Supplementary Information
ORIGIN OF THE SPINOCEREBELLAR ATAXIA TYPE 7 (SCA7) MUTATIONS IN THE SPANISH POPULATION: EVIDENCE FOR A FOUNDER EFFECT
Aroa López-Alcojor1, Fiona Blanco-Kelly1,2, Fermina López-Grondona1, María José Trujillo-Tiebas1,2, Maria Pilar Martin-Gutierrez3, Yolanda Benítez1,2,4, Ana María Álvarez1, Beatriz Isidoro1, Olga Zurita1,2, Borja González1, Jesús Gallego1,2, Pablo Mínguez1,2,4, Marta Cortón1,2, Carmen Ayuso1,2*, Almudena Ávila-Fernández1,2*.
1. Department of Genetics and Genomics, Instituto de Investigación Sanitaria-Fundación Jiménez Díaz; Universidad Autónoma de Madrid (IIS-FJD, UAM). Reyes Católicos Avenue, 2, Moncloa - Aravaca, 28040 Madrid (Spain).
2. Centre for Biomedical Network Research on Rare Diseases (CIBERER); Instituto de Salud Carlos III. Monforte de Lemos Avenue, 3-5, 28029 Madrid (Spain).
3. Department of Ophthalmology, Hospital Universitario Fundación Jiménez Díaz. Reyes Católicos Avenue, 2, Moncloa - Aravaca, 28040 Madrid (Spain). 
4. Bioinformatics Unit, Instituto de Investigación Sanitaria-Fundación Jiménez Díaz. Reyes Católicos Avenue, 2, Moncloa - Aravaca, 28040 Madrid (Spain).
E-mail address of the corresponding author: AAvila@quironsalud.es (Almudena Ávila-Fernández).
*These authors contributed equally to this work.








[image: ]Supplementary Figure 1. ATXN7 gene. Genomic location of ATXN7 on the short arm of chromosome 3 and schematic representation of the STR markers used and their distance from the gene.








Supplementary Table 1. List of STR markers and primers for haplotyping analysis. Primers were obtained from GeneLoc (https://geneloc.weizmann.ac.il/index.html). Genomic position (coordinates), size in base-pairs (bp), distance from ATXN7 gene (chr3:63,863,867-64,003,462), and STR heterozygosity. 
	STR markers

	STR
	Chr. 3 position (bp)
	Primer
	Size (bp)
	Heterozygosity
	Distance from ATXN7 (bp)

	
	
	Forward
	Reverse
	
	
	

	D3S1600
	63,334,451-63,334,587
	ATCACCATCATCTGCCTGTC
	TGCTTGCCTTGGGATTTA
	182-198
	0.72
	529,416

	D3S1287
	64,221,280-64,221,539
	ATAACACAACAAGCAAGCCTATGGT
	GAGTGACATTTGCCCCTTTG
	255-263
	0.67
	357,413

	D3S3635
	64,357,964-64,358,067
	TCTATTTCTAGGAATTCATTTTCCA
	TGCATAGCCAGTTTTAGCAA
	102-112
	0.69
	494,097

	D3S3644
	64,770,607-64,770,778
	ATGGGGGCTCTATGGCTTATCA
	GCTCAAATGCTCAAAAAGTAGCACC
	164-176
	0.64
	906,740




Supplementary Table 2. PCR conditions. Specific for each STR marker, different hybridisation temperatures (ºC).
	STR
	Denaturation
	Hybridisation
	Elongation
	Denaturation
	Hybridisation
	Elongation
	Extension

	D3S1600 and D3S1287
	95ºc (12min), and 10 cycles, 95ºC (15s)
	60ºC (15s)
	72ºC
(30s)
	20 cycles, 89ºC (15s)
	60ºC (15s)
	72ºC 
(30s)
	72ºC 
(30 min)

	D3S3635
	
	57ºC (15s)
	
	
	57ºC (15s)
	
	

	D3S3644
	
	64ºC (15s)
	
	
	64ºC (15s)
	
	










Supplementary Table 3. TP-PCR results. Data represent the fragment size (bp) and repeat count (CAGn repeat) for both alleles in all individuals with available genomic DNA. Allele 1: Normal range; Allele 2: Expanded range (Intermediate, Incomplete Penetrance, or Pathogenic).
	Family
	Individual
	Allele 1 (bp)
	Allele 1 
(CAGn repeats)
	Allele 2 (bp)
	Allele 2 
(CAGn repeats)
	Allele 2 Class

	1
	II:7
	178
	10
	264
	42
	Pathogenic

	
	III:12
	177
	10
	177
	10
	Normal

	2
	III:1
	178
	10
	267
	44
	Pathogenic

	3
	II:4
	181
	11
	266
	43
	Pathogenic

	
	III:4
	178
	10
	266
	43
	Pathogenic

	4
	II:1
	180
	11
	277
	43
	Pathogenic

	
	I:2
	180
	11
	235
	29
	Intermediate

	5
	III:3
	181
	11
	275
	43
	Pathogenic

	
	III:2
	178
	10
	266
	40
	Pathogenic

	7
	II:1
	178
	10
	251
	35
	Incomplete penetrance

	
	II:2
	178
	10
	178
	10
	Normal

	
	I:1
	177
	10
	251
	35
	Incomplete penetrance

	8
	III:5
	187
	13
	282
	48
	Pathogenic

	9
	II:1
	178
	10
	275
	45
	Pathogenic

	10
	I:1
	177
	10
	339
	64
	Pathogenic

	
	II:1
	176
	10
	307
	53
	Pathogenic

	11
	II:1
	183
	12
	328
	60
	Pathogenic

	12
	II:1
	177
	10
	298
	50
	Pathogenic

	
	II:2
	179
	10
	177
	10
	Normal

	Blank
	
	
	
	
	

	Control +
	177
	10
	251
	35
	Incomplete penetrance

	Control -
	177
	10
	
	
	Normal
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