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VarSeq®

¥ Trio Analysis
ol Trio Analysis
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4 @ Proband (NA12878) ~

Tro Analyss

143,690
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= Compound Het e~ '} ; 16: 2, :)S.CTO 16: 2, ‘95. 90 16 2.4‘95.510 16 Z.4‘95.530 »
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$81.551 Reteronce Sequence GRCHIT g1k, 1000Genomes
= Proband Reac Depth oD b
113,599
& VLB ESPE300 Al MAF en
68,880
& Sequence Omdlogy Y-
932
"~ OMIM Genes 2010-10-27, UCSC
= Compound Mt (Proband) o0
138}
E Essortal Gerw en
14 Varlants - NA12878 Project g
NA12878 B .
14 NA12891 TG C‘A‘.
NA12892
36 a
(36 Variants) Trio Analysis x (30,161 Genes) X+ ® Detail X\ +
@ M M, .T'Mf“?f‘ B v u.o v A, [ acey l"“*""“"_ - Variants: 36 Mistory Cooy | Cewr
Variant Sites Genotypes Classification Compound Het Variants. 1622495482 - T/
Chefos Ref/At  identfer Proband (NAL2E7E)  Mother (NAL2891)  Father (NAL2892)  Sequence Ontology s O Inherited From Variaet Shtes
11:108183167 AIG 3659243 GG cG GG missense variant False NA [Coepos  REPYIERR
13:4903383% G/A 20211 AG AG AG  missense varant False NA _ "0
14:24567498 AIC 1530211 cc cC CC  missense_varant Faise NA _ 820154
14:73664751 TIG 19972 or cT G.T  missense_variant False NA m T
14:106208082 G/T rsii621 G.T T 7.7 missense varant False NA _ a
16:2495482 1‘[_9 1520154 or T G.T  missense_variant True Father _ 17887
1ev40cena ria wintaT ar ar FF miseanca wndans Trm hnshar —_—_——————.
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» RefSeq Genes * Orphanet + 1000 Genomes

« dbSNP * BRCA Exchange * NHLBI 6500 Exomes

* Clinvar * PMKB * EXAC Variant
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 CIViC * REVEL » GenomeAsia 100K

«ICGC / TCGA
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Therapeutic Options v
NF1 : B -
Drug Resistance Interpretations (2) Drug Descriptions
¢.1466A>G p.Y489C . Tie .
Bevacizumab, Ramucirumab, - ) o
o h . coctal Ad - - ST,
13 of 57 Regorafenib Colorectal Adenocarcinoma Unspecifie
Encorafenib + Cetuximab, Encorafenib T _ BRAF VBOOE (Activating
Sl + Panitumumab Colorectal Adenocarcinoma Mutation)
ACMG Scoring:

NTRK1 Fusion [Activating

T Ecrmiih | arotreei 1F
B Entrectinib, Larotrectinib Mutation]

7
5

Solid Tumor Cancers

Pembrolizumab

g
5

Solid Tumor Cancers TMB High

Daostarlimab-gxly, Nivolumab,

Nivolumab + Ipilimumab, Colorectal Adenocarcinoma MSI High
Pembrolizumab

1 of2 >

g
5

O

VSClinical ACMG Guideline B VSClinical AMP Guideline

- AT INEERICHITBEERE RSV > he. ACMG - BE)\A4AY—hH— (SNV, InDels, CNV, Ri&&EEF,
A4 R4 > OFHEEECEDVTHFEL. REH TMB/MSIRE) ZAMPHA RSA>DIET VAL THIEE
(Pathogenic) YR (Benign) O¥IEZIT U. B ADEEZE IR RIR R Z S e L R— NMeERL
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1
f

