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For many decades, endometrial cancer has been 
considered a tumor entity with a favorable 
outcome and two distinct types:  

• Type 1, estrogen-dependent with a better 
prognosis,  

• Type 2, non-estrogen-dependent with a worse 
prognosis 



Current recommendations on risk stratification and therapy based on classical 
clinical risk factors and five-year overall survival (modified from AGO S3-
Guideline). 



 Limitations 

• Extensive surgery on factors that are often 
unknown or unclear preoperatively (i.e., 
myometrial infiltration) which lead to 
undertreatment or overtreatment. 

• Large interobserver variability in conventional 
pathology with regard to LVSI and grading. 

• There has been a decreasing rate of 
lymphadenectomies (LNs) worldwide. As a 
consequence, FIGO stage III cannot be subdivided 
into stage III C1 and C2 



Why We Need a Better Classification 

Despite the supposedly differentiated clinical 
risk factors, the clinical impression remains that 
some patients classified as low-risk have an 
unfavorable course of the disease, while some 
patients with high risk factors show an 
impressively long progression-free survival 



TCGA Molecular Classification Of 
Endometrial Cancer   

• Ultramutated (characterized by mutation in 
the gene polymerase epsilon, POLE),  

• Hypermutated (characterized by high levels of 
microsatellite instability),  

• Copy number high (characterized by presence 
of TP53 gene mutations ) 

• Copy number low (characterized by absence 
of POLE and TP53 mutations and absence of 
microsatellite instability-high), and  



Frequency of molecular types 

• 1. (22.7%) were p53abn  

• 2. (12.4%) were POLEmut  

• 3. (33.4%) were MMRd  

• 4. (31.5%) were NSMP ECs.  



POLE mutations 

Mutations in the exonuclease domain of the 
polymerase epsilon (POLE) gene are associated 
with an ultra-mutated genetic phenotype, 
increased neoantigen load, increased tumor 
infiltrating lymphocytes, and potential 
responsiveness to immune therapy. 

These tumors show a better progression-free 
survival. 

 



Microsatellite Instability 
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Loss of MLH1 

 



Different patterns of p53 expression. (A) Endometrial endometrioid carcinoma showing 
normal wild-type pattern. (B) Endometrial endometrioid carcinoma, grade 3, with 
overexpression, showing strong. (C) Endometrial serous carcinoma showing complete 
absence of p53. (D) Endometrial endometrioid carcinoma showing cytoplasmic p53 
expression with internal control (stroma and normal endometrial glands) showing nuclear 
wild-type pattern. The cytoplasmic pattern is accompanied by nuclear staining of similar 
intensity. 



Risk stratification after genomic classification (right) compared to clinical risk 
stratification (left). NSMP: no specific molecular risk profile. 




