Table S9

Amino acid changes at the AVPR1a positions with a higher probability (> 65%) of being under positive selection and/or having relaxed functional constraints.

Mammalian species
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ACA->GCC 28 Thr->Ala 58 0 0 0 0 0 0 0 0 0 1 0 0 0 0 1 1 1 1 1 0
ACA->GCG 28 Thr->Ala 58 1
ACA->AGC 28 Thr->Ser 58 1 1
ACA->GCT 28 Thr->Ala 58 1
ACA->AGT 28 Thr->Ser 58 1
ACA->GGC 28 Thr->Gly 59 1 1 1
ACA->GGT 28 Thr->Gly 59 1
ACA->CAG 28 Thr->Glu 65 1
ACA->AAT 28 Thr->Asn 65 1
ACA->CGT 28 Thr->Arg 71 1
ACA->ATG 28 Thr->Met 81 1
ACA->TTG 28 Thr->Leu 92 1
__ | ACA->CTG 28 Thr->Leu 92 1
£ |eaG->GAC 37 Glu->Asp + 45 0 o o o o O O O0 O Onm O 0 O 0 0 o O 1 1, 0 0 O 1 0, O 0w Onm
£ |oac>acA  37Glu->Arg+ 54 1
% | GAG->AAA 37 Glu->Lys + 56 1 1, 1
GAG->AAG 37 Glu->Lys + 56 1,
GAG->GGA 37 Glu->Gly + 98 1 1
GAG->GGT 37 Glu->Gly + 98 1
AGG->AAG 43 Arg->Lys + 26 0 0n O 1 0 0 0 1 0 0 0 0 0 0 0
AGG->AAA 43 Arg->Lys + 26 1
AGG->CAG 43 Arg->GlIn + 43 1 1
AGG->CAA 43 Arg->GlIn + 43 1,
AGG->GAG 43 Arg->Glu + 54 1
AGG->CTG 43 Arg->Leu + 102 1
AGG->GCG 43 Arg->Ala + 112 1 1, 1 1
AGG->GCC 43 Arg->Ala + 112 1
AGG->GGG 43 Arg->Gly + 125 1n 1 1 1n 1 Lo 1 1
AGG->GGA 43 Arg->Gly + 125 1nm
GTC->ATC 321 Val->lle 29 0 0 0 0 0 0 0 0 1 0 1 1 0 0 1 0 0 0 0 0 0 0 0, 0
GTC->GCC 321 Val->Ala 64 1 1, 1,
GTC->CCC 321 Val->Pro 68 1 1
GTC->CAC 321 Val->His 84 1
- GTC->AAG 321 Val->Lys 97 1
o | GTC>GAG 321 Val->Glu 121 1
“letesTec 321 Val->Ser 124 101 1
GTC->AAC 321 Val->Asn 133 1 1
AAA->ACA 372 Lys->Thr 78 0 0 0 1 0 0 0 0 0 0 1 0 0 1 1 1 1 1 1 0 0 0 0
AAA->AGA 372 Lys->Arg 26 1 1
AAA->CAA 372 Lys->Gln 53 1 1




AAA->ACG 372 Lys->Thr 78 1 1 1

AAA->AAC 372 Lys->Asn 94 1 1

AAA->ATA 372 Lys->lle 102 1

AAA->GCA 372 Lys->Ala 106 1
b —

Sites identified in the Bayes Empirical Bayes (BEB) analysis with a probability higher than 65% of being under ® > 1, which indicates positive selection. + Positively selected sites (p >95%); bold text indicates positively selected sites (p >99%).
AVPR1a regions: N-terminal= Amino-terminus; and ECL 3 = Extracellular 3. Zero (0) indicates the amino acid present in the Homo sapiens reference sequence, whereas 1 indicates a variant amino acid.

The nature of the modification does not represent an ancestry and descendant relationship. Grantham scores are predicted as conservative (0—50), moderately conservative (51-100), moderately radical (101-150), or radical (>151). Subscripted letters
indicate the predicted presence of specific Eukaryotic Linear Motifs (as depicted using the code shown in Table S11). Scientific names of the species can be found in Table S1.



