Tobacco I nduced Di seases Suppl enentary File

Supplementary file

DATA AVAILABILITY

The data supporting this research are available from the following links:

1. PubChem (https://pubchem.ncbi.nim.nih.gov/accessed on January 10, 2026)
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Figure 1. Research workflow of integrative analysis for nicotine-depression molecular
mechanism based on network toxicology, molecular docking and Mendelian randomization
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Figure 2. Potential toxic effect distribution of nicotine from in silico analysis based on ADMETIlab 3.0
and ProTox3.0 databases
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Figure 3. Venn diagram of overlapping targets between nicotine-related genes and depression-
related genes
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Figure 4. PPl interaction network of nicotine-depression overlapping targets




Tobacco I nduced Di seases Suppl enentary File DOI:10.18332/tid/220849

Figure 5. Top 10 core target nodes in nicotine-depression PPl network
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Figure 6. GO functional enrichment and KEGG pathway enrichment analysis results of nicotine-
depression overlapping targets
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Figure 7. 2D and 3D molecular docking binding maps of nicotine with depression core targets

D e
5 4
|
3t ) ] 5
D " 9¢ ©
o
&
s
Lz
8o g B

Nicotine-SLC6A3



Tobacco I nduced Di seases Suppl enentary File DOI:10.18332/t1id/220849

Figure 8. Forest plot of Mendelian randomization analysis for the causal association between 3 core
genes and depression risk

Exposure  Method SNPs OR (95% CI) P Value
CHRNA4  Inverse variance weighted 5 e 102(1.01t0 1.04) 0003
MR Egger 5 '-:'-'l 102 (0961w 1.08) 0625
Weighted median 5 IFH 102 (100w 1.04) 0059
Weighted mode 3 te-d 1020990 104) 0323
DRD2 Wald ratio l HH: 095 (091 w0997 07
STAT3 Inverse variance weighted 15 l—lr—' 100 (088w 1.15) 0950
MR Egger 15 Ir . + 1.19 (090w 1.57) 0234
Weighted median 15 —— 106 (09310 1.21) 0.369
Weighted mode 15 '—|5—| 101 (0891w 1.15) 0870
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