
A retrospective audit of the distribution and clinicopathological 

association of endometrial cancer molecular subtypes

Background

• The molecular classification of endometrial carcinoma into four 

molecular subgroups (POLEmut, MMRd, p53mut and NSMP) has 

been integrated into standard endometrial carcinoma reporting for 

the last few years and has a stronger prognostic significance than 

conventional histological classification.

• Recent guidelines have proposed further subclassification of NSMP 

tumours based on ER status, as ER positivity is considered a 

favourable prognostic factor in this group.

• A combination of immunohistochemistry and molecular testing is 

used for classification. POLEmut cases must show a specifically 

pathogenic mutation to be classified as such.

• In cases showing more than one molecular alteration (“multiple 

classifiers”) a hierarchy is used to determine the final classification.

• Audit aim: To determine the distribution of molecular subtypes of 

endometrial carcinoma in our department and how this relate to the 

histological classification and stage.

Method

• Inclusion criteria: Endometrial carcinoma cases from January 2024 

to July 2025 with molecular data (including POLE testing and IHC)

• Data collected:

➢ Molecular subtype

➢ Histological subtype

➢ ER/PR status

➢ FIGO stage 

Conclusion

• Our findings closely align with reported behaviour of molecular 

subgroups, correlating with histological subtype and stage. 

• Accurate identification of pathogenic POLE variants is crucial for 

correct tumour assignment. 

• Recording the ER proportion score is recommended and may aid 

prognostic stratification within the NSMP group.

Results
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• *Variant not on the standard pathogenic list published by BAGP

• Review of the molecular report revealed subtle difference in wording:

➢ This case: “A POLE variant was detected”

➢ Other cases: “A POLE pathogenic variant was detected” or “No 

pathogenic variants were detected”

• Clarified with the molecular team – variant considered 

“pathogenic/likely pathogenic”
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• High FIGO stage tumours correlated with higher risk molecular and 

histological subtypes. 

• All NSMP cases were ER positive as per the Allred scoring system, 

with a score of ≥3 considered positive. 

• Updated European guidelines recommend using tumour proportion 

score instead, with >10% staining considered positive, to subclassify 

tumours in the NSMP group (in addition to histological grade)

• These distinct scoring systems can result in different ER status in a 

subset of cases.

• The distribution of molecular and histological subtypes in our cohort 

reflected the literature:
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