VCF

W/ Import Variants Wizard

Import Variant Sites

@ Define Input

() Individual Samples

Sample Relationships

() Family Samples

() Tumor/Mormal Samples

(® Partnered Samples

@ Scan Input
@ Change Options | #dd sample fislds: |Fram Text Fils| | Associate Alienment File| | New Manual Field
@ Review Original Samples Samples Status Partner Sex File Basename
Soleat the sampies of 1 |SAMPLET [SAMPLET Primary SAMPLE2 Fams Samplet
;ndtﬁar:tsthzr?:j i 2 SAMPLE2 SAMPLEZ Pariner SAMPLE1 Male Sample2
VCF
[ Wariantz 265,021 % [ Wariant Genes: 13092 % | Samples 2 ¥ 4
Variantz L @ @ Rv Dv El Filter Wariants Input: S&MPLE 1~ o
Variant Info SAMPLE1 Partner (SAMPLEZ)
Chr:Poz Ref/flt Identifier WaF a0 G GT EvEnzity WEF &b G GT Evenzity
1:16487 T/C 7 0.280702 41,16 o9 01| Heterozygous ? 77 ? A 7
1:16495 &/C P 0464286 30,26 99 01 Heterozygous 0.48 26,24 99 0/1 Heterozygous
1:16534 oT 7 0.2 4471 99 0/1 Heterozygous ? 7,7 ? A ?
1:16949 ASC B B 7E B S 7 0305085 41,18 99 01 Heterozygous
116963 GfA 7 01016895 53,6 oz 0|1 Heterozygous 0.114286 62,8 99 01| Heterozygous
1:16977 GfA i 0.136364 57,9 o9 01 Heterozygous 0101449 62,7 o9 0|1 Heterozygous
1:17020 GfA 7 0. 166667 60,12 99 0/1 Heterozygous 0202859 55,14 99 0/1 Heterozygous
1:17385 GfA T 0.287879 47,19 99 0/1 Heterozygous Q.125 63,9 61 0/1 Heterozygous
1109488 GfA ? ? e 7 S 7 0140351 49,8 55 0/1 Heterozygous
1:120983 oT B B 7r B S B 0.3 4218 99 01 Heterozygous

biosciences & nanosciences
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' Filter Variants A 255021
Autosomal Recessive and X-Linked Variants A | All Carrier Variants A& |
Sample QC Filters a 0O Carrier Variant (Current)is true 4, O
20 139,194 2|2
H H /| Pathogenic Variants O
B Couples Carrier Screening : N
22861
Template
] ACMG Carrier Panel Genes # O
- Gene ID= - RefSeq Genes 110, NGBI
_ \ ~ —“_ .,
Jj} l/d)ﬁ/j} I/T 9%1§Fﬁb_c‘ = @) ACMG Carrier Screening Pangl Gare s x®

1E'|$f_,._.\t|E'*EJL§'5TEI’J}\‘U7>|\75: | v &
BOIADTZHDI—-I0— 7] ¢

—_ e s [+ Workflows XN -
- ACMGHFYU7RI)-Z2 ) N\RIViEE ol Recessive T\ (SR —
o )— —_ . -
ODE'fE?%;{{I‘%(L\ C“nvarast(i [v] Gene Inheritance is (Default (Recessive), Recessive) & O [v] X Chr-MNotin PAR Regions & O

ACMGHA R34 > TRIEHIESNT 1) 4 1
}\\UT\/ h%g E)J_C*ﬁtlj ] carrier Variant (Current) is true 4 0O

- WAOYIITITREIINUTS MR
SNEEFORITEE ] EE 7] 4 1
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Tier 39

" ACMG Carrier Screening Panel 2 1/200 carrier frequency (includes Tier 2)
includes X-linked conditions

