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Summary The recently identified Fanconi anaemia A (FAA) gene is located on chromosomal band 16q24.3 within a region that has been
frequently reported to show loss of heterozygosity (LOH) in breast cancer. FAA mutation analysis of 19 breast tumours with specific LOH at
16q24.3 was performed. Single-stranded conformational polymorphism (SSCP) analysis on cDNA and genomic DNA, and Southern blotting
failed to identify any tumour-specific mutations. Five polymorphisms were identified, but frequencies of occurrence did not deviate from those
in a normal control population. Therefore, the FAA gene is not the gene targeted by LOH at 16q24.3 in breast cancer. Another tumour
suppressor gene in this chromosomal region remains to be identified.
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Table 1 SSCP analysis of FAA on breast tumour cDNA

cDNA FAA1 FAA2 FAA3 FAA4 FAA5 FAA6 FAA7 FAA8
fragment –7–400 335–719 656–1368 1323–1684 1625–2011 1924–2558 2017–2826 2783–4408
exon 1–4 4–7 8–14 15–18 18–22 22–27 23–29 29–43

Tumours with LOH only on 16q24
BT309 Nb N 796AGc 1501AG N 2426AA
BT358 Ga d 796AG 1501AG
BT367 N 796AG 1501AG N 2426AG
BT378 N N N
BT408 N 796GG 1501AG N 2426AA
BT410 N N 796AA 1501AG N 2426GG
BT413 N N 796AG 1501AG 2426AA N N
BT465 796AA 1501GG 2426AG
BT470 N N 796AA 1501GG 2426AG
BT541 G N N 796AG 1501AG N 2426GG N N
BT559 G N N 796AG 1501AG N 2426AG N N
BT589 G N N 796GG 1501GG 2426AA
BT666 G 796AG 1501AG N 2426GG
BT757 G N 796AG 1501AA N 2426AA
BT819 N N 796AA 1501GG N 2426GG N N
BT912 N N 796AA 1501GG
BT919 G N 796GG 1501AG 2426AA N N

Tumours with complex LOH only on
16q24 and 16q22

BT355 N N 796GG 1501GG N 2426GG N N
BT555 G N 796GG 1501AG N 2426GG N N

Tumours with retention on chromosome 16q
BT335 1501AG 2426AA
BT655 N 796GG 1501GG 2426GG
BT805 N N 796GG 1501AG N 2426AA

aG indicates that this sample was also analysed in a genomic DNA based exon-by-exon SSCP. bN indicates that the sample was tested, but no variant bands
were found. cNumbers refer to the position of a variant nucleotide in the cDNA sequence (1 = first basepair of the FAA start codon); letters indicate which alleles
are identified in the sample.dEmpty cells: sample not tested for this fragment.
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FAA mutation analysis in breast cancer 1051

Table 2 Polymorphisms detected in FAA in breast tumour samples

Location Exon Variation AA % in breast % in Restriction
change cancera controlsa enzymeb

17 1 T/A V/D6 12% [16] 1% [100] Destroys Drdl
796 9 A/G T/A266 47% [34] 50% [50] Creates BstUl
1501 16 G/A G/S501 65% [38] 65% [94] Destroys Mspl
2426 26 G/A G/D809 50% [38] 46% [60] Destroys Dralll

a% of variant allele; between brackets: number of chromosomes tested. bRestriction enzyme analysis for detection of the polymorphism in PCR fragments on
genomic DNA.
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