
	
	
 
 
Suppl. Fig. 1. (a) Histological analysis of normal (Control) human lung and representative samples of 
different stage adenocarcinomas. H&E and adenocarcinoma (TTF-1) or squamous carcinoma (p63) 
markers were used to test the origin of the lung cancers. (b) Flow cytometry analysis of tumor cells 
from different adenocarcinoma stages showing Lgr6+ and epithelial (E-Cad), mesenchymal (CD73) 
and lung (SP-C, CC-10) expression. (c) mRNA expression analyzed by qPCR of p38α, Lgr6 and lung 
specific genes at different stages. 
 
Suppl. Fig. 2. Characterization of the role of miR-19 overexpression on p38α downregulation. (a) 
miR19a was inserted in a lentiviral vector used to infect human lung Lgr6+ cells in culture. (b) Lgr6+ 
control or overexpression miR-19a were counted daily to determine cellular proliferation. (c) Cells 
expressing (miR-19a) or not (control) the microRNA were transfected with a luciferase reporter 
containing the p38α 3’-UTR to determine specific downregulation by miR-19a. (d) Negative feedback-
loop model depicting the crossregulation between the p38αMAPK and the miR-17-92 pathways. 
 
 
Suppl. Fig. S3. qPCR mRNA expression levels of Wnt signaling promoter, target and negative 
regulator genes in Lgr6+ or Lgr6- cells from tumors at Stage 2 (early) or Stage 3 (late) lung cancer 
adenocarcinoma. The lower graph shows the relative expression of those genes in Lgr6+ tumor cells 
from Stage 2 and 3 compared to Lgr6- cells. Results are the mean ±SD of 5 tumor samples in 
triplicates. 
 
 
Suppl. Fig. S4. Characterization of lung, stem and epithelial specific markers during lung 
adenocarcinoma progression. (a) Flow cytometry analysis of the epithelial marker E-Cadherin in tumor 
cells from early and late stage lung adenocarcinomas. (b) Histogram comparing E-Cadherin levels from 
same stages as (a). (c) Immunofluorescence images of epithelial (E-Cad) and lung (SP-C) specific 
markers expression in tumors from early and late stages of lung adenocarcinoma. (d) Cell proliferation 
quantify as folds expanded during 7 days. (e) Immunofluorescence images showing expression of 
epithelial (E-Cad) and stem cell (Lgr6) markers in early and late stage lung tumors. 
 
 
 
Suppl. Fig. S5. In vivo characterization of secondary tumorigenicity of Lgr6+ in the lungs of mice by 
tail-vein injection delivery. (a) Visualization of tail-vein injected of Lgr6+ lung adenocarcinoma cells 
(expressing GFP as a tracer). (b) H&E staining of lung tumors produced by Lgr6+ human tumor cells. 
(c) Detection and characterization of human adenocarcinoma Lgr6+ tumor cells (GFP) delivered to 
mouse lungs by tail-vein injection. (d) H&E and immunofluorescence characterization of the human 
(hMito) and adenocarcinoma (TTF1) origin of the same lung tumors formed by Lgr6+ in the lungs of 
mice after tail-vein injection delivery. 


