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File View Tools Help

@ Add @ Expor
[ Variants: 208 % G

[veriants ~]f © R w@ o Matched? is true: HD200-rep 1 o

I8 m Plol' @Oonnect

4 HD200-rept v b P P

GenomeBrowse X 4

Variants: 298 uPlot (0] # ‘. @_ 2

Variant Info
ChriPos| Ref/Alt

HD200-repl

Identifier Variant Allele Freg Read Depths (DP) Genotype Qualities (GQ)

Allelic Depths (AD)

1:11046855 G/T | rs9430161 0.350084 597 705 388,209 (=

1:14096821 T/C rs1210110 0.29682 283 215 199,84 | |
1:17380497 G/T  rs2746462 1 420 1261 0,420
1:17722363 G/A rs7538876 0.263158 418 101 308,110
1:150860471 C/T  rs7412746 0.685962 691 526 217,474
1:222045446 G/T rs6691170 0.405333 375 732 223,152
2:8178735 A/G  rs1364054 0.603239 247 495 98,149
2:15782471 G/T  rs807624 0.466395 491 1285 262,229
2:29416326 G/A ? 0.270899 945 204 689,256
2:29416366 G/C rs1881421 0.50149 1007 2868 502,505
r—l 2:28416572 T/C rs1670283 1 891 : 2665 0,890
2:29416615 G/A rs56132472 0.282123 1074 363 771,303
2:29451783 A/C ? 0.25 4 ? 31
2:29455267 A/G  rs2256740 0.767857 504 20 117,387
2:29543663 T/C| rs2293564 0.9 310 474 31,279
2:29543736 A/G rs35093491 0.282609 460 211 330,130
2:29940529 A/T| rs2246745 0.78245 547 171 119,428
2:30143058 C/G ? 0.290859 1447 608 1024,420
2:30143499 G/C  rs4358080 0.901119 537 895 53,483
2:43553949 T/C rs1465618 1 331 993 0,331
2:46537604 A/G  rs7579899 0.718166 589 250 166,423
2:47601106 T/C  rs1126497 1 442 1288 0,440
2:48018236 G/T  rs3211299 0.253247 616 48 460,156
2:58388696 A/G  rs848201 0.886364 176 197 20,156
2:61066666 G/A  rs1432295 0.330986 710 690 475,235
2:67241174 G/A  rs6734275 0.407059 425 816 252,173
2:111797458 A/G rs17483466 0.288256 562 283 400,162
2:177042633 A/C  rs2072590 0.648026 608 757 214,394
2:202162811 A/G rs13016963 0.631387 275 430 101,173
2:213296863 T/C rs13393577 0.278481 237 144 171,66
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. Data Source Library @M

+ - Locations 4 D “ariation and Function Q
[ |) Browse ] Filter: * {finy type) VI Homa sapiens (Human), GRCh37 gk (2 200 VI Current Plot Data 4
[ - ] Name . Type Size Date Url |-

& warehouse 1 |||||||| 1kG Phase3 - Variant Frequencies 5a with Genotype Counts, GHI Variant 3.1G 2017-08-22 rfs://data---
& Warehouse ] -= CIVIC - Region Clinical Evidence Summaries 2018-02-01, WUSTL Interval 200K 2018-02-02 rfs://data-- |
Wl | - D Local ] |||||||| CIVIC - Variant Clinical Evidence Summaries 2018-02-01, WUSTL Variant 224K 2018-02-02 rfs://data--- i
@l User Annotations 3Jillj clinvar 2017-09-05, NeBI ‘Variant 20M 2017-09-07 rfs://data---
I i ment Catalogs [} |||||||| ClinVitae 2014-02-09, Invitae Variant 2.5M 2014-02-11 rfs://data---
& Public Annotat 0 |||||||| COSMIC Mutations Left Aligned 71 v2, GHI Variant 59M 20153-03-13 rfs://data---
- ublic Annotations
unctional Predictions 3.0, arian -10- 5://data--
bl Il |deSFPF ctional Predicti 3.0, GHI Variant 411M 2015-10-29 rfs://dat
Assem
unctional Predictions and Scores 3.0, ariant 6. -10- s://data---
D v Il |deSFPF ctional Predicti d S 3.0, GHI Variant 6.9G 2015-10-29 rfs://dat
CNV and Li Variants
& cnv and Large Varian dbscSNV Splice Altering Predictions 1.1, GHI Variant 247M 2015-07-10 rfs://data -
) [l
(£ Genes and Regulation 1 fill; dbsne 149, Neer Variant 2.9G 2017-12-29 rfs://data--
(5 Microarray Probe Mappings | |1 yll, dhSNP Common 149, NCBI Variant 830M 2016-12-29 rfs://data-—
[£5) Targetad Panels ~ Information showing (22/266), 1 selected (20 ME)
[ Vvariation and Function ~

ClinVar 2017-09-05, NCBI —
v @ Secure Annotations 4

D CADD Description
The ClinVar database from NCBI contains information about the phenotypes and supporting evidence for variants in the doSNP
D QMIM database. For more information about the ClinVar database please see: About ClinVar
D OncoMD Since the August 2016 release 11,779 variants have been added of which 3,927 are classified as pathogenic. 5,356 variants
» & Example Samples have been removed.
Properties
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RefSeq Genes 105 Interim v1, NCBI ClinVar 2017-09-05, NCBI dbNSFP Functional Prediction Voting

GeneMa--- EffectC-- HGVS c. (Clinically Relevant) HGWVS p. (Clinically Relevant) Accession  ClinicalSignifica--- Disease Name ClinvarReviewStatus Citations M of 6 Predicted Damaging SIFTPre--- PolyphenZHVAR:--
RECQL4 Missense NM_004260.3:¢.274T=C NP_0D04251.3:p.Ser92Pro RCVD0022991- Benign,Benign  Baller-Gerold syndrome,not specified {1 Star) Classified --- 24728327, 0 of 6 Predicted as Damaging ? ?
RECQL4 Other NM_004260.3:¢c.132A>G NP_004251.3:p.Glu44= RCV000080885.6 Benign not specified (2 Stars) Classified --- 23757202, ? ? ?
CDKM2A LoF NM_000077.4:€.205G>T MNP_000068.1:p.Glu6gTer RCV000436821.1 Likely Pathogenic MNeoplasm (0 Stars) Mot classi-- 25157968 3 of 6 Predicted as Damaging Tolerated Possibly damaging
PTCH1 Other NM_000264.3:¢.1665T>C NP_000255.2:p.Asn555= RCV00024586--- Benign,Likely B--- not specified,Gorlin syndrome,Holo--- (1 Star) Classified --- 25741868, ? ? ?

