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Grau 1 IA Grau 1 1IB Idade > 60 anos; IB; grau Grau 3 IB
Grau 2 IA-IB 1-2 II-IV endometridide
Grau 3 IA Idade > 60 anos; IA; grau 3 Ndo endometridide
Grau 1-2 IA IA c/ IM, IB ou II: IA c/ IM, IB ou II: III-IV endometridide
:?‘Zﬁ':éc:;izo - 2 70 anos; s/ FR -2 70anos; 1 FR Ndo endometridide
- 50-69 anos; 1 FR - 50-69 anos; 2 FR
- =50 anos; 2 FR - 2 18 anos; 3 FR
Grau 1-2; IA Grau 1-2; IBs/ ILV Grau 3; IAc/ ous/ ILV Grau 3; IB ¢/ ou s/
Sem ILV Grau 1-2; IAou IB ¢/ ILV ILv
II-III endometridide
N3do endometridide
rau 1-2; 1A Grau 1-2; 1A c/ ILV _ Grau 3; 1A c/ 1LV Grau 3;1Bc/ ILV.
Sem ILV Grau 3; IA s/ ILV Grau 1-2; IB c/ ILV II-III endometridide
Grau 1-2; IBs/ ILV Grau 3; IBs/ ILV N3o endometridide

- < 6% 6-10% 20-27% 35-64%

Fatores de risco GOG-99: grau 2-3; invasdo angiolinfativa (ILV); invasdo do terco externo do miométrio.
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Risk group Molecular classification unknown Melecular classification known*t
Low - Stage 1A endometrioid + low-gradet + - Stage -1l POLEmut endometrial carcinoma,
LVSI| negative or focal no residual disease
- Stage IA MMRA/NSMP endometrioid
carcinoma + low-gradef + LVSI negative or focal
Intermediate > Stage |IB endometrioid + low-gradef + > Stage IB MMRdJ/NSMP endometrioid
LVSI negative or focal carcinoma + low-gradet + LVSI negative or focal
- Stage IA endometrioid + high-gradet + > Stage |IA MMRA/NSMP endometrioid
LVSI negative or focal carcinoma + high-gradef + LVSI negative or
> Stage IA non-endometriocid (serous, focal
clear cell, undifferentiared carcinoma, > Stage IA p53abn and/or non-endometrioid
carcinosarcoma, mixed) without myometrial (serous, clear cell. undifferentiated carcinoma,
invasion carcinosarcoma, mixed) without myometrial
invasiaon
High—intermediate - Stage | endometrioid + substantial LVS| [ Stage | MMRA/NSMP endometricid
regardiess of grade and depth of invasion carcinoma + substantial L\V/SI regardless of grade
> Stage IB endometrioid high-gradet and depth of invasion
regardless of LVSI status > Stage IB MMRd/NSMP endometricid
- Stage Il carcinoma high-gradet regardiess of LVSI status
- Stage II| MMRdA/NSMP endometricid
carcinoma
High »  Stage III-IVA with no residual disease »  Stage lIHIVA MMRdA/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 HVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myoametrial invasion, with no residual disease
Advanced > Stage lI-IVA with residual disease - Stage lII-IVA with residual disease of any
metastatic | 3 Stage IVB molecular type
- Stage IVB of any molecular type
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Concin N, et al. Int J Gynecol Cancer 2021;31:12-39.



2016 Clinicopathologic Risk Croups
2021 ESCO/ESTRO/ESP Molecular Risk Groups~~~ Low risk Intermed risk High-ntermed risk Highisk  Advancedmetastatc  Total

Low risk 13
Intermed risk Y
High-intermed risk 8
High isk 148
Advanced/metastatic ]
Total 5%
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Imboden S., et al. Gynecol Cancer 2021; S0090-8258(21)00432-7.
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Low N=235

POLEmut: 35
= MMRd: 71
NEess TP53abn: 0
NSMD: 137
POLEmut: 0
N=84 MMRd: 27
TPS3abn:3

NSMD: 54
N=1 ' POLEmut: 0

High-intermediate N=100 N=89  MMRd:53
TP53abn: 0

/ N=2 NSMD: 36
High N=145 | N=14g MMR:4

NSMD:35

POLEMUL:0
Advanced N=30 N=30 MMRd:6

TP53abn: 15
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N=2

Intermediate N=84 _— | N=12

Imboden S., et al. Gynecol Cancer 2021; S0090-8258(21)00432-7.
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Imboden S., et al. Gynecol Cancer 2021; S0090-8258(21)00432-7.



» Nenhum tratamento adjuvante

» Braquiterapia adjuvante
» Nenhum tratamento (< 60 anos)

Linfonodo negativo:
» Braquiterapia
> Nenhum tratamento (opcdo)

Linfonodo ndao avaliado:
» EBRT (LVSI positivo)
» Braquiterapia (G3; LVSI negativo)

Linfonodo negativo:
» EBRT (campo limitado)
> Braquiterapia (opcdo)

Linfonodo ndao avaliado:

e » EBRT
Grio Biasleiia >___OT combinada ou seguencial
eVO deTumores
Ginecoldgicos

Colombo N., et al. Ann Oncol 2016;27(1):16-41.



Linfonodo negativo:

» Braquiterapia (G1-G2; LVSI negativo)

» EBRT = braquiterapia (G3 ou LVSI
positivo)

Linfonodo nao avaliado:

» EBRT = braquiterapia

» QT combinado ou sequencial (G3 ou
LVSI positivo)

IIIA, IIIB, ITIIC1:
> QT + EBRT

IIIC2:
» QT £+ EBRT campo extendido

1111
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Colombo N., et al. Ann Oncol 2016;27(1):16-41.



