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Risk classifications

ASCO Journal of Clinical Oncology”
Risk Group PORTEC'® G0G-99''* ESMO, ESGO, and ESTRO Consensus”
Low EEC, any age, grade 1-2 tumor, EEC, no invasion EEC, grade 1-2 tumor,

< 50% invasion

< 50% invasion, LVSI negative

Low-intermediate

EEC, grade 1-2 tumor, age << 60 years,
= 50% invasion

EEC, not high-intermediate

EEC, grade 1-2 tumor,
= 50% invasion, LVSI negative

High-intermediate

EEC, grade 1 -2 tumor, age = 60 years,
= 50% invasion

EEC, age = 70 years with one
factor or = 50 years with two factors:
grade 3 tumor, = 66% invasion, or LVSI

EEC, grade 3 tumor,
= 50% invasion, any LVSI

EEC, grade 3 tumor, age = 60 years,
= 50% invasion

EEC, any age, with all factors:
grade 3 tumor, = 66%
invasion, and LVSI

EEC, grade 1-2 tumor,
LVSI positive, any invasion

High EEC, grade 3 tumor, Stage 1I-1ll EEC EEC, grade 3 tumor,
= B0% invasion = 50% nvasion, any LVSI
Stage -1l EEC Stage |-l NEEC Stage 11-11l EEC, no residual disease
Stage 1-11l NEEC (serous/clear cell) NEEC (serous, clear cell,
undifferentiated, carcinosarcoma)
Advanced/ Stage IV Stage IV Stage Il with residual
metastatic disecase and stage Va

C.L. Creutzberg. et al

Stage IVb

- J. Chin. Oncol. 37 (27) (2019) 2490-2500.
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B. Sorbe, etal . Int. J Gynecol. Cancer 19 (5) (2009) 873-878
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Table of Contents
ey Cancer | Endometrial Carcinoma Discussion
Network
All staging in guideline is based on updated FIGO staging. (See ST-1)
CLINICAL FINDINGS HISTOLOGIC GRADE/ADJUVANT TREATMENTY:P.m
LE_ntck:met)r;md FIGO Stage | Histologic Grade |Adjuvant Treatment
istology
1A G1, G2 Observation preferred
or
Consider vaginal brachytherapy if lymphovascular space invasion (LVSI)
and/or age 260 y"
G3 Vaginal brachytherapy preferred
or
Consider observation if no myoinvasion
Surgically staged: or
Stage le A Consider EBRT if high-intermediate risk (HIR)® (category 2B)
IB G1 Vaginal brachytherapy preferred®
or
Consider observation if no other adverse risk factors®:P
G2 Vaginal brachytherapy preferred
or
Consider EBRT if HIR®
or
Consider observation if no other adverse risk factors?
G3 RT (EBRT and/or vaginal brachytherapy) * systemic therapy9
(category 2B for systemic therapy)
aSee (UN-1) for classification of uterine neoplasms. oIf HIR per GOG 249: age 50-69 y with two risk factors or age <50 y with three risk
€The degree of surgical staging to assess disease status depends on preoperative factors, or age 270 y with one risk factor. Risk factors include grade 2 or 3, depth
and intraoperative findings. Multidisciplinary expertise is recommended. of invasion to outer half, and LVSI.
See Principles of Evaluation and Surgical Staging (ENDO-C). PPotential adverse risk factors: age 260 y, depth of invasion, and/or LVSI.
9See Principles of Radiation Therapy for Uterine Neoplasms (UN-A). See Discussion for additional information on adverse risk factors.
hSee Systemic Therapy for Endometrial Carcinoma (ENDO-D). 9Risk factors that would lead to EBRT + systemic therapy are: age, LVSI, and
Minitiate EBRT as soon as the vaginal cuff is healed, preferably no later than depth of myoinvasion. Risk factors are continuous variables. Risk of recurrence is
12 weeks after surgery. higher with older age (especially >60 y), extensive LVSI, and deeper myoinvasion
NVaginal brachytherapy strongly suggested if two risk factors present. (>50%). Also, when there are more risk factors present, the risk of recurrence is

higher. See Systemic Therapy for Endometrial Carcinoma (ENDO-D).




