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Classification of endometrial carcinoma

Conventional

* Tumor type

* Histopathological grade

* Stage (clinical, surgical,
pathological)

* Lymphovascular space
invasion (LVSI)

Molecular

e P53 immunoreactivity/ TP53
mutations

* MMR deficiency/
microsatellite instability ssquii
(MSl) Austria

e Pathogenic POLE mutations
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Histopathological types and behavior

Non-aggressive Aggressive

* Low grade endometrioid .

According to WHO 2020, ESGO guidelines, FIGO staging 2023

()

Question

High grade endometrioid
Serous

Clear cell
Undifferentiated
Carcinosarcoma

Mixed

Others (mesonephric-like, intestinal
mucinous, neuroendocrine)

o

= Background of molecular classification and highlights from pathology
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Molecular subtypes of endometrial carcinoma
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The TCGA Research Network, Nature 2013

(]

Question

POLE mutant High mutation rates (ultramutated)
due to pathogenic POLE mutations

MMR deficient Microsatellite instable /MSI, mostly due
to MLH1 promoter methylation

NSMP: No special MSS; POLE, TP53 wild type, frequent :
molecular profile CTNNB mutations; low copy number abn Sigurd Lax

° Austria
TP53 mutant/p53 High-copy number abnormalities
abnormal

WHO Classification of tumors, 5% edition 2020
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IETW ... Background of molecular classification and highlights from pathology

Molecular subtype and prognosis

TP53mut worst prognosis

NSMP and MMRd intermediate prognosis without statistical
significance for total collective but varies for subgroups

Differences also between overall and recurrence-free survival

TP53mut, NSMP and MMRd affected by adverse clinicopathological
factors (stage, grade, LVSI)

POLEmut best prognosis, not affected by adverse
clinicopathological factors

Kommoss et al., Ann Oncol 2018; Raffone et al., Gynecol Oncol 2019

Strauss 1-2
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* Also: lymphvascular invasion (LVI)

*  Tumor cells within endothelial-lined spaces

(lymphatics, blood vessels)
* Mimics/lookalikes: MELF, retraction

* No, focal, substantial (extensive)

Cut-off varies between ESGO (>4 within one
slide), WHO (=5), IJGP (= 3) and published

studies

* Only few cases between 3 and 5 and

numbers usually not reported

Hachisuga et al., Cancer 1999; Peters et al., Histopathology 2019
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Testing Strategy Recommendation

* “One stop shop” testing on biopsy/ curettage; repetition on
surgical specimen only for selected cases

* Most accepted strategy:

» Immunohistochemistry for MMR proteins (2 antibody approach), ER,
p53 on all cases; on biopsy/curettage

» POLEmut analysis: desirable on all cases; at least on high grade, low
stage carcinomas or if adjuvant chemotherapy/ radiation planned; for
2023 FIGO staging required

» Molecular analysis for p53 (NGS) and MSI if IHC is equivocal
»HER2 testing for all p53abn/TP53mut carcinomas

Strauss 1-2

Sigurd Lax
Austria
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Multiple classifier

Rare (about 3.5 % of endometrial carcinomas)

3 subtypes:

» MMRd/p53abn (60%)
»POLEmut/p53abn (29%)
»POLEmMut/MMRd/p53abn (11%)

* Prognosis significantly better than for p53abn tumors

Sigurd Lax
Austria

o
®

TP53 mutations seem to be passengers without impact
POLEmut/MMRd are considered POLEmut

Leon-Castillo et al., J Pathol 2020

B X @®©@® H#ESTRO25
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Summary

* Molecular classification of endometrial carcinoma is standard:
evidence-based, prognostic and increasing therapeutic impact

* Integrated into the WHO classification, 2023 FIGO staging and
multidisciplinary guidelines by ESGO-ESTRO-ESP.

* Molecular classification on all EC, preferred on curettage/bx
* MMR proteins, ER, p53 IHC and POLE status on all cases

* POLE status required for FIGO staging and adjuvant therapy
* HER2 IHC for all p53abn/TP53mut cases

Sigurd Lax
Austria
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Assessment of molecular classification

ENDOMETRIAL CARCINOMA

¥ L J
[ POLE mutation analysis [IV, A] ] ':[ Im mistry analysis [IV, 8] ]

V—J—Y |

Pathogenic POLE Non-pathogenic
mutation POLE mulation m == P53

>
N

Loss of either MSHE or MSHE+MSH2 or Retained expression of MSHE + PMS2 or P53 wild type [ P52 equivocal OR helerogeneous ] p53 abnormal pattern
PMS2 or PRMS24+MLH1 expression MSHE + MSH2 or PM52 & MLH1 pattern Overexpression/null/cytoplasmic

TP53 sequencing [IV, B]

NSMP 4[ TP53 wild type ] [ TP53 mutation ]

[ ER positive (=10%) ] [ ER negative [=10%) ]

Grading MULTIPLE CLASSIFIERS [IV, B]

POLEmMut = MMRd = Classify as POLEmut

Sigurd Lax

[ l‘[’:l'ﬁ::ﬁe ] | ek erade [ POLEMU + p53abn = Classify as FOLEmMut J Austria

MMRd + pS3abn = Classify as MMRd

¥ ¥ h 4
POLEmUt o m NSMP low-grade + ER pos MNSMP hi ade/ER neg,

POLEmMUL + MMRd + p53abn = Classify as POLEmut

~— y
MULTIPLE CLASSIFIERS [IV, B] | ER oestrogen receptor; neg negative; pos positive; MMR mismatch repair; MMRd mismatch repair deficlent; NSMP non-specific molecular profile; pS3akn ps3 abnormal, |
[ POLEmut + MMRd = Classify as POLEmut ]
[ POLEmMuUt + p53abn = Classify as POLEmut l
[ MMRd + p53abn = Classify as MMRd l
[ POLEmMUL + MMRd + p33abn = Classify as POLEmut l - .
\S ESGO-ESTRO-ESP slide kit
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Implications for adjuvant therapy and — 2::55
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2023 FIGO staging of cancer of the endometrium ESGQ

European Society o
Gynaecological Oncology

TABLE 2 FIGO endometrial cancer stage with molecular classification.” MOIECUIar integrated

TABLE 1 2023 FIGO staging of cancer of the endometrium.™”

Stage Description
Stage designation Molecular findings in pati with early end trial cancer (Stages | and |l after surgical staging)
Stage | Confined to the uterine corpus and ovary®
1A Disease limited to the endometrium OR non-aggressive histological type, i.e. low-grade endometroid, with invasion of less Stage 1AM, e PO Emidt ihde vt a) chitinsavd, conflned 6o tha bing corpua e Wit cirvical aebbrilon regardlaas

than half of myometrium with no or focal lymphovascular space involvement (LVSI) OR good prognosis disease of the degree of LVS or histological type

Stage lICm 5., pS53abn endometrial carcinoma confined to the uterine corpus with any myometrial invasion, with or

141 Non-aggressive histological type limited to an endometrial polyp OR confined to the endometrium
without cervical invasion, and regardless of the degree of LVSI or histological type

A2 Non-aggressive histological types invalving less than half of the myametrium with no or facal LVSI

IA3 Low-grade endometrioid carcinomas limited to the uterus and ovary®

— -
1B Non-aggressive histological types with invasion of half or more of the myometrium, and with no or focal Lvs!? + I - 7 m
Ic Aggressive histological types”® limited to a polyp or confined to the endometrium = m e N e |

Stage Il Invasion of cervical stroma with extrauterine extension OR with substantial LWSI OR aggressive histological types with H m

myometrial invasion - prs—— N reomcies |
A Invasion of the cervical stroma of non-aggressive histological types
e Substantial LVSI® of non-aggressive histological types S
lc Aggressive histological types® with any myometrial involvement 2 -
Stage Il Local and/or regional spread of the tumer of any histalogical subtype i i -
s, Invasion of uterine serosa, adnexa, or both by direct extension or metastasis T . 2 :