- REIANFBERFS (ACMG) hFERULE. A
BN IERAvIEERFYUTRI) -2 R0
BT/ (R

- J=9770-TE REIEBSEEN1/20080 LOFE
FEASMEE BREN1/40,0008L EOXE
HIDERMTRBORREEF2FECRVS

- BEISU GEFOIENHIBRE PIEE

Gregg, A.R., Aarabi, M., Klugman, S. et al. Screening for autosomal recessive and X-linked
conditions during pregnancy and preconception: a practice resource of the American
College of Medical Genetics and Genomics (ACMG). Genet Med 23, 1793-1806 (2021).
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E‘ Wariantz: B X E‘ Variant Genes: 4 3 | | Samples: 2 ¥ 0 AGMG Guidelines 2 4

N7 =T

. ] g
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Wariantz ~ @ & R_ Dv @ El |[~] Filter Wariants: SP.MF‘LEW&‘._ Wariantz: b
Variant Info F--- SAMPLE1 Partner (SAMPLE2) Gene Variant Site AGMG Glassifier
” Chr:Pos Ref/Alt Identifier P WEF a0 G GT IyEnaity WAF ab G GT Zyenzity Gene Mames Classification Auto Clazsification  AGMGT aszificationCrit-- Gene Inheritance
7117548639 Q- 7 . 0.510204 24,25 99 0/1 Heterozygous 7 77 7 S CFTR,CFTR-AS1 Likely Pathogenic,.. Likely Pathogenic, VUS.. PM2 PV51 Strong PM2,P... Recessive Default (Recessive)
T17548640 G/C 7 . ? 77 ? A ? 0.592593 22,32 a9 0/1 Heterozygous CFTR,CFTR-AS1 Likely Pathogenic,... Likely Pathogenic,VUS... PM2,PVS1 Strong,PP5,P... Recessive, Default (Recessive)
11:89296535 T/C 7 D 0.181818 45,10 99 0/1 Heterozygous 7 .7 7 A TYR WUS/Weak Pathog.. VUS/Weak Pathogenic PM2 Recessive
11:89296581 T/C 7 D 0.185185 4410 99 0/1 Heterozygous 7 e 7 A TYR VUS/Weak Pathog... VUS/Weak Pathogenic P2 Recessive
¥:153866700 GfA 7 . 0.313726 35,16 2] 0/1 Heterozygous 7 T 7 A L1CAM Pathogenic Pathogenic PM2Z PVE1PPS Recessive
T117548639 - G/~ (1bp del) o x
Entrez Gene ID: 1080, 111082987
7:117548639 - G/- (1bp del) .
Variant Info
(SNl 70117548639 R “
Refint  [Ee18 - 'j—’]jl:l—b\ Tjét %XD iﬂt]\') > I\O)T j“/b %méﬂé
Identifier g
Show 4 hidden fields - U7 RT=TIVCE WY TIVOVCFIr7AIDT—4 (VAF, GTRE)  NU7> K
Flags CEDACMGHA RS1>DFHmiER ., &ET—9—X (ClinVar, gnomAD#RRXE)
Pathogenic Variants @il 0)7/;——}3)7)“%2]_—\3“5
Sample Fields
— N — . A3 — —_— = L]
Sample SAWPLE1  Pariner (SAMPLE2) - T EDT=FE NUF7> RN EIEHEMT —~Z <A CHMER A 68
Variant Allele Fraction 0.510204 ?
Allelic Depths (AD) 24, 25 2?7
Genotype Qualities (GO ?
0/1 Genotypes (GT) | A
Zygosity Heterozygous 7 '\
v >
copy  less \ Mavigation (7 117,548,630, 04375) 7 20bp |

N

=S N

EB|[H
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BIn T/ RBIRHROMED J\IT7> SOFRIRMEFHM

CFTR Gene Preferences €< 1lof3 > GRCh38 tation
chr7:117,548640 G>C
NIM_000492 4 (Auto Detected)

rs397508178 £ 53217 &
e Mode Recessive

....... Cystic fibrosis CFTR NM_000492.4...
219700 & 0009061 4o .

c1210-1G=C

Splice Acceptor 9 of 26
Mutations in CFTR i ‘

Call State Classification e ACMG SCOHHQ
c.1210-2delG

Primary Findings
c.1210-1G>C o0 Primary Findings Scored Criteria

LiR— b

Referring Facility: Fac) tion Date: 06/
ype: Blace for Date: 0%,
Additional.

