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Supplemental Fig 1. BRCA2 exon 12 to exon 13 gene, transcript and protein sequences. (A) mRNA 

and protein sequences of wild-type and mutant c.6937+594T>G transcripts of exons 12 to 13. The 

cryptic exon is in blue. Premature termination codons in mutant c.6937+594T>G transcript are 

underlined. (B) Sequence of exon 12, intron 12 and exon 13 of the human BRCA2 gene. Exonic 

nucleotides are shown in capital letters. The cryptic exon within intron 12 is in blue and the 

c.6937+594T>G mutation is indicated by a red capital letter. Potential 5’ and 3’ splice sites predicted 

using SSPNN in intron 12 are indicated by purple and green boxes respectively. 
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Supplemental Fig 2. The cryptic exon contains less enhancer motifs than the constitutive 

surrounding exons. (A) Schema presenting the location of splicing enhancer and silencer motifs 

depicted as rectangles of various colours as indicated in BRCA2 exons 12 and 13 and in the cryptic 

exon and (B) table indicating their number, as predicted using the Human Splicing Finder 

(www.umd.be/HSF/) based on motif search algorithms. The 5’ and 3’ splice site (SS) scores were 

calculated with SSPNN. 
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Supplemental  Fig 3. Conservation of the cryptic exon across species. Conservation of the cryptic 

exon and the constitutive surrounding exons is displayed as a combined graph for mammals and as 

individual tracks for 46 vertebrate species, as scored by Vertebrate Multiz Alignment & PhastCons 

Conservation using the UCSC genome browser (http://genome.ucsc.edu/). 
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Supplemental Table 1. Primers used for BRCA1 and BRCA2 routine mRNA analyses. 

BRCA1 
Forward 
Primer 
location 

Sequence of Primer HGVS Position 
Reverse 
Primer 
location

Sequence of Primer HGVS Position T° MgCl2 
PCR fragment 

size (nt) 

ex1 CACCCTCTGCTCTGGGTAAA c.-40-c.-21 ex11 CCTTACTTCCAGCCCATCTG c.957-c.976 56° 2mM 1017 

ex11 ACCGTTGCTACCGAGTGTCT c.3736-c.3755 ex18 CAGTGTCCGTTCACACACAA c.5084-c.5103 56° 2mM 1368 

ex6 TGTGCTTTTCAGCTTGACACAGG c.271-c.293 ex15 GCTGTTGCTCCTCCACATCAAC c.4594-c.4615 60° 1.5mM 4344/918* 

ex13 CAGCAGGAAATGGCTGAACT c.4222-c.4241 ex20 TGGACCTTGGTGGTTTCTTC c.5228-c.5247 56° 2mM 1026 

ex15 GGTGGTACATGCACAGTTGC c.4520-c.4539 ex24 AGCTCCTGGCACTGGTAGAG c.5530-c.5549 58° 2mM 1030 
 

BRCA2 
Forward 
Primer 
location 

Sequence of Primer HGVS Position 
Reverse 
Primer 
location

Sequence of Primer HGVS Position T° MgCl2 
PCR fragment 

size (nt) 

ex1 AAGCGTGAGGGGACAGATTT c.-120-c.-101 ex10 ACCATTCACAGGCCAAAGAC c.1167-c.1186 56° 2mM 1307 

ex7 GCTACACCACCCACCCTTAG c.595-c.614 ex11 GCAGGCATGACAGAGAATCA c.2118-c.2137 56° 2mM 1543 

ex10 TATGTCCAAATTTAATTGATAAT c.1658-c.1680 ex14 TTGGTCTGCCTGTAGTAATC c.7188-c.7207 55° 1.5mM 5570/638a 

ex11 TTCTGATGTTCCTGTGAAAACAA c.6600-c.6622 ex18 ATTCTGGGGCTTCAAGAGGT c.8298-c.8317 56° 2mM 1718 

ex16 TACAGTTGGCTGATGGTGGA c.7736-c.7755 ex24 CCGTGGCTGGTAAATCTGAA c.9137-c.9156 57° 2mM 1421 

ex18 AATGGAAAGGGATGACACAGC c.8025-c.8045 ex27 CTGGAAAGGTTAAGCGTCAA c.*27-c.*46 55° 2mM 2278 
 

a:  two fragments are amplified with this set of primers: the canonical transcript and the exon 11-skipped transcript (this latter is preferentially amplified) 


