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Abstract

Objective: To investigate the potential causal association between obesity-related factors and im-
munoglobulin A nephropathy (IgAN) based on Mendelian randomization (MR). Methods: The sum-
mary - level data of body mass index (BMI), whole-body fat mass, body fat percentage, trunk fat
mass, trunk fat percentage, waist circumference, hip circumference, waist-to-hip ratio and IgAN
from large-scale Genome-Wide Association Studies (GWAS) of European ancestry were extracted to

conduct bidirectional MR analysis using the inverse variance weighted (IVW) method as primary re-
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sults. The Cochran's Q test, MR-Egger regression intercept test, MR-PRESSO, and leave-one-out
sensitivity analysis were conducted to confirm the accuracy and robustness of results. Results: The evi-
dence provided by primary MR analysis showed that genetically predicted BMI (OR=1. 202, 95% CI:
1.121-1.227, P=2.009X10""), whole-body fat mass (OR=1.215, 95% CI:1.129-1. 307, P=
1.827X10°7), body fat percentage (OR=1. 144, 95%CI:1.023-1.279, P=1. 864X 10 ?), trunk fat
mass (OR=1.228, 95%CI: 1.136-1.326, P=1.994X10"7), trunk fat percentage (OR=1.113,
95%CI: 1.011-1. 227, P=0.030), waist circumference (OR=1. 255, 95%CI: 1.148-1.371, P=
5.712X107), hip circumference (OR=1.175, 95%CI: 1. 085-1. 274, P=7.997 X 10 °) was positive
associated with the risk of developing IgAN, but no evidence revealed a reliable casual association be-
tween waist-to-hip ratio (OR=1.081, 95%CI: 0. 855-1. 368, P=0.516) and IgAN. These results
were robust to a series of sensitivity analyses. In addition, the reverse MR analysis showed that IgAN

might not cause obesity. Conclusion: Obesity may increase the risk of developing IgAN, and its pre-

vention could be an important strategy to reduce this risk.
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I [l 355 0.227 0.045 1.255(1.148~1.371) <C0.001  375.306 0.209  0.003 0.141
rs113230003
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IgAN R 31 —0.002 0.006 0.998 (0.987~1.009) 0.701
IgAN 8T N i 8 —0.020 0.011 0.980 (0.959~1.001) 0.068
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