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Supplementary Material  

Suppl. Table S1: Hallmark hypoxia I 



2 

Suppl. Table S1: Hallmark hypoxia cont. 
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Suppl. Table S2: Lipid metabolic process 
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Suppl. Table S3: Oxidoreductase activity 
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Supplementary figures 

Supplementary Figure S1: Signaling in TC-11 and Western Blot quantification. Protein 

expression of (A) (p)mTOR, (B) (p)AMPK and (C) (p)STAT3 was explored after 48 h in TC-11. 

One representative Western Blot of TC-11 is depicted in (D). Western blots were repeated 

three times with at least two biological replicates and quantified using Image J, version 

1.49. Asterisks indicate * p < 0.05, ** p < 0.01, *** p<0.001. 
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Supplementary Figure S2: Western Blot analysis of autophagy and Caspase 3-

dependent apoptosis in BTICs and TCs. Protein expression of LC3 I/II and cleaved caspase 

3 of controls or cells treated with increasing doses of metformin as indicated was 

determined for (A) BTIC-11 (B) BTIC-18, (C) TC-11 and (D) TC-18. 1 µM staurosporin was 

used as positive control for induction of caspase-dependent apoptosis.  Western blots 

were repeated three times with at least two biological replicates and quantified using 

Image J for LC3 I/II in BTIC-11 (E), TC-11 (G), BTIC-18 (I) and TC-18 (K) or cleaved caspase 3 

in BTIC-11 (F), TC-11 (H), BTIC-18 (J) and TC-18 (L). Asterisks indicate * p  < 0.05, ** p  < 

0.01, **** p <0.001. 
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Supplementary Figure S3: (A) Live imaging of autophagosome formation was performed

after transient transfection with an LC3-GFP-Plasmid over 48 h in TC-11. (B) Annexin/7-

AAD FACS analysis showed increased apoptotic and necrotic cell death in glioma cells 

treated with staurosporine and metformin, which could be inhibited by treatment with 

the caspase-inhibitor ZVAD in glioma cells treated with staurosporine only but not in cells 

treated with metformin in addition. 
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Supplementary Figure S4: Summary of metabolic pathways observed in the 

investigated proneural and mesenchymal BTICs. 3-PG= 3-phosphoglycerate, 

SHMT= serine hydroxymethyltransferase, ALT= alanine aminotransferase, 

PC=pyruvate carboxylase, PDH=pyruvate dehydrogenase. 
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