	SUPPLEMENTARY TABLE 1. ANGIOGENIC AND EXTRACELLULAR MATRIX (ECM) BINDING PROPERTIES OF SORSBY FUNDUS DYSTROPHY (SFD) TISSUE INHIBITOR OF METALLOPROTAINEASES 3 (TIMP-3) VARIANTS. 

	Mutation
	Angiogenesis inhibition retained?
	ECM localisation/binding

	Leu10His & Gly12Arg
	Not known. 
	Yes, in HEK293FT cells, but decreased amounts of Leu10His and Gly12Arg detected in ECM, possibly due to altered cellular secretion [4].

	Cys24Arg
	Not known. 
	Not known.

	Ser38Cys
	ECM from transfected ARPE-19 cells had reduced (~50% less effective than wild-type) inhibition of migration in human umbilical vein endothelial cells (HUVEC) assay [79].
	Yes, in patient fibroblasts [119] and transfected ARPE-19 [79] and HEK293FT cells [4].
Decreased amounts detected in ECM, possibly due to altered cellular secretion [4].

	Intron 4/Exon 5 Splice Site
	Not known. 
	Yes, in transfected ARPE-19 cells [79].

	Ser149Cys
	Not known.
	Not known.

	Tyr151Cys
	Not known. 
	Yes, in transfected ARPE-19 cells [79].

	Glu162Lys
	ECM from transfected ARPE-19 cells had reduced (~50% less effective than wild-type) inhibition of migration in HUVEC assay [79].
	Yes, in transfected ARPE-19 cells [80].

	Glu162STOP
	ECM from transfected ARPE-19 cells had reduced (~50% less effective than wild-type) inhibition of migration in HUVEC assay [79].
	Yes, in patient fibroblasts [74], and transfected ARPE-19 cells [68]. 
Turnover from ECM less than wild-type TIMP-3 [70].


	Tyr174Cys
	Not known. 
	Not known.

	Tyr177Cys
	Not known.
	Yes, in transfected ARPE-19 cells [79].

	Ser179Cys
	Inhibited angiogenesis as effectively [84] or less effectively (~50 % less effective than wild-type,  [79]) than wild-type TIMP-3. ECM from transfected ARPE-19 cells in HUVEC assay [79]. 
Induced angiogenesis in chick chorioallantoic membrane (CAM) assay [67], with increased expression and signaling of VEGFR2 in transfected porcine aortic endothelial cells [81], and increased VEGF:VEGFR2 binding in vitro [82].
	Yes, in Bruch’s membrane and fibroblasts from Ser179Cys transgenic mice [76][83], as well as ECM of transfected ARPE-19 [70], BHK [77] and porcine aortic endothelial [81] cells. Only monomeric form seen in ARPE-19 cells, so difficult to distinguish from wild-type TIMP-3 [69].
Slower detachment of transfected BHK cells expressing Ser179Cys [77].
Turnover from ECM equivalent to [81] or slower than [70] wild-type TIMP-3. 



	His181Arg
	ECM from transfected ARPE-19 cells had reduced (~50% less effective than wild-type) inhibition of migration in HUVEC assay [79].
	Yes, in patient fibroblasts [91] and ARPE-19 cells [79].

	Tyr182Cys
	Not known.
	Yes, in transfected ARPE-19 cells [79].

	Gly189Cys
	Not known.
	Yes, in transfected COS-7 cells [75].

	Gly190Cys
	Not known. 
	Yes, in transfected BHK cells [77].

	Tyr191Cys
	Upregulated VEGFR2 in porcine aortic endothelial cells and increased VEGFR2 signalling [81].
	Yes, in transfected BHK [77] and porcine aortic endothelial cells [81].

	Ser193Cys
	Not known.
	Not known.

	Tyr195Cys
	Not known.
	Not known.

	Trp198Cys
	Not known.
	Not known.

	Ser204Cys
	Inhibited angiogenesis less effectively (~50 % less effective than wild-type,  [79]) than wild-type TIMP-3. ECM from transfected ARPE-19 cells in HUVEC assay [79].
Increased VEGFR2 expression and signalling in porcine aortic endothelial cells [81], and increased secretion of angiogenesis-related proteins (e.g., angiogenin and PDGF) in a hiPSC-RPE model [73].
	Yes, in patient fibroblasts [74], patient-derived hiPSC-RPE [72], and transfected ARPE-19 [70], BHK [77], COS-7 [33] and porcine aortic endothelial cells [81].
Slower detachment of transfected BHK cells expressing Ser204Cys [77].
Turnover from ECM slower than wild-type TIMP-3 [70]. 
Increased ECM localisation compared to wild-type TIMP-3 in a patient-derived hiPSC-RPE model [72]. 





