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RESULTS

Six prioritized antidiabetic drug-target genes showed significant associations with lung cancer risk.
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INTERPRETATION

INTRODUCTION

Background: Metabolic dysregulation contributes to lung
carcinogenesis, but target-level therapeutic relevance for
antidiabetic drugs remains unclear.

Actionable take-away
Integrated genetic and functional evidence nominates
antidiabetic drug-target biology as relevant to lung cancer
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METHODS

Background /
Drug-target instruments: cis-eQTL instruments for RN Lung cancer is the top cause of Mec??ﬂfiﬂic Illsifghﬁ
antidiabetic drug-target genes. deaths. Metabolic diabetes are Critical influence of drug-

specific effects on SERPINE1
function and tumor migration

Protective
Factors

Outcome GWAS: TRICL lung cancer summary statistics:
29,863 cases and 55,586 controls.

MR framework: Two-sample Mendelian randomization
with heterogeneity, pleiotropy and leave-one-out checks.
Sensitivity checks: Robustness assessed using
heterogeneity, pleiotropy and leave-one-out analyses.

linked to its progression.

Risk Factors

Caution: MR estimates represent genetically proxied
target modulation, not direct treatment effects.
Validation: Functional and clinical validation should
prioritize SERPINE1 and targets with consistent genetic
and biologic support.
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Figure 1. Mendelian randomization estimates for prioritized antidiabetic drug targets and lung cancer risk
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Biomarker development: Prioritize metabolism-directed
biomarkers at the drug-target level rather than treating
antidiabetic exposure as one uniform class.
Repurposing logic: Protective and risk-increasing
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