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Table 1 Overview of applicability, assumptions, advantages, and disadvantages for exome sequencing strategies

Strafegy Applicability Assumptions Advantages Disadvantages
Linkage Multiple aftected Fully penetrant Additional individuals can Might require large
(Figure 3a) within a single mutation segregating be sequenced to limit the sequencing efforts,
family. with the disorder. search space further. aftected share a lot
of private variants.
Homaozygosity Single affected Homozygous mutation Only a single patient The disorder might
(Figure 3b) from consanguine within a homozygous is reguired. not necessarily be
parents. stretch. Only a single experiment caused by a mutation
is required. in @ homaozygous region.
Homozygosity based on
exome data might suffer
from limited resolution.
Double-hit Single atfected with A single rare Only a single patient Relies on the availability
(Figure 3c) a recessive disorder. homozygous or is reguired. of (ethnically matched)
two rare compound Only a single experiment control data.
heterozygous mutations. is required. Depends on expected
Overlap Multiple affected The disarder is Only (three) single patients Relies heavily on accurate
(Figure 3d) with a dominant completely (or mostly) are required. phenotyping and the
disorder. monoegenic and all Only a single experiment assumption of a single
patients suffer from Is required. involved locus.
the same disorder.
De nova Single sporadic The mutation occurs Only a single patient Relies on accuracy of
(Figure 3g) affected. de movo in the patient. is required. sequencing technology.
Does not necessarily depend
on control data or other
prioritization assumptions.
Candidate Single affected with The causative gene Only a single patient Biased approach, relying
(Figure 3f) a dominant disorder or mutation shares is required. on current biological

without additional
family members.

features with known
genes/mutations.

Only a single experiment

is required.

Does not necessarily depend
on control data or other
prioritization assumptions.

knowledge.




