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Eile Tools Help
VarSeq 2.1.0 Release Notes
\ , ® New Features
v O rS EQ * You can now import CNV's from external sources in text or VCF file

format. This reguires the VS-CNV module and supports the CNV based
annotation, filtering, plotting and reporting capabilities. See Importing
Regions and CNV's for more details.

A new VSReport called VSClinical ACMG Gene Panel Template is
available that can pull in on-demand the interpretations done in... Read
mare »

»

m

b
. Create Mew Project

’- Open Exizting Project

Mew Project 20150116

52 2018-10-30 21:13:48
Exome Trio Analysis

-
44 Golden Helix VarSeq 2.1.0 W) Golden Helix VarSeq 1.2.1

Eile Tools Help File Tools Help

VarSeq 2.1.0 Release Notes VarSeq 1.2.1 Release
aro 2. as
® New Features
\v’ rS Q You can now import CNVs from external s \ I New Features
format. This requires the VS-CNV module v O rS E 0 + Coverage statistics are now available in Va

annotation, filtering, plotting and reporting statistics are computed directly from BAM
Regions and CIVs for more details. specified in a BED or other interval source.

Anew VSReport called VSClinical ACMG ) . .
can either be viewed per variant, per region

available that can pull in on-demand the in A o
more » . Create New Project See Sample Coverage Statistics for more
o BAM files can be linked

r- Open Existing Project

...Continue reading —

Emsil:

Passward Top-Quality GWAS Analysis: Part Il

Stay lased n Eliminate Low-Quality Samples and Markers An Introduction to Hilal Al Shekaili
In Part | of this GWAS Analysis series. Dr. Eli

® VarSegZitFHUBRIC, FORIDLSICERREN TR EZTHESEIZEW. T
DOEOLSIC. OTAVEE®. [ViewerlEFRRENTVRIREET(X. VIMNITT
ZERATEFEA 2




ARERATE7 -5 Filgeng

biosciences & nanosciences

v" Databases
- BIET—AR=ZADT )T—232T71 I HSRHSN T D,

Databases ]
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Somatic_cancer

v' Somatic_cancer
- PAAKHIRRZEOFATICAWVSY > TILT —IhRHSN TS,
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W4 Golden Helix VarSeq 2.1.0

File [Iools] Help

= Manage Data Sources...
) Manage VSWarehouse...

VarSeq 2.1.0 Release Notes

4 Downloads Ctrl+]
L Open Folder 3 User Data Folder
) Project Folder
Proxy Settings... - Fold
| Print Settings... L L L w import CNVs from
Annotations Folder I urces in text or VCF file
Move AppData Folder... .
| # | opt Assessment Catalogs Folder B requires the VS-CNV
ions...
i Reference Samples Folder supPuns the. CNV based
L . Manage Reference Samples... filtering, plotting and
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reporting capabilities. See Importing
Regions and CNVs for more details.

« Anew VSReport called VSClinical
ACMG Gene Panel Template is
available that can pull in on-demand
the interpretations done in... Read
mare »

’- Open Exizting Project

Mew Project 20190118
Exome Trio Analveiz
Ezome Trio dermo
Exome Trio Analveiz
Mew Project

Trio demo 20190115

[ 2018-10-30 21:13:48

® VarSeqg L&D, Tools -> Open Folder -> Annotations Folderz2'w/JU.
IANA%FRAEET,

e ficfaLlz[Databases]IAIAIRNDIARTOI71)L%. Annotations Folder
(:jE-b((EéL\o
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File Tools Help

1.
2.

VOIrSEQY }

b
. Create Mew Project

’- Open Exigting Project

Mew Project 207190116

Exome Trio Analvziz

A4 EE D[ Create New Project1z7)v)

biosciences & nanosciences

F R’
& New Project [
Project Template
Faolder: Project Templates l Reszet ] [ Browze . l

* G
ACMG Guidelines Gene Panel Template
ACMG Guidelines Trio Template
Cancer Gene Panel Starter Template
Cancer Gene Panel Tutorial

Exome Trio Template

Hereditary Gene Panel Starter Template
Hereditary Gene Panel Starter Template
TruSight Cancer Panel Japanese Sample
Tumor-Normal Template
Empty Project

1 | 1 §

Genome Asgembly

Empty Project

Start from a blank slate

|| Homa sapiens (Human), GRGh37 (he 19} (2 2009)

I -

Project

Mame: | Somatic Cancer

Folder: Ci¥lzers¥Ozama¥GH_Data¥Somatic Gancer

Browze .

[ QK ][ Cancel ]

FEEOTO> 1Y% AU, EIzProject Template(C Empty Project]. Genome Assemblyht

[Homo sapiens (Human), GRCh37 (hg19) (2 2009) J£/2>TW\BZEZMESRLIZST OK 1720y )

=
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File View Tools Help
- o Samples: 0
E f‘., %Import L{_ Export iL_ Flot @ Gonnect # ? Wariants: 0
[ Table % +
I [ L!‘\ Import Mariants ]I
Get ztarted by importing zome data
]
N
—

B w

&£ T990005.vcef.gz 1%3&EIR

IRDEE T, [Import Variants |Z247)v7)
Import Variant SourcesiEHE Tl Add Files 1%227Uv2L. Somatic_cancerZ#)L5MNDIN990005.vcf.gz |

e
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W4 Import Variants Wizard [ El é]’
Import Variant Sources
Select Files:
(D Define Input = _
lily Noooo0S.Vchgz fidd Files
@ Scan Input i
_ "]y Tes0005.vef.gz Bemone
@ Change Options
@ Review

Select one or more
variant filez to import.

[7] Advanced Options

fppend Records

Bppend together files with matchine sample name:

< Back Mexct > ] [ GCance|

5. Import Variant SourcesiEH(CH 71 JLHERRENTES. [Next|ZJUy)
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/) Import Variants Wizard

Import Variant Sources

(@ Define Input
@ Scan Input

@ Change Options
@ Review

Specify the zsample
relationships

Sample Relationships

Individual Samples - The camples in the file(s) that vou
are importing are not related to each other. You will be able
to =elect the affected individuals on the next page

Family Samples : The samples in the file(s) that vou are
importing are related to one another. You will be able to
zelect the affected individuals and specify parent
relationships on the fallawing paee.

Cancer Samples : The camples in the file(s) that yvou
are importing contain somatic mutations. You will be able
to =elect the affected individuals on the next page

Tumor/Normal Samples : The samples in the file(s)
that wou are importing contain tumar /normal pairs. You will
be able to zelect the tumor samples and the matched
normal samples on the next page.

[7] Advanced Options

< Back H Mext H Gancel

o

-
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/) Import Variants Wizard

Import Variant Sources

@ Define Input

@ Scan Input

@ Change Options
@ Review

Select the zamples of
interest and appropriately
adjust their attributes

[7] Advanced Cptions

Aidd sample fields: | From Text File | | Associste BAM File

Original Samples le Source File | Samples Normal Sample Tumor
1 N990005 MNQ90005 N930005 - Mormal
2 T990005 T990005 T990005 M990005 vI Tumar I
Change the sample names: Reset ] [Set ta File Name] [Set ta File Name_SampIe]
[ < Back ] [ Mext > ] [ Gancel

Sample RelationshipsT. [ Tumor/Normal Samples |1Zi#RU. Next7Uv

7. YIT)VIBEEHROASIEET. [T990005|DNormal SampleZ4—)LRICTN99005 J. TumorJ4—JLRI(C
[ Tumor ]7Z3E4R

8. Add sample fields®[ Associate BAM File |z )v7)
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/ Selact BAM Files to be Associated with Each Sample l | (=] |_ihl

Select each zample's corresponding BAM file by selecting it from the drop down menu.

c: . - - oo atic cancer Il Found 2 BAM files m

Sample Mame File Mame
N990005 o - - conatic cancelN930005ham |
T990005 ¢ - -0/ Somatic_cancef T990005 bam_~ | (1]

[] Make Paths Felative to Project

[ ] ][ Cancel ][ Help

9. &Y>T)OFile NameJd(—ILROROYIAZ1—&D. FH TN ZOBAMI7A )V EEIRU .
[OK%Z5)v7

* ROYITAZ1—(CBAMI7AIHQRRENBVIEE(E. EEBDOIBrowse I&DSomatic_cancer
JANAZIEIRT S

10
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) Import Variants Wizard [ =] &J
Import Variant Sources
® Define Input Add sample fields: | Fram Text File | | Assaciste BAM Fils
@ Scan Input Original Samples [7] le Source File | Samples Normal Sample Tumer BAM Path
@ Change Options 1 N990005 N990005 NS50005 - Normal </ - <-o/soatic_cancer/NGS0005.bam
@ Review
2 T990005 T990005 T200005 M980005 M Tumor /| - <</ somatic_cancer/T990005.bam
Select the samples of
interest and appropriately
adjust their attributes
[ Advanced Optionz Change the zample names: Reszet ] ’Set to File Name] [Set to File Mame_Sample
< Back ] [ Mext > ] ’ Gancel

10. £Y> T OBAM PathJ4—)LRIC. FeOBEIE TIEEUEBAMIZAIADI AN E LR RSN TS
ZERFEERL. [Nextl&Uws

11
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W4 Import Variants Wizard uﬂlﬁ

Import Variant Sources

Summary:
@ Define Input « Total size: 336K , 2 Files
@ Scan Input * 14 fields, 2 tumor/normal samples(1 tumor).

* Assembly GRCh_37_g1k,Chromosome,Homo sapiens
@ Change Options Y 37 gk, ' p

- fszembly ot Input Files:
@ Review I Homo gapiens (Human), GRCh3T (he13) (2 2009) vI

Matches project, no liftover performed.

The new source fils will

be zaved to the project f f f
doto folder [7] Specify Genomic Regions to Import

{Advanced) “You may G
alzo chooze to left

align, or =plit variants [7] Import Regions Defined by Annotation File
into allelic primitives.

Select an Annotation Source Select Track

20 = +/~ BP |o Exong Only Full Tranzcript

Select filterz to reduce the number of variants imported. If no filters
are zelected then all of the wariantz will be imported.

[[] Pass

Select Al ] [Olear Selection

[7] Advanced Options

<Back || Finished |[ Gancel

11. Assembly of Input FileslC. Homo sapiens (Human), GRCh37 (hg19) (2 2009) |£FRIR&NT
W3 EZHEERU. [Finished 127Uy

12
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i \/ *Somatic Cancer - Golden Helix VarSeg 2.1.0 E@Iﬂ
File view Tools Help
M & e (@ oot {77 Pt () Commest 4 Tumor (Tomoos) « p 7 S
V¥ Filter Wariantz %" < [ Wariantz 11,076 % =
faients - ®© 2 O FE O Filter Variants: T990005 g Variants: 11,076
' Filter Variants A 1107 -
Variant Info Tumor {T990005) Mormal {M990005) o
ThrPos Fef/Alt Identifier | Pead Depths (DF) 0/1 Genotypes (GT) Read Depths (DP) 041 Genotypes (GT) arfl |
3:238566 G/C rs2271500 ? A 5 1/1 1
3:350861 A/G  rs12639486 5 1/1 8 1/1 il
3:361508 c/T rs2272522 70 1/1 54 1/1 0.981481
3:391100 AJ/G rs13060847 177 11 0.988701] 120 11 1
3:405202 AT rs2387180 19 1/1 5 1/1 1
3:423083 T ? ? - 26 0/1 0.153846
3:439963 AG rs6442827 181 1/1 96 1/1 1
3:440028 T/C rs6771714 230 11 134 11 1
3:440088 T/A rs6771803 185 1/1 141 1/1 1
3:448063 AJG rs3956164 2 11 ? S ?)
3:449832 AG rs4328791 4 1/1 ? J. 7
3:450391 T/C rs3856876 3 11 ? S 7
3:884279 G/A rs4345060 2 1/1 ? J. 7
3:886106 T/G rs1403909 2 11 ? S ?)
3:886304 C/A rs1403910 3 1/1 ? J. 7
3:1339681 GTTTTT/- ? 60 0/1 0.293103 47 0f1 0.288889
3:1418753 G/A  rs17038365 247 0/1 0.40081] 177 0/1 0.443182
3:1424718 G/A rs2291101 250 0/1 0.47389 213 0f1 0.43128
3:1424745 c/T red4684146 226 0/1 0.451327 176 0/1 0.4375
3:1424850 T/G rs2291100 182 0/1 99 0f1 0.585859
3:1637940 G/A rs000244 9 0/1 8 0/1 0.5
g 3:1771749 AlC rs6442664 win] 1. 18 14 il IS
= =

12. Tumor (T990005)¢Normal (N990005)dEH > FILDZEERT —Fh A >ik— hah.,
JO> 1/ MEmEICRREND

13
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W/ *Somatic Cancer - Golden Helix VarSeq 2.1.0

File WView Tools Help
E ﬁ &dd Lf Export Lf/_ Plat
T Filter Variant Annotation...

Wariatits -

Secondary Tables

' Filter 3. Computed Data...

1.
2.

b
A 11076

. @ Connect

=

—

Filgen

biosciences & nanosciences

f ) Select Data Source L@ﬂﬂ‘
Select tracks to use az annotation sources against the imported wariant set.
+ - Locations 4 - Uszer Annotations (g)
[ [ Browze ] Filter: * {Ary twpe v] Hamo zapiens (Human), GRGhAT (he 19) v] Current
[ & | Name : Type =
& warehouse (] -= MNextera Rapid Capture Exome Targeted Regions 2013-03-07, Illu-- Interval
& Warehouse 0 |||||||| MHLBI ESP6500SI-V2-55A137 Exomes Variant Frequencies 0.0.3--- Variant
- D Local ] -= OMIM Genes 2019-01-01, GHI Interval
W User Annotations I ] -= OMIM Genes with Details 2017-01-01, GHI Interval
@ Assessment Catalogs 0 E- OMIM Phenctype Ontology 2017-06-15 Tabular
& Public Annotations 0 -= OMIM Phenotypes 20-19-01-0-1, GHI Interval
_ [7] mmm OMIM Phenotypes with Details 2017-01-01, GHI Interval [
% secure Annotations EH]”“' OMIM Variants 2019-01-01, GHI Variant
& Example Samples }h'u RefSeq Genes 105 Interim v1, NCBI | Gene |&
1 |llll; STFT and PolyPhen2 Missense Predictions, GHI Variant
] -= TruSight Cancer Amplicon Design 2013-02-05, Illumina Interval _
€| 1 | 3

Diower load

W Information

RefSeq Genes 105 Interim v1, NCBI (Edit)

Description

shawing (29/58), 1 selected (6.0 ME)

This track contains RefSeq Gene transcripts annotated by the NCBI Homo sapiens

Annotation Release 105 Interim v1.

