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ENDOMETRIAL CANCER

The most common gynaecological tumor in developed countries
The only gynaecologic cancer with rising incidence and mortality
The increased of mortality could be caused by an inaccurate risk stratification

While patients diagnosed at an early stage have an excellent prognosis, those diagnosed at a late stage have a 5-year survival rate of only 17%

Estimated number of new cases in 2020, corpus _uteri, all ages
o
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Bokhman's classification The Cancer Genome Atlas Research Network ESGO/ESTRO/ESP guidelines for the management of FIGO Staging System for EC
patients with endometrial carcinoma
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TGCA PROJECT: NEW OPPORTUNITIES IN EC

Integrated Genomic Characterlzation of Endometrlal Carcinoma

Non- Endometrial
S adenocarcinoma 2014%3

Nature. 2013 May 2; 497(7447): 67-73
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MacKay. Oncotarget. 2017884579, Leén-Castlo. CO. 2020,38:3388.
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TCGA: not feasible in a clinical context or single patient setting!!
ProMisE (Proactive Molecular Risk Classifier for endometrial cancer)
Trans PORTEC international consortium

* Vermij 2020: IHC p53, MSH-6, PMS-2, + somatic mut POLE (exons 9,11,13,14) REVIEW
More reproducibile, using Immunohistochemistry and NGS

Incorporation of molecular characteristics into endometrial

- i i pectively!
TCGA, ProMisE and TransPORTEC validated retrospectivel cancer management

Ongoing PORTEC 4|a study (randomized trial of molecular-profile-based vs standard
recommendations for adjuvant RT in early stages EC)

q . . . Lisa Vermij,'(® Vincent Smit," Remi Nout® & Tjalling Bosse'
* Combine traditional pathologic and molecular results seems ideal. ' Department of Pathology, Leiden University Medical Center, and *Department of Radiation Oncology, Leiden
University Medical Center, Leiden, the Netherlands

POLE (ultramutated) mutation pathogenic variants in the catalytic

SUbUnIt Of DNA POIymerase epSI|0n' performed using NGS Endometnoid Endometrial Carcinoma (EEC)

Histology Serous Endometrial Carcinoma (SEC), Clear Cell Carcinoma (CCC)
Mismatch repair deficient (MMRd) abnormal expression of one or B i B o]
more mismatch repair proteins by IHC, which is highly concordant , POLE p;;“o/qenlc p&&wmm or
with MSl-instabily status FoLE s oD _

Molecular '.e:stlrg not done
p53 abnormal (p53abn) exhibiting aberrant p53 . This group largely ‘ M —
corresponds to the “copy number-high/serous-like” TCGA group MR st sadivass T :
&

No specific molecular profile (NSMP) exhibiting normal p53 and 058 slabued p53 widtype p53 mutant ggg :gz
MMR expression by IHC and no mutations in the exonuclease domain CCC. NOS
of POLE, analogous to the “copy number low” subgroup in the TCGA J, J'

‘(J”ai'f:;:;’ | Ec. PoLEmU ] [ EC. MMRd } [ EC. NSMP ] [ EC. p53mut I
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WHO classification 2020

- Endometrial epithelial tumours and precursors

Female Genital Endometrial hyperplasia without atypia

Tumours 8320/2 __ Atyoical hyperolasia of the endometrium

8380/3 Endometrioid adenocarcinoma NOS
POLE-ultramutated endometrioid carcinoma
Mismatch repair-deficient endometrioid carcinoma
p53-mutant endometrioid carcinoma
No specific molecular profile (NSMP) endometrioid

carcinoma

8441/3  Serous carcinoma NOS

8310/3 Clear cell adenocarcinoma NOS

8020/3 Carcinoma, undifferentiated, NOS

8323/3 Mixed cell adenocarcinoma

9110/3 Mesonephric adenocarcinoma

8070/3 Squamous cell carcinoma NOS

8144/3  Mucinous carcinoma, intestinal type

9111/3* Mesonephric-like adenocarcinoma

8980/3 Carcinosarcoma NOS

Associazione Italiana
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MOLECULAR SUBTYPING OF EC

Most favorable prognosis
‘ TGCA, Nature 2013
rrovsus PFS

KRAS 53%
PIK3CA 71% <10%
PIK3R1 65% .
ARIDIA 76%
FRXWT 82%
ARIDSB 47%

100
1
b
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PTEN 77%
CTNNB1 52%
NSMP s
PI3KR1 33%
ARIDIA 42%

Log~rank P = 002

PTEN 88% & = 8 POLE (Utra-mutated)

KRAS 35% 8 MSI (Hyper-mutated)
MS| PIKICA 71% 25-30% 8 Copy-number low (Endometrioid)

RPL22 33% o-408 -number high (Serous-like
PI3KCA 54% Sopy Qh !

