A Seed sequence alignment for PF12424
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Figure S17. The Pfam domain broken in the splice variants of ATP2B1 and ATP2B4

A. Seed alignment for Pfam domain PF12424 (Plasma membrane calcium transporter ATPase C terminal). B. Structure resolved for this domain, from PDB
structure 2KNE, chain B, which is a single helix, bound to calmodulin. C. The alignment between the two homologous isoforms of ATP2B1 identified in the
experiments. The blue and red arrows show where the Pfam seed alignment begins (blue) and where the conserved section of the Pfam domain ends (red).
The Pfam domain is highly conserved over the first part of the alignment (the part of the alignment that coincides with the crystalised helix structure), but has
little conservation at the C-terminal end. The (distant) homology detected for the ATP2B1 isoforms (and all other members of this family) is clear up to the
residue indicated with the red arrow, but it not conserved after and therefore the splice event would break the domain. However, the evidence from the PDB
structure (and the lack of conservation in the Pfam seed alignment itself) suggests that the Pfam alignment should not be extended beyond the red arrow. In
fact the residues before the first N-terminal residue of PF12424 are just as conserved as the residues between the ed and blue arrows, suggesting that
perhaps the plasma membrane calcium transporter ATPase C terminal domain should also be extended towards the N-terminal end.