[ Select J[ Cancel ]’

Help

JO0> 1/ MNE@EOTAdd1Z7UvI0, XZ1—&D[ Variant Annotation |32IRL THUvS
Select Data SourceEIEICHBWVT. BIEABIDLocationlc User Annotations | Z1&EIR U . #e<EEm ARl
D7 —AN=AURA rEDIRefSeq Genes 105 Interim v1, NCBII(CFIvI%Z AN, [Select|z7)y)

15
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RefSeq Genes 105 Interim v 1. MGBI

Gene Mames  Sequence Ontoloey (Combined)  Effect (Combined)  MofdPredictedSplicingDisruptedCombined  Predicted Splicing Dizrupted (Gombined)  Transcript Mame (Clinically Relevant) HGWS ¢ (Glinically Relevant)
RAT14 missense_variant Missense ? ? NM_001145525.1 NM_001145525.1:c.497G=T
? intergenic_variant Other ? ? ? ?
TTC23L missense_variant Missense 0 of 4 Predicted Splicing Disrupted ? NM_001317949.1 NM_001317948.1:c.924>G
BRIX1 splice_region_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_018321.3 NM_018321.3:c.793-3T=A
BRIX1 splice_acceptor_variant LoF 3 of 4 Predicted Splicing Disrupted GeneSplicer,MaxEntScan,MNSplice NM_018321.3 NM_018321.3:¢.793-2dupA
AGKT2 splice_donor_variant LoF 2 of 4 Predicted Splicing Disrupted MaxEntScan, PWM NM_031900.3 NM_031900.3:c.*46G=T
AGKT2 synonymaous_variant Other ? ? NM_031900.3 NM_031900.3:c.1305T=C
AGXT2 missense_variant Missense ? ? NM_031900.3 NM_031900.3:C.635C>T
AGXT2 missense_variant Missense ? ? NM_031900.3 NM_031900.3:c.418G>A
AGXT2 missense_variant Missense ? ? NM_031900.3 NM_031900.3:¢.300G=A
SPEF2 missense_variant Missense 7 ? NM_024867.3 MNM_024867.3:c.211A>C
SPEF2 synonymous_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_024867.3 NM_024867.3:¢.579T=C
SPEF2 synonymous_variant Other ? ? MNM_024867.3 MNM_024867.3:c.861C>T
SPEF2 missense_variant Missense ? ? MNM_024867.3 MM_024867.3:c.1408G=A
SPEF2 synonymous_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_024867.3 NM_024867.3:c.2142T>C
SPEF2 missense_variant Missense ? ? NM_024867.3 NM_024867.3:c.2711C=T
SPEF2 missense_variant Missense ? ? NM_024867.3 NM_024867.3:c.2800G=C
SPEF2 intron_variant Other ? ? NM_024867.3 MNM_024867.3:c.2839+630C>T
SPEF2 intron_variant Other ? ? NM_024867.3 MNM_024867.3:c.2839+815C>T
SPEF2 intron_variant Other ? ? MM_024867.3 NM_024867 3c 2839+ 1107G -
SPEF2 intron_variant Other ? ? MNM_024867.3 MM_0248673:c 2830+ 11634
SPEF2 intron_variant Other ? ? MNM_024867.3 MM_024867 3:c 2830+ 1505
SPEF2 intron_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_024867.3 NM_024867.3:c.29014+19T>G
SPEF2 intron_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_024867.3  NM_024867.3:c.3331-11T>C
CAPSL missense_variant Missense ? ? MNM_144647.3 MM_144647.3:c.254G=A
CAPSL intron_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_144647.3  NM_144647.3:c.137+17A>G
UGT3A1 3_prime_UTR_variant Other ? ? NM_152404.3 NM_152404.3:c.*607T>C
UGT3A1 splice_region_variant Other 0 of 4 Predicted Splicing Disrupted ? NM_152404.3 NM_152404.3:c.1296-8G>A

3. F7I)T—Ia4NINTE TIdE. BET—H47—J)ICRefSeq GenesT—AN—ADT JF7—3 5 M
BIENS

16
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/FT Variants: 11076 %+
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e < © R O,

([7] Filter Variants: TO90005= o |

Wariantz: 11,076

Tumor (T990005)

13

Variant Info Normal (N990005) RefSeq Genes 105 Interim w1. NGBI

Chr:Pos Ref/flt Fead Depths (DF) &F  Fead Depths (DF) A&F  Gene Mames  Sequence Ontology (Combined)
5:34811154 GT 163 0.429448 107 0.542056 RAI14 missense_variant
5:34838930 -G ? ? 3 1 ? intergenic_variant
5:34840841 AlG B 0.5 ? ? TTC23L missense_variant
5:34925328 T/A 21 0.428571 ? ? BRIX1 splice_region_variant
5:34925329 -[A ? ? 17 0.529412 BRIX1 splice_acceptor_variant
5:34098778 C/A 36 0.361111 32 0.46875 AGKT2 splice_donor_variant
5:250101238 AlC 120 0001667 08 0085004 ACKTY Synonvimols varignt

I 5:35033605 GfA 117 1 104 0.990385 AGXT2 missense_variant

5:35039486

T
5:35641582 AfC
5:35644621 T/C
5:35654711 cT
5:35670303 G/A
5:357005938 T/C
5:35709095 c/T
5:35709184 G/C
5:35709853 c/T
5:35710038 c/T
5:35710330 G/A
5:35710386 A/G
5:35710728 c/T
5:35713007 T/G
5:35753715 T/C
5:35010529 o
5:35021069 T/C
5:35053697 AG
5:35054588 cT
5:35060841 T/C
5:35062084 AG
5:36177269 C/a

4.

86
217

70
201
237
243
132
111

[T 75 R 7% R N RS |

81
248
173
250

103

120

0.360465
0.56682
0.442857
0.49
0.481013
0.433884
0.992424

L e R R S ST

0.995968
1

1

1
0.990196
0.6

1
0.457364

143

59

FECINCIE REREY I (S |

57
244
122
249

65

0.444444
0.522727
0.368421
0.398496
0.463855
0.507042

T TR T e gy sy

0.984615
?

1
0.47619

missense_varian

AGKT2 missense_variant
SPEF2 missense_variant
SPEF2 synonymous_variant
SPEF2 synonymous_variant
SPEF2 missense_variant
SPEF2 synonymous_variant
SPEF2 missense_variant
SPEF2 missense_variant
SPEF2 intron_variant
SPEF2 intron_variant
SPEF2 intron_variant
SPEF2 intron_variant
SPEF2 intron_variant
SPEF2 intron_variant
SPEF2 intron_variant
CAPSL missense_variant
CAPSL intron_variant

UGT3A1 3_prime_UTR_variant
UGT2A1 splice_region_variant
UGT3A1 intron_variant
UGT3A1 missense_variant

SkP2 intron_variant

5:35033605 - G/A (1bp sub)

Sequence Ontology (Gombined): mizzenze_variant

r2180749

5:35033605 - G/A (1bp sub)

Variant Info

Chr:Pos

5:35033605
Reflalt  geIly
Identifier

15180749

Show 3 hidden fields

Sample Fields

Sample

Show 2 hidden fields

Ref5eq Genes 105 Interim w1, NCBI
Gene Names

Seqguence Ontology (Combined)

Effect (Combined)

M of 4 Predicted Splicing Disrupted
(Combined)

Predicted Splicing Disrupted (Combined)

Tran:

ript Mame (Clinically Relevant)

HGVS c. (Clinically Relevant)
HGVS p. (Clinically Relevant)

Show 10 hidden fields

Normal (N990005) Tumor (T990005)
Read Depths (DP) gl 117
0.990385 1

O %

»

m

AGKT2
missense_variant
Missense

2

?

NM_0319800.3
NM_031900.3:c.635C=T
NP_114106.1:p.Thr212lle

AR=ZMIR/N. 7= L TEIRUCE RSN T )72V Bz R TES

ZE27-J) _EEBDI Hide/Show details window 127Uwo93E. T—I)IARICEEHT —YDRT
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[varints »|f <@ B ﬁgi[:::] [¥] Filter Variants: T90005 e

Variants: 11076 X\ 4

Variants: 11,076

Filgeng

biosciences & nanosciences

S.

’“‘ET T EDQT=IROANYT %) )wITBE, IRERREINTVIEE
E%%u-l_btg 7773 N ui%m_“ /5’0)%%/1?1/\—7\(;%/1?3“5

Tumor {T990005)

Variant--

Ref/Alt Read Depths (DP)
G/T 163
-/G ?
A/G 6
T/A 21
-/A ?
C/A 36
A/G 120
G/A 117
c/T 118
c/T 86
A/C 217
T/C 70
c/T 201
G/A 237
T/C 243
c/T 132
G/C 111
c/T 3
c/T 2
G/A 3
A/G 3
c/T 3
T/G 81
T/C 248
c/T 173
T/C 250
A/G 2
c/T 103
T/C 5
A/G 3
C/A 130
T/A 115
T/C 6
G/A ?
G/A 6
T/C 6
T/G 4

AF Read Depths (DP)

0.429448 107
? 5

0.5
0.428571 ?
? 17
0.361111 32
0.991667 68
1 104
0.589744 91
0.360465 54
0.56682 132
0.442857 38
0.49 133
0.481013 167
0.433884 143
0.992424 84
1 59
1 ?
1 2
1 ?
1 ?
1 ?
1 57
0.995968 244
1 122
1 249
1 3
0.990196 65
0.6 ?
1 3
0.457364 63
0.443478 79
0.333333 12
? 8
0.666667 ?
0.666667 ?
1 ?

Normal (N990005)

AF
0.542056
1

?

?
0.529412
0.46875
0.985294
0.990385
0.637363
0.444444
0.522727
0.368421
0.398496
0.463855
0.507042

e i R R L B

0.984615
?

1
0.47619
0.481013
0.583333
0.5

?

?

?

RefSeq Genes 105 Interim v1. NCBI

Gene Names  Sequence Ontology (Oombmed)m

RAI14
?
TTC25L
BRIX1
BRIX1
AGXT2
AGXT2
AGXT2
AGXT2
AGXT2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
CAPSL
CAPSL
UGT3A1
UGT3A1
UGT3A1
UGT3A1
SKP2
NADK2
NADK2
NADK2
NADK2
NADK2
RANBP3L

missense_variant
intergenic_variant
missense_variant
splice_region_variant
splice_acceptor_variant
splice_donor_variant
synonymous_variant
missense_variant
missense_variant
missense_variant
missense_variant
synonymous_variant
synonymous_variant
missense_variant
synonymous_variant
missense_variant
missense_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
missense_variant
intron_variant
3_prime_UTR_variant
splice_region_variant
intron_variant
missense_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
5_prime_UTR_variant
missense_variant

Missense
Other
Missense
Other
LoF

LoF
Other
Missense
Missense
Missense
Missense
Other
Other
Missense
Other
Missense
Missense
Other
Other
Other
Other
Other
Other
Other
Missense
Other
Other
Other
Other

Other
Other
Other
Other
Other
Other
Missense

Missense

Effect (Combined) O x

The highest priority of the effect annotations found among the variant transcript
interactions.

Type: Categorical
Field: Effect (Combined)
Symbol: EffectCombined

Doc: The highest priority of the effect annotations found among the variant
transcript interactions. The likely effect that the variant will have on the
transcript's product. The ontologies that correspond to each effect category
can be found at the bottom of this page in the documentation for the effect
category.

Category Counts (11,076 Records)

Other [ 9573 86.43%
Missense 1454 13.13%
LoF 49 0.44%

Total 3% 348% 51.9% 89.1% 88.4% 11076 100.0°

Categories of Effect (Combined)

Other The variantis likely to have a low or unknown effect on the
transcript's functional product. These changes do not change
the amino acid sequence of the protein. The ontologies
included in this category are: synonymous_variant,
stop_retained_variant, splice_region_variant,

3_prime_UTR _variant, 5_prime_UTR_variant, intron_variant,
non_coding_exon_variant, intergenic_variant, unknown.

Missense The variant will cause at least one amino acid to change or
cause a premature start codon in the UTR5. The ontologies
included in this category are: disruptive_inframe_deletion,
disruptive_inframe_insertion, inframe_deletion,
inframe_insertion,
5_prime_UTR_premature_start_codon_gain_variant,
missense_variant.

LoF Loss of Function. The variantis likely to cause the transcript's
product to lose function. The ontologies included in this
category are: transcript_ablation, exon_loss_variant,
stop_lost, stop_gained, initiator_codon_variant,
frameshift_variant, splice_acceptor_variant,
splice_donor_variant

e T —AINSIEIRT— LR
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- _ — — ——
./ Select Data Source E@g

Select tracks to uze az annotatioh sources againzt the imported variant set.

