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Online supplementary Table 1. Unadjusted 1-year risk of study outcomes* among persons with diabetes or hyperglycemia (IGT-diabetes population)
	
	
	Metformin 
users†
(n = 70)
	Non-metformin 
users†
(n = 299)
	p value

	 
	
	
	
	

	Primary composite outcome, %*‡
	40.0
	38.8
	0.853

	 
	
	
	
	

	Mortality, %
	
	 
	

	
	All-cause
	4.3
	8.4
	0.246

	 
	IPF-related
	2.9
	5.4
	0.383

	FVC change (observed), %
	
	 
	

	
	Absolute decrease ≥10%
	17.1
	16.4
	0.878

	
	Relative decrease ≥10%
	38.6
	27.4
	0.066

	
	Absolute decrease ≥5%
	50.0
	37.8
	0.061

	
	Relative decrease ≥5%
	62.9
	48.2
	0.027

	
	FVC change (observed), mean (SD)
	-5.7 (6.0)
	-4.6 (6.8)
	0.207

	
	n
	65
	260
	

	 
	FVC change (imputed),§ mean (SD)
	-8.1 (12.0)
	-9.7 (18.6)
	0.474

	Other outcomes, %
	
	
	

	
	6MWD decrease (observed) ≥50 m
	30.0
	25.1
	0.399

	
	Death or FVC decrease (absolute, observed) ≥10%
	20.0
	22.7
	0.619

	
	Death or 6MWD decrease (observed) ≥50 m
	30.0
	25.1
	0.399

	
	All-cause hospitalization
	21.4
	19.4
	0.701

	 
	Infection-related hospitalization
	7.1
	5.4
	0.560

	Mean (SD) days of follow-up
	352.6 (52.5)
	343.5 (65.6)
	0.280


*Primary composite outcome: FVC decrease ≥10%, 6MWD decrease ≥50 m, or death; only confirmed cases included, defined as those for which follow-up assessment was repeated ≥6 weeks following initial assessment and criteria for outcome were met.
†All patients considered in analyses, unless otherwise noted.
‡Only first event considered in analyses.
§Missing data were not imputed except for the 1 measure of FVC change, which was imputed using the clinical trial methodology.
6MWD, 6-minute walking distance; FVC, forced vital capacity; IGT, impaired glucose tolerance; IPF, idiopathic pulmonary fibrosis; SD, standard deviation.


Online supplementary Table 2. Unadjusted 1-year risk of study outcomes* among placebo and pirfenidone patients (ITT population)
	
	
	Metformin 
users†
(n = 149)
	Non-metformin 
users†
(n = 1,098)
	p value

	 
	
	
	
	

	Primary composite outcome, %*‡ 
	29.5
	35.1
	0.182

	 
	
	
	
	

	Mortality, %
	
	 
	

	
	All-cause
	4.7
	5.2
	0.798

	 
	IPF-related
	2.7
	3.1
	0.784

	FVC change (observed), %
	
	 
	

	
	Absolute decrease ≥10%
	9.4
	13.8
	0.141

	
	Relative decrease ≥10%
	23.5
	24.4
	0.806

	
	Absolute decrease ≥5%
	32.2
	35.5
	0.428

	
	Relative decrease ≥5%
	46.3
	45.5
	0.859

	
	FVC change (observed), mean (SD)
	-3.9 (5.7)
	-4.1 (6.7)
	0.724

	
	n
	134
	974
	

	 
	FVC change (imputed),§ mean (SD)
	-6.7 (13.1)
	-7.4 (15.4)
	0.592

	Other outcomes, %
	
	
	

	
	6MWD decrease (observed) ≥50 m
	21.5
	23.5
	0.584

	
	Death or FVC decrease (absolute, observed) ≥10%
	13.4
	18.2
	0.150

	
	Death or 6MWD decrease (observed) ≥50 m
	21.5
	23.5
	0.584

	
	All-cause hospitalization
	14.1
	18.8
	0.166

	 
	Infection-related hospitalization
	4.0
	5.6
	0.414

	Mean (SD) days of follow-up
	344.9 (65.6)
	346.4 (60.4)
	0.783


*Primary composite outcome: FVC decrease ≥10%, 6MWD decrease ≥50 m, or death; only confirmed cases included, defined as those for which follow-up assessment was repeated ≥6 weeks following initial assessment and criteria for outcome were met.
†All patients considered in analyses, unless otherwise noted.
‡Only first event considered in analyses.
§Missing data were not imputed except for the 1 measure of FVC change, which was imputed using the clinical trial methodology.
6MWD, 6-minute walking distance; FVC, forced vital capacity; IPF, idiopathic pulmonary fibrosis; ITT, intention-to-treat; SD, standard deviation.



