in all 3 groups were identical) was
tested using log-rank test with 2-sided P = .05 considered sta-
tistically significant. Second, only when the global null hy-
pothesis was rejected, all pairwise comparisons among the 3
groups were performed using log-rank with 2-sided P = .05 con-
sidered statistically significant.

Using data from a previous study,17 it was estimated that the
5-year PFS would be about 75% for patients on the doxorubicin
plus cisplatin regimen. Based on the results of previous
studies,15,17 if the hazard ratio (HR) of the current study treatment
(docetaxel plus cisplatin or paclitaxel plus carboplatin) vs doxo-
rubicin plus cisplatin for PFS is 63%, the study treatment would
be considered clinically significant. To robustly detect these clini-
cal improvements with 80% power, which is defined by the prob-
ability that the global null hypothesis and any paired null hypoth-
eses were rejected simultaneously, under the aforementioned
procedure in an enrollment period of 4 years and a follow-up pe-
riod of 5 years, 250 patients per treatment group were required

in 10 000 simulation studies. The recruitment target was 260 pa-
tients with 10 dropouts per treatment group.

Progression-free survival and overall survival curves were
estimated by the Kaplan-Meier method. Subgroup analysis of
PFS was carried out using a Cox proportional hazards model
to examine the effect of patient demographic factors on the
treatment effect. All patients who received at least one dose
of the study treatment were included in the safety analysis.
To assess AEs, the number of patients with AEs of each grade,
the number with grade 3 or higher AEs, and the incidence pro-
portions were calculated for each treatment group. A Mantel-
Haenszel test was performed for intergroup comparisons with
2-sided P = .05 considered statistically significant. To assess
treatment status, intergroup comparison of each parameter was
performed using Fisher exact tests. Statistical analyses were
carried out using SAS, version 9.3 (SAS Institute Inc).

Results
Subjects
A total of 788 patients were enrolled at 118 clinical sites from
November 24, 2006, through January 7, 2011. Patients were
randomized as follows: 263 patients to the doxorubicin plus
cisplatin treatment group, 263 patients to the docetaxel plus
cisplatin treatment group, and 262 patients to the paclitaxel
plus carboplatin treatment group. These patients were sub-
jected to efficacy analysis. Seven patients did not receive che-
motherapy, and safety analysis was performed in 781 pa-
tients after excluding these patients. Patient disposition is
shown in Figure 1. Baseline characteristics were balanced
among the 3 treatment groups, as summarized in eTable 1 in
the Supplement. Most patients had endometrioid carcinoma
and no residual tumor. In 454 of 788 (57.6%) patients, both pel-
vic and para-aortic lymph node dissection were performed.

The median number (range) of dissected lymph nodes was
24(1-83)inthepelvicregionand13(1-67) inthepara-aorticregion.
Pelvic lymph node metastasis was observed in 257 (32.7%) pa-
tients, while para-aortic lymph node metastasis was found in 122
(15.5%) patients. Lymph node metastasis was detected in
93 (35.4%) patients from the doxorubicin plus cisplatin group, 95
(36.1%) patients from the docetaxel plus cisplatin group, and 93
(35.5%) patients from the paclitaxel plus carboplatin group.

Efficacy
The final analysis was carried out after data cutoff on January
7, 2016. In the intention-to-treat analysis set (n = 788), the me-
dian follow-up period was 7 years. During the observation pe-
riod, 202 patients showed progression or death. Death was con-
firmed for 133 patients. The 5-year PFS was 73.3% in the
doxorubicin plus cisplatin group, 79.0% in the docetaxel plus
cisplatin group, and 73.9% in the paclitaxel plus carboplatin
group, with no significant differences among the 3 groups
(2-sided P = .12) (Figure 2A). Because uniformity of the PFS haz-
ard among the 3 groups was not rejected, comparison of PFS
between each pair of groups was not completed.