+ - Locations 4 [ User Arnotations (&%
’ |} Browse ] Filtar: * {finy type; | |Homo zapiens (Human), GRCh37 the19) (2 v] Current
’ & Ul ] MName . Type *
ﬁ Warehouse (] -= 1k Phase3 - CNV's and Large Variants 5b, GHI Interval
& Warehouse |||||||| 1k Phase3 - Variant Frequencies 5a with Genotype Counts, GHI Variant |= :
v [ Local |||||||| CIViC - Variant Clinical Evidence Summaries 2019-01-02, WUSTL Variant | | |, ig;R_“—g’\“_ZUZ I\
B Uiser Ansatations llly Clinvar 2019-01-01, NCBI Variant i T
lllly Clinvar Assessments 2019-01-01, NCBI Variant \
Bl Assessment Catalogs | . .
_ _ 7] e Conservation Scores Exonic, GHI Value i+ 1kG Phase3 - Variant Frequencies 5a
& Public Annotations I o -
|||||||| COSMIC Mutations 87, GHI Variant C|V|C
@ Secure Annotations ) o _ | :
|||||||| dbMSFP Functional Predictions 3.0, GHI Variant h e Clinvar
Example Samples i R
& Sample samp 1 i, dosne commen 137, ucsc varant | || ¢ ClinVar Assessments
[] M= ExAC - Functional Gene Constraints 0.3, BROAD merval _| || ¢ COSMIC Mutations 87
- I . ..
l ] | * ||| + dbNSFP Functional Predictions 3.0
w Information showing (29/58), 7 selected (3.7 GB) i . HGVDlZlO_V2_3O
HGVD1210-V2_30 (Edit) |‘| I
Properties
. H
Type ||||||||Var|ant
Species Homo sapiens -

Lownload [ Select J[ Cancel ][ Help

1. BUJO2/MNE@EOIADD1Z7vIU., XZ1—4&D[ Variant Annotation 1Z323RUTOUvS
2. Select Data SourceBEIH(CHWT, LT —AIN-RGICIRTFIVI%Z AN, [ Select]zHUw)
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[ Variants 11076 % <4

[Variants ~ | {0 2 0. 1| Filter Variants: TOA00D5Y gf

biosciences & nanosciences

Ref/Alt Wariant 1D

C/G 350806
G/C 350810
T/C 94099
A/G 25382
A/G 94101
T/C 94102
Af- 350820
T/C 350827
? ?
? ?
? ?
? ?
? ?
? ?
? ?
? ?
c/T 216097
A/G 14673
? ?
? ?

H W

Claszification

Benign

Uncertain Significance
Benign

Benign

Benign

Benign

Benign

Benign

Pathogenic
Other

?

?

GlinVar 2019-01-01, NGBI

Clinizal Sienificance  Aeerezate of Interpretations from Submissions

Benign
Uncertain Significance
Benign
Benign
Benign
Benign
Benign
Benign

Pathogenic
Risk Factor
?
?

columns and column groups 1Z27)yJUTEITI

Benign (1

Uncertain significance (1
Benign (5
Benign (7

Benign (4

Benign (1

(
(
(
Benign (5
(
(
Benign (1

Pathogenic (3
risk factor (2

ZRET—AAT-JIUC BIRUET —IR=ADT )T—>3> 5 NeNlEN3
VI)T7=23>04= ) ROFRR - FERRVINEFZEE T 515

\-\_ﬂ'\-\_o-'\-\_o-"\-\_ﬂ'\-\_o-"\-\_ﬂ

Ald. ZE7-JI)L BP0 Hide/Show

20

(2 Stars) Criteria Provided, Multiple Sue--
(D Stars) No Assertion Criteria Provided

Fewiew Status
(1 Starg) Criteria Provided, Single Sub---
(1 Starz) Criteria Provided, Single Subess
(2 Stars) Criteria Provided, Multiple Sue--
(2 Stars) Criteria Provided, Multiple Su--
(2 Stars) Criteria Provided, Multiple Su--
(2 Stars) Criteria Provided, Multiple Su--
(1 Stars) Criteria Provided, Single Sube--
(1 Stars) Criteria Provided, Single Sub---
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biosciences & nanosciences

Variant Info Tumor {T990005) Mormal (N990005) T Filter Variantz 3

Thr:Pos Ref/tlt Read Depths (DF Al Sort Ascanding aF
3:238566 G/C 7 S 1 o' Filter Variants A, 11076
. 4+ Sort Descending
3:350861 AlG gA 1 Read Depths (DP) (Current) == 50 a -
3:361508 oT 70 Hide 1481 60 "
3:391100 AJG 177 A, Delete 1 .
3:405202 AT 19 1
3:423083 o ; b Plot for Current Sample 3846 Less than 50 6,302
. Plot for All Samples
3:439963 AfG 181 e P 1 Equal to 50 4l
3:440028 T/C 230 . Query Column Values 1 Crostes hhan 50 L4710
reaterthan b
3:440088 T/A 185 7 | Add to Filter Chain | 1
3:448063 A/G 2 ? Missing 1174
. Rename
3:449832 AlG q ? 510

1. BEFT-II ETEEDII—ILROANYF— (ZOBITEI Tumor (T990005) DI Read Depths (DP) )
ZHRIVYIL. XZ1—&DIAdd to Filter Chain]Zi2iRULTOUvS
2. EEABAIOFilter Variants(C, BIRUE T4 =L ROT(IVA-2FFHFRRSNDD T, (ERDIRREZH =
IEETD
3. TTAROARICERREINZBHET (. FBESNRA THEINIZERNERL. COBRFEI WIS
L. BRT-JTINCRRSINZEET IO EEINS
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o' Filter Variants A, 11076
Read Depths (DP) (Current) == 50 A T
a0 bl
5
Less than 50 5,392
Equal to 50 40
Greater than 50 4,470
Missing 1174
510 «  Tumor (T990005)D[ Read Depths (DP)| = 50
[¥] AF (Current) == 0.05 A =
005 " .« Tumor (T990005)DIAF] = 0.05
¥
pessfen 002 8 «  Normal (N990005)MD[ AF] < 0.01 or Missing
Equal to 0.05 0
Greater than 0.05 4501
Missing 1
4501
[¥] AF (Normal) = 0.01 OR missing A T
001 e
e

Less than 0.01 1

Equal to 0.01 0
Greater than 0.01 4,397
Missing 103

104

1. FEBEYIIICHIF AR EEME D, T990005 (Currenttd>FIL) DIRead Depths (DP)J&
[AF]. &5(CN990005 (Normalt>FIL) OIAFID3T4—)LROI>TFH%2DL0D, LEEDESDIRIREEG
ZIBTEID ,,
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o' Filter Variants
Read Depths (ODP) (Current) == 50

[¥] AF (Current) == 0.05

AF (Mormal) = 0.01 OR missing

Allele Freguencies = 0.01 OR missing
not

Less than 0.01
Equal to 0.01
Greater than 0.01

Missing

Alt_allele_freq = 0.01 OR missing
0ot

Less than 0.01
Equal to 0.01
Greater than 0.01

Missing

A 11076

4 0O
4510

1kG Phase3 - Variant Frequencies 5ad)
[Allele Frequencies] < 0.01 or Missing

HGVD1210-V2_30MD[Alt_allele_freq] < 0.01
or Missing

2. ANEIFENRSNPOBREDZSH. 1kG Phase3 - Variant Frequencies 5a®l Allele Frequencies.
&5(CHGVD1210-V2_30M1Alt_allele_freqlD274—=)LRDI>TF 220D, LEDESDIRZRZ 715

EID
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o' Filter Variants
Read Depths (DP) (Current) == 50

AF (Current) == 0.05

AF (Mormal) = 0.01 OR migsing

Allele Frequencies = 0.01 OR missing

Alt_allele_freq = 0.01 OR missing

In COSMIC? is true
True
False

Missing

FATHMM Prediction is PATHOGENIC
MEUTRAL

PATHOGEMIC

Missing

A

11,076

A 0O
4510

A4 0O
4,501

X

A

O
104

O
a4

a
fif

7
a4

Summary of COSMIC Mutations®[ In COSMIC?]
is TRUE

COSMIC Mutations®[ FATHMM Prediction] is
PATHOGENIC

3. TAR-RICZEFEINTVRERICEERZEDIMH D). Summary of COSMIC Mutations
D[l In COSMIC?]. COSMIC Mutations®I FATHMM Prediction]D274—)L RO 752 DD,

FEREDEEMRRFZMEIEET D
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biosciences & nanosciences

o Filter Variants A 11076  Filter Variants A, 11076 o Filter Variants A 11076
Read Depths (DP) (Current) == 50 A O Read Depths (DP) (Current) == 50 A O Somatic AT
4510 4510 Read Depths (DP) (Current) == 50 A 0O
AF (Current) >= 0.05 Ao [7] AF (Current) == 0.05 A O 4510
4501 4501 AF (Current) == 0.05 A4 0O
[¥] AF (Normal) = 0.01 OR missing Ao [7] AF (Normal) < 0.01 OR missing 3o 4501
104 104 [/] AF (Normal) < 0.01 OR missing A O
Allele Frequencies = 0.01 OR missing A O Allele Frequencies < 0.01 OR missing a O 104
a9 a4 Allele Frequencies = 0.01 OR missing A 0O
Alt_allele_freq = 0.01 OR missing Ao Alt_allele_freq = 0.01 OR missing R o R
[i]i] 66 Alt_allele_freq = 0.01 OR missing 4 0
[ In COSMIC? is true Ao [¥] In COSMIC? is true A O 4
7 7 [¥] In COSMIC? is true A O
FATHMM Prediction is PATHOGENIC A O FATHMM Prediction is PATHOGEMIC 4 O v
4 ' FATHMM Prediction is PATHOGENIC 3 O
v Enabled AT !
Inverted ¥ 4
®  AND
OR
g* Lock
Add Filter
| Add Filter Container I

4. 9-770-THINDZEZAR-X ETHIIYIL, XZ1—h5[ Add Filter Container 3&IRUTHUwS
5. FEBIDTFIMERMESNZOT. 1>7F&%5TIVIUvI0. [ Somatic |([CEE
6. SomaticADOI>FTFEIRTEIRL. SomaticI>TFAICRSY) & ROvS

26



SiEilRZE R hit Y —-70—-D/FRk

Filgeng

w' Filter Variants 11,076

() AMD Results satisfy criteria of all contained filters
Fezultz zatizfy criteria of any contained filer

Somatic 3 |
Read Depths (OP) (Current)= 4 O
4510
AF (Current) == 0.05 3 0O
4501
7] o' Filter Variants & 11078 —
Yariant Ini
() AMD Resultz satisfy criteria of all contained filters e
_ Fras
@ OFR  PResults satisfy criteria of any contained filter
- 3:178936082
Somatic Al 4:66280142
Read Depths (DP) (Current)= 4 O 5:137510650
4510 ¥ | Enabled
AF (Current) >= 0.05 Ao Inverted
4.5Mm AND
AF (Wormal) < 0.01 OR missir % O @ OR
104 o | Lock
Allele Frequencies <=0.010R % O
- Add Filter
| Add Filter Container I

Alt_allele_freg<0.010OR mis: & O P

biosciences & nanosciences

o' Filter Variants & 11076

() AND Results satisfy criteria of all contained filters
@ OR PResultz satisfy criteria of any contained filter

[¥] Somatic A | [¥] Germline A |

Read Depths (DP) (Current)= &, O
4510

AF (Current) == 0.05 A O
4,501

[¥] AF (Mormal) < 0.01 OR missir & O
104

Allele Frequencies =0.010R & O
aa

Alt_allele_freq=0.010ORmis: &% O
fifi

In COSMIC? is true A

-, 0O

FATHMM Prediction is FPATHOC 3, O
4

1. J-97J0-&_LEDIFilter Variants D[ Show Filter Configuration [Z7)wIU ., #MRZREZ4ICTORI1ZIETE
2. SomaticT—2J0-HFHINDZEZEZAR-IATHIUYIL. XZ1—N5[ Add Filter Container ZZ3RUTIUw)
3. FRRIDTFIMERMSNZDT. T F&%FITIVIIYIL. [Germline |(CEE
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A 11,076
Germline 3 |
Read Depths (DP) (Mormal) == 50 ¥
Al iy
+
Less tham 50 4,728
Equal to 50 40
Greater than 50 4,027
Missing 223
4,067
AF (Mormal) == 0.05 A -
0.085 T
o
Less than 0.05 B
Equal to 0.05 1]
Greater than 0.05 4,053
Missing 3
4,058

4. EBYIIIVCHII24TEHRZE it

D—2J70—-0DER Filgeng

biosciences & nanosciences

«  Normal (N990005)?D[ Read Depths (DP)| = 50

- Normal (N990005)D[AF] = 0.05

Dfz&. N990005 (Normalt> 7)) dDIRead Depths (DP)

ETAFID2T4—=)LROI>FTF% DD, LEBDESMERRZ MG ZIETET D
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biosciences & nanosciences

A, 11,076
Germline A |
Read Depths (OF) (Mormal) == 50 A 0O
4,067
[¥] AF (Normal) == 0.05 4 0O
4,068
Allele Frequencies = 0.01 OR missing &% —
001 m * 1kG Phase3 - Variant Frequencies 5a®
+ [Allele Frequencies] < 0.01 or Missing
Less than 0.01 116
Equalto 0.01 : - HGVD1210-V2_300[Alt_allele_freq] < 0.01
Greater than 0.01 3677 or Missing
Missing 265
i

Alt_allele_freq = 0.01 OR missing ¥ =

n.o 1M

%
Less than 0.01 45
Equal to 0.01 1]
Greater than 0.01 141
Missing 195

410

5. ANEIFENQRSNPOBREDISH. 1kG Phase3 - Variant Frequencies 5ad[ Allele Frequencies..
&5(CHGVD1210-V2_30M1Alt_allele_freqlD274—=)LRDI>TF 220D, LEDESDIRZRZ 715
ETD
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A 11076
Germline A |
Read Depths (DP) (Mormal) == 50 A 0O
4067
[¥] AF (Mormal) == 0.05 A4 O
4,058

Allele Freguencies = 0.01 OR missing % 0O
KRR

[¥] Alt_allele_freq < 0.01 OR missing A 0O
240

[¥] Effect (Combined) is (LoF, Missense) 4 —
i . . .

