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Fig. S1. Correlation analysis of parameters. Analysis between pulmonary parameters and

biochemical parameters in BALF in WT and C57/BL6J-βENaC-Tg mice (n=36-41) and

correlation scatter plots were shown.



Fig. S2
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Fig. S2. Effect of protease inhibitors on FVC and FEV0.1 in C57/BL6J-βENaC-Tg mice.

Pulmonary phenotypes (FVC and FEV0.1) were evaluated in oral camostat methylate (CM)- or

ONO3403-treated C57/BL6J-βENaC-Tg mice. Age-matched C57/BL6J mice (WT) were used as

healthy controls. n=4-7 and n=7-8 for CM and ONO3403 treatments, respectively. *p  < 0.05,

**p  < 0.01, ***p  < 0.001, versus WT mice; ##p  < 0.01, versus vehicle-treated C57/BL6J-β
ENaC-Tg mice; Student's t test.
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Fig. S3
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Fig. S3. Microarray and cluster analyses of ONO3403-treated C57/BL6J-βENaC-Tg mice.

(A) A heatmap representing the cluster analysis of gene alteration based on the microarray in lung

tissue of ONO-3403-treated and -untreated C57BL/6J-βENaC-Tg mice compared to WT mice.

Patterns of five cluster sets were indicated in (B). +, up-regulated; ++, highly up-regulated; ±, not

altered; -, down-regulated; --, highly down-regulated: versus WT mice. (C) Comparison of

pathway analysis of ONO-3403-treated and -untreated C57BL/6J-βENaC-Tg mice compared to

WT mice.

βENaC-Tg
βENaC-Tg

ONO
# of genes

Cluster I + + or ++ 50

Cluster II + ± or - 155

Cluster III + -- 3

Cluster IV - - or -- 27

Cluster V - ± or + 28



Fig. S4
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Fig. S4. Effect of NAC on FVC and FEV0.1 in C57/BL6J-βENaC-Tg mice. Pulmonary

phenotypes (FVC and FEV0.1) were evaluated intratracheal N-acethylcysteine (NAC)-treated

C57/BL6J-βENaC-Tg mice. Age-matched C57/BL6J mice (WT) were used as healthy controls.

n=4-5 mice/group. **p < 0.01, ***p < 0.001, versus WT mice; Student's t test. #p < 0.05, ##p <
0.01, versus vehicle-treated C57/BL6J-βENaC-Tg mice; Dunnett's test.
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Fig. S5
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Fig. S5. Effect of SMP30 deficiency on Pulmonary mechanics, FVC and FEV0.1 in

C57/BL6J-βENaC-Tg mice. Pulmonary phenotypes (Resistance, Compliance, Elastance, FVC

and FEV0.1) were evaluated in male (Y/+ and Y/-) and female (+/+. +/- and -/-) C57/BL6J-

βENaC-Tg and C57/BL6J-βENaC-Tg-SMP KO mice. n=6 mice/group.



Fig. S6
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Fig. S6. Effect of heterozygous deletion of Prss8 on genes expression, Pulmonary mechanics,

FVC and FEV0.1 in C57/BL6J-βENaC-Tg mice. Gene expression levels of Prss8 and Scnn1b

(βENaC) and pulmonary phenotypes (Resistance, Compliance, Elastance, FVC, FEV0.1 and

FEV0.1%) were evaluated in WT, Prss8+/-, C57/BL6J-βENaC-Tg and souble mutant Prss8+/-

C57/BL6J-βENaC-Tg mice. n=3 mice/group. *p < 0.05, **p < 0.01, ***p < 0.001, versus WT

mice; #p  < 0.05, ###p  < 0.001 versus C57/BL6J-βENaC-Tg mice; Student's t test. n.s. not

significant.
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