] RET Other NM_020975.4:¢.135A>G NP_066124.1:p.Ala45= RCV00001496--- Other,Benign,Be--- Hirschsprung disease 1,not provide--- (0 Stars) Mot classi--- 10090908, ? ? ?
RET Other NM_020975.4:€.2307G>T NP_066124.1:p.Leu769= RCV000153835.3 Benign not specified (1 Star) Classified --- 24033266, ? ? ?
PRF1 Other  WM_001083116.1:c.900C>T  NP_001076585.1:p.His300= RCV00024884-- Benign,Benign not specified, Familial hemophagocy--- (1 Star) Classified --- 25741868, ? ? ?
PRF1 Other NM_001083116.1:c.822C>T NP_001076585.1:p.Ala274= RCV0D0024329--- Benign,Likely B--- not specified,Familial hemophagocy--- (2 Stars) Classified --- 24033266, ? ? ?
BMPR1A Missense MNM_004329.2:c.4C>A MNP_004320.2:p.Pro2Thr RCVO0003470--- Benign,Benign,--- not provided,not specified, Hereditar--- (0 Stars) Mot classi-- 22703879,-- 1 of 6 Predicted as Damaging Tolerated Benign
PLCE1 Missense NM_016341.3:¢.5330C>T NP_057425.3:p.Thr1777Ile RCV00024565-- Benign,Benign not specified, Mephrotic syndrome (1 Star) Classified ---  25741868,- 0 of 6 Predicted as Damaging Tolerated Benign
PLCE1 Missense NM_016341.3:c.5780A>G  NP_057425.3:p.His1927Arg RCV00025011-- Benign,Benign not specified,Nephrotic syndrome (1 Star) Classified ---  20729852,--- 0 of 6 Predicted as Damaging Tolerated Benign
HRAS Other NM_005343.3:.81T>C NP_D05334.1:p.His27= RCV000038465--- Benign,Benign not specified, Rasopathy (2 Stars) Classified --- 16372351, ? ? ?
DDB2 Other NM_000107.2:c.378T=C NP_000098.1:p.Thri26= ? ? ? ? ? ? ? ?
MEN1 Missense NM_000244.3:¢.1636A>G NP_000235.2:p.Thr546Ala RCVD0003478--- Benign,Benign,-- not provided,not specified,Multiple --- (0 Stars) Mot classi--- 18775714, 1 of 6 Predicted as Damaging Tolerated Benign
MEM1 Other MM_000244.3:¢.1314T>C MNP_000235.2:p.His438= RCVO0020579--- Benign,Benign Multiple endocrine neoplasia, type 1--- (1 Star) Classified --- ? ? ? ?
AIP Missense NM_003977.3:C.682C=A NP_003968.3:p.GIn228Lys RCV0D0025396- Benign,Benign not specified, Familial Isclated Pituit--- (2 Stars) Classified --- 24033266, 0 of 6 Predicted as Damaging Tolerated Benign

AIP Missense NM_003977.3:€¢.920A>G NP_003968.3:p.GIn307Arg RCVO0024372--- Benign,Benign not specified,Familial Isolated Pituit-- (1 Star) Classified - 25741868, ? ? ?
CEP57 Missense MNM_014679.4:.1342A>G NP_055494.2:p.Arg448Gly ? ? ? ? ? 0 of 6 Predicted as Damaging Tolerated Benign
ATM  Missense NM_000051.3:c.4258C>T  NP_000042.3:p.Leul420Phe RCVO0011642-- OtherBenign, Ot not specified, Ataxia-telangiectasia s--- (1 Star) Classified -~ 24728327,-- 3 of 6 Predicted as Damaging Damaging Benign

[ 1 ]

[ Wariants: 115 % 4

stiantz = @ @ p\' Dv @ _ Wariant Allele Freq (Current) >= 0.3 Sample3_Variants ™ of" |

0:43595968 - ASG (1bp sub)
hr:Pos: 10:43595368

ClinVar 2017-09-05, NCBI

ReflAlt AIG AG AG AG AG

Ac n RCV000014967.2 RCV000127776.1 RCV000205827.2 RCV000215697.1 RCV000153833.3
RSID rs1800858 rs1800858 151800858 rs1800858 151800858

Gene Nam RET RET RET RET RET

Gene | 5979 5979 5979 5979 5979
1000Genomes QUPELE] 0.2464 0.2464 0.2464 0.7536

Allele

frequenc
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T Filter Wariantz %' 4 [ Wariants 4 % 4
[\.-‘ariants v] @ @ R D El Glinical Significance iz (Likely Pathogenic, Pathogenic): Sampled_Variants ™ of
' Filter Variants A 139,073 = = =
Variant Info Sample3_Variants Summary of TruSight - RefSeq Ge
Matched? is true A0 Bhr:Pos Fef/Blt Variant Allele Freq Read Depths (DF)  Allelic Depths (GLGAD?) Zyeasity Matched? Gene Mames Effect (Gombined)
142 7:55249071 o7 0.714286 84 24,60 Heterozygous True EGFR Missense
Read Depths (DP) (Current) == 30 a o 7:55259515 T/G 0.726744 172 47,125 Heterozygous True EGFR Missense
194 9:21971153 C/A 1 32 0,31 Homozygous Variant True CDKNZA LoF
17:7577120 cfT 1 213 0,207 Homozygous Variant True TP53 Missense
VariantAllele Freg (Current) == 0.3 A O
116
HGVD Allele Freq A 0
38

Clinical Significance is (Likely Pathogenic, Pathogenic) 3

Affects 0

Association 0

Benign 16

BenigniLikely Benign ]

Conflicting Interpretations Of Pathogenicity 0

Drug Response 2

Likely Benign 7

Likely Pathogenic 4

Mot Provided 1 o A
Siner .| €— T4HIZ)D-970-
Pathogenic 2

Protective 0

Risk Factor 0

Uncertain Significance 2

Missing 14
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Clinvar 2017-09-05, NCBI

Ref/Alt Accession  Gene Names HGVS g. Name Clinical Significance MedGen Disease Name Clinvar Review Status
T/- RCWV0O00007567.3 CFTR  NC_000007.13:0.117171108delT Pathogenic CO010674 Cystic fibrosis (0 Stars) Not classified by submitter
G/A RCV000114996.3 ZPR1,APOAS NC_000011.9:09.116660686G=A Risk Factor C2676231 Hypertriglyceridemia, susc... (0 Stars) Not classified by submitter
A/- RCVO00029281.1 ABCCY9  NC_000012.11:09.21958999delA Uncertain Significance C0878544 Cardiomyopathy (1 Star) Classified by single submit...
G/A RCVO0D0337303.1 TBX3 NC_000012.11:0.115117337G=A Likely Benign C1866994  Ulnar-mammary syndrome (1 Star) Classified by single submit...
Clinical Significance is (Likely Pathogenic, Pathogenic) 4
Affects I
Association ]
Benign 16
BenigniLikely Benign I = 4t —— ‘E ey
(XN N 1" -
Cﬂnﬂicting Interpl’etatiﬂns CIfF'athUgeniCity n N\CBIT}E{/ \L/t(/\é\ t hﬁl&\%l—o)ﬂz ~ |E$E%3Et&)7:_
Drug Response 2 T_QA_Z
Likely Benign 7 ey . .
\ \ - — —
T . B TFRVEERSL, FKECIIEEE., T-IDER
Mot Pravided 1 '|'$78?t0)7/7_'— >3>b\\ .U-\/jo) l/o)/g\g;_ _9(:'{T_I-}Juén5
Other 4
LB [—4\
Protective I E-I-HU(‘-t:Lé
Risk Factor 1]
Uncertain Significance 2
Missing 14
4
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OMIM Yariants 2017-04-01, GHI
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Reffalt  Phenotype Gene Mame GeneOMIMID Entrez GeneID  PubMedID  HasPubMedID Mame dbSMP Description  References
ASC INSULIN ... HMF1A 142410 G927 12788852,.. True HNF1A, IL... rs1169288 <p><ahr... 1.Babaya ..
G/C CODOM 7... TP33 191170 7157 11403041, .. True TPS3, PR.. rs1042522 <p=<ahr.. 1. Aaltone...
OMIM Genes 2017-04-01, GHI
Gene Mame OMIM ID PubMed ID Title Description Gene Status Disorders
HMF1A 142410 12788852,1707... HNF1HOMEOQ... ? Confirmed Diabetes mellit...
TP33 191170 11403041,8673... TUMOR PROTE... <p>The transc... Confirmed Adrenal cortica...
OMIM Phenotypes 2017-04-01, GHI
Gene Mames  Cytogenetic Locations Entrez Gene IDs  GeneQMIMIDs Inheritance OMIMID  PubMedID  HasPubMedID Title Alternative Title(s)  Description  References
GPD2,MNE... 2q24.1,2q932,2q36,3p... 2820,4760,366... 138430,601... Autosomal dominant,Multifactorial & .. 125853,14... 17726085,... True,True,Tr... DIABETES.. DIABETES MELLITU... <p=Male... 16. Elbein ...
RADS4L,C... 1p32,2933,2934-g35,... 8438,841,580,.. 603615,601.. Autosomal dominant,Somatic mutati... 114430,11... 19330027,... True,True,Tr... BREAST C... BREAST CANCERF... <p>Breas.. 9. Anzick ..
[¥] Inheritance A -
Autosomal dominant 729
Autosomal recessive 1411
Digenic dominant 1
Digenic recessive 13 \
f =B — - \ - I =
. © BECEORGERBOEETCREL LR
_ _ —AR=AT. FERACERIERIA T ADBEANDE
Likely to be Autosomal dominant 1
Mitochondrial 1] ) 7.1_ " - )=
» g A g
tactona » o RIBIIANNEEGFINI. BEINIVOIEIEDT )T
L
ZNE —“
o 237N T OER ’5’(J‘HJ|]EST15
Somatic mosaicism I
Somatic mutation 4 o » /75R _“ I
ke , o XRIEDBLARCEIVL. BET-IDT(INFI>Y)
. . helge
#-linked dominant g
¥-linked recessive B3
Y-linked I
Missing 8,139
@ 0,137 11
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® CIViC, COSMIC, ICGCO3FEFENT —AIN—XZFIFn] e
® NADFITOBILFRBREDMIC, T—IN-ATUIARR RFFIBIRN T )7—23> L THIFTES