Risk Group
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ESMO, ESGO, and ESTRO Consensus”

Low EEC, any age, grade 1-2 tumor,
= 50% invasion

EEC, no invasion

EEC, grade 1-2 tumor,
<= B0% invasion, LVSI negative
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Risk Group PORTEC™ GOG-99''* ESMO, ESGO, and ESTRO Consensus®
Low-intermediate CEC, grade 1-2 tumor, age =< 60 years, LEC, not high-intermediate ELC, grade 1-2 tumor,

= 50% Invasion = S50% invasion, LVS! negative
High-intermediate EEC, grade 1-2 tumor, age = 60 years, EEC, age = 70 years with one EEC, grade 3 tumor,

= 50% invasion factor or = 50 years with two factors < 50% invasion, any LVSI

grade 3 tumor, = 66% Iinvasion, or LVSI
EEC, grade 3 tumor, age = 60 years, EEC, any age, with all factors EEC, grade 1-2 tumor,
= 509% invasion grade 3 tumor, = 66% LVSI positive, any invasion

invasion, and LVSI

MEEVSIBINEIT . BHSNBUT R RERE K, SRR EESRF
N R il 5% 3

PORTEC-1 7144 TAH-BSO 14% 85%

2000 1B, G2-3 4% 81%
, ICH#], G1-2 P<0.001 NS
GOG-99 3921 TAH-BSO U 12% 86%
2004 IB, IC, IIA + LA VS 3% 92%

EAahy P<0.1 NS
ASTEC/EN.5 7891 TAH-BSO 6% (BT 50%) 84%

2009 IA/IBi, G3 + LA (30%) 3% (BT 50%) 84%
ICH P<0.02 NS



PORTEC-1

715 patients randomised
(10 were not eligible)

.

!

radiotherapy
(4 ineligible)

354 allocated
postoperative

361 allocated no
further treatment
(6 ineligible)

.

.

15 did not receive
radiotherapy

339 received radiotherapy 355 received no
(7 discontinued radiotherapy) further treatment

8 minor violations 1 lost to follow-up

6 received radiotherapy
2 minor violations

'

:

354 were followed ‘ 360 were followed ‘

Figure 1: Trial profile

v
]
=
R
;1: p
o

\7
-
o

P45 [ 17 524 A



= = = Radéathernpy

154 4% versus 14%_p < 0-001

Cumulative (%)

0 12 24 36 48 60
Time after randomisation (months)
Numbers at risk

Raciotherapy asa 338 284 219 161 100
No radiotherapy 360 328 271 210 159 1158

Figure 2: Probability of locoregional (vaginal or pelvic) relapse
for patients assigned to postoperative radiotherapy or no
further treatment

PORTEC-1: EBRTHIKSF B3 L K %, Fah4 4%

100 81% versus 85%, p = 0-31
90<
£
Bo 4 -
| . L
70-
soJ - Radiotherapy

I Ll Ll

O 30 &0
Time after randomisation (months)
Numbers at risk

Radiotherapy 354 260 111
No radiotherapy 360 257 125

Figure 3: Probability of survival for patients assigned to
postoperative radiotherapy or no further treatment

C L. Creutzberg, et al., Lancet 355 (9213) (2000) 1404-1411
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PORTEC-1: ¥t T &H4>60%. G3, A#t—F 49 &4 4 (HIR)

Locoregional relapse Death due to endometrial

- cancer

Hazard ratio p

(95% CI) Hazard ratio p
—— —— —— A i aemmp—
Age =60 3-2(1-3-7-5) 0-003 3-1(1-2-8-0) 0-02
Invasion =50% 1-8 (0-9-3-8) 0-11 1-9 (0-8-4-4) 0-16
Grade 1 0-77 (0-4-1-6) 0-50 0-45 (0-2-1-3) 0-15
Grade 3 2:2 (0-8-5-8) 0-11 4-9 (1-9-12-5) 0-0008
No radiotherapy 3-9 (2-:0-7-6) <0-0001 0-76 (0-4-1-4) 0-37

Hazard ratio describes relative hazard of failure per unit time, for age =60 years
compared with <60 years; for myometrial invasion =50% compared with <50%; for
grade 1 and 3 compared with grade 2; for no radiotherapy compared with postoperative
radiotherapy.

