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e-Figure 1. Scatterplot of plasma biomarker duplicates. R2>0.99 for each biomarker. |
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0 6 12 18 24 30 36
Time (Months)
Number at risk
AF Non-exposed 172 138 114 94 71 52 35
Pirfenidone exposed39 38 34 29 19 8 4
Nintedanib exposed 20 20 19 12 7 3 3
Both AF exposed 9 9 8 6 4 3 1

AF non-exposed
Nintedanib exposed

Pirfenidone exposed
Both AF exposed

e-Figure 2. Survival among individual AF exposure groups

e-Table 1. Propensity matched covariate means, variance and variance ratios

C . AF Exposed AF Non-exposed variance
ovariate .

mean variance mean variance ratio
white race 0.89 0.1 0.91 0.08 1.23
gap score 4.11 1.76 4.09 1.63 1.08
center 1.74 0.2 1.34 0.23 0.87
smoking history 0.69 0.22 0.59 0.24 0.9
R-indx bias =0
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e-Table2.Multivariable Adjusted/ Biomarker Survival Association Stratified by Anti-
fibrotic Exposure

Blomarker AF Non-exposed (n=172) AF Exposed (n=68)
Optimal threshold HR  95%CI | Optimal threshold HR 95% CI
CA-125 225 pg/mL 1.18  0.42-3.32 100 pg/mL 6.63#  1.6-27.5
CXCIL13, 140 pg/mL 1.45  0.92-2.27 209 pg/mL 3.09 0.89-10.67
MMPZ, 3.4 ng/mL 1.25  0.78-2.01 5.1 ng/mL 3.45% 1.29-922
SP-D 30 ng/mL 1.89  0.97-3.66 33 ng/mL 3.0% 1.01-8.91
YKI1:40 85 ng/mL 1.17  0.72-1.91 101 ng/mL 4.28# 1.59-11.53
VCAM-1 1600 ng/mL 2.30# 1.31-4.03 1520 ng/mL 2.1 0.48-9.21
| QPN 47 ng/mL 1.42  0.86-2.36 58 ng/mL 5.56* 1.39-23.2
J model adjusted for center, race, smoking history and baseline GAP score
*p<0.05
#p<0.01
e-Table3.BiomarkerSurvival Association Stratifiedby Anti-fibrotic ExposureUsingNon-
Censored Follow-up Times
Bis e AF Non-exposed (n=172) AF Exposed (n=68)
Optimal threshold HR 959, CI | Optimal threshold HR 95% CI
CA-125 225 pg/mlL 242 0.98-5.99 100 pg/mL 427*  1.23-14.8
CXCILL3. 140 pg/mL 1.49%  1.0-2.23 209 pg/mL 3.48% 1.25-9.66
MMPZ, 3.4 ng/mL 1.8#  1.2-2.69 5.1 ng/mL 3.87# 1.58-947
SP-D 30 ng/mL 2.36# 1.41-3.96 33 ng/mL 2.04  0.83-499
YKL-40 85 ng/mL 1.65% 1.07-2.55 101 ng/mL 4.9% 2.01-11.96
VCAM1 1600 ng/mL 2.04# 1.22-3.42 1520 ng/mL 2.81 0.82-9.65
QPN 47 ng/mL 1.66*% 1.03-2.67 58 ng/mL 3.37* 1.11-10.2
*p<0.05
#p<0.01
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