CIViC - Region Clinical Evidence Summaries 2017-08-01, WUSTL

Gene Mame Representative Transcript Variant Type Disease Disease Ontology ID Drugs Clinical Significance Evidence Direction Evidence Level Trust Rating
APCAPC ENSTO0000457016. 1,ENSTO000... MUTATION,..  Colon Cardn... 15209236 JW35,G007-LK Sensitivity, Sensitivity Supports,Supports D -Predinical,0 -P... 3 outof 5 5tars,4out ...
PTCH1,PTCH1 ENSTOO000331920.6,EMNSTO000... MUTATIOM,L..  Brain Medull... 0060105,0060105 Vismodegib, ... Sensitivity, Sensitivity Supports, Supports B - Clinical B - Clini... 4 out of 5 Stars,2 out ...
TP53,TP53,T... EMSTOO000255305.4,EMNSTO000... DELETERIOU.. Head AndM..  5520,5520,3748,7061,0... Chemothera...  Poor Qutcome,Poor ... Supports,Does Mot 5. B - Clinical B - Clini... 3 out of 5 5tars, 3 out ...

COSMIC Mutations Left Aligned 71 v2, GHI

Ref/alt Mutation ID  Mutation CDS  Mutation AA  Gene Name Transcript ID Gene CD5 Length HGNC ID Primary Site Mutation Description Mutation Zygosity
ASC 430522 . 794> C pl27L HMF1A ENSTOO000025. .. 13596 11621 Prostate (2),... Substitution - Missense Heterozygous (1)
GJC,GfC,... 250061,376.. c.215C>G,c... p.P72R,p.P... TP53,TP5.. ENSTO000026.. 1182,1182,1041,1.. 119987777 Upper acrod.. Substitution - Missense, Substitution - Misse. .. Homozygous Varia. ..

ICGC Simple Somatic Mutations 22, GHI

Refialt Identifier AffectedDonorsForAllProjects Project Count Project ID Primary Site  Affected Donors Total Samples  Affected Donor Frequency
G/C MU151094 1 1 COAD-US Colorectal 1 216 0.00463
ASG MU136543 1 1 CoAD-US Colorectal 1 216 0.00463
T/C MU3888690 1 1 THCA-SA HeadAndMNeck 1 129 0.00775
ASG MU112255 1 1 COAD-US Colorectal 1 216 0.00463
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S

Giere Symhaol Druz  Gereric Mame Pesponse Rate FeportedSamples Responze (Summary)  Responze Gategory (Summary)  Affected Domain (Summary) Target Effect (Summary)  Owerall Survival (Summary)
EGFREGFR: TessaTarcevaGr  Gefitinib Er  0%0% 0% 18,2,2,32 Frogreszive disea Nomresponder {18),Monres=- Kinase (18).Kinase (2)-- WD (18LMD (20ND »=- ND (18).59 Months (2=
EGFR.EGFR:- Gaprelsalessa Wandetanib- 0%E4%52- 3,337,23,7,2 Progressive dizea Momresponder (33,MD (7). Kinase (3AND (2) Kinaz--- WD (3LND (2847, Re-- 385 Months (10,4.1 Me--

OncoMD Clinical Trials OncoMD Studies with Variant

Gene Symbal  Cancer Twpe Coumtry Crugs Ihcluzion Criterion Status  Trial Mumber  Gene Symbol Fubhied ID Study Twpe Title  Sample Count
EGFF.EGFR--- Pancreatic === GanadaChi-  erlotinib hy=--  EGFR MUTATIOME--- Fecruiting, - WETOI01 3 EGFREGFR---  %18604263--- Mo Study T+ 7 Mutations of the- IRR AR RR
EGFF.EGFR-*- Pancreatic === CanadaChi=  erlotinib hy==  EGFR MUTATIOMNE-- Recruiting, =+ WNCTOT0] 3 EGFR.EGFR-- 722315300+ Mo Study T+ ?Lloss of activati=- 15,2613

? ? ? ? ? ? COKMWNIAC  T4TBE157- MAMAMNS - Mechanizm of i SRR RAK
? ? ? ? ? ? ? TPEETPE3-- 10212000 I M A, T Mutation of ph3 = 1311110
OncoMD Variant Summary OncoMD Functional Yalidation of Yariant
Gene Symbal  cDMA& Mutation A Mutation Obzerved Cancers  Study Count  Sample Count Pubhbded ID  Cancer Tvpe Biochemical fzzay  Cellbazed Assay Effect on Protein Function Mechanism of fction  MOA Validation Comments
EGFR  c€.2369C =T p.T790M Lung cancer {1043)N-- 165 1057 17877814 Mon Small = MDWestern blos=- Mo hyper phost=  Mone,Mone,Gain-of-fu--- MD,MD,ND,ND MDCrystallo-- MOMD.Cell--
EGFR ¢c.2573T > G p.LB38R Lung cancer (92473 M-+ 358 9275 16187797 lung aderr--  ‘Western blot ana=- >Colony forme- Gain-of-functionGain—-"  NDNDND.ND,N-- WOMDL MO PNIH-3T3 =
CDKMN2A c.200G =T p.E69X Lung cancer {7),Pance- 16 20 ? ? ? ? ? ? ? ?
TP53,TP533 c42091G > p.R273H,p.R273H Stamach (gastric) ca- 1,366 1,702 ? ? ? ? ? ? ? ?

