Supplementary figure legends

Figure S1: Co-expression and co-purification of C2E1G1. Chromatograms during the purification steps using HiLoad 16/60 Superdex 200 gel filtration column. The sample eluted as the single large peak, which was analyzed by SDS PAGE, were concentrated to retrieve the final complex protein.

Figure S2: Binding interactions of EG-isoforms-C1 and EG-isoforms-C2. (A),(B) Interactions of EG-isoforms-C1 and EG-isoforms-C2 mixture, respectively. Gel filtration profiles of E1G1-C1, E1G2-C1, E1G3-C1, E2G1-C1, E2G3-C1 complex formation (A) and E1G1-C2, E1G2-C2, E1G3-C2, E2G1-C2, E2G3-C2 complex formation (B) were shown. SDS-PAGE analysis of the eluted fractions from gel filtration chromatography was performed and shown. Gel border colors indicate samples corresponding to the color scheme used in chromatogram. 

Figure S3: Quantification of protein bands on SDS-PAGE gel from C2-E1G1 interaction shown in figure 2A. Black bar graph shows the signal intensity from the protein bands of C2, E1 and G1 eluted fractions. Relative density of each band from the eluted fractions was calculated, where control proteins were used as a normalizer. 

Figure S4: Real-time binding evaluation from isoform-isoform interactions using SPR system. Sensorgrams for the binding of various concentrations of the analyte to the ligand are shown as indicated. Binding interactions of C1 ligand with E1G2 (analyte) (A), C1 ligand with E1G3 (analyte) (B), H ligand with E1G2 (analyte) (C), H ligand with E1G3 (analyte) (D). 

Figure S5: Real-time binding evaluation from isoform-isoform interactions using SPR system. Sensorgrams for the binding of various concentrations of the analyte to the ligand are shown as indicated. Binding interactions of a1 ligand with E1G2 (analyte) (A), a1 ligand with E1G3 (analyte) (B), H ligand with C2 (analyte) (C), H ligand with a2 (analyte) (D), C1 ligand with a2 (analyte) (E). 

[bookmark: _GoBack]Figure S6: Structural analysis of the crystal structure of yeast C, a homology model for the human C1 and C2 subunit. Consurf conservation profile for yeast C, a homology model for the human C1 and C2 monomer were shown. Upper part; the interface information for each dimer structure predicted by the PISA server analysis. The residues involved in such interactions are highlighted in CPK Consurf color mode. In each case, the left structure is rotated 90° relative to the axis to show the structure. Lower part; electrostatic potential of each structure, where the molecular surfaces are colored according to the electrostatic potential. Positive potential is shown in blue and negative potential is in red. In each case, the left structure is rotated 90° relative to the axis to show the structure.
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