
Chr. Position Ref. Alt. Zygosity Effect Gene Ref. Alt. SNP ID Freq. ClinVar 

chr4 9.909.923 G A HET missense_variant SLC2A9 P L rs2280205 0,27 Benign 

chr4 10.022.981 C T HET missense_variant SLC2A9 G R rs2276961 0,41 Benign 

chr4 10.027.542 C T HET missense_variant SLC2A9 A T rs6820230 0,27 . 

chr4 89.013.496 C T HET missense_variant ABCG2 D N rs34783571 3,4 x10
-3

 . 

chr6 25.813.150 G A HET missense_variant SLC17A1 T I rs1165196 0,72 . 

chr6 43.270.151 C T HET 
splice_region_variant&
synonymous_variant 

SLC22A7 S S rs2270860 0,46 . 

chr11 64.368.335 G A HOM missense_variant SLC22A12 S N rs766798648 . . 

	
Table S1. Variants found in genes related to hypouricemia of proband 1. Variants related to hypouricemia detected by whole exome sequencing in proband 1 after

excluding variants in introns and synonymous variants and variants with quality <100. Chr: chromosome, Ref: reference, Var: variant, AA: amino acid, Mut: mutation, Freq:

frequency. The genes included in the analysis were: SLC22A12, SLC2A9, SLC22A6, SLC22A8, ABCG2, SLC17A1, SLC17A3, SLC22A7, SLC22A11 and PDZK1. SNP ID

rs766798648 represents mutation p.(S508N) (in bold).



Chr. Position Ref. Alt. Zygosity Effect Gene Ref. Alt. SNP ID Freq. 

chr1 53.543.434 C G HET missense_variant PODN N K . . 

chr2 182.399.559 T A HET missense_variant ITGA4 L Q rs202038203 1,9x10
-4

 

chr3 50.231.314 G C HET splice_region_variant GNAT1 R P rs755156826 . 

chr3 50.339.759 T C HET missense_variant HYAL1 Y C rs1553713151 . 

chr4 106.848.523 A G HET missense_variant NPNT E G . . 

chr5 37.341.296 C T HET missense_variant NUP155 R Q rs781670166 . 

chr5 176.519.361 C T HET missense_variant FGFR4 P L rs938855503 . 

chr6 105.564.608 A G HET missense_variant BVES Y H . . 

chr7 814.713 G T HET missense_variant DNAAF5 R L rs752259246 . 

chr7 32.619.853 T C HET missense_variant AVL9 S P . . 

chr11 64.368.335 G A HOM missense_variant SLC22A12 S N rs766798648 . 

chr11 125.791.184 C T HET missense_variant DDX25 R W rs755709544 . 

chr13 60.544.191 A T HET splice_region_variant DIAPH3 I N . . 

chr14 89.878.652 C T HET missense_variant FOXN3 D N . . 

chr14 92.909.799 C G HET missense_variant SLC24A4 S C . . 

chr14 100.793.600 T A HET missense_variant SLC25A47 Y N rs759814432 . 

chr15 54.614.186 G T HET missense_variant UNC13C V F . . 

chr16 20.477.002 C T HET missense_variant ACSM2A P L rs1295547004 . 

chr16 66.547.635 A G HET splice_region_variant TK2 L P rs1252881799 . 

chr16 70.190.585 G A HET missense_variant PDPR G S rs774550567 . 

chr16 85.143.966 G A HET missense_variant FAM92B R W rs753996502 . 

chr17 72.306.156 G A HET splice_region_variant DNAI2 V M . . 

chr17 72.916.296 C G HET missense_variant USH1G G A rs200197601 3,9 x10
-4

 

chr18 77.659.241 G A HET missense_variant KCNG2 G R rs541316487 1,9 x10
-4

 

chr19 10.528.421 C T HET missense_variant PDE4A P L . . 

chr19 17.449.390 C T HET missense_variant GTPBP3 T I rs1179310040 . 

chr19 37.854.409 A T HET missense_variant ZNF875 H L rs746467134 . 

chr21 27.071.028 C G HET missense_variant JAM2 A G . . 

	

Table S2. Rare variants found in WES of proband 1. Rare variants detected by whole exome sequencing in proband 1 after excluding variants in introns

and UTRs, synonymous variants, variants in databases with frequency >1%, variants with quality <100 and variants with a low probability to be damaging

according to SIFT, LRT, MutationTaster, PROVEAN, MutPred and FATHMM. Chr: chromosome, Ref: reference, Var: variant, AA: amino acid, Mut:

mutation, Freq: frequency. SNP ID rs766798648 represents mutation p.(S508N) (in bold).









p.S508N

Figure S2. Close-up of 3D models of URAT1 (A) and GLUT9 (B) obtained by HOPE. The protein is coloured grey, the side chains of both
the wild-type and the mutant residues (p.S508N and p.G216R) are shown and coloured green and red, respectively.
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