PIKIR1 40 % y y y v ' '
ARIDIA 37% 0 20 4 6 8 100 120

Months

Progression—free survival (%)
40
L

Tp5392%
PPP2RIA 22%
Subgroup

PI3KCA AT
ﬂ;‘;’;ﬁ:"”m' 15-25% l POLE (ultramutated) MSI (hypermutated)

l CONES RO Copy-number low ] Copy-number high
SOX17)

Worst prognosis
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Prognostic refinement of NSMP high-risk endometrial cancers
using oestrogen receptor immunohistochemisti ER.positive NSMP EC ER-negative NSMP EC

e | O O 0 0 O A A
e o o

SR

Copy Number Low

T Tl W
ewca NN (I 177 AL
e [ NN M T O B
o ws L 1 [N T
648 hlgh-rISk EC FGFR2 """ "l | | |
R oo [ oBrostic vaue of o || | AR ST
, PR, an mutations
<o 00000
3l il I N A AT
N T

ERIHC PR IHC Mutation status  Stage  Histotype Grade L1CAM IHC
B Negative (<10%) B Negative (<10%) Wild-type B B Endometrioid Low gilade Negative (<10%)
M Positive (210%) W Positive (210%) M Mutation mau M Serous W High
| Clear cell
Carcinosarcoma
Mixed
Il Mesonephric-like

Vermij L. et al.Br J Cancer (2023) 128:1360-1368
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Incorporation of ER status in the molecular classification of endometrial cancer

Assessment of ER status in high-risk NSMP EC is feasible in clinical Hormone tx
practice and has the potential to improve risk stratification and Inhibition of cyclin D-CDK4/6 (palbociclib)
treatment of patients with NSMP EC ENGOT-EN3/NSGO-PALEO: Letrozolo + Palbociclib increase PFS and disease control rate
a Endometrial cancer
.................................................... b 1o
. 0.8 4
Molecular testing not done >
POLE pathogenic ’: c:;i::‘tgep:'cm or Incorjcluslve g 06 |
§ g 0.4 1
v 3 —— POLEmut
MMR def R @ =
IMR deficient MMR proficient 02 _Dwsa::"
NSMP ER-pos
/\ 00 4 —— NSMP ER-neg P<0.0001
P53 mutant P53 wild-type ° ! ? Time (years) : ‘ ’
No. at risk
POLEmut 4 67 64 64 63 62 50
MMRd 4 206 181 161 144 137 m
p53abn 4 166 119 92 79 n 56
ER negatve ER positive NSMP ER-pos 4 176 166 157 147 133 106
NSMP ER-neg 4 31 21 16 13 12 10
0 1 2 3 4 5
| Posme | | sads [ | eswn [ Neupehoe | | NeupERs | British Journal of Cancer (2023) 128:1360- 1368
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Copy Number High

Randomized phase Il trial of carboplatin-paclitaxel compared to
carboplatin-paclitaxel-trastuzumab in advanced (stage IlI-IV) or

recurrent uterine serous carcinomas that overexpress Her2/Neu
(NCTO1 367002)I updated overall survival analysisi

PFS vs Trastuzumab, Advanced (lliC or IV) Overall Survival vs Trastuzumab, Advanced (llIC or IV)
With Number of Subjects st Risk With Number of Subjects at Risk

* Censored * Censored

E 08 08

Hazard Ratio = 0.440,
In a subset analysis of patients restricted g = b i o Todedpoogz
to stage IIIC/IV disease, the addition of e s dscecii=0.00/6 . e
trastuzumab (n=17) continued to provide g =
both: progression-free survival benefit 02 0z
over control (n=19) (9.0 versus 14.8
months, HR 0.393,) and overall survival mle « 3 3 3 3 o [
benefit over control (21.1 versus 31.9 0 " N % % % B & 0 2 24 % 4 e 12 8
months, HR 0.440) undergoing primary B e Sy e owéhe fom on estment dete
therapy after surgery T — — . — -

Amanda N. Fader1Clin Cancer Res. 2020 August 01; 26(15): 3928-3935

BOLOGNA, 27-29 OTTOBRE 2023 Associazione Italiana

PALAZZO DEI CONGRESSI Radioterapia e Oncologia clinica




MLHL

XXXIII CONGRESSO NAZIONALE AIRO

AIRC (23

MSI High

Mismatch repair deficient subgroup (MMRd)

