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[bookmark: _Hlk79873996]Supplementary Table 1A. Clinical characteristics of patients with sporadic IPF and familial IPF in the cohort 1
	
	Sporadic IPF
(n = 113)
	Familial IPF
(n = 28)
	P value

	Age at diagnosis, years
	70 [64-74]
	65 [60-68]
	<0.001

	Age at antifibrotic therapy initiation, years
	72 [68-76]
	68 [64-70]
	<0.001

	Sex, female, n (%)
	17 [15.0]
	7 [25.0]
	0.26

	Observation period, months
	38 [24-50]
	43 [24-59]
	0.476

	Diagnosis〜antifibrotic therapy initiation, months
	15 [2-56]
	19 [2-57]
	0.846

	Pirfenidone/Nintedanib, n (%)
	60 (53.1%) / 53 (46.9%)
	13 (46.4%) / 15 (53.6%)
	0.536

	Smoking status
(never/former and current), n (%)
	22 (19.5%) / 91 (80.5%)
	5(17.9%) / 23(82.1%)
	1.000

	Smoking pack-year
	31 [5-44]
	26 [12-53]
	0.807

	BMI, kg/m2
	23.5 [21.4-25.7]
	24.6 [22.8-26.3]
	0.083

	Pulmonary function test
	
	
	

	FVC, %-pred
	71.0 % [60.2-85.5]
	69.6% [59.6-84.5]
	0.508

	FEV1, %-pred
	72.5% [62.0-84.3]
	70.9% [60.6-86.1]
	0.693

	DLCO, %-pred
	61.0 % [45.0-76.8]
	56.4% [45.0-71.8]
	0.587

	Laboratory
	
	
	

	KL-6, U/mL
	956 [714-1354]
	1062 [592-1575]
	0.515

	SP-D, ng/mL
	240 [161-336]
	233 [159-347]
	0.843

	Disease severity
	
	
	

	LTOT, n (%)
	16 (14.2%)
	5 (17.9%)
	0.568

	GAP score
	4 (3-5)
	4 (2-4)
	0.423

	GAP stage (I, II, II) (n=126)
	47 (41.6%) / 44 (38.9%) /10 (8.8%)
	12 (42.9%) / 9 (32.1%) /4 (14.3%)
	0.625


Data are presented as median [interquartile ranges] or number (%)
IPF, idiopathic pulmonary fibrosis; BMI, body mass index; FVC, forced vital capacity; FEV1, forced expiratory volume in one second; DLCO, diffuse capacity of the lung for carbon monoxide; KL-6, Krebs von den Lunge-6; SP-D, surfactant protein-D; GAP, gender–age–physiology 


LTOT, long-term oxygen therapy
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Supplementary Table 1B. Clinical characteristics of patients with sporadic IPF and familial IPF in the cohort 2
	
	Sporadic IPF
(n = 122)
	Familial IPF
(n = 17)
	P value

	Age at diagnosis, years
	68 [64-74[
	62 (57-69)
	0.061

	Age at antifibrotic therapy initiation, years
	73 [68-78]
	70 (65-76)
	0.161

	Sex, female, n (%)
	19 (15.6%)
	6 (35.3%)
	0.084

	Observation period, months
	28 [12-44]
	36 (12-42)
	0.653

	Diagnosis〜antifibrotic therapy initiation, months
	32 [10-73]
	47 (21-84)
	0.191

	Pirfenidone/Nintedanib, n (%)
	49 (40.2%) / 73 (59.8%)
	8 (47.1%) / 9 (52.9%)
	0.608

	Smoking status
(never/former and current), n (%)
	21 (17.2%) / 101(82.8%)
	5 (29.4%) / 12 (70.6%)
	0.315

	Smoking pack-year
	32 [11-45]
	23 (0-36)
	0.220

	BMI, kg/m2
	22.8 [20.7-25.0]
	21.9 (20.1-23.0)
	0.184

	Pulmonary function test
	
	
	

	FVC, %-pred
	73.3% [60.4-82.3]
	73.3% (63.1-81.7)
	0.941

	FEV1, %-pred
	81.6% [69.7-93.4]
	85.4% (69.5-93.5)
	0.855

	DLCO, %-pred
	62.5% [45.4-73.0]
	64.5% (54.2-76.5)
	0.582

	Laboratory
	
	
	

	KL-6, U/mL
	1114 [807-1524]
	1104 (895-1380)
	0.997

	SP-D, ng/mL
	247 [150-399]
	226 (158-369)
	0.797

	Disease severity
	
	
	

	LTOT, n (%)
	36 (29.5%)
	4 (23.5%)
	0.778

	GAP score
	4 (3-4)
	3 (2-4)
	0.266

	GAP stage (I, II, II) (n=130)
	50 (41.0%) / 58 (47.5%) / 6 (4.9%)
	9 (52.9%) / 4 (23.5%%) /3 (17.6%)
	0.038


