Supplementary Material

Table S1. Correlations between serum biomarkers levels in IPF patients at baseline.

CA19-9 CA-125 MMP-7 Periostin CCL18

KL-6 (U/mL) SP-D (ng/mb) 150y (U/mL) (ng/mL) (ng/mL)  (ng/mL)

KL-6 (U/mL) r=0.49 r=0.20 r=-0.18 r=-0.01 r=-0.03 r=0.44

p=0.008 p=0.32 p=037 p=0.98 p=0.87 p=0.02

SP-D (ng/mL) r=0.49 =-0.03 =-0.52 =-0.01 =-0.15 =-0.02

p =0.008 p=0.87 p =0.005 p=0.95 p=0.44 p=0.92

CA19-9 r=0.20 r=-0.03 r=0.18 r=0.10 r=-0.11 r=0.09

(U/mL) p=0.32 p=0.87 p=0.35 p=0.60 p=0.57 p=0.65

CA-125 r=-0.18 r=-0.52 r=0.18 r=0.36 r=0.30 r=0.15

(U/mL) p=0.37 p =0.005 p=0.35 p=0.06 p=0.12 p=0.44

MMP-7 r=-0.01 r=-0.01 r=0.10 r=0.36 r=0.29 r=-0.16

(ng/mL) p=0.98 p=095 p=0.60 p=0.06 p=0.14 p=041

Periostin =-0.03 =-0.15 =-0.11 r=0.30 r=0.29 r=0.25

(ng/mL) p=0.87 p=044 p=0.57 p=0.12 p=0.14 p=0.20
CCL18 r=0.44 =-0.02 r=0.09 r=0.15 =-0.16 r=0.25
(ng/mL) p=0.02 p=0.92 p=0.65 p=0.44 p=041 p=0.20

Abbreviations: KL-6 — Krebs von den Lungen-6, SP-D — surfactant protein D, CA19-9 — cancer antigen 19-9, CA-125 —
cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand 18.

Table S2. Correlations between serum biomarkers levels in IPF patients after 6 months of antifibrotic therapy.

CA19-9 CA-125 MMP-7 Periostin CCL18

KL-6 (U/mL) SP-D (ng/mb) ;1) (U/mL) (ng/ml)  (ng/ml)  (ng/ml)

KL-6 (U/mL) r=0.46 r=0.17 r=-0.05 r=-0.15 r=0.08 r=0.08

p=0.01 p=0.40 p=0.82 p=045 p=0.67 p=0.68

r=0.46 r=0.05 r=-0.53 r=-0.08 r=-0.11 r=-0.24

SP-Dng/ml) o p=082 p =0.004 p=0.70 p=057 p=022

CA19-9 r=0.17 r=0.05 r=0.20 r=0.16 r=0.20 r=-0.13

(U/mL) p=040 p=0.82 p=0.31 p=042 p=0.31 p=0.52

CA-125 =-0.05 =-0.53 r=0.20 r=0.12 =-0.01 r=0.25

(U/mL) p=0.82 p=0.004 p=0.31 p=0.55 p=0.95 p=0.19

MMP-7 r=-0.15 r=-0.08 r=0.16 r=0.12 r=0.16 r=-0.33

(ng/mL) p=0.50 p=0.70 p=042 p=0.55 p=041 p=0.09

Periostin r=0.08 r=-0.11 r=0.20 r=-0.01 r=0.16 r=0.14

(ng/mL) p=0.67 p=0.57 p=0.31 p=0.95 p=041 p=047
CCL18 r=0.08 =-0.24 =-0.13 r=0.25 =-0.33 r=0.14
(ng/mL) p=0.68 p=0.22 p=0.52 p=0.19 p=0.09 p=047

Abbreviations: KL-6 — Krebs von den Lungen-6, SP-D — surfactant protein D, CA19-9 — cancer antigen 19-9, CA-125 —
cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand 18.

Table S3. Correlations between serum biomarkers levels in IPF patients after 12 months of antifibrotic therapy.