MSH2

PMS2

MSH6

Recurrence-free survival (%) »
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Related to germline mutations of MMR genes

e 3%ofall EC

¢ 10% of MMRd/MSI EC
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Prevalence and Prognosis of Lynch Syndrome and Sporadic Mismatch
Repair Deficiency in Endometrial Cancer

Total eligible ECs
n=1336

Post et al.
JNCIJ Natl Cancer Inst (2021) 113(9): djab029

< MMR-IHC | >
MSl-assay MMFp ECs
n=926
Total MMRd ECs
n=410
¥ ¥ ¥ ¥
Subclonalloss || Loss of MLH1 + Msi ][ Loss ofMsHe; || Sutclonal lcss
MLH1 + PMs2 || Pms2 (/mske) || rignt || MsH2+ MsHe; || MsH2; MsHe;
n=23 n=28 r=11 || PMs2r =88 PMS2 =6
MLH1 promotor
’ﬂ
Methyla Methyla
tion (+) tion (-)
n=253 n=13
—) |
NGS n=3
Germline No germline
MMR variant MMR variant
n=35 n-63
. vy
Methylated MMRd Other MMRd nsuficlent
n =275 (72.4%) n =69 (18.2%) !
n=30
Fully triaged Failed assay
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Single agent 10 efficacy?
“mn

Advanced/metastatic
/ 57%

Keynote 158: Pembroli;

Previously treated

Garnet :Oaknin Recurrent/advanced

Dostarlimab 71

PHAEDRA: Antill Durvalumab

g 0
(2019) » p-MMR 43%
Konstantinopoulos Advanced /metastatic
(2019) Avelumab 15 LT 27%

When cancer cells have a protein called PD-L1 on their surface,
immune cells that have PD-1 will find them, and they connect.
Through this 'handshake] the immune system is tricked into
not attacking the cancer cells

Cancer cell Immune cell DustaBinoty
.‘ PD-L1 /
Dostarlimab attaches to PD-1 and prevents the b “ / —
*handshake’ This immune cell can now signal to ‘
the rest of the immune cells that there are cancer “.
cells that should be attacked PD1
Cancer cell Immune cell

Oaknin A, et al. J iImmunother Cancer 2022:10:003777.

BOLOGNA, 27-29 OTTOBRE 2023
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ”

Dostarlimab for Primary Advanced
or Recurrent Endometrial Cancer

M ssmm SE Gl BJ. A
and, M. Ti
and \ mrw.

RUBY trial: Dostarlimab is an immune-checkpoint inhibitor that targets the programmed
cell death 1 receptor. The combination of CT (carboplatin-paclitaxel) and immunotherapy
may have synergistic effects in the treatment of endometrial cancer

A dMMR-MSI-H Population

Progression-free Survival (%)
"
F

Hazard ratio, 0.28 (95% CI, 0.16-0.50)
P<0.001

Destarlimab group
61.4 (95% CI, 46.3-73.4)

Placebo group

15.7 (95% C1. 7.2-27.0)

o 2 4
No. at Risk
Dostarlimabgroup 53 48 44
Placebo group 65 57 54
No. of Events
Dostarlimabgroup 0 3 6
Placebo group 0o 4 7

39
34

10
24

34
26

15
32

31
14

17
a

4 16 18 20 22 24 26 28 30 32 34 36 38
Months since Randomization

29 28 27 25 19 13 9 9 4 1
12 11 8 8 7 4 3 3 2 1

oo

19 19 19 19 19 19 19 19 19 19 19
43 44 46 46 4T 47 47 47 47 47 47

June 8,2023
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MOLECULAR SUBTYPING OF EC

PORTEC-3 Trial

POLEmut pS53abn -
s : Prognostic and

~ Ty — z 2 Z predictive value
w » - - v w ! N
i BN W = of benefit from

RN L R e T EERS. e b adj treatment

Tuma Sence Random Assagrment tyears) Tume Sonce Random Assagrment fyears) Time Snce Random Assegrment fyears) Time Snce Random Assgnment (vears)

No adj tx needed? PARP as Adj 10 rather than Hormone tx?
maintenance? Ctx?

