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[0026] Figures 9A-9C present 3 tables showing the percent identity between amino acid 

sequences found in the TGF-� family. Figure 9A demonstrates percent identity among pro-

proteins (prodomain and growth factor.) Percent identity among growth factor domains is 

presented in Figure 9B while percent identity among prodomains is presented in Figure 9C. 

[0027] Figure 10 presents an alignment conducted between GDF-8 (myostatin,) GDF-11, 

Inhibin A and a GDF-8 dimer. Arrows indicate cleavage sites. Regions involved in internal 

interactions are boxed. Solid rectangles appear above residues predicted to be involved in steric 

clashes in chimeric constructs. Stars denote important break points in protein modules. 

[0028] Figure 11 depicts the expression and purification of recombinant antigens and antigen 

complexes (Coomassie Blue stained SDS-PAGE). 

[0029] Figure 12 presents results from analyses of cell lines stably expressing TGF-�1/GARP 

complexes. 300.19 cells stably transfected with empty vector control (A), proTGF-�1-GARP (B) 

or TGF-�1 LAP-GARP (C) were fluorescently labeled with antibodies directed to expressed 

proteins and examined for fluorescence intensity by flow cytometry. Luciferase assay data is 

presented in (D) showing TGF-� signaling activity resulting from co-culture of these cells with 

cells expressing !V�6 integrin. 

[0030] Figure 13 depicts recombinant histidine-tagged proGDF-8, separated by SDS-PAGE 

under reducing and non-reducing conditions, as visualized by Coomassie staining.  

DETAILED DESCRIPTION 

[0031] Growth factors are cell signaling molecules that stimulate a variety of cellular 

activities. Due to their broad-reaching influence within biological systems, growth factor 

signaling is tightly regulated, often through interactions with other biomolecules, the 

extracellular and/or cellular matrix or within a particular cell environment or niche. These 

interactions may be direct or indirect.  

[0032] Growth factors of the transforming growth factor beta (TGF-�) family are involved in 

a variety of cellular processes. Growth factor binding to type II receptors leads to type I receptor 

phosphorylation and activation (Denicourt, C. et al., Another twist in the transforming growth 

factor �-induced cell-cycle arrest chronicle. PNAS. 2003. 100(26):15290-1.) Activated type I 

receptors may in turn phosphorylate receptor-associated SMADs (R-SMADs) promoting co-




































































































































































































































































































































































































































