To identify subgroups responding to each study treatment,
PFS was analyzed in various patient subpopulations (Figure 3).
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Compared with the doxorubicin plus cisplatin group, the patient
subpopulations with better PFS in the docetaxel plus cisplatin
group were younger than 70 years (HR, 0.64; 95% CI, 0.43-0.93),
had no residual tumor (HR, 0.69; 95% CI, 0.47-0.99), had tumor
histologicgrade1or2(HR,0.54;95%CI,0.32-0.91),andwereposi-
tive for lymph node metastasis (HR, 0.62; 95% CI, 0.39-0.98).
Compared with the doxorubicin plus cisplatin group, the patient
subpopulation with better PFS in the paclitaxel plus carboplatin
group had lymph node metastasis (HR, 0.63; 95% CI, 0.40-0.99).
Conversely, the subpopulation with worse PFS in the paclitaxel
plus carboplatin group compared with the doxorubicin plus cis-
platingrouphadnolymphnodemetastasis(HR,1.63;95%CI,1.01-
2.61). No significant difference in PFS was found among the 3

groups divided by cancer stages I or II (doxorubicin plus cisplatin,
70 of 80 (87.5%) patients progression free; docetaxel plus cispl-
atin,75of80(93.7%)patientsprogressionfree;paclitaxelpluscar-
boplatin, 70 of 82 (85.4%) patients progression free; P = .23) and
by cancer stages III or IV (doxorubicin plus cisplatin, 121 of 183
(66.1%) patients progression free; docetaxel plus cisplatin, 133 of
183 (72.7%) patients progression free; paclitaxel plus carboplatin,
117 of 180 (65.0%) patients progression free; P = .29).

The 5-year overall survival was 82.7% in the doxorubicin
plus cisplatin group, 88.1% in the docetaxel plus cisplatin
group, and 86.1% in the paclitaxel plus carboplatin group with
no significant differences among the 3 groups (2-sided P = .67)
(Figure 2B).

Figure 1. Randomization and Follow-up of Participants
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2 Did not receive
chemotherapy

2 Did not receive
chemotherapy
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261 Safety analysis 261 Safety analysis 259 Safety analysis
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4 Disease progression
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45 Discontinued protocol treatment
6 Disease progression
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than toxic effects
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199 Completed protocol treatment
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63 Discontinued protocol treatment
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0 Death
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5 Other

Figure 2. Progression-Free Survival and Overall Survival of the Study Cohort

0

No. at risk

0 2 3 5 74 6 8 109

100

75

Pr
og

re
ss

io
n-

Fr
ee

 S
ur

vi
va

l, 
%

Years

50

25

1

AP
DP

5-Year progression-free survival among groupsA

TC

263 211 197 190 101195 156 38 5232
263 224 218 205 99210 164 44 2240
262 219 198 190 88192 142 35 5239

0

No. at risk

0 2 3 5 74 6 8 109

100

75

O
ve

ra
ll 

Su
rv

iv
al

, %

Years

50

25

1

AP
DP

5-Year overall survival among groupsB

TC

263 240 229 213 107218 172 40 5252
263 245 237 227 105230 177 46 2255
262 245 238 219 103225 169 43 6255

AP
DP
TC

0 2 3 5 74 6 8 10910 2 3 5 74 6 8 1091

AP
DP
TC

Following a 2-sided log-rank test after a median follow-up period of 7 years,
among patients in the doxorubicin plus cisplatin (AP) treatment group,
docetaxel plus cisplatin (DP) treatment group, and paclitaxel plus carboplatin
(TC) treatment group, there was no statistical difference of progression-free

survival (A) (AP, 72 of 263 patients; DP, 55 of 263 patients; TC, 75 of 262
patients; P = .12) nor overall survival (B) (AP, 46 of 263 patients; DP, 40 of 263
patients; TC, 47 of 262 patients; P = .67).
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Extent of Exposure
Delivery of treatment is shown in Figure 1. The median num-
ber of cycles was 6 (range, 0-6) in all groups. Protocol treat-
ment was discontinued by 53 patients (20.2%; 95% CI,
15.5%-25.5%) in the doxorubicin plus cisplatin group, 45
patients (17.1%; 95% CI, 12.8%-22.2%) in the docetaxel plus

cisplatin group, and 63 patients (24.0%; 95% CI, 19.0%-
29.7%) in the paclitaxel plus carboplatin group (P = .14). A
total of 1419 of 1578 cycles (89.9%; 95% CI, 88.3%-91.4%)
were completed in the doxorubicin plus cisplatin group,
1425 of 1578 cycles (90.3%; 95% CI, 88.7%-91.7%) in the
docetaxel plus cisplatin group, and 1385 of 1572 cycles

Figure 3. Subgroup Analyses of Progression-Free Survival
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(88.1%; 95% CI, 86.4%-89.7%) in the paclitaxel plus carbopl-
atin group (P = .10).