Online supplementary Table 3. Multivariable analyses of study outcomes among persons with diabetes or hyperglycemia (IGT-diabetes population)
	
	Primary outcome*
	All-cause mortality
	Death or FVC decrease  ≥10%
(absolute, observed)
	Death or 6MWD decrease ≥50 m
(observed)
	All-cause hospitalization†

	
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value

	Bivariate
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	1.0
	0.7–1.5
	0.954
	0.5
	0.2–1.6
	0.251
	0.8
	0.5–1.5
	0.528
	1.2
	0.7–1.9
	0.491
	1.1
	0.6–1.9
	0.839

	Multivariable
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	0.9
	0.6–1.5
	0.805
	0.3
	0.1–1.2
	0.103
	0.9
	0.5–1.7
	0.707
	1.0
	0.6–1.8
	0.964
	0.9
	0.5–1.7
	0.811

	Age
	1.0
	1.0–1.0
	0.565
	1.0
	0.9–1.0
	0.404
	1.0
	1.0–1.0
	0.289
	1.0
	1.0–1.1
	0.239
	1.0
	1.0–1.1
	0.258

	Sex (male vs. female)
	0.7
	0.5–1.1
	0.103
	1.5
	0.5–4.4
	0.499
	0.9
	0.5–1.5
	0.616
	0.5
	0.3–0.9
	0.022
	0.7
	0.4–1.2
	0.196

	Smoker (current/former vs. never)
	1.0
	0.7–1.5
	0.938
	5.7
	1.3–25.0
	0.022
	0.8
	0.5–1.3
	0.351
	1.2
	0.7–1.9
	0.467
	1.0
	0.6–1.8
	0.921

	FVC (per 5 units)
	1.0
	0.9–1.0
	0.331
	1.0
	0.8–1.2
	0.862
	1.0
	0.9–1.1
	0.706
	0.9
	0.8–1.0
	0.062
	1.0
	0.9–1.1
	0.755

	DLco (per 5 units)
	0.8
	0.7–0.9
	0.002
	0.7
	0.5–0.9
	0.014
	0.8
	0.7–1.0
	0.019
	0.8
	0.7–0.9
	0.007
	0.7
	0.6–0.8
	<0.001

	6MWD (per 5 units)
	1.0
	1.0–1.0
	0.784
	1.0
	1.0–1.0
	0.171
	1.0
	1.0–1.0
	0.028
	1.0
	1.0–1.0
	0.164
	1.0
	1.0–1.0
	0.401

	UCSD-SOBQ (per 5 units)
	1.0
	1.0–1.1
	0.054
	1.1
	1.0–1.2
	0.284
	1.0
	1.0–1.1
	0.159
	1.0
	1.0–1.1
	0.255
	1.0
	0.9–1.1
	0.893

	Comorbidities
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CVD
	1.0
	0.7–1.4
	0.871
	1.3
	0.6–2.9
	0.567
	0.9
	0.5–1.5
	0.616
	1.0
	0.6–1.6
	0.937
	1.7
	1.0–2.9
	0.044

	CRF
	1.6
	0.7–3.4
	0.255
	0.6
	0.1–4.6
	0.582
	1.6
	0.6–4.3
	0.367
	1.4
	0.5–3.6
	0.510
	1.0
	0.3–3.5
	0.972

	COPD
	2.3
	1.2–4.4
	0.015
	1.6
	0.4–7.2
	0.510
	1.3
	0.5–3.6
	0.648
	2.5
	1.2–5.3
	0.016
	1.8
	0.7–4.6
	0.225

	Pulmonary hypertension
	2.1
	1.0–4.6
	0.058
	0.6
	0.1–5.0
	0.646
	1.3
	0.4–3.8
	0.634
	3.4
	1.4–8.1
	0.006
	1.2
	0.4–3.1
	0.779

