Additional table 1. Patient characteristics by disease group
	
	IPF
	Non-IPF ILD

	
	Low-NLR
	High-NLR
	p value
	Low-NLR
	High-NLR
	p value

	
	n=98
	n=71
	
	n=114
	n=123
	

	Age
	74.0 [40‒90]
	76.0 [44‒92]
	0.21
	73.0 [40‒91]
	74.0 [20‒90]
	0.82

	Male
	87 (88.8)
	63 (88.7)
	1.00
	76 (66.7)
	71 (57.7)
	0.18

	BMI, kg/m2
	22.7 [14.1‒32.4]
	22.4 [11.1‒31.5]
	0.12
	23.3 [12.8‒36.8]
	22.1 [8.2‒31.4]
	0.10

	Smoking status
	
	
	
	
	
	

	Former/Current
	88 (89.8)
	55 (77.5)
	0.53
	76 (66.7)
	78 (63.4)
	0.86

	Disease
	
	
	
	
	
	

	IPF
	98 (100.0)
	71 (100.0)
	1.00
	0 (0)
	0 (0)
	0.31

	IIPs without IPF
	0 (0)
	0 (0)
	
	69 (60.5)
	60 (48.8)
	

	CTD-ILD
	0 (0)
	0 (0)
	
	38 (33.3)
	52 (42.3)
	

	HP
	0 (0)
	0 (0)
	
	5 (4.4)
	9 (7.3)
	

	CT pattern
	
	
	
	
	
	

	UIP
	98 (100.0)
	71 (100.0)
	1.00
	32 (28.1)
	52 (42.3)
	0.01

	fNSIP
	0 (0)
	0 (0)
	
	66 (57.9)
	44 (35.8)
	

	PPFE
	0 (0)
	0 (0)
	
	9 (7.9)
	11 (8.9)
	

	cNSIP
	0 (0)
	0 (0)
	
	1 (0.9)
	2 (1.6)
	

	OP
	0 (0)
	0 (0)
	
	0 (0)
	3 (2.4)
	

	DAD
	0 (0)
	0 (0)
	
	0 (0)
	1 (0.8)
	

	Unclassifiable
	0 (0)
	0 (0)
	
	6 (5.3)
	10 (8.1)
	

	Past acute exacerbation
	10 (10.2)
	15 (21.1)
	0.08
	10 (8.8)
	29 (23.6)
	0.003

	Glucocorticoid use
	9 (9.2)
	25 (35.2)
	<0.001
	30 (26.3)
	73 (59.3)
	<0.001

	Glucocorticoid dose, mg
	15 [4‒50]
	10 [2‒313]
	0.54
	9 [2‒40]
	10 [2‒156]
	0.24

	Immunosuppressive drug use
	1 (1.0)
	3 (4.2)
	0.31
	22 (19.3)
	40 (32.5)
	0.03

	Kind of immunosuppressive drugs
	
	
	
	
	
	

	Tacrolimus
	0 (0)
	2 (2.8)
	0.18
	15 (13.2)
	10 (8.1)
	0.29

	Cyclosporine
	1 (1.0)
	0 (0)
	1.00
	2 (1.8)
	7 (5.7)
	0.17

	 Salazosulfapyridine
	0 (0)
	0 (0)
	-
	2 (1.8)
	7 (5.7)
	0.17

	 Mycophenolate mofetil
	0 (0)
	0 (0)
	-
	0 (0)
	7 (5.7)
	0.02

	 Azathioprine
	0 (0)
	1 (0)
	0.42
	1 (0.9)
	6 (4.9)
	0.12

	 Others
	0 (0)
	0 (0)
	-
	5 (4.4)
	7 (5.7)
	0.77

	Severity Ⅲ, Ⅳ
	39 (39.8)
	37 (52.1)
	0.40
	35 (30.7)
	53 (43.1)
	0.38

	mMRC 2‒4
	34 (34.7)
	34 (47.9)
	0.29
	43 (37.7)
	61 (49.6)
	0.03

	LTOT
	11 (11.2)
	13 (18.3)
	0.19
	15 (13.2)
	34 (27.6)
	0.006

	Pulmonary function test
	
	
	
	
	
	