POLEmut: does not relapse regardless of tx
* P53abn: worst prognosis but greatest benefit from adj Ctx

* MSland : intermediate prognosis , but little benefit from Adj Ctx
Alicia Ledn-Castillo et al Journal of Clinical Oncology 2020 383388-3397

Radioterapia e Oncologia clinica
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What else?
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ESGO/ESTRO/ESP guidelines

European

EST@—‘. S
ESGO

Euw an Society of
Gynaecological Oncology

Table 2 Definition of prognostic risk groups

Risk group

Molecular classification unknown

r classifi. known*t

Low

Intermediate

Integration of molecular markers with traditional pathologic features
Quantification LVI negative-focal-substantial (tumor in 5 or more cells

in lymphovascular spaces)

High-intermediate

Bynary FIGO grading Grade 1 and 2 low-grade; Grade 3 high-grade
Sentinel lymph node biopsy can be considered for staging in patients
with low-risk/intermediate-risk disease. It can be omitted in cases

without myometrial invasion

High

Surgical lymph node staging should be performed in patients with

high intermediate risk/high risk disease

Advanced
metastatic

>

v

v

v

vy

Stage IA endometrioid + low-gradet +
LVSI negative or focal

Stage IB endometrioid + low-gradet +
LVSI negative or focal

Stage IA endometrioid + high-gradet +
LVSI negative or focal

Stage IA non-endometrioid (serous,
clear cell, undifferentiared carcinoma,
carcinosarcoma, mixed) without myometrial
invasion

Stage | endometrioid
regardless of grade and
Stage IB endometrioid higl
regardless of LVSI status
Stage Il

Stage IlI-IVA with no residual disease

Stage I-IVA non-endometrioid (serous,
clear cell, undifferentiated carcinoma,
carcinosarcoma, mixed) with myometrial
invasion, and with no residual disease

Stage llI-IVA with residual disease
Stage IVB

Stage I-1l POLEmut ghdometrial carcinoma,

sidual disease

>  Sta ISMP endometrioid
carcinoma + low-gradet + LVSI negative or focal

»  Stage IB MMRd/NSMP endometrioid
carcinoma + low-gradet + LVSI negative or focal

» Stage IA MMRd/NSMP endometrioid
carcinoma + high-gradet + LVSI negative or
focal

»  Stage IA p53abn and/or non-endometrioid
(serous, clear cell, undifferentiated carcinoma,
carcinosarcoma, mixed) without myometrial
invasion

» Stage | MMRd/NSMP endometrioid
carcinoma + substantial LVSI regardless of grade
and depth of invasion

»  Stage IB MMRd/NSMP endometrioid
carcinoma high-gradet regardless of LVSI status

»  Stage Il MMRd/NSMP endometrioid
carcinoma

M Rd/NSMP endometrioid
Sidual dlsease

Stage I-IVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myometrial invasion, with no residual disease
»  Stage llI-IVA with residual disease of any

molecular type
» Stage IVB of any molecular type

v

BOLOGNA, 27-29 OTTOBRE 2023
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Concin N, et al. Int J Gynecol Cancer 2021;31:12-39. doi:10.1136/ijgc-2020-002230
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Low risk
Risk group Molecular classification unknown Molecular classification known*t
Low | 2 Stage IA endometrioid + low-gradef + > Stage |-l POLEmut endometrial carcinoma,
LVSI negative or focal no residual disease
» Stage |IA MMRd/NSMP endometrioid
carcinoma + low-gradef + LVSI negative or focal
Recommendations NO ADJUVANT TREATMENT

. For patients with low-risk EC no adjuvant treatment is recommended [I,A]

. When molecular classification is known:
. Stage I-ll, low-risk based on pathogenic POLE-mutation, omission of adjuvant treatment should be considered [lll,A]

. Stage IlII-IVA and POLE-mutation: no data with the omission of the adjuvant treatment [IV,C] (all pts in PORTEC3 treated with EBRT)

BOLOGNA, 27-29 OTTOBRE 2023 @ Associazione Italiana
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Intermediate risk

No substantial LVSI is crucial prognostic factor for both local and
distant recurrence and for OS (PORTEC trial)

Intermediate > Stage IB endometrioid + low-gradef +

LVSI negative or focal

> Stage IA endometrioid + high-gradet +
LVSI negative or focal

> Stage IA non-endometrioid (serous,
clear cell, undifferentiared carcinoma,
carcinosarcoma, mixed) without myometrial
invasion

Recommendations

Adjuvant BT recommended to decrease vaginal recurrence [I,A]
Omission of adjuvant BT can be considered for patients <60y [Il,A]

When molecular classification is known, POLE mut and p53abn with
myometrial invasion have specific recommendations

For p53abn carcinomas restricted to a polyp or without myometrial
invasion, adjuvant therapy is generally not recommended [ll1,C]

BOLOGNA, 27-29 OTTOBRE 2023
PALAZZO DEI CONGRESSI

> Stage 1B MMRd/NSM ndometrioid
carcinoma + low-gradei\g LVSI negative or foc:
> Stage IA MMRdA/NSMP e o

carcinoma + high-gradet + LVSI negative or
focal

> Stage IA p53abn and/or non-endometrioid
(serous, clear cell, undifferentiated carcinoma,
carcinosarcoma, mixed) without myometrial