1IlA1 Spread to ovary or fallopian tube {except when meeting stage 1A3 criteria)®
A2 Involvement of uterine subserosa or spread through the uterine serosa

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

IIB1 Metastasis or direct spread to the vagina and/or the parametria H
IIB2 Metastasis to the pelvic peritoneum T Reml NOUt
Netherlands

023 pchama

mc Metastasis to the pelvic or para-acrtic lymph nodes or both'

1 Metastasis to the pelvic lymph nodes

IIC1i Micrometastasis

INCii Macrometastasis

IIC2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes
INC2i Micrometastasis

B

Overat surival )

WIC2ii Macrometastasis 5
Stage IV Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis j
VA Invasion of the bladder mucosa and/or the intestinal/bowel mucosa i
IVB Abdominal peritoneal metastasis beyond the pelvis %
vC Distant metastasis, including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver, [ o 2 e
brain, or bone 7 b= * i g 52 ® * L B s ol i *

Berek et al. Int J Gyn Cancer 2023, Schwameis et al. EJC 2023; Matsuo et al. Gyn Onc 2023
WWW.es5go.org
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1.0 S
NSMP role of ER-status
2
- - . ‘E 06 -
* Prognosis of NSMP ER-neg similar to p53abn g
* Stongest model within NSMP: combination ER-neg OR *‘,EE 0.4 - \
grade 3 versus ER-pos AND endometrioid grade 1/2 @ e
0.2 4
— pS53abn
s NSMP ER-pOS
B DSS all stages NSMP low-grade+ERpos 00 ] = NSMPERneg P<0.0001
10 St N A PR T SR SR R : : : ; . :
— A ﬁ:’ » — 0 1 2 3 4 5
E' B T Nt ot N a Emm.ﬂ:a:r(mrs} _______________________________
: NSMP high-grade/ERneg il )
g. -l(’//‘. o ) Mdeculsries.l.'\g not done
- POLE pathogenic POLE wild-type or of inconclusha
. : |
& — - § Remi Nout
MMR deficient MMR Er::fiuenl _EC_ NOS Netherlands
tqgg(ra ;ri.%ggso‘a& Cl: 8523-31.847) ~ high vs. low P = T —
1 : s P A// Ty
Total follow_'-up {years) : s Tre A 5 w“i“:pe
high 140 121 101 83 58 42 / \\\\‘
low 742 (1] 648 584 400 Fil ER e;nwe ER positve
Jamieson et al. Modern Pathology 2023 Vermij et al. BJC 2023 oo | | W | [ e | [ewenes] [Woeens ]
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=P.... ESG

-

R 0 European Q
‘ Society of European Society of

Pathology Gynaecological Oncology

DEFINITION OF RISK GROUPS

Prognostic risks in the respective groups are defined as estimated
overall 5-year risk of recurrence:

risk less than 8%;

risk between 8 and 15%,;

risk between 15 and 25%; —
High-risk group: risk higher than 25%. MRS

WWW.e5g0.0rg _ 8
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: 5]

3

RO European ESG
lllicis ‘ Society of European Society of

Pathology Gynaecological Oncology

ADJUVANT THERAPY

Remi Nout
Netherlands

WWW.esg0.0rg The Euvopean Voice of Gywnaecological Oncology g \
4 \_;"‘J 11
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ESGO

European Society o
Gynaecological Oncology

2023 FIGO staging® Molecular classification

NSMP low.grade+ERpes NSMP high-gradeERney*

Confined to the uterine corpus

1AL Low-grade endometnoid, limited 1o polyp'endometrivm (no myoinvasion )

Low-grade endametn oid, myoinvasion <500, no'focal LVSI

IA2
1A

Definition of risk
groups based on
FIGO2023
staging and

Low grade endometni oid carcinema of the endometrnm & ovany®

o the uicrus

Low-grade endometsi oid_imvasion of the cervical stroma

Low-grade endometsi oid, substantal L VS[**
High-grade histelogies”, myoinvasson molecu I a r
classification
Local and/or regional spread
A Al Spread to ovary or fallopizn tsbe {except when meeting stage LA3 criteria) I_ow
1IA2 Involverment of serine subserom of sprend through the uterine seross
1B Mictastasis or direct spread so the vaging andior the parametria
B2 Mctastasis to the pelvic peritoneum Intermediate
mc Pelvic lymph node metnstasis
HHC Micrometastasis -
mcli | Macrometastasis High-
intermediate

mc2 Para-sartic lymph node metastasis (up o renal vessels)

Remi Nout

- High Netherlands

I Micrometastasis

1IC2is

ey ADJUVANT THERAPY

Invasion of the mucosa and‘or th

Macromctastass

Uncertain, lack
LOW RISK of data
« This includes the following categories:

— FIGO 2023 stage IA1m-IA2-IA3m POLEmut, MMRd, NSMP low-
grade+ERpos

— FIGO 2023 stage IBm POLEmut
— FIGO 2023 stage ICm POLEmut, MMRd

E — FIGO 2023 stage IIm (IIA, IIB, IIC) POLEmut X @ @ @ #ESTR025

Question
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=P.... ESG

—_—

R 0 European Q
‘ Society of European Society of

Pathology Gynaecological Oncology

ADJUVANT THERAPY
LOW RISK

« For patients with low-risk EC: no adjuvant therapy is
recommended [II, A].

Remi Nout
Netherlands

» No benefit of EBRT in absence of risk factors PORTEC-1 (Creutzberg et al. Lancet 2000), GOG#99 (Keys et al. Gyn Onc 2004)

« No benefit of VBT in low risk (Sorbe et al. Int ] Gyn Cancer 2009)
« PORTEC-1 & 2 molecular groups and radiotherapy response (Stello et al CCR 216; Horeweg et al. JCO 2023)

WWW.e5g0.0rg

® @@ ® H#ESTRO25
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Uncertain, lack
of data

1¢r¢ Grey ZONE
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IETR_O“ 1602 Implications for adjuvant therapy and radiotherapy highlights

. . Molecular classification E s G Q
2023 FIGO st v
staging §

European Society o

NSMP low-grade+ERpos NSMP high- VERneg” f
T g e Gynaecological Oncology
Confined to the uierine corpus
1Al Low-grade endometnoid, limited 1o polyp/'endometrium (no myoinyasion ) K |
1A2 Low grade endometri oid, Syiowasion 500, no'focal LVSI Defi nition Of risk
1A Low-grade endometsi oid carcinema of the endometrmum & ovaryd
ot o€ ¢ - groups based on

Rl skl o ofhe il i staging and

Low-grade endometri oid, substantial [ VSI**

High-grade histologies*, mysimvasion m0|ecu I a r

classification
Local and'or reginmal spread
mal Spread to ovary or fallopizn isbe (except when meeting stage LA3 criteria) Low
A2 Involvement of serine subseros or sprend through the uterine serosa
1B Mictastasis or direct spread w0 the vaging andior the parametria
B2 Mctastasis to the pelvic peritomeum Intermediate
C1 Pelvic lymiph node metnstasis
HC T Micrometastasis .
mcli | Macrometasasis High-
mcz Para-aartic lymph node metastasis (up 1o renal vessels) intermediate R em i Nout
mc Micrametastasis H
High Netherlands
INC2is Macromctastasas
tic disease
Invasion of the mucasa and/or the intestinal mocosa Uncertain' Iack
of data

ADJUVANT THERAPY
FIGO 2023 IA1m NSMP high-grade/ERneg or p53abn &
ICm NSMP high-grade/ERneg or p53abn

« This part includes the following categories:

WWW.e5g0.0rg

o FIGO 2023 IA1m NSMP high-grade/ERneg or p53abn
E o FIGO 2023 stage ICm NSMP high-grade/ERneg or p53abn ® @@ @ H#ESTRO 25
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=P.... ESG

L

R 0 European Q
‘ Society of European Society of

Pathology Gynaecological Oncology

ADJUVANT THERAPY
FIGO 2023 IA1m NSMP high-grade/ERneg or p53abn &
ICm NSMP high-grade/ERneg or p53abn

« There are limited data suggesting that the risk of recurrence is somewhat
higher than for low-risk carcinomas. However, adjuvant therapy is generally
not recommended [1IV, C].

