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Supplementary information S1  (Figure) | Diversity in domain architecture of Hsp70-proteins (panel A) and 
Nucleotide Exchange Factors (panel B) from yeast (Saccharomyces cerevisiae) and Homo sapiens.  True func-
tional orthologs are connected by lines. For Hsp70s and HspH/Sse’s, the distinctions between the indicated 
peptide-binding domain and C-terminal lids are imprecise: also, the size-variable, acidic loop (between the 
beta-sheet of the peptide binding domain and the alpha-helical C-terminal lid) in HspH/Sse’s is not indicated. 
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Supplementary information S2 (figure) | Domain structure of yeast (A) and human (B) J-proteins: Extension of figure 3 
with all individual J-proteins from Saccharomyces cerevisiae (A) and Homo Sapiens (B) and their most prominent domain 
features. Proteins are categorized in terms of type (I: bleu, II: green, or III: red) and (assumed) client binding ability and 
mechanistic mode of functioning. Established functional human-yeast orthologs are indicated. Abbreviation for intra
cellular localization: C = cytosol; N = nucleus; M = membrane association; Mit = mitochondrial; ER = Endoplasmatic 
Reticulum; i = inside; a = associated. ERAD = ER associated protein degradation; CBD = Client Binding Domain; HDAC = 
Histone Deacetylase.  Numbers under Refs (references) refer to a list with the most pertinent references that is provided 
below.
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Supplementary information S3 (figure) | Chaperone networks: Hsp70 core-machines can form partnerships with at least three 
other Hsp-families. These include partnerships with the ATP dependent chaperonins (Hsp60/TRIC family), the Hsp90 family and the 
ATP-independent chaperones of the small Hsp protein (small Hsp) families. In addition, a number of AAA-protease (Clp/Hsp104) 
protein families, which have also been grouped within the Hsp family, can form partnerships with the Hsp70 core machines. Each of 
these families is comprised of several members and the size of these families (especially the small Hsps) has increased substantially 
during evolution. In various processes, the Hsp70 core machine can act simultaneously or sequentially with these other Hsp fami-
lies in protein (re)folding, -assembly, -degradation, or even –disaggregation (arrows indicate client transfer to and from the various 
chaperone complexes).
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