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[Abstract] Objective To explore the causal relationship between smoking behavior and common psy-
chiatric disorders. Methods Based on genome-wide association study data, Mendelian randomization(MR) a-
nalysis was used to evaluate the causal relationship between smoking behavior and common psychiatric disor-
ders. Smoking behaviors(including smoking initiation,smoking duration,and cigarettes smoked per day) were
taken as exposure factors, while common psychiatric disorders (including schizophrenia, bipolar disorder, and
major depressive disorder) were considered as outcome factors. Single nucleotide polymorphisms(SNPs) sig-
nificantly associated with smoking behavior were selected as instrumental variables. The inverse variance
weighted method was applied as the primary analysis, while the weighted median, MR-Egger regression, sim-
ple mode, and weighted mode methods were used for quality control. LLeave-one-out analysis, heterogeneity
tests,and horizontal pleiotropy tests were conducted to validate the stability and reliability of the results. Re-
sults MR analysis showed that smoking initiation increased the risk of schizophrenia(OR =1. 51,95% CI
1.25—1.84,P<C0.01),bipolar disorder(OR=1.45,95%CI 1.22—1.73,P<C0.01) ,and major depressive dis-
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order(OR =1.39,95%CI 1.22—1.57,P<C0.01). The MR-Egger intercept test indicated no horizontal pleiot-

ropy.and leave-one-out analysis supported the robustness of the results. Reverse MR analysis showed that schiz-

ophrenia increased the risk of smoking initiation, smoking duration,and cigarettes smoked per day,while major depres-

sive disorder increased the risk of smoking initiation(P<C0. 05). Conclusion

Smoking initiation increases the risk

of schizophrenia,bipolar disorder,and major depressive disorder, while schizophrenia and major depressive dis-

order also increase the likelihood of smoking. Controlling smoking behavior may help reduce the risk of psy-

chiatric disorders.
[Key words] Psychiatric disorders; Smoking;
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