Figure S1. Principal components analysis cluster analysis.
PC, principal components.
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Figure S2. Scatter plots showing the correlation analysis between exposure factors and outcomes. The horizontal axis represents
the effect of SNPs on exposure and the vertical axis represents the effect of SNPs on outcomes. The colored lines represent
the fitting results of different MR algorithms. A positive slope indicates a risk factor, while a negative slope indicates a safety
factor. SNP; single nucleotide polymorphisms; LUAD, lung adenocarcinoma; IVW, inverse variance weighted; OR, odds ratio;
MR, Medelian randomization.
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Figure S3. Forest plots displaying the instrumental variable outcome effect estimation. Each horizontal solid line reflects the
result estimated by a single SNP using the Wald ratio method. A solid line completely to the left of O indicates that an increase
in exposure factors can reduce the risk of outcome variables; a solid line completely to the right of O indicates that an increase
in exposure factors increases the risk of outcome variables; lines crossing O indicate non-significant results. MR, Medelian
randomization; SNP, single nucleotide polymorphisms.
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Figure S4. Forest plots of the MR analysis for candidate genes. Each black dot and horizontal line represent the effect size
and 95% CI of an individual SNP associated with the gene exposure. The vertical dashed line indicates the null effect (0).
Color Coding: The red dot and red horizontal bar at the bottom of each plot represent the overall pooled causal effect estimate
calculated using the IVW method. A causal association is considered statistically significant if the 95% CI of the IVW estimate
does not overlap with the null line. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarcinoma; MR,

Mendelian randomization; SNP, single nucleotide polymorphism.
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Figure S5. Forest plots of the MR analysis for additional candidate genes. Each black dot and horizontal error bar represent the
effect size and 95% CI for an individual SNP associated with the gene exposure. The vertical dashed line denotes the null effect
(0). Color coding: The red dot and horizontal bar at the bottom of each plot represent the overall pooled causal effect calcu-
lated via the IVW method. A significant causal relationship is indicated when the 95% CI of the IVW estimate does not cross
the vertical null line. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarcinoma; MR, Mendelian
randomization; SNP, single nucleotide polymorphism.
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Figure S6. Forest plots of the MR analysis for additional candidate genes. Each black dot and horizontal error bar represent the ¢
effect size and 95% CI for an individual SNP associated with the respective gene exposure. The vertical dashed line represents 2
the null effect (0). Color coding: The red dot and horizontal bar at the bottom of each plot represent the pooled causal effect ¢3
estimate calculated using the IVW method. A causal link is considered statistically significant if the 95% CI of the IVW estimate ¢4
does not overlap with the vertical null line. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarci- g5
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noma; MR, Mendelian randomization; SNP, single nucleotide polymorphism.
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Figure S7. Forest plots of the MR analysis for additional candidate genes. Each black dot and the accompanying horizontal line
represent the effect size and 95% CI for an individual SNP serving as an instrumental variable for the respective gene exposure.
The vertical dashed line indicates the null effect (0). Color Coding: The red dot and horizontal bar at the bottom of each plot
represent the overall causal effect estimate calculated using the IVW method. A causal relationship is considered statistically
significant if the 95% CI of the IVW estimate does not overlap with the vertical null line. CI, confidence interval; IVW, inverse
variance weighted; LUAD, lung adenocarcinoma; MR, Mendelian randomization; SNP, single nucleotide polymorphism.
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Figure S8. Funnel plot illustrating whether the analysis has randomness and conforms to Mendel’s second law for random ¢

grouping. The horizontal axis represents the 3 value of the instrumental variable and the vertical axis represents the reciprocal
of the standard error of the instrumental variable.
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Figure S9. Leave-one-out analysis forest plot showing the significant changes caused by each instrumental variable (SNP) on the
outcome. The inverse variance weighted method is used for analysis, with the horizontal axis representing the effect values of
each SNP locus on the outcome through exposure factors, the vertical axis representing SNP loci and the red line representing
the overall effect value. SNP, single nucleotide polymorphisms.
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Figure S10. Leave-one-out sensitivity analysis of the Mendelian randomization (MR) for candidate genes. Each black dot and
horizontal error bar represent the recalculated IVW estimate and its 95% CI after the systematic removal of each specific SNP
listed on the vertical axis. The vertical dashed line indicates the null effect (0). Color Coding: The red dot and horizontal line at
the bottom of each plot represent the overall pooled causal effect estimate calculated using all available instrumental variables.
The consistency of the results after individual SNP exclusion indicates that the overall causal inference is not disproportionately
driven by any single outlier SNP. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarcinoma; MR,
Mendelian randomization; SNP, single nucleotide polymorphism.
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Figure S11. Leave-one-out sensitivity analysis of the MR for additional candidate genes. Each horizontal black line represents the
recalculated IVW estimate and its 95% CI when the specific SNP listed on the vertical axis is excluded from the analysis. The
vertical dashed line indicates the null effect (0). Color Coding: The red dot and red horizontal bar at the bottom of each panel
represent the final pooled causal effect estimate using all available instrumental variables. The overall consistency of the effect
estimates across individual SNP exclusions demonstrates that the causal inference for these genes is stable and not dispropor-
tionately influenced by any single SNP. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarcinoma;
MR, Mendelian randomization; SNP, single nucleotide polymorphism.