Seroso ou células claras
(estadiamento completo):

» QT (clinical trials)
> Estadio IA; ILV negativo: Braquiterapia
> Estadio > IB: EBRT + QT (doenca N+)

\ Carcinossarcoma/indiferenciado:

» Quimioterapia
» Considerar EBRT (clinical trials)
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Colombo N., et al. Ann Oncol 2016;27(1):16-41.



v’ Estudos com diferentes estadiamentos.

v’ Tumores com estadiamentos idénticos e estratificacdes de

risco diferentes.

v’ Tumores com diferentes estadiamentos e estratificacdes de

risco similares.
v QT; QT+ Rxt; QT+Rxt — QT.

Bragos controles variados (Rxt; QT; Rxt+QT).
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End-point 1ario: RFS ~ 75% Estadio I,

~ 74% Endometridide
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1. Randal N.E., et al. J Clin Oncol 2019;37(21):1810-18.
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End-point 1ario: RFS e OS

Grupo Brasileiro
deTumares
Ginecoldgicos

~ 459 Estadio III,

~ 72% Endometridide

~ 589% ILV+

~ 429% sem linfadenectomia

de Boer S.M., et al. Lancet Oncol 2018;19:295-309.
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End-point 1ario: RFS ~ 989 Estadio III,

~ 80% Endometrioide
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Matei D., et al. N Engl J Med 2019;380:2317-26.
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—— Chemoradiotherapy

' T g% e e
g £ e
% 604 0s 60 meses: 81,8% QT/Rxt vs 76,7% Rxt é 60pFs 60 meses: 75,5% QT/Rxt vs 68,6% Rxt
g HR: 0,76 (IC: 0,54-1,06) § HR: 0,71 (IC: 0,53-0,95)
T 404 = 40+
8 5

g P T & s 0022

Pre wa=0-21. HR 076 (95% 1 0:54-1.06) Pre awa=0-067, HR 071 (95% €10-53-0-95)
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de Boer S.M., et al. Lancet Oncol 2018;19:295-309.
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- | (o] s RFS
= 8- T - 3
. —— &
§' 60~ £ 60 . J
< 0S 60 meses: 78,7% QT/Rxt vs 69,8% Rxt 'g PFS 60 meses: 69,3% QT/Rxt vs 58% Rxt
e HR: 0,71 (IC: 0,45-1,11) y HR: 0,66 (IC: 0,45-0,97)
¢ 404 a 404
E ¢
§ ™ Rl £l oo
Pragans=013. HRO-71 (95% (1 0-45-1-11) K- Prg s =0-031, HR 066 (95% C1045-0.97)
0 r 0

0 1 2 3 1 5 0 1 2 3 1 5

Time since randomisation (years) Time since randomisation (years)
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de Boer S.M., et al. Lancet Oncol 2018;19:295-309.
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RFS (%)

25 A

P log-rank < .001

No. at rigk:

p53abn 93
POLEmut 51
MMRd 137
NSMP 129
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4 5

Time Since Random Assignment (years)
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50
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P log-rank < .001

No. at risk:

p53abn 93
POLEmut 51
MMRd 137
NSMP 129

1

2

3

4 5

Time Since Random Assignment (years)

87
51
136
125

7
50
128
122

61
49
115
118

52 37
48 37
108 85
110 85

Ledn-Castillo A., et al. J Clin Oncol 2020;38:3388-97.
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PORTEC-4a

DUTCH
CANCER
SOCIETY

_Inclusion criteria: FIGO 2009 - high intermediate risk

Stage IA (with invasion), any age with grade 3

Stage IB, grade 1-2 and age > 60

Stage IB, grade 1-2 and LVSI+ Favoravel:
Stage IB, grade 3 without LVSI . POLE

Stage Il (microscopic), grade 1
* MMRd - ; CTNNB1 wt

Randomisation

Individual treatment ) <::> 1 Standard treatment Intermediario:
recommendation based on recommendation based on . MMRd +
molecular pathology analysis clinicopathological factors
ll * MMRd - ; CTNNB1 mut

Favourable Observation (~55%) Vaginal brachytherapy Desfavoravel:

Intermediate Y Vaginal brachytherapy (~40%) * ILV muito positiva;

e TP53 mut;
Unfavourable ! External beam radiation therapy (~5%) « > 10% L1CAM
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McAlpine J., et al. J Pathol 2018;244(5):538-49.



A Stage | endometrial cancer

|

Surgery and pathology diagnosis:
HIR*

'

Random assignment
21

‘

Experimental arm Standard arm
2) n
Determination of the molecul
integrated risk profile
Favorable intermediate Unfavorable
(oatimated. at 55%) [ (estimated. at 40%) | lestimated. at 5%)
b,
Observation

Vaginal EBRT
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Stage | HIR endometrial cancer

tion of the molecul d risk profilet

Substuntisl LVS| ot
MMRd TP53 mutation or

> 109 L 1CAM sxprassion

A J

9 ¥ L 4

Intermediate Unfsvorable

van den Heerik A.S.V.M., et al. Int J Gynecol Cancer 2020;30(12):2002-7.



v" A nova classificacdo do cadncer de endométrio utilizando
parametros clinico-patolégicos e moleculares influencia o

prognostico das mesmas.

v Ainda n3o ha dados prospectivos da definicdo do melhor
tratamento adjuvante considerando a classificacao de risco

baseada em parametros moleculares. (PORTEC-4a)

v Dados retrospectivos demonstram diferenca de PFS e OS

baseados nos novos critérios moleculares. (PORTEC-3)
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