	Atrial fibrillation
	1.2
	0.6–2.4
	0.640
	2.3
	0.6–8.1
	0.209
	1.0
	0.4–2.7
	0.969
	0.9
	0.4–2.4
	0.899
	0.4
	0.1–1.4
	0.153

	Thyroid-related conditions
	1.0
	0.6–1.6
	0.856
	1.4
	0.5–4.2
	0.568
	1.0
	0.5–1.9
	0.996
	1.0
	0.6–1.9
	0.945
	1.2
	0.6–2.3
	0.564

	CVD risk factors
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Hypertension
	0.6
	0.4–0.9
	0.021
	0.9
	0.4–2.2
	0.847
	0.9
	0.5–1.4
	0.576
	0.7
	0.4–1.1
	0.093
	0.8
	0.4–1.3
	0.303

	Hypercholesterolemia
	1.0
	0.7–1.5
	0.914
	1.0
	0.4–2.7
	0.984
	1.0
	0.6–1.7
	0.980
	0.9
	0.6–1.5
	0.748
	0.7
	0.4–1.2
	0.186

	BMI (per 1 unit)
	1.0
	1.0–1.1
	0.095
	1.0
	0.9–1.1
	0.515
	1.0
	0.9–1.0
	0.138
	1.1
	1.0–1.2
	<0.001
	1.1
	1.0–1.1
	0.028

	History of infections
	1.0
	0.7–1.4
	0.931
	1.5
	0.7–3.4
	0.304
	1.4
	0.9–2.2
	0.167
	0.8
	0.5–1.3
	0.418
	2.2
	1.3-3.5
	0.002

	Other antidiabetic use
	1.5
	1.0–2.3
	0.065
	1.6
	0.6–4.1
	0.327
	0.9
	0.5–1.7
	0.856
	1.7
	1.0–2.8
	0.056
	1.4
	0.8-2.4
	0.248


Online supplementary Table 3 (continued). Multivariable analyses of study outcomes among persons with diabetes or hyperglycaemia (IGT-diabetes population)
	
	FVC decrease ≥10%
(absolute, observed)‡
	FVC decrease ≥10% (relative, observed)‡
	FVC decrease ≥5% (absolute, observed)‡
	FVC decrease ≥5% (relative, observed)‡
	IPF-related mortality

	
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value

	Bivariate
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	1.0
	0.5–1.9
	0.963
	1.4
	0.9–2.2
	0.097
	1.3
	0.9–1.9
	0.160
	1.4
	1.0–2.0
	0.050
	0.5
	0.1–2.2
	0.379

	Multivariable
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	1.1
	0.6–2.3
	0.699
	1.7
	1.0–2.8
	0.040
	1.5
	0.9–2.2
	0.086
	1.3
	0.9–1.9
	0.135
	0.5
	0.1–2.3
	0.345

	Age
	1.0
	1.0–1.0
	0.682
	1.0
	0.9–1.0
	0.017
	1.0
	0.9–1.0
	0.017
	1.0
	1.0–1.0
	0.170
	1.0
	0.9–1.0
	0.323

	Sex (male vs. female)
	0.6
	0.4–1.2
	0.164
	0.8
	0.5–1.3
	0.399
	0.8
	0.5–1.2
	0.225
	0.8
	0.6–1.2
	0.315
	0.8
	0.2–3.0
	0.794

	Smoker (current/former vs. never)
	0.6
	0.3–1.0
	0.043
	1.1
	0.7–1.6
	0.770
	1.0
	0.7–1.5
	0.818
	1.0
	0.7–1.3
	0.757
	4.5
	1.0–20.7
	0.051

	FVC (per 5 units)
	1.0
	0.9–1.1
	0.930
	0.9
	0.8–1.0
	0.062
	1.0
	1.0–1.1
	0.436
	0.9
	0.9–1.0
	0.079
	0.9
	0.7–1.2
	0.407

