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ACMG Classification

& ClinVar: 3-star Pathogenic
& Population: Absent from gnomAD
& Hotspot: 18 pathogenic neighbors

O In-silico: All algorithms agree damaging
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» RefSeq Genes * Orphanet + 1000 Genomes
¥ TroAntan X\ 4 o) Cancraboowia X\ + « dbSNP * BRCA Exchange * NHLBI 6500 Exomes

LY Te— e G YN R T | (162,495,457 - 2.495.535 G- » Clinvar * PMKB * EXAC Variant
4 & [rowaonizee o) b T B ) — = Bl = D « OMIM « dbNSFP « gnomAD Exomes/Genomes
Tro Amalyss 2,143,690 —=
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Likely Pathogenic
VUS (Variant of Uncertain Significance)
Likely Benign
Benign
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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 | o Prevalence in
Data disorder 8A1/851 OR affecteds statistically
observation in controls increased over
[neonsistEne with vuneruls P33
disease penetrance 852
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Ps1 mechanism of
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= PVS1
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853 path. missenses without be n effect PS3
Non-segregation L
Segregation with disease 854 disease L e
. . Incr d segregation d
Data R il eased segregation data >
De novo De novo [paternity &
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Evidence Summary

Variant Summary:
The missense variant MM_001354655 3(RAFL):.c.770C>T(p.5257L) is not observed in the
large population cohorts of gnomA&D, or 1kG (Genome Aggregation Database et al,, 2020;1000
Genomes Consortium et al., 2015). The variant was added to dbSMNP as rs80338796 in version
131. This variant was found in Clinvar (Variant 13957) with a classification of Pathogenic and *ﬁtﬂéhl’:?‘ 'WIEE
a review status of (3 stars) reviewed by expert panel. There is a large physicochemical
difference between serine and leucine, which is likely to impact secondary protein structure as
these residues differ in polarity, charge, size and/for other properties.

Recommended to Score Pathogenic

|' PMZ | The p.Ser2&7Leu variant is novel (not in any individuals) in gnomAD.
——  The p.Ser257Leuvariant is novel (not in any individuals) in 1kaG.

|' P 1 () | 30 variants within & amino acid positions of the variant p.Ser257Leu
'  have been shown to be pathogenic, while none have been shown to be
benign.

The gene RAF] has & low rate of benign missense variation as indicated

by a high missense variants Z-Score of 2.49. The gene RAFL contains u VSC||n|Ca|_C\} K‘UT\/ h@ng{ﬂﬁj(i'f—_l_'5t\ }K‘UT\/ th(Z%]Z{ﬂﬁIEED“Q
56 pathogenic missense variants, indicating that missense variants are a E}J_C‘*ﬁtlj éﬂé

commaon mechanism of disease in this gene.

The p.Ser257Leu missense variant is predicted to be damaging by both
SIFT and PolyPhenZ. The serine residue at codon 257 of RAFL is
conserved in all mammalian species. The nuclectide ¢ 770 in RAFLis

predicted conserved by GERP++ and PhyloP across 100 vertebrates. ] g:lz,ﬁﬁlﬁ E OD-U-?U_j__:FZ I\_G(j: 7}7—__ >E| >5L‘_9/\\_X0)E§A%E%
[ﬂ PS1 0] The p.5er257Leu variant is a missense mutation resulting in an amino @&‘%itmtlt“?\/xllﬁ$EH£‘BﬁEE’73‘b\‘Ej”E‘g

acid change which is shared by the previously classified pathogenic
variant p.5257L.

|' PME o | The p.Ser257Leu variant is a missense mutation resulting in an amino
——————  acid change which occurs at the same amino acid position as 3
previoushy classified pathogenic variants.
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Scoring System

ACMG Variant Classification (Richards et al. 2015) [

Golden Helix Classification Prediction

) Probability of Pathogenic given Scored Criteria:
To change the classification system close the evaluation and edit the Project
I:.lj_ :I.-\E . -
B il 1= [0) Scored Criteria by Strength Status: Probability of 88.79% predicting classification of Pathogenic
= -
i - Wery Strong 0 I ~ _
$"+T 9 e J : Probability for Each Classification
Strong P51 x1 oo
Pathogenic
Moderate PM2, PM1, PM5 %3 80
&0
Supporting %0
o - ~ 40
Benign Strong x0)
Stand Alone () 20
ACMG Classification 0 .
. B LE vus LP P
athogenic
Rule Pathogenic fiii): 1 Strong AND =3 Maoderate, OR 2 Maoderats AND 22 R e AMD A probability model was developed that takes the number of criteria scored at each

