Link 5.1 Overview of the main pre-clinical findings on the impact of wild type MSC in pancreatic diseases
	DISEASE & MODEL
	MSC SOURCE
	TYPE OF STUDY
	ROUTE OF ADMINISTRATION
	PROPOSED MECHANISM
	REF

	Type 1 diabetes mellitus
 (STZ-induced)
	Murine
BM
	In vivo (mouse)
	Tail vein
	
Restore the systemic and local balance between autoaggressive and regulatory T cells, cause a shift from proinflammatory to antinflammatory cytokines
	
[1]

	Type 1 diabetes mellitus 
(STZ-induced)
	Murine
BM
	
In vivo (mouse)

In vitro 
	Tail vein
	MSC-conditioned medium exerts a striking protective effect on in vivo diabetic islets and on isolated islets exposed to STZ in vitro
	[2]

	Type 2 diabetes mellitus 
(fat-fed/STZ-induced)
	Human BM
	In vivo (rat)
	Tail vein
	Improve insulin sensitivity and restore the concentration of GLUT4  glucose transporter
	[3] 

	Pancreatitis
(cerulein-induced Mild AP and sodium taurocholate solution-induced Severe AP)
	Human BM
	In vivo (rat)
	Tail vein
	Recover pancreas function by decreasing the expression of inflammatory mediators/cytokines and inhibiting T-cell infiltration, as well as up-regulating expression of regulatory T cells
	[4]



Link 5.2 Overview of the main pre-clinical findings on the impact of gene modified MSC in pancreatic diseases
	DISEASE & MODEL
	MSC SOURCE
	VECTOR
	GENE
	TYPE OF STUDY
	ROUTE OF ADMINISTRATION
	PROPOSED MECHANISM
	REF

	Type 1 diabetes mellitus
(STZ-induced)
	Human BM
	Plasmid
	Human Insulin under human EGR1 promoter
	In vivo
(mouse)
	Intrahepatic or intraperitoneal transplantation
	Safe and efficient insulin-secreting bioimplants for diabetes treatment
	[5]

	Type 1 diabetes mellitus
(STZ-induced)
	Human BM
	Adenoviral
	Human HGF and human IL-1Ra
	In vivo
(mouse)
	Transplantation under the kidney capsule
	Promote local revascularization, improve viability of  co-transplanted islets and reversed diabetes in long term
	[6]

	Type 1 diabetes mellitus
(STZ-induced)
	Human BM
	Adenoviral
	Human VEGF and human IL-1Ra
	In vivo
(mouse)
	[bookmark: _GoBack]Transplantation under the kidney capsule
	Protect islet viability, promote revascularization and
significantly improve the glycemic control
	[7]


Abbreviations: AP: Acute pancreatitis; BM: Bone marrow; EGR1: Early growth response protein 1; GLUT4: Glucose transporter4; HGF: Hepatocyte growth factor; IL-1Ra: Interleukin-1 receptor antagonist; STZ: Streptozotocin.
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