MR of IGSF10 MR of ITLN1
1510737178 1 0941..0.889,0.995...
H 15114046447 B 0.938..0.887.0.992.
116863334 l——._i 0578..076,1.015.. H
T 116424351 : 0939..0.885,0993
H 12091185 H 0939..0.889.0992.
H 187568415 : 0935..08870991
: 152990693 L 0942..0.885,1.002.
4076581 b 0862.0747,0995. |
' 352692 : 0939..0889,0992.
H as factor(tot) 3813619 i 0935..0.884.0988... as.factor(tof)
~ oot -~ oot
-1 153896594 H 0.933..0.883.0.986. -1
| B | 480104 - 0.96..0.893,1.031.
19289849, } - | 0363.0639.1.167. :
592423 : 0933..0.882,0985
136592965 | 09310880985,
H 1372986630 H 0.937..0.887.0.99.
i 7360574 | 0937..0886,099.
Al e | 03569..0759.0996... |
: 8013143 : 0943..0892,0996
A ' 0938.0888091
550 025 000 035 510 005 010
MR leave-one-out t seasitivity analysis
MR of KRT79 MR of LOXHD1
1311665086 —_— 1.043..0994,1.095...
wiosTe2 D ] LIS4L101813. :
15148992980 ey 1.054..1.006,1.105..
H 13150396035 — 1054..1005,1.105
P [ ] 113811296 :
1516978564 S —1 1.051..1.002,1.102.
156592965 L} { 1.169..1,025,1.333. 328167 H 1.166..1.03,1.32...
as.factor(tot) H as.factor(to)
-~ oot 435202 S — 1054..1005.1.104 - o0t
1 ! 1
. | H
o871 | F 1 11861.038,1.336. 1355916944 H — 1,052..1.004,1.103,
77249341 o 1.057..1.008,1.108...
oz } ¢ | oo :
' 79718289 —_— 105110031102,
79906343 — 1085..1007,1.106...
All ok | 1.161..1.025,1315.
Al — 1054..1006,1.105...
) 02 04 00 o1 02 0 04
MR leave-one-out sensitivity analysis MR leave-one-out sensitivity analysis
MR of LRRC32 MR of NDRG4
L 4 isser927 } | L1200z 1301,
11236747 } ol 0719.0308.1016... !
' wr0ss } : ] Loss. 05871281
12155219 l—.—| H 0.754..0611,0932.
| as.factortot) as.factor(ton)
-~ oot 167742851 CF | 1213..1.017,1.446 ~ oot
-1 H -1
943302 } { : 058904390789,
1578455334 } | LIS4.10021325...
A }—.—| ! 0703..0.561,035... i ,
| All i} | L147..1008,1.304...
s 00 00 02 g 06
MR leave—one—out sensitivity analysis MR leave—one—out sensitivity analysis

61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120



00 N N R W =

D BB BSBR DR BR PR PR DB WW WL WW LW WWWERDNDDNDNDDNDDNDNDNDNDND == e e e e e s
S O 0NN WND = O OV WD, O WOV INWUN PR WD, O VWX IR WD =) O WV IOV R WD~ O\

Figure S12. Leave-one-out sensitivity analysis of the MR for additional candidate genes. Each horizontal black line represents
the recalculated IVW estimate and its 95% CI upon the systematic exclusion of each individual SNP listed on the vertical axis.
The vertical dashed line indicates the null effect (0). Color Coding: The red dot and red horizontal bar at the bottom of each panel
represent the final pooled causal effect estimate calculated using all available instrumental variables. The consistency of results
across individual SNP exclusions indicates that the overall causal inference for these genes is robust and is not disproportionately
driven by any single outlier SNP. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarcinoma; MR,
Mendelian randomization; SNP, single nucleotide polymorphism.
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Figure S13. Leave-one-out sensitivity analysis of the MR for additional candidate genes. Each horizontal black line and its error
bar represent the recalculated IVW estimate and the corresponding 95% CI after the systematic removal of the specific SNP
listed on the vertical axis. The vertical dashed line indicates the null effect (0). Color Coding: The red dot and red horizontal
bar at the bottom of each panel represent the final pooled causal effect estimate calculated using all instrumental variables. The
consistency of results across individual SNP exclusions demonstrates that the overall causal inference for these genes is not
driven by any single influential SNP. CI, confidence interval; IVW, inverse variance weighted; LUAD, lung adenocarcinoma;
MR, Mendelian randomization; SNP, single nucleotide polymorphism.
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Figure S14. (A) The violin plot represents the distribution of nFeature-RNA (number of genes detected per cell), nCount-RNA
(sum of the expression levels of all genes detected per cell) and percentage mt (proportion of mitochondrial genes detected per
cell) in the sample. (B) The first 2,000 highly variable genes after UM AP dimensionality reduction are displayed as highly vari-
able genes. (C) Linear dimensionality reduction scree plot, with latitude values on the horizontal axis and standard deviation on
the vertical axis, with scatter points representing dimensional distribution.(D) UMAP representation using linear dimensionality
reduction to obtain the optimal linear dimension value for cell clustering, which can be used to divide subsequent cell groups. (E)
The expression of marker genes in each cell type. PC, principal components; LUAD, lung adenocarcinoma; NK, natural killer;

UMAP, Uniform Manifold Approximation and Projection.
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