C L. Creutzberg, et al., Lancet 355 (9213) (2000) 1404-1411



GOG-99 trial
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" (HR: 0.42; P = 0.007):
FIGO IB-II y > 4% % it 4 4 %86% VS. 92%
s — (HR: 0.86; P = 0.557):
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Complete staging \ > WG EERIKT R A il
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HM. Keys, etal.. Gvnecol. Oncol. 92 (3) (2004) 744-751.
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H.M. Keys, etal.. Gynecol. Oncol. 92 (3) (2004) 744-751.



GOG-99 trial: HIR%.3% 5 # 91 &

1.0 1.0 & — e S
0.9 Risk.Rx Group  Censored Recur Death® Totasl 0.0 —EiTa ._—-—MWW
: Low-Surgery 110 11 11 132 — bt S S b e i b b
0.8 : g’ 0.8} —_—— aasg
------ " teebed iy aua
g 0.7 . 0.7 *
§ 0.6 0.6
g W HIR: ¥R 0.8 HIR: TR
§ 04 J : 04
ey AL cabaddetlioaadid 03 Risk:Rx Group Alive Dead Total
0.2 B 02{ — LowSurgery 118 14 132
p T n 0.1 e a T 3 .
0.0
0 60
Months on Study Months on Study
Fig. 3. Cumulative imcidence of recurrence by randomized treatment group Fig. 4. Survival by randomized treatment group and risk group.
and nsk group.
All 31 13 0.42 (0.250.73
High risk 20 N
Low risk 1 5 0.46 (0.19,1.11) All 17 15 0.93 (0.52,1.67)
High risk 14 ~ 0.60 (0.29,1.24)
Low risk 3 7 2.38 (0.77,7.42)

HM. Keys, etal., Gynecol. Oncol. 92 (3) (2004) 744-751.
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PORTEC-2: VBT vs EBRT—— (FEL M)

427 patients randomly assigned
214 allocated to EBRT 213 allocated to VBT
207 received EBRT 209 received VBT
7 did not receive allocated treatment 4 did not receive allocated treatment
5 VBT (patient refusal)

1 no radiotherapy (ineligible: low risk)
1 EBRT + VBT (ineligible: high risk)

.

0 patients lost to follow-up

v

214 included in intention-to-treat analysis of
primary and secondary endpoints
208 analysed for toxicity*

2 no radiotherapy (ineligible: low risk)
1 EBRT (brachytherapy not feasible)
1 died before start of VBT

v

0 patients lost to follow-up

-

213 included in intention-to-treat analysis of
primary and secondary endpoints
215 analysed for toxicity*

NIATA

» 60 % HG33 ICH,
G1-G2;

> IIA (M S G343 F WL E
i)

*1988-F 5 MIIA# E R &i0E

A AR

H P 80%AHICH,
¥ {1545 A

R.A. Nout, et al.,, Lancet 375 (9717) (2010) 816-823.



PR A 1.8% 16% 0.74

R X I E R 5.1% 21%  0.17

S 7 B SR 3.8% 0.5%  0.02
5 B e S o B G

AL 8.3% 57%  0.46
SBETF 84.8% 79.6% 0.57
K EAF 82.7% 78.1% 0.74

1 AT B S R 126%  53.8%

® DFS. OS. Rl ERLER
® #W¥W %A EBRT<BT
® M. G1-2if{LiE N EBRT> BT

FHE S K o TR R

3 B R Sk 8¢ R

A

Lancet. 2010, Vol375, p816
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Outcome or subgroup title

1 Death trom all causes
fime-to-cvent ttl':.l'
1.1 EBRT vs mo addimional
Creatmment
1.2 EBRT vs no addimional
treatment (VB balanced
ACTOSS Eroups)
2 Death from all causes
2.1 EBRT vs mo additional
treatment
: : I :kR; Vi I .ldt_‘jl?l-'-ril
treatment (VBT balanced
ACTOSS groups)
A Fadometnal carcimoma-relate

dearhs (nme-to-event dana

No. of
studics

No. of
partcipants

i34

Statistical method

Hazard Rato (Random, 95% C1)