Referring Faclity: Faciity

Type: Slocd.

Additional-

ACMG CARRIER SCREENING PANEL

ABOUT THE TEST

biosciences & nanosciences

B VSClinical

- N7 MOBDIAFHEITOIEE (S,
VSClinical®4v> 18— REIE T
RO ZITD

- VSClinical®4y> 1/h— RT(E.
F—AR-AH X OS2
LRHS, sHIEFEERPLR— NS
DIREREZITD
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CFTR Gene Preferences

heritance Mode Recessive
Disorder Cystic fibrosis
OMIM: 219700 &

Mutations in CFTR

Mutation Call State Classification
c.1210-2delG Qo0 Likely Pa e
c.1210-1G=C OO Likely Pathoge

EEFIBROMERE
R—ATOEFIFIWI 2R ERIHE

T —AR=ZNDURLY> I,

anNscript: NM_000492.4 (Auto Detected)...

{ 10f113 »

Do: 0009061 £

Primary Findings
Primary Findings

H T B VEC R4 BT —

XDV I ARSI MIEERIROTHE

This gene encoc
transporter supe
channel, making
controls ion and
Channel activati
phosphorylation
ATP hydrolysis.
common lethal ¢
descent. The mc
DeltaFR08, resu
protein. Multiple
genome. [provid

OMIM

The CFTR gene
functions as a lo
ATP binding anc
and regulated ti
distinguished by
regulatory domsz

Gene Annotations Disorders
NCBI RefSeq
NCBI RefSeq Gene Annotations Disorders
Gene Id: MNCBI RefSeq CGD OoMIM GHR
Name:  OMIM Genes
Alias: Gene Annotations Disorders

Londiions

Congenital bilateral absence of vas deferens (&'

Cystic fibrosis

Bronchiectasis with or without elevated sweat chlori...

Pancreatitis hereditary
Hypertrypsinemia necnatal (&'

Sweat chloride elevation without CF &'

Filgen
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AR
AR
AD

AD

®g
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Richards et al Page 29

Benign Pathogenic
Strong Supporting Supporting Moderate Strong  Very Strong

Population MAF is too high for ent In populatio Prevalence In
Data disorder BA1/851 OR iatab s PM2 affecteds statistically
observation in controls increasea over

[ ] ACMGﬁ4 Fa{)(:*a}tuy) I\@ [IEUNSISIENL With Cuntruls P9

disease penetrance B52

ﬁlﬁ'l‘ﬂi?:lzﬁﬁ Computational Multiple lines of Mult

ple lines of Nowel wang Same amino acid Predicted null

And Fredictive UL ey e e LUt AL sl aniou aved esidus | Chiange a8 an variant n a germ
Data u t no Impact an ge whet Jifferent established where LOF is a
pathoger nssen pathogenic variant known

Ps1 mechanism of

- U7 O—HEERAOTLVIVEE, IoE1— glowe | (hngs o b
A& BHERE TR, BAXDERERIBHRREZFIAL. il : o
NP> NOIRERMEZ 7% B EhETE twith e

Functional Well-established Missense In gene with | Matational hat spot Well-established

functional studies show low rate of bemgn tudied functional studies
. m » S Y “ —_— “ == Data
- \ —RT(Z. F=HR—2 D pisahpry tesiil | Rumucabeisai
VSClinical®5y=>1/h— RTlE, T—IX-ADFE no esar efac | o | Sneonibe ous ditseis
53 path. m e withot enlgn eMect PS3
ESLRNS, FIERPITREE o | v
HwEFEEURNS, FHEFERP A7 RERL ommon '
“ S=[E Ak e Non-segregation Lo-segregation wit
— \=FJ | i : i Wby
-U: 7) /A EI] A Be Segregation with disease 854 R Litipie Increased segregation dafa
Data aHectad fami —>
b :
De novo De novo (without De novo [paternity &
Data termity & maternity maternity confirmed)
WG PSs2
Allelic Data Observed in trons with
a dominant vanant 8P2 letectec
wit
Observed in cis with a pathogenic vanant

pathogenic variant B8P2

Other Reputable source w/out leputahble source
Datab shared data = benign BP6 = pathogeni
Found in th Patie £
Other Data an alternate cause FH high
AP5 gene PPd

