	FOXL2-Blepharophimosis
	　
	　
	　
	　
	　
	　
	　
	　
	　
	　
	　
	　

	Genetic Evidence
	Case-Level Data
	Evidence Type
	Case Information Type
	Guidelines
	Points
	PMIDs/Notes

	
	
	
	
	Default
	Range
	Variant Count
	　
	Total
	Counted
	

	
	
	
	
	(per variant)
	(per variant)
	
	
	(Max)
	
	

	
	
	Variant Evidence
	Autosomal Dominant or X-linked Disorder
	Predicted or proven null variant
	1.5
	0-3
	8
	　
	12
	12
	Bunyan (2019) Eur J Med Genet 62, 103668（PMID: 31077882）；Lin (2010) Clin Chem Lab Med 48, 485（PMID: 20184535）； Settas (2015) Menopause 22, 1264（PMID: 25988799）；De Baere (2001) Hum Mol Genet 10, 1591（PMID: 11468277）；Duarte (2017) Ophthalmology 124: 399（PMID: 27914838）； Fokstuen (2003) Am J Med Genet 117A, 143（PMID: 12567411）；Crisponi (2001) Nat Genet 27, 159（PMID: 11175783）；Beysen (2008) Hum Mutat 29, E205（PMID: 18642388）

	
	
	
	
	Other variant type
	0.1
	0-1.5
	　
	　
	　
	　
	　

	
	
	
	Autosomal Recessive Disease
	Predicted or proven null variant
	1.5 
	0-3 
	　
	　
	　
	　
	　

	
	
	
	
	Other variant type
	0.1 
	0-1.5 
	　
	
	
	
	　

	
	
	Segregation Evidence
	　
	Range
	Summed LOD
	Family Count
	　
	3
	　

	
	
	
	Candidate gene sequencing
	0-3
	　
	>30
	　
	
	Li (2009) Genet Test Mol Biomarkers 13: 257 (PMID: 19371227);Lin (2010) Clin Chem Lab Med 48: 485 (PMID: 20184535);Beysen (2008) Hum Mutat 29: E205 (PMID: 18642388); Li (2021) Front Genet 12: (PMID: 33796131);Bunyan (2019) Eur J Med Genet 62: 103668 (PMID: 31077882); Chacón-Camacho (2019) Gene 706: 62 (PMID: 31048069);

	
	
	
	Exome/genome or all genes sequenced in linkage region
	
	　
	　
	3
	
	　

	
	
	
	
	
	
	
	
	
	　
	
	　

	
	Case-Control Data
	Case-Control Study Type
	Case-Control Quality Criteria
	Guidelines
	Points
	PMIDs/Notes

	
	
	
	
	Points/Study
	Count
	Total
	Counted
	

	
	
	Single Variant Analysis
	1. Variant Detection Methodology
	0-6
	　
	　
	　
	　

	
	
	
	2. Power
	
	
	
	
	

	
	
	
	3. Bias and confounding
	
	
	
	
	

	
	
	Aggregate Variant Analysis
	4. Statistical Significance
	0-6
	　
	　
	
	　


	
	Total Genetic Evidence Points (Maximum 12)
	12
	　

	
	
	
	
	
	
	
	
	
	
	
	
	

	Experimental Evidence
	Evidence Category
	Evidence Type
	Guidelines
	　
	Points
	PMIDs/Notes

	
	
	
	Default
	Range
	Max
	Count
	Total
	Counted
	

	
	Function
	Biochemical Function
	0.5
	0 - 2
	2
	　
	　
	1
	　

	
	
	Protein Interaction
	0.5
	0 - 2
	
	0.5
	　
	
	Kim (2014) J Reprod Dev 60: 14 (PMID: 24240106);  Li (2021) Front Genet 12: 616112 (PMID: 33796131);Dipietromaria (2009) Hum Mol Genet 18: 3324 （PMID: 19515849）；Todeschini (2011) Hum Mol Genet 20: 3376 (PMID: 21632871)

	
	
	Expression
	0.5
	0 - 2
	
	0.5
	　
	
	Kim (2014) J Reprod Dev 60: 14 (PMID: 24240106);  Li (2021) Front Genet 12: 616112 (PMID: 33796131);Dipietromaria (2009) Hum Mol Genet 18: 3324 （PMID: 19515849）；Todeschini (2011) Hum Mol Genet 20: 3376 (PMID: 21632871)

	
	Functional Alteration
	Patient cells
	1
	0 - 2
	2
	　
	　
	0.5
	　

	
	
	Non-patient cells
	0.5
	0 - 1
	
	0.5
	　
	
	Kim (2014) J Reprod Dev 60: 14 (PMID: 24240106);  Li (2021) Front Genet 12: 616112 (PMID: 33796131);Dipietromaria (2009) Hum Mol Genet 18: 3324 （PMID: 19515849）；Todeschini (2011) Hum Mol Genet 20: 3376 (PMID: 21632871)

	
	Models
	Non-human model organism
	2
	0 - 4
	4
	　
	　
	0.5
	　

	
	
	Cell culture model
	1
	0 - 2
	
	0.5
	　
	
	Kim (2014) J Reprod Dev 60: 14 (PMID: 24240106);  Li (2021) Front Genet 12: 616112 (PMID: 33796131);Dipietromaria (2009) Hum Mol Genet 18: 3324 （PMID: 19515849）；Todeschini (2011) Hum Mol Genet 20: 3376 (PMID: 21632871)

	
	Rescue
	Rescue in human
	2
	0 - 4
	
	　
	　
	
	　

	
	
	Rescue in non-human model organism
	2
	0 - 4
	
	　
	　
	
	　

	
	
	Rescue in cell culture model
	1
	0 - 2
	
	　
	　
	
	　

	
	
	Rescue in patient cells
	1
	0 - 2
	
	　
	　
	
	　

	
	Total Experimental Evidence Points (Maximum 6)
	2
	　

	
	
	
	
	
	
	
	
	
	
	
	
	

	Assertion criteria
	Genetic Evidence (0-12 points)
	Experimental Evidence
	Total Points
	Replication Over Time (Y/N)
	
	
	
	
	
	
	
	

	
	
	(0-6 points)
	(0-18)
	
	
	
	
	
	
	
	
	

	Description
	Case-level, family segregation, or case-control data that support the gene-disease association
	Gene-level experimental evidence that support the gene-disease association
	Sum of Genetic & Experimental
	> 2 pubs w/ convincing evidence over time (>3 yrs)
	
	
	
	
	
	
	
	

	
	
	
	Evidence
	
	
	
	
	
	
	
	
	

	Assigned Points
	12
	2
	14
	YES
	
	
	
	
	
	
	
	

	CALCULATED CLASSIFICATION
	LIMITED
	1`6
	
	
	
	
	
	
	
	

	
	MODERATE
	7~11
	
	
	
	
	
	
	
	

	
	STRONG
	12~18
	
	
	
	
	
	
	
	

	
	DEFINITIVE
	12-18 AND replication over time
	
	
	
	
	
	
	
	


