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Caveats
» Questions raised here pertain more to research than clinical

setting.
» Focus on design of genetic aspect of study
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Analyses

Use the existing body of knowledge
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Analyses
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Analyses

Assumptions: Mendelian forms of complex disease?
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Analyses

Do we care which variant is causal?

If we know the relevant gene, as well as the mode of

biological action (e.g. reducing function of the gene

increases risk of disease), do we necessarily care what
variant is responsible?
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Analyses

Do we care which variant is causal?
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“At some loci, particularly those near HNF1A, HMGA2 and KLF14,
existing biology, coupled with phenotypic and expression data
presented here, highlight the named genes as prime candidates for
mediating the susceptibility effect.” (Voight et al. Nat Genet. 2010)
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Samples

Sample size is still king
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Adapted from Li et al. Genome Research, 2011
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Samples

Larger samples in Mendelian sequencing also useful
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Samples

Power should govern study design

E[x?] o< N+*p(1 — p)r?
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Samples

Power should govern study design
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Samples

Mendelian sequencing studies need a minimum sample size
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Samples

Mendelian sequencing studies need a minimum sample size
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Technologies

Technological holes
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Technologies

Technological holes

» Sequencing one gene (or a handful) in 1000s of
individuals
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Technologies

Technological holes

» Sequencing one gene (or a handful) in 1000s of
individuals

» Genotyping 10* — 10° variants in a million individuals
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Technologies

Balancing the role of genotyping and sequencing

C)

. Known gene
New gene in
known locus

. New gene in
new locus
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