Preparation of Normalized DNA Pools

DNA Pooling Strategy

300 SSC trios

10 Proband Pools 10 Parental Pools
30 samples/pool 60 samples/pool

(30 mothers + 30 fathers)
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PCR Amplification of Individual exons of each gene
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Assembly and Purification of PCR Pools

Preparation & validation of
Illumina Solexa libraries

Next generation Sequencing
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Sequence assembly and Identification of variants

Filtered for high
quality variants

*Proband variants (only in proband pools)
*Inherited variants (in proband & corresponding parent pools)
*Parental Variants (only in parent pools)

*Nonsense variants *Intronic (potential splice) variants
*Missense variants Coding synonymous variants
5'- & 3'- splice variants 5"and 3' UTR variants

*Variants not reported in dbSNP/1000 genomes
Variants reported in either dbSNP/1000 genomes/both

Confirmation of variants (*) by ABI Sequencing




