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Figure 4. Evolutionary couplings in non-clustered Pcdhs predict an antiparallel interface
engaging EC1-EC4. (A) The top 45 covarying pairs are shown in black, and include a
number of EC1-EC4 and EC2-EC3 covarying residue pairs. The intramolecular contact
maps of Pcdh!B3 EC1-4, Pcdh"4 EC1 -4, Pcdh"7 EC1 -4, Pcdh#6 EC1-4, Pcdh#8 EC1-
4 and Pcdh!Al EC1-3 are in gray for reference. The observed interface contact
residues are also mapped ("4, yellow; "7, green; #6, salmon; #8, magenta; !B3, blue;
IA1, dark blue) . (B) Covarying residue pairs across EC1-EC4 or EC2-EC3 are mapped
onto the Pcdh!B3 EC1-4 structure with a line between coupled residues. (C) Amino acid
frequencies at non-clustered Pcdh alignment positions corresponding to the conserved
interface residue positions identified in clustered Pcdhs (Figure S3).

26