12
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Add Variants for SAMPLE1

Sample: € 1of2 » SAMPLEL (Current)
Variants to Select

Y Filter Variants (variants)

ariant

CFTR c.1210-2delG

[m]
B

CFTRc.1210-1G>C
TYRc*1169T=>C

TYRc*1215T>C

© e 8 00O

L1CAMp.Q794*

Allow Reference Genotypes

Select All Clear All Prepare to Add

U7 R =T IV 5ER

OR

Add Variants for SAMPLE1

Sample: € lof2 » SAMPLEL (Current)
Enter Variant:

L1CAM Q794 o |

e BRAF V600E show more
Variants Matching Query:
L1CAM c.2380C>T

L1CAM c.2380_2382de...
L1CAM c.2380_2382de...

oone clover

Sample Zygosity

Ref © Heterozygous Homozygous

wead

[i7)

pths
Alt ota VAF %

Father Mother:

Prepare to Add

NP> N2=FBTAD

biosciences & nanosciences

Recommended to Score Pathogenic

L)

L)

The p.GINn724Ter variant is novel (not in any individuals) in 1kG All. The
p.GIn794Ter variant is novel (not in any individuals) in gnomAD w4 Al

This wariant is & stop gained variant which cccurs in an exon of L1CAM
upstream of where nonsense mediated decay is predicted to occur. This variant
has been previously classified as pathogenic, indicating that the region is critical
to protein function. There are 46 downstream pathogenic loss of function
variants, with the furthest variant being 419 residues downstream of this
wvariant. This indicates that the region is critical to protein function. The gene
L1CAM has a low rate of benign loss of function variants as indicated by a low
upper bound of the observed/expected confidence interval 0.13. The
p.GIn7a4Ter variant is a loss of function variant in the gene L1CAM, which is
intolerant of Loss of Function variants, as indicated by the presence of existing
pathogenic loss of function variant NP_000416.1:p VB Gfs*24 and 71 others.

The variant p.GIn724Ter has been previously classified as Pathogenic/Likely
pathogenic in Clinvar [Variation ID 226120 as of 2024-05-03) with respect to
¥-linked hydrocephalus syndrome and L1 syndrome with a status of (2 stars)
criteria provided, multiple submitters, no conflicts.

INU7>NMIZEH T 3 HmIR R BRI

- FHBECAWVS/NT> NME VCFIPAILEDA VR— U7 b =D ILED&EIRT BN F—R—RTI\U7> M2 BEA TS

ZEEA]REE

- U7 NRIEET B,

259 MR B # TIRESN.

SHMHEROTHR NLBICTRRENS
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rant LYo AR Lhange

> This Variant c.2380C>T Gln — Ter Pathogenic
794" Cag — Tag * %
> 2811237 c.2381A>G Gln — Arg
Q724R chg — o5g w
> c.2382G=C Gin — His Likely benign
Q79 cals — caC *

Reputable source recently reports variant
as pathogenic, but the evidence is not

e available to the laboratory to perform an
independent evaluation

Examples include pathogenic/benign variants in Clinvar that hawve
o i 3 iilar guidelines

© Reported pathogenic

Reported benign

Uncertain

PP5 scored by Takuya Ozawa 17 days ago

SCOred D ag

Reasons for Reported Pathogenic:
*  The variant p.GIn794Ter has been praviously classified as
Pathogenic/Likely pathogenic in ClinVar (Wariation ID 226120 as
of 2024-05-03) with respect to X-linked hydrocephalus
syndrome and L1 syndrome with a status of (2 stars) criteria
provided, multiple submitters, no conflicts.