T3

. EBRT versus BT (PORTEC Il): BT alone recommended to decrease vaginal
recurrence. No decrease in OS with omission of BT, > 14% risk of local
recurrence (Danish Study)

. No benefit in 0S= no adjuvant treatment is an option in this group (<60y)

ﬁ‘ Associazione Italiana
Radioterapia e Oncologia clinica
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Ten-year results of the PORTEC-2 trial for high-intermediate
risk endometrial carcinoma: improving patient selection for
adjuvant therapy

B.G. Wortman', C. L. Creutzberg', H. Putter?, 1. M. Jiirgenliemk-Schulz?, J. J. Jobsen®, L. C. H. W. Lutgens®, E. M. van der Steen-Banasik®,
J.W. M. Mens’, A. Slot®, M. C. Stenfert Kroese”, B. van Triest', H. W. Nijman"", E. Stelloo'?, T. Bosse'?, S. M. de Boer', W. L. J. van Putten?,

V. T. H. B.M Smit'? and R. A. Nout' for the PORTEC Study Group
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substantial LVSI, LLCAM expression

EBRT provided better pelvic control
in patients with unfavourable risk
factors: substantial LVSI, p53abn or
L1CAM overexpression ( higher risk of
pelvic recurrence)

b [
10 _( VBT Risk factors ¢ p<0.001
) EBAT Risk factors + e
Vi
EBAT Risk factors — e
0.8 -
®
§ 0.6
3
e
£
3 04 4
S
-
0.2
0.0 [
T T 1 T T I T
0 2 El 6 8 10 12
Years since randomisation
Number at risk
VBTRF+ 29 21 16 15 1" 8 2
EBRTRF + 21 19 16 13 n 5 1
VBTRF- 140 134 127 121 107 76 16
EBRT RF - 154 147 138 126 106 67 15

British Journal of Cancer (2018) 119:1067-1074;

ﬁ‘ Associazione Italiana
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High-intermediate risk (pNO after lymph node staging)

High-intermediate > Stage | endometrioid + substantial LVSI > Stage | MMRdA/NSMP endometrioid
regardless of grade and depth of invasion carcinoma + substantial LVSI regardless of grade
> Stage IB endometrioid high-gradet and depth of invasion
regardless of LVSI status > Stage IB MMRd/NSMP endometrioid
> Stage Il carcinoma high-gradei regardless of LVSI status
> Stage || MMRd/NSMP endometrioid
carcinoma
Recommendations q SN u ltraStagl ng

. Adjuvant BT is recommended to decrease vaginal recurrence [Il,B]

. No difference between adjuvant chemo alone and EBRT alone in DFS and OS

. . j et al, d I,
. EBRT can be considered for substantial LVSI and stage 1l [I,B] (Maggi et al, 2006 and Susumu et al, 2008)

. Combination of chemo and radiotherapy provide better DFS and OS than
«  Adjuvant chemotherapy can be considered, especially for high grade ;;g?é;:g‘;;’ca'mle §PORTEC.3 i)
. trial an -3 trials,
and/or substantial LVSI [11,C]

. No benefit in DFS or OS from 3 cycles of chemo with BCT compared with EBRT
.. . . . |
*  Omission of any adjuvant treatment is an option [IV,C] ?62'2249 vria)

. When molecular classification is known, POLEmut and p53abn have . No benefit of chemotherapy for MMRd carcinomas
o . Molecul lysis of PORTEC-3
specific recommendations (Molecular analysis of )

BOLOGNA, 27-29 OTTOBRE 2023 @ Associazione Italiana
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High-intermediate risk cNO/pNx (lymph node staging not performed)

High-intermediate B Stage | endometrioid + substantial LVSI > Stage | MMRd/NSMP endometrioid
regardless of grade and depth of invasion carcinoma + substantial LVSI regardless of grade
= Stage IB endometrioid high-gradet and depth of invasion
regardless of LVSI status > Stage |1B MMRd/NSMP endometrioid
> Stage Il carcinoma high-gradei regardless of LVSI status

> Stage || MMRd/NSMP endometrioid
carcinoma

Recommendations

. Adjuvant EBRT is recommended, especially for substantial LVSI and/or for stage Il [I,A]
(GOG-249, PORTEC-3 and GOG-99 trials)

. Additional adjuvant chemotherapy can be considered, especially for high-grade and/or substantial LVSI [I1,B]
(PORTEC-3 trial)

. Adjuvant BT alone can be considered for high-grade LVSI negative and for stage Il G1 endometrioid carcinomas [ll,B]

. When molecular classification is known, POLEmut and p53abn have specific recommendations
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High risk

