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Abstract Objective: To investigate the causal relationship between body mass index (BMI) and endometrial
cancer. Methods: Mendelian randomization (MR) analysis was performed using publicly available summary
data sets from genome-wide association studies (GWAS). From the pooled data of 171 977 participants of
European descent, a total of 37 single nucleotide polymorphisms (SNPs) were extracted as instrumental
variables for exposure to BMI. GWAS summary data for endometrial cancer was obtained from the

Consortium of Endometrial Cancer Associations (12 906 cases and 108 979 controls). Inverse variance
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weighting (IVW) was used as the main analysis method of MR, supplemented by weighted median (WME),
MR-Egger, simple mode method and weighted mode (WM) method. Pleiotropy analysis, heterogeneity
analysis and leave-one-out sensitivity analysis were performed simultaneously to further evaluate the causal
relationship between BMI and endometrial cancer. Results: IVW analysis showed a causal relationship
between BMI and endometrial cancer (OR : 1. 734, 95%CI ; 1.442, 2.084), and higher BMI (4. 77 kg/m” per
standard deviation increase) was associated with an increased overall risk of endometrial cancer.
Heterogeneity analysis showed no heterogeneity among the included SNPs (P = 0. 055). Horizontal
pleiotropy analysis showed no horizontal pleiotropy between BMI and endometrial cancer (MR Egger intercept
=0.010, P=0. 278). Conclusion: There is a causal relationship between BMI and endometrial cancer, and

elevated BMI increases the risk of endometrial cancer.
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