[

4 Supporting ) 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-

}\IJ 7> h@’ﬁﬁ'& Recommended Criteria conflicting criteria.
= s Perform functional assay to determine the effect of the variant in the
SIS il v

* Establish the state of the variant in the parents

» ACMG Criteria Summary
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- Clinvar
- ClinGen
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- Orphanet

- 1000Genome

- gnomAD

W4 Data Source Library

) Browse
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= O X

v D Local
- User Annotations
- Downloaded Annotations
b [ Assessment Catalogs
E‘] Custom Data Sources
v @ Public Annotations
E‘] Assembly
E‘] CMV and Large Variants
E‘] Genes and Regulation
E‘] Indexed References
E‘] Microarray Probe Mappings

Locations 4 D “Wariation and Function (2}
Filter: * (finy ty ~  Homo sapiens (Human), GRCh38 (12 2013) ~ @ Current Plot Data 4
Name Type Size Date Url
(] |||||||| 1kG Phase3 - Variant Frequencies 5a with Genotype Counts, GHI Variant 3.1G  2018-01-26 srfs://data.g...
(] |||||||| Allele Frequency Aggregator 2020-02-29, dbGaP Variant 119M  2020-05-22 srfs://data.g...
(] |||||||| AlphaMissense 2023-10-03, DeepMind Variant 363M 2023-10-03 srfsy//data.g...
O [lllly Avada Variants 2018-05-05, Stanford Variant 41M  2020-07-27 srfs://data.g...
(] |||||||| Benign Standalone Exceptions 2026-06-01, ClinGen Variant 72K 2026-06-10 sris://data.qg...
O -= Benign Standalone Thresholds 2026-06-01, ClinGen Interval 72K 2026-06-10 srfs://data.g...
O [llll; BRCAExchange 2026-03-04, GA4GH Variant 2.8M  2026-03-04 srfs://data.g...
(] -= CIViC - Region Clinical Evidence Summaries 2026-06-01, WUSTL Interval 760K  2026-06-01 srfs://data.g...
O |||||||| CIViC - Variant Clinical Evidence Summaries 2026-06-01, WUSTL Variant 432K  2026-06-01 srfs://data.g...
O -= CIViC Assertion Summaries 2022-10-01, CIViC Interval 88K  2022-10-05 srfs://data.g...
(] |||||||| ClinGen Expert Curated Interpretation of Variants 2026-04-09, ClinGen Variant 5.8M 2026-04-10 srfs://data.g...
O fllllly tinvar 2026-06-04, NCBI Variant 232M  2026-06-04 srfs://data.g...
O [l ClinVar Assessments 2026-06-04, NCBI Variant 328M  2026-06-04 srfs//data.g...

E‘] Targeted Panels

|‘_‘, Variation and Function

v @ Secure Annotations
[ capp
E‘] Cancer
E‘] Clinical
E‘] Genomenon
£ omm

Convert... Export... Download

¥ Information

@ Variation and Function

LY Folder
\SIBY Variation and Function

showing (58/1401), 0 selected (0 bytes) Clear

Cloze

Help

SIFT

Polyphen2
Conservation Score
CADD

GeneSplicer ...12E
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Full Scale
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Missense Mutation Rate for RAF1

.I 3.42

576.00 848.81 0.68

Status: Low rate of missense variation (Z-Score = 1)

The gnomAD project has computed per-transcript counts of
the number of missense variants per gene as a observed /
expected score scores. The signed Z-scored is the deviation of
the ohserved counts from expected counts. Positive Z scores
indicate increased constraint (intalerance to variation) and
therefore that the gene had fewer missense variants than
expected. See the gnomAD v2.1 blog post for more details.