CA19-9 CA-125 MMP-7 Periostin CCL18
KL-6 (U/mL) SP-D (ng/mb) 5,1y (U/mL) (ng/mL) (ng/mL)  (ng/mL)
-0. - 0. —0.14 ~0.12 -022 ~02
KL6 (U/mD) r=033 r=0.08 r=0 r=0 r=0 =023
p=0.08 p=0.69 p =047 p =054 p=0.26 p=0.25
r=033 r=0.01 r=-045 r=-0.22 r=-0.06 r=-0.31
SP-D L
(ng/mb) .08 =096 p=0.02 p=026 p=0.76 p=0.11
r=0.08 r=0.01 r=0.30 r=-0.05 r=-0.04 r=0.20



CA19-9

(U/mL) p=0.69 p=0.96 p=0.12 p=0.381 p=0.86 p=0.31
CA-125 r=0.14 =-0.45 r=0.30 r=0.33 r=0.15 r=0.45
(U/mL) p=047 p=0.02 p=0.12 p=0.09 p=0.46 p=0.02
MMP-7 r=0.12 r=-0.22 r=-0.05 r=0.33 r=031 r=-0.05
(ng/mL) p=0.54 p=0.26 p=0.81 p=0.09 p=0.11 p=0.81
Periostin r=022 r=-0.06 r=-0.04 r=0.15 r=031 r=0.02
(ng/mL) p=0.26 p=0.76 p=0.86 p=0.46 p=0.11 p=0.92
CCL18 r=023 r=-0.31 r=0.20 r=045 r=-0.05 r=0.02

(ng/mL) p=0.25 p=0.11 p=0.31 p=0.02 p=0.81 p=0.92

Abbreviations: KL-6 — Krebs von den Lungen-6, SP-D — surfactant protein D, CA19-9 — cancer antigen 19-9, CA-125 —
cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand 18.

Table S4. Correlations between serum biomarkers levels in IPF patients after 18 months of antifibrotic therapy.

CA19-9 CA-125 MMP-7 Periostin CCL18

KL-6 (U/mL) SP-D (ng/mb) 1510y (U/mL) (ng/mL) (ng/mL)  (ng/mL)

KL-6 (U/mL) r=0.23 r=0.12 r=0.15 r=0.23 r=0.30 r=0.27

p=0.23 p=0.53 p=0.46 p=0.24 p=0.13 p=0.16

SP-D (ng/mL) r=0.23 =-0.04 =-0.48 r=0.11 =-0.10 =-0.23

p=0.23 p=0.84 p=0.01 p=0.58 p=0.61 p=0.25

CA19-9 r=0.12 r=-0.04 r=023 r=-0.02 r=-0.03 r=0.002

(U/mL) p=0.53 p=0.84 p=0.23 p=0.92 p=0.89 p=0.99

CA-125 r=0.15 r=-0.48 r=023 r=0.21 r=0.04 r=0.10

(U/mL) p=0.46 p=0.01 p=023 p=0.29 p=0.84 p=0.62

MMP-7 r=0.23 r=0.11 r=-0.02 r=0.21 r=0.22 r=-041

(ng/mL) p=024 p=0.58 p=0.92 p=029 p=0.26 p=0.03

Periostin r=0.30 r=-0.10 r=-0.03 r=0.04 r=0.22 r=0.19

(ng/mL) p=0.13 p=0.61 p=0.89 p=0.84 p=0.26 p=0.35
CCL18 r=0.27 r=-0.23 r=0.002 r=0.10 r=-041 r=0.19
(ng/mL) p=0.16 p=0.25 p=0.99 p=0.62 p=0.03 p=0.35

Abbreviations: KL-6 — Krebs von den Lungen-6, SP-D — surfactant protein D, CA19-9 — cancer antigen 19-9, CA-125 —
cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand 18.

Table S5. Correlations between serum biomarkers levels in IPF patients after 24 months of antifibrotic therapy.

CA19-9 CA-125 MMP-7 Periostin CCL18

KL-6 (U/mL) SP-D (ng/mb) ;1) (U/mL) (ng/ml)  (ng/ml)  (ng/mL)

