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Homo sapiens LWELVLEQFEDLLVRILLLAALVSFVLAWFEEGEET--TTAFVEPLVIMLILVANAIVGVWQE 108
oryctolagus cuniculu LWELVIEQFEDLLVRILLLAACISFVLAWFEEGEET--ITAFVEPFVILLILIANAIVGVWQE 108
Makaira nigrica IWDLIVEQFEDLLVRILLLAACISFVLAWFEEGEET--ITAFVEPFVILLILIANAIVGVHWQE 108
Pinctada fucata LWELILEQFDDLLVKILLLAAIISFVLAWFEESEEQ--VTAFVEPFVILTILICNAVVGVWQE 108
Plasmodio falciparum IFELILNQFDDLLVKIILLLAAFISFVLTLLDMKXKKIEICDFIEPLVIVLILILNAAVGVWQ 108
Procambarus clarkii LLQLILEQFYDLLVKILLLAAIISFVLACFEEGEET--VTAFVEPFVILLILIANAIVGVWQE 108
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Homo sapiens TPLORKLDEFGRQLSHAISVICVAVWVINIGHFADPAHGGSWLRGAVYYFKIAVALAVAAIPEGLPAVITT 317
Oryctolagus cuniculu TPLQOQOKLDEFGEQLSKVISLICVAVWLINIGHFNDPVHGGSWIRGAIYYFKIAVALAVAAIPEGLPAVITT 317
Makaira nigricans TPLQOAKLDEFGEQLSKVISLICVAVWAINIGHFNDPVHGGSWIRGAVYYFKIAVALAVAAIPEGLPAVITT 317
Pinctada fucata TPLOOKLOEFGQQLSKVITVICVAVWAINIGHFNDPAHGGSWIKGAIYYFKIAVALAVAAIPEGLPAVITT 317
Plasmodio falciparum TPLQIKIDLFGQQLSKIIFVICVTVWIINFKHFSDPIX-GSFLYGCLYYFKISVALAVAAIPEGLPAVITT 317
Procambarus clarkii TPLQQOKLDEFGEQLSKVISIICVAVWAINIGHFNDPAHGGSWIKGAIYYFKIAVALAVAAIPEGLPAVITT 317
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Q M7 ) Q K] )
Homo_sapiens LISGWLFFRYLAIGVYVGLATVAAATWWEV 857 PTTMALSVLVTIEMCNALNSVSENQS 920
Oryctolagus cuniculu LISGWLFFRYMAIGGYVGAATVGAAAWWFM 857 PMTMALSVLVTIEMCNALNSLSENQS 920
Makaira nigricans LISGWLFFRYMAIGGYVGAATVGGAAWWFL 857 PMTMALSVLVTIEMCNALNSLSENQS 917
Pinctada fucata LITGWLFFRYMAIGIYVGCATVGAAAWWFM 857 PMTMALSVLVTIEMLNALNSLSENQS 920
Plasmodio falciparum LINGLTLLRYIIIGTYVGIATVSIFVYWFL 1067 PMTMALSVLVTIEMCNALNSLSENQS 1143
Procambarus clarkii LISGWLFFRYMAIGGYVGAATVFAASWWFM 857 PMTMALSVLVTIEMLNALNSLSENQS 920
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I M9 ) Q M10 )
Homo sapiens NPWLLVAVAMSMALHFLILLVPPLPLIFQVTPLSGRQWVVVLQISLPVILLDEALKYL 987
Oryctolagus cuniculu NIWLLGSICLSMSLHFLILYVDPLPMIFKLKALDLTQWLMVLKISLPVIGLDEILKFI 987
Makaira nigricans NLWLMAAMTLSMSLHFMIIYVDPLPMIFKLTHLTFDQWLMVFKLSFPVILIDEVLKFF 984
Pinctada fucata NKWLLGAIALSMSLHFFILYVDVMSTIFQITPLNVAEWIAVLKISIPVIILDETLKFI 987
Plasmodio falciparum NIWLLGSICLSMSLXFLILYVDPLPMIFKLKALDLTQWLMVLKISLPVIGLDEILKFY 1211
Procambarus clarkii NFWLLAAMALSMTLHFIILYIDILSTVFQVMPLSVAQWVAVLKISFPVLLLDETLKFI 987
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Figure S1. (A) Multi-sequence alignment of the transmembrane (TM) region comprising sequences
coming from different species. The boxes at the top of the alignment indicate the TM helices. The
rectangular box highlights the glutamic acid conserved in the sequences from all species but P.
falciparum and indirectly involved in the binding of CPA. (B) Three-dimensional arrangement of
the TM bundle of helices in the X-ray structure of rabbit SERCA (PDB: 3FGO). Ribbon
representation of the PFATP6 model built using the X-ray structure of rabbit SERCAla (PDB:
3FGO) as template. The structure is colored according to the color scale of QMEANBTrane, the

quality estimation method for membrane proteins used to evaluate the quality of the PFATP6 model.
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Figure S2. Pairwise sequence alignment of the target (PfATP6) and template (rabbit SERCATla)

proteins.
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Figure S3. Cross correlation matrix calculated for the Ca atoms of PFATP6. The residues of the
CPA binding site are highlighted by black rectangles and the residues belonging to the LCR regions

by a red rectangle. White-colored matrix cells indicate uncorrelated residues.
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Figure S4. Evolution during the simulation time of the distance between the centers of masses of
the carboxylic groups of nGlu255 and ,Asp254 in SERCAla (red line) and between the centers of

masses of the carboxylic group of ,Asp262 and the 31 and 32 carbons of ,Leu263 of PFATP6 (green

line).