	DLco (per 5 units)
	0.9
	0.8–1.1
	0.216
	0.8
	0.7–1.0
	0.010
	0.9
	0.8–1.0
	0.019
	0.9
	0.8–1.0
	0.011
	0.7
	0.5–1.0
	0.074

	6MWD (per 5 units)
	1.0
	1.0–1.0
	0.079
	1.0
	1.0–1.0
	0.028
	1.0
	1.0–1.0
	0.043
	1.0
	1.0–1.0
	0.405
	1.0
	0.9–1.0
	0.119

	UCSD-SOBQ (per 5 units)
	1.0
	1.0–1.1
	0.391
	1.0
	1.0–1.1
	0.914
	1.0
	1.0–1.0
	0.865
	1.0
	1.0–1.0
	0.675
	0.9
	0.8–1.1
	0.405

	Comorbidities
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CVD
	0.9
	0.5–1.6
	0.746
	0.9
	0.6–1.4
	0.679
	1.0
	0.7–1.4
	0.802
	1.0
	0.8–1.4
	0.793
	1.4
	0.5–3.9
	0.496

	CRF
	3.0
	1.1–8.5
	0.035
	2.9
	1.2–6.6
	0.014
	2.2
	1.0–4.8
	0.047
	1.4
	0.7–2.9
	0.399
	1.6
	0.2–13.7
	0.681

	COPD
	1.7
	0.5–5.5
	0.411
	1.0
	0.4–2.9
	0.944
	1.2
	0.5–2.7
	0.718
	1.2
	0.6–2.5
	0.647
	1.2
	0.2–9.7
	0.856

	Pulmonary hypertension
	1.7
	0.5–6.1
	0.398
	2.2
	0.8–5.8
	0.116
	1.3
	0.5–3.3
	0.642
	1.0
	0.4–2.4
	0.978
	1.5
	0.2–13.0
	0.717

	Atrial fibrillation
	0.5
	0.1–2.0
	0.293
	0.6
	0.2–1.6
	0.308
	1.0
	0.5–2.2
	0.973
	1.1
	0.6–2.2
	0.719
	1.8
	0.4–8.7
	0.479

	Thyroid-related conditions
	1.0
	0.5–2.1
	0.952
	0.7
	0.4–1.3
	0.231
	0.9
	0.6–1.4
	0.661
	1.0
	0.7–1.5
	0.963
	0.9
	0.2–4.2
	0.887

	CVD risk factors
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Hypertension
	0.8
	0.4–1.3
	0.319
	0.7
	0.5–1.1
	0.093
	0.8
	0.5–1.1
	0.114
	0.7
	0.5–1.0
	0.055
	0.6
	0.2–1.7
	0.375

	Hypercholesterolemia
	1.0
	0.5–1.8
	0.879
	0.9
	0.5–1.4
	0.505
	0.8
	0.5–1.2
	0.263
	0.8
	0.6–1.1
	0.227
	1.1
	0.3–3.7
	0.885

	BMI (per 1 unit)
	1.0
	0.9–1.0
	0.191
	1.0
	0.9–1.0
	0.110
	1.0
	0.9–1.0
	0.020
	1.0
	0.9–1.0
	0.139
	1.0
	0.8–1.1
	0.549

	History of infections
	1.4
	0.8–2.4
	0.183
	1.1
	0.8–1.7
	0.567
	1.2
	0.8–1.6
	0.387
	1.0
	0.7–1.3
	0.812
	1.0
	0.3–2.7
	0.932

	Other antidiabetic use
	0.9
	0.4–1.8
	0.732
	0.8
	0.4–1.3
	0.296
	0.8
	0.5–1.3
	0.407
	1.1
	0.7–1.6
	0.723
	1.2
	0.4–4.2
	0.727


*FVC decrease ≥10%, 6MWD decrease ≥50 m, or death; observed data only.
†Death treated as competing risk.
‡Observed data only; death treated as competing risk.
6MWD, 6-minute walking distance; BMI, body mass index; CI, confidence interval; COPD, chronic obstructive pulmonary disease; CRF, chronic renal failure; CVD, cardiovascular disease; DLco, diffusing capacity of the lung for carbon monoxide; FVC, forced vital capacity; HR, hazard ratio; IGT, impaired glucose tolerance; IPF, idiopathic pulmonary fibrosis; UCSD-SOBQ, University of California San Diego Shortness of Breath Questionnaire.