KL-6 (U/mL) r=0.37 r=0.11 r=0.01 r=0.08 r=0.19 r=0.29

p=0.06 p=0.57 p=0.95 p=0.70 p=0.33 p=0.13

r=0.37 r=0.24 =-0.49 =-0.07 r=0.10 =-0.09

SP-D (mg/mb) — _ 6 p=023 p =0.008 p=074 p=0.61 p=0.65

CA19-9 r=0.11 r=0.24 r=0.11 r=0.05 r=0.06 r=0.13

(U/mL) p=0.57 p=023 p=0.56 p=0.79 p=0.78 p=0.52

CA-125 r=0.01 r=-0.49 r=0.11 r=-0.06 r=-0.01 r=0.35

(U/mL) p=0.95 p=0.008 p=0.56 p=0.75 p=0.97 p=0.06

MMP-7 r=0.08 r=-0.07 r=0.05 r=-0.06 r=0.13 r=-0.23

(ng/mL) p=0.70 p=0.74 p=0.79 p=0.75 p=052 p=024

Periostin r=0.19 r=0.10 r=0.06 r=-0.01 r=0.13 r=0.09

(ng/mL) p=0.33 p=0.61 p=0.78 p=0.97 p=0.52 p=0.67
CCL18 r=0.29 =-0.09 r=0.13 r=0.35 =-0.23 r=0.09
(ng/mL) p=0.13 p=0.65 p=0.52 p=0.06 p=024 p=0.67




Abbreviations: KL-6 — Krebs von den Lungen-6, SP-D - surfactant protein D, CA19-9 — cancer antigen 19-9, CA-125 -
cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand 18

Table S6. Longitudinal changes in PFTs, 6MWT, and circulating biomarkers concentrations in patients with IPF.

Baseline 6 months 12 months 18 months 24 months
FEV, (1), mean (SD) 2.13 (0.60) 2.13 (0.54) 2.09 (0.56) 2.08 (0.55) 2.06 (0.56)
FEV,% pred., mean (SD) __ 78.95 (19.04) 78.96 (17.82) 78.71 (18.27) 78.24 (18.57)  78.12(18.97)
FVC (I), mean (SD) 2.65 (0.85) 2.67 (0.79) 2.59 (0.82) 2.58 (0.81) 2.56 (0.81)
FVC% pred., mean (SD) __ 74.95 (19.28) 75.25 (18.15) 74.16 (18.87) 74.03 (19.98)  73.78 (19.15)
FEV,/FVC%, mean (SD) 81.53 (6.94) 80.92 (7.37) 82.10 (7.39) 82.31 (7.30) 83.84 (10.81)
TL.co (mmol/min/kPa), mean 3.23 (1.24) 3.31(1.14)
L.Co (SD) 3.98 (1.08) 3.83 (1.17) 3.37 (1.24) ****§§§ A Nenee P
. .
Tico (% Off’srf)d)mted)’ mean 53 28 (12.78) 52.56 (15.28)  45.07 (15.82) ***§§  46.92 (20.08)~  49.47 (19.67)
6MWT (meters), mean (SD)  396.30 (104.80)  416.20 (105.3) 37470 (126.3)  381.90 (103.6) 346'00&10‘7) #
KL-6 (U/mL), median (IQR) 127?;;3)7 8= 1643 (714.80-2078) 1494 (875.30-2735) 1723 (970.30-2595) 14902276952;'80‘

366.70 (188.8—  353.30 (184.00- 365.60 (227.40—  343.50 (198.60— 369 (221.00-

SP-D (ng/mL), median (IQR) 512.7) 528.10) 583.60) 567.00) 502.30)

MMP-7 (IEIg(/)IIII{I;), median 8.55 (5.60-11.55) 6.80 (4.74-10-78) 9.65(5.53-12.90) 8.40 (5.73-12.05) 10'?(3) 5355')05_

CA19-9 (U/mL), median 18.70 (8.70- 19.40 (12.85—
(IQR) 25.50) 16.15 (9.25-26.78) 16.00 (10.38-25.00) 16.45 (12.35-25.18) 31.05)

CA-125 (U/mL), median 6.25 (2.70-
(IQR) 6.20 (2.88-9.15) 4.90 (2.73-8.50)  5.45(2.15-11.80) 5.35(2.50-11.90) 12.40)

CCLI8 (ng/mL), mean (SD)  304.70 (87.15) _ 313.9 (73.12) 315.9 (88.44) 3108 (87.41)  310.5 (85.00)

Per“’s““(g%rﬁ)”’ median g ¢56.10-20.00) 1025 (6.10-15.23) 10.05 (6.80-13.13) 1030 (7.18-16.78) 9 (6.30—14.80)

Notes: Baseline vs 12 months, ** p <0.001, **** p <0.0001; Baseline vs 18 months, * p <0.05, **" p < 0.0001; Baseline vs 24
months, # p <0.05, ##HH p <0.0001; 6 months vs 12 months, §§ p <0.01, §§§ p <0.001; 6 months vs 18 months, eeee p <0.0001;
6 months vs 24 months, ++ p < 0.01. Abbreviations: IPF — idiopathic pulmonary fibrosis, FEVi - expiratory volume in 1
second, FVC — forced vital capacity, Trco — transfer factor of the lung for carbon monoxide, SMWT - six-minute walk test,
KL-6 — Krebs von den Lungen-6, SP-D - surfactant protein D, MMP-7 — matrix metalloproteinase 7, CA19-9 — cancer anti-
gen 19-9, CA-125 — cancer antigen 125, CCL18 — chemokine (C-C motif) ligand 18.