T —AN=2E RSN TVB R DI R/\7> hDEIGT, O
SE1-HFRICEST, AL ZNTS ORI SHEL ]
FIETEENS

BHOZXIR)NT7>Y ML BENDI N\ IEDIGHES|E
FZI)\7Y MYRBORRZEEZSNSIHE} AR/
7OMIERMEEHIESND

TS ZANV7 > bOFiTh

Variant Compared to Last Exon Junction Complex

4327 5468 1141

Mull variants lead to nonsense-mediated decay of the franscript by preventing
the ribosome from reaching the last coding exon junction. These include single-
nucleotide variants that create premature termination codons (PTCs) at least
50 nt upstream of the penultimate coding exon, and out-of-frame insertions or
delefions that lead to a shift in the reading frame and a similarly placed PTC.
Caution should be used interpreting LOF variants at the extreme 3" end of a
gene (50bp of final exon-junciion complex).

BEUEEF LT S M RO/NU7> MO T RIS, REREDT>
o ZNNUT7 > MISEEREIN TS, 5BLYRIREZEDE
HIFEEINZN. U7 MBI FOREDIIVY (FlFFHEH
SREEOINYV>DOEIZ50bpA) (CAIET3iHE(E. BiEE
93

BTl o277 MOFERUE / BRFHED AT 7 H'ET
BIN30DT. COMECEDIVWCGEHMIIZITIIEE A EE
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ClinVar Assessment For This Variant < 1of20 »
MSA-SIFT Damaging |:|] 1.00 ({greater than 0.95) NM_002880.3:c.770C>T
Pathogenic 2020-01-13
MSA-PolyPhenZ  Damaging I:[- 1.000 (greater than 0.446) Invitae Variant Classification Sherloc (09022015)
i - MNoonan Syndrome 5; Leopard Syndrome 2; Noonan
PhyloP Conserved I:[- 9.81 (greaterthan 2) Syndrome with Multiple Lentigines; Rasopathy;
! ! : MNoonan Syndrome; Not Provided; Lung
- _ Adeneocarcinoma; Adenocarcinoma of Stomach;
G + Conservec 9.50 (greater than 10) 3 ) )
SERP+ Conserved I:[- 19.50 (greater than 10) Malignant Melanoma of Skin; Neoplasm of the Large

Intestine; Cardiomyopathy, Dilated, 1nn;leopard
Syndrome 2;noonan Syndrome 5; Inborn Genetic
Diseases; Noonan Syndrome;noonan Syndrome with

cAaDD I:l:l]- {between 2 and 5) Multiple Lentigines; Noonan Syndrome 1
Invitae

This sequence change replaces serine with leucine at codon 257 of the
RAF1 protein (p.Ser257Leu). The serine residue is highly conserved and

GeneSplicer Disrupted -]:I 0.52 (delta -0.40) there is a large physicochemical difference between serine and leucine.
This variant is not present in population databases (rs80338796, ExAC no

MaxEntScan Disrupted -]:” 0.01 |(delta -0.94) frequency). This variant has been reported in many individuals affected
with Moonan syndrome, both with and without multiple lentigines (PMID:

NNSplice Disrupted —ID 0.32 (delta -0.60) 17603482, 17603483, 20052757, 22389993). This variant was
confirmed to be de novo in multiple affected individuals (PMID: 17603483,

PWM Disrupted -]]:I 0.59 |[delta-0.12) 23877478). ClinVar contains an entry for this variant (Variation ID:
13957). Experimental studies have shown that this missense change leads
to increased activation of MEK, ERK, and ELK in vitro (PMID: 17603482,
20052757). Fcr these reasons, this variant has been classified as
Pathogenic. &

EYPIERIDRFEND, SIFT, PonPhenZE&‘@%Ei&ODZI)E:L—
AFRIRRY—)UICEST, V7> MOBE M %M T 5 B T—AN-ZTIH EI’J}\“UJ /I\t BN TVWBEDERUT ‘Jﬁa
E&’E%I&t«.@“}("ﬁ Bz F L ORIUALEICFIEL. BE
AT BEZS|ERT /U7 MIDWTIE. GeneSplicer 575/@2%?@37&%|3i_<_§“}(‘u > MCZEHET 3
REDAT 54 ZEIFARY - ILMEREINS
B TAIR-AFEFRSN TV I NEHRYD., HERIEHRREDHE
SehvEIEE 12
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Inheritance of SMAD4 p. 1500V in NA19240

