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Supplementary Figure 1: Density graphs of fold change values (log2) for proteins 

identified in the biological replicates of the (A) Ctsb and (B) Ctsl experiment. A fold change 

of 0 indicates unaffected protein abundance. Fold change values lower than -0.58 and 

higher than 0.58 represent changes in protein abundance of more than 50 %.  

 

Supplementary Figure 2: Volcano plots of the transcriptomic analysis of wild-type 

and (A) Ctsb-/- deficient MEFs or (B) Ctsl-/- deficient MEFs respectively. Gene expression 

was considered to be significantly up- or downregulated, if the averaged p-value is lower 

than 0.01. Red-marked genes are functionally annotated with the GO term "proteolysis" 

and genes marked in blue are functionally annotated with the GO term “regulation of 

proteolysis”. The Ctsl probe was not functional and yielded an insufficient signal in wild-

type samples. However, Ctsl mRNA- and protein levels were independently validated by 

qPCR and immunoblotting thereby confirming wild-type and Ctsl-/- status. 

 

Supplementary Figure 3: (A) CTSL degrades periostin at pH 5.5. Minor processing 

was observed at pH 7.0; (B) at neutral pH, minor processing of periostin was observed 

even in the presence of dextrane sulfate (10 ng/!l), which reportedly stabilizes cathepsin 

activity at neutral and basic pH (65). ON, overnight  

 

Supplementary Figure 4: (A/B) Pathways affected by Ctsb or Ctsl depletion and 

(C/D) protein classes affected by the depletion of Ctsb and Ctsl. Analysis was performed 



using the Panther Classification System (http://www.pantherdb.org) (66). Pathways or 

protein classes for which PANTHER determined an enrichment of proteins with increased 

abundance upon cathepsin depletion are labeled with “+”.Pathways or protein classes for 

which PANTHER determined an enrichment of proteins with decreased abundance upon 

cathepsin depletion are labeled with “-”.  

 

Supplementary Figure 5: Cathepsin inhibition impairs in vitro angiogenesis. 

VEGF-induced vessel sprouting from rat aortic rings is reduced by the cysteine cathepsin 

inhibitor E64d. ** significant (p<0.01; ANOVA). 

 

Supplementary Figure 6: Density graphs of peptide fold change values (log2) 

identified in the biological replicates of the (A) Ctsb and (B) Ctsl TAILS experiment. A fold 

change of 0 indicates unaffected peptide abundance. Fold change values lower than -0.58 

and higher than 0.58 represent changes in peptide abundance of more than 50 %. Q1: 

quantile 0 – 15; Q2: quantile 15 – 25; Q3: quantile 25 – 75; Q4: quantile 75 – 85; Q5: 

quantile 75 – 100 

 

Supplementary Figure 7: Correlation graph of proteins identified in the proteome 

comparison for which the TAILS procedure identified an N-terminal peptide (analysis 

restricted to proteins and N-termini identified in both biological replicates).  
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