13



dbNSFP

Filgeng

biosciences & nanosciences

M of & Predicted Tolerated
0 of & Predicted as Tolerated
1 of 6 Predicted as Tolerated
0 of & Predicted as Tolerated
0 of & Predicted as Tolerated
2 of 6 Predicted as Tolerated
2 of 6 Predicted as Tolerated
2 of & Predicted as Tolerated
1 of & Predicted as Tolerated

M of & Predicted Damaging
& of & Predicted as Damaging
5 of 6 Predicted as Damaging
& of 6 Predicted as Damaging
6 of & Predicted as Damaging
4 of 6 Predicted as Damaging
4 of 6 Predicted as Damaging
4 of & Predicted as Damaging
5 of 6 Predicted as Damaging

M of & Predicted Damagingis & =~

0 of 6 Predicted as Damaging 1]
1 of 6 Predicted as Damaging fi
2 of 6 Predicted as Damaging 2
3 of 6 Predicted as Damaging 4
4 of G Predicted as Damaging 1
5 of 6 Predicted as Damaging 1
G of 6 Predicted as Damaging 2
Missing 2

[0][o] #

SIFT Pred (C)
Damaging
Damaging
Damaging
Damaging
Damaging
Damaging
Damaging
Damaging

dbNSFP Functional Prediction Yoting

Polyphen2 HVAR Pred (C)
Possibly damaging
Probably damaging
Possibly damaging
Probably damaging
Possibly damaging
Probably damaging
Possibly damaging
Probably damaging

MutationTaster Pred (C)
Damaging
Damaging
Damaging
Damaging
Darnaging
Damaging
Damaging
Darmaging

MutationAssessor Pred (C)
Predicted functional {medium)
Predicted functional {medium)
Predicted functional (medium)

Predicted functional (medium)

Predicted non-functional (neutral)

Predicted non-functional (low)
Predicted non-functional (low)

Predicted non-functional (low)

FATHMM Pred (C)
Darmaging
Tolerated
Darnaging
Darnaging
Tolerated
Tolerated
Tolerated
Darnaging

FATHMM MKL Coding Pred (C)
Damaging
Damaging
Damaging
Damaging
Damaging
Damaging
Damaging
Damaging

e 1 E1-4T0JSAT. BEROREEZFRULT —IX—X

® SIFT, Polyphen2, MutationTaster,
MutationAssessor, FATHMM, FATHMM MKLO61E5#
DT0T 3L LB FRIFER % B R RI 5.

o THUBOXI7HHEERIHIENTED

14
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Filgen

biosciences & nanosciences

-

o RFEDNERNDOTUVIEEIBEROT—IN—R
® EXAC, gnomAD, NHLBI ESP6500, 1000 Genomes Phase3D4iE3ENT —AN—X % F|| 5] gE
o v w —_— N A —_— —
o JVUIEE(EI-0OvIN, 727, 7IINREDHTIV-CEIETEEINTHED. N7 UVIVEEET 5% ER
IBET EFANIESEE THFE I 2EEREZIRFT DI BE
ExAC Yariant Frequendes 0.3, BROAD gnomAD Exomes Yariant Frequendes 2.0.1 v2, BROAD
Ref/alt Identifier Filter  Alt Allele Freq (AF)  Alt Allele Counts (AC) Reffalt Filter Alt Allele Prob (RF) Alt Allele Freg (AF) Ashkenazi Jewish Allele Count (AC_ASI)
G/A rs72975710 PASS 0.0001978 24 GrA PASS 0.95295 0.000199914 0
T 72996036 PASS 3.295e-05 4 T PASS 0.953006 2.4375e-05 0
A/G rs421016  VO5SRTrancheSNP99.60t099.80 0.003155 383 ASG PASS 0.11371 0.00130657 26
G/A rs73035708 PASS 0.0001977 24 G/A PASS 0.945595 0.000138133 0
G/T rs72914938 PASS 0.001466 178 G/T PASS 0.954732 0.00167319 21
T rs73477443 PASS 8.242e-06 1 T PASS 0.892885 2.47519e-05 2
7 ? ? 7 7 Cra RF 0.0074095 4.10826e-06 0
? ? ? ? 3 AfG PASS 0.95369 4.06121e-06 0
NHLEI ESP&5005I-Y2-55A 137 Exomes Yariant Frequendes 0.0.30, GHI
Reffalt Identifier All AAF European American AAF African American AAF All MAF All HomaVar GTC All Het GTC
G/ 72973710 0.000461326 0 0.00136178 0.000461326 ] &
T rs72996036 7.68876e-05 ] 0.000226963 7.68876e-05 0 1
ASG rs421016 0.00030755 0.000465116 0 0.00030735 0 4
GfA 1573035708 0.000615101 0 0.00181571 0.000615101 0 ]
G/T rs72914938 0.00224484 0.000930233 0.00658193 0.00284484 ] 37
1kG Phase3 - Yariant Frequendes 5b, GHI
Reffalt Identifier All Indiv Freq European Allele Freq (EUR_AF) African/African American Allele Freq (AFR_AF) American Allele Freq (AMR_AF) South Asian Allele Freq (SAS_AF)
GfA 1572975710 0.000798722 0 0.003 0 0
T 72996036 0.000399361 0 0.0008 0.0014 0
ASG rs421016 0.00339457 0.0119 0.0015 0 0.002
GfA 1573035708 0.000093403 0 0.0038 0 0
G/T 1572914938 0.00319429 0.002 0.0061 0.0086 0
T rs73477443 0.000199681 0 0.0008 0 0
C/A rs73297817 0.000199681 0 0.0008 0 0 1 5



NUAREAR Filgen

biosciences & nanosciences

® VarSeq®Tld. HEBT Y —-RICLDEET —INDT JT—23AFFIA
SMC BYTIVOREBRI BT -4 (ZERIBIRPY- FNREIBIRRE) ZER
AT 7 I TV LNHEEINTVS

® “NHOHR(CE. FHFH>INOT —HZLEEU GERIRTNREZTANRD NIA
FETOT N ITVALNZENTHED., ECHRBOMAFRISTERTES

[ (36 Variants) Trio Analysis

@ = [ @ Trio Anailysis%i

{7 (30,161 Genes) X + &)
BO - 1 = - :
@ e = | 4 Ade || ‘ Hide/Show  Variants: 36

De novo mutation
Compound Heterozygous
Autosomal dominant
Autosomal recessive
X-Linked

GenomeBrowse X\ +

h lQl lgad @ % " B [a [v] [[»] 2

Variant Sites
Chr:Pos
11:108183167
13:49033835
14:24567498
14:73664751
14:106208082
> 16:2495482
16:2495509
16:56548501
16:75269058
16:75276547
17:29686006
19:42224910

A/G
G/A
A/C
T/G
G/T
T/G
C/A
cT
A/C
T/C
G/T
T/C

nopoPHAP>0000>0
949’999 ala

Genotypes
Ref/Alt Proband (NA12878) Mother (NA12891) Father (NA12892)

Classification

C LN N . NN il s D

Sequence Ontology

GG missense_variant

cG < 16:2,495485 16: 2,495,500 b

AG AG missense_variant ! ! ! ! ! ! !