Hazard Ratio (Random, 95% Cl)

Hazard Rarnio (Random, 95% CI1)

Rk Rane (M-H, Random, 95% ]
Risk Rato (M-H., Random. 95% C]

Risk Ratio (M-, Random. 95% Cl

Hamrd Rano (Random, 95% C1)

Effect size

0.91 [0.60, 1.39]

0.73 [0.38, 1.40]

1.07 [0.61, 1.88]

(LB [0L634, | _‘_‘|

0.82 [0.48, 1.42]

0.91 [0.60, 1.38]

0.84 |0.51, 1.40]
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EBRT? VS
EBRT/G I PHIiE & & #F

- 2.3%. 1.6% (PORTEC-1. PORTEC-2). 1% (JGOG)
- Hp a2 % 2% (Creutzberg et al)

EBRT+BT 5 & K&k #H
- 1.9% (Sorbe et al
EBRT+BT vs EBRT

- PHIEE KE (6% vs 7.7%, P=0.74)
— @R (96% vs 94%, P=NS)
— 1t (18.6% vs 3.8%. P=0.01)

— BB MR % (3.48% vs 2.71%)

EBRT+BT?

)

Creutzberg CL. van Puttenn WL, Warlam Rodenduns C(
et al. Owicome of hgh nsk stage IC, grade 3, compared
with stage | endometnal carcinonia patsents. The Post
operative Radiation Therapy w Endometnial Carcinoma
T'mal J Chinm Oncol 2004 22-1234-1241

Sorfbe B, Horvath G, Andersson H. Bomsan K. Lusnd
grem C, Pettersson B External pelvac and vagimal e
duatron versus vagmnal uradiation alone as postoperative
therapy m meedam-rnk endosnetnal carcmoms o pro
spective randonuzed stady fur J Rodvar Omcol Biol Pwys
201282 12491235

Randall ME, Wilder J Greven K Raben M Role of
tracavutary cuff boost after adyjuvant external rradastson
in early endometnal carcmoma Mot J Radiar Oncol Beo
Py 1990 19 49 54

Greven KM, D'Agostino RB Jr Lancsano RM. Com
BW.Is there a role for a brachytherapy vagmal cufl boost
m the adjuvant management of patients with uleruse
confined endomwetrsal cancer? Inr J Radiar Oncol Bios
P 199842 101-104
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. Comprenensive NCCN Guidelines Version 1.2021 - Riesicon
N&8Y Cancer ' :
Network! Endometrial Carcinoma Discu
All staging in guideline is based on updated FIGO staging. (See ST-1)
CLINICALFINDINGS  HISTOLOGIC GRADE/ADJUVANT TREATMENTS ™
{:ndwﬂ;‘bld FIGO Stage | Histologic Grade | Adjuvant Treatment
IA G1,G2 Observation preferred
Consider vaginal brachytherapy if lymphovascular space invasion (LVSI) | .
andior age 260
G3
or
Consider observation if no myoinvasion
Surgically staged: or
sur:orn, — | Consider EBRT if high-intermediate risk (HIR)° (category 2B)
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® Hii.
——EBRT 5BTH 2> P il 8§ & 55 &L
—— B HEFEBT

o'l Cancer
Network"

IA(G3). IB (G1/G2) , ELVSI, ¥ <60,

patonal msve NCCN Guidelines Version 2.2021
N Endometrial Carcinoma

Tabie of Conten
Discuss

All staging in guideline is based on updated FIGO staging. (See ST-1)

HISTOLOGIC GRADE/ADJUVANT TREATMENTS ™

FIGO Stage | Histologic Grade

Adjuvant Treatment

Observation preferred

or
Consider vaginal brachytherapy if lymphovascular space invasion (LVSI)
andlor age 260 y"

gglmm-wm

Consider observation if no myoinvasion
or
Consider EBRT if high-intermediate risk (HIR)° (category 28)

CLINICAL FINDINGS
” 1A G1, G2
G3
lugoc:n staged:
8 Gt
G2

Vaginal brachytherapy preferred®
——— —_—
Consider observation if no other adverse risk factors®?