Remi Nout
Netherlands

- NCDB analysis suggest benefit systemic therapy, however good results without adjuvant therapy (Barney et al. IJROBP

2013; Mysona et al/ Gyn Onc 2020) ‘

WWW.e5g0.0rg
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2023 FIGO staging" Molecular classification EE sS G : {Q
uropean >ociety o
POLE MMRdA NSMP ade+ERpas NSMP high- ERneg” R1ab -
R it S B o S Gynaecological Oncology
] Conlined to the uterine corpus
A 1AL Low-grade endometnioid, limited o polyp/'endometrivm (no myoinvasion )

A2 - mgm -

. Definition of risk
= groups based on
I
1] Confined to the uterus F1602023
A 1 | staging and
s

Myoimvasion >50%, nofocal LV C Iass |f| cation
m Local and/or reginmal spread
A mal Spread 1o ovary or fallopizn isbe fexcept when meeting stage LAJ criteria) Low

1HA2 ent of wierne subserom of speend through the uterine serosa
B 1B direct spread wo the vaging andior the parametria

s Mectastasis bo the pelvic peritoncum Intermediate
HIC mc Pebvic lymph node metastasiz

HC Micrometastasis &

MCli | Macrometastasis High-

mcz Para-aartic lymph node metastasis (up to renal vessels) intermediate R em i Nout

mc Micrametastasis High Netherlands

1IC2is Macrometastasis
w Locally advanced and'or metastatic disease
VA Invasion of the mucasa and ‘or the intestinal mucosa Uncertain, |3Ck
' of data

ThIS includes the following categories:
— FIGO 2023 stage IBm MMRd, NSMP low-grade+ERpos
— FIGO 2023 stage IIAm NSMP low-grade+ERpos

WWW.e5g0.0rg

— FIGO 2023 IICm MMRd, with myoinvasion (regardless of depth of
myometrial invasion), without cervical stromal invasion and without

B substantial LVSI ® @@ ® HESTRO25
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e’ ESG

-

R 0 European Q
S ‘ Society of European Society of

Pathology Gynaecological Oncology

ADJUVANT THERAPY

« For patients with intermediate risk EC: adjuvant vaginal brachytherapy
should be considered [I, A].

- No adjuvant therapy is an option [III, C], especially for patients under 60 e
years of age and/or low grade [II, A]. -

Netherlands

- VBT effective PORTEC-2 (Nout et al. Lancet 2010), Swedish trial (Sorbe et al. IJROBP 2012)

» PORTEC-2 outcomes in molecular groups and risk factors (Wortman et al. BJC 2018)
» PORTEC-1 & 2 molecular groups and radiotherapy response (Stello et al CCR 216; Horeweg et al. JCO 2023)

WWW.e5g0.0rg

® @®® #ESTRO25
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2023 FIGO staging" Molecular classification E s G g
= ' 2
European Society of
POLEmut MMRd NSMP low-grade+ ERpos NSMP high-grade ERneg* pSdabn Gynaecological Oncology
ae
] Confined to the uicrine corpus
A [EY Low.grade endometnioid, limited 1o polyp/endometrizm (no myomvasion )
1A2 Low grade endometn oid @«mm.«?- 500, no'fiocal LVS] Definition Of riSk
1A3 Low grade endometn oid carcinema of the endometrnm & ovan
™ groups based on
.
= = FIGO2023
A staging and
u ow-grade endometrioid subsiantial LVSI** l I
Il High-grade histologies”, myoinvasion mo ecu a r
classification
. I PR focal LV'SE
Substantial L VSI4*
i Local and/or regional spread
A mal Spread 1o ovary or fallopizn tsbe (except when meeting stage LA3 criteria) Low
1A2 Involvement of werne subseros of sprend through the uterine serosa
B 1B Mctastasis or direct spread s the vagina and'or the parametria
B2 Mectastasis bo the pelvic peritoncwm Intermediate
HiC cC1 Pelvic lymph node metnstasis
HHC T Micrometastasis o
meli | Macometastasis High- -
mc2 Para-aortic lymph node metastasis (up 1o renal vessels) intermediate R em i Nout
C Microme; H
{ e HTamet astasis ngh Netherlands
1IC2is Macromctastases
w Locally advanced and'or metastatic disease
VA Invasion of the mucasa and'or the intestinal mucosa Uncertain, lack
—— — ' of data

his includes the following categories:

— FIGO 2023 stage IIAm MMRd

— FIGO 2023 stage IIBm MMRd, NSMP low-grade+ERpos

WWW,

& _ FIGO 2023 stage IICm MMRd with cervical invasion (independent of LVSI)
or with substantial LVSI

®@@® HESTRO25
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’..... ESGO

ESTROS = -
ADJUVANT THERAPY Wl society of G e
HIGH-INTERMEDIATE RISK

« For patients with high-intermediate risk EC: adjuvant EBRT is recommended
for optimal pelvic control [II, A].

« Vaginal brachytherapy is an alternative option, especially for patients who
underwent lymph node staging and are pNO [II, B].

« No adjuvant therapy can be considered, especially for patients who
underwent lymph node staging and are pNO, without substantial LVSI and -
low-grade disease [1V, B]. Netherlands

+ GOG#249 EBRT compared to VBT+chemo (Randall et al. IJROBP 2017)

« PORTEC-2 outcomes in molecular groups and risk factors (Wortman et al. BJC 2018), substantial LVSI (Bosse et al, EJC 2015)
= PORTEC-1 & 2 molecular groups and radiotherapy response (Stello et al CCR 216; Horeweg et al. JCO 2023) ‘

» PORTEC-3 CCRT versus EBRT (de Boer et al. Lancet Oncol 2019); Molecular groups (Leon-Castillo et al. JCO 2020)

WWW.e5g0.0rg

® @®® #ESTRO25
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. Molecular classification
2023 FIGO staging” BCRIY:CLESAINC
POLEmut MMRdA NSMP low-grade+ERpos NSMP high-grade ERneg* pElabn
] Confined to the uierine corpus
A 1AL Low-grade enxdometn o ed 1o polyp endometrium (no myoinvason |
IA2 Low-grade endometn o asion <500%, no'focal LVS]

1A3 Low grade endometri o ihe endometrmm & ovary¥

I igh-
11} Confined to the uterus
HA
i1}
e High-grade histologies”, mysinvasion
i Local and'or regional spread
A Al Spread 1o ovary or fallopian isbe {except when meeting stage LA3 criteria)
A2 Iavolvernent of serne subsaromi of speead through the ulernine serosa
mn L] Mictastasis or direct spread to the vaging andior the parametria
B2 Mictastass 1o the pelvic perilomeum
HIC mch Pelvic lymph node metastasis
THC Mhicramet astasis
IClis Mucroenctastisis
mc2 Para-sartic lymph node metastasis (up o renal vessels)
IC Micrametastasis
MIC: Macroenctastasas
w Locally advanced and'or tic disease
WA Invasion of the mucasa and 'or the intestinal mucosa