CIC C.C missense_variant =

G.T G_T missense_variant

T 77 missense_variant

e G.T missense_variant U

AL cc Misserive varimt Variants - NA12878 Project m

TN T missense_variant
NA12878 r

AA AC missense_variant @

C-T: T missense_variant NA12891 TIGA C/A {

G T GG missense_variant
NA12892

cT TT missense variant

Zoom (16:2,495,475, 2.36111) 16 37 bp 16

=



Y IN7T—9D1 > h—hk

r

W4 Import Variants Wizard

Bl [

Import Variant Sources

@ Define Input
@ Scan Input
@ Change Options

Sample Relationships

Individual Samples : The samples in the file(_s)_ that you are importing are not related to each
other. You will be able to zelect the affected individuals on the next page.

@ Review

Family Samples : The zamplez in the file(z) that wou are importing are related to one another. You
will be able to zelect the affected individualz and specify parent relationships on the following page.

Specify the sample
relationships

Gancer Samples : The zamples in the file(s) that vou are importing contain somatic mutations. “ou
will be able to zelect the affected individualz on the next page.

Tu mon"Nor_maI Samples : The zamples in the file(s) that you are importing contain tumor./normal
pairz. You will be able to zelect the tumor samples and the matched normal zamples on the next paee.

® VCFIJ71 DA >R—NEF(C, 3RFER

(EEFERi=ha

Filgen

biosciences & nanosciences

|~
\/ Import Variants Wizard

Import Variant Sources
® Define Input Add sample fields: | From Text File | [ Associate BAM Fils
@ Scan Input Original Samples Sample Source File Name Samples Maother Father Affected?
Change Options
[ Advanced Options @ gep 1 NA12892 NA12892 M 12892 - v | Unaffected
@ Review
2 NA12891 MA12891 HA12891 - - Unaffected
Select the samples of
ntersst and sporopriately | |3 NA12878 NA12878 MA12878 MiA12892  MNA12891 v| fffected
adjuzt their attributes
] Advanced Options Change the sample names: Reset ] [Set to File Name] [Set to File Name_SampIe]
[ < Back ] [ Mext > ] [ Cancel ]

17
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Filgeng
biosciences & nanosciences 4

Alzarithms:

Table type: [Variants

v [y Variant
¥ [ ) Per Sample
|_|'E Genotype Zygosity |
@ Frequency Aware Zygosity
[& GT Style Genotype
@ Compute Fields

w [ Per Trio

I'a Mendel Error

¥ [ Project/Cohort

[& Variant Type
Ia Count Alleles
[& Annctate Regions
[# Annotate Transcripts
[& Aggregate Compute Fields
v [ Gene
¥ [ ) Per Sample
[& Sample PhoRank Gene Ranking
[# Count Alleles by Gene
[& Match Genes List (Per Sample)
* [ Per Trio
|_|'E Compound Het Detection |
¥ [ Project/Cohort
|_|"5 Variant PhoRank Gene Ranking |
[& Aggregate Filtered Variants per Gene

[ Match Genes Linked to Phenotypes
I'é Match Genes List
v [ Sample
[& Sample Statistics
& Targeted Region Coverage
[& Binned Region Coverage
& LOH Caller on VAF

Genotype Zygosity
. BEELOEESMIEHR (Homozygous, Heterozygous
RE) (CLBT )T AHTDELT

Mendel Error
« BERERIEODATIVEGIBIR GEHSDIER. De NovoZ
FBRE) (CLB7 )73 FT0ET

Compound Het Detection
- BEENTOESHORT

Variant PhoRank Gene Ranking
- 1-Y-18EDL MRIRBIZEBET 2B F DI F 71913

18



Genotype Zygosity

Filgen

‘ThrPos
111188155
16456013
17085564
117431438
:21036222
122142474
:22915753
123111504
:26371682
: 28200268
28800380
29638016
33058676
:38435268
39776026
1:38934315
1:45808094
1:46185375
1:46870761

N e T e s e s T e T = T e T T T T = =

Variant Info
Rt/ At
GfA
T/C
AfG
GfA
T/C
T/G
T/C
T/G
T/C
AfG
CfA
AfG
CfA
T/G
AfG
T/G
G/C
T/C
CfA

Identifier

?

?

rs3851921

?

rs79606717
rs202212506
rsb06002
rs202178471
?

?
rs61785974
rs201177009
?

?

?
rs200234738
?

rs28375469
rs324420

Yariant &llele Freq Allelic Depths (ADY

0.321951
0.483333
0.346535
0.386304
0.354839
0.43617
1

0.3625
0.545455
0.323529
0.508772
0.422535
0.423077
0.393939
0.382022
0.416667
0.377273
1

1

139,66
31,29
66,35
27,17
40,22
53,41

0,49
51,29
40,48
02,44
84,87
41,30
45,33
80,52
55,34
42,30

137,83

0,93

0,95

Proband {(NA12878)

Fead Depths (OP)  Genotype Qualities (GE)

205
60
101
44
62
85
44
80
89
138
171
72
78
132
89
72
221
83
g5

99
86.59
99
75.78
99
99
G99
99
a9
99
99
65.77
84.71
62.95
66.21
88.75
ag
99
G99

041 Genotypes (GT)
0/1
0/1
0/1
0/1
0/1
0/1
11
0/1
0/1
0/1
0/1
01
0/1
0/1
0/1
0/1
0/1
1/1
1/1

biosciences & nanosciences

=

Fygnzity
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous

Homozygous Variant
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous

Homeozygous Variant

Homozygous Variant

Homozygous, Heterozygous, HemizygousiREDIES HIEHREZ, RERIE(T-II
B9

FHNHomo. MmN HeterobWLWSI(IIA—EHCT, SR EREZEREI23T-9J0—%
YERRHV B BE

19



Mendel Error

Filgen

biosciences & nanosciences

=

Ref/Alt ariant Allele Freq &llelic Depths (AD) Read Depths (DP

Variant Info
ChrFos

1:879516 T/C

1:883809 T/G

1:888659 T/C

1:900560 A/C

1:949608 G/A
1:1225707 C/A
1:1392552 C/G
1:1423281 G/A
1:1423286 C/G
1:1562677 T/G
1:1650845 G/A
1:1686040 G/T
1:1756864 T/C
1:1900107 -/CTC
1:1900232 T/C
1:2444414 G/A
1:2494330 G/A
1:2523042 C/G
1:2838408 AGA/-
1:2938924 T/G
1:3328358 T/C
1:3328659 c/T
1:3389727 c/T
1:3397062 G/A
1:3424388 G/A

0.444444
0.545455
1
0.484848
0.492537
0.325581
0.652174
0.40625
0.47619
0.531915
0.979866
1
0.751004
0.392857
0.546206
0.536424
0.508772
0.378378
0.358025
0.532258
0.992481
0.458716
0.451613
0.487805
0.484536

Proband (NA12878)

30,24
35,42
0,36
17,16
34,33
20,14
16,30
38,26
44,40
22,25
3,146
0,103
62,187
119,77
49,59
70,81
28,29
69,42
52,20
29,33
1,132
59,50
34,28
21,20
50,47

54
77
36
34
68
43
43
64

47]
149
103
250
197
109
153

57
111

a1

62
133
114

62

97

Mende| Error
Transmitted
Transmitted
Transmitted
Transmitted
Transmitted

de Novo Allele
Transmitted
Transmitted
Transmitted
de Novo Allele
MIE
Transmitted
Transmitted
Transmitted
Transmitted
Transmitted
Transmitted
Transmitted
Transmitted
Transmitted
MIE

de Novo Allele
Transmitted
Transmitted
Transmitted

Mother (MA12892)

Wariant &llele Freq Allelic Depths (A0} Read Depths (DF)

?
0.505263
1

?