- ) «  RefSeq Gene®[ Effect (Combined)] is LoF, Missense

Missense

Other 171 . e . . . . .

viesin . «  Clinvar®[ Classification ] is Likely Pathogenic, Pathogenic
fig

Classification is (Likely Pathogenic, P: & —

Benign

Conflicting

Likely Benign

Likely Pathogenic

Other

Pathogenic

= = =2 = =

Uncertain Significance
Missing fid
1

T—AR=R(CEFTFESNTVRERICBEERZEEDME DIz, RefSeq Genedl Effect (Combined) .
Clinvar®I Classification D274 =)L RDOI>7F 220D, LEDESMIRZRZMZIETET D
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¥ Filter Variants 3\

Wariants -

o' Filter Variants A 1076
Somatic A1 Germline A |
Read Depths (DP) (Current)==50 & O Read Depths (DP) (Mormal) == 50 A O
4510 4067
[¥] AF (Current) == 0.05 A O [¥] AF (Normal) == 0.05 A O
450 4,053

[7] AF (Mormal) =0.01 OR missing & O
104

[] Alt_allele_freq < 0.01 OR missing A O
a0

Allele Freguencies = 0.01 OR missi & 0O
i1}

In COSMIC? is true A O

FATHMM Prediction is PATHOGENIC & O

Alt_allele_freq = 0.01 OR missing a O
1357

[¥] Allele Frequencies < 0.01 OR missing &% O
240

[¥] Effect (Combined) is (LoF, Missense) & 0O
i}

Classification is (Likely Pathogenic, Pz &, O
1

[ Wariants: § % 4

Filgeng

biosciences & nanosciences

[variants il @ 2 O } | Filter Wariants: T9900057 gf?
Variant Info Tumor (T990005) Normal (N990005)

¢hr:Pos Ref/Alt Read Depths (DP) AF Read Depths (DP) AF  Gene Names
3:178936082 G/A 177 0.107345 ? ? PIK3CA
4:66280142 GfA 243 0.127572 ? ? EPHAS
4:147560457 T/C 63 0.126084 ? ? POU4F2
5:131973850 c/T 95 0.568421 81 0.592593 RADS0
5:137519659 T/C 246 0.150407 ? ? KIF20A

< [

1. SomaticD—/7J0—T(34D. Germlined—-J0—-T(F1DDZEMELE N, BET5IEFEOZEEN

T—IIFRREND
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Filgeng

),."' [ Wariants: 5 % 4

biosciences & nanosciences

[\.-‘ariants v] @ @ Rv Dv @ @ Filter “ariants: TQQDDDﬁ'J‘: | Wariants: &
Variant Info Tumor (T990005) Normal (N990005) RefSeq Genes 105 Interim v1, NCBI 3:178936082 - G/A {1bp sub) 0 x
¢hr:Pos| Ref/Alt Read Depths (DP) AF Read Depths (DP) AF Gene Names Sequence Ontology (Combined) Effect (Combined) AF: 0107345
| 3:178036082  G/A 177 0.107345 2 ? PIK3CA missense_variant Missensel 151593073
4:66280142 G/A 243 | 0.127572 ? ? EPHAS missense_variant Missense| COSMIC Mutations 87, GHI o
4:147560457 T/C 63 0.126084 ? ? POU4F2 synonymaous_variant Other|
5:131973850 T 95 0.568421 81 0.592593 RADS0 stop_gained LoF| L
5:137519659  T/C 246 0.150407 ? ? KIF20A missense_variant Missense GG GIA

2.

ST —ARRAR-RED, RERDT )TV ER2HER TS

Mutation ID
Mutation CDS

Mutation AA

CDS Length
Gene Name
HGNC ID

Pubmed ID

Study ID
Sample Count

Oncotree
T e Type

Oncotree

Site Subtype

Site Subtype
Counts

Primary
Histology

COSM7ED, COSM125369
c1624G=A, c1624G=A
p.E542K, p. ES42K

?, ENSTO0000263967

MNM_006218.1, NM_006218.3

3207, 3207
PIK3CA

m

?

27149842, 17947469, 27135926, 22357840, 19671852,
28481359, 26184520, 27901576, 16353168, 21533174, [more]

7
535

Breast (BREAST), Bowel (BOWEL), Bladder/Urinary Tract
(BLADDER), Lung (LUMG), Esophagus/Stomach ( [more]

183,99, 57, 35, 30, 23, 17,17,15,10,9,9,6,5,5,5,3,3,2, 1,1

Breast, Large intestine, Urinary tract, Lung, Upper aerodigestive
tract, Oesophagus, Cervix, [more]

183,98, 55, 35,21, 18, 17,17, 12,11, 10,9, 9,6, 5,5,5, 4, 3, 3, 2,
2,2,1,1,1

Bladder, Colon, Brain, Caecum, Mouth, Anus, Head neck, Bile duct,
Upper urinary tract, Pharynx, [more]

49, 44,10,9,9,7,7,7,5,5,5,3,22,21,1,1,1,1,1,1,1,1,1
Carcinoma, Glioma, Germ cell tumour, Malignant melanoma,

Liposarcoma, Thymic carcinoma, Other, Rhabdomyosarcoma,
Sarcoma, Haemangioblastoma
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L *Somatic Cancer - Golden Helix VarSeq 2.1.0

File View Tools Help

E H} E,Pn:ll:lv |'_’l Exportv t,—:’_ Plat _ @Oonnect ‘ Tumor (T990

/Y Filter Variants 3 <=
/

ariantz w

o' Filter Variants

Plot BAM for Current Sample
Plot BAM for Current Mormal

' [¥] Somatic

|' Read Depths (DF) (Current) ==

|' [V] AF (Current) == 0.05

Flot Variants for Current Sample

Plot Vairants for ¢/ B CenoneBronse X\ +

Plot Variants for Al L Plot # @ ~ 1 1- MT: 16568 o E’Q

[Homo sapiens (Human), GRChAT (he19) (2 2008) '] © - . +

Plot Field...

Plot Annctation... 4 1 2 3 4 5 6 7 8 9 10 11 12 13

(7| Current Normal Read Alignment
Coverage
=

.
B ‘ i
=Rl
T 6
i 2 a

Pile-up

i %iu MW@MMM&&MHW |:

Current Sample Read Alignment
Coverage
=

s 3 -
=

E1e

S 10

3 4

g "

Pile-up

i %U wmmmmumwaw -

|| RefSeq Genes 105 Interim v1, NCBI UserAnnotations @l

o o oo ot oo s ool b bt b

-
Somatic_cancer B |

Somatic_cancer il

m

1. JOZ1/NE@EOIPlotlZ7UvIL. XZ1—&DIPlot BAM for Current Sample | Z#iRU TIUv
2. T)LITSUH-HEBIL. Currentt> T)LDRead AlignmentT —IhFRRENz5. BULPlot ->
Plot BAM for Current Normal |Zi&iRUTIUw 33



3.

ALY VY A — e I ®
4 ILMT59Y-DER Filgeng
biosciences & nanosciences -
T Va1 R\ %
B © R O [ [ ([ Fiter Variants T830005~ ef |

Wariants: 4
Variant Info Tumor (T990005) Normal (N990005) RefSeq Genes 105 Interim v1, NCBI
¢hriPos| Ref/Alt DP AF DP AF GeneNa--- SequenceOntologyCombined EffectCombined Nof4PredictedSplicingDisruptedCo--- PredictedSplicingDis---
13:178936082 G/A 177 0.107345 ? ? PIK3CA missense_variant Missense 2
4:66280142 G/A 243 0.127572 ? ? EPHAS missense_variant Missense ?
5:131973850 c/T 95 0.568421 81 0.592593 RADS0 stop_gained LoF ?
5:137519659 T/C 246 0.150407 ? ? KIF20A missense_variant Missense 0 of 4 Predicted Splicing Disrupted
<« [Lom »
/ *GenomeBrowse X\ 4
faret @ 3 @ D 3 v % 178,936,072 - 178,936,091 O =1 [E Q
[Humo sapiens (Human), GRCh37 (he 19) (2 2009) vJ @ - "] +
Console
—
History
4 3:178936073 3:178936075 3:178936077 3:178936079 3:178936081 3: 178936083 3: 178936085 3: 178936087 3:178.936089 3:178.936.091 »
Chr3: 178,936,082
["| Current Normal Read Alignment Somatic_cancer am ] Matches / Mismatches / Deletions
(J):overage Type Base Count % of Mean
;Q-;ZSO - Total Quality
Q 150

= (match) G 153 890 362
©
@

(mismatch) A 19 11.0 346

Pile-up Total 172 100 36.0
100 ; : — ; 2
60 : 5 alignments filtered out by quality settings.

n
=]

= Chr3 betw: 178,936,082 and
Current Sample Read Al r3 between an

Somatic_cancer il 178,936,083
(E_f:verage =
oy A Insertions
3 250
2 150 Base(s) Count % of Mean
. Non- 177 1000 ?
Pile-up Insertions
180 ; : . —y ,
140 — Total 177 100 2
100 fr—
L] 20 | - Note: Any alignment spanning or adjacent
to the insertion junction that does not have
[ RefSeq Genes 105 Interim v1, NCBI UserAnnotations @8 an insertion at the junction is counted as a

_ A o

ZET-IINOEBOERT -2 IWIddE. ) LI 505 -0ZBMECEEIMICTEEITS
4. BY> T DCoverage TTDEBDALEZIIVITBE, U—REIDESTT —IRENTKRENS
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Filgen

biosciences & nanosciences

r
i/ Add Data Sources

[ESREEE )

- Locations 4
[ [} Bromse |
[ & Ul |
ﬁ Warehouse
& Warehouse
‘ *GenomeBrowse X\ + v (& Local

P9 User Annotations

Lg, Plot

KIS

Bl Assessment Catalogs

| & Public Annotations
[Homo sapiens (Human), GRCh37 (he | | 4B secure Annotations
s = ] | & Example Samples

Export..

Do load

Bl User Annotations o
Filter: * {Any type) | [Homo sapisns (Human), GRGh3T F v] Current Flot Data 4
Name : Type i
= -= 1k Phase3 - CNVs and Large Variants 5b, GHI Interval |E
= |||||||| 1k Phase3 - Variant Frequencies 5a with Genotype Counts, GHI Variant
0l |l| CIVIC - Variant Clinical Evidence Summaries 2019-01-02, WUSTL Variant W
Il ||| Clinvar 2019-01-01, NCBI I Variant
=10l m Clinvar Assessments 2019-01-01, NCBI Variant
[} @ Conservation Scores Exonic, GHI Value
| [l CoSMIC Mutations 87, GHI | Variant
D_ﬁ- Cytobands 2009-06-12, UCSC Cytoband -+
4| m | k I

* Information

showirg (32/58), 2 selected (166 MB)

-

COSMIC Mutations 87, GHI (Edit)

3

Description

Annotating against this source requires you have purchased the COSMIC add-on to your
Golden Helix license.

This track contains mutations from the Catalogue of Somatic Mutations in Cancer (COSMIC),
combining curation of the scientific literature with tumor resequencing data from the Cancer
Genome Project at the Sanger Institute, UK.

[Plot&Olose][ GCancel ][ Flot

J

Help ]

5. 4 J)LJTSOY—0[Plotlz/v)
6.

—_—

F1vH%E AN, [Plot & Closel&/Uv)

Select Data SourceBIHE(CHWVT, T—AIN—-XUZRLD[ ClinVar &l COSMIC Mutation J(C
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biosciences & nanosciences

j’fﬂ #CGeromeBrovze 3 +

laret @ % @ D s ~ 3 178936072 - 178936081

pex MQ
[Homo zapiens (Human), GRChAT (he 18 (2 2009) Y] & - . -+
G NN TE N o BRI T B T T ook 5 x
, ~—_" [t
4 3: 178936073 3: 178936075 3: 178936077 3: 178836079 3: 178936081 3: 178836083 3: 178936085 3: 178936087 3: 178,936,088 3 178,836,001 » o
n . . . . . . . L . . . L . . . L L . . Chr3: 178,036,082 - 178,936,082
i MCBI, UCSC, Ensembl L
(| ClinVar 2019-01-01, NCBI UserAnnotations im Mormalized Alleles ey
; [ PIKICA o
; PIKIGH R P 1CA PIKIGH _
L PIKECA -] ' PICECA H T - FIK3CA FIKSGHA oo =~ Extended Fields
COSMIC Mutations 87, GHI UserAnnotations @m ReflAlt QA
PIKACA
3 PIR3GA PIKAGH PIKACH — PIKACH PIR3CH PIEACH " o -
: PIK 354 —— PIKAGA PIKACA = UNELLNINE COSMTED, COSM125369
H e — FIKICA = = —— =T _
|  e— [  — [E— Mutation C.1624G=A, c.1624G=A
CDS
Current Normal Read Alignment Somatic_cancer im o
Coverage (NENEEY p E542K, p. E542K
o
E 230 - 2, ENSTO0000263967
0 150
=)

m
7]

teccecTerTcTcTeAAATCACT G/
Ll

MM_006218.1,
(| Current Sample Read Alignment

) MNM_006218.3
Somatic_cancer Bm
Coverage
= 350 I 3207, 3207
= Length
& 250 £
2150 ; Gene PIK3CA
@ 50 - Name

GMC D ?
|| RefSeq Genes 105 Interim v1, NCBI User Annotations im HENCID g
L VLUV 57149842, 17947469,
27135926, 22357840,
19671852, 28481359,
26184520, 27901576

PIK3CA

7. FILTSUH—(C  F—AIR-ZADT)T—-3>hTOvhan3
8. JTOYRSNIAEBDT)FT—3a> %I 3E. 7)T7—23 0 M RRENS
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OMIM7? JF7—>3>Df1hi

-
W/ Select Data Source

} @g‘

Select tracks to uze ag annotation zources againgt the imported wariant zet.