BEEHIOERzRE

Clinical Significance

Uncertain Significance

Cavea
Tri
int
A
im
Cl
pt

Evider

The re
streng
multip
See fu

Commr

Well-established functional studies

supportive of a damaging effect on the

gene or gene product

In vitro or in vivo functional studies should demonstrate this variant
either does or does not alter the primary function of the gene

Damaging effect shown
Evidence for no damaging effect

© Uncertain ‘

biosciences & nanosciences

The prevalence in affected individuals is
significantly increased compared with the
prevalence in controls

\With relative risk or OR = 5.0 {and & Cl that does not include 1.0). For
rare variants, see strength description.

Yes No © Uncertain

B &Rt TERVER OFHliFERZENN

T—AR—AD5| AT —HDZRREIH T,
RIREATTHZEIETD

Pathogenic ©

stz
LTS

ISR Z FEN TIREE I DTN TE, ZOFER

ACMGHA F51>OFHMEBIER(C(F. VSClinical CBEMRETERVWEBBHD. ZOL5
RIAEEFETFHmER BN T LN PIEE

PM2 PVS1 BP6

kely Pathogenic © 14
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Scoring System:
ACMG Variant (

To change the classific

Golden Helix Classification Prediction

Probability of Pathogenic given Scored Criteria:

Status: Probability of 89.2% predicting classification of Pathogenic

Pathogenic Probability for Each Classification
100

80

60

Benign

40

20

0 .

B LE Vs LP P

A probability model was developed that takes the number of criteria scored at each
evidence level and computes a probability of each of the five classifications. It was
modeled and trained to agree with ACMG classification rules when provided non-
conflicting criteria.

aHiFEER Y —

Scoring Annotations Gene Literature Assessments
Classification: Scored Criteria:
Pathogenic S EvEL
Previously Saved: PM2 PVS1 PP5

Evidence for Pathogenic: Evidence = Comments
The stop gained NM_000425.5(L 1CAM):c.2380C>T (p.GIn724Ter] has been reported
to Clinvar as Pathogenic/Likely pathogenic with a status of (2 stars) criteria provided,
multiple submitters, no conflicts (variation ID 226120 as of 2024-05-03). The
p.GIn734Ter variant is novel (not in any individuals) in 1kG All. The p.GIn794Ter variant
is novel (not in any individuals) in gnom&D w4 All. This variant is predicted to cause
loss of normal protein function through protein truncation. This variant is a stop gained
wariant which occurs in an exon of LLCAM upstream of where nonsense mediated
decay is predicted to occur. This variant has been previously classified as pathogenic,
indicating that the region is critical to protein function. There are 46 downstream
pathogenic loss of function variants, with the furthest variant being 419 residues
downstream of this variant. This indicates that the region is critical to protein function.
The gene L1CAM has a low rate of benign loss of function variants as indicated by a
loww upper bound of the observed/expected confidence interval 0.13. The p.GIn794Ter
wariant is a loss of function variant in the gene L1CAM, which is intolerant of Loss of
Function variants, as indicated by the presence of existing pathogenic loss of function
wariant MP_000416. 1.pvBGfs*24 and 71 others. For these reasons, this variant has

been classified as Pathogenic.

