Supplementary Table 2.  Individuals with nephronophthisis that carry 2 heterozygous mutations in 2 different NPHP genesa.

	Family, Individual
	Ethnic Origin
	ESRDb (yrs)
	Extra-
 renal
	 NPHP2
	

	 NPHP3
	


	 
	 
	
	mani-
 festa-
 tionsc
	Nucleotide alterations,
segregationd
	Effect on coding sequencee
	Nucleotide alterations,
segregationd
	Effect on coding sequencee

	F281, II-1
	Germany
	16
	RP
	G1948C, h 
	A650P (Hs)
	C3662T, h 
	A1221V (Dr)


aAll mutations were absent from >96 healthy control subjects. 

bAge of onset of ESRD, ND = no data available

cRP = retinitis pigmentosa.

dh= heterozygous, M = maternal, P = paternal, no specification if parent DNA not available for mutational analysis.
eSpecies dating back farthest in evolution, in which the amino acid of the wild type is conserved, Dr=  Danio rerio, Hs = H. sapiens.

ESRD = end-stage renal disease.

  Supplementary Table 3.  Individuals with nephronophthisis that carry one heterozygous mutation in 1 NPHP genea.

	Family, Individual
	Ethnic Origin
	ESRDb (yrs)
	Extra-
 renal
	 NPHP2
	
	 NPHP3
	

	 NPHP4
	


	 
	 
	
	mani-
 festa-
 tionsc
	Nucleotide alterations,
segregationd
	Effect on 

coding sequencee
	Nucleotide alterations,
segregationd
	Effect on coding sequencee
	Nucleotide alterations,
segregationd
	Effect on coding sequencee

	F16, II-3
	France
	11
	RP
	
	
	A1157G, h (M) 
	N386S (Xl)
	
	

	F 440, II-2
	Austria
	4
	LF, CE, RP
	
	
	G154A, h (M)
	A52T (Hs)
	
	

	F 897, II-3
	Germany
	ND
	VH
	G913A, h (M)
	V305I  (Ce)
	
	
	
	

	F 700, II-6 
	Turkey
	10
	VH
	
	
	
	
	A2051G, h (P)
	Q684R (Mm)

	F443, II-1

F443, II-4
	Finland
	22

19
	UC

RP
	G1948C, h (P)
	A650P (Hs)
	
	
	
	

	F390, II-1
	Turkey
	        1
	LF, INF
	C1538G , h
	A513G (Ce)
	
	
	
	

	F 616, II-2
	Germany
	14
	LF
	
	
	
	
	A2914G, h
	S972G (Dr)

	F 800, II-1 
	USA
	ND
	INF, OMA, 

POLY


	
	
	
	
	G3181A, h
	V1061I (Dr)

	F 244, II-5
	Morocco
	1
	SI, INF
	
	
	
	
	C2203T, h (M)
	R735W (Hs)




aAll mutations were absent from >96 healthy control subjects. bAge of onset of ESRD; c; RP = retinitis pigmentosa; CE = cone shaped epiphysis; ESRD = end-stage renal disease; INF = infantile nephronophthisis; LF = liver fibrosis; ND = no data available; OMA = ocular motor apraxia; POLY = polydactyly; SI = situs inversus; SLS = Senior-Loken syndrome; UC = ulcerative colitis; VH = cerebellar vermis hypoplasia. dH = homozygous, h= heterozygous, M = maternal, P = paternal, no specification if parent DNA not available for mutational analysis.

eSpecies dating back farthest in evolution, in which the amino acid of the wild type is conserved, Ce =  C. elegans, Dm = D. melanogaster, Xl, = X. laevis, Dr=  Danio rerio, Mm = M. musculus.