— FIGO 2023 stages IIm (IIA, IIB, IIC) NSMP high-grade/ERneg, p53abn
- FIGO 2023 stage IIIm (IIIA, IIIB, IIIC) MMRd, NSMP low-

(]

Question

This includes the following categories:

— FIGO 2023 stages 1A2, IA3, IBm NSMP high-grade/ERneg, p53abn

grade+ERpos, NSMP high-grade/ERneg, p53abn

— FIGO 2023 stage IVAm MMRd, NSMP low-grade+ERpos, NSMP high-
grade/ERneg, p53abn

ESGO

European Society o
Gynaecological Oncology

Definition of risk
groups based on
FI1IGO02023
staging and
molecular
classification

Low

Intermediate

High-
intermediate

-

Uncertain, lack
of data

\ 2

Strauss 1-2

Remi Nout
Netherlands
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Strauss 1-2

ﬂ ropean
EST@ ‘ Egcigty of Egogyog
Pathology Gynaecological Oncology
ADJUVANT THERAPY
HIGH RISK

«| For patients with high-risk EC: EBRT with concurrent and adjuvant
chemotherapy [I, A], or alternatively sequential chemotherapy and
radiotherapy are recommended [I, B].

« Chemotherapy + brachytherapy is an alternative option [I, B].

« For patients with FIGO 2023 stage IIIm-IVAm MMRd EC, adjuvant — ut
chemotherapy combined with and ICI (£ EBRT) should be considered [II, B]. Netherlands

+ GOG#258 CT vs CCRT (Matei et al. NEJM 2019)

« PORTEC-3 CCRT versus EBRT (de Boer et al. Lancet Oncol 2019); Molecular groups (Leon-Castillo et al. JCO 2020)
+ Keynote-B21 Immune Checkpoint Inhibition (van Gorp et al, Ann Oncol 2024) '

WWW.e5g0.0rg
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Strauss 1-2

2023 FIGO staging® Molecular classification E s G Q
f

European Society o

NSMP low-grade+ ERpos NSMP high- VERneg” :
T g e Gynaecological Oncology
Confined to the uierine corpus
[EY Low-grade endometnoid, limited 1o polyp/'endometrivm (no myoinvasion )
1A2 Low grade endometri oid, smyniownsion 500, no'focal LVSI Defi nition Of risk
1A Low-grade endometsi oid carcinema of the endometrmm & ovaryd
groups based on

PPy W a——"— staging and

Low-grade endometsi oid, substantal L VS[**

High-grade histologies*, mysimvasion molecu I a r

= -
classification
Local and/or reginmal spread
Al Spread to ovary or fallopian isbe (except when meeting stage LA3 criteria) I_ow
A2 Involvement of serine subseros or sprend through the uterine serosa
1B Mictastasis or direct spread so the vaging andior the parametria I |
B2 Metastasis 1o the pelvie peritoncum i Intermediate
1 Pelvic lymiph node metnstasis
HC T Micrometastasis i
mcli | Macrometastasis High-
mcz Para-aartic lymph node metastasis (up 1o renal vessels) intermediate R em i Nout
mc Micrametastasis H
High Netherlands

INC2is Macromctastasas

Locally advanced and/or tic discase
Invasion of the mucasa and‘or the intestinal mucosa Uncertain, Iack
! e e of data

ADJUVANT THERAPY
FIGO 2023 STAGES IIImPOLE,, and IVAm POLE,,,

WWW.€5g0.0rg « This part includes the following categories:

o FIGO 2023 stages IIImpP
E o FIGO 2023 stage IVAMNE X @ @ @ #ESTRO25
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IETM = |Implications for adjuvant therapy and radiotherapy highlights

=P..... ESG

ES

R 0 European Q
‘ Society of European Society of

Pathology Gynaecological Oncology

ADJUVANT THERAPY
FIGO 2023 STAGES IIImPOLE, ; and IVAm POLE,

« For patients with FIGO 2023 stage IIIm POLEmut and IVAm POLEmut
(prognostic risk group allocation is unclear) due to limited number of
patients no firm treatment recommendations can be given, however
following a case-by-case multidisciplinary team discussion,‘de—escalation\ |
from high-risk treatment{can be considered|[1V, B]. —

Netherlands

« Good outcomes POLE in PORTEC-3 molecular groups (Leon-Castillo et al. JCO 2020)
» Good outcomes in surgery alone Danish high-grade cohort (Leon-Castillo et al. Gyn Onc 2022) ‘

WWW.e5g0.0rg
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Strauss 1-2

ENDOMETRIAL CARCINOMA STAGE I-IVA®

v

) (e )

\ A A 4 v 4 v \ 4 L 4 \ 4 &
No adj. Tx VBT No adj. Tx® EBRT® VBT® No adj. Tx® EBRT + CT CT + VBT Stage lllm-IVAm MMRd:
[u, A] [1. A] [, ] [11, A] (i, B] [1V, B] (c&a-CT [, Al or s-CT [, B]) [1, B] CT+ ICI (+ EBRT)

[n, 8]

@ Eor patients with FIGO 2023 stages IA1m NSMP high-grade/ERneg or p53abn & |[Cm NSMP high-grade/ERneg or p53abn, there are limited data and adjuvant therapy is generally not
recommended.
For patients with FIGO 2023 stages Illm POLEmut & IVAm POLEmut, no firm recommendation can be given, however de-escalation from high-risk treatment can be considered.

Remi Nout
@Especially for patients under 60 years of age and/or low-grade [ll, A]. Netherlands

©EBRT is recommended for optimal pelvic control.
@yBT is an alternative option, especially for patients who underwent lymph node staging and are pNO.
®No adjuvant therapy can be considered, especially for patients who underwent lymph node staging and are pNO, without substantial LVSI and low-grade.

Adj. Tx adjuvant therapy; c&a-CT concurrent and adjuvant chemotherapy; CT chemotherapy; EBRT external beam radiotherapy; ICI immune checkpoint inhibitor; s-CT sequential
chemotherapy; VBT vaginal brachytherapy.

Adjuvant therapy in endometrial carcinoma stage I-IVA \ 4

WWW.e5g0.0rg
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Implications for adjuvant therapy and radiotherapy highlights

Strauss 1-2

Medically unfit patients with stage I & II disease

MEDICALLY UNFIT PATIENTS WITH STAGE | & Il DISEASE

|

[ Minimally invasive surgery contra- J

indicated

v
[ Vaginal hysterectomy + BSO ]

I, ¢

Y
Any surgery contra-
incieated

Y

[

Definitive curative radiotherapy
i, 8]

Y

I
v

Low-grade tumours
(61, G2)

] [ High-grade tumours ]

Superficial myometrial Deep myometrial
invasion invasion
‘ * Y
Intrauterine IGET Combination of EBRT+ intrauterine IGBT
i, B] [, B]

BSO bilateral salpingo-cophorectomy; EBRT external beam radiotherapy, IGET image-guided brachytherapy

WWW.e5g0.0rg

-

[

Curative surgery and radiotherapy
contra-indicated

J

v

Systemic treatment
(incl. endocrine therapy)
and/or
a combination of local treatments
[incl. progestin-releasing intrauterine
device and radiotherapy]
[v, 8]

ESGO

European Society o
Gynaecological Oncology

8

Remi Nout
Netherlands

(]

Question
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Locoregional recurrent disease ESGQ
f

European Society o
Gynaecological Oncology

LOCOREGIONAL RECURRENT DISEASE

EBRT = IGBT = chematherapy [IV, A]

For vaginal cuff recurrence:
Pelvic EBRT + intracavitary (£ interstitial) IGBT [IV, A]

*  In case of superficial tumours: intracavitary IGBT alone [IV, A]
Superficial vaginal tumour resection (vaginally) prior to radiotherapy [IV, C]

Feasibility of radical surgery
with clear margin and
acceptable morbidity?