The number of patients in whom treatment was delayed was
188 (72.0%; 95% CI, 66.2%-77.4%) in the doxorubicin plus cis-
platin group, 108 (41.4%; 95% CI, 35.3%-47.6%) in the docetaxel
plus cisplatin group, and 180 (69.5%; 95% CI, 63.5%-75.1%) in the
paclitaxel plus carboplatin group (P < .001). The number of treat-
ment cycles delayed because of AEs was 76 (29.0%; 95% CI,
26.7%-31.5%) in the doxorubicin plus cisplatin group, 23 (8.7%;
95% CI, 7.3%-10.3%) in the docetaxel plus cisplatin group, and
60 (23.0%; 95% CI, 20.8%-25.3%) in the paclitaxel plus carbo-
platin group (P < .001). In addition, the number of patients with
dosereductionwas77(29.5%;95%CI,24.0%-35.4%)inthedoxo-
rubicin plus cisplatin group, 56 (21.5%; 95% CI, 16.6%-26.9%) in
the docetaxel plus cisplatin group, and 72 (27.8%; 95% CI, 22.4%-
33.7%) in the paclitaxel plus carboplatin group (P = .09). A total
of 99 of 1419 cycles (7.0%; 95% CI, 5.7%-8.4%) with dose reduc-
tion were completed in the doxorubicin plus cisplatin group, 65
of 1425 cycles (4.6%; 95% CI, 3.5%-5.8%) in the docetaxel plus
cisplatin group, and 92 of 1385 cycles (6.6%; 95% CI, 5.4%-8.1%)
in the paclitaxel plus carboplatin group (P = .01).

Mean (SD) relative dose intensity was 86.7% (11.7%) for
doxorubicin and 88.5% (10.6%) for cisplatin in the doxorubi-
cin plus cisplatin group, 92.6% (10.3%) for docetaxel and 92.9%
(9.9%) for cisplatin in the docetaxel plus cisplatin group, and
86.4% (12.2%) for paclitaxel and 87.5% (11.5%) for carbopl-
atin in the paclitaxel plus carboplatin group. For all of these
indices, treatment with docetaxel plus cisplatin was superior
to the other treatment groups.

Safety
One patient died of an AE (suspected myocardial infarction) in
the doxorubicin plus cisplatin group. Discontinuation of treat-
ment because of AEs was most frequent in the paclitaxel plus car-
boplatin group and was required in 17 (6.5%) patients in the doxo-
rubicin plus cisplatin group, 15 (5.7%) patients in the docetaxel
plus cisplatin group, and 32 (12.2%) patients in the paclitaxel plus
carboplatin group. Treatment-related AEs of grade 3 or higher
with a frequency of approximately 5% or greater are summarized
for each treatment group in eTable 2 in the Supplement. Leuko-
penia, neutropenia, febrile neutropenia, and anemia were milder
in the docetaxel plus cisplatin group and the paclitaxel plus car-
boplatingroupthaninthedoxorubicinpluscisplatingroup.How-
ever, thrombocytopenia was significantly more frequent in the
paclitaxel plus carboplatin group. Gastrointestinal symptoms
such as anorexia, nausea, vomiting, and diarrhea were more fre-
quent with cisplatin regimen (doxorubicin plus cisplatin and do-
cetaxel plus cisplatin) than with paclitaxel plus carboplatin treat-
ment, while myalgia and neurotoxicity were more frequent with
paclitaxel plus carboplatin treatment.

Discussion
ThepresentstudywasdesignedtocomparePFSbetweenpatients
treated with taxane plus platinum regimens (docetaxel plus cis-
platin and paclitaxel plus carboplatin ) and doxorubicin plus cis-
platin, which is standard postoperative adjuvant chemotherapy

forendometrialcancer.Althoughthesuperiorityofdocetaxelplus
cisplatin and paclitaxel plus carboplatin over doxorubicin plus
cisplatin was not demonstrated, we found that the 3 regimens
were comparable in therapeutic effect. The same findings were
obtained for overall survival, a secondary end point.