	%FVC
	76.6 [31.4‒131.2]
	62.5 [30.8‒109.8]
	0.01
	72.1 [23.6‒122.3]
	65.3 [27.3‒126.6]
	0.07

	%DLco
	56.1 [16.3‒108.0]
	51.1 [14.4‒79.5]
	0.47
	57.5 [18.5‒119.8]
	57.1 [9.3‒112.6]
	0.46

	Blood test
	
	
	
	
	
	

	KL-6, U/mL
	850.0 [261‒3814]
	963.0 [306‒4749]
	0.32
	1004.0 [160‒9450]
	1039.0 [320‒5570]
	0.31

	SP-D, ng/mL
	195.5 [28.7‒2420.0]
	207.0 [41.2‒1040.0]
	0.69
	231.9 [49.9‒1160.0]
	224.5 [17.2‒892.0]
	0.43

	Days from diagnosis to initiation of nintedanib
	176 [-37‒3036]
	461 [0‒4816]
	0.18
	818 [-1164‒6440]
	723 [-302‒5660]
	0.99

	Discontinuation of Nintedanib
	35 (35.7)
	25 (35.2)
	1.00
	45 (39.5)
	44 (35.8)
	0.59


Data are expressed as medians [ranges], or N (%). Regarding glucocorticoid dose, only for glucocorticoid users, it is expressed in prednisolone equivalents. Some patients were taking multiple kinds of immunosuppressive drugs concurrently.
%DLco, % diffusing capacity of the lungs for carbon monoxide; %FVC, % forced vital capacity; BMI, body mass index; cNSIP, cellular non-specific interstitial pneumonia; CTD-ILD, connective tissue disease-associated interstitial lung disease; DAD, diffuse alveolar damage; fNSIP, fibrotic non-specific interstitial pneumonia; HP, hypersensitivity pneumonitis; IIPs, idiopathic interstitial pneumonias; ILD, interstitial lung disease; IPF, idiopathic pulmonary fibrosis; KL-6, krebs von den lungen-6; LTOT, long-term oxygen therapy; mMRC, modified Medical Research Council; NLR, neutrophil-to-lymphocyte ratio; OP, organizing pneumonia; PPFE, pleuroparenchymal fibroelastosis; SP-D, pulmonary surfactant protein D; UIP, usual interstitial pneumonia.



Additional table 2. Multivariable analysis of patient characteristics predicting survival time
	
	Hazard ratio
	95% confidence interval
	p value

	Age ≥ 75 years (vs. <75 years)
	1.449
	1.02‒2.07
	0.04

	Sex male (vs. female)
	1.602
	1.02‒2.51
	0.04

	Baseline %FVC ≥ 80% (vs. < 80%)
	0.449
	0.29‒0.69
	<0.001

	LTOT yes (vs. no)
	1.461
	0.94‒2.28
	0.09

	Past acute exacerbation yes (vs. no)
	0.704
	0.40‒1.22
	0.21

	NLR ≥ 2.86 (vs. < 2.86)
	1.575
	1.09‒2.27
	0.01


The results of a multivariable Cox proportional hazards regression analysis of patient characteristics and NLR values associated with survival time are shown. %FVC, % forced vital capacity; LTOT, long-term oxygen therapy; NLR, neutrophil-to-lymphocyte ratio.

Additional table 3. Multivariable analysis of patient characteristics predicting survival time in patients with IPF
	
	Hazard ratio
	95% confidence interval
	p value

	Age ≥ 75 years (vs. <75 years)
	1.915
	1.11‒3.31
	0.02

	Sex male (vs. female)
	1.341
	0.57‒3.17
	0.50

	Baseline %FVC ≥ 80% (vs. < 80%)
	0.408
	0.22‒0.75
	0.003

	LTOT yes (vs. no)
	4.414
	2.17‒8.99
	<0.001

	Past acute exacerbation yes (vs. no)
	0.369
	0.14‒0.96
	0.04

	NLR ≥ 2.86 (vs. < 2.86)
	1.743
	1.04‒2.93
	0.04


The results of a multivariable Cox proportional hazards regression analysis of patient characteristics and NLR values associated with survival time in patients with IPF are shown. %FVC, % forced vital capacity; IPF, idiopathic pulmonary fibrosis; LTOT, long-term oxygen therapy; NLR, neutrophil-to-lymphocyte ratio.