] In patients with vaginal-only recurrences of grade 1
or 2 endometrioid endometrial cancer, EBRT +
IGBT, without addition of chemotherapy results in
excellent outcome. (Klop et al. JCO 2024) [ oo J

Primary systemic Re-irradiation with
therapy £ 1CI curative intent in a
[iv, B] specialised centre

[v, ] Remi Nout
Refer to the Netherlands

corresponding algorithm

Chemotherapy + ICI
followed by IClin
MMRd tumours®

1, B]

Delayed surgery depending on response
v, €]

Dif the patient is immune checkpoint inhibitor (ICl) naive.

EBRT External beam radiotherapy; MMRd mismatch repair deficiency; IGBT image-guided brachytherapy.

WWW.e5g0.0rg
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Strauss 1-2

Non locoregional recurrent disease ESG
(oligometastatic or disseminated recurrent disease) .

European Society o
NON LOCOREGIONAL RECURRENT DISEASE

Gynaecological Oncology

Oligometastatic
disease®

, Complete macroscopic resection
S s A feasible with acceptable morbidity and
*  Surgery quality of life?
= and/or radical radiation therapy including y "
stereotactic radiotherapy
and/or local ablating techniques Yes Ne
3
- \ 4 y
! Surgery Systemic therapy
] [iv, B]
I

Disseminated
disease

= palliative intervention (surgery [IV, B], radiotherapy [IV, A]]®

Remi Nout
Netherlands

Refer to algorithm for first-
line therapy

Refer to algorithm
for second-line therapy

Systemic therapy
v, c]
Systemic therapy or

radiotherapy
[v, B]

|®1-5 metastases,/up to 3 regions.l
palliative surgery can be performed in selected cases to alleviate symptoms (e.g. bleeding, fistula, bowel obstruction). Palliative radiotherapy is

indicated for symptoms related to pelvic or systemic disease.

WWW.e5g0.0rg
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104 PORTEC-4a; an international randomised trial of molecular profile-based adjuv...
L Plenary Hall

Hypothesis and aims of the PORTEC-4a trial

* Molecular-integrated profile-based individualised adjuvant treatment
reduces over- and undertreatment in patients with HIR-EC

Anne-Sophie van den Heerik
Netherlands

ESTRO
025 Waortman et al, Gyn Onc, 2018; Van den Heerik et al, JGC, 2020
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IETM 1704 PORTEC-4a; an international randomised trial of molecular profile-based adjuv...

Plenary Hall

Hypothesis and aims of the PORTEC-4a trial

* Molecular-integrated profile-based individualised adjuvant treatment
reduces over- and undertreatment in patients with HIR-EC

* Primary endpoint
« 5-year cumulative incidence of vaginal recurrence

* Secondary endpoints & / 2
Recurrence-free and overall survival _— |
. Anne-Sophie van den Heerik
Vaginal tumour control Netherlands
Pelvic, locoregional and distant recurrence
Adverse events and Quality of life
EC related healthcare costs

ESTRO
025 Waortman et al, Gyn Onc, 2018; Van den Heerik et al, 1JGC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

A Stage | endometrial cancer B
Surgery and pathology diagnosis: Stage | HIR endometrial cancer
HIR* l
Random assignment Determination of the molecular-integrated risk profilet
2:1
l J L 4 y ¥ \
- Substantial LVSI or & |
Experm:grtal arm Stand‘a!lr;! arm POLE mutation MMRd TP52 mutation or
> 10% L1CAM expression ’ i / &
1 Anne-Sophie van den Heerik
Determination of the molecular- Determination of the molecular- | No| vy Yesl Netherlands
integrated risk profile integrated risk profile
L \
Favorable Intermediate | CTNNB1 wild wpel ‘ CTNNB1 mutation |
(estimated. at 55%) j§ (estimated. at 40%)
k 4 L 4 4 Y
. Vaginal Vaginal =

Waortman et al, Gyn Onc, 2018; Van den Heerik et al, JGC, 2020
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Plenary Hall

Design PORTEC-4a trial

.EST@
025
()

Question

2016 - 2021

A

Stage | endometrial cancer ‘

|

Surgery and pathology diagnosis:

HIR*

|

Random assignment
2:1

'

Experimental arm
2)

!

Standard arm
(1

(ngh)lntermedlate risk (FIGO 2009 stage):
« Stage IA (with invasion), grade 3 (any age,
irrespective of LVSI

« Stage IB, grade 1-2 and age >60 years

« Stage IB, grade 1-2 with LVSI

Anne-Sophie van den Heerik

« Stage IB, grade 3 without LVSI Nétherlands
« Stage Il (microscopic), grade 1

Waortman et al, Gyn Onc, 2018; Van den Heerik et al, 1JGC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

Anne-Sophie van den Heerik
Netherlands

| |

Favorable
(estimated. at 55%) |
i . |

Observation

ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, 1GC, 2020
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IETM .. PORTEC-4a; an international randomised trial of molecular profile-based adjuv...

Plenary Hall

Design PORTEC-4a trial 2016 - 2021

Anne-Sophie van den Heerik
Netherlands

EBRT

ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, 1GC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

Anne-Sophie van den Heerik
Netherlands

| _

Intermediate
(estimated. at 40%)

Vaginal Vaginal
brachytherapy brachytherapy

ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, 1GC, 2020
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Plenary Hall

Design PORTEC-4a trial

.EST@
025
()

Question

2016 - 2021

A

Stage | endometrial cancer ‘

|

HIR*

Surgery and pathology diagnosis:

|

2:1

Random assignment

!

Experimental arm
2)

I_l

Determination of the molecular-
integrated risk profile

v

Standard arm
(1

Determination of the molecular-
integrated risk profile

Favorable

(estimated. at 55%)

!

Intermediate ' Unfavorabl »
{estimated. at 40%] § (estimated. at 5%)
v

Unfavorable

Observation

Vaginal
brachytherapy

Vaginal

Zeol brachytherapy

Results of the molecular risk
profile were shared with treating
physicians in the molecular-
profile arm (< 2 weeks)

Anne-Sophie van den Heerik
Netherlands

Waortman et al, Gyn Onc, 2018; Van den Heerik et al, 1JGC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

Stage | HIR endometrial cancer

|

Determination of the molecular-integrated risk profilet

Y
Substantial LVSI or
POLE mutation MMRd TP53 mutation or
> 10% L1CAM expression

Anne-Sophie van den Heerik
[No] v [Ves] Netherlands

A J A J
| CTNNB1 wild wpe] ‘ CTNNB1 mutation |

Y Y Y Y

ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, JGC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

A B

|

!_ |
! ] ! |

-
| '- _ : H
} i Anne-Sophie van den Heerik
e fihe n —|No| v [Yes] Netherlands
| | |
I | | | |

| ‘:' | Y A 4 l !; i Y

ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, 1GC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

!
J.' ‘ ‘5‘.. i e
| | Iz 8
4 B /
[ | l J, _ | Y N
o Substantial LVSI or A /
~__TP53mutation or )
> 10% L1CAM expression E ;9

¥ ' Anne-Sophie van den Heerik
v Netherlands

1 1 | l l
.EST@
025 Waortman et al, Gyn Onc, 2018; Van den Heerik et al, JGC, 2020
g ®®©® #ESTRO25
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... PORTEC-4a; an international randomised trial of molecular profile-based adjuv...
: - Plenary Hall

Design PORTEC-4a trial 2016 - 2021

MMRd

y [Yes]

Anne-Sophie van den Heerik
Netherlands

Intermediate

Y

r

ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, 1GC, 2020
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Plenary Hall