- Locations 4 B User Annotations (&%
[ i Browse ] Filtter: * (fry type) = [ [Homo sapiens (Human), GRCh37 (he19) (2 vl Ciurrent
=
’ & ) ] Name Type  *
a Warehouse [} |||||||| ICGC Simple Somatic Mutations 27, GHI Variant
&b warehouse 0 -= Mextera Rapid Capture Exome Targeted Regions 2013-03-07, Illumina  Interval
- D Local = |||||||| NHLBI ESP6500SI-V2-55A137 Exomes Variant Frequencies 0.0.30, GHI Variant .
@l User Annotations B OMIM Genes 2018-01-01, GHI Interval -
~ OMIM Ph Ontol 2017-06-15 Tabular -
Bl Assessment Catalogs O E- enotype Ontology aouiar
V| m= OMIM Pheno 2019-01-01, GHI Interval
& Public Annotations = types ! F
|||||||| OMIM Variants 2019-01-01, GHI Variant
ﬁ' Secure Annotations
[ WII RefSeq Genes 105 Interim w1, NCBI Gene =
Ex le 5 I
& Fxample Samples = |||||||| SIFT and PolyPhen2 Missense Predictions, GHI Variant
[ -= TruSight Cancer Amplicon Design 2013-02-03, Illumina Interval —
4| 1 | 3
¥ Information shawing (27/56), 3 selected (16 MEB}
OMIM Variants 2019-01-01, GHI (Edit) |:|
Description

OMIM is a comprehensive, authoritative compendium of human genes and genetic

phenotypes that is freely available and updated daily. OMIM is authored and edited at the
McKusick-Mathans Institute of Genetic Medicine, Johns Hopkins University School of

Medicine, under the direction of Dr. Ada Hamosh. Its official home is omim.org. -

[ Select ][ Cancel ][ Help

Filgeng

biosciences & nanosciences

BIRT—IN—-ZAUA b

¢ OMIM Genes
+ OMIM Phenotypes
« OMIM Variants

1. BUJO/ME@mEONADD1EIUYIL. X=1—4£D[Variant Annotation | Z3&IRUL THUvS
2. Select Data SourceEEICHULT. _£EE3DDOMIMT —AIR—=ZZG(CIRTFIvI%Z AN, [Select|%

w7
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biosciences & nanosciences

[T wariantz 5 %\ 4

Variants i @® R 0O [} | Filter Variants: T990005 gf?
OMIM Genes 2019-01-01, GHI

Gene Name  Cytogenetic Location OMIM ID Entrez Gene I PubMed ID  HasPubMedID Title Alternative Title(s) Description
PIK3CA 3q26.3 171834 5200 16432179, True PHOSPHATIDYLIMNOSITOL 3---- PHOSPHATIDYLIMOSITOL 3-KI--- ?

EPHAS 4q13 600004 2044 7808931,1--- True EPHRIM RECEPTOR EphA5; E--- HEK7,EPH HOMOLOGY KINASE ---  <p=Receptor protein tyro---
POU4F2 4q31.2 113725 5458 8995448,1--- True POU DOMAIN, CLASS 4, TRA--- POU-DOMAIN TRANSCRIPTION --- <p=POU4F2 is @ member -~
RADS0 5031 604040 10111 19487811, True RADS0, 5. CEREVISIAE, HOM--- ? ?

KIF20A 5g31 605664 10112 10233894,--- True KINESIM FAMILY MEMBER 20--- RABG-INTERACTING PROTEIN ---  =p=Kinesin-like proteins, ---

3. ZEETFT-HAT-JIC. ERUEIFEEDOMIMT —IR—ZD T )T—>3> 5 hNENlEN 2
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ZFETYPMDER

=

AT Wariants: 4 x\ +

[variants ~ | @ R@@ N | Filter Variants: T990005+ g

Variant Info Create Variant Set... Normal (N990005)
ChrPos | Ref/alt Fead DeptRe (P BF Fead Depths (DF) AF
3:178936082 G/A 177 0.107345 ? 7

7

HEI™~™)

% Create Varant Set

-

= | B -

W) Create Variant Set

Mame:  Primary Finding

hitials: PF
Color: (T #FFRORE D
sseroaes

Sample Specific

0] A l[ Ciancel ]

Mame:  Incidental Finding

Initials: IF
Color: (T E
o808 N0800

Sample Specific

(0] 3 ] [ Cahcel

[ Wariants: & x\ +

Filgen

biosciences & nanosciences

[variants -l @® 2 0 [} | Filter Variants: T990005 f”
Variant Info Flag--- Tumor (T990005) Normal (N990005) RefSeq Genes 105 Interim v1, NCBI
Chr:Pos| Reffalt] PF IF| Read Depths (DP) AF Read Depths (DP) AF Gene Names Sequence Ontology (Combined) Effect (Combined)
3:178936082 GfA D D 177 0.107345 ? ? PIK3CA missense_variant Missense
4.66280142 GfA D D 243 0.127572 ? ? EPHAS missense_variant Missense
4:147560457 T/C I:l C] 63 0.126984 ? ? POU4F2 synonymaous_variant Other
s:azie73ss0. o7 O 95 0.568421 81 0.592503 RADS0 stop_gained LoF
5:137519655 T/C 246 0.150407 ? ? KIF20A missense_variant Missense

ZE257-J)l EEOI Manage Variant sets |Z7UyJU. XZ1—&Dl Create Variant Set ] Z#iRU T

Primary Finding&Incidental Finding®2ty NzER S 3¢ BRET—TIUTTIHERREND

40
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biosciences & nanosciences

ST Variants: 8 % 4

| Variants @ @® 2 0 1 Filter Variants: T980005 gf°
Variant Info Flag--- Tumor (T990005) MNormal (N990005)

Chr:Pos| Ref/al] PF IF |Read Depths (DP) AF Read Depths (DP) AF  Gene Names
3:178936082 G/A . D 177 0.107345 ? ? PIK3CA
4:66280142 G/Al D D 243| 0.127572 ? ? EPHAS
4:147560457 T/ [:] D 63 0.126984 ? ? POU4F2
5:131973850 (ofa] D . 95 0.568421 81 0.592593 RALDS0
5:137519659 T/C D D 246 0.150407 ? ? KIF20A

D 4

ST ariants: 8 XTI
[‘-.-’ariants (3 Assessment Catalog . | Filter Variants: TA90005 gf
Variant Inf¢ ¥ Filter 0005) Normal (N990005)
¢hr:Pos R4 GenomeBrowse AF Read Depths (DP) AF  Gene Names
3:178936082 ) Log 0.107345 ? ? PIK3CA
4:66280142 | g ote 0.127572 ? ? EPHAS
4:147560457 0.126984 ? ? POU4F2
5:131973850 0.568421 81 0.592593 RADS0
5:137519659 | [ | Table 0.150407 ? ? KIF20A
) web Browser
W) VS Clinical

ZR2T-IIN LETEIZIEIIIL., EERODZERE%Primary Finding&Incidental FindinglC38%E
(COHFITIFPIKICAEIGFDEE%ZPF. RADS0ELFOERZIFIIETE)
[Open a new tab 1ZJUvIL. XZ1—&DI Report 17Z:EIRL TS 41
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[ Wariants 5 % j Feport 2 4

[+

<

Filgen

biosciences & nanosciences

rj VarSeg

| B e |

Create a new report template by customizing one of these starting templates:

Bazed On| | Gancer Gene Fanel Template

]

Mame: Cancer Gene Panel

QF J [ Cancel

3. [Create a New Report Template |Z247v%

4. LIR—h72TL—bh0iEIRT. [Based On:lICI Cancer Gene Panel Template |%3&3RU.
[Name: |([(IEED&ZAT (COBITIECancer Gene Panel) ZAIU. [OK&7Uw)

42
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2

biosciences & nanosciences

| Variants: ¢ % / 7 Cancer Gene Panel X' +

{7 Gancer Gene Panel |+ D !@

#I Configure Report Template

Patient Information (3 Reload Report Template

Name: T990005 [5]1 Developer JavaScript Console
Gender: [Male L) Open Report Template Folder
Date of Birth:  01/20/2019 +- @

I 1234 (O)
Reference Information

Physician: <Ihsert Text>
Ihstitution: <Ihsert Text>

Case Id:  <hsert Text>

Sample Information

m

Sample Site: <Ihsert Text>
Collection Method: <Insert Text>
Sample Type: <Ihsert Text>
Panel Coverage:

Ave. Read Depth:

Collection Date:  01/20/2019

4

Receipt Date: 01/20/2019

4

Report Date: 01/20/2019

4

Patient Result

Result: [ Positive

© 00 OPPOPOOOO 006

Comment: Mutations with an establish somatic link detected.

Interpretation Summary:

Recommendations:

©

LR— hOIBERADEE T HESU T TIVEERDIAS MREZE AT
& FEEHABID[ Configure and reload this report template 1Z2Uv-U. XZ1—&D[ Configure

Report Template |Z:ERU T 4s
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biosciences & nanosciences

- 5
/2| Set Report Parameters [ESSEERx™

Lab Information

Mame: <Ihzert Mamex
Address: <Inhsert Address>
City: <Inzert City>
State: <Ihzert State>
Zip Gode: <Inhsert Zipx

Phone Mumber: <Inzert Phone

Fax Mumber:  <Ihsert Fax>

Logo File: Uzing previouzly saved image m Select Image

Test Information

Test: <Inzert Textr
Indication: <Inzert Text>
Backeround: BJI U#&
Method: BIUG®
Limitations: BIruUe&

Feportable Genes:| APC, CASP10, COH1, CHEKZ, ERBB2, FGFR2 IRF1, KLFG, KRAS, M3H2 MUTYH, PIK3CA

@

QK ][ Giancel ]

7. Somatic_cancerJA)LAARDI Gene_list.txt DB F YA N2IE—L. Set Report Parameters®
[ Reportable Genes J(C/R—A LTI OK 1ZI)w) 44
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[ Wariants: 4 % j Cancer Gene Panel 2 4

[:_g‘]Oancer Giene Panel v] - @

Primary Findings
. Primary Findine -

Wariant: T178936082 GAA (AFI0A)

Clazzification: [F‘athu:ugeniu:

Interpretatio:. B T U &

Thiz iz a Mizsenze Yariant located in the PIK3ICHA gene.
LM

-~

GLOVE Syndrome

PR YRRl I ) e e - K Tyl 1 T ST PR B T r B B LTS ERRH R R

Te = Adimmv—m A Al mimd —m mwmlabmd Aoim mem A ks

A %

Ihcidental Findings
B brcidental Findine -

Wariant: 5131973850 C/T { RAnmh
Interpretation: B J U &
iThiz i a Stop Gained located in the RADGN gene. & @
Thiz gene haz been ohzerved to exhibit 7 inkeritance pattern. |—|
T bomn b mmmmmindod it hlimeman bunal sme s desme bl diseed o i
Report Signoff
®

Werify: [ ] Report has not been signed off.

Report?JIC&ED. [Primary Findings &l Incidental Findings IOZNENO[ Select a Variant set (.

TG UREE Y MeiEIR
Bz L E& D[ Create the Report |Z7)v)

biosciences & nanosciences

E

m

1

45
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biosciences & nanosciences

Fllge nl Provider Information

Bioic lerces & nonowciendes

Physician

Institution
Case Id

Patient Information Sample Information

Name T990005 Sample Site Avg. Read Depth

Gender Male Sample Type Collection Date 1/20/2019
Date of Birth 1/20/2019 Collection Method Receipt Date 1/20/2019
Id 1234 Panel Coverage Report Date 172002019

Positive: Mutations with an establish somatic link detected.

Affected Genes

APC CASP10 CDH1 CHEK2 ERBB2 FGFR2 IRF1 KLF6 KRAS MSH3
@ @ @ @ @ @ (@ () @ (@

MUTYH PIK3CA
(0 (1)

Primary Findings
Gene Zygosity Variant Exon Pathogenicity

PIK3CA 7 NIM_006215.3:c.1624G=A(NP_006209.2:p.Glu542Lys) 10 Pathogenic

Interpretation Summary
Recommendations

10. J3JFFUIEER Y MOMIMT )T -3 DlEHZ FEHIZLih— MMERKREINS 16
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Fa1 :

FE2 :

FIE3 :

BT NT—9DAUR—-k
o ENRTOSTINEIER
o EE QH. BIHYSIIOVCFIrA A VK-h

PI)T=34TM
o ZRTF-HIHUT, A BT—IR-ZRAVET ST - AIIOET

T14IU>YH
o ECEFRICEDIVEROMHH
o FIHMEEZRNHZAITLY
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20519 bDYERY

-

W/ Golden Helix VarSeqg 2.1.0

File Tools Help

1.
2.

VOISEQ )
i Create Mew Project

’- Open Exigting Project

Mew Project 207190116

Exome Trio Analvziz

A4 EE D[ Create New Project1z7)v)

r

Filgen¢

biosciences & nanosciences

ACMG Guidelines Gene Panel Template
ACMG Guidelines Trio Template

Cancer Gene Panel Starter Template
Cancer Gene Panel Tutorial

Exome Trio Template

Hereditary Gene Panel Starter Template
Hereditary Gene Panel Starter Template
TruSight Cancer Panel Japanese Sample
Tumeor-Normal Template

Empty Project

1| m 3

Genome Azsembly

W/ New Project L@g1
Project Template
Folder: Project Templates [ Rezet l [ Browse.. ] I
* G

Empty Project

3tart from a blank slate

lIHomn zapienz (Human), GRCha7 (he19) (2 2009)

Project

Mame: | Exome Trio

Folder: G¥llsers¥0zawa¥GH_Data¥Exame Trio

Browsze..

[

0] 4 ]’ Cancel ]

FEEOTO> 1Y% AU, EIzProject Template(C Empty Project]. Genome Assemblyht

[Homo sapiens (Human), GRCh37 (hg19) (2 2009) J£/2>TW\BZEZMESRLIZST OK 1720y )

49

-
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biosciences & nanosciences

-

R
W4 Import Variants Wizard l_lﬂlﬂ
Import Variant Sources
Select Files:
r\, *Exome Trio - Golden Helix VarSeq 2.1.0 [E=R =) (D Define IHPUt 1B F12891.vcfgz Add Filez
File View Tools Help @ Scan Input : i M12892.vef.
E ﬁ- %Impnrt EJ: Export i';__ Plat @Onnnect ﬁ ? \Sfaamapkzg @ Change OptiUnS : i move
7 Tk x|+ . il P12678.vclgz Add Foldsr
@ Review
Remove All
Select one or more

variant files to import.