High > Stage IlI-IVA with no residual disease > Stage IlII-IVA MMRd/NSMP endometrioid
> Stage I-IVA non-endometrioid (serous, carcinoma with no residual disease
clear cell, undifferentiated carcinoma, > Stage I-IVA p53abn endometrial carcinoma
carcinosarcoma, mixed) with myometrial with myometrial invasion, with no residual
invasion, and with no residual disease disease

> Stage I-IVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myometrial invasion, with no residual disease

Recommendations

. EBRT with concurrent and adjuvant chemotherapy [l,A] or alternatively sequential chemotherapy and radiotherapy is
recommended [I,B]

. Chemotherapy alone is an alternative option [I,B]
. Carcinosarcomas should be treated as high-risk carcinomas (not as sarcomas) [IV,B]

. When the molecular classification is known, p53abn carcinomas without myometrial invasion and POLEmut have
specific recommendations
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PORTEC 3 trial results 5ys

*  Chemo + EBRT (2 cycles of cisplatin during EBRT followed by 4 cycles of carboplatin-paclitaxel) vs EBRT alone: improve in 5%
OS benefit at 5y
*  The greatest OS difference seen in stage lll endometrioid ECs and in serous ECs

A Overall survival in stage Il

100
A Ovenall survival 804
Pelic RT 48.6 Gy + 4x Carboplatin AUCS X
2x Cisplatin SOmg/m2 Paclitaxel 175mg/m2 100+ z
1 2 60+
UL 1111 2
Gy e C—— 2
Sweeks 2wk 12 weeks 804 - o
3 404 — Radiotherapy
4 —— Chemoradiotherapy
Pelvic RT alone 48.6 Gy = (o) : P
n I" £ ¢od ’0 S-year overall survival: 78 5% (chemoradiotherapy) vs 68 5% (radsotherapy)
= U= o .
— E HR 063 (95% (10-41-099); Pucsgpanr0043
5 weeks [
- 0 T T T T T T 1
% 404 o 1 ] 2 4 £ 6 7
a
i C Overall survival for serous cancers
: = Radiotherapy 100
* N=660, median FU 6 yrs : i
oy al] - Chemoradiotherapy
. 28% non'endometrioid §-year overal '.}Jh'l\'.l] 81 4% (chemoradiotherapy) vs 76 1% (radotherapy) 804
HR 070 (95% C10.51-0.97); Pucduanr0034 4
* 32%grade 3 T 60
o T T T T T T 1 ;
* 45% stage lll : i 10 : : 3 4 ] o 7 = 404
© 0] 5year overall urvivak 73.4% (chemoradiotherapy) vs 52 8% (radiotherapy)
- HR 048 (95% 01 024-096) P, yns=0 037
o T T T T T T 1
0 1 2 3 4 5 6 7 De Boer et ol Lancet Oncology 2019
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GOG 258 trial

0.3+ Chemoradiotherapy 132 370
Chemotherapy Only 139 366

1.0+
& o9
g os- Chemoradiotherapy
£ o
- Chemotherapy only o
2 054
o No. of Total
£ 049 Events  No.
<
<
2
£
4
2
&

0.2+
Hazard ratio, 0.90 (90% CI, 0.74-1.10)
014 poo20
04 T T T T T )
0 12 2 36 48 60 7
Months
No. at Risk
Chemoradiotherapy 370 295 235 164 103 45 19
Chemotherapy only 366 293 230 159 13 55 17

At 60 months, the percentage of patients alive and relapse-free
was 59% in the chemoradiotherapy group and 58% in the
chemotherapy-only group (HR: 0.90)

Matei D et al. N Engl J Med. 2019 June 13; 380(24): 2317-2326.
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A Vagiesl Recerence

Cumalaties Sroportisn

B Pelvic or Paraacetic Node Racemence

Cumuiative Prepersan

Chemoradiotherapy was
associated with a lower 5-year
incidence of vaginal recurrence
(2% vs. 7%; HR: 0.36;)

pelvic and paraaortic lymph-
node recurrence (11% vs. 20%;
HR: 0.43;) than chemotherapy
alone

Distant recurrence was more
common in association with
chemoradiotherapy (27% vs.