Design PORTEC-4a trial 2016 - 2021

Ay

Anne-Sophie van den Heerik
[No] ¥ _ Netherlands

: A J A J
‘ ‘ CTNNB1 wild tvpeJ ‘ CTNNB1 mutation

A J

Ry
ESTRO
025 Wortman et al, Gyn Onc, 2018; Van den Heerik et al, JGC, 2020
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Plenary Hall

Statistical analysis

» Non-inferiority design
» To exclude a clinically relevant difference in cumulative incidence of vaginal
recurrence
« With an equivalence margin of 7% in the whole PORTEC-4a population
« With an equivalence margin of 8.5% in those with a favourable profile
 Descriptive comparison of outcomes in patients with unfavourable profile

Anne-Sophie van den Heerik
Netherlands

 Analysis of endpoints
» Log-rank, Kaplan Meier and Cox regression
» Competing risk analysis for vaginal, pelvic, locoregional and distant recurrence

ESTRO
025 Van den Heerik et al, HGC, 2020; Putter at al, Stat Med, 2009
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13 PORTEC-4a; an international randomised trial of molecular profile-based adjuv...
L Plenary Hall

591 patients enrolled and randomly

assigned (2:1)

v ¥
Molecular-profile arm Standard arm
n = 386 n =206

.EST@
025

(]

Question

Anne-Sophie van den Heerik
Netherlands
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Plenary Hall

591 patients enrolled and randomly

assigned (2:1)

v v
Molecular-profile arm Standard arm
n =386 n =206
19 excluded 9 excluded
10 Immediate IC withdrawl
9 not eligible 3 not eligible

A J

367 patients in molecular-profile
arm

Question

6 immediate IC withdrawl

v

197 in standard arm

Anne-Sophie van den Heerik
Netherlands
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Plenary Hall

591 patients enrolled and randomly

assigned (2:1)

v v
Molecular-profile arm Standard arm
n =386 n =206

19 excluded

10 Immediate IC withdrawl
9 not eligible

A J

367 patients in molecular-profile

arm

169 favourable profile
(46%)

165 Observation
4 VBT

.EST@
025

(]

Question

L
147 intermediate profile | 51 Unfavourable profile
(40%) (14%)
144 VBT 44 EBRT

3 Observation 5 VBT
2 Observation

9 excluded

v

6 immediate IC withdrawl
3 not eligible

197 in standard arm

'

Standard VBT

196 VBT
1 Observation

Anne-Sophie van den Heerik
Netherlands
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591 patients enrolled and randomly
assigned (2:1)
|

v v
Molecular-profile arm Standard arm
n = 386 n =206

19 excluded

10 Immediate IC withdrawl
9 not eligible

9 excluded

6 immediate IC withdrawl
3 not eligible

L 2 v

367 patients in molecular-profile
arm

197 in standard arm

169 favourable profile
(46%)

165 Observation
4 VBT

147 intermediate profile | 51 Unfavourable profile
(40%) (14%)

144 VBT
3 Observation

\ 4 1L

Standard VBT

44 EBRT
5 VBT
2 Observation

196 VBT
1 Observation

.EST@
025

Question

564 patients in intention-to-treat population
97% treated according to protocol

Median FUP 58 months

W - PORTEC-4a; an international randomised trial of molecular profile-based adjuv...
; Plenary Hall

Anne-Sophie van den Heerik
Netherlands
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Plenary Hall

Patient characteristics

Molecular- Standard VBT
profile arm arm
n =367 n=197
Age Median (IQ Range) 69 (41 - 89) 69 (36-90)
0 75% 69%
WHO status |1 23% 30%
2 2% 2%
TAH-BSO 11% 15%
TAH-BSO and
Type of lymphadenectomy 12% 11%
surgery Laparoscopy 64% 61%
Laparoscopy and
lymphadenectomy 13% 13%

.EST@
025

(]

Question

Netherlands
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Plenary Hall

Patient characteristics

Molecular- Standard VBT
profile arm arm
n =367 n=197
0 75% 69%
WHO status |1 23% 30%

.EST@
025

(]

Question

Anne-Sophie van den Heerik
Netherlands
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Plenary Hall

Patient characteristics

Molecular- Standard VBT
profile arm arm
n =367 n=197
Type of
surgery Laparoscopy 64% 61%
Laparoscopy and
lymphadenectomy 13% 13%

.EST@
025
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Anne-Sophie van den Heerik
Netherlands
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Plenary Hall

Patient characteristics

Molecular-
profile arm
n =367

Standard VBT
arm
n=197

Type of
surgery

TAH-BSO and
lymphadenectomy

12%

11%

Laparoscopy and
lymphadenectomy

13%

13%

.EST@
025
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Anne-Sophie van den Heerik
Netherlands

X @®©@@® H#ESTRO25



IETW 10 PORTEC-4a; an international randomised trial of molecular profile-based adjuv...

Plenary Hall

Tumour characteristics

Molecular- Standard VBT
profile arm arm
n=367 n=197
FIGO stage (2009)|I1B 82% 83%
grade 1-2 85% 84%

Grade

.EST@
025

(]

Question

Anne-Sophie van den Heerik
Netherlands

X @®©@® H#ESTRO25



IETM m PORTEC-4a; an international randomised trial of molecular profile-based adjuv...

Plenary Hall

Tumour characteristics

Molecular- Standard VBT
profile arm arm
n =367 n=197
POLE 9% 9%
Molecular class [MMRd 31% 24%
NSMP 57% 63%

p53-abnormal

3%

4%

.EST@
025

(]

Question

Anne-Sophie van den Heerik
Netherlands
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Plenary Hall

Tumour characteristics

Molecular- Standard VBT
profile arm arm
n=367 n=197
S Substantial 9% 8%
L1CAM

>10% overexpression

9%

6%

.EST@
025
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Anne-Sophie van den Heerik
Netherlands
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: Plenary Hall

Vaginal recurrence

1 | — Standard arm
— Molecular-Profile arm
0.9
0.8
2 07 _
. Only 23 vaginal recurrences .
s 05 - 8 isolated, of which 4 in distal 2 4
E 0.4 7 vagina
3 03 e
0.2 1 - ~4
0.1 Anne-Sophie van den Heerik
04— Netherlands
T T | T | T
0 1 2 3 - 5
' Years since randomisation
No. at Risk:
197 186 176 150 103 72
367 340 317 281 182 110
ESTRO
025
E X @®©@® H#ESTRO25
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Plenary Hall

Vaginal recurrence

0.25 -
02 -
4.5% vs 1.6% at 5 years
0.15 -

0.1 - HR 2.71 (95% C1 0.79 - 9.34)
0.05

Cumulative incidence

| I I | | I Anne-Sophie van den Heerik
Netherlands
0 1 2 3 4 9

_ Years since randomisation
No. at Risk:

197 186 176 150 103 72
ESTRO
025

367 340 317 281 182 110
0] ® @®® HESTRO25
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Plenary Hall

Vaginal recurrence

0.25 -
3
§ 02
2 4.5% vs 1.6% at 5 years
€ 0.15
o
E 0.1 HR 2.71 (95% C1 0.79 - 9.34)
E 0.05
I — One-sided equivalence margin of 5.3%

| I I | | I Anne-Sophie van den Heerik
Netherlands

_ Years since randomisation
No. at Risk:

197 186 176 150 103 72
ESTRO
025

367 340 317 281 182 110
C) ® @®® HESTRO25
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Plenary Hall

