[bookmark: _GoBack]Supplementary Table S1. Clinicopathological characteristics of the 15 lung adenocarcinoma patients included in the immunohistochemical validation cohort.
	Characteristic
	Value

	Age (years), mean ± SD
	57.9 ± 9.6

	Age (years), median (range)
	58 (42–72)

	Sex, n (%)
	

	  Male
	6 (40.0%)

	  Female
	9 (60.0%)

	Clinical stage, n (%)
	

	  Minimally invasive adenocarcinoma
	5 (33.3%)

	  Stage IA1
	1 (6.7%)

	  Stage IA2
	5 (33.3%)

	  Stage IB
	3 (20.0%)

	  Stage IIB
	1 (6.7%)

	Pathological T stage, n (%)
	

	  pT1mi
	1 (6.7%)

	  pT1a
	1 (6.7%)

	  pT1b
	6 (40.0%)

	  pT1c
	1 (6.7%)

	  pT2
	1 (6.7%)

	  pT2a
	1 (6.7%)

	  Not specified
	4 (26.7%)

	Pathological N stage, n (%)
	

	  N0
	10 (66.7%)

	  N1
	1 (6.7%)

	  Not specified
	4 (26.7%)

	Pathological M stage, n (%)
	

	  M0
	9 (60.0%)

	  Mx
	2 (13.3%)

	  Not specified
	4 (26.7%)

	VDAC1 immunohistochemical score, n (%)
	

	  0
	1 (6.7%)

	  1
	7 (46.7%)

	  2
	4 (26.7%)

	  3
	3 (20.0%)


SD, standard deviation. Immunohistochemical staining intensity for VDAC1 was scored as 0 (negative), 1 (weak), 2 (moderate), or 3 (strong). Degree of differentiation was not available for these archival specimens.
Supplementary Table S2. Univariate and multivariate Cox proportional hazards regression analyses for overall survival in the TCGA-LUAD cohort.
	Variable
	Univariate HR (95% CI)
	Univariate P
	Multivariate HR (95% CI)
	Multivariate P

	VDAC1 (per SD)
	1.41 (1.22–1.63)
	< 0.001
	1.42 (1.23–1.65)
	< 0.001

	Age (per 10 years)
	1.06 (0.91–1.24)
	0.450
	1.12 (0.96–1.30)
	0.161

	Sex (male vs female)
	1.07 (0.80–1.44)
	0.643
	0.92 (0.68–1.24)
	0.599

	Pathological stage (per increment)
	1.64 (1.42–1.88)
	< 0.001
	1.68 (1.45–1.94)
	< 0.001


HR, hazard ratio; CI, confidence interval. VDAC1 was modeled as a continuous standardized variable (per standard-deviation increase); age as a continuous variable (per 10-year increase); sex as male versus female (reference: female); and pathological stage as an ordered variable (I, II, III, IV). A total of 486 patients with 177 death events were included in the multivariate model. P values were derived from the Wald test. Bold indicates the prognostic factor of primary interest.
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