Table S7. Correlations of serum biomarkers levels with clinical measures in IPF patients at baseline.

Time since
Fve Ti.co Age diagnosis Pack-years GAP index CPI score SMWT
% pred. % pred.  (years) (years) (meters)
(years)
=-0.67 =-0.53 =-0.34 =0.03 =0.18 =0.36 =0.15 =-0.19
KL-6 (U/mL) ' ! ! !

p=0.0001 p=0.004 p=0.07 p=0.89 p=0.36 p=006 p=044 p=0.34
=-0.27 =-0.2 =-0.1 =-0.17 =0.1 =0.1 =-0.02 =0.01

SP-D (ng/mL) r=-0 r=-020 r=-0.10 r=-0 r=0.10 r=016 r=-0.0 r=0.0

p=0.16 p=0.30 p=0.60 p=0.38 p=0.62 p=041 p=091 p=0.97
r=-009 r=-0.34 r=0.06 r=0.45 r=0.15 r=0.33 r=0.31 r=0.23
p=0.64 p=0.08 p=0.77 p=0.02 p=0.46 p=0.08 p=0.11 p=0.23
r=-006 r=-014 r=0.04 r=0.12 r=0.08 r=0.10 r=0.24 r=0.03
p=0.75 p=0.46 p=0.84 p=0.56 p=0.68 p=0.60 p=0.23 p=0.87
r=-021 r=-0.13 r=0.10 r=-0.09 r=-0.11 r=-005 r=-0.13 r=-0.27
p=027 p=051 p=0.63 p=0.63 p=0.57 p=078 p=0.53 p=0.17
r=-021 r=-017 r=-0.27 r=-0.22 r=0.04 r=0.07 r=-0.03 r=-0.07
p=027 p=0.39 p=0.17 p=0.26 p=0.83 p=0.74 p=0.87 p=0.73
r=-017 r=-038 r=-0.12 r=-0.18 r=0.20 r=0.31 r=0.44 r=-0.08
p=0.38 p=0.04 p=0.55 p=0.35 p=0.30 p=0.11 p=0.02 p=0.68
Abbreviations: IPF —idiopathic pulmonary fibrosis, FVC —forced vital capacity, Ti.co - transfer factor of the lung for carbon

monoxide, EMWT - six-minute walk test, KL-6 — Krebs von den Lungen-6, SP-D - surfactant protein D, CA19-9 — cancer

CA19-9 (U/mL)

CA-125 (U/mL)

MMP-7 (ng/mL)

Periostin (ng/mL)

CCL18 (ng/mL)




antigen 19-9, CA-125 — cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand
18.

Table S8. Correlations of serum biomarkers levels with clinical measures in IPF patients after 6 months of antifibrotic
therapy.

Time since
F T A Pack- T
o Ve o Heo ge diagnosis ack-years GAP index CPI score 6MW
Yo pred. % pred.  (years) (years) (years) (meters)