[ [_',\. Impart Variants... l

et staried by (mporting some data

B w

Append Records

fBppend together filez with matching sample name:
[ Advanced Options

< Back Mext > ] [ CGancel

IRDEE T, [Import Variants |Z247)v7)

Import Variant SourcesiEIHE € Add Files 1247)vJL. Exome_trioJA)LAAIDI F12891.vcf.gz ]
[M12892.vcf.gz1[P12878.vcf.gz |7iEIR

Import Variant SourcesBIE (LT 71/ VDRSNS, [Next 127)v7) 50
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v/ Import Variants Wizard

@ Define Input
@ Scan Input
@ Change Options

Import Variant Sources

Sample Relationships

Individual Samples : The samples in the file(s) that vou
are importing are not related to sach other. You will be able
to select the affected individuals on the next paee.

@ Review

Specify the sample

relationships

Family Samples : The samples in the file(s) that vou are
importing are related to one another. You will be able to
select the affected individualzs and specify parent
relationshipe on the following page.

[ Advanced Options

Gancer Samples : The samples in the fileis) that you are
importing contain somatic mutations. You will be able to
select the affected individuale on the next page.

Tumor/MHormal Samples : The samples in the file(s) that
vou are importing contain tumarfhormal pairs. You will be
able to select the tumor samples and the matched normal
samples on the next page.

< Back ][ Mext > ][ Cancel

\J Import Variants Wizard

Filgeng

biosciences & nanosciences

@ Define Input

@ Scan Input

@ Change Options
@ Review

Select the samples of

interest and appropriately
adjuzt their atiributes

Import Variant Sources

[ #dvanced Options

Add =ample fields: [ From Text File ] [ Azzociate BAM File
Original Samples [¥] le Source File | Samples Mother Father Affected?
1 F12801 F12801 F12891 - - Unatfectad
2 M12892 M12892 M12892 - - Unaffected
3 P12878 p12878 P12878 M12892 -IFIESQW -I Aftected W
(l
Change the sample names: Reset ] [Sal to File Namal [Set to File Name,SampIe]
I < Back ] [ Mext = ] [ Cancel

6. Sample RelationshipsT. [Family Samples |Zi#iRU. NextzJ)v)

7. YOTVIEROADEMET. [P12878]MDMotherJ4—)L RICTM12892 1. FatherJ1—JLRIC[F12891 |,
TumorJ<—)LRICT Affected ] Z1E3RU T Nextz 7w/

51
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biosciences & nanosciences

P

W/ Import Variants Wizard l 5] $1
Import Variant Sources

Summary:
© Define Input « Total size: 463K , 3 Files
@ Scan Input * 16 fields, 3 related samples(1 affected).

* Assembly GRCh_37_g1k,Chromosome,Homo sapiens
@ Change Options y GRC S/_gtk, , p

@ Review I Homo gapiens (Human), GRChET (he19) {2 2009) vI

Matches project, no liftover performed.

The new zource file will

be zaved to the project - - ;
dats folder. [7] Specify Genomic Regions to Import

(Advanced) You may @
alzo choose to left
alien, or split variants [] Import Fegions Defined by Annotation Fils
into allelic primitives.

Select ah Annotation Source Select Track

20 =+~ BP |u~ Exonz Only Full Tranzcript

Select filters to reduce the number of variantz imported. If no filters
are selected then all of the variants will be imported.

[[] PAsS

Select All ] [Olear Selection

[7] Advanced Options

<Back || Einished |[ Gancel

8. Assembly of Input Files(C. [Homo sapiens (Human), GRCh37 (hg19) (2 2009) |£F=RRENT
WBZEzMESRL. [Finished |Z249')y7

52
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biosciences & nanosciences

I" B
W/ *Exome Trio - Golden Helix VarSeq 2.1.0 E@ﬂ
Eile View Tools Help
E f‘-”'; T, Add Lq Export t{_‘: Plat @Connect { Proband (P12878) = ’ # ? %::Tgrlﬁz 13,082
¥ Filter Variants 2 [ Wariants: 13,086 % 4
vaients ~|fH @© R O, 1} | Filter Wariants: P12878 g ariants: 13,086
o' Filter Variants A 13086 -
Variant Info Proband (P12878) Mother (M12892) Father {(F12891) o
“Chr:Pos Ref/ Al Wariant Allele Freq  Read Depths (DF) Wariant Allele Freq  Read Depths (DF) Wariant Allele Freq  Read Depthz (DF) |
6:266473 [ofa) 0.75 12 7 ? ? ?
6:267575 C/G 0.833333 12 ? ? ? ?
6:284016 -/A 0.833333 12 ? ? ? ?
6:286281 G/A 0.307692 13 ? ? ? ?
6:286288 G/T 0.363636 12 ? ? ? ?
6:287725 AG 0.6 10 ? ? ? ?
6:288336 AG 0.818182 11 ? ? ? ?
6:202695 C/- ? ? 0.666667 12 ? ?
6:294361 -/A 1 11 7 ? ? ?
6:301859 C/A 1 11 ? ? ? ?
6:302368 AG 1 10 ? ? ? ?
6:302913 cT 0.166667 18 ? ? ? ?
6:3025873 C/G 0.230769 13 ? ? ? ?
6:304890 T/A 0.411765 17 0.545455 55 ? ?
5:3045800 TA/S- 1 14 0.948276 58 ? ?
6:305095 c/T ? ? 0.357143 14 0.6 10
6:308331 G/A 0.333233 12 7 ? ? ?
6:309718 AT/- 0.916667 12 ? ? ? ?
6:311548 cT ? ? 0.272727 11 ? ?
7 6:311680 -/A 2 ? D@?% 53 2 20

9. Proband (P12878). Mother (M12892). Father (F12891) DZEF —Ih(>m—b
&N, JOP1/ MNEmE(CRRENS
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YJ)7—>3>044m

Filgen

r._,. *Somatic Cancer - Golden Helix VarSeq 2.1.0
File WView Tools Help
E f-.fs' P.dd' Lf Export' Lf/_ Plat . @Oonnect
¥ Filter Variant Annotation... 5]
Wariantz - Secondary Tables 4 @
o Filten 5, Computed Data... p 11076 ’—

BEIRT—HIN—-AUZR b

* RefSeq Genes

» 1kG Phase3 - Variant Frequencies 5a
e Clinvar

* ClinVar Assessments

* dbNSFP Functional Predictions 3.0

« HGVD1210-V2_30

L
) Select Data Source

biosciences & nanosciences

(E=REa™ )

Select tracks to use as annotation sources against the imported variant set.

- Locations 4 [l User Annotations Cr
[ ) Browse ] Filter: * (A tvpe v] Homo zapiens (Human), GRCGhIT (he19) v] Current
[ & | ] Name : Type =

ﬁ Warehouse (] -= MNextera Rapid Capture Exome Targeted Regions 2013-03-07, Illu-- Interval
& Warehouse 0 |||||||| MHLBI ESP6500SI-V2-55A137 Exomes Variant Frequencies 0.0.3--- Variant
v [ Local 7] M= OMIM Genes 2019-01-01, GHI Interval
@l User Annotations [] M= OMIM Genes with Details 2017-01-01, GHI Interval
[ [T omMIM Phenotype Ontology 2017-06-15 Tabular
. ment Catalogs [ - OMIM Phenotypes 2019-01-01, GHI Interval
&0 Public Annotations - !
[7] mmm OMIM Phenotypes with Details 2017-01-01, GHI Interval [
&G Secure Annotations , ,
= [lllll, oMM Variants 2019-01-01, GHI Variant
Example Samples g 3
a P P ;lﬂ'” RefSeq Genes 105 Interim v1, NCBI iGene |=
| |||||||| SIFT and PolyPhen2 Missense Predictions, GHI Variant
] -= TruSight Cancer Amplicon Design 2013-02-05, Illumina Interval _
€| 1 | +
¥ Information showine (29/58), 1 selected (60 ME)
RefSeq Genes 105 Interim v1, NCBI (Edit) Iil
Description
This track contains RefSeq Gene transcripts annotated by the NCBI Homo sapiens
Annotation Release 105 Interim v, i

Diower load

[ Select J[ Cancel ]’ Help

1. JO1/MNEEOIADD 1 Z7UvIU. X=1—&D[Variant Annotation 1%323RU TS
2. Select Data SourceBIEICHWT, LT —IN-RGICINTFIvI%Z AN, [Select ]2y
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Filgen

biosciences & nanosciences

Giene Mames
RAI14

?
TTC23L
BRIX1
BRIX1
AGKT2
AGKT2
AGXT2
AGXT2
AGKT2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
SPEF2
CAPSL
CAPSL
UGT3A1
UGT3A1

3.

Sequence Ontalogy (Cambined)
missense_variant
intergenic_variant
missense_variant
splice_region_variant
splice_acceptor_variant
splice_donor_variant
synonymous_variant
missense_variant
missense_variant
missense_variant
missense_variant
synonymous_variant
synonymous_variant
missense_variant
synonymous_variant
missense_variant
missense_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
intron_variant
missense_variant
intron_variant
3_prime_UTR_variant
splice_region_variant

Missense
Other
Missense
Other
LoF

LoF
Other
Missense
Missense
Missense
Missense
Other
Other
Missense
Other
Missense
Missense
Other
Other
Other
Other
Other
Other
Other
Missense
Other
Other
Other

RefSeq Genes 105 Interim v 1. MGBI
Effect (Combined) Mof4PredictedSplicing DisruptedCombined

?
?
0 of 4 Predicted Splicing Disrupted
0 of 4 Predicted Splicing Disrupted
3 of 4 Predicted Splicing Disrupted
2 of 4 Predicted Splicing Disrupted

W W

0 of 4 Predicted Splicing Disrupted
?
?
0 of 4 Predicted Splicing Disrupted

e I L R R

0 of 4 Predicted Splicing Disrupted
0 of 4 Predicted Splicing Disrupted
?
0 of 4 Predicted Splicing Disrupted
?
0 of 4 Predicted Splicing Disrupted

Predicted Splicing Disrupted (Combined)  Transcript Mame (Clinically Felevant)

?

?

?

?
GeneSplicer,MaxEntScan,MNSplice
MaxEntScan, PWM

R R I I I I R R R R R Lt BT ]

MM_001145525.1
?
NM_001317949.1
NM_018321.3
NM_018321.3
NM_031900.3
NM_031900.3
NM_031900.3
NM_031900.3
NM_031900.3
NM_024867.3
NM_024867.3
NM_024867.3
NM_024867.3
NM_024867.3
NM_024867.3
NM_024867.3
NM_024867.3
NM_024867.3

HGWS ¢ (Glinically Relevant)
NM_001145525.1:c.497G>T

?

MM_001317949.1:c.92A>=G
MM_018321.3:c.783-3T=A
NM_018321.3:¢.793-2dupA
NM_031900.3:c.*46G=T
MM_031900.3:c.1305T=C
MNM_031900.3:c.635C=T
MNM_031900.3:c.418G=A
MM_031900.3:c.305G=A
NM_024867.3:c.211A>C
MNM_024867.3.c.5709T=C
MNM_024867.3:c.861C>T
MM_024867.3:c.1408G=A
MM_024867.3:¢.2142T=C
MNM_024867.3:¢.2711C>T
MNM_024867.3:c.2800G=C
MM_024867.3:€.2839+630C=T
MNM_024867.3:€.2839+815C>T

MM_024867.3 MM_D24867 30 2830+ 11075
NM_024867.3 NM_0243673:c. 2830+ 11634
NM_024867.3 NM_0243673:c 2830+ 15055

NM_024867.3
NM_024867.3
NM_144647.3
NM_144647.3
NM_152404.3
NM_152404.3

7 I)T=2ANINTE T I3 BRT A7 TIICET—AIN-ZADT )73 FIhNE

NM_024867.3:c.2014+19T>G
NM_024867.3:¢.3331-11T=C
NM_144647.3:c.254G=A
NM_144647.3:C.137+17A>G
NM_152404.3:c.*607T>C
NM_152404.3:c.1296-8G>A

mEns
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EAD-/70-DIER Filgeng

biosciences & nanosciences

' Filter Variants A, 13086
Read Depths (DP) (Current) == 30 ¥ =
an by
o
Less than 30 3114
Saualto 30 " . Proband (P12878)M[Read Depths (DP)] = 30
Greater than 30 383
Missing 6012 «  Proband (P12878)MI Variant Allele Freq] = 0.2
3,960
YariantAllele Freg (Current) == 0.2 . T
nz 1M
i
Less than 0.2 141
Equal to 0.2 0
Greater than 0.2 3814
Missing 27
381

1. Proband (P128784>7)l) ®MIRead Depths (DP)l&[Variant Allele FreqlD2J4—)LROI>TF %
4D, LERDESDIRRFMZ2IETETD
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o' Filter Variants
Read Depths (OP) (Current) == 30

VariantAllele Freq (Current) == 0.2

Allele Freguencies = 0.01 OR missing
nnt

Less than 0.01
Equal to 0.01
Greater than 0.01

Missing

Alt_allele_freq=0.01 OR missing
nnm

Less than 0.01
Equal to 0.01
Greater than 0.01

Missing

A 13086

A O
3960

X O
30814

N -
il

+

76

I

3,049
4an
Bk

a -
il

+

24

I

a7

445

469

1kG Phase3 - Variant Frequencies 5ad)
[Allele Frequencies] < 0.01 or Missing

HGVD1210-V2_30MD[Alt_allele_freq] < 0.01
or Missing

2. ANEIFENRSNPOBREDZSH. 1kG Phase3 - Variant Frequencies 5a®l Allele Frequencies.
&5(CHGVD1210-V2_30M1Alt_allele_freqlD274—=)LRDI>TF 220D, LEDESDIRZRZ 715

EID
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biosciences & nanosciences

o' Filter Variants A, 13086

Read Depths (OP) (Current) == 30 4 0O
3,960
VariantAllele Freq (Current) == 0.2 4 0O
3814

[7] Allele Frequencies < 0.01 OR missing & O « RefSeq Gene®l[ Effect (Combined)] is LoF, Missense
il
Alt_allele_freq = 0.01 OR missing 4 0O
4649

Effect (Combined) is (LoF, Missense) A -

LoF a
Missense 126
Other 33h
Missing I

134

3. EARCEERZEDOMI DI, RefSeq Genedl Effect (Combined) D74 —)LROI>FTF%DLD,
LERDEBIRFREZEMZIEET D
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Filgeng

W/ *Exome Trio - Golden Helix VarSeq 2.1.0

Eile View Tools Help

E ﬁ T, Add Lf Export Lf: Flat @ Connect

¥ Filter

Wariants w

o' Filte

— —

Hown e

[ variant Annotation...

