
Supplementary methods 

Surrogate TCGA Molecular/PROMISE/PORTEC analysis 
POLE mutational analysis was done by means of Next Generation Sequencing (NGS) analysis on 

an Ion torrent platform as previously described. Immunohistochemistry (IHC) was used to evaluate 
the expression of p53, MLH1, PMS2, MSH2, MSH6 as previously described [1,2]. The cases were 
considered mismatch repair deficient (MMRd) if one of the four proteins was absent or if MLH1/PMS2 
or MSH2/MSH6 were negative. In case of tumors with loss of MLH1 protein expression, further testing 
for the methylation status of the 5’ regulatory region of MLH1 was performed as previously described. 
In case of mismatch repair (MMR) proteins (MLH1, PMS2, MSH2, and MSH6) expression, negative 
scores were assigned if no nuclear immunostaining was present. EC tumors were classified according 
to the latest TCGA molecular group [3]. The POLE “ultramutated” group was assigned after the 
diagnostic interpretation of POLE mutations according to reported guidelines [4]. If MMR deficiency 
(MMRd) was found and no POLE mutations were present, the MMRd “hypermutated” group was 
assigned. Subsequently, if p53 expression pattern was abnormal, the p53abn “copy number-
high/serous-like” group was assigned. In case of tumors without any POLE mutations, normal MMR 
and p53 expression, the NSMP “No specific molecular profile” corresponding to the “copy number-
low” TCGA subgroup was assigned. 
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Supplementary results 

 

Supplementary Figure S1. Kaplan-Meier curves for PFS of EC patients based on the 
TCGA/PROMISE classification (A) and when considering only the P53 mutated class vs all other classes 
(B). 


