








	SUPPLEMENTARY TABLE 2. OTHER PROPERTIES OF SORSBY FUNDUS DYSTROPHY (SFD) TISSUE INHIBITOR OF METALLOPROTEINASES 3 (TIMP-3) VARIANTS. 

	Mutation
	Glycosylation
	Apoptotic activity retained?
	Other

	Leu10His & Gly12Arg
	Increased glycosylation compared with wild-type TIMP-3 in cytoplasmic, membrane and nuclear extracts of transfected HEK293FT cells [4].
	Not known.
	Impaired secretion of both in HEK293FT cells [4]. 

	Cys24Arg
	Not known.
	Not known.
	-

	Ser38Cys
	Increased glycosylation detected in a patient fibroblast sample [119].
	
	Possible aberrant intramolecular disulfide bonds between Ser38 and Cys36 [119].
Impaired secretion in HEK293FT cells [4].


	Intron 4/Exon 5 Splice Site
	Not known.
	Not known.
	-

	Ser149Cys
	Not known.
	Not known.
	-

	Tyr151Cys
	Not known.
	Not known.
	-

	Glu162Lys
	Not known.
	Not known.
	Not predicted to generate unpaired cysteine residue. 

	Glu162STOP
	Not known.
	Not known.
	No effect on expression of matrix metalloproteinase (MMP) 2 or 9 [74].

	Tyr174Cys
	Not known.
	Not known.
	-

	Tyr177Cys
	Not known.
	Not known.
	-

	Ser179Cys
	Glycosylated form bound to ECM of porcine aortic endothelial cells, in contrast with wild-type TIMP-3, which bound mainly in an unglycosylated form [81].
Deglycosylation promoted aggregation in ECM, reduced MMP inhibition and increased MMP secretion [81].
	Caused more cell death in transfected primary RPE cells than wild-type TIMP-3 [54].
	No effect on MMP-2 or MMP-9 expression [83].
Unaltered inhibition of ADAM17, ADAMTS-4, or ADAMTS-5  [84].
Reduced adhesion of ARPE-19 cells to laminin, increasing migration and invasive potential [69].
Altered cellular morphology and metabolism in patient fibroblasts [83].  


	His181Arg
	Glycosylation indistinguishable from wild-type TIMP-3 [97].
	Not known.
	Not predicted to generate unpaired cysteine residue.

	Tyr182Cys
	Not known.
	Not known.
	-

	Gly189Cys
	Not known.
	Not known.
	-

	Gly190Cys
	Not known.
	Caused more cell death in transfected primary RPE cells than wild-type TIMP-3 [54].
	-

	Tyr191Cys
	Glycosylated form bound to ECM of porcine aortic endothelial cells, in contrast with wild-type TIMP-3, which bound mainly in an unglycosylated form [81].
Deglycosylation promoted aggregation in ECM, reduced MMP inhibition and increased MMP secretion [81].
	Caused more cell death in transfected primary RPE cells than wild-type TIMP-3 [54].
	Lung pathology observed in two patients [110].

	Ser193Cys
	Not known.
	Not known.
	-

	Tyr195Cys
	Not known.
	Not known.
	-

	Trp198Cys
	Not known.
	Not known.
	-

	Ser204Cys
	45-55kDa bands showed a similar pattern of glycosylation to wild-type TIMP-3 in BHK cells [77].
Deglycosylation promoted aggregation in ECM, reduced MMP inhibition and increased MMP secretion [81].
	Caused more cell death in transfected primary RPE cells than wild-type TIMP-3 [54].
	No effect on expression of MMP-2 or MMP-9 in patient-derived fibroblasts [74].
Basolateral rather than ECM accumulation in a hiPSC-RPE model [73].
Increased susceptibility to oxidative stress and altered metabolism in a hiPSC-RPE model [72].
Clinical improvement in patient treated with anti-TNF biologic, adalimumab [101].
Normal lung function and bone density reported [111]. 



