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Relationship between RNA-Binding Protein PUM2 and Ischemic heart disease:

a bidirectional Mendelian randomization study

YANG Ti', ZHANG Yue?, ZHANG Lianging’, DENG Shenggiong'(1. Department of Clinical Pharmacology, Shanghai Pudong
New Area Gongli Hospital, Shanghai 200135, China; 2. Department of clinical pharmacy, People’s Hospital of Qingdao Jimo
District, Qingdao 266200 China; 3. Department of Pharmacy, The First Affiliated Hospital of Naval Medical University, Shanghai
200433, China)

[Abstract] Objective To investigate the causal relationship between RNA-binding protein PUM2 and ischemic heart
disease (IHD) using two-sample Mendelian randomization (MR), provide new targets for THD etiology and prevention.
Methods Cis-eQTL data for PUM2 were obtained from the eQTLGen Consortium, with IHD genome-wide association study data
from the FinnGen database as the outcome. PUM2-associated SNPs were selected as instrumental variables. Inverse variance
weighted (IVW) method was primarily used, supplemented by weighted median method for MR analysis. Heterogeneity,
pleiotropy, and robustness were assessed by Cochran’s Q test, MR-Egger regression, leave-one-out analysis, and MR-PRESSO.
Results IVW analysis showed that higher PUM2 levels were significantly associated with reduced IHD risk (OR=0.7923, 95%
CI: 0.6627-0.9471, P=0.0260), with consistent results from the weighted median method (OR=0.7913, 95% CI: 0.6439-0.9724,
P=0.0106). Sensitivity analyses revealed no heterogeneity or pleiotropy, and leave-one-out analysis confirmed robust results.
Reverse MR found no evidence of reverse causation. Conclusion Genetically predicted higher PUM2 levels may reduce IHD risk,
suggesting PUM2 as a potential protective factor and therapeutic target for [HD.

[Key words] RNA-binding protein; PUM2; Ischaemic heart disease; Mendelian randomization; Causal relationship
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