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Supplementary Figure 1. (a) IPA generated global integration of all pathway analysis levels characterising the 25 mM glucose condition. (b) Top canonical pathways with predicted regulation characterizing the subset of proteins with islet-heading regulatory pattern following 25 mM glucose exposure. (c) Top canonical pathways with predicted regulation characterizing the subset of proteins with islet-antagonising regulatory pattern following 25 mM glucose exposure. 
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Supplementary Figure 2. (a) IPA-generated disease and function top and selected network characterizing the top disease and function processes. (b) IPA generated global integration of all pathway analysis’ levels characterising the 30 mM glucose condition. (c) Selected top radial network characterising the protein subgroup with islet-antagonising regulatory pattern after 30 mM glucose exposure, displaying the observed downregulation of proteins involved in protein synthesis.
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Supplementary Figure 3. Cell viability at the end of stage 7 after treatments with DMSO or H2O2. 
Supplementary Table 2. Differentially Expressed Beta-cell housekeeping proteins
	Differentially Expressed Beta-cell Housekeeping Proteins 

	(30 mM versus 25 mM) 
	 

	DDX17

	PPIB

	
	
	
	

	Differentially Expressed Beta-cell Housekeeping Proteins 

	(30 mM versus Standard Differentiated Stage 7 cells)  

	none

	
	
	
	

	Differentially Expressed Beta-cell Housekeeping Proteins 

	(25 mM versus Standard Differentiated Stage 7 cells)  

	VAMP2
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TOP CANONICAL PATHWAYS WITH PREDICTED REG. TOP CANONICAL PATHWAYS WITH PREDICTED REG.

name p-value predicted name p-value predicted
Synaptogenesis Signaling Pathway 1.07E-05 Inhibited 3-phosphoinositide Degradation 8.99E-04 Inhibited
Ephrin Receptor Signaling 3.71E-03 Inhibited Oxidative Phosphorylation 1.11E-03 Inhibited
AMPK Signaling 8.48E-03 Inhibited Semaphorin Neuronal Repulsive Sign. 2.42E-03 Activated
Mouse Emryonic Stem Cell Pluripotency  1.02E-02 Inhibited

Superpath. of Inositol Phosphate Comp.  3.08E-03 Inhibited

Sirtuin Signaling Pathway 1.03E-02 Activated Regulation of ENT in Development 3.08E-03 Activated




