Table S1 Baseline information of enrolled patients
	
	Non-smokers 
	Smokers
	COPD

	Subjects
	10
	10
	10

	Sex (M/F)
	10/0
	10/0
	10/0

	Age (years)
	59.0 ± 5.3
	58.0 ± 6.3
	60.0 ± 4.3

	BMI（kg/m2）
	24.1 ± 3.8
	23.6 ± 3.1
	22.6 ± 2.4

	Smoking index
	0
	915.0 ± 525.4*
	905.0 ± 510.1*

	FEV1%pred
	102.3 ± 8.4
	95.8 ± 16.8
	87.5 ± 11.6*

	FEV1/FVC (%)
	79.6 ± 4.8
	75.0 ± 3.7
	64.7 ± 4.0*#


Values are presented as mean ± SD. COPD, chronic obstructive pulmonary disease; FEV1, forced expiratory volume in first second; FVC, forced vital capacity; M/F, male/female; %pred, %predicted. *: P < 0.05 versus the Non-smoker group; #: P < 0.05 versus the Smoker group.
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Figure S1 MTMR14 is down-regulated in BALF macrophages of COPD patients and CS-exposed mice.
A Representative immunofluorescence of MTMR14 of BALF from non-smoker, smoker and COPD. Scale bar = 40 μm, magnification = X400. B Representative immunofluorescence of Mtmr14 of BALF from air- or CS-exposed mice. Scale bar = 40 μm, magnification = X400. COPD, Chronic Obstructive Pulmonary Disease; CS, cigarette smoke.
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Figure S2 The verification of Mtmr14 knockout in transgenic mice.
A-B Confirmation of Mtmr14-knockout mouse respectively in DNA level and mRNA level. Mice with Mtmr14-/- included No. 1, 4, 5, 8, and 9, while mice with Mtmr14+/- included No. 2, 3, 6, 7, 10, and 11. No. 13 was from WT, and No. 12 was water. The WT mice and Mtmr14-knockout mice were subjected to six-month exposure of cigarette smoke and grouped into Air+WT (n=6), CS+WT (n=6), Air+Mtmr14 KO (n=6) and CS+Mtmr14 KO (n=6). C Co-immunofluorescence of Mtmr14 and F4/80 in lung sections from mice. Scale bar = 40 μm, magnification = X400. Data were expressed as mean ± SD. P-values were calculated using one-way ANOVA followed by Newman-Keuls test or Student’s unpaired t-test. *P < 0.05, and ****P < 0.0001 represent significant differences. CS, cigarette smoke; KO, knockout; Mtmr14, myotubularin-related protein 14.
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Figure S3 The expression of MTMR14 is unchanged in alveolar epithelium of COPD patients and CSE-stimulated cells.
[bookmark: _GoBack]A Representative immunofluorescence of MTMR14 in alveolar epithelium of lung tissues from patients. Scale bar = 40 μm, magnification = X400. B Western blot analysis of MTMR14 in A549 under different concentrations of CSE. P-values were calculated using one-way ANOVA followed by Newman-Keuls test or Student’s unpaired t-test. ns, not significant. COPD, Chronic Obstructive Pulmonary Disease; CSE, cigarette smoke extract; MTMR14, myotubularin-related protein 14.

Table S2 Top 10 Results of IP-MS for MTMR14 in Lv-MTMR14 infected THP-1
	Protein 
	Fold Change
	Types

	MTMR14
	2156.23
	Bait

	CEP164
	100.86
	Interactor

	HLA-H
	85.07
	Interactor

	DCTD
	50.99
	Interactor

	LMAN2L
	22.17
	Interactor

	TRIM21
	14.29
	Interactor

	VKORC1
	13.58
	Interactor

	PCBP2
	13.54
	Interactor

	NPC2
	12.89
	Interactor

	UQCRH
	11.99
	Interactor

	JUP
	11.39
	Interactor
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