r=-057 r=-046 r=-040 r=-0.08 r=0.11 r=0.16 r=0.23 r=-0.21

KL-6 (U/mL)
p=0002 p=0.02 p=003 p=067 p=059 p=043 p=023 p=034

=-0.25 =-0.15 =-0.12 =-0.16 r=0.08 r=0.12 =-0.19 r=0.04

SP-D L
mg/mb) 010 5045 p=053 p=042  p=069 p=053 p=033  p=085

r=0.02 r=-0.39 r=0.05 r=0.39 r=0.14 r=0.23 r=041 r=0.32

A19- L
CA19-9 (U/mL) p=094 p=004 p=080 p=004 p=049 p=024 p=003 p=0.14

r=-007 r=-034 r=0.14 r=0.23 r=0.06 r=0.26 r=0.50 r=-0.29

A-12 L
¢ 5 (U/mL) p=074 p=0.09 p=048 p=0.23 p=0.78 p=018 p=0007 p=0.18

=-0.08 =-0.06 r=0.05 r=0.14 =-0.15 r=0.05 =-0.02 r=0.01

MMP-7 (ng/mL
Mmg/mL) 070  »-076 p=-080 p=047  p=045 p=081 p=092  p=098

r=-0.15 r=-031 r=-0.33 r=0.09 r=0.002 r=0.29 r=0.18 r=0.14

Periosti L
erostin(ng/ml) 0 ,_012 =009  p=065  p=099 p=014 p=035 p=051

r=-016 r=-030 r=-022 r=0.01 r=0.33 r=0.20 r=0.45 r=-0.20

CCL18 L
mg/mb) 040 =013 p=027 p=097  p=009 p=031 p=002  p=036

Abbreviations: IPF —idiopathic pulmonary fibrosis, FVC —forced vital capacity, Tt,co - transfer factor of the lung for carbon
monoxide, EIMWT — six-minute walk test, KL-6 — Krebs von den Lungen-6, SP-D — surfactant protein D, CA19-9 — cancer
antigen 19-9, CA-125 — cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand
18.

Table S9. Correlations of serum biomarkers levels with clinical measures in IPF patients after 12 months of antifibrotic
therapy.

Time since
Fve Ti.co Age diagnosis Pack-years GAP index CPI score SMWT
% pred. % pred.  (years) (years) (meters)
(years)
r=-0.60 =-0.48 =-0.25 =-0.01 r=0.10 r=033 r=027 =-0.36
KL-6 (U/mL

(U/mL) p=0.0008 p=0.0098 p=0.19 p=0.96 p=0.61 p=009 p=017 p=0.06

=-0. =-0.2 =-0.1 =-0. =0.1 =0.27 =0.11 =-0.2
SP-D (ng/mL) r=-033 r=-029 r=-0.10 r=-0.09 r=0.13 r=0 r=0 r=-0.23

p=009 p=014 p=060 p=066 p=049 p=017 p=058 p=024

r=0.01 r=-037 r=0.09 r=0.36 r=0.05 r=0.29 r=0.39 r=-0.05

A19- L
CA19-9 (U/mL) p=095 p=005 p=065 p=006 p=081 p=013 p=004 p=078

=-0.04 =-0.11 r=0.06 r=0.22 r=0.02 r=0.19 r=0.24 =-0.11

CA-125 (U/mL
Umb) 08 =050 p=076 p=027  p=090 p=034 p=022  p=058

r=0.004 r=-022 r=0.03 r=-0.06 r=-0.17 r=-003 r=0.13 r=-0.14

MMP-7 (ng/mL)
p=098 p=026 p=089 p=078  p=038 p=089 p=052 p=047

=-0.17 =-0.22 =-0.37 =-0.19 =-0.02 r=0.10 r=0.13 r=0,02

Periosti L
erostin(mg/mb) 39 ,_027  p=005 p=032  p=092 p=063 p=052  p=093

r=-0.06 r=-021 r=-0.07 r=0.12 r=0.07 r=0.29 r=042 r=-0.12

L1 L
CCLBBmg/mL) 176 =028 p=071 p=054  p=074 p=013 p=003  p=053

Abbreviations: IPF —idiopathic pulmonary fibrosis, FVC —forced vital capacity, Ti.co - transfer factor of the lung for carbon
monoxide, BMWT - six-minute walk test, KL-6 — Krebs von den Lungen-6, SP-D - surfactant protein D, CA19-9 - cancer
antigen 19-9, CA-125 — cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand
18.



Table S10. Correlations of serum biomarkers levels with clinical measures in IPF patients after 18 months of antifibrotic
therapy.

Time since
Fve Tueo Age diagnosis Pacle-years GAP index CPI score SMWT
% pred. % pred.  (years) (years) (meters)
(years)
=-041 =-0. =-0.2 =-0.02 =0.1 =02 =04 =-0.2
KL-6 (U/mL) 0 0.53 0.20 0.0 r=0.18 r=026 r=046 0.28
p=0.03 p=0004 p=0231 p=0.93 p=0.35 p=018 p=0.01 p=0.32
=-0.34 =-0.29 =-0.03 =-0.15 =0.10 =0.25 =0.24 =-0.01
SP-D (ng/mL) i i i

p=008 p=014 p=088 p=046 p=060 p=020 p=022 p=095

CA199 (Uml)  r=-011 r=-033 r=003 =042 r=009 r=024 r=031 r=019
p=059 p=009 p=090 p=003 p=063 p=023 p=010 p=035

