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o Customizable allele frequency usage -- The deleteriousness score incorporates allele
frequencies annotated by users, so it can take into account the nature of the studied disease, the
genetic background of the studied population, and potentially new data. Users can also request
that the deleteriousness score do not taken into consideration any allele frequency data.

o Liability classes and covariates -- The segregation analysis can include liability classes. The
rare-variant association analysis can include covariates.

¢ Variant weights -- Variants are weighted by deleteriousness and call quality.
e Individual weights -- Individuals are weighted to control for familial correlation.

e Complex diseases -- It was designed for complex disease research targeting rare or low-
frequency variants conferring a high or medium risk. It is powerful for complex traits as well as
Mendelian and undiagnosed diseases.

¢ Quantitative quality control -- Removing bad variant calls is the most commonly employed
quality control (QC) procedure, but it is normally conservative to keep as many causal variants as
possible, and the variants at the boundary of a filtering threshold is relatively not clean. Therefore,
after removing obvious artifacts by routine QC procedures, call quality should still be quantitatively
engaged in analyses. In this framework, variant call quality is quantitatively considered and
balanced with deleteriousness and biological relevance.

¢ Privacy -- You can download programs and analyze your data locally. No information will be
collected, stored, or sent out from your computer.
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