Online supplementary Table 4. Multivariable analyses of study outcomes among placebo and pirfenidone patients (ITT population)
	
	Primary outcome*
	All-cause mortality
	Death or FVC decrease  ≥10%
(absolute, observed)
	Death or 6MWD decrease ≥50 m
(observed)
	All-cause hospitalization†

	
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value

	Bivariate
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	0.8
	0.6–1.1
	0.178
	0.9
	0.4–2.0
	0.797
	0.7
	0.5–1.1
	0.152
	0.9
	0.6–1.3
	0.536
	0.7
	0.5–1.1
	0.175

	Multivariable
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	0.7
	0.5–1.0
	0.063
	0.6
	0.3–1.4
	0.240
	0.7
	0.5–1.2
	0.231
	0.8
	0.5–1.2
	0.262
	0.6
	0.3–0.9
	0.021

	Age
	1.0
	1.0–1.0
	0.607
	1.0
	0.9–1.0
	0.465
	1.0
	1.0–1.0
	0.016
	1.0
	1.0–1.0
	0.100
	1.0
	1.0–1.0
	0.656

	Sex (male vs. female)
	0.9
	0.7–1.1
	0.243
	1.7
	0.8–3.7
	0.153
	1.1
	0.8–1.6
	0.535
	0.7
	0.5–0.9
	0.014
	0.7
	0.5–1.0
	0.033

	Smoker (current/former vs. never)
	1.0
	0.8–1.2
	0.928
	2.2
	1.1–4.3
	0.019
	1.0
	0.7–1.3
	0.912
	1.0
	0.8–1.3
	0.748
	0.9
	0.7–1.2
	0.401

	FVC (per 5 units)
	1.0
	0.9–1.0
	0.043
	0.9
	0.8–1.1
	0.321
	1.0
	1.0–1.1
	0.700
	0.9
	0.8–0.9
	<0.001
	1.0
	0.9–1.0
	0.629

	DLco (per 5 units)
	0.9
	0.8–0.9
	<0.001
	0.7
	0.6–0.9
	0.004
	0.9
	0.8–0.9
	0.001
	0.9
	0.8–1.0
	0.002
	0.8
	0.8–0.9
	<0.001

	6MWD (per 5 units)
	1.0
	1.0–1.0
	0.053
	1.0
	1.0–1.0
	0.030
	1.0
	1.0–1.0
	0.050
	1.0
	1.0–1.0
	<0.001
	1.0
	1.0–1.0
	0.854

	UCSD-SOBQ (per 5 units)
	1.0
	1.0–1.1
	0.066
	1.1
	1.0–1.1
	0.057
	1.0
	1.0–1.1
	0.175
	1.0
	1.0–1.1
	0.180
	1.1
	1.0–1.1
	0.002

	Comorbidities
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CVD
	1.0
	0.8–1.2
	0.819
	1.4
	0.8–2.4
	0.294
	0.9
	0.6–1.2
	0.490
	1.0
	0.7–1.3
	0.798
	1.7
	1.2–2.3
	<0.001

	CRF
	1.5
	0.9–2.6
	0.142
	1.4
	0.4–4.8
	0.595
	1.5
	0.7-3.2
	0.342
	1.4
	0.7–2.7
	0.367
	1.5
	0.7–3.0
	0.263

	COPD
	1.5
	0.9–2.4
	0.115
	0.8
	0.2–3.4
	0.788
	0.8
	0.4–1.8
	0.618
	1.8
	1.0–3.2
	0.045
	0.9
	0.5–1.9
	0.838

	Pulmonary hypertension
	1.8
	1.1–3.1
	0.024
	0.5
	0.1–2.2
	0.332
	1.2
	0.6–2.6
	0.606
	2.7
	1.5–4.7
	<0.001
	1.5
	0.8–2.8
	0.179