0.46

?
0.447017
0.535211
?

?

?
0.526316
0.548

?

?
0.534884

-u-ul—"ﬂ'\)g'\l'ﬂ

2,2
47,48
0,54
2,2
27,23
2,2
53,43
33,38
2,2
2,2
2,2
18,20
113,137
2,2
2,2
20,23
2,2

2,2

?,?
8,17
2,2
?,?
0,94
2,2
?,?

?
a5
54

?
50

?
a8
71

?

I Y]

250

b £
o U1 oma ma g R ]

o4

Father (NA12891)

Mendel Error  Wariant Allele Freq  Allelic Depthe (AD) Read Depths (DP)

?

BT B I I I e B B BN CREC R RN

0.410714
?

1
0.666667
0.373134
?
0.661538
?
0.423729
?
0.935484
0.47191
0.704
0.728261
0.988506
0.507576
0.395349
0.382716
0.472222
?

1

?

?
0.511628
0.45614

33,23
2,2
0,49
15,30
42,25
2,2
22,43
2,2
68,50
2,2
8,116
47,42
74,176
50,134
1,86
65,67
52,34
100,62
38,34
2,2
0,136
2,2

2,2
21,22
62,52

o HFOUIINELRU. KERIE(C, Transmitted, de Novo AlleleREDIERZT—T)

JENTD

56
?
49
45
67
?

65
?
118
?
124
a9
250
185
a8
132
86
162
72
?
136
?

?
44
114

Mendel Error

20
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Compound Het Detection

Filgeng

biosciences & nanosciences

Proband {MA12878)
Genotypes
AG
oT
G/T
C/G
AG
C/G
AfC
C/G
T
C/G
AfC
G/T
AG
-TCC
c/T
C/G
T
G/T
c/T
AfC
T

Mother (NA12892)

Gienotypes
?

oT

?

C/G

AG

?

?

C/G

c/T

C/G

AlG
cT
T
G/T

T

Father (NA12891)
Genotypes

AJG

?

G/T
?
?
C/G

-[TCC

C/G

oT
A/C

Compound Het Variants f=---

Compound Het Genes for Proband (NA12878)

Compound Het? Inherited From Has Compound Het? Inherited from Father Inherited fram Mather Inherited Total Hetz In Both Parentz  Second Smallest Freq
True Father True 1 1 2 0 0.00119808
True Mother True 1 1 2 0 0.00119808
True Father True 1 1 2 0 ?
True Mother True 1 1 2 0 ?
True Mother True 1 1 2 0 0.0019%:81
True Father True 1 1 2 0 0.00199681
True Father True 1 2 3 0 0.000199681
True Mother True 1 2 3 0 0.000199681
True Mother True 1 2 3 0 0.000199681
True Mother True 1 1 2 0 0.000798722
True Father True 1 1 2 0 0.000798722
True Father True 1 1 2 1 0.000399361
True Mother True 1 1 2 1 0.000399361
True Father True 1 1 2 0 0.0267572
True Mother True 1 1 2 0 0.0267572
True Father True 1 1 2 0 0.000998403
True Mother True 1 1 2 0 0.000998403
True Mother True 1 1 2 0 0.019369
True Father True 1 1 2 0 0.019369
True Father True 1 1 2 0 0.00539137
True Mother True 1 1 2 0 0.00539137

LEGFAIC MERMSZENENRIOERZR TRV TVSEIG FZIRE IS

RHEBF(C. 1000 GenometNHLBI 6500 Exome ProjectRED. RFRCEDTLUIVBEE

T—AZIETEL. BREERDHZAVSIEEHIAE

21

RefSet

GeneMames

PLB1
PLB1

HEATRSB
HEATR5B

IL1IF10
IL1F10
DPP4
DPP4
DPP4
TRAK1
TRAK1

CACNALID
CACMNALD
GOLIM4
GOLIM4
MECOM
MECOM
CSorf42
Csorf42
IQGAP2
IQGAPZ



Compound Het Detection

Filgeng

[ Wariants: 100 %

® 1]

biosciences & nanosciences

[ Wariant Genes: 60 %' 4

\ariantz by Variant Geneg -

Gompound Het? (Gurrent) is true: N& 128787 of? 4| GeneNames

OEF O

Variant Gene Info Gompound Het === =

Gene Mames | Has G

| ABCC2 |

ANK3
AMNO3
AQP1
ATAD3B
AXDND1L
C4BPA
CSorf42
CACHD1
CACNALID
C5H2
CYP2D6
DCAFS
DDIAS
DPP4
FBX024
FCGEP
GOLIM4
GPATCHE
GUCY2F
HEATRSB
IL1F10
1QGAP2
MAGEC1
MECOM
MUC15

d Het?
True;

True

True
True
True

m

True
True
True
True
True
True

True
True
True
True
True
True
True
True
True
True
True
True
True
True
False -

Variant Info

* Ghr:Pas
10:101569915
10:101595996

Proband (NA12878) Mother (NA12892)

Ref/alt ‘ariant Allele Freq Fead Depthe (DF) Zyenzity Variant Allele Freq Read Depths (DF) Wariant Allele Freq Fead Depths (DF)
G/A 0.469388 98 Heterozygous ? ? ? 0.413043 94 Heterozygous
T/A 0.421569 103 Heterozygous 0.539216 205 Heterozygous ? ? ?

Father (NA12891) Ref
Zygosity  Gene Mames
ABCC2
ABCC2

Zyensity

o ELRF-ZEROMET IR RIVER. B FILER=ERIDIENTIEE
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NUAERD -0 70— VERGI Filgeng

biosciences & nanosciences

EENTOIESHE De NovoZ 5§ HHERE

[¥] Trio Analysis Workflow A =
Compound Het? (Current) is true 3 | Mendel Error (Current) is de Navo Allele % | recessive homozygous Al
True 100 MIE i1 [¥] Zygosity (Current) is Homozygous Variant 4, —
False 10,037 Transmitted 8083 Heterozygous 7034
Missing 0 Untransmitted il Homozygous Variant 3103

de MNaovo Allele 9487 Reference 0

Missing n Missing I

3103

[¥] Zygosity (Mother) is Heterozygous ¥ =

Heterozygous i3

Homozygous Variant 1,664

Reference 0

Missing iRl

s

[¥] Zygosity (Father) is Heterozygous ¥ =

Heterozygous 340

Homozygous Variant ELYi]

Reference 0

Missing T

360

100 997 260

1,447

0 MRFZMZNILEE. EENTOIESR, De NovoZE R, HHREERBEZFERF (IR
937—-7J0—%ERk
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N AfERD — 00— 1ERk !

