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Haplotype Analysis: Methods and Results

To investigate whether the three TARDBP p.Ser292del variation carriers are descendants of a
common founder, allele sharing study was performed with seven microsatellite markers (D1S2663,
D1S450, D1S244, D1S2736, D1S2667, D1S2740, D1S228) flanking 6.7 Mb around the TARDBP
gene. Microsatellite alleles were typed by electrophoresis on the ABI 3130xl Genetic Analyzer
(Applied Biosystems, Foster City, CA) using PCR fragments obtained with fluorescently-labeled
primers. Primer pairs  were  those reported in  the uniSTS database
(http://www.ncbi.nlm.nih.gov/unists/). Different dilutions of the PCR products were further mixed
with deionized formamide and the GeneScan 600 LIZ Size Standard (Applied Biosystems).
Resulting electropherograms were analyzed using the Peak Scanner software v1.0 (Applied
Biosystems). Alleles were defined by direct inspection of the electropherograms. The results are

shown in the following table.



Table. Genotypes of TARDBP flanking microsatellites in two siblings (I11-3, 11-5) with FTLD

and a control carrying the p.Ser292del variant.

Marker Genomic Subject’s genotype”

position (kb)?

-3 -5 Control
D1S2663 7,257 186-198 186-196 186-188
D1S450 9,585 247-247 247-257 247-255
D1S244 10,574 287-287 287-287 283-287
D1S2736 10,615 117-117 117-117 115-123
TARDBP 11,082 del-wt del-wt del-wt
D1S2667 11,487 248-262 248-254 248-266
D1S2740 11,921 82-94 92-94 92-94
D1S228 13,986 113-113 113-113 113-119

®Genomic position relative to Human genome build 37.2.
bAlleles that are shared between the FTLD family and the control are in bold.

FTLD indicates frontotemporal lobar degeneration.
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Figure. Conservation of amino acid residues affected by human TARDBP variants. The
conservation of amino acid residues is shown in comparison to human heterogeneous nuclear
ribonucleoproteins (hnRNP) Al and A2 (fully conserved residues are shown) and to TDP-43 in
different species. Human sequence variants are shown according to Lagier-Tourenne et al.,* protein
access codes used in alignment are in the order of appearance P09651.5, AAB60650.1, Q13148.1,

NP_663531.1, NP_001026049.1 and NP_989054.1.
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