	Atrial fibrillation
	1.3
	0.9–2.0
	0.167
	3.7
	1.7–7.8
	<0.001
	2.0
	1.2–3.3
	0.009
	0.9
	0.5–1.5
	0.599
	1.4
	0.8–2.3
	0.227

	Thyroid-related 	conditions
	0.8
	0.6–1.1
	0.234
	0.8
	0.3–1.8
	0.535
	0.7
	0.4–1.1
	0.102
	0.9
	0.6–1.3
	0.550
	1.0
	0.7–1.6
	0.814

	CVD risk factors
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Hypertension
	0.9
	0.7–1.1
	0.348
	1.5
	0.9–2.7
	0.149
	1.1
	0.8–1.4
	0.637
	0.8
	0.6–1.0
	0.082
	0.9
	0.7–1.2
	0.603

	Hypercholesterolemia
	0.9
	0.7–1.1
	0.380
	0.8
	0.4–1.3
	0.360
	0.8
	0.6–1.1
	0.242
	1.0
	0.7–1.3
	0.797
	0.8
	0.6–1.0
	0.072

	BMI (per 1 unit)
	1.0
	1.0–1.0
	0.943
	0.9
	0.9–1.0
	0.014
	0.9
	0.9–1.0
	0.003
	1.0
	1.0–1.1
	0.025
	1.0
	1.0–1.0
	0.667

	History of infections
	1.0
	0.8–1.2
	0.995
	1.0
	0.6–1.7
	0.974
	1.2
	0.9–1.5
	0.276
	1.1
	0.8–1.4
	0.550
	1.3
	1.0–1.7
	0.102

	Other antidiabetic use
	1.8
	1.4–2.3
	<0.001
	2.2
	1.2–4.0
	0.012
	1.4
	0.9–2.1
	0.091
	1.8
	1.3–2.5
	<0.001
	2.1
	1.5–3.0
	<0.001


	
Online supplementary Table 4 (continued). Multivariable analyses of study outcomes among placebo and pirfenidone patients (ITT population)
	
	FVC decrease ≥10%
(absolute, observed)‡
	FVC decrease ≥10% (relative, observed)‡
	FVC decrease ≥5% (absolute, observed)‡
	FVC decrease ≥5% (relative, observed)‡
	IPF-related mortality

	
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value
	HR
	95% CI
	p value

	Bivariate
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	0.7
	0.4–1.1
	0.139
	0.9
	0.7–1.3
	0.746
	0.9
	0.6–1.1
	0.292
	1.0
	0.8–1.3
	0.901
	0.9
	0.3–2.4
	0.783

	Multivariable
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Metformin use (yes vs. no)
	0.8
	0.4–1.4
	0.423
	1.2
	0.8–1.7
	0.464
	1.0
	0.7–1.4
	0.834
	1.1
	0.8–1.5
	0.459
	0.7
	0.2–2.2
	0.530

	Age
	1.0
	1.0–1.0
	0.035
	1.0
	1.0–1.0
	0.001
	1.0
	1.0–1.0
	<0.001
	1.0
	1.0–1.0
	<0.001
	1.0
	0.9–1.0
	0.631

	Sex (male vs. female)
	0.9
	0.6–1.3
	0.661
	0.8
	0.6–1.1
	0.164
	0.8
	0.7–1.0
	0.098
	0.9
	0.7–1.1
	0.232
	1.1
	0.5–2.8
	0.797

	Smoker (current/former vs. never)
	0.8
	0.6–1.2
	0.299
	1.0
	0.8–1.3
	0.762
	1.0
	0.8–1.2
	0.842
	0.9
	0.8–1.1
	0.396
	1.9
	0.8–4.2
	0.129

	FVC (per 5 units)
	1.0
	1.0–1.1
	0.584
	0.9
	0.9–1.0
	<0.001
	1.0
	1.0–1.1
	0.620
	0.9
	0.9–1.0
	0.002
	0.9
	0.8–1.1
	0.430

	DLco (per 5 units)
	0.9
	0.8–1.0
	0.029
	0.9
	0.8–0.9
	<0.001
	0.9
	0.9–1.0
	0.002
	0.9
	0.9–1.0
	0.022
	0.7
	0.6–0.9
	0.016