The factors associated with a high risk of progression in this
study correspond to intermediate risk, high-intermediate risk,
highrisk,andpartofadvanceddiseaseaccordingtotheEuropean
Society for Medical Oncology/European Society of Gynaecologi-
cal Oncology/European Society for Radiotherapy and Oncology
consensus conference.1 The indication for adjuvant therapy has
varied in other clinical studies. In an Italian study18 and the
JGOG2033 study,19 patients had stage IC cancer with myometrial
invasion exceeding half through stage III. In a study of 2 random-
ized clinical trials,17 one trial (NSGO EC-9501/EORTC-55991) en-
rolled patients who had cancer in stage I, stage II, stage IIIA with
positive cytology, and stage IIIC with positive pelvic lymph node
metastasis, while the other trial (MaNGO ILIADE-III) enrolled pa-
tients who had cancer in stage IIB through III (excluding stage
III with positive cytology). In the GOG122 study,7 patients had
stage III cancer with less than 2-cm residual tumor and stage IV
cancer. The present study encompassed the patient population
investigated in previous phase 3 studies of adjuvant therapy. Ac-
cordingly, the results can be extrapolated to the majority of pa-
tients who require adjuvant therapy. In this study, 5-year PFS was
73.3% in the doxorubicin plus cisplatin group, and the result was
within the expected range. In the Italian study,17 JGOG2033, and
GOG122, 5-year PFS was 63%, 81.8%, and 42%, respectively, for
the chemotherapy group.7,18,19 Integrated analysis of NSGO
EC-9501/EORTC-55991andMaNGOILIADE-IIIshowed5-yearPFS
of 78%, and GOG184 showed 62% to 64% 3-year PFS for the ra-
diation plus subsequent chemotherapy group.17,20 Thus, the re-
sults of the present study were favorable compared with previ-
ous investigations of adjuvant therapy.

In previous phase 3 studies, lymph node dissection was only
an option for staging,7,17-20 and lymph node dissection did not
extend survival time in patients with early stage cancer.21,22 On
the other hand, the number of dissected lymph nodes was cor-
related with detection of metastasis and a better prognosis.23,24

It was also reported that additional para-aortic lymph node dis-
section might contribute to an improved prognosis,25,26 and the
phase 3 trial to investigate the survival benefit of para-aortic
lymph node dissection is in progress.27 In this study, lymph node
dissection may have contributed to improved overall prognosis,
thus offsetting the expected differences between regimens.
Meanwhile, subpopulation analyses showed that the PFS of pa-
tientswithlymphnodemetastasiswasbetterwithdocetaxelplus
cisplatin or paclitaxel plus carboplatin treatments than doxoru-
bicin plus cisplatin treatment. As adjuvant therapy for patients
with breast cancer and lymph node metastasis, docetaxel or pa-
clitaxel combined with anthracycline was shown to be effective,
which suggests affinity of taxanes for lymph nodes.28-30 Exten-
sive and careful lymph node dissection plus chemotherapy that
includes a taxane may be an effective treatment option for pa-
tients with a risk of lymph node metastasis.

The incidence of AEs in each treatment group was compa-
rable with those previously reported.7-9,15 Doxorubicin plus cis-
platin was mainly associated with hematological and gastroin-
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testinal toxicities. Neurotoxicity is a dose-limiting toxicity for pa-
clitaxel plus carboplatin, and it showed a similar trend to the
toxicity of paclitaxel with doxorubicin plus cisplatin.12,20,31,32 Do-
cetaxel plus cisplatin was associated with gastrointestinal
toxicity, but hematological toxicity was mild. Neutropenia is a
dose-limiting toxicity of docetaxel or its combination with
carboplatin,15,33 butitseemstobereducedbydocetaxelcombined
withcisplatin.34,35 Althoughthecompletionrateinthisstudywas
similar to or better than in previous studies,7,18-20 docetaxel plus
cisplatin appears to be more tolerated than the other regimens.

Conclusions

In conclusion, taxane plus platinum regimens did not demon-
strate a survival benefit over treatment with doxorubicin plus cis-
platin; therefore, doxorubicin plus cisplatin remains the standard
postoperative adjuvant chemotherapy regimen for endometrial
cancer at a high risk of progression. Nevertheless, considering
efficacy and tolerability, taxane plus platinum regimens may be
an alternative to treatment with doxorubicin plus cisplatin.
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