Vaginal brachytherapy preferred
_
Consider EBRT if HIR®

or
Consider observation if no other adverse risk factors®?
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IA(G3). IB (G1/62) &IFLVSIERMES  NcEN Guidelines Version 2.2024 NCCN Gudeins I
——EBRTIE K ZEE RE, FFosass Endometrial Carcinoma e
—— 4 FFEBRTF i & e 8 &

Al staging in guideline is based on updated FIGO staging. (See ST-1)

HISTOLOGIC GRADE/ADJUVANT TREATMENTS ™
FIGO Stage | Mistologic Grade | Adjuvant Treatment

1A G1, G2 Observation preferred
or
Consider brachytherapy if lymphovascular space invasion (LVSI)
and/or age y.
Gl Vaginal brachytherapy preferred

gonuwmlum
or

Consider EBRT if risk (HIR 28)
~ - U e e R

or
Consider observation il no other adverse risk factors®?

G2 Vaginal brachytherapy preferred
or
Consider EBRT if HIR®
e T —.
Consider observation if no other adverse risk factors®?
G3 RT (EBRT and/or vaginal brachytherapy) £ systemic therapy?

(category 28 for systemic thorapy)




HR

Risk Group PORTEC'™ GOG-99''* ESMO, ESGO, and ESTRO Consensus”
High EEC, grade 3 tumor, Stage 11-1ll EEC EEC, grade 3 tumor,
= 50% invasion = 50% invasion, any LVSI
Stage |11l EEC Stage |-1ll NEEC Stage 11-1ll EEC, no residual disease

Stage |-1ll NEEC (serous/clear cell)

NEEC (serous, clear cell,
undifferentiated, carcinosarcoma)

B¥E:

e F.HEEC: IBHG3
WA A RS2 &)

o i HHEEC: N JZIVHEH

® NEEC: XR#ittE (EMa#)
% U 4l e (AEAfaT 43 30D
R (EM 438D

e R F>15%, e Abie 1% AR 1E

ESMO-ESOG-ESTRO
ASTRO

ASCO

NCCN
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o A . I EC, 1-113 3% Wi t4: 5R37% PA 44 it 9@

® EBRT+BT vs BT+£EEEK S EH3E

® A4601pts: 298 vs. 302

® 4 R:

+ 5y-0S 87% vs 85%, RFS 76% vs 76% (PHiE L ¥ F4M4H %)

+ BEXEERFENTHKRESBT 188% (9% vs 4%)
o BIRM: SHEMLTARR (>G362% vs 1% ), &M R M H =

o iR EREE, RERABITHM. €2,
WIT BB S !

J Clin Oncol. 2019 Apr 17
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HR PORTEC-3

686 patients envalled and randomly assigned )\iﬂ_;ﬁ':/& .
I ! 1 » IA G3+LVSI EEC;
343 randomly assigned to radiotherapy 343 randormiy assigned to chemoradsotherapy ; IB+G.3 EEC,
13 excluded 13 excluded » lI-11IC EEC;
> lwithdfminfumwdmmgm‘ - Swfiﬁlduwinwtml‘
9 did not meet eligibility criteria 4 did not meet eligibdity criteria > ]-I" NOﬂ-EEC
v v
330 assigned to radsotherapy 330 assigned to chemoradiotherapy
328 racriwd allocated tlrulmml 325 received dquted treatment
e ——— e ® WIKSNET vs. WUHIRWHALST +TCAE 1
v
660 patients 1: intention-to-treat population

S.M. de Boer, et al., Lancet Oncol. 20 (9) (2019) 1273-1285.
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PORTEC-3

- RARFEZBEREFES, RA12%NEXAMEREE T X
 CTRT+HCTATHERKEZWZL T AF (21.4% vs 29.1%, p=0.016) , X
& & H095F0S (81.4% vs 76.1%, p = 0.034)

e —‘\‘_‘_\!
Bo — e —
— __.’ﬁ_. S
3
? i
3 a0
— Radiotherapey
10 — Chamoradiothaerapy
S -ywar overall survival 81 4% (chemoradiotheragry] w 76 1% (radiotherapy)
R 070 (95% €l © S51-0-97% Phnnnss™ 0034
9 L L) L) L L4 L4 L)
5] 1 2 L | “a LY 6 7
Number at risk
[mumber censored)
feadiotharapy 530 (0) J19 (1) 299(1) 273 (%) 248 (13) 1B7(66) 129(120) B1(166)
Chemaradiotherapy 130 (0) 116 (0) MN501) 72 (N 258(19) 201(69) 137030 (N

Geburtshilfe Frauenheilkd. 2018 Oct; 78(10): 923-926.

