Link 3.1 Overview of the main pre-clinical findings on the impact of wild type MSC in lung diseases
	DISEASE (MODEL)
	MSC SOURCE
	TYPE OF STUDY
	ROUTE OF ADMINISTRATION
	PROPOSED MECHANISM
	REF

	Bronchopulmonary dysplasia
(hyperoxia-induced)
	BM
	In vitro
In vivo (mouse)
	Superficial temporal vein
	Paracrine stimulation of endogenous lung stem cells to differentiate and participate in the repair of alveolar injury
	[1]

	Bronchopulmonary dysplasia
(hyperoxia-induced)
	Murine BM
	In vivo (mouse)
	Superficial temporal vein or jugular vein
	Treatment with conditioned media ameliorated the pathology
	[2]

	Lung injury
(bleomycin-induced)
	Human UC
	In vivo (mouse)
	Tail vein
	Increase in expression of MMP and inhibition of TIMP. Inhibition of the expression of inflammatory cytokines
	[3]

	Fibrotic lung injury
(bleomycin-induced)
	Murine BM
	In vivo (mouse)
	Tail vein
	Secretion of humoral factors and cytokines
	[4]

	Bronchopulmonary dysplasia
(hyperoxia-induced)
	Murine BM
	In vivo (mouse)
	Superficial temporal vein
	Paracrine release of immunomodulatory factors
	[5]

	Bronchopulmonary dysplasia
(hyperoxia-induced)
	Rat BM
	In vivo (rat)
	Intratracheal
	Cell replacing together with paracrine-mediated mechanism
	[6]

	Acute lung injury 
(endotoxin-induced)
	Murine BM
	In vivo (mouse)
	Intrapulmonar
	Down-regulation of proinflammatory responses (reducing TNF-α and MIP-2 while increasing the anti-inflammatory cytokine IL-10)
	[7]



Link 3.2 Overview of the main pre-clinical findings on the impact of gene modified MSC in lung diseases
	DISEASE (MODEL)
	MSC SOURCE
	VECTOR
	GENE
	TYPE OF STUDY
	ROUTE OF ADMINISTRATION
	PROPOSED MECHANISM
	REF

	Acute lung injury, Acute respiratory distress syndrome
 (lipopolysaccharide-induced)
	Murine BM
	Non-viral
	Human Ang-1
	In vivo (mouse)
	Jugular vein
	Reduced pulmonary inflammation, reduced proinflammatory cytokines, increased secretion, increased lung permeability, immunomodulatory function, reduced endothelial cell activation
	[8]

	Acute lung injury (lipopolysaccharide-induced)
	Murine BM
	Lentiviral
	Ang-1
	In vivo (mouse)
	Jugular vein
	Increased secretion, injury improved, attenuate inflammatory reaction and vascular leakage, reduced pulmonary permeability and down-regulation of pro-inflammatory genes
	[9]

	Lung injury
(ischemia-reperfusion-induced)
	Rat BM
	Retroviral
	IL-10
	In vivo (rat)
	Penile vein 
	Lung microvascular permeability reduced, reduced apoptosis, functional improvement
	[10]

	Pulmonary hypertension
(monocrotaline-induced)
	Rat BM
	Retroviral
	Prostacyclin synthase
	In vivo (rat)
	Tail vein 
	Increased mice survival, functional improvement
	[11]

	RILI (Radiation-induced)
	Murine BM
	Adenoviral
	TGF-β
	In vivo (mouse)
	[bookmark: _GoBack]Tail vein 
	Migration, protection, alleviated lung injury, paracrine mechanisms, homing, modulate inflammatory responses
	[12]



Abbreviations: Ang-1: Angiopoietin 1; BM: Bone marrow; IL-10: Interleukin-10; MIP-2: macrophage inflammatory protein-2; MMP: Matrix metalloproteinases; TIMP: Tissue inhibitors of metalloproteinases; TNF-α: Tumor necrosis factor-alpha; UC: Umbilical cord; RILI: Radiation induced lung injury.
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