Vaginal recurrence

0.25 -
3
§ 02 -
2 4.5% vs 1.6% at 5 years
€ 0.15
o
E 0.1 HR 2.71 (95% C1 0.79 - 9.34)
E 0.05
O — One-sided equivalence margin of 5.3%
() ——r

| I I | | I Anne-Sophie van den Heerik
Netherlands

Molecular-profile based treatment is non-inferior to standard VBT

A
92025
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W, g Plenary Hall

—

Pelvic and combined vaginal/pelvic (locoregional) recurrence
Distant metastasis

Pelvic recurrence Locoregional recurrence
1 -| — Standard arm 1 | — Standard arm
= Molecular-Profile arm = Molecular-Profile arm
0.9 1 0.8 1
0.8 0.8
o L
g 07 - £ 07
B 3
o 06 - S 0.6 -
L= £
g 05 - g 0.5 -
m m
s 04 s 044
E E
S5 03 3 03
2 D.2
L1 [ 0.1 — :
2 __F==_ —— - =
0 | | : ‘ | Ly & : | | : | Anne-Sophie van den Heerik
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Pelvic and combined vaginal/pelvic (locoregional) recurrence

Distant metastasis
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Recurrence-free and overall survival

Recurrence-free survival Overall survival
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Vaginal recurrence - Favourable profile

Vaginal recurrence, favourable subgroup
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Vaginal recurrence - Favourable profile

Vaginal recurrence, favourable subgroup
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Vaginal recurrence - Favourable profile

Cumulative incidence

Vaginal recurrence, favourable subgroup
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4.7% vs 0.9% (HR 4.61, p=0.09)

One-sided equivalence margin of 7.0%
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Vaginal recurrence - Favourable profile

Vaginal recurrence, favourable subgroup
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—— Molecular-Profile arm 4.7% vs 0.9% (HR 4,61, p=0.09)

One-sided equivalence margin of 7.0%

Anne-Sophie van den Heerik
Netherlands
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Omission of adjuvant treatment in patients with a favourable

profile is non-inferior to standard VBT
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Locoregional recurrence in the three molecular profiles

Favourable profile
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Intermediate profile
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Locoregional recurrence in the three molecular profiles

Unfavourable profile
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Adverse events (CTCAE v4.0) - All events

* Only 5 Serious Adverse Events, of which 1 possibly related

Molecular-profile arm Standard VBT arm
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Baseline Treatment 6 months 12 months 24 months 36 months Baseline Treatment 6 months 12 month 24 months 36 months
Grade 1 Grade 2 mGrade 3 Grade 1 Grade 2 mGrade 3
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Adverse events (CTCAE v4.0) - gastro-intestinal toxicity

Molecular-profile arm Standard VBT arm
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Adverse events (CTCAE v4.0) - urinary toxicity

Molecular-profile arm Standard VBT arm
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Conclusions of the PORTEC-4a trial

* First trial to provide prospective evidence on a molecular-profile based
adjuvant treatment for women with HIR-EC

* Individualised adjuvant treatment is non-inferior to standard VBT
* No difference in vaginal and locoregional tumour control and survival
» Toxicity was low in both arms

» Omitting adjuvant treatment is safe for patients with a favourable profile

Ann;Sophie van den Heerik
» Almost half of HIR-EC patients can be spared the burden of adjuvant -l
treatment
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Conclusions of the PORTEC-4a trial

« First trial to provide prospective evidence on a molecular-profile based
adjuvant treatment for women with HIR-EC

* Individualised adjuvant treatment is non-inferior to standard VBT
* No difference in vaginal and locoregional tumour control and survival
» Toxicity was low in both arms

» Omitting adjuvant treatment is safe for patients with a favourable profile

AnnetSOhie van den Heerik
» Almost half of HIR-EC patients can be spared the burden of adjuvant - L
treatment

* Molecular-profile based EBRT improves locoregional control for the

patients with an unfavourable profile
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PORTEC-4a: Beyond the Data - A Critical
and Clinical Perspective

Gabriella Macchia Catrala i
Radiation Oncology Unit
Campobasso, Italy
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Take-home Messages ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
)/
First Phase lll Evidence for Molecularly Guided Adjuvant Treatment in Endometrial Cancer ¢

Significant Reduction in Overtreatment Without Compromising Oncologic Safety

A Vaginal recurrence B Recurrence~free survival
@ u | ] 14
09 = 09 \M
§ 08 . § 08
§ 0.7 1 - -ué gg -
€ 06 - ] -
@ 054  4.5%vs 1.6% ™ e & 05 81.7% vs 85.1%
£ 044 ' § 044
q 4
2 03 ¢ 1 1 % a3 5 0.3 4
E 02+ 5 0.2 - i
3 ] ~
o 014 0.1 - -
0 | se—— 0L : . _ Gabriella Macchia
0 1 2 3 4 5 0 1 2 3 4 : Italy
: Years si i
No. at Risk Years since randomisation No. at Risk ‘ears since randomisation
197 186 177 150 102 71 197 188 181 155 106 73
367 339 317 280 175 107 367 344 24 201 182 112

s M olecular-profile Arm
s V/BT-Arm

A - 5-year cumulative incidence of vaginal recurrence between the two treatment arms,
without adjuvant treatment in 46% of patients in the molecular-profile arm
B — Recurrence free survival
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Statistical considerations

Randomized design
minimizes biases

Well-defined hypothesis
and primary endpoint

\ O X

Non-inferiority trial e ED
adequately powered italy

Secondary endpoints support
robustness of results

©

....even if in Immune Checkpoint Inhibitor era is easier to interpretate the PFS than OS
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Potential Impact on ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
Existing Clinical
Guidelines

PORTEC 4A )|
" ~ molecular profiling

ESGO/ESTRO ) reduce overtreatment

ESP 2025 GL
. - - enhancing quality of life

FIGO
| STAGING 2023

Gabriella Macchia
Italy
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Vaginal recurrence - Favorable profile ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

Vaginal recurrence, favourable subgroup
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Locoregional recurrence - Unfavourable profile
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. Exploratory analysis: Itgey
§ &) unfavorable profiles had a
- 06 . -
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ol recurrence rate (8.4% vs. . . PPNT
3 03 . Anticipates New Guidelines
02 1 .—'f 30.5%,p=0.05) and Distant :
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HIR  Stage IA (vith invasion), grade 3 (any age, with or without ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

FIGO lymph-vascular space invasion) — " C
2009 Stage 1B, grade 3 without lymph-vascular space invasion FIGO 2023

Gabriella Macchia
Italy
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‘ | ‘ Risk groups:

I ICF[GO 2023_' Intermediate.

HIR  Stage IA (with invasion), grade 3 (any age, with or without
FIGO lymph-vascular space invasion)

2009 stage IB, grade 3 without lymph-vascular space invasion

2023 FIGO staging” Molecular classification* -
POLEmut MMRd NSMP low- NSMP high- | p53abn
grade+ERpos | grade/ERneg**
11 Confined to the uterus
A Low-grade endometrioid, invasion of | [Am POLEmut
the cervical stroma
1B Low-grade endometrioid, substantial IAm POLEmut
g LVST***
‘ Ic ’ High-grade histologies™, myoinvasion | IAm POLEmut Myoinvasion <50%,
no/focal LVSI
IAm POLEmut Myoinvasion >50%,
no/focal LVSI
IAm POLEmut Cervical stromal
invasion, no/focal
LVSI . R
1Am POLEmut Substantial LVSI** Gabriella Macchia

Italy

:

E=

ENDOMETRIAL CARCINOMA STAGE IHIVAD
W:&k

Hj . I —

y 1 L4 T l v v

No adj.Tx VET No adj T EBRT VBT No adj. Tx* EBRT+CT CT:VBT Stage LIV Am MMBd:

