S2 Figure:
Alignment of UDP-glucuronosyltransferase (UGT) 1A1 protein in humans and non-human primates
To evaluate human-specific changes in the UGT1A1 protein, we aligned the human UGT1A1 protein with homologous proteins from chimpanzee, bonobo, orangutan and rhesus macaque. The human amino acid sequence of UGT1A1 was derived from Uniprot (P22309), the bonobo variant from our own data (CCDS2510.1_bonobo) [1] and the remaining sequences from the CCDS database (CCDS2510.1_chimp; CCDS2510.1_orang; CCDS2510.1_rhesus) [2-5]. Descriptions for protein folding and functional domains are based on a published model by Laakkonen and Finel [6]. Carboxy-terminal di-lysine motifs with endoplasmic reticulum retention signals based on publications from Pääbo et al.[7] and Teasdale et al.[8]. Additionally, the transmembrane domain confers static retention that prevents UGT1A1 exiting the endoplasmic reticulum [9]. The only human-specific amino-acid substitution in the comparison of the five species is located at position 518 at the border of the transmembrane domains in the cytoplasmic tail with its dilysine motifs. The substitution changes a phenylalanine (F) present in all great apes into a leucine (L) in humans. Neither the Ensembl annotation nor Swiss-Prot have this variant annotated as being disease-associated.
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