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likely mapping/
sequencing errors:
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likely functional
annotation errors:
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variant unlikely to cause
complete LoF:
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validation and
annotation filters:
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* monomorphicin
genotyping data

* overlap with
segmental duplication

* SNV call close to
known indel

* outlier in tail bias or
ref/non-ref quality
distributions

gene model error
(manual
reannotation)

LoF allele is ancestral
stop SNV linked to
other SNV in same
codon

splice SNV in non-
canonical splice site
likely reference error

¢ found in last 5% of
coding sequence

» found close to start of
CDS with nearby
downstream ATG

e effect mimics a known
functional transcript

* splice variant creates
alternative splice site

* multiple validation
steps previously
applied by 1000G

¢ comparison of
NA12878 deletions
with array CGH, read
depth, read pair data

* manual reannotation
of deleted genes

1,153 (41%) surviving LoF
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