21%; HR:1.36)
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Molecular Classification Predicts Response to Radiotherapy
in the Randomized PORTEC-1 and PORTEC-2 Trials for
Early-Stage Endometrioid Endometrial Cancer

Survival (probability)

POLEmut MMRd p53abn

POLEmut EC: Time to Locoregional Recurrence
MMRd EC: Time to Locoregional Recurrence

10 pS3abn EC: Time to Locoregional Recurrence NSMP EC: Time to Locoregional Recurrence
1.0 4

09 4 R S . 10 10

= 094 . .
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; = £ = J
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T 01 0.1 4
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Time (years)

ke . Time (years) Time (years)

POLE mut: Omitting radiotherapy is safe (at 5 ys, no locoregional recurrences)
MMRd: EBRT and VBT make a small, non significant benefit compared with no adjuvant therapy (should be prospectively validated)

P53abn: locoregional recurrence-free survival was excellent after EBRT, but poor after VBT or no adjuvant therapy (seem to be particularly
radiosensitive). EBRT is recommended

stage | have significant benefit from adjuvant radiotherapy. VBT was as effective as EBRT and both yielded a significantly better locoregional
control than no adjuvant therapy.

Horeweg et al, JCOVol.41, Issue 27, 2023
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New 2023 FIGO Staging System for Endometrial Cancer

2023 FIGO stages based on
surgical/anatomical and histological findings

Stage
Stage |
A

B
Ic
Stage Il

A
s
nc

Stage Il
A

ms

mc

Stage IV
IVA
VB
Ve

Description
Confined to the uterine corpus and ovary®

Disease limited to the ium OR no type, i.e. low-grade endometroid, with invasion of less
than half of myometrium with no or focal lymphovascular space involvement (LVSI) OR good prognosis disease

1A1 Non-aggressive histological type limited to an endometrial polyp OR confined to the endometrium

1A2 Non-aggressive histological types involving less than half of the myometrium with no or focal LVSI

1A3 Low-grade endometrioid carcinomas limited to the uterus and ovary®

Non-aggressive histological types with invasion of half or more of the myometrium, and with no or focal LVSI®

Aggressive histological types® limited to a polyp or confined to the endometrium

Invasion of cervical stroma with extrauterine extension OR with ial LVSI OR aggressive hi ical types with
myometrial invasion

Invasion of the cervical stroma of non-aggressive histological types

LvsI9 of gressive hi: ical types
Aggressive histological types® with any myometrial involvement
Local and/or regional spread of the tumor of any histological subtype
Invasion of uterine serosa, adnexa, or both by direct extension or metastasis

11IA1 Spread to ovary or fallopian tube (except when meeting stage IA3 criteria)®
1IA2 Involvement of uterine subserosa or spread through the uterine serosa

Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum
11IB1 Metastasis or direct spread to the vagina and/or the parametria

111B2 Metastasis to the pelvic peritoneum

Metastasis to the pelvic or para-aortic lymph nodes or both"

11IC1 Metastasis to the pelvic lymph nodes

1IC1i Micrometastasis

1ICii Macrometastasis

1IC2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes
11IC2i Micrometastasis

11IC2ii Macrometastasis

Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis
Invasion of the bladder mucosa and/or the intestinal/bowel mucosa

Abdominal peritoneal metastasis beyond the pelvis

Distant metastasis, including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver,
brain, or bone

Integration of molecular markers (when Known)

Stage designation lecular findings in pati with early end ial cancer (Stages | and Il after surgical staging)

Stage IAm_, o POLEmut endometrial carcinoma, confined to the uterine corpus or with cervical extension, regardless
of the degree of LVSI or histological type

Stage ICm, 5o, p53abn endometrial carcinoma confined to the uterine corpus with any myometrial invasion, with or
without cervical invasion, and regardless of the degree of LVSI or histological type

Abbreviation: LVSI, lymph: ular space invol A

“When feasible, the addition of molecular subtype to the staging criteria allows a better prediction of prognosis in a staging/prognosis scheme. The
performance of complete molecular classification (POLEmut, MMRd, NSMP, p53abn) is encouraged in all cases of endometrial cancer for prognostic
risk-group stratification and as potential influencing factors of adjuvant or systemic treatment decisions. Molecular subtype assignment can be
done on a biopsy, in which case it need not be repeated on the hysterectomy specimen. When performed, these molecular classifications should be
recorded in all stages.

* Good prognosis: pathogenic POLE mutation (POLEmut)
* Intermediate prognosis: mismatch repair deficiency (MMRd)/microsatellite instability and no specific molecular profile (NSMP)

o Poor prognosis: p53 abnormal (p53abn)When the molecular classification is known:

FIGO Stages | and |l are based on surgical/anatomical and histological findings. In case the molecular classification reveals POLEmut or p53abn
status, the FIGO stage is modified in the early stage of the disease. This is depicted in the FIGO stage by the addition of “m" for molecular
classification, and a subscript is added to denote POLEmut or p53abn status, as shown below. MMRd or NSMP status do not modify early FIGO
stages; however, these molecular classifications should be recorded for the purpose of data collection. When molecular classification reveals
MMRd or NSMP, it should be recorded as Stage Imy,,,;, or Stage Imyc,» and Stage llm,,,o, or Stage limy, 0.

