Supp. Table 1: Comparison between untreated young and aged mice: micro-CT-derived biomarkers.
	
	Young 
(n=13)
	Aged
(n= 42)

	VolEXP (mm3)
	503.78 ± 7.61
(468.30 – 558.90)
	650.14 ± 6.65***
(578.60 – 732.90)

	MLAEXP (HU)
	-367.37 ± 3.25
(-393.80 – -353.20)
	-390.99 ± 2.81***
(-421.60 – -349.90)

	VolINSP (mm3)
	709.04 ± 12.53
(648.20 – 803)
	851.70 ± 9.70***
(751.50 – 980.50)

	[bookmark: _Hlk169094610]MLAINSP (HU)
	-469.23 ± 3.58
(-495.50 – -450.60)
	-473.48 ± 2.32
(-494.20 – -446.72)

	%Normo-aerated
	77.78 ± 0.59
(74.20 – 81.60)
	78.25 ± 0.43
(72.90 – 82.70)

	%Hypo-aerated
	21.28 ± 0.59
(17.40 – 24.80)
	20.40 ± 0.42
(16.10 – 25.60)

	%Non-aerated
	/
	1.08 ± 0.06
(0.30 – 1.70)

	Median ΔSVg (ml/g)
	0.36 ± 0.01
(0.31– 0.45)
	0.29 ± 0.01***
(0.23 – 0.35)

	25th percentile ΔSVg (ml/g)
	0.16 ± 0.01
(0.12 – 0.21)
	0.11 ± 0.01***
(0.07 – 0.14)

	%Normal Ventilation
	80.20 ± 0.65
(75.66 – 84.55)
	70.90 ± 0.52***
(64.52 – 75.26)

	%Low Ventilation
	15.86 ± 0.56
(11.86 –18.78)
	20.93 ± 0.37***
(17.81 – 26.81)

	%Non Ventilation
	/
	2.72 ± 0.09
(1.17 – 3.74)


Mean ± SEM (max-min). Unpaired Student’s t-test: *p<0.05; **p<0.01; ***p<0.001 young vs. aged mice. %Non-aerated, and %Non-Ventilation were not present in healthy young animals.


Sup. Table 2: Bleomycin dose finding: body weight variation and micro-CT derived biomarkers.
	
	Saline
(n=5)
	BLM 2.5+2.5
(n=5)
	BLM 3+3
(n=4)
	BLM 6+6
(n=5)
	BLM 10+10
(n=4)

	%Var Body weight
	-0.37 ± 0.79
(-2.97 – 1.90)
	-4.10 ± 3.49
(-8.84 – 7.84)
	-5.04 ± 5.42*
(-13.16 – 10.94)
	-14.75 ± 2.68**
(-21.24 – -7.00)
	-13.00 ± 1.50**
(-15.56 – -8.76)

	VolEXP (mm3)
	696.76 ± 24.18
(628.1 – 754.4)
	724.61 ± 47.29
(614.90 – 882.55)
	695.63 ± 26.36
(645.30 – 769.75)
	685.57 ± 13.34
(617.40 – 689.70)
	640.05 ± 19.64
(585.70 – 678.40)

	MLAEXP (HU)
	-388.33 ± 14.05
(-429.77 – -342.11)
	-360.69 ± 27.26
(-394.51 – -252.09)
	-259.41 ± 23.32*
(-336.41 – -220.63)
	-208.01 ± 16.02**
(-256.94 – -166.58)
	-250.31 ± 10.83**
(-273.25 – -221.67)

	VolINSP (mm3)
	942.80 ± 37.45
(824.70 – 1033.60)
	916.33 ± 60.11
(792.41 – 1131.43)
	957.99 ± 77.18
(860.10 – 1118.15)
	820.88 ± 13.26
(682.90 – 815.60)
	772.63 ± 30.26
(682.90 – 815.60)

	MLAINSP (HU)
	-478.54 ± 10.82
(-516.82 – -449.85)
	-438.16 ± 26.55
(-472.86 – -333.18)
	-379.92 ± 24.32*
(-424.90 – -328.98)
	-308.23 ± 20.86**
(-364.54 – -254.58)
	-333.70 ± 9.93**
(-361.24 – -314.27)

	%Normo-aerated
	76.50 ± 2.40
(69.30 – 83.50)
	69.31 ± 6.20
(44.80 – 77.90)
	45.31 ± 6.79**
(32.60 – 64.20)
	34.77 ± 2.69**
(33.40 – 49.70)
	41.93 ± 3.37**
(33.40 – 49.70)