Additional table 4. Multivariable analysis of patient characteristics predicting survival time in patients with non-IPF ILD
	
	Hazard ratio
	95% confidence interval
	p value

	Age ≥ 75 years (vs. <75 years)
	1.179
	0.72‒1.93
	0.51

	Sex male (vs. female)
	1.676
	0.96‒2.91
	0.07

	Baseline %FVC ≥ 80% (vs. < 80%)
	0.461
	0.25‒0.86
	0.02

	LTOT yes (vs. no)
	0.870
	0.46‒1.65
	0.67

	Past acute exacerbation yes (vs. no)
	0.734
	0.35‒1.54
	0.41

	NLR ≥ 2.86 (vs. < 2.86)
	1.642
	0.98‒2.76
	0.06


The results of a multivariable Cox proportional hazards regression analysis of patient characteristics and NLR values associated with survival time in patients with non-IPF ILD are shown. %FVC, % forced vital capacity; IPF, idiopathic pulmonary fibrosis; ILD, interstitial lung disease; LTOT, long-term oxygen therapy; NLR, neutrophil-to-lymphocyte ratio.

Additional table 5. Multivariable analysis of patient characteristics predicting FVC decline after the initiation of nintedanib
	
	regression coefficient
	95% confidence interval
	p value

	Age ≥ 75 years (vs. <75 years)
	-2.152
	-7.81‒3.51
	0.45

	Sex male (vs. female)
	0.609
	-5.87‒7.08
	0.85

	Baseline %FVC ≥ 80% (vs. < 80%)
	-0.479
	-6.33‒5.37
	0.87

	LTOT yes (vs. no)
	-1.289
	-10.66‒8.08
	0.79

	Past acute exacerbation yes (vs. no)
	10.159
	1.26‒19.06
	0.03

	NLR ≥ 2.86 (vs. < 2.86)
	-0.671
	-6.68‒5.34
	0.83


The results of a multivariable linear regression analysis of patient characteristics and NLR values associated with FVC decline are shown. FVC, forced vital capacity; LTOT, long-term oxygen therapy; NLR, neutrophil-to-lymphocyte ratio.


Additional table 6. Multivariable analysis of patient characteristics predicting FVC decline after the initiation of nintedanib in patients with IPF
	
	regression coefficient
	95% confidence interval
	p value

	Age ≥ 75 years (vs. <75 years)
	-2.941
	-13.90‒8.01
	0.59

	Sex male (vs. female)
	5.972
	-11.43‒23.37
	0.50

	Baseline %FVC ≥ 80% (vs. < 80%)
	-3.980
	-15.09‒7.13
	0.48

	LTOT yes (vs. no)
	-13.443
	-32.68‒5.79
	0.17

	Past acute exacerbation yes (vs. no)
	21.187
	1.91‒40.47
	0.03

	NLR ≥ 2.86 (vs. < 2.86)
	-3.858
	-15.96‒8.25
	0.53


The results of a multivariable linear regression analysis of patient characteristics and NLR values associated with FVC decline in patients with IPF are shown. FVC, forced vital capacity; LTOT, long-term oxygen therapy; NLR, neutrophil-to-lymphocyte ratio.

Additional table 7. Multivariable analysis of patient characteristics predicting FVC decline after the initiation of nintedanib in patients with non-IPF ILD
	
	regression coefficient
	95% confidence interval
	p value

	Age ≥ 75 years (vs. <75 years)
	-1.590
	-8.09‒4.91
	0.63

	Sex male (vs. female)
	-0.701
	-7.43‒6.03
	0.84

	Baseline %FVC ≥ 80% (vs. < 80%)
	1.765
	-5.12‒8.65
	0.61

	LTOT yes (vs. no)
	2.589
	-8.06‒13.23
	0.63

	Past acute exacerbation yes (vs. no)
	5.000
	-5.05‒15.05
	0.33

	NLR ≥ 2.86 (vs. < 2.86)
	1.357
	-5.77‒8.48
	0.71


The results of a multivariable linear regression analysis of patient characteristics and NLR values associated with FVC decline in patients with non-IPF ILD are shown. FVC, forced vital capacity; ILD, interstitial lung disease; LTOT, long-term oxygen therapy; NLR, neutrophil-to-lymphocyte ratio.