Add to Interpretation

LiR—bhRATHI B

- THEREROREDT T %, SEEN RO RT3 IT P RILOTME RS T 3207, BNAHIERRE

FEHIEHVI—ZFRR
- FERHCLR— NI ESNZERRIEIROTF A MO S
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ﬂ)ﬂlﬂl‘%ﬁ&@)\j} \

®
v I ENTNOY Y TIVEEREHR (&8,
HRIRE) ZAT] sm—N
|/7|'i— |\j_—>j°|/— NODIEIR ‘ E Clinical Report
AND v OBEMHRE —
v FrUTRHY-Z4 v’ Word
JNUT7> NEBERD AT v RAEERFNRIL  LRE j JPISD(I):N

sl g2/ N7 > hOIETE
JNU7> hOFHIDET
U7 hZEDLR—h EDFEEZEIEE

QT@ (Prlmz\:lry Findings, Secondary Findiny

{

W N =

VUSTRE)

- VSClinicallcT. Y>WIEHRO A F3ENUT> MOsHTIEITUV. Lik— N> T —MaEIRINE, Lik— M BEEITERKRSINS
- BTN NESREZEUT, LR— M HUEIEER]EE
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Carrier Screening Report Template

- IWFBITIUTHEE : S TIVRICH > TILEFRIBERE
REN/\)7 > MeLiR— NIk

- RBOYAVEE : V7> MRESNEEGF LML

DIRBOEIBIRVZETHR

- VTP MEER : AREENZ/)T7Y MOACMGHA K51 >
(C& DI SR ERPRAVARTRZL N— ME

- EEBOFMIER : OMIMICEREIN TVWSRRFERZL
R—ht7

biosciences & nanosciences

SAMPLE1< SAMPLE2< (DRAFT)<

=Patient < Sample

nformation<! ¢!

Patient Mame: SAMPLEL Referring Facility: Collection Date:

DOB: Ordering Physician: Received Date:
Sex: Female Type: Order Date:
MRN: Additional:

aPartner ¢ Sample Information<! ¢!

Partner Name: SAMPLE2 Referring Facility: Collection Date:

DOB: Ordering Physician: Received Date:
Sex: Male Type: Order Date:

MRN: Additional:

ACMG CARRIER SCREENING PANEL

= ABOUT THE TEST+
This carrier status test is a comprehensive Next Generation Sequencing (NGS) panel that detects genetic variants in genes that are
associated with an increased risk of having a child with a genetic disorder.

= RESULT: POSITIVE

RESULTS SUMMARY <
This test shows the presence of clinically significant genetic change(s) in this individual in the gene(s) indicated «
below. ¢
Disease: | Gene | Variant(s) | Inheritance | Sample | Reproductive Risk-" §§
Cystic Fibrosis+ CFTR# Detected Autosomal SAMPLEL) lind <
Recessives SAMPLE2
Fragile X syndrome«’ FMR1< Not Detected<’ X-linked 1in 7,992,406 <
Dominant’
Hydrocephalus due L1CAM< Detected<’ X-linked SAMPLE1 ling«
to congenital Recessives!
stenosis of
aqueduct of Sylvius<’
Spinal muscular SMN1 Mot Detected<? Autosomal 1in 5,579,044 <
atrophy+’ Recessives! 17
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RESULTS SUMMARY <

This test shows the presence of clinically significant genetic change(s) in this individual in the gene(s) indicated «

below. <

Variant{s)

Inheritance

Sample

Reproductive Risk-" &

Cystic Fibrosis<! CFTR<! Detected« Autosomal SAMPLELL lind«
Recessives SAMPLE2<
Fragile X syndrome+’ FMR1< Mot Detected’ ¥-linked . 1in 7,992,406 <
Dominants’
Hydrocephalus due L1CAM< Detected< ¥-linked SAMPLEL lindg«
to congenital Recessived
stenosis of
aqueduct of Sylvius<’
Spinal muscular SMIN1 Mot Detected«’ Autosomal 1in 5,579,044 <
atrophy+’ Recessive+!

