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e Identify Mendelian violations which may be associated to
Young-Simpson Syndrome

— Using trio-based approach

YSS002 family f YSSmix (pseudo)family

yss002m yss002f yss002m yss002f

yss002 yss001

Candidate violations Candidate violations )
Most from population

True violations \ / variability

Filtered list of candidate violations
(intersection)

[ 1] Thierry Sengstag FJRX

Analytical framework (from raw reads to variations)

Phase 1: n(38 data processing  Phase 2: variant discovery and genotyping Phase 3: integrative analysis
Typicaily by lane Typically multiple samples simultaneously but can he single sample alone
Tools used: input oo SRS T fSETRENY 5
Oy R N

* bwa (alignment)
° samtools

* Picard tools

* bedtools, vcftools
° GATK

° SNPeff

° GV

External data
Y e

Known ).
variation

GATK: GenomeAnalysisTK

Broad Institute analysis tools
(developed for 1000 Genomes
project, active development) gy,

‘ GATK trio analysis ;

M. A. DePristo et al., Nature Genetics, 43, 2011

SNPeff analysis

[X] 2] Thierry Sengstag FK/F[X



Table 2 Number of candidate SNPs and genes identified based on different filtering strategies

RIKEN

Mendelian violations

Protein coding

N region & Not in " Both in e
;;‘:;r::: Sequencer Al pacife d All splicing dbSNP13 '::f:;'ﬁ: Heterozygous # genes yss001/yss00 B(:: dl ré:;ieq
D acceptqr/don 5 2
or site
# SNPs # genes Gene name #SNP (#gene) #SNP (#gene)
yss001 patient 384,495 149,452 4,902 4,881 234 170 163 160 *pseudo—family analy
yss002  patient 359,062 162,615 MYST4, ARPOB, .
LSBIS  GAllx yes002F  hoalthy father of yss002 326,419 157,420 52 8 6 6 6 LOE4A, HLA-DGAZ, 2 (1" MYST®
yss002m__healthy mother of yss002 345267 163925 PCMTD1, GHEK2 2 (1: MYST4)
yss001 patient 169,883 92,792 5,025 5,003 226 162 159 160 : *pseudo—family analy
. yss002  patient 343,065 182,458 MYST4, APOB, )
L5981 HiSea2000 L 002f healthy father of yss002 314,364 176,044 37 7 6 6 6 PRRX1, MFGES, 2 (1: MYST4)
yss002m__healthy mother of yss002 333,627 183,636 CDC27, CNGAT1

“Predicted damaging” is including non—synonymous/stop gained/stop lost/start gained/damaged splicing site
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