Filgen

[¥] & Filter Variants

[¥] Read Depths (DP) (Current) == 30

[¥] variantAllele Freq (Current) == 0.3

[V] Effect (Combined) is (LoF, Missense)

[j] Trio Analysis

biosciences & nanosciences

A 2337412

A 0O

318

70,

Vg
o

=3

I
o

10,

=
=3
~

o
=

=

| [¥] Compound Het? (Current) is true A [¥] Mendel Error (Current) is de Novo Allele A [¥] recessive homozygous Al

True 100 MIE 557 Zygosity (Current) is Homozygous Variant A O

False 10,037 Transmitted 8,583 3103

Missing 0 Untransmitted 0 [¥] Zygosity (Mother) is Heterozygous A 0O

de Novo Allele 997 703

Missing 0 [¥] Zygosity (Father) is Heterozygous A 0o

350

n T
1447
[7] Variants: 1,447 % | Variant Genes: 1,183 % 4
Wariants '] @ ©®© ! O @ El [V] Filter Variants: NA 12878 of® Wariants: 1,447
Variant Info Proband (NA12878) Mother (NA12892) =
ChrPos Ref/Alt Variant Allele Freq Allelic Depths (AD) Read Depths (DP) Mendel Error Zyeosity Variant Allele Freq Allelic Depths (AD) Read Depths (DP) Mendel Error Zyeosity ||

1:1225707 C/A 0.325581 20,14 43 de Novo Allele Heterozygous ? ?,? ? ? ?
1:1423281 G/A 0.40625 38,26 64  Transmitted Heterozygous 0.535211 33,38 71 ? Heterozygous
1:1423286 c/G 0.47619 44,40 84  Transmitted Heterozygous ? ?,? ? ? ?
1:1562677 T/G 0.531915 22,25 47 de Novo Allele Heterozygous ? 2,? ? ? ?
1:1686040 G/T 1 0,103 103  Transmitted Homozygous Variant 0.526316 18,20 38 ? Heterozygous
1:3328659 Cc/T 0.458716 59,50 110 de Novo Allele Heterozygous ? ?,? ? ? ?
1:6185908 A/C 0.434783 65,50 116 de Novo Allele Heterozygous ? ?,? ? ? ?
1:6273206 c/T 0.428571 40,30 70 de Novo Allele Heterozygous ? 2,? ? ? ?
1:6488413 c/T 0.54902 23,28 52 de Novo Allele Heterozygous ? ?,? ? ? ?
1:6504700 T/C 0.462366 50,43 93 de Novo Allele Heterozygous ? 2,? ? ? ?

o BINI—HERDEFEIIIFTEIET. TN FEROERT —H7— T I ZHEsR
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LT 14— A1 RO NIASRHF T — 70— Filgen

S

de Movo Candidate L
Read Depths (DF) (Current) &% O
[0](0] 130437

Genotype Qualities (GQ) (Cu & O
[0](0] 126331

[¥] Al MAF <0.01 OR missing & O
(0)[0] 90402

Effect (Combined)is (LoF, Mi % O

[0)0] 4521

[#] Mendel Error (Current)is de &~

MIE 181
Transmitted 304
Untransmitted 0
de Movo Allele 1,116
Missing 0

[0

1118

[0)(0] 1118
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Dominant Heterozygous Al Compound Heterozygous N Recessive Homozygous N ¥-Linked E

[7] Read Depths (DP) (Current)> & O
[0](0] 130437
Genotype Qualities (GQ) (Curr & O

[0](0] 126331

All MAF < 0.01 OR missing

Read Depths (DP) (Current) & O

[0](0] 130437

Genotype Qualities (GQ) (Cu & O
[0](0] 126331

All MAF < 0.01 OR missing

[7] Read Depths (DP) (Current)> & O
[0](0] 130437

Genotype Qualities (GQ) (Curr & O
[0](0] 126331

[7] Read Depths (DP) (Current)> % O
(0[] 13037

Genotype Qualities (GQ) (Curm & O

(0[] 126321

Known Rare Pathogenic XN
[7] All MAF = 0.01 OR missing A O
[0](0] 2084154

Zygosity (Current) is (Heterozygor % O
[0](0] 1425355

A O A0 AIMAF <0.010Rmissing & O All MAF = 0.01 OR missing Ao Clinical Significance is Pathogen
(0)[0] 90402 (0)[0] 90402 (0)[0] 90402 [0][0] s0en2 Affects 0
Effect (Combined)is (LoF, Mis. & O Effect (Combined)is (LoF, Mi & O Effect (Combined)is (LoF, Mis. & O SegmentinX:1-60,0000RIr & O Association 18
[0)(0] as521 [0)0] 4521 [0)0] 4521 [o)[0] 1802 Benign 1422
Zyaosity (Current) is Heterozya A Compound Het? (Current)is &~ Recessive Inheritance Model &~ Zygosity (Current) is Homozygt %~ BenigniLikely Benign 10
Heterozygous 380 True BEG Zygosity (Current) is Homo: &, O Heterozygous ag2 Conflicting Interpretations Of Pathogenic 3
Homozygous Variant 700 False 3,038 @ 0j 700 Homozygous Variant 430 Drug Response 5
Reference 0 Missing 0 Zygosity (Mother) is Heteros & O Reference 0 Likely Benign 437
Missing 0 @ 1) 586 @ 0] 64 Missing 0 Likely Pathogenic 7
@ EEH [¥] Zygosity (Father) is Heteroz % O @ o] 430 Mot Provided 72
(0](o] 24 Other 7
[o)f0] 2 Pathogenic 18
Protective 1
Risk Factor 22
Uncertain Significance 93
Missing 1424280

(0]

[0)0] ag21 [0)0] 18

[0][u] s [o)fo] 2 [0][0] #30
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| Wariants 1447 ¥ [ Variant Genes: 1183 3 4

Watiants by Wariant Genes v] @ @ ,0\v Dv [} | Filter Wariants: MA12878% of E::::m;ienes: Hig
Variant Gene InfoCompound Het ==  » Variant Info Proband (MA12878) Mother (NA12892) =
Giene Mames | Haz Compound Het? L “Chr:Peas Ref/Alt Wariant &llele Freq A&llelic Depthe (AD) Read Depthe (DP) Mendel Errar Zyeosity Variant Allels Freq Allelic Depths (AD) (4

AZMLL False 1:1225707 C/a 0.325581 29,14 43 de Novo Allele Heterozygous ? 2,?

ABCAB False 1:1423281 G/A 0.40625 38,26 64 Transmitted Heterozygous 0.535211 33,38

ABCA12 False 1:1423286 /G 0.47619 44,40 a4 Transmitted Heterozygous ? 2,2

ABCC2 True 1:1562677 T/G 0.531915 22,25 47 de Novo Allele Heterozygous ? 2,2

ABCC3 False 1:1686040 G/T 1 0,103 103 Transmitted Homozygous Variant 0.526316 18,20

ABCCH False 1:3328639 T 0.458716 59,50 110 de Novo Allele Heterozygous ? 7,7

ACRBP False 1:61855908 AT 0.434783 65,50 116 de Novo Allele Heterozygous ? 2,7

ACSL4 False 1:6273206 T 0.428571 40,30 70 de Novo Allele Heterozygous ? 2,7

ACSM4 False 1:6488413 GT 0.54902 23,28 52 de Novo Allele Heterozygous ? 7,7

ADAMTS3 False 1:6504700 T/C 0.462366 50,43 93  de Nowvo Allele Heterozygous ? 7,7

ADAMTS14 False 1:7723498 C/G 0.445161 86,69 155 de Novo Allele Heterozygous ? 2,?

ADAMTS18 False 1:8073391 AG 0.48951 73,70 142 de Novo Allele Heterozygous ? 2,?

ADCY7 False 1:9085065 G/T 0.309091 38,17 55  de Novo Allele Heterozygous ? 2,?

ADCY10 False 1:9171516 G/C 0.411765 50,35 85 de Novo Allele Heterozygous ? 2,?

ADGRB3 False 1:9778858 AG 0.38806 41,26 67 de Novo Allele Heterozygous ? 2,?