Father

NA19235 NA19238

Proband

NA19240
@O

WERICEFETEET . BEEOMHIFETEITSZ/\U7>N (de Novo
JWW7>OR) DFER. mEEHTENS

RN N7 > MebIc RV EEREERB A DAL JRERIENEE
EHIESNDD . REEEBDIB S IPIZE OIS

13



D — 70—

Filgen

X RONIT > beA D

biosciences & nanosciences

ClinVar Assessment For This Variant < 1of20 >
gnomAD Joint Variant Frequencies 4.1, BROAD &
gnomAD Jeint Vanant Frequencies 4.1, BROAD HGVS: NM_002880.3.c.770C>T
) P n e Classification: Pathogenic Date: 2020-01-13
Guidelines: Invitae Variant Classification Sherloc (09022015
Full Seale Disease: Noonan Syndrome 5; Leopard Syndrome 2; Noonan
Syndrome with Multiple Lentigines; Rasopathy;
00045 Noonan Syndrome; Not Provided; Lung
Adenocarcinoma; Adenocarcinoma of Stomach:;
Malignant Melanoma of Skin; Neoplasm of the Large
0.002% Intestine; Cardiomyopathy, Dilated, 1nn:leopard
Syndrome 2;noonan Syndrome 5; Inborn Genetic
Diseases; Noonan Syndrome;noonan Syndrom
o Functional Predictions: Multiple Lentigines; Neonan Syndrome 1
N oS S e . - _ - Source: Invitae
A R A I Primates Mammals Vertebrates
c“‘\wg & 09‘” c“;‘ S o o° Q‘PF oq,,‘o o“ﬁ o“%
¢ <~u‘°§ oa““h \«a“‘v o“(‘} 0"6& (\D@“ ,a“\v \n“& ‘-:“\v )
& 5 & & FF ¢ &£ s MSA-SIFT Damaging |:[I 1.00 (greater than 0.95)
MSA-PolyPhen2  Damaging |:[- 1.000 (greater than 0.446)

PhyloP

GERP++

Conserved

I:_ 9.81 (greaterthan 2)
[ T 1250 (greaterthan 10)

Conserved

Combined Annotation Dependent Depletion (CADD) Score:

CADD

Uncertain

[ T]THEM 322 (between2and5)
BET-IN-ALEBNICRE

Inheritance of SMAD4 p.1500V in NA19240

Father
NA19239 NA19238
[ele) [ele)

NA19240
@O

FHBAI7Z2EH

=
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B ACMG Sample Classifier

- )TN (VCFI7AIL) A\

- BT — OSBRI 17 DR L SR

“Bhr-Pas
7107824678
17144425
117176568
T171E0144
117199533
117227860
17242922

B VSClinical Variant Dashbord

- JNUTDRIOVAUS T CEo TR ENTZ, D/ \U 7> bDH KL

Rt Al
ASG
A
GATT/-
T/-
G/A

Gf-

Tl z4T>

- SMECRVBTF IR — 2SR TIREVERESRL BSOS P

BJHE

yEnzity
Homozygous Variant
Heterozygous
Heterozygous
Heterozygous
Homozygous Variant
Heterozygous

Heterozygous

- FHMmRO7 OFELREETIRE

OF  Gene Mame

2
15
4
5
27
12
g

MRCAM
CFTR
CFTR
CFTR
CFTR
CFTR
CFTR

MNP_000483,2:p Mal470Met

MNP_000483.3:p.Gly551Asp
7

ISR EEET - 5288 T /T3 A3

Sequence Ontology Clazzification  ACMG Clazsification Criteria
splice_regicn_variant Benign B&1,B52 BP4,BPT
splice_region_variant Likely Benign PM2 BP4,BPY
splice_region_variant Benign BA1,BPT BP&
splice_region_variant Likely Benign PM2 BP4,BPY

missense_variant Benign BA1,B52 BPa
missense_variant  Likely Pathogenic PM1,P51,PMS,PP3
splice_regicn_variant Pathogenic PrAZ PVS1,PP3

Evidence Summary

biosciences & nanosciences

The missense variant NM_001 L) is not ebserved in the large Variant Evidence

|, 2020;1000

wsicochemical difference ) ) .
structure as these residues chr3

u variant is novel (not in any individuals) in gnomAD All. The
ant is novel (notin any individuals) in 1kG Al

G 0

30 variants amina acid positions of the variant p.5er257Leu have

been shown to be pathogenic, while none have been shown to be benign A

The gene RAFL

ahigh r SEnoypR=

pathog Heterozygous

commeon mechanism of di
The p.Ser257Leu mis

mammalian species. The nucl
by GERP++ and PhyloP acros:

PS1 o The p.Ser257Leu