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Supplementary Table S1. Sequences of the primers used to analyze human (A) and murine (B)
gene expression by RT-PCR.

A
Human Gene | Sequence
MMP9 Fw 3’ GGGACGCAGACATCGTCATC5’
MMP9 Rev 3’ TCGTCATCGTCGAAATGGGC 5’
CD147 Fw 3’ GAAGTCGTCAGAACACATCAACG 5’
CD147 Rev 3’ TTCCGGCGCTTCTCGTAGA 5’
ADAMTSL-4 | Fw 3’ CATCAAGCCAGGAATGTTCGG 5’
ADAMTSL-4 | Rev 3’ AGGGGACGGAATAGCCTCTTCY’
Cathepsin B Fw 3’ AGAGTTATGTTTACCGAGGACCT &’
Cathepsin B Rev 3’ GATGCAGATCCGTCAGAGA 5’
p45 NFE2 Fw 3’ CCACCACCCACAACTTACTG %’
p45 NFE2 Rev 3’ GAGGGCTAAGGGGTCTTGGA 5’
GAPDH Fw 3’ GGAGCGAGATCCCTCCAAAAT 5’
GAPDH Rev 3’ GGCTGTTGTCATACTTCTCATGG 5’
B
Murine Gene | Sequence
MMP9 Fw 3’ GGACCCGAAGCGGACATTG 5’
MMP9 Rev |3 CGTCGTCGAAATGGGCATCT 5’
CD147 Fw 3’ CCTGCATACGAAGTACATAGTGG 5’
CD147 Rev |3 TGATTTCTTTCCGACCTTGATCCY’

ADAMTSL-4 | Fw 3’ GAACCCCGTTCTCACTCAGC 5’
ADAMTSL-4 | Rev 3’ TGGAAAGACCTACTGTCTCCAAA S’
Cathepsin B Fw 3" TTGCGTTCGGTGAGGACATAG 5’
Cathepsin B Rev 3" GCAGGAGCCCTGGTCTCTA S’

p45 NFE2 Fw 3’ TCCTCAGCAGAACAGGACAG &’
p45 NFE2 Rev 3’ GGCTCAAAAGATGTCTCACTTGG &’
GAPDH Fw 3’ CATGGCCTTCCGTGTTCCT &’

GAPDH Rev 3" CCTGCTTCACCACCTTCTT %’
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Supplementary Fig. S1 P45 NFE2 levels in ATII cells isolated from non-smokers, smokers and

emphysema patients by RT-PCR. Data are shown as the mean (£s.e.m.).
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Supplementary Figure S2. p45 NFE2 phosphorylation in human lung tissue obtained from
control non-smokers (NS), smokers (SM) and patients with emphysema (E). p45 NFE2 was
immunoprecipitated followed by Western blotting analysis to determine serine and threonine
phosphorylation. Densitometric quantification is also shown. Data are shown as the mean

(xs.e.m.).
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Supplementary Figure S3. NFE2 knockdown in A549 cells. A549 cells were transfected with
100 nM NFEZ2 siRNA or non-targeting (NT) siRNA for 48h and cell lysates were subjected to
Western blot (A). CTL-control. Densitometric analysis is also shown (B). * Statistically significant

difference (p<0.05). Data are presented as the mean (s.e.m.).
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Supplementary Figure S4. p45 NFE2 interaction with DJ-1 in ATII cells and lung tissue obtained
from non-smokers (NS), smokers (SM) and patients with emphysema (E). p45 NFE2 was co-
immunoprecipitated in freshly isolated ATII cells (A) and p45 NFE2 or p18 NFE2 were co-
immunoprecipitated in lung tissue (B). Western blotting analysis was used to determine their

interaction with DJ-1 as described in Materials and Methods (N=3).
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Supplementary Figure S5. NRF2 expression in ATII cells obtained from non-smokers (NS),
smokers (SM) and patients with emphysema (E). Protein levels were analyzed by Western
blotting. Densitometric analysis and statistically significant difference (p<0.05, N=3) is shown.

Data are shown as the mean (£s.e.m.).



3.0

254

2.0 4 —_—

Relative expression (arbitrary unit)
(4]

0.5 4

0.0 4

pd5 NFE2

Supplementary Figure S6. Comparison of p45 NFE2 expression in wild-type and DJ-1 KO
mice. Mice were exposed to 150 mg/m? cigarette smoke (CS) for 2h/day for 3 weeks as
described in Materials and Methods section. Protein levels were analyzed in lung tissue by
Western blotting as shown in Figure 5. Relative expression and statistically significant difference

(* p<0.05) is shown. Data are presented as the mean (xs.e.m.).
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Supplementary Figure S7. P45 NFE2 and DJ-1 expression in wild-type mice. Mice were
exposed to 150 mg/m3 cigarette smoke (CS) for 2h/day for 3 weeks as described in Materials
and Methods. Representative p45 NFE2 (green) and DJ-1 (red) expression in ATII cells
identified using SP-A antibody (violet) in murine lung tissue by immunohistofluorescence. Cell

nuclei were stained with DAPI (blue; N = 3).
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Supplementary Figure S8. Apoptotic ATII cells in DJ-1 KO mice exposed to cigarette smoke.
Wild-type and DJ-1 KO mice were exposed to 150 mg/m3 cigarette smoke (CS) for 2h/day for 3
weeks as described in Materials and Methods. Representative PARP (green) expression in ATII
cells identified using SP-A antibody (red) in murine lung tissue by immunohistofluorescence.

White arrows indicate apoptotic ATII cells. Cell nuclei were stained with DAPI (blue; N = 3).



