Resected
Endometrial
Cancer (EC)

l

POLE
mutation

;

Stage I-lI

Stage llI-IVA

MMRd

\J

Stage I-1I

Observation

Rare
situation;
unclear
benefit of
adjuvant
therapy

Adjuvant XRT

:

NSMP

Stage IlI-IVA

Stage I-lI

\J

Adjuvant XRT
+ refer to
medical
oncology to
discuss the
unclear
benefit of
chemotherapy
x 3-6 cycles
(sandwich)

\J

Treat as per
uterine risk
factors (e.g.,
histotype,
myoinvasion,
grade, LVI) -
refer to Table
1 and Table 2

* Consider eligibility to molecular subtype directed clinical trials for all ECs.

** 3-5% of ECs have > 1 molecular feature ("multiple classifiers"). The presence of a pathogenic POLE mutation and p53
IHC abnormalities (p53 abn) and/or MMR protein loss (MMRd) should be treated as POLE mutated EC. A tumor with
MMRd and p53abn should be treated as MMRd EC.

*** |f XRT is considered, the "sequential" approach (i.e., chemotherapy x 6 cycles followed by XRT) is recommended over

the "sandwich" approach (i.e., chemotherapy x 3 cycles followed by XRT followed by chemotherapy x 3 more cycles) as
systemic therapy is more important in the p53abn subtype.

:

p53abn

;

Stage IlI-IVA

Stage IA
without
myoinvasion

\J

\J

Adjuvant
chemotherapy
X 6 cycles +
XRT
(sequential or
sandwich)

Observation
or vault
brachytherapy

:

Stage |IA with
myoinvasion/stage
IB-IVA

\J

Adjuvant
chemotherapy
X 6 cycles +/-

XRT
(sequential)***
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