B railure-free survival

100 =
“Q\
80 \_;“;-‘- . ——
z .
2 6o
¥
2
£
£~
-
20 —
5 year tahwe froe sirvval M 5% (s heawsmbedPirragrg ) vt 09 18 (catalMesagry)
HRR D70 (95% L1 0 520 Gd) Py e= 0016
g L] L] L] L] L ) 1
0 1 2 3 4 s [ 7
[T at ek Time wrxe randormisat cn | years)
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All staging in guideline is based on updated FIGO staging. (See ST-1)

CLINICAL FINDINGS HISTOLOGIC GRADE/ADJUVANT TREATMENTY:"\m
{_IE_“td‘i'met)";"'d FIGO Stage | Histologic Grade |Adjuvant Treatment
istology
1A G1, G2 Observation preferred
or
Consider vaginal brachytherapy if lymphovascular space invasion (LVSI)
and/or age 260 y"
G3 Vaginal brachytherapy preferred
or
Consider observation if no myoinvasion
Surgically staged: or
Stage le Yot Consider EBRT if high-intermediate risk (HIR)® (category 2B)
IB G1 Vaginal brachytherapy preferred®
or
Consider observation if no other adverse risk factors®P
G2 Vaginal brachytherapy preferred
or
Consider EBRT if HIR®
or
Consider observation if no other adverse risk factors“
G3 RT (EBRT and/or vaginal brachytherapy) * systemic therapy9
(category 2B for systemic therapy)
A\
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All staging in guideline is based on updated FIGO staging. (See ST-1)

CLINICAL FINDINGS HISTOLOGIC GRADE/ADJUVANT TREATMENTS:h.m

(Endometrioid
Histology)?

FIGO Stage | Histologic Grade | Adjuvant Treatment

Surgically staged:® ! G1-G3 EBRT (preferred)

Stage IS andlor vaginal brachytherapy*

t systemic therapy

(category 2B for systemic therapy)

Y

See Surveillance (ENDO-9)




National

comprehensive NCCN Guidelines Version 1.2021 NCCNTEE,‘SGJ;”& r:?edne;:
NCCN ﬁg;‘vﬁg[k® Endometrial Carcinoma < i

All staging in guideline is based on updated FIGO staging. (See ST-1)

CLINICAL FINDINGS ADJUVANT TREATMENTSh
(Endometrioid Histology)?

: .e Systemic therapy
Surgically staged: > |+ EBRT

t >
Stage lll, IV * vaginal brachytherapy”
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Natworic® Discussion
ADDITIONAL PRIMARY TREATMENT ADDITIONAL
WORKUP TREATMENT
[Systemic therapyh
+ vaginal brachytherapy
(preferred)
or
Stage IA —» [EBRTS
* vaginal brachytherapy9
(category 2B)
« TH/B or
surg f:gl Ang Vaginal brachytherapy9
) stagingd=° in select cases of
Biopsy findings: g:;&aabr:(esfﬁ:gery + Consider gtr)nmvaswe disease
Serous carcinoma maximal tumor Obssiyvadl See
or AcBUIKIHE ar serve — [Surveillance
Clear cell gross disease (ENDO-9)
e . gOA“_ls;dser Systemic therapy“]
- -
i i ol Stage IB, II, lll, IV » |£ EBRTY
g:gi'ffff::::tti':tt:g’ * Imaging' r + vaginal brachytherapy?9
carcinoma E?)RTgh - 9| Re-evaluate for
or ; rac era > i s
. N bl - surgical resection
Carcinosarcoma fo?,t;.?r::rye .. | £ systemic therapy" :
surge
gery oiF
Re-evaluate for surgical
Systemic therapyh » [resection and/or

All staging in guideline is based on updated FIGO staging. (See ST-1)

