Supplementary Table 1. Human disease genes known to be- or suspected to be- influenced by position effects.
	Indication
	OMIM
	Locus
	Gene(s) Involved
	Distance From Gene
	Type(s) of Rearrangement
	Effect on Gene(s)
	References (PMID)

	Aniridia, type II
	106210
	11p13
	PAX6
	30 kb 3' (translocation); >75 kb 3' (inversion); 50 kb 3' (insertion); 22.1 kb and 11.6 kb 3' (deletions)
	balanced translocation; pericentric inversion; insertion; 975 kb deletion; 1,105 kb deletion
	postulated downregulation; supported by transgenic and somatic cell hybrid studies
	7795596, 8825052, 12386836 , 11087823, 11590122

	-thalassemia trait
	141850
	16p13.3
	HBA2
	0.35 kb 3' (deletion); 30-50 kb 5' (multiple deletions)
	18.4 kb deletion, including HBA1, HBAQ1 and part of LUC7L; also multiple overlapping deletions
	HBA2 inactivated via methylation
	10910890, 1715793, 2253879

	Autism
	608636
	7q31.1
	FOXP2
	at least 680 kb 3'
	Translocation
	postulated downregulation
	12690205

	Blepharophimosis syndrome (BPES)
	110100
	3q22.3
	FOXL2
	101-231 kb 5'; 28.7 kb 3'
	4 different microdeletions (126 kb to 1.9 Mb in size) upstream; 188 kb microdeletion
	postulated downregulation
	15962237

	Blepharophimosis syndrome (BPES) with premature ovarian failure
	110100
	3q22.3
	FOXL2
	~171 kb 5'
	three balanced translocations
	postulated downregulation
	11175783, 15081106, 11468277

	Campomelic dysplasia
	114290
	17q24.3
	SOX9
	various translocation breakpoints 110-900 kb 5'; 1.3 Mb 3' (complex case); 75-350 kb 5' (inversion); 380 kb 5' (microdeletion)
	multiple balanced translocations; complex balanced translocation; inversion; 1.5 Mb microdeletion
	postulated downregulation
	8001137, 8789441, 8566951, 15726498, 9724758, 10364523,

15060123, Erdel et al. (2004), Eur Soc Hum Genet Supp. 12:136

	Cataract, ocular anterior segment dysgenesis, coloboma
	N/A
	16q23.1
	MAF
	1 Mb 5'
	translocation (balanced and unbalanced, familial)
	postulated downregulation
	11772997

	Cleidocranial dysplasia
	119600
	6p21.1
	CBFA1/
RUNX2
	750 kb 5'
	balanced translocation
	postulated downregulation
	16143022

	Facioscapulohumeral muscular dystrophy
	158900
	4q35
	unknown
	unknown
	deletion of tandem repeats at D4Z4
	postulated up- or down-regulation
	15239924

	Familial adenomatous polyposis
	175100
	5q22.2
	APC
	unknown
	cytogenetically detectable inversion
	postulated position effect based on failure to detect truncated protein
	11815870

	Gonadal dysgenesis with XY sex reversal
	306100
	Yp11.31
	SRY
	1.7 kb 5' (larger deletion), 2-3 kb 3' (smaller deletion)
	25-50 kb deletion; 2.5-7 kb deletion
	postulated down-regulation
	1438307, 8710915

	Greig's cephalopolysyndactyly
	175700
	7p14.1
	GLI3
	up to 15 kb 3'
	translocation
	postulated down-regulation
	1650914, 12690205

	-thalassemia
	141900
	11p15.4
	HBB
	50 kb 5'
	30 kb deletion
	downregulation due to deletion of hypersensitive sites
	2798417

	Hemophilia B
	306900
	Xq27.1
	FIX
	unknown
	balanced translocation, breakpoint in PAC clone containing gene; balanced translocation without disruption of FIX with skewed X-inactivation with postulated position effect on other derivative chromosome
	postulated downregulation; very low Factor IX activity
	15009460, 9531344

	Holoprosencephaly 2
	157170
	2p21
	SIX3
	<200 kb 5'
	two translocations
	postulated downregulation
	10369266

	Holoprosencephaly 3
	142945
	7q36.3
	SHH
	15 kb 5', and 250 kb (three translocations) 5'
	translocations
	postulated downregulation
	12690205, 8896571

	Holt-Oram syndrome
	142900
	12q24.21
	TBX5
	at least 20 kb 3'
	Unknown
	postulated downregulation
	8988164

	Language impairment
	N/A
	3q25.33
	IQCJ1-SCHIP1
	8-66 kb 5'
	cytogenetically detectable inversion
	reduced expression as assayed in lymphoblast cells
	Kwasnicka-Crawford et al. (pers. comm..)