	6MWD (per 5 units)
	1.0
	1.0–1.0
	0.390
	1.0
	1.0–1.0
	0.287
	1.0
	1.0–1.0
	0.209
	1.0
	1.0–1.0
	0.146
	1.0
	1.0–1.0
	0.363

	UCSD-SOBQ (per 5 units)
	1.0
	1.0–1.1
	0.680
	1.0
	1.0–1.0
	0.750
	1.0
	1.0–1.0
	0.775
	1.0
	1.0–1.0
	0.514
	1.0
	0.9–1.1
	0.534

	Comorbidities
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CVD
	0.8
	0.6–1.3
	0.402
	1.0
	0.7–1.3
	0.869
	1.1
	0.9–1.4
	0.335
	1.1
	0.9–1.4
	0.258
	1.4
	0.7–3.0
	0.363

	CRF
	1.9
	0.8–4.4
	0.134
	1.7
	0.9–3.4
	0.127
	1.3
	0.7–2.3
	0.455
	1.0
	0.5–1.7
	0.892
	2.3
	0.6–8.4
	0.195

	COPD
	1.0
	0.4–2.4
	0.942
	0.8
	0.4–1.6
	0.499
	1.1
	0.6–1.8
	0.805
	0.9
	0.6–1.5
	0.793
	0.7
	0.1–5.0
	0.683

	Pulmonary hypertension
	1.6
	0.7–3.7
	0.310
	1.5
	0.8–3.0
	0.233
	1.1
	0.6–2.1
	0.662
	1.3
	0.8–2.2
	0.314
	0.4
	0.0–3.1
	0.369

	Atrial fibrillation
	1.4
	0.7–2.7
	0.352
	1.2
	0.7–2.0
	0.596
	1.0
	0.6–1.6
	0.956
	1.0
	0.7–1.5
	0.993
	5.1
	2.1–12.2
	<0.001

	Thyroid-related conditions
	0.7
	0.4–1.2
	0.150
	0.6
	0.4–0.9
	0.026
	0.8
	0.6–1.1
	0.111
	0.8
	0.6–1.1
	0.138
	0.8
	0.3–2.2
	0.632

	CVD risk factors
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Hypertension
	0.9
	0.7–1.3
	0.756
	1.0
	0.8–1.3
	0.962
	1.0
	0.8–1.2
	0.922
	1.0
	0.8–1.1
	0.638
	1.3
	0.6–2.6
	0.527

	Hypercholesterolemia
	0.9
	0.6–1.2
	0.466
	0.9
	0.7–1.1
	0.300
	0.8
	0.7–1.0
	0.073
	0.9
	0.8–1.1
	0.373
	0.8
	0.4–1.7
	0.640

	BMI (per 1 unit)
	1.0
	0.9–1.0
	0.043
	1.0
	0.9–1.0
	0.004
	1.0
	0.9–1.0
	<0.001
	1.0
	0.9–1.0
	<0.001
	0.9
	0.9–1.0
	0.125

	History of infections
	1.3
	0.9–1.7
	0.148
	1.1
	0.9–1.4
	0.355
	1.1
	0.9–1.4
	0.236
	1.1
	0.9–1.3
	0.270
	1.1
	0.5–2.1
	0.872

	Other antidiabetic use
	1.2
	0.7–1.9
	0.565
	0.9
	0.6–1.3
	0.666
	0.9
	0.7–1.3
	0.708
	1.0
	0.8–1.3
	0.775
	1.9
	0.8–4.5
	0.131


*FVC decrease ≥10%, 6MWD decrease ≥50m, or death; observed data only
†Death treated as competing risk	
‡Observed data only; death treated as competing risk.	
[bookmark: _GoBack]6MWD, 6-minute walking distance; BMI, body mass index; CI, confidence interval; COPD, chronic obstructive pulmonary disease; CRF, chronic renal failure; CVD, cardiovascular disease; DLco, diffusing capacity of the lung for carbon monoxide; FVC, forced vital capacity; HR, hazard ratio; IGT, impaired glucose tolerance; IPF, idiopathic pulmonary fibrosis; UCSD-SOBQ, University of California San Diego Shortness of Breath Questionnaire.








