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Number of somatic variants in each call set
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Mutation Frequency of TP53

e PCAWG original call set
— selected 3 samples as examples

— 2 samples reported coding mutations in TP53, 1 mutation each.
* nonsynonymous; preMatureStop

* These two mutations are in current call set as well!

* NOT dbSNP I= NOVEL

— COSMIC
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NOT dbSNP
Vs. 18,539 18,462
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Filters for somatic mutations calling

include “COSMIC”
NOT apply “MASK”?

Mutation rate of TP53 in PCAWG set
Check recipe from PCAWG



PCAWG pipeline

Thousand Genomes phase 3 occurance fraction if found

multiple callers that made this call (Not called by enough callers in ensemble)
— MuTect (broad); dkfz (German); MuSE (MD Anderson); sanger
COSMIC V76

dbSNP, build 147

repeat masker region

known-somatic dbSNP variant

Sanger Tower: possible artifact

Suspected C>A oxo-guanine signature in some samples (Failed OXOG oxidative artifact filter)
SNV is located near indel

Sequencing Bias

PCR Bias

1000Genome variant with insufficient somatic evidence

Overlaps germline Haplotype call

Presence in Panel of Normals

Variant no longer seen under remapping

Likely artifact or call in PAR region: Y-chromosome variant in female donor



* From the output of MuTect:
— remove dbSNP
— keep NOVEL
— keep COSMIC

* remove “common” (allele frequency >1% ) variants from 1000G



IBC calls

* From the output of MuTect:
— remove dbSNP
— keep NOVEL
— keep COSMIC (COSMIC; dbSNP&COSMIC)

* remove “common” (estimated allele frequency >1%) variants from 1000G
— 773 variants be filtered in this step

* Final calls: 188,047 variants

 Annotated by FunSeq?2
— TP53: Altered in 11/20(55.00%) samples



Non-IBC calls

* From the output of MuTect:
— remove dbSNP
— keep NOVEL
— keep COSMIC (COSMIC; dbSNP&COSMIC)

* remove “common” (estimated allele frequency >1%) variants from 1000G
— 521,743 variants be filtered in this step

* Final calls: 15,392,528 variants

 Annotated by FunSeq?2
— TP53: Altered in 3/23 (13.04%) samples



10 most significantly mutated genes from
800 WXS analysis on Nature
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Mutation Rate under new fileters

*
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* 10 most significantly mutated genes from 800 WXS analysis on Nature



Top mutated genes in each study

gene_list
TP53
DPCR1
FLG2
FKSG63
ZNF57
GRIN2A
TTN
FAM47C
RP11-1055B8.7
AKT1
Non-IBC
AHCYL1 6 0.26086957
TPM3 6 0.26086957
MAML2 6 0.26086957
KRT18 6 0.26086957
RRBP1 6 0.26086957
FAM136A 6 0.26086957
FRG1B 6 0.26086957
UTP3 6 0.26086957
HLA-DRB1 6 0.26086957
FRMPD3 6 0.26086957
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