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KEY QUESTIONS In
Endometrial Cancer

1. WHO TO TREAT?

2. HOW TO TREAT?




Who to Treat?

.Stage

.Myometrial invasion
.Grading

.Capillary-space invasion
Age

Histology



Who to Treat?

5—years survival 1T FIGO Annual Report
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Creasman WT, et al. Int J Gynaecol Obstet. 2006;95 Suppl 1:S105-S143.
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How to Treat?

ADJUVANT OPTIONS

X RADIATION
x EBRT (external beam radiotherapy)
x VBT (vaginal brachytherapy)

x CHEMOTHERAPY

x COMBINED MODALITY



Randomized Clinical Trials of EBRT

X Aalders? 1980
x Soderini? Unpublished
x PORTEC-13 {0[0]0
x GOG 994 2004
x PORTEC-25° 2008
x ASTECS 2009

1. Aalders J, et al. Obstet Gynecol. 1980;56(4):419-427. 2. Soderini A, et al. J Gynecol Cancer. 2003;13(Suppl
1): Abstract Po147. 3. Creutzberg CL, et al. Lancet. 2000;355(9213):1404-1411. 4. Keys HM, et al. Gynecol

Oncol. 2004;92(3):744-751. 5. Nout RA, et al. J Clin Oncol. 2008;26(May 20 Suppl): Abstract LBA5503. 5. The
ASTEC/EN.5 writing committee on behalf of the ASTEC/EN.5 Study Group. Lancet. 2009;373(9658):137-146.



Adjuvant EBRTO Trends

x REDUCING INDICATION FOR EBRT
LOW RISK: No therapy
INTERMEDIATE RISK: No therapy or VBT

x HIGH-RISK patients: More distant metastases
and poorer prognosis
Role of chemotherapy?




What Is the Evidence
for Chemotherapy?



Randomized Clinical Trials of CT

X Maggit 2006
X Susumu? 2008
x Randall3 2006

x NSGO EC-9501/EORTC-5599145
ILIADE R35

X

1. Maggi R, et al. Br J Cancer. 2006;95(3):266-271. 2. Susumu N, et al. Gynecol Oncol. 2008;108(1):226-233.
3. Randall ME, et al. J Clin Oncol. 2006;24(1):36-44. 4. Hogberg T, et al. J Clin Oncol. 2007;25(18S): Abstract
5503. 5. Hogberg T, et al. Presented at: Nordic Society of Gynecological Oncology Annual Meeting; 12-13
June 2008: Reykjavik, Iceland.



Randomized Trials (1)

Adjuvant chemotherapy versus
radiotherapy in high risk endometrial
carcinoma: results of a randomized trial

FIGO stage IC G3, || G3 with myometrial
Invasion >50%, and Il

Endometrioid histology

Maggi R, et al. Br J Cancer. 2006 ;95(3):266-271.
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Randomized Trials (1)

Cumulative Incidence of Distant Metastases
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Maggi R, et al. Br J Cancer. 2006 ;95(3):266-271.



Randomized Trials (2)

Available online at www.sciencedirect.com
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ELSEVIER Gynecologic Oncology 108 (2008) 226 -233

www. clseviercomylocata'y oyno

Randomized phase III trial of pelvic radiotherapy versus cisplatin-based
combined chemotherapy in patients with intermediate- and high-risk

endometrial cancer: A Japanese Gynecologic Oncology Group study ™

o i {1 ol )= F . ¥ ' * ]
Nobuyuki Susumu®, Satoru Sacae **. Yasuhiro Udagawa °, Kenji Niwa “,
Hiroyuki Kuramoto ©, Shinji Satoh L Ryuichi Kudo #

Susumu N, et al. Gynecol Oncol. 2008;108(1):226-233.



Randomized Trials (2)

Among 120 patients in a high/intermediate-
risk group defined as

- Stage IC >70 years old or stage IC G3
- Stage Il or IlIA (positive citology)

The CAP group had a significantly higher

PFS rate (83.8% vs 66.2%, P =.024) and
higher OS rate (89.7% vs 73.6%, P = .006)

Susumu N, et al. Gynecol Oncol. 2008;108(1):226-233.
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Randomized Phase III Trial of Whole-Abdominal

Irradiation Versus Doxorubicin and Cisplatin

Chemotherapy in Advanced Endometrial Carcinoma:
1c O gy Group Study

s L. Filiach, Hysnan Muss Wick M. Spirtes. Robent 5. Manmel, ffrey Fowler,

ERT 30 Gy +
——) 15 Gy booSt to pelvis +

paraortic nodes

STAGE llI-IV
RT<2 cm

N =422
CDDP 50 mg/m? +

—— DOX 60 mg/m? every

3 weeks for 8 cycles

FIGO stage lll or IV
Any histoloqy (25% type 2)
Residual tumor <2 cm after surgery (16%)

To T I

Randall ME, et al. J Clin Oncol. 2006;24(1):36-44.



Survival by Treatment

Treatment Group  Alive Dead Total
— WA 76 126 202
- AP 98 96 194
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Randall ME, et al. J Clin Oncol. 2006;24(1):36-44.



Very Hight Risk Patients ICG3 Il, llI

ARadiotherapy improve local control

AChemotherapy improve distant control

Alt seems reasonable to combine both:
ANSGO/EORTC

APORTEC-3

AILIADE R3



NSGO EC-9501/EORTC-55991 E

Randomization

Radical
surgery

-FIGO stage: | 7 lIC (pelvic only) considered at
sufficiently high risk for micrometastatic disease
- Non-endometrioid hystotypes allowed

- Lymph-node exploration optional

Hogberg T, et al. J Clin Oncol. 2007;25(18S): Abstract 5503.



A Randomized Phase Il Study on Adjuvant
Treatment with Radiation £ Chemotherapy in Early-
Stage High-Risk Endometrial Cancer
MANGO-ILIADE 3 Study

— XRT + BRT if FIGO stage IIB-11IB=
9-yrs PFS = 69%
N =156 P =.008

AP x 3 g 3 weeks + XRT
S5-year PFS = 78%
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- Surgically staged 11B, IlIA-11IC endometrioid
carcinomas (lllA for only positive peritoneal
citology not allowed)