FRITFESRYN—
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DISEASE+ GENE+ ETHMICITY+ CARRIER FREQUEMCY+ CARRIER REPRODUCTIVE RISK +
surfactant metabolism ) ) ) ]
} ) ABCA3 Generals 1im 1164 1lim 21,178,404+
dysfunction, pulmonary 3«
Stargardt Disease, Type 1< ABCA4< Generald 1in 20 1in 580,644+
Diabetes mellitus, permanent ) ) ) )
_ ABCCB: Generals 1in 824 1in 10,510,564+
neonatal 3
Adrenoleukodystrophy« ABCD1+ General+ 1in 15,000+ 1in 1,199,924+
Medium Chain Acyl-CoA ] ) ) )
- ) ACADM® | Generals 1in 60¢ 1in 5,579,044+
Dehydrogenase Deficiencys
Very Long-Chain Acyl-CoA ) ) ) ]
. ) ACADVL Generalt 1in 1564 1in 38,464,804+
Dehydrogenase Deficiencys
a-Methylacetoacetic aciduria® | ACAT1# General+ 1 in 200+ 1in 633,933,769

ERBOURATETED
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" PATIENT VARIANT SUMMARY

o
jl VARIANTS OF CLINICAL 516 ICANCE
o
GENE & TRANSCRIPT+ VARIANT+ CRITERIA CLASSIFICATION “
CFTR NM_0D00492 4+ €.1210-2delG+ PM2, PVS1_Strongs Likely pathogenic+ <
LOCATION+ ALLELE STATE+ 1KG ALL (NOVEL) ALLELE FREQUENCY+ <
Intron 9+ Heterozygous+ Novel+ “
GENOMIC POSITION

NGS READS SUPPORTING CHANGE+

51.02% (25 of 49}
VARIANT INTERPRETATION: The splice acceptor variant NM_000492 4(CFTR):c.1210-2delG has not been reported previously as a

pathogenic variant nor as a benign variant, to our knowledge. The ¢.1210-2delG variant is novel (not in any individuals) in 1kG All
The £.1210-2delG variant is novel (not in any individuals) in gnomAR_va All. This variant mutates a splice-acceptor sequence, but
is predicted to preserve the reading frame, resulting in in-frame exon skipping. This variant results in the loss of an acceptor splice
site for the clinically relevant transcript. There are 9 pathogenic variants in the same region as the variant c.1210-2delG,
indicating that the region is critical to pretein function. The c.1210-2delG variant is a loss of function variant in the gene CFTR,
which is intolerant of Loss of Function variants, as indicated by the presence of existing pathogenic loss of function variant
NP_D00483.3:p M15fs*38 and 701 others. For these reasons, this variant has been classified as Likely Pathogenic.«

£.1175486358delG

)7~ NEER

(rdesing Physclan: Pz
Type: ioce
s

Refering Facity: racity
Ordering Physcian: P
Type slose

Attt

[ACMG CARRIER SCREENING PANEL

Anour THE TEsT

ResuLT: PosITIVE

RESULTS SubmARY

below,

oy

Fragie X syndrome
Alpha-Thalassamia

Hydrocephalus doe
©
stenosis of
squeduct of Syhius
‘Spinal muscular
atrophy

FMRL NotDtectsd  xdmked
oM Dsected Xiinked.

SMNI  NotDeteted  Autosomal

1inssTIp
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L= N3/ N7 > bzl — 70 HIFE SR O1ER.
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AuToSOMAL RECESSIVE INHERITANCES

n—e

" e

Acrare, genetic, neuromuscular disease characterized by proximal muscle weakness with an early involvement of foot
and hand muscles following normal motor development in early childhood, a rapidly progressive disease course leading
to generalized areflexic tetraplegia with contractures, severe scoliosis, hyperlordosis, and progressive respiratory
insufficiency leading to assisted ventilation. Cranial nerve functions are normal and tongue wasting and fasciculations
are absent. Milder phenotype with a moderate generalized weakness and slower disease progress was reported.<’

WHAT IS SPINAL MUSCULAR ATROPHY ?¢<

REBIEHR 19
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BEVEDEE : TR ST
TEL: 052-624-4388 (9:00~18 : 00)
FAX: 052-624-4389
E-mail: biosupport@filgen.jp
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