RT9Y based on response
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Expression lost Expression retained

p53 immunohistochemistry

Normal/Wild-type pattern \Mmﬂmm pattern

A\

Endometrioid carcinoma' Endometrioid carcinoma' Serous carcinoma >
MSI-H Copy-number-low Endometrioid carcin
Copy-number-high

Murali R. et al. J Natl Compr Canc Netw. 2018.16(2):201-209.
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Kommoss S. et al. Ann Oncol. 2018.29(5):1180-1188.
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[ Ultramutated
[ Hypermutated
B Copy number low

Endometrioid W Copy number high
Grade 1

Kandoth C. et al. Nature, 2013.497(7447):67-73.
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'EBRT vs CCRT+TCILIT |

PORTEC-3 EC
|
Molecular testing not done
or inconclusive
POLE mutational  POLE pathogenic EDM POLE wildtype or I
status * non-pathogenic mutation A 4
EC,NOS
MMR status MMR deficient MMR proficient
POLE mut -MMRdS EC I MMRG oS30 £C /\
p53 status POLE mut-pSiabrE C pS3 wildtype pS3 mutant
it -MMRS-pS3abn EC

NSMP EC

Leon-Castillo A. et al. J Chin Oncol. 2020.38(29):3388-3397.
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» 2019FESMO# K 4Rill TPORTEC-34 T a4 X, 3410%]47p53. MMR,
POLEX & 447 :

v’ p53IE LA (P53abn) 92147 (22%)
v POLE% %4521 (13%)

v MMRd 137%] (33%)

vV AREAR (NSMP) 1291 (32%) :

» SSEPFS: p53abn 50%, POLEmut 98%, MMRd 74%, NSMP 76% (p < 0.0001);
» 3 FpS3REH, CTRT+TCALST 4L 5ERTLAS5FPFS 4% A1 % 61%4237% (p = 0.017);
» 3 TMMR#: G4, MAS5FPFSAH R £



EBRT v CORTVTCAY

Evenrts 5-year HR (95% CI) P value é;}: '@
‘ol .

estimate % of HR

pS3abn EC » SAREC, p53abn® THEMALST P 3K &
" | » POLEmut HREC A #15%PFS: 97-100%:;:

e i » MMRdA=NSMP#! & it A 57 7FCT 3K i

POLEmMut EC

| 96,6 ]
R
0 100 0,02 (<0,01->10% 0632
CTRI1
MMRd F¢

£ 17 1 P53abn®! & % & B MG TRz ?
. 18 724 1,15 (0,59-2,22) 0,687 POLEmut®! [ {IC 76 97 5@ B 7

NSMP EC
19 68,9 |
RT
17 812 0.71 (0.37-1,37) 0311
| LBAG3 I Molecular classification of the PORTEC-3 trial for high-risk
CTRI endometrial cancer: impact on adjuvant therapy
C itz e g . A lL&aon Castillo 5.0 cde Boer M F Porweell® R Milesihkir
H.) Macikay™, A Leaary™ HW. Niimar N ngh”, P Pollock”, A Fyles ', C Haie-Meader
v.THBM Smit’, R Edmonasor M. Purtter . HC, Kitchenes ', ¢ rosbie’ ", M. ck

Bruyr L Nout', T. Bosse



Stage | Endometrial Carcinoma
i _

Surgery and pathology diagnosis:
High-intermediate risk (HIR)*

v

Randomization
3
L T !

2 v
Experimental arm Standard arm

(2) (1)

Determination of the molecular-
integrated risk profile
L
v
Vaginal

Brachytherapy

*Migh-intermediate risk (HIR) endometrial cancer: stage IA (with invasion) and grade 3; stage 18, grade
1 or 2: with either age > 60 or substantial lymph-vascular space invasion (LVS]): stage 10, grade 3
without LVSH: or stage N (microscopic) with grade 1. Est = estimated.

Fig. 1. A - Study design of the PORTEC 44 trial. B - Decwsion tree of the malecular-integrated rak profile

PORTEC-4a trial-#A 4 £ !