r=013 r=-014 r=0.10 r=0.22 r=0.08 r=0.16 r=0.22 r=-0.17

A-12 L
CA-125 (U/mL) p=051 p=048 p=060 p=026 p=070 p=042 p=026 p=041

r=-0.09 r=-025 r=0.09 r=-0.02 r=-0.24 r=022 r=0.12 r=0.01

MMP-7 (ng/mL
Mmg/mb) 064 p=021 p=066 p=091  p=023  p=025 p=055 p=095

r=-020 r=-019 r=-024 r=-0.09 r=-0.15 r=0.02 r=-0.05 r=-0.18

Periosti L
eriostin(ng/ml) 031 ,-034  p-022  p-064  p=045 p=092 p=081  p=039

r=0.04 =-0.10 =-0.23 =-0.03 r=0.27 r=0.03 r=0.12 =-0.19

CCL18 L
mg/mb) . _086 p-062 p=024 p=090 p=017 p=089 p=053 p=035

Abbreviations: IPF —idiopathic pulmonary fibrosis, FVC —forced vital capacity, Tt,co - transfer factor of the lung for carbon
monoxide, (IMWT — six-minute walk test, KL-6 — Krebs von den Lungen-6, SP-D — surfactant protein D, CA19-9 — cancer
antigen 19-9, CA-125 — cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif) ligand
18.

Table S11. Correlations of serum biomarkers levels with clinical measures in IPF patients after 24 months of antifibrotic
therapy.

Time since
Fve Ti.co Age (years) diagnosis Pack-years GAP index CPI score SMWT
% pred. % pred. (years) (meters)
(years)

KL-6 (U/mL) r=-050 r=-063 r=-042 r=0.21 r=0.14 r=027 r=033 r=-0.27
p=0.006 p=0.0006 p=0.03 p=0.28 p=048 p=016 p=0.08 p=0.21
=-041 =-047 =-0.22 =-0.04 =0.14 =04 =0.11 =-0.32

SP-D (ng/mL) r=-0 r=-0 r=-0 r=-0.0 r=0 r=043 r=0 r=-03

p=003 p=002 p=027 p=084 p=048 p=002 p=057 p=0.12

r=0.001 =-0.48 =-0.0003 r=045 r=0.11 r=0.26 r=0.56 =-0.14

CA19-9 (U/mL
(U/mL) p=099 p=001 p=099 p=002 p=057 p=019 p=0002 p=051

r=-004 r=-0.10 r=0.16 r=0.24 r=-0.001 r=0.17 r=0.28 r=-0.009

A-12 L
CA-125 (U/mL) p=086 p=063 p=043 p=021 p=099 p=038 p=016 p=097

MMP-7 (ng r=0.04 r=-0.07 r=0.10 r=0.04 r=-014 r=-012 r=0.09 r=-0.02
p=082 p=0.72 p=0.62 p=0.82 p=048 p=056 p=0.63 p=0.92
=-0.25 =-0.16 =-0.29 =-0.12 =-0.12 =-0.06 r=0.0002 r=0.22

Periosti L
eriostinng/ml) ) ,_045 p=015 p=057 =054 p=078 p=099  p=031

r=-0.19 r=-048 r=-0.12 r=-0.16 r=0.20 r=042 r=0.40 r=-0.23

L1 L
CCLBBmg/mL) 34 p-001  p=054 p=040 p=032 =003 p=003 p=027

Abbreviations: IPF — idiopathic pulmonary fibrosis, FVC — forced vital capacity, Tr.co — transfer factor of the lung for
carbon monoxide, 6BMWT - six-minute walk test, KL-6 — Krebs von den Lungen-6, SP-D - surfactant protein D, CA19-9 —
cancer antigen 19-9, CA-125 - cancer antigen 125, MMP-7 — matrix metalloproteinase 7, CCL18 — chemokine (C-C motif)
ligand 18.



Table S12. Associations of changes in serum biomarkers levels and changes in physiologic and functional measures in the
stables subgroup of patients with IPF (n = 18) during the first year of antifibrotic therapy.

