Endometrial Cancer
Chemotherapy

e Loco regional Endometrial Cancer

— Low Risk
e Stage IA, gradel
— Intermediate Risk
o |A, IB, Il
— High Risk
e Stage lll

e Metastatic disease




Endometrial Carcinoma

e High Risk Disease
— Stage Il
— Surgery alone Relapse rates > 50%

e GOG Protocol 122

— Stage llI-1V disease

— Cytoreductive Surgery followed by
* WAI
e Or Chemotherapy




Endometrial Carcinoma
Chemotherapy Active Agent (>15% RR)

Agent Pts. RR
Doxorubicin PASLS
Epirubicin 27
Cispplatin 86
Carboplatin 52
Paclitaxel 47




Protocol 122: Survival

Treatment Group  Alive Dead Total
WAI 82 120 202
104 90 194

12 24 36 48
Months on Study




Two Drugs versus Three Drugs

Recurrence —Free Survival
By Randomized Treatment




Three drugs better if Gross Residual
BIN:EN=

Recurrence —Free Survival
By Regimen and Residual Tumor Status
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Rx/GRD Alive,RFFailed Total
_____ CD/No GRD 155,

CDP/No GRD 163 87 250

CD/GRD 45 2725
.. CDPI/IGRD 128 20 vad

12 24 36
Months from Randomization




GOG # 209
Three Drugs versus Two Drugs

Median OS (months)
TAP 403
TC 365
HR 105

Adjusted 90% upper confidence limit for the death hazard ratio (HR) of TC
relative to TAP was 1.16 and excludes the inferiority region bounded at 1.2




NSGO EC-9501/EORTC 55991
RT vs CT RT in operable endometrial cancer

Cis+ Dox, CDP, Pacli+carbo

Stage |,

Stage Il occult
Stage IlIA

Stage IlIC

RO resection must
Serous

clear cell
anaplastic

Randomized
n=383

191 allocated to RT

182 received RT 244 Gy
4 received RT <44 Gy
2 did not receive BT
3 unknown if they received RT

L

5 excluded

2 randomized to BT lost after
randomization before treatment
could be given

1 randomized to RT and 1 10
RT-CT lost after reassessment
of pathology after randomization
- no data

1 randomized to RT-CT wrongly
included (St IC) before amend-
ment I, no data

187 allocated to RT-CT

178 received RT 244 Gy
3 received RT <44 Gy
3 did not receive AT
3 unknown if they received RT

1386 received 4 cycles of CT
19 received 3 cycles of CT
3 received 2 cycles of CT
B received 1 cycle of CT
18 did not receive CT
3 unknown if they received CT

1 received neither BT nor CT

Analyzed (n=191}

| [ Analysis

)

Analyzed (n=187)




Combined Analysis
NSGO/EORTC/MANGO ILIADE

Probability
1.00

HR .69 (95 % Cl .46 - 1.03) p=.07

0

Number at risk

RT 267 185 154
RT+CT 267 202 166




Endometrial Carcinoma

* Progestational Agents

Receptor Response PFl Survival
R+ PR + 40% 3.5m 13.5m
R+ PR- 12% 4.5m 9.0m

R- PR- 12% 2.5m 9.5m

Overall 18% 4.0m 10.5m




Endometrial Cancer
biological agents other than hormones

* Anti-angiogenesis
— Bevacizumab with chemotherapy
— NRG/GOG 86P trial, MITO END 2 trial
— More evidence needed

* Angiokinase inhibitors
— Brivanib
— Nintedanib

 Her2 directed therapies

 PI3K/PTEN/MTOR inhibitors




Endometrial Carcinoma

 Treatment by Disease Characteristics
— Locoregional Disease

e Low risk Surgery Alone

e Intermediate Risk Surgery +/- Vaginal RT
? Chemotherapy

e High Risk Surgery + Chemotherapy
?RT

— Disseminated Disease Chemotherapy




