
10611:Actionable Germline Findings in Endometrial Cancer from a Large Multigene Panel Tested Cohort
                                                                    

• The overall PV detection rate in patients with EC was 

remarkably high at 21.8%.

• A younger age at germline testing, first cancer diagnosis, 

and EC diagnosis was significantly associated with 

presence of a PV.

• PVs were identified in 15.7% of individuals with 

MLH1/PMS2-deficient and MLH1 promoter methylation-

positive EC.

• A marked enrichment of PVs in cases (primarily 

involving mismatch repair and certain DNA repair genes) 

indicates a strong genetic contribution to EC risk. 
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• Although most endometrial cancers (EC) are sporadic, 2–6% 

arise in the setting of Lynch syndrome (LS) or Cowden 

syndrome. The prevalence and clinical correlates of other 

germline pathogenic/likely pathogenic variants (PVs) remain 

incompletely characterized. 

Objectives:

• To evaluate the prevalence of potentially actionable PVs in a 

large cohort of patients with endometrial cancer undergoing 

Multigene Panel Testing (MGPT), including both established and 

emerging cancer predisposition genes.

• To evaluate the relationship between PVs and clinicopathologic 

features, compare their prevalences with that in an age- and 

ethnicity-matched cancer-free control population, and clarify their 

role in EC susceptibility and the clinical utility of MGPT.
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Conclusions

Figure 3. Prevalence and distribution of PVs 

according to IHC status (A) and MLH1 promoter 

methylation (B)

Figure 4. Case–control analysis of PVs in 35 cancer predisposition genes showing statistically 

significant genes only)
• The strongest 

association was in 

patients with uterine + 

colorectal cancer 

(OR 5.40), followed by 

those with uterine + 

breast cancer (OR 

4.14).

• Patients with multiple 

primary tumors 

overall (OR 3.49) and 

uterine cancer only 

(OR 2.66) also 

remained enriched 

versus controls.

Figure 1. Cancer History by germline status in the EC cohort

• Patients with PVs were younger at germline 

testing compared with the negative group (median 

60 vs. 63 years; P = 0.015).

• PV carriers underwent testing with smaller gene 

panels than the negative group (median 53.5 vs. 71 

genes tested; P = 0.002).

• Significant differences in ethnicity distribution 

were observed between groups (P < 0.001), with a 

higher proportion of African American/Black 

individuals among PV carriers.

• Patients with PVs had a younger 

age at primary cancer diagnosis 

compared with the negative group 

(median 56 vs. 52 years; P < 

0.001).

• Patients with PVs also had a 

younger age at EC diagnosis 

compared with the negative group 

(median 58 vs. 54 years; ; P < 

0.001). 

Figure 2. Prevalence of PVs in cancer predisposition 

genes among PV carriers in the EC cohort (n=786)

Future directions

• Validate findings in an independent clinical cohort.

• Investigate and functionally characterize novel signals in 

newly implicated genes.

• Universal genetic testing strategies in EC patients should 

be considered.

• Tailor gene-specific clinical recommendations and risk 

management.
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Only genes statistically significant between cases and controls are shown (p,0.05). 

CI: confidence interval; OR: odds ratio; Inf: infinite
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