	%Hypo-aerated
	21.88 ± 2.18
(15.50 – 28.20)
	25.85 ± 3.91
(20.50 – 41.40)
	42.42 ± 4.85**
(33.00 – 51.40)
	42.86 ± 2.17**
(34.41 – 46.10)
	42.93 ± 2.90**
(35.30 – 49.40)

	%Non-aerated
	1.36 ± 0.30
(0.50 – 2.40)
	4.54 ± 2.37
(1.20 – 13.80)
	12.17 ± 3.70
(2.70 – 19.73)
	22.51 ± 4.31***
(10.10 – 35.17)
	14.93 ± 0.86*
(12.80 – 17.00)

	Median ΔSVg (ml/g)
	0.34 ± 0.01
(0.32– 0.36)
	0.25 ± 0.02*
(0.19– 0.29)
	0.30 ± 0.04
(0.22– 0.43)
	0.19 ± 0.03*
(0.10– 0.26)
	0.17 ± 0.02**
(0.15– 0.21)

	25th percentile ΔSVg (ml/g)
	0.13 ± 0.01
(0.12– 0.14)
	0.08 ± 0.01*
(0.06– 0.09)
	0.10 ± 0.02
(0.07– 0.16)
	0.06 ± 0.01**
(0.3 – 0.10)
	0.05 ± 0.01**
(0.04– 0.06)

	%Normal ventilation
	72.14 ± 2.37
(63.48 – 77.99)
	65.93 ± 0.71
(63.57 – 67.75)
	71.95 ± 2.59
(67.61 – 78.14)
	60.76 ± 4.56*
(48.36 – 73.49)
	59.32 ± 1.67*
(55.86 – 62.50)

	%Low ventilation
	18.81 ± 0.69
(16.25 – 20.21)
	23.12 ± 1.20* 
(18.88 – 25.52)
	14.84 ± 1.24
(12.71 – 17.82)
	15.34 ± 0.80
(12.63 – 17.18)
	20.75 ± 1.81
(17.52 – 24.57)

	%Non ventilation
	2.94 ± 0.34
(1.79 – 3.94)
	5.82 ± 2.62
(2.52 – 16.24)
	11.03 ± 3.15
(4.62 – 17.80)
	21.89 ± 3.74**
(10.89 – 32.25)
	17.34 ± 0.62*
(16.04 – 18.80)


Mean ± SEM (max-min). Fisher’s exact test: *p<0.05; **p<0.01; ***p<0.001 vs. saline at day 21.











Supp. Table 3: Comparison between BLM 2.5+2.5 + Vehicle and Nintedanib treated mice: micro-CT derived biomarkers. 
	
	Vehicle
(n=5)
	NINT
(n=5)

	VolEXP (mm3)
	-38.60 ± 14.24
(-93.70 – -11.53)
	-53.59 ± 15.23
(-101.32 – -18.94)

	MLAEXP (HU)
	-6.51 ± 11.89
(-28.53 – 39.08)
	-56.07 ± 9.90*
(-86.78 – -28.06)

	VolINSP (mm3)
	-53.12 ± 18.67
(-108.37 – -3.15)
	-12.63 ± 15.62
(-66.90 – 27.67)

	MLAINSP (HU)
	-15.03 ± 9.36
(-43.43 – 14.19)
	-62.65 ± 14.83
(-107.17 – -29.40)

	%Normo-aerated
	1.31 ± 2.94
(-10.00 – 6.73)
	12.26 ± 1.70*
(8.10 – 17.06)

	%Hypo-aerated
	-2.69 ± 2.80
(-7.63 – 8.17)
	-10.42 ± 1.31
(-14.23 – -6.90)

	%Non-aerated
	1.27 ± 0.79
(-0.50 – 4.01)
	-2.17 ± 0.66*
(-4.37 – -0.40)

	Median ΔSVg (ml/g)
	0.02 ± 0.02
(-0.01 – 0.09)
	0.08 ± 0.02
(-0.01– 0.23)

	25th percentile ΔSVg (ml/g)
	0.01 ± 0.01
(-0.02– 0.03)
	0.03 ± 0.04
(-0.01– 0.23)

	%Normal ventilation
	-0.17 ± 1.43
(-4.16 – 4.57)
	0.69 ± 3.67*
(-8.02 – 13.41)

	%Low ventilation
	-1.06 ± 1.92
(-7.25 – 2.66)
	-3.73 ± 3.48 
(-16.38 – 3.66)

	%Non ventilation
	0.01 ± 0.58
(-1.08 – 2.24)
	-2.54 ± 0.58*
(-3.83 – -0.36)


Mean ± SEM (max-min). Data were reported as difference between day 28 (end treatment) and day 14 (start treatment). Fisher’s exact test: *p<0.05; **p<0.01; ***p<0.001 vs. Vehicle.

