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Fig. S1: Protection of Sesn2 KO mice against cigarette smoke. A. Compliance. B. Right 
ventricular systolic blood pressure (n = 7-14 mice per group). RA, room air; SE, smoke 
exposed; WT, wild type; KO, Sesn2 knockout. *p < 0.05.  
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Fig S5:  Schematic representation of signalling pathways affected by the Sesn2 mutation. 
Inactivation of Sesn2 derepresses mTOR and leads to an accumulation of superoxide anions 
(O2

-) which upregulate PDGFRβ. Amplification of PDGF signalling induces KGF secretion by lung 
parenchymal fibroblasts and stimulates the mTOR even further. KGF promotes ATII cell 
proliferation and secretion of TGFβ  to upregulate elastin. Alltogether, the activation of these 
pathways protect against pulmonary emphysema caused by cigarette smoke.  
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Fig. S6: Upregulation of Sesn2 expression and repression of alveolar maintenance programs 
in smoke exposed mice. mRNA levels of Sesn2 (A), Pdgfrβ (B), KGF (C) and elastin (D) 
quantified by qRT-PCR from lung tissue homogenates of WT- and Sesn2 KO mice exposed to 
room air (RA) or cigarette smoke (SE). Results are represented as means ± SEM of lungs 
from n= 5-7 mice per group. *p<0.05.  
 







No. Patient Age Sex Pack/year Diagnosis 
FEV1/FVC 

(%) FEV1(l) 
FEV1/predicted 

(%) 
1 Donor 24 m - - - - - 
2 Donor 52 f - - - - - 
3 Donor 61 f - - - - - 
4 Donor 26 m - - - - - 
5 Donor 29 m - - - - - 
6 Donor 55 f - - - - - 
7 Donor 40 f - - - - - 
8 Donor 42 m - - - - - 
9 Donor 23 m - - - - - 

10 Donor 63 f - - - - - 
11 Donor 87 m - - - - - 

1 Smoker+COPD 53 m 39 COPD IV 49 1.56 14 

2 Smoker+COPD 48 m 31 COPD IV 45 0.66 19 

3 Smoker+COPD 58 m 70 COPD IV 31 0.86 20 

4 Smoker+COPD 58 m 88 COPD IV 40 1.31 32 

5 Smoker+COPD 59 m 5 COPD IV 63 0.76 22 

6 Smoker+COPD 56 m 80 COPD IV 29 0.56 16 

7 Smoker+COPD 55 m 35 COPD IV 38 0.55 13 

8 Smoker+COPD 51 f 66 COPD IV 61 0.67 23 

9 Smoker+COPD 63 m 37 COPD IV 40 0.93 20 

10 Smoker+COPD 55 m 56 COPD IV 42 0.59 16 

11 Smoker+COPD 50 f 60 COPD IV 41 0.57 23 

12 Smoker+COPD 48 f 35 COPD IV 58 1.11 35 

13 Smoker+COPD 45 m 60 COPD IV 34 1.00 20 

1 
Smoker w/o 
COPD 56 f 50 - 100 4.10 94 

2 
Smoker w/o 
COPD 87 m 10 - 71 3.20 63 

3 
Smoker w/o 
COPD 71 m 60 - 72 2.10 48 

4 
Smoker w/o 
COPD 60 f 10 - 68 3.80 79 

5 
Smoker w/o 
COPD 72 f 50 - 87 3.40 87 

Table S1: Clinical characteristics of normal donors, smokers, and COPD patients*  

*COPD IV, Global Initiative for Chronic Obstructive Lung Disease (GOLD) stage IV; FEV1, forced 
expiratory volume per second; FVC, forced vital capacity.  