[ (1. A] ][ [1.A] J{ [iin.€] ]{ fir, Al }[ fir, B1 }[ ftv. Bl J[ (cfa:CL[1.A] or s-CT[LB]) J [1.B] CT+ ICI (£ EBRT)
[t1.B]

E X @®©@® H#ESTRO25

Question



ESTRO { . . Discussant

Plenary Hall

‘ Risk groups:

HIR
FIGO Stage IB, grade 1 or 2 with documented lymph-vascular space Low
2009 _ilwasmrl I I BFIGO 2023Q Intermediate
) High-

Intermediate

2023 FIGO staging” Molecular classification® -

Uncertain

POLEmut MMRd NSMP low- NSMP high- p53abn
grade+ERpos | grade/ERneg**

Confined to the uterus

II
A Low-grade endometrioid, invasion of | IAm POLEmut
the cervical stroma
ﬁET) Low-grade endometrioid, substantial IAm POLEmut
LVS[***
Inc High-grade histologies”, myoinvasion | IAm POLEmut Myoinvasion <50%, n.a.
no/focal LVSI
IAm POLEmut Myoinvasion >50%,
no/focal LVSI
IAm POLEmut Cervical stromal
invasion, no/focal
LVSI
IAm POLEmut Substantial LVSI**

ENDOMETRIAL CARCINOMA STAGE I-IVAD
|
() (s | () £y

,TLll!il‘,—.

No adi.Tx VBT No agdj. Tx* EBRT" vBT® No adj. Tx* EBRT+CT CT:VET Stage LiluIVAm MMB&
[ [11. A ][ [1.A4] J[ [ir. € J[ fin, Al J[ fir,B1 J[ fv, Bl J' (cfa:CL.[1.A] or s-CT[LB]) [t.8] CT+ICI (£ EBRT)
[11.B]

Gabriella Macchia
Italy
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Potential Impact on ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
Existing Clinical

Guidelines
PORTEC 4A )
] ~ molecular profiling

Egg%ggﬁo ) reduce overtreatment

- enhancing quality of life
FIGO
STAGING 2023
Gabriella Macchia
I Italy

Incredibly impactful for

Elderly patients or
those with multiple
comorbidities
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Will this study change clinical practice tomorrow? ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

Role of age

Gabriella Macchia
Italy
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p%ﬁgﬂig‘gﬁﬁ&ﬁn Remaining Evidence Gaps ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

Guidelines

PORTEC 4A >

Egg%ggﬁo ) reduce overtreatment

- enhancing quality of life
FIGO
STAGING 2023
Gabriella Macchia
I Italy

Incredibly impactful for

The findings are most applicable to patients
with high-intermediate risk endometrial
cancer (2016 Guidelines)

molecular profiling

Elderly patients or
those with multiple
comorbidities
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Potential Impact on
Existing Clinical
Guidelines

PORTEC 4A >

molecular profiling

reduce overtreatment

ESGO/ESTRO )
ESP 2025 GL

enhancing quality of life

FIGO
| STAGING 2023

Incredibly impactful for

Elderly patients or
those with multiple
comorbidities
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Remaining Evidence Gaps ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

The findings are most applicable to patients
with high-intermediate risk endometrial
cancer (2016 Guidelines)

Refining Adjuvant treatment ' endometrial cancer Based On molecular profile
Primary endpoint 5-yr RFS

RAINBO
: D < CT/RT N =485
Endometrial Cancer \ﬁ;&“ "™ /Rt > pARPInhis  GINECO
\‘,
All histologies —ypo?} RAINBO
Sy \\|\“ /; \< RT arct for wage 10 stiowest
l 8325 D PO i = M
e DGOG
Molecular RAINBO
Classification JS_."_’.L’_S_W,L 3 ' S~ CT/RT S
Loy, . HOM NCRI
& i - RT = Hormonal Tx
2, £

S RAINBO
C5
—+  NoAdjTx N = 100
Stage I AT permitted  CCTG/PMH

Plenary Hall

Gabriella Macchia

Italy
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Potential Impact on
Existing Clinical
Guidelines

PORTEC 4A >

molecular profiling

reduce overtreatment

ESGO/ESTRO )
ESP 2025 GL

enhancing quality of life

FIGO
| STAGING 2023

Incredibly impactful for

Elderly patients or
those with multiple
comorbidities
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Remaining Evidence Gaps ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

The findings are most applicable to patients
with high-intermediate risk endometrial
cancer (2016 Guidelines)

Refining Adjuvant treatment | endometrial cancer Based On molecular profile
Primary endpoint 5-yr RFS
RAINBO
: 7~ CT/RT
(r ;.< N = 485
af CT/RT - PARPInhib  GINECO

Endometrial Cancer 4
'
N

s RAINB
5 \! P RT orct or stage 10 sfiowenst
W ;
B O K N =300
e DGOG

All histologies

Molecular

Classification JS_@E_EWE RAL B& L i
L, i "\hﬁ—;< RT o NCRI
"‘fa,_,,% M * :

5 RAINBO
Oy
—+  NoAdjTx N =100
Stage I RT permitted  CCTG/PMH

Economic impact on a large
scale is a critical factor in its
widespread adoption

Plenary Hall

Gabriella Macchia

Italy
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Will this study change clinical practice tomorrow? ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

Role of age

Feasibility and Resources (global scale and LMIC)

Is the 14-day timeframe suggested for molecular classification reliable everywhere?

2023 FIGO staging is difficult to apply on a global scale and unfeasible in resource-poor settings

Gabriella Macchia
Italy

Legal and ethical challenges
Post-treatment genetic findings

Rising patient expectations ' _Furthe_r EII'IEI')’QES of spcnndary endpr::-i_nts,

Overtreatment consequences including quality of life and cost-utility

Delays in molecular data evaluations, to confirm the clinical value

Equity and cost and Pntentlal impact of this approach in
the treatment of endometrial cancer.
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» Reclassify the favorable cases accordin
to the new FIGO 2023 staging (who are the
wolves in sheep’s clothing among the
favorable cases?)

* Investigate vaginal recurrence cases
within the favourable-risk population
(which molecular or histological factors
may have influenced recurrence? Grading?
Estrogen receptor expression?)

Gabriella Macchia
Italy

SUGGESTIONS FO
FUTURE RESEARCHES
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Consideration: higher-than-anticipated proportion of “wolves in sheep’s clothing” ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘

A [ Stage | endometrial cancer

.

{ Surgery and pathology duagnoss
HR*

o ;"—‘r‘»ﬁ _"‘.. Random asssgnment
O ;‘« o l A

1"‘;"“/‘&'*11“41] I
367 [[.p.nmgnul um] ( Snnd.td arm ] 197
2 T

Determination of the molecular- |
integrated nak profile |

s e l o um B e S Veoter, T Gabriella Macchia
{ “’ “ lestimated. et a :‘I Ita'y

1 vl Voo More than expected
Obsarvesion J hn'ﬂ"'"m EBAT < I"""I“ e | p
Less than expected — 46% (168) 40% (147) 14% (51)
S S
& Js
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Summary

First phase I-level evidence supporting the use of molecular profiling to modulate
treatment

Although designed before the 2023 FIGO classification and the updated 2025
guidelines, the PORTEC-4a trial aligns closely with their direction, reinforcing the

shift toward molecularly guided, risk-adapted management.

Gabriella Macchia
ESTROE -, ESGO  taly

INTEGRATION OF MOLECULAR CLASSIFICATION AND OTHER
BIOMARKERS

- Molecular classification (POLEmut, MMRd, non-specific molecular
profile (NSMP), p53abn) should be performed on all ECs and requires
3 basic analyses to determine the POLE mutational, MMR and p53

status (2020 WHO tumour classification) [IV, A].
» Molecular classification is particularly relevant in high-grade
carcinomas [IV, B].
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