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Locally Advanced Endometrial Cancer (III/IVA)

• Endometrial cancer statistics:
• 61,380 cases
• 10,920 deaths

• Stage III/IVA EC -heterogeneous group -10-15% of all cases, account 
for >50% of deaths

• Five-year survival ranges from 50-70%
• High risk of local (~ 20-30%) and systemic recurrence (~40%)
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Chemo-Radiation for Endometrial Cancer
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Clinical trial Stage Treatment arms
Local 
recurrence

Distant 
recurrence 5 yr Survival

GOG 122 III/IVA WAI vs. AP WAI     13%
AP       18%

WAI    38%
AP      32%

WAI     42%
AP       53%  

GOG 184 III/IVA EBRT  followed by 
AP vs. TAP 10% 30%

(5 yr RFS)
AP       56% 
TAP     59%

Maggi IC/II/III EBRT vs. CAP EBRT 12%
CAP     15%

EBRT  26%
CAP 20%

EBRT  69%
CAP    66%

Portec III
High risk 
stg I + 
stg II/III

Cis-RT+ CTX4 vs. 
EBRT

CRT 75.5%
RT 68.6%

CRT 81.8%
RT 76.7%

Randall, JCO, 2006;24:36-44
Homesley, Gynecology Oncology, 112 (3), 543-552, 2009
Maggi R et al.  Br J Cancer 2006; 95:266-71
SM de Boer, Lancet Oncology 2018
SM de Boer, Lancet Oncology 2019

WAI = whole abdominal 
irradiation
EBRT=external beam 
radiotherapy
AP=doxorubicin + cisplatin

TAP=paclitaxel + doxorubicin + 
cisplatin
CAP=cyclophosphamide+ 
doxorubicin + cisplatin, 
RFS=Recurrence-Free Survival



Research Hypothesis

Combined systemic chemotherapy and tumor volume directed radiotherapy
(C-RT) improves recurrence- free survival and overall survival compared to
systemic chemotherapy alone (CT) in patients with surgically staged III/IVA
uterine cancer.
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Study Schema
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Regimen 1: C-RT (n=407)

Cisplatin 50 mg/m2 IV Days 1 and 29 plus Volume-directed 
radiation therapy (45Gy+/- brachytherapy)
followed by 
Carboplatin AUC 5* plus Paclitaxel 175 mg/m2 q 21 days for 4 
cycles with G-CSF support 
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Regimen 2: CT (N=406)

Carboplatin AUC 6 plus Paclitaxel 175 mg/m2

q 21 days for 6 cycles

TAH/BSO,  Pelvic and para-aortic lymph 
node sampling optional

Eligibility:
Surgical Stage III or IVA EC (FIGO 2009) 
Stage I or II clear cell or serous EC + cytology 
GOG Performance Status of 0-2
Adequate organ function

Ineligible Patients 
Carcinosarcoma
Recurrent EC
Residual tumor after surgery  > 2 cm

CT scans q 6months X 2 years, q 12 months X 3 years
Stratification:
Age >/< 65
Gross residual disease

Open: 6/29/2009
Closed: 7/28/2014



Study Objectives
Primary Objective:

To determine if C-RT increases recurrence-free survival (RFS) vs. CT.

Secondary Objectives: 
To determine if C-RT reduces the rate of death (i.e., increases survival) when

compared to CT.
To compare acute and late adverse effects of C-RT and CT.
To determine patient-reported quality of life during and following treatment.
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Patient Enrollment & Randomization
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Enrollment period: 6/29/2009-7/24/2014
Data cut off 3/9/2017
Median FU 47 months

Matei et al, NEJM, 2019



Patient Characteristics
Characteristic Chemoradiotherapy (N = 370) Chemotherapy Only (N = 366)
Mean age (range) — yr 60.5 (31–88) 60 (31–85)
Race — no. (%)†
White 291 (78.6) 279 (76.2)
Black 37 (10.0) 42 (11.5)
Asian, other, or not specified 42 (11.4) 45 (12.3)
GOG performance status score — no. (%)‡
0 278 (75.1) 268 (73.2)
1 88 (23.8) 96 (26.2)
2 4 (1.1) 2 (0.5)
FIGO stage — no. (%)§
I or II 6 (1.6) 10 (2.7)
IIIA 70 (18.9) 81 (22.1)
IIIB 12 (3.2) 13 (3.6)
IIIC1 189 (51.1) 166 (45.4)
IIIC2 90 (24.3) 93 (25.4)
IVA 3 (0.8) 3 (0.8)
Histology and grade — no. (%)
Endometrioid, grade 1 87 (23.5) 79 (21.6)
Endometrioid, grade 2 103 (27.8) 118 (32.2)
Endometrioid, grade 3 64 (17.3) 61 (16.7)
Serous 66 (17.8) 65 (17.8)
Clear cell 10 (2.7) 12 (3.3)
Mixed epithelial or other 40 (10.8) 31 (8.5)
Gross residual disease — no. (%)
Absent 360 (97.3) 359 (98.1)
Present 10 (2.7) 7 (1.9)
Median BMI (range)¶ 32.0 (11.2–65.3) 32.9 (18–60.2)
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Recurrence-Free Survival

Matei et al, NEJM, 2019
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Overall Survival

Data cut-off 03/09/2017  Data not mature for final analysis

•

Kaplan Meyer OS Distribution Estimates

Median follow up 112 months
(max 155 months)

Total number of deaths: 259
CT: 125

C-RT: 134

HR=1.05 (95% CI 0.82=1.34)



Overall Survival: Potential Predictive Factors



Conclusions
• Chemo-RT did not improve OS compared to chemotherapy (HR=1.05; 95%

CI 0.82-1.34).
• Chemo-RT did not improve OS in any subgroup (stage, histology, BMI,

residual disease, age)
• Chemo-RT did not improve PFS compared to chemotherapy (HR=0.9, CI

0.74-1.1—previously reported).
• Chemo-RT reduced the incidence of vaginal, pelvic, and para-aortic

recurrences vs. CT, but distant recurrences were more common with C-RT
(previously reported).
• Molecular predictors of PFS or OS: not yet studied.
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