Annika Auranen

Postoperative Therapy In Endometrial Cancer -
Endocrine Therapy

NSG0



Disclosures

* Consultancy, Advisory Board: GSK, MSD

* Participation as investigator in clinical trials: MSD, Roche, GSK, Tesaro,
Mersana, Incyte

e NSGO-CTU Foundation Board member



The role of endocrine therapy in EC management
- what do the guidelines say?
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The role of endocrine therapy in EC management
- what do the guidelines say?

* Hormone receptor status is not a feature in molecular classification

* In pathological guideline:

» Required ancillary techniques (IHC for p53, MSH-6 and PMS-2,
complemented with MLH-1 and MSH-2, MLH-1 promoter
methylation analysis in cases of MLH-1/PMS-2 decrease
expression). Additional immunohistochemical markers may be
important for pathologic diagnosis (PTEN, p16, ER, Napsin A,
Racemase, Pax8, E-Cadherin) or prognosis (L1CAM).




When is endocrine therapy
indicated/potentially useful?

Systemic treatment for recurrent disease

Hormonal treatment results in a response rate of up to 55% in
advanced/recurrent endometrial carcinoma.” Low-grade, slowly
progressing, hormone receptor-positive tumors appear to gain
the greatest benefit from treatment; however, clinical benefit has
also been observed in patients with hormone receptor-negative
tumors.>” Progestogens are generally recommended.>” Alterna-
tive options include aromatases inhibitors, tamoxifen, and fulves-
trant. In the PARAGON trial a response rate of 7% and a clinical



What kind of endocrine therapy?

Recommendations

» Hormone therapy is the preferred front-line systemic therapy
for patients with low-grade carcinomas without rapidly
progressive disease (ll, A).

» Progestogens (medroxyprogesterone acetate 200 (—300) mg
and megestrol acetate 160 mg) are recommended (lll, A).

» Alternative options for hormonal therapies include aromatases
inhibitors, tamoxifen, fulvestrant (lll, C).
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Histology/Grade
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In patients without prior chemotherapy,

the response rate of everolimus+letrozole

was 47 % and median PFD 28 months
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Fig 3. a - Progression-free survival by regimen. b - Overall survival



ENGOT-EN3/NSGO-PALEO

/ \ Randomization: 1:1 ARM A
ndomization: 1: Letrozole, 2.5mg d 1-28 every 28 days
Placebo 125mg d 1-21 every 28 days

Endometrial Cancer =78

Primary stage 4 or Until :
relapsed disease L Progression
Randomize
ER positive ARM B
endometrioid Letrozole, 2.5mg d 1-28 every 28 days
adenocarcinoma Palbociclib 125mg d 1-21 every 28 days

\ / Until progression

PFS Median 8.3 vs 3.0 months
DCR at 24 weeks: 64% vs 38 %



What do we know about the role of
endocrine therapy as relapse prevention?

* The main target group would be stage |-l EC without high risk features
(NSMP)

* However, the relapse rate of these cancers is so low and 5-year survival
rate so good (90-95%), that very large studies would be needed to show
a possible survival effect
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Fig. 1. Acturial analysis of overall survival in 388 patients with surgically pretreated endometrial cancer stages I and II (Kaplan—-Meier; log rank;
P=0.7). (M) Control group (23/134); () tamoxifen treatment (18/121); (A) MPA treatment (23/133).



Take home message

* Endocrine therapy has definitely a role in the management of women
with slowly progressing low grade EC - there are good possibilites for
response, and the treatment is well tolerated

* Combinations including targeted drugs (such as CK4/6 inhibitors or
PI3K/Akt/mTOR pathway inhibitors) + endocrine therapy might
further improve response rates in treatment of recurrent disease

* There is no evidence, that adjuvant treatment for relapse prevention
with hormonal treatments would be beneficial