	Lymphedema-distichiasis syndrome
	153400
	16q24.1
	FOXC2
	~120 kb 3'
	balanced translocation with Y-chromosome breakpoint in Y-specific repeat region
	postulated downregulation
	11078474

	Mesomelic dysplasia and vertebral defects
	156232
	2q31.1
	HOXD cluster
	60 kb 3'
	balanced translocation
	postulated downregulation
	11944980

	Multiple exostoses
	133700
	8q22.1
	SDC2
	30 kb 3'
	balanced translocation
	postulated downregulation
	9259269

	Pelizaeus-Merzbacher disease
	312080
	Xq22.2
	PLP1
	70 kb 5' (inversion); 84 kb 5' and 500 kb 3' (translocation)
	cytogenetically detectable inversion; ~600 kb interstitial translocation to subtelomeric 19q including whole gene, Alu mediated
	postulated upregulation (inversion); postulated downregulation (translocation)
	15591263, 12297985

	Peters' anomaly
	604229
	1q41
	TGFB2
	500 kb 3'
	balanced translocation
	postulated downregulation
	12706107

	Potocki-Shaffer syndrome
	601224
	11p11.2
	ALX4
	>15 kb 3'
	~1.37 Mb deletion
	postulated downregulation of ALX4 leads to parietal foramina
	15852040

	Preaxial polydactyly II
	190605
	7q36.3
	SHH
	1 Mb 5'
	translocation
	mis-localization of expression
	12032320, 15917205

	Rieger syndrome type I
	180500
	4q25
	PITX2
	5-90 kb 5'
	five translocations
	postulated downregulation
	8944018,

9480756, 14991915

	Saethre-Chotzen syndrome
	101400
	7p21.1
	TWIST1
	260 kb 3' (inversion), >260 kb 3' (translocation), >5.25 kb either 5' or 3' (translocation), 5 kb 3' (translocation/deletion)
	inversion; translocations; translocation with 512 bp microdeletion
	postulated downregulation
	9215678, 9259286, 14513358

	Short stature
	312865
	Xp22.33
	SHOX
	250-350 kb 5'
	ring (X) with deletion of 700-900 kb of Xp and Xq pseudoautosomal regions
	postulated downregulation
	11941480

	Spastic paraplegia type II with axonal neuropathy
	312920
	Xq22.2
	PLP1
	135-185 kb 3'
	100-150 kb duplication
	postulated downregulation
	16374829

	Splenic marginal zone lymphoma
	N/A
	7q21.2
	CDK6
	3.6 kb 5'; 66 kb 5'
	translocations
	possibly upregulated
	10597225

	Split-hand / split foot syndrome
	
	
	DLX5 / DLX6
	up to 1 Mb 3' of DLX5, 5' of DLX6
	12 translocations
	postulated downregulation
	12690205, 7987313

	Townes-Brocks syndrome
	107480
	16q12.1
	SALL1
	>180 kb 5'
	balanced translocation
	postulated downregulation
	10533063

	Van Buchem disease
	239100
	17q21.31
	SOST
	35 kb 3'
	51.7 kb deletion, Alu-element mediated
	postulated downregulation
	11836356

	X-linked deafness with stapes fixation
	304400
	Xq21.1
	POU3F4
	400 kb 5' (microdeletions);170 kb 5' (duplication); 900 kb 5' (microdeletion interval)
	microdeletions; 150 kb duplication; overlapping microdeletions with 8 kb overlap
	postulated downregulation
	7839145, 8589693, 8872461

	X-linked recessive hypoparathyroidism
	307700
	Xq27.1
	SOX3
	67 kb 3'
	deletion of ~25 kb with insertion of ~340 kb
	postulated downregulation
	16167084