3 0,
Change in FVC % pred. Change in Trco % pred. (ab-

(absolute change) solute change) Change in 6MWT (%)
Change in KL-6 serum r=0.40 r=021 =-0.20
levels (%) p=0.10 p=041 p =044
Change in SP-D r=0.34 =-0.29 =-0.38
serum levels (%) p=0.17 p=024 p=0.12
Change in CA19-9 r=-0.09 r=-0.34 r=-0.002
serum levels (%) p=0.74 p=0.20 p=0.99
Change in CA-125 r=-0.11 r=0.01 r=-0.37
serum levels (%) p=0.65 p=0.96 p=0.13
Change in MMP-7 r=0.09 r=-0.06 r=-0.19
serum levels (%) p=0.71 p=0.82 p =045
Change in periostin r=-0.01 r=0.47 r=-0.01
serum levels (%) p=0.96 p=0.05 p=0.96
Change in CCL18 =-0.03 r=0.09 =-0.04
serum levels (%) p=0.92 p=0.73 p=0.86

Table S13. Associations of changes in serum biomarkers levels and changes in physiologic and functional measures in the
progressors subgroup of patients with IPF (n = 10) during the first year of antifibrotic therapy.

Change in FVC % pred. . o
(al;gsolute changi) Change in Ti.co% pred. (ab- Change in 6MWT (%)
solute change)

Change in KL-6 serum r=-0.62 r=-0.16 r=0.28
levels (%) p=0.06 p=0.66 p=043
Change in SP-D r=-0.72 r=-0.19 r=0.12
serum levels (%) p=0.02 p=0.61 p=0.76
Change in CA19-9 r=0.49 r=-0.16 r=0.01
serum levels (%) p=0.15 p=0.66 p=0.99
Change in CA-125 r=021 r=0.05 r=0.02
serum levels (%) p=0.56 p=0.89 p=0.97
Change in MMP-7 r=0.20 =-0.21 =-0.53
serum levels (%) p=0.58 p=0.56 p=0.12
Change in periostin r=0.09 r=-0.28 r=0.01
serum levels (%) p=0.81 p=043 p=0.99
Change in CCL18 r=-0.27 r=-0.36 r=0.83
serum levels (%) p=0.45 p=0.31 p =0.005

Table S14. Associations of changes in serum biomarkers levels and changes in physiologic and functional measures in the
stables subgroup of patients with IPF (n = 17) during the second year of antifibrotic therapy.

Change in FVC % pred. .
(abgsolute changI:e) Change in Ti.co% pred. (ab- Change in 6MWT (%)
solute change)
Change in KL-6 serum r=0.49 r=0.10 =-0.26
levels (%) p=0.05 p=0.72 p=0.39
Change in SP-D r=0.16 =-0.09 r=0.06
serum levels (%) p=0.54 p=0.75 p=0.85
Change in CA19-9 r=0.09 r=0.04 r=0.08

serum levels (%) p=0.75 p=0.88 p=0.80




Change in CA-125 =-0.01 r=0.00 r=0.19

serum levels (%) p=0.96 p=0.99 p=0.53
Change in MMP-7 r=-0.06 r=-0.29 r=-0.16
serum levels (%) p=0.82 p=0.27 p=0.59
Change in periostin r=-0.17 r=-0.21 r=0.08
serum levels (%) p=0.51 p=044 p=0.81
Change in CCL18 r=0.35 r=-0.44 r=0.33
serum levels (%) p=0.17 p=0.09 p=0.27

Table S15. Associations of changes in serum biomarkers levels and changes in physiologic and functional measures in the
progressors subgroup of patients with IPF (n = 11) during the second year of antifibrotic therapy.

Change in FVC % pred. .
(abgsolute changI:e) Change in Tico% pred. (ab- Change in 6MWT (%)
solute change)
Change in KL-6 serum =-0.71 =-0.12 r=0.20
levels (%) p=0.02 p=0.76 p=0.56
Change in SP-D r=-0.06 r=-022 r=-0.16
serum levels (%) p=0.86 p=0.54 p=0.63
Change in CA19-9 r=-0.23 r=0.17 r=0.13
serum levels (%) p=0.55 p=0.70 p=0.74
Change in CA-125 r=-0.25 r=-0.49 r=0.41
serum levels (%) p=047 p=0.15 p=0.21
Change in MMP-7 r=-0.14 r=0.08 r=-0.13
serum levels (%) p=0.69 p=0.84 p=0.71
Change in periostin r=-0.45 r=-0.59 r=028
serum levels (%) p=0.17 p=0.08 p=0.40
Change in CCL18 =-0.12 r=0.05 r=0.21

serum levels (%) p=0.73 p=0.89 p=0.54




