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To identify prognostic factors in patients with grade 3 endometrial
endometrioid carcinoma (G3 EEC), we evaluated the spectrum of genomic alterations and examined
whether previously reported molecular subtypes of endometrial carcinoma were adapted to clinical
outcome prediction. We classified the patients into four risk groups of the disease based on the
ProMisE. Genomic alterations in PTEN, ARID1A, TP53, and PIK3CA were detected in more than 30% of the

patients. Overall survival and recurrence-free survival of patients with genomic alterations in
CTNNB1 were poorer than those of patients with wild-type CTNNB1. Compared with that of alterations
prevalent in Caucasians, the frequency of genomic alterations in POLE and TP53 was higher in our
study than in The Cancer Genome Atlas dataset. The CTNNB1 mutation is a potential novel biomarker
for the prognosis of patients with G3EEC, and prognosis classification using ProMisE may help screen
Japanese patients with the disease.
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Our study TCGA database
Variable P value*
(n =74) (n = 132)
Age
Median (range) [year] 57 (37-80) 64 (53-90) <0.01
PTEN mutation 44 (59.5%) 91 (68.9%) 0.17
ARIDIA mutation 39 (52.7%) 61 (46.2%) 0.45
TP53 mutation 36 (48.6%) 40 (30.3%) 0.01
PIK3CA mutation 32 (43.2%) 61 (46.2%) 0.79
PIK3R1 mutation 20 (27.0%) 30 (22.7%) 0.60
POLE mutationt 16 (21.6%) 13 (9.8%) 0.02
KRAS mutation 14 (18.9%) 30 (22.7%) 0.64
CTNNBI mutation 7 (9.5%) 19 (14.4%) 0.42
PPPZRIA mutation 6 (8.1%) 10 (7.6%) 1.00

*Fisher®s exact test, T POLE exonuclease domain mutations only
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Stage
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Recurrence TPS53-mutated
Death NSMP
(B) Immunohistochemistry
MMR status (| ]| Ml B M i MMR status
oss T LT Deficient :f,‘,“;;,g,n
ARID1A .. . .. l l .ll l.l . Proficient Wild-type
(C) Somatic mutation (All exon) pattern
PTEN (59.5%) ARIDIA
ARID1A (52.7%) lost (homo)
m (12267:; lost (hetero)
PIK3R1 (27.0%) oaniset
PPP2RIA (8.1%)
Somatic mutation (Targeted region Mutation types
PIK3CA (43.2%) - l__E.- Nonsynonymous
KRAS (18.9%) -
ATM (12.2%) Splicing
FBXW? (10.8%) Stop gain
CTNNB1 (9.5%) r l Frameshift deletion
KIT (9.5%) Ah Non-frameshift
SMAD4 (9.5%) deletion
TERT (5.4%) ﬂ_ Synonymous
Copy number alteration Frameshift insertion
MYC (10.8%) __I l l Non-frameshift
ERBB2 (4.0%) substitution
CONE1 (2.7%) non-POLE EDMSs
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