ADGRD1 False 1:11188155 G/A 0.321951 139,66 205 de Nowvo Allele Heterozygous ? 2,2

ADGRE2 False 1:16456013 T/C 0.483333 31,29 60 de Novo Allele Heterozygous ? 2,2

ADGRF2 False 1:17085564 AfG 0.346535 66,35 101 de Novo Allele Heterozygous ? 2,2

ADGRL4 False 1:17431438 G/A 0.386364 27,17 44 de Novo Allele Heterozygous ? 7,7

ADGRVL False 1:21036222 T/C 0.354839 40,22 62 de Novo Allele Heterozygous ? 2,7

ADNP2 False 1:22142474 T/G 0.43617 53,41 95 de Novo Allele Heterozygous ? 7,7

ADORAZ False 1:22915753 T/C 1 0,49 49 Transmitted Homozygous Variant 0.514286 17,18

S — —

172
26



Variant PhoRank Gene Ranking Filgeng

biosciences & nanosciences

') PhoRank [ S |

N
Phenotype Group Name:  Muscular 0 M I M 73» l/

Phenotype Terms: Phenotype Terms:
[7] Enhance with OMIM phenotypes [C] Enhance with OMIM phenotypes
Cancer]
uscular ‘stomach cancer

marked muscular hypertrophy - prostate cancer
muscular subvalvular acrtic stenosis I merkel cell skin cancer
emgq: impaired neuromuscular transmission colon cancer
imuscular dystrophy cervix cancer

abnormal layering of muscularis propria
abnermal synaptic transmission at the neuromuscular junction
zegmental spinal muscular atrophy -

OMIM&»D

Phenotype Terms:
Enhance with OMIM phenotypes I

cancer,

:breast-ovarian cancer familial susceptibility to 4 s
prostate cancer hereditary 13

prostate cancer hereditary 2

pancreatic cancer susceptibility to 4

colorectal cancer hereditary nonpolyposis type 7
cutaneous telangiectasia and cancer syndrome familial
tylosis with esophageal cancer -

0] 4 l [ Cancel

® {EENGO (Gene Ontology) &3WLEHPO (Human Phenotype Ontology)®
F—-D—- Rz AT RROIGERTermDIRHEURA MIFRREN D

® OMIM7RA>OIAtIAEFIFLTVRIHE. TermMDIEHYR MeHREE T2 A T3>

hMEFRIRECRD
27



Variant PhoRank Gene Ranking

Filgen

[ Wariants: 1447 %

|

[\.-‘ariants by Variant Genes V]@ @ 2 0 1 | Filter Wariants: NA12878 7 of? i) GeneRank %

1 Wariant Genes: 1,183 X 4
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Wariant Genes: 1,183
1447

Wariants:

Variant Gene Info

Giene Mames

Musgcular Dystrophy PhoRank

Gene Rank

DY5SF
B3GALNT2
PLEC]
DMD!
TTN
SYNE2
SYNE1
SPEG
NEB
FBN2
DDR2
KLHL40
ENO3
PRKARIA
THNXB|
L1CAM
CREBEP|
ANKLEZ
MYOQ18B|
SNRPE|
THRA|
SLC18A3
DHCR24
POLG
WRM
CUL4B|

0.984652
0.965761
0.955136
0.955136
0.943329
0.943329
0.940068
0.9268
0.9268
0.909091
0.900091
0.90791
0.90673
0.902007
0.899646
0.899646
0.885478
0.880756
0.877214
0.874852
0.873672
0.872491
0.872401
0.867762
0.858324
0.85124

Giene Score
0.746612
0.742633
0.738786
0.738786
0.734573
0.734573
0.731013

0.0374275

0.0374275

0.0326295

0.0326295

0.0325157

0.0322677

0.0320614

0.0319365

0.0319365

0.0315171

0.0314645

0.0313595
0.031316

0.0313118

0.0312993

0.0312993

0.0312513

0.0311054

0.0310073

Path ||
DYSF / HP:0e--
BIGALNT2 / -
PLEG / HP:0-
DMD / HP:00---
TTH # HP:00--
SYME2 / HP:=-r
SYNET / HPeer
SPEG / HP:0-
NEB  HP:00---
FBN2 / HP:-0-
DDR2 / HP:0-
KLHLAD / HP---
ENO3 / HP:0-
PRKARIA / Heer
THMEB / HP:0
LIGAM / Hp=es
GREBEP / HP-+
ANKLE2 / HPees
MYO 188 / Hes
SHRPE / HP=-r
THRA / HP:O-
SLG18A3 / Heer
DHGR24 / Hees
POLG / HP:0

WRN / HP:0e=

CULAE / HP:ees

-
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Variant Info

Ghr:Pos
1:1225707
1:1423281
1:1423286
1:1562677
1:1686040
1:3328659
1:6185908
1:6273206
1:6488413
1:6504700
1:7723498
1:8073391
1:5085065
1:9171516
1:9778858
11188155
16456013
17085564
17431438
21036222
22142474
22915753
23111504
26371682
28209268
1

Ref/flt ‘ariant Allele Freq  Allelic Depths (A0}

C/A
G/A
C/G
T/G
G/T
/T
AfC
oT
c/T
T/C
C/G
AlG
G/T
G/C
AlG
G/A
T/C
AlG
G/A
T/C
T/G
T/C
T/G
T/C

0.325581
0.40625
0.47619

0.531915

1

0.458716

0.434783

0.428571
0.54902

0.462366

0.445161
0.48951

0.309091

0.411765
0.28806

0.321951

0.483333

0.346535

0.286364

0.354839
0.43617

1

0.2625
0.545455
0.323529

29,14
38,26
44,40
22,25
0,103
59,50
65,50
40,30
23,28
50,43
86,69
73,70
38,17
50,35
41,26
139,66
31,29
66,35
27,17
40,22
53,41
0,49
51,29
40,48
92,44

Proband (MA12878)

Read Depths (DF)
43
64
84
47

103
110
116
70
52
a3
155
143
55
85
67
205
60
101
44
62
95
49
80
89
138

Mendel Errar

de Novo Allele
Transmitted
Transmitted
de Novo Allele
Transmitted
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Novo Allele
de Movo 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 Novo Allele
de Novo Allele
Transmitted
de Novo Allele
de Novo Allele
de Movo Allele

Heterozygous
Heterozygous
Heterozygous
Heterozygous
Homozygous Variant
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Heterozygous
Homozygous Variant
Heterozygous
Heterozygous
Heterozygous

B FIUC BEUF—T— ROEREDBIEDS>F I P AAT7NERREND

Mother (MA12---
Zygoszity  \ariant Allele Freg |_|

?

0.535211

?
?

0.526316

I I B B B I I et It I

0.514286
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| Two Affected Siblings A T
| de MNaova A V| Compound Het A
V| Mendel Error (Current) is de Movo Allele A 0O V| Compound Het? (Current) is true A 0O
15 4

| Mendel Error (HG02046) is de Novo Allele 4 O | Compound Het? (HG02046) istrue & O
14 4
14 4
18

o MADEETHIECHERLEINZDe NovoZEEDEEGNTIIEESHZIRE

| Affected and Unaffected Siblings A
V| de Novo A | | Compound Het N |
| Mendel Error (Current) is de Novo Allele 4 0O V| #Het=2 4 0O
618 337

] MOT({Mendel Error (HG02067) is de Novo Allele) 4, O V| Compound Het? (Current) is true A 0O
340 4
a0 4
394

o EEETHRIEINEZDe NovoZE%ZELUSIVED, Heterozygous7UILz6DH > T)LE%
%%UBEL/UE@/\TEI%.:W’&’@H:'. 29
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