FIGO Stages lll and IV are based on surgical/anatomical findings. The stage category is not modified by molecular classification; however, the
molecular classification should be recorded if known. When the molecular classification is known, it should be recorded as Stage lllm or Stage IVm
with the appropriate subscript for the purpose of data collection. For example, when molecular classification reveals p53abn, it should be recorded

as Stage llimq,,,, or Stage IVm o,
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KEY CHANGES

#ESGO 2023

Incorporation of histological sybtype (Non-aggressive histological types: low grade EC vs Aggressive histological types: high grade
EC and aggressive histological types as serous, clear cell, undifferentiated, mixed, mesonephric-like, gastrointestinal mucinous type
carcinomas, and carcinosarcomas)

Incorporation of degree of LVI : “LVSI negative” (0 vessels); “LVSI focal” (<5 vessels); or “LVSI substantial/extensive” (5 vessels)

Incorporation of molecular profile into the staging

Distinction between synchronous and metastatic cancer (In the case of high grade tumors, ovarian involvement is almost always
categorized as metastatic)

Adaptation of anatomical spread in regards to the stage (adnexal vs (sub)serosa, cervix, pelvic vs extrapelvic peritoneum)

More detailed description of LN involvement- impact on SLN classification (micro vs macrometastasis)
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PORTEC 4a

The first randomised trial using the molecular risk factors to assign adjuvant treatment for women
with stage I-Il high-intermediate risk endometrial cancer

Stage | Endometrial Carcinoma

i Stage | High-Intermediate Risk Endometrial Carcinoma
Surgery and pathology diagnosis: ]
High-intermediate risk (HIR)* Determination of the molecular-integrated risk profile*
|
Randomization ¢
25!
| MMRd
7 v
Experimental arm Standard arm
(2) (1)

No Yes
l_i

Determination of the molecular-
integrated risk profile

4

CTNNB1 wild type | CTNNB1 mutation

v A4 A A4 A

ation || Vagmal |/ Extemnal Beam Vaginal \-mmm-'

Rrach

i 2 il *Patients with multiple characteristics (double classifiers) were designated intermediate risk. MMRd =

Mismatch repair-deficiency. For details, see text.
ahintermedite isk (HIR) rlal cancer: stage A with invasion) and grade 3;stage 18, grade Wortman et al, Gyn Oncol 2018
10r 2; with either age > 60 or substantial lymph-vascular space invasion (LVSI); stage 18, grade 3
wiithout LVSI; or stage Il {microscopic) with grade 1. Est = estimated.
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RAI'BO: Refining Adjuvant treatment 11!

endometrial cancer Based Qn molecular profile

= <o T
L CT/RT - PARPI e /A
Resected ®<RT
Endometrial Cancer ) Molecular ; RT - aPD1 ) oo
All histologic Classification
subtypes

i (CT)RT
| ®< RT > A NCRL

— No Adj Tx E’{;

Canada

RAI'BO umbrella program coordinated by TransPORTEC consortium will allocate EC pts to 4
— international academically sponsored trials
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Take Home Messages

Endometrial cancers is represented by at least 4 different tumors with different prognosis requiring different
treatments

POLEmut EC, which is associated with an excellent prognosis and should lead to consideration of de-escalation
of adjuvant therapy

p53abn EC, which reclassifies these women to the high-risk group. VBT alone is not sufficient for locoregional
and distant disease control and chemotherapy and EBRT should be considered

Novel treatment strategies and trials are biomarker-based and biomarker-driven, will be needed

B O LO G NA , 2 7" 29 OTTO B R E 2 023 6‘3 Associazione Italiana

Radioterapia e Oncologia clinica

PALAZZO DEI CONGRESSI



XXXIII CONGRESSO NAZIONALE AIRO

AIRC (23

ESGO ESGO

Gynaecological Oncology Centre
Accre
in Endome

Accreditation for Endometrial Cancer Surgery

Azienda Sanitaria Friuli Centrale - ASUFC, Udine, Italy
Department of Obstetrics and Gynaecology

is hereby recognised as an
ESGO ACCREDITED CENTRE

for a time period of 5 years

(@ % ‘J_

" Prof. Nicole Condn Dr. Ane Gerda Zahl Eriksson \
s o At X

The European Voice of Gynaecological Oncology

BO LOG NA y 2 7' 29 OTTO B RE 2023 Associazione Italiana

PALAZZO DEI CONGRESSI Radioterapia e Oncologia clinica