Stage | High-Intermediate Risk Endometrial Carcinoma
|

Determination of the molecular-integrated risk profile” J

MMRd

No lmsj

l l

CTNNB1 wild type  CTNNB1 mutation

‘Patients with multiple characteristics (double classifiers) were designated intermediate risk. MMRd =
Mismatch repair-deficiency. For detalls, see text.

B.G. Wortman, et al, Gynecol Oncol. 151 (1) (2018) 69-75.



2020 ESGO/ESTRO/ESP ## (AN T4 %)

Risk Group

Molecular Classification Unknown

Maolecular Classification Known?,*

Low e Stage IA endometrioid + low-grade* + LVSI | o StageJT-1l POLEmut Jendometrial carcinoma, no
negative or focal res I disease
« HMage |IA MMRdA/NSMP endometriold carcinoma +
low-grade™ + LVSI negative or focal
Intermediate e Stage IB endometrioid + low-grade*™ + LV Stage 1B MMRA/NSMP endometrioid carcinoma +
negative or focal low-grade®* + LVSI negative or focal
e Stage IA endometrioid + high-grade** LVSI | = Stage IA MMRdA/NSMP endometrioid carcinoma +
negative or focal high-grade*™ + LVSI negative or focal
e Stage 1A non-endometrioid [(serou clear cell, | o Stage IA pS3abn and/or non-endometrioid (serous,
undifferentiared carcinoma, rcinosarcoma, clear cell, undifferentiated carcinoma,
mixed) without myometrial inwv: carcinosarcoma, mixed) without myometrial
invasion
High- ® Stage | endometrioid + sydstantial LVSI regardless | « Stage | MMRA/NSMP endometrioid carcinoma +
intermediate of grade and depth of ip€asion substantial LVSI, regardless of grade and depth of
e Stage 1B endometrjfid high-grade**, regardless of Vaon
LVSI status e Stage 1B MMRA/NSMP endometrioid carcinoma
[« Stage 11 | high-grade*®, regardless of LVSI status
s Stage 1| MMRdA/NSMP endometrioid carcinoma
High e Stage HI-IVA with no residual disease o Stage 11I-{IVA MMRd/NSMP endometriold carcinoma
e Stage I-IVA non-endometrioid (serous, clear cell, | With no residual disease
undifferentiated  carcinoma, carcinosarcoma, | » Stage I-IVA p53abn endometrial carcinoma with
mixed) with myometrial invasion, and with no myometrial invasion, with no residual disease
residual disease o Stage I-IVA NSMP/MMRd serous, undifferentiated
carcinoma, carcinosarcoma with myometrial
invasion, with no residual disease
Advanced * Stage [1-IVA with residual disease e Stage HI-IVA with residual disease of any molecular
Metastatic * Stage IVH type
e Stage IVB of any molecular type




(PEQREMMEIRRSEERIERE) F75hR

-

—— @ EES L ANMEESSEARE, ARDE B S S

o TaltiG1-2: {&f54l L
o KPR PR . R <60%, —HE AR WEE

® laliG1-2: K-+ fad
o GIFMEIKE EPERE. =608 —ARG I FIEKEANTBUT, b HiER R

® 1aliG3ZIbWiG1-2: a4l
o HRPTS%IEAIERS, BUTAEOS, EBRTSBTH /D PHIE &% [A] 5 AR
—ARJGEN BT, D PR

o CHEMKEEPRET. FEe<60% ARJaal A EE (G HEH)




(P EQREMMEIRRSEEIERE) FE75hR

T HPEEFLARMEFSSEARS, ARDEHMIHR

® IbG3. IG1-3: HF-HEH

o JHXEE AT, EBRTRFRAECT R, MREEEAE, HEHRO0SEH
138 T PN R R/ R e R R S = 40T

o |BAG3—HERE ZL e SR i + BHIE A R S = 1eor

® AEIVE 75 AR . AR BN RS .. EHARE) -
o WM RES15%, b KBS

o UT MG R KR,

o {LITIRLIEAbEETE, SR EAT

- easire

mfad



N
F ¥ AR R B HT %

LR: HIR, ¥ HR
R LS &

LIR. IR % HR:
RE A 3L T7 CT+/-3 75

WRIE—B 3 SRR FARER., WERE., 2 FoR—Aakiasr




Thank you for your attention!