Data are presented as median [interquartile ranges] or number (%)
IPF, idiopathic pulmonary fibrosis; BMI, body mass index; FVC, forced vital capacity; FEV1, forced expiratory volume in one second; DLCO, diffuse capacity of the lung for carbon monoxide; KL-6, Krebs von den Lunge-6; SP-D, surfactant protein-D; GAP, gender–age–physiology
LTOT, long-term oxygen therapy

Supplementary Table 2. The causes for discontinuation of antifibrotic therapy in the exploratory and validation cohort
	
	Cohort 1
	Cohort 2

	
	Sporadic IPF
(n = 27)
	Familial IPF
(n = 11)
	P value
	Sporadic IPF
(n = 56)
	Familial IPF
(n = 8)
	P value

	Discontinuation rate
	27 / 113 (23.9%)
	11 / 28 (39.3%)
	0.152
	56 / 122 (45.9%)
	8 / 17 (47.1%)
	1.000

	Adverse drug reactions
	13 (48.1%)
	4 (36.4%)
	0.721
	47 (83.9%)
	6 (75%)
	0.617

	  Gastrointestinal disorders
	  8 (29.6%)
	  3 (27.3%)
	1.000
	  34 (60.7%)
	  6 (75%)
	0.699

	  Liver enzyme elevation
	  4 (14.8%)
	  0
	0.303
	  7 (12.5%)
	  0
	0.582

	  Photosensitivity
	  1 (3.7%)
	  0
	1.000
	  2 (3.6%)
	  0
	1.000

	  Other drug disorders
	  0
	  1 (9.1%)
	0.289
	  4 (7.1%)
	  0
	1.000

	Disease progression
	9 (33.3%)
	6 (54.4%)
	0.285
	5 (8.9%)
	1 (12.5%)
	0.567

	Patients' will 
	0
	0
	
	1 (1.8%)
	1 (12.5%)
	0.236

	Others
	5 (18.5%)
	1 (9.1%)
	0.65
	3 (5.4%)
	0
	1.000




Supplementary Table 3. The causes of death in the in exploratory and validation cohort
	
	Cohort 1
	Cohort 2

	
	Sporadic IPF
(n = 51)
	Familial IPF
(n = 13)
	P value
	Sporadic IPF
(n = 83)
	Familial IPF
(n = 11)
	P value

	Chronic respiratory failure
	21 (41.2%)
	6 (46.1%)
	0.763
	40(48.2%)
	6(54.5%)
	0.756

	Acute exacerbation
	15 (29.4%)
	4 (30.8%)
	1.000
	18(21.7%)
	3(27.3%)
	0.705

	Infection
	5 (9.8%)
	2 (15.4%)
	0.623
	7(8.4%)
	2(18.2%)
	0.283

	Lung cancer
	1 (2.0%)
	0
	1.000
	8(9.6%)
	0
	0.59

	Cardiac disease
	3 (5.9%)
	1 (7.7%)
	1.000
	3(3.6%)
	0
	1.000

	Others, cause of death unknown
	6 (11.8%)
	0
	0.333
	7(8.4%)
	0
	1.000


IPF, idiopathic pulmonary fibrosis



Supplemenatry Table 4A. Multivariate analysis using the Fine-Gray proportional hazard analyses and Cox proportional hazards regression models in the cohort 1
	Predictor
	HR
	95% CI
	P value

	Multivariate analysis
	 
	
	

	Discontinuation rate
	
	
	

	presence of FPF
	1.96
	0.94-4.10
	0.07

	GAP stage
	1.06
	0.66-1.70
	0.81

	
	
	
	

	Acute exacerbation
	
	
	

	presence of FPF
	0.85
	0.34-2.14
	0.72

	GAP stage
	2.06
	1.23-3.443
	0.006

	
	
	
	

	Mortality risk
	
	
	

	presence of FPF
	0.70
	0.39-1.26
	0.23

	GAP stage
	2.73
	1.95-3.81
	<0.001


FPF, familial pulmonary fibrosis; GAP, gender–age–physiology



Supplementary Table 4B. Multivariate analysis using the Fine-Gray proportional hazard analyses and Cox proportional hazards regression models in the cohort 2
	Predictor
	HR
	95% CI
	P value

	Multivariate analysis
	 
	
	

	Discontinuation rate
	
	
	

	presence of FPF
	0.90
	0.43-1.87
	0.78

	GAP stage
	1.05
	0.71-1.55
	0.81

	
	
	
	

	Acute exacerbation
	
	
	

	presence of FPF
	2.31
	0.79-6.76
	0.13

	GAP stage
	0.88
	0.46-1.68
	0.70

	
	
	
	

	Mortality risk
	
	
	

	presence of FPF
	0.77
	0.40-1.49
	0.44

	GAP stage
	2.36
	1.65-3.38
	<0.001


FPF, familial pulmonary fibrosis; GAP, gender–age–physiology
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