!

|

Secondary Tables 3 [Variani
L Computed Data... 13,086
PACTEETEEE | LA

biosciences & nanosciences

-
(4 Select an Algorithm

Pick an algorithm to run on the project data

Algorithms:

Documentation

Table type: | Variants

l Algorithm: Genotype Zyeosity Version: 1
v

¥ [ Variant
¥ ) Per Sample
& Genotype Zygosity
8 Frequency AurlareVZygosity
[& GT Style Genotype
f@ Compute Fields
I8 ACMG Classifier
v @ Per Trio
@ Mendel Error
v [ Project/Cohort
[& Variant Type
i@ Count Alleles
I8 Annotate Regions
[@ Annotate Transcripts
I8 Aggregate Compute Fields
v ) Gene
v [L) Per Sample
@ Sample PhoRank Gene Ranking
[& Count Alleles by Gene
[8 Match Genes List (Per Sample)
v @ Per Trio
f@ Compound Het Detection
v [ Project/Cohort
[& Variant PhoRank Gene Ranking
& Aggregate Filtered Variants per Gene
@ Match Genes Linked to Phenotypes
I8 Match Genes List
v [y Sample
I8 Sample Statistics
f@ Targeted Region Coverage
@ Binned Region Coverage
{8 LOH Caller on VAF

m

Genotype Zygosity

This algorithm examines the genotypes for each sample and identifies
them as one of the following:

Reference: Both alleles match the reference allele

Heterozygous: Two different alleles

Homozygous Variant: Both alleles are the same but are different
than the reference allele.

Hemizygous: The single allele present is different than the
reference allele.

Requirements

Requires a genotype (GT) sample level field.

Output

Creates a zygosity field for each sample.

JoZINEmEOIAdd 1%y L. XZ1—&DI Computed Data | ZiZIRU T
Select an AlgorithmBEH(CHEWV T, EROFEFT 7L ITUX L2EIRU T, TOK1Z2IUw)
AT )L IV A LOFEFRICE O T,
ZDFRAPIVIVALT(E, FTEME T 328 BET-JIUGTEREROT )7—>a>iMannzn.
TV IERTERLIICRD

STERDN\SA-IREZIETET D
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Filgen

v B

¥ | Variant

) Per Sample

[# Genotype Zygosity

I@ Freguency Aware Zygosity
[# GT Style Genotype

[@ Compute Fields

I8 ACMG Classifier

¥ | Per Trio

g Mendel Error

» [ Project/Cohort
b ) Gene
b L Sample

» L Import

b4

biosciences & nanosciences

Variant Info
Thr:Pos| Ref/akt
6:564567 /G
6:7405508 G/A
6:8426249 A/C
6:10626704 T/G
6:10709632 G/A
6:12124988 T/C
6:12260506 G/T
6:15501276 c/G
6:17794528 AlC
6:18208415 G/A
6:24850081 AlC
5:26056427 T/G
6:26108282 C/A
6:26234929 T/G
6:26506950 T/G
6:27420048 G/C

1. Select an AlgorithmiBIE&LD[ Genotype Zygosity 17Z12IRUTI OK &9y
2. BEFT-II, EYOTINOREERETIFSWIBIRO I —ILRNEINENS

Proband (P12878)

“fariant Allele Freg
0.393443
0.457143
0.505155
0.409836
0.552941
0.433862
0.336538
0.417722
0.381818
0.416667
0.603239
0.462963
0.245902

0.42029
0.389558
0.44697

Read Depths (DP)
122
70
194
122
85
189
104
79
112
110
250
162
62
138
249
132

ZyEnsity “ariant Allele Freq
Heterozygous ?
Heterozygous 0.514925
Heterozygous ?
Heterozygous 0.46
Heterozygous ?
Heterozygous ?
Heterozygous 0.369295
Heterozygous ?
Heterozygous ?
Heterozygous ?
Heterozygous ?
Heterozygous ?
Heterozygous ?
Heterozygous 0.513043
Heterozygous 0.512295
Heterozygous 0.446541

Mother (M12892)

Read Depths (DF)
?

134

?

150

?

7

241

I I

80
115
245
160

ZyEngity

?
Heterozygous
?
Heterozygous
?

?

Heterozygous

M3 ma md ma

Heterozygous
Heterozygous
Heterozygous
Heterozygous

Father (F12891)

Wariant Allele Freg
0.496552
?

?

?
0.514563
?
0.38806
?

?
0481481
0.538871
0443787
?
0.470588
0436214
?

Read Depths (DF) Zyeozity
145 | Heterozygous

? ?

? ?

? ?

103 | Heterozygous

? ?

67 | Heterozygous
? ?
? ?

Heterozygous

Heterozygous

169 | Heterozygous

? ?
153 | Heterozygous
243 | Heterozygous

? ?

62
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biosciences & nanosciences

¥ | Variant
w | Per Sample
[# Genotype Zygosity
[@ Freguency Aware Zygosity
[# GT Style Genotype
[@ Compute Fields
I8 ACMG Classifier

[y _Per Trio

g Mendel Error
» [ Project/Cohort
b ) Gene

b L Sample

» L Import

Variant Info Proband {P12878) Mother {M12892) Father (F12891)
ChrPos | Ref/alt Yariant Allele Freq  Read Depths (DP) Zyeosit Mendel Errar Wariant Allele Freq  Fead Depths (DP) Zygosity Mende! Errar Wariant Allele Freq  Read Depths (DF) Zyeosity Mendel Errar
5:564567 c/G 0.393443 122 Heterozygous Transmitted ? ? ? ? 0.496552 145 Heterozygous ?
6:7405508 G/A 0.457143 70 Heterozygoug Transmitted 0.514925 134 Heterozygous ? ? ? ? ?
6:8428249 AfC 0.505155 194 Heterozygoug de Novo Allele ? ? ? ? ? ? ? ?
6:10626704 T/G 0.409836 122 Heterozygous Transmitted 0.46 150 Heterozygous ? ? ? ? ?
6:10709632 G/A 0.552941 85 Heterozygous Transmitted ? ? ? ? 0.514563 103 Heterozygous ?
6:12124988 T/C 0.433862 189 Heterozygous] de Novo Allele ? ? ? ? ? ? ? ?
6:12290906 G/T 0.336538 104 Heterozygous Transmitted 0.369295 241 Heterozygous ? 0.38806 67 Heterozygous ?
6:15501276 C/G 0.417722 79  Heterozygoug de Novo Allele ? ? ? ? ? ? ? ?
6:17794528 AfC 0.381818 112 Heterozygoug] de Novo Allele ? ? ? ? ? ? ? ?
6:18208415 G/A 0.416667 110 Heterozygoud Transmitted ? ? ? ? 0.481481 135 Heterozygous ?
6:24850081 AfC 0.603239 250  Heterozygous Transmitted ? ? ? ? 0.58871 250 Heterozygous ?
6:26056427 T/G 0.462063 162 Heterozygouq Transmitted ? ? ? ? 0.443787 169 Heterozygous ?
6:26108282 C/A 0.245902 62 Heterozygous Transmitted ? 80 Heterozygous ? ? ? ? ?
6:26234929 T/G 0.42029 138 Heterozygoug Transmitted 0.513043 115 Heterozygous ? 0.470588 153 Heterozygous ?
6:26506950 T/G 0.389558 249 Heterozygous Transmitted 0.512295 245 Heterozygous ? 0.436214 243 Heterozygous ?
6:27420045 G/C 0.44697 132 Heterozygous Transmitted 0.446541 160 Heterozygous ? ? ? ? ?

1. Select an AlgorithmEE &N Mendel Error |Z:#3RU Tl OK 127w

2. ZET—TJILOProbandd > TINCHEWT, FEEEDADTIIERIBIROT—)L RMEINENS -



EANTOESEHORE Filgeng

biosciences & nanosciences

L R
./ Select a Source and Field E@g

Select the Gene MNames field that will be uzed to eroup variantz into genes for Compound Het analysis.

Sources Fields
1! Exome Trio Filter * [T] only Allowed Types
b [ Variant 7| Clinvar 2019-01-01, NCBI Name Type Doc .
v & Gene = dbNSFP Functional Prediction Voti
et s unctional Prediction v¥oting Gene Names String Array The set of unique gene name---
b 4 - . .
& rer sample dbNSFP Functional Predictions 3.0, GHI
[ Sample PhoRank Gene Ranking ~ Sequence Ontology --- Categorical The highest priority ontology --- |E

Clinvar Assessments 2019-01-01, NCBI
1k Phase3 - Variant Frequencies 5a with ( Gene Region (Combi---  Categorical The highest prierity region fo---
HGVD1210-V2_30 .

[& Count Alleles by Gene -
[@ Match Genes List (Per Sample) "

v [ Par Trio Effect (Combined) Categorical The highest priority of the eff---
b RefSeq Genes 105 Interim w1, NCBI I
l f& Compound Het Detection | = Transcript Interactions RefSeq Genes 105 ] N of 4 Predicted Spli--- Categorical Number of splice algorithms ---
v @ Project/Cohort 7 Aux Fields RefSeq Genes 105 Interim v1, Predicted Splicing Di--- | Categorical Array List of splice algorithms predi---
[& Variant PhoRank Gene Ranking [ Genotype Zygosity . : _ - : . I
[ Aggregate Filterad Variants per Gene P Mendel Error Transcript Name (Cli--- String Array he transcript determined to -
& Match Genes Linked to Phenotypes 4 o | o Exon Mumber (Clinic--- | Int Array The number of the exon in w--- L
& Match Genes List
. Sample . "
g = P RefSeq Genes 105 Interim v1, NCBI i
» [ Import LAl
Asummary of the computed interactions between each variant and the overlapping transcripts.
Description
Asummary of the computed interactions between each wvariant and the overlapping transcripts. In the case of multiple interactions, the ol
[ 0] % ] ’ Gancel
[N &

1. Select an AlgorithmEE LD Mendel Error |Z:2#IRU Tl OK 1ZJUy7
2. Select a Source and FieldEIE(CHWVT. ZET—JI LDEBLEFEZDI—ILE (COBITIE

RefSeq GenesDGene NamesJ{—JLR) Z&ERUT. [OK1ZI)wY y



EANTOESEHORE Filgeng

biosciences & nanosciences

-
) Select a Source and Field L@ﬂ

Optionally select an allele frequency field to allow for one wariant to reach b% frequency while the other iz strictly < 1%
Sources Fieldz
i *
M' Exome Trio Filter ] Only &llowed Types
~ Clinvar 2019-01-01, NCBI Name Type Doc |~
dbNSFP Functional Prediction Voting Ref/Alt String Reference and Alternate all- | =
dbMNSFP Functional Predictions 2.0, GHI s 2 B
Identif String Array Known identifier (often dbS-— Varse L9 (S
Clinvar Assessments 2019-01-01, NCBI Entner ring Array nown identimer forken e q a—
1kG Phase3 - Variant Freguencies 5a witl Flags Categorical Array All boolean flags defined in t-- Advanced Parameters
HGVD1210-V2_30 Read Depth (DP) Int Total read depth; only low ¢ [ Allow de Novo het mutations to be considered
RefSeq Genes 105 Interim w1, NCBI Allow duos (one missing parent)
A ounts t A r ounts o cl t t
Transeript Interactions RefSeq Genes 105 Allele Counts Int Array Counts of each alternate all
Aux Fields RefSeq Genes 105 Interim v1, Allele Frequencies Float Array The Allele Counts divided b---
7 Geno Zygosi f
b type Zygosity # Alleles Int Total number of observed a---
| | Mendel Error
O I ) # Het Int Count of the number of het---
i [ OF J [ Cancel
-~ [
1kG Phase3 - Variant Frequencies 5a with Genotype Counts, GHI F
Matching variants of 1kG Phase3 - Variant Frequencies 5a with Genotype Counts, GHI
Description &
[ ok ][ skip

3. 2DHE®mSelect a Source and FieldBEE(CHWT, ZET—JIL LOT7UIISEET—ADI(—ILR
(COHITIFLIKG Phase3MAllele FrequenciesJ4—)LR) Z#EIRUTIOKIEIEI Skip 1z )%
x NNL—Z> T3 Skip 1=y

4. Advanced ParametersT. de NovoODNTIESHERESHDIN. FEHIREZGFOY>TILT—4
UNMFIELR WIS EBETEZITOINESIHZIEEL. [OKIEIUYY
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Filgeng

biosciences & nanosciences

Gene Compound Het Variants for--

Gene Mames  Compound Het?  Inherited From

EXOC2 False MA
RIOK1 False MA
SLC35B3 False MA
GCNT2 False MA
PAK1IP1 False MA
HIVEP1 False MA
EDN1 False MNA
JARID2 False MNA
KIF13A False MA
KDM1B False MA
FAMEGSB False MA
HIST1HI1C False MA
HIST1HIT False MA
HIST1H1D False MA

BEFF-T )

Gompound Het Genes for Proband (P12878)
Inherited from Mather

Haz Compound Het?  Inherited from Father

False
False
False
False
False
False
False
False
False
False
False
False
False
False

o O = O O O O = O O O =

o = O O O O O O O O = O = O

Inherited Total

o Filter Variants 3, 13086

Read Depths (DP) (Current) == 30 4 0O
3,960

Variant Allele Freq (Current) == 0.2 A O
LT

Allele Frequencies = 0.01 OR missing 4 0O
1

Alt_allele_freq = 0.01 OR missing A O
459

Effect (Combined) is (LoF, Missense) 4 0O
134

Compound Het? (Current) 3 -
True 3
Falze [
Missing i
13

Variant Gene Info

Gene Mames | Has Compound Het?  nherited from Father

AARS2 False
ABCC10 False
ABCF1 False
ABHD16A False
ABRACL False
ABT1 False
ACAT2 False
ACOT13 False
ADAT2 False
ADGB False
ADGRB3 False
ADGRF1 False
ADGRF2 False

=T T T s Y e T e Y e Y Y o Y o o

Inherited fram Mather

o o o o o o o O O o o o O

J—4J0—-(CB&1M(CCompound Het?DJ()LA—1>FTFHMERENS
6. BEFCEERT-IINAT)T-a3EN. BlIFJ TRIMINENEERFT—JIE/ERkENS

Gompound Het Genes for Proband {P12878)
Inherited Total

= O = O O O = O O O O O O

Hets In Both Parents

o o o o o o o O O o o o O

1

= T - - - - -

Hets In Both Parents

= o o o o o O = O O O O O O
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Filgeng

biosciences & nanosciences

A 13086

4 0O
3960

A O
2814

A O
i1

4 O
460

A O
134

b -

o' Filter Variants A 13086 o' Filter Variants A, 15086 o' Filter Variants
Read Depths (DP) (Current) == 30 A O Read Depths (DP) (Current) == 30 A O Read Depths (DP) (Current) == 30
3,960 3,960
VariantAllele Freq (Current) == 0.2 4 0O VariantAllele Freq (Current) ==0.2 A4 0O Variant Allele Freq (Current) == 0.2
3814 1814
Allele Frequencies = 0.01 OR missing A 0O Allele Freguencies = 0.01 OR missing A O Allele Frequencies = 0.01 OR missing
b6 A6
Alt_allele_freq = 0.01 OR missing A4 0O Alt_allele_freq = 0.01 OR missing A O Alt_allele_freq = 0.01 OR missing
464 469
Effect (Combined) is (LoF, Missense) 3 0O Effect (Combined)is (LoF, Missense) A O Effect (Combined) is (LoF, Missense)
134 134
Compound Het? (Current) is true ¥ T Compound Het? (Current) is true L Y Trio Analysis
True 3 True ] ) AMD Resultz satisfy criteria of all contained filters
@ OR  Results satisfy criteria of any contained filter
False 131 False 131
Compound Het? (Current) istn 4% |
Missing 0 Missing 0
True
3 3
Falze 13
v Enabled Missing
| Reszults satisfy criteria of all contained filters
Inverted @ OR | Results satisfy criteria of any contained filter
@ AND ?
OR
' Lock
Add Filter
I Add Filter Container I
— - - AY
1. D-770-TFRIDZEEAR-X ETHIIYIU. XZ1—h51 Add Filter Container 3Z#IRUTYUvS
2. FERIDTFHFAMERRENZDT, I>57F2%5TINI)yIUTI Trio Analysis IICEE L. &5(C[ Show
Filter Configuration|Z7Uv/JU. 1&ZRZMAH(CTORIZIEE
— A Y - - — — AN — » W
3. Compound Het?d>7F%3&3RU. Trio Analysis1>7FRIC RIS & ROV
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NUAfERD - 70— DIER Filgen

biosciences & nanosciences 4

o' Filter Variants A, 13086

Read Depths (DP) (Current) == 30 A O
3960

Variant Allele Freq (Current) == 0.2 A O
3814

[¥] Allele Frequencies = 0.01 OR missing A O
A6

Alt_allele_freq = 0.01 OR missing A O
464

Effect (Combined) is (LoF, Missense) A O

1t «  Proband (P12878)M[ Mendel Error] is de Novo Allele

[¥] Trio Analysis A =
Compound Het? 3, | Mendel Error (Current) 3 |
True i MIE 1
False 131 Transmitted 96
Missing i} Untransmitted 0

de Movo Allele a7
Missing 0
3 37

40

4. Proband (P128784Y>7)l) MIMendel Error]0J74—)LROI>TF%D<D, LEEDESIRREZE %
FEEITD
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biosciences & nanosciences

@"'rrioAnalysis ke
[V] Compound Het? 2, | [¥] Mendel Error (Current) % | [¥] Recessive Homozygous L |
True 3 MIE 1 [¥] Zygosity (Current) is Homozygous Variz & —
False 13 Transmitted 96 Heterozygous 133
Missing 0 Untransmitted 0 Homozygous Variant 1
de Novo Allele 37 Reference n
Missing 0 Missing 0 ] )
, «  Proband (P12878)MI[ Zygosity | is
[] Zygosity (Mother) is Heterozygous %, — Homozygous Variant

Heterozygous 0

Homozygous Variant F' ° Mother (M 12892)0)|_ZngSItyJ iS
:_eférence : Heterozygous

Missing
[¥] Zygosity (Father) is Heterozygous XK T * Father (F12891)O) rZyQOSItyJ iS
oo 0 Heterozygous

Homozygous Variant 0
Reference 0

Missing 0

40

5. Trio AnalysisI>7TFRDZEEAR-X ETHIIYIL. XZ1—h51 Add Filter Container [3#3RU T
7097

6. FAERIDTFHFIMERSINZOT, >F7F&%5 TNy TI Recessive Homozygous |([CE &
7. Proband (P12878Y> 7). Mother (M12892H>7)L). Father (F12891H> 7))y ZNEND

[Zygosity |DT{—ILRDISTF %KD, LROEBVRREMEIETTS o
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» [ Variant
¥ [ Gene
¥ | Per Sample
f& Sample PhoRank Gene Ranking
[& Count Alleles by Gene
[@ Match Genes List (Per Sample)
¥ | PerTrio
@ Compound Het Detection
¥ [ Project/Cohort
lLE Variant PhoRank Gene Ranking |
[& Aggregate Filtered Variants per Gene
[& Match Genes Linked to Phenotypes
& Match Genes List
b ) Sample
» ) Import

W Select a Source and Field

e

Select the Gene Mames field for PhoRank to use for rankine.

Sources

|ilr Exome Trio
= Clinvar 2019-01-01, NCBI

HGVD1210-V2_30

dbNSFP Functional Prediction Voting

™ dbMNSFP Functional Predictions 3.0, GHI

T Clinvar Assessments 2019-01-01, NCBI
1kG Phase3 - Variant Freguencies Sa with

»

Fields

Filter * [ Only Allowed Types
Name Type Doc

Gene Mames String Array The set of unigue gene nam---

I RefSeq Genes 105 Interim w1, NCBI

Genotype Zygosity
Mendel Error

Gene

[ 7 Compound Het Variants
[ 7 Compound Het Genes

< | i |

Aux Fields RefSeq Genes 105 Interim v1,

Transcript Interactions RefSeq Genes 105

RefSeq Genes 105 Interim v1, NCBI

Effect (Combined)

Sequence Ontology ---

Gene Region (Combi---

M of 4 Predicted Spli---
Predicted Splicing Di---
Transcript Name (Cli---
Exon Number (Clinic---
HGEVS c. (Clinically R--

HEVS p. (Clinically R---

Categorical
Categorical
Categorical
Categorical
Categorical Array
String Array

Int Array

String Array

String Array

The highest priority ontolog---

The highest priority region f---

m

The highest pricrity of the e---

Mumber of splice algorithm---

List of splice algorithms pre---
The transcript determined t---
The number of the exon in ---
The associated HGVS codin---

The associated HGVS protei---

Asummary of the computed interactions between each variant and the overlapping transcripts.

Description

Asummary of the computed interactions between each variant and the overlapping transcripts. In the case of multiple interactions, the
interaction with the highest priority will be listed.

oK ] [ Gancel

1. Select an AlgorithmEHE&LD[ Variant PhoRank Gene Ranking 1Z:&RU Tl OK 1ZJ)v)
2. Select a Source and FieldEIE(CHWVT. ZET—JI LDEBLEFEZDI—ILE (COBITIE
RefSeq GenesDGene NamesJ{—JLR) Z&ERUT. [OK1ZI)wY
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./ PhoRank

Phenotype Group Mame: Muszcular Dystrophy

Phenotype Terms:
[ Enhance with OMIM phenotvpes

I muscular dystrophy 1

late-onset muscular dystrophy
congenital muscular dystrophy

‘muscular dystrophy

scapulohumeral muscular dystrophy
limb-girdle muscular dystrophy

OK

] [ Cancel

-

biosciences & nanosciences 4

EANENS

Muscular Dystrophy PhoRank

Gene Rank
0.425273
0.221142
0.379101
0.281896
0.377886
0.247874
0.215067
0.247874
0.336574
0.221142
0.221142

0.36695
0.550425

Giene Score
0.00126835
0.000465594
0.000974205
0.000590047
0.000968039
0.000517044
0.000437204
0.000517044
0.000794162
0.000465594
0.000465504
0.000910578
0.00761623

Path

SLCIEES A G

HIVER 1 & GO
JARIDZ /G-
KIF 134  GO--
DHH1E /Gl
Chorfd? /G-
LYBGEF /G-
DH0 S G-

EGFLE ./ G-
FEX2 / GO:lee
PEHD / GC:0---

HLA-DQB2 ==

SYMGAPT /e

PhoRank&E(c& UL T, Phenotype Terms:(AEEDHPO Term (ZDFIT(Emuscular dystrophy)
Z AT HBWNETermDIEFHIAMSIEIRL T, [OK &7y
ZREHIVNLELFT—IIIC BIZFIEDASIHPO Termé DESEDsESZEUBILUIZT 1 —)L KA}
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Filgen

T Filter Variants

Wariants -

o' Filter Variants
Read Depths (DP) (Current) == 30

o+

VariantAllele Freq (Current) == 0.2

Allele Frequencies = 0.01 OR missing

Alt_allele_freq = 0.01 OR missing

Effect (Combined) is (LoF, Missense)

[¥] Trio Analysis
Compound Het? % |

True 3 MIE
False 13 Transmitted
Missing 1] Untransmitted

de Novo Allele

Missing

1. EENTOES
sT40ENEE

\\ —_—

Mendel Error (Current) %

ﬁw;tsj de Novo7’ LIV CE374E.

A 13,086
A O
3,960

A O
2814

A O

A6

A 0O

464

A O

134

a -
Recessive Homozygous A1
Zygosity (Current) is Homozygous Vari: &, O
1

[¥] Zygosity (Mother) is Heterozygous 4 0O
0

[¥] Zygosity (Father) is Heterozygous A% 0O
0

[T Variants: 40 X

| Variant Genes: 902 X <4

“ariants

i ©

RO0ED

-

biosciences & nanosciences

Trin Analyziz: P12278 o

e

3

EREES

Yariant Info

TChrPos
6:8428249
6:12124988
6:15501276
6:17794528
6:30622603
6:31626086
6:31675842
6:31938841
6:32135202
6:32155057
6:32156189
6:32725625
6:33410691
6:34085432
6:35782521
6:41533574
6:43267651
6:43581563
6:44108008
6:47649853
6:60685178
6:75893766
6:83877723
6:88387622
6:110064911
6:121563477

Ref/alt
A/C
T/C
c/G

c/G
G/C

G/T
c/A
AlC
c/G
c/A

Wariant Allele Freg
0.505155
0.433862
0.417722
0.381818
0.449275
0.244444

0.39375
0.4375
0.528302
0.438596
0.470588
0.321429
0.343137
0.210526
0.523077
0.6

0.5
0.588235
0.456522
0.380282
0.507692
0.269565
0.34375
0.407407
0.487179
0.471429

K TROEDZEZEN

Proband (P12878)

Fead Depths (DF)
194
189

79
112
69
a1
160
112
54
57
34
57
102
38
65
146
112
102
46
71
65
115
97
135
78
71

Zygozity
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous

MRtEN. &

Mendel Error
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Movo Allele
de Novo Allele
de Movo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Nove Allele
de Novo Allele
de Nove Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
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[ Variants: 40 %

|

7 Wariant Genes: 37 X\ 4

l\.-‘ariants by ariant Genes vlﬁ@ & R D El

Trio dnalysis: P128787

at GeneRank %

Filgeng

biosciences & nanosciences

Variant Gene=
Gene Mames
CoL12A1

] SYNE1
FIG4

PGM3

SYNGAPL
FGFR10OP
SLC35B3
CLDMN20

JARID2

DHX16
HLA-DQB2
ADGRB3

SF3B5

2. Variants by Variant GenesT—JILTl&. AT DFERIMEBENER
BinTF%. Al

CGompound Het Genes for Proband {P12873)

Haz Compound Het?
False
True
False
False
False
False
False
False
False
False
False
False
False

Inherited from Father

L R e B L= S =T = R s TR Y e T S Y

CHHTBER

Inherited from Mother

[ Y e T e Y s T e Y T Y T o T o T o =

Muscular Dystrophy PhoRank

Gene Rank
0.9902749
0.986634
0.855407
0.749696
0.550425
0.470231
0.425273
0.399757
0.379101
0.377886

0.36695

0.35723
0.343864

22T —JIERR

Giene Score
0.736401
0.735329

0.0306254

0.0131189

0.00761623
0.00190696
0.00136835
0.00108969
0.000974205
0.000968939
0.000910578
0.000870164
0.00080745

Variant Info
Chr:Pos
6:152470619 C/G
6:152542036 C/G
6:152555877 c/T
6:152784621 T/C
6:152786454 c/T

0.538462
0.352941

0.47191
0.482759
0.421053

(CHUL T,

Proband (P12878)
Ref/#lt  Wariant dllele Freq Read Depthz (DP)

119
153
a0
58
152

Zygnzity
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous

165 T AR

3. WELLUT, #EANTOESEDHas Compound Het?J4—)L RPIEEF 524> DGene Rank
Bl TFOEE

4= )L RTRRZILUE X, EENTOIES

ZHEFRI D

RDIBREE

Fd, RIREIEDRSE

EnEVE

fdendel Error
Transmitted
de Novo Allele
Transmitted
Transmitted
de Novo Allele

73



HEIVWEDEL : TP RS+
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