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SI Figure 6 — Structural rearrangements of the AI and CH regions of C6 when going
from free C6, the C5b6 intermediate structure to C6 in the fully assembled MAC.

A-D. Cartoon representation of the LDL (blue) and MACPF (light pink) domains within the IGX-MS
driven C6 model (A), C6 from the X-ray structure (PDB ID: 3T50) (B), C6 complexed with C5b (PDB
ID: 4A5W) (C), and C6 as part of the MAC (PDB ID: 6H03) (D). The regions CH 1-3 (orange, dark
pink, and green) and auto-inhibitory (Al, red) within MACPF are shown.

E. The difference distance matrix of superposed C6-MACPF domains. The difference distance was
calculated by substracting the coordinates of aligned MACPF backbones of the IGX-MS driven model
and the I-tasser model (for complete sequence coverage) of C6 -X-ray structure (PDB ID: 3T50). The
distance values are plotted with colors representing Ca differences of -20 to 20 A according to the right-
sided scale.

F. Overlay of the Al (composed of linchpin helix and EGF domain), CH1, and CH2 regions of MACPF in
four distinct conformations of C6, namely the IGX-MS driven model, the deposited C6 X-ray structure,
when incorporated in the C5b6 complex, and finally when incorporated in the fully assembled MAC.
Arrows indicate the conformational changes of the different regions from free C6 (IGX-MS driven
model) to partial activation (PDB ID: 3T50) and C5b binding (PDB ID: 4A5W) and final assembly into
the MAC (PDB ID: 6H03).
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SI Figure 7 — Comparison of the monomeric C6 X-ray structure and IGX-MS driven
structural model, wherein the C5b-binding region becomes docked to the main body.
A. Cross-links identified for residues in the C5b-binding region plotted onto the C6 X-ray structure (PDB
ID: 3T50). Cross-links that were used to dock the C5b-binding domain (CCP1-2, FIM1-2) to the LDL-
and MACPF domain are shown as dotted lines. Black lines indicate cross-links within the distance
restraints (< 30 A). Red lines indicate cross-links exceeding the distance restraints (> 30 A).
B. IGX-MS driven structural model of free C6. Cross-links obtained for the C5b-binding region are
plotted onto the final model of C6. Solid black lines indicate distances below 30 A, and red dotted lines
indicate links with a distance larger than 30 A.
C. Interaction interface analysis for C5b-binding and the LDL-, MACPF domains. Blue circles indicate
binding interfaces, for which interacting residues were identified (black boxes).
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SI Figure 8 — Possible interactions between adjacent C6 molecules in the deposited X-ray

crystal structure.
The total electron density acquired for the X-ray structure of C6 (PDB ID: 3T50) reveals closely packed

neighboring C6 molecules. A single C6 molecule is shown here in a rainbow-colored cartoon in two
orientations. The surface (grey) of two adjacent C6 molecules in the electron density maps shows the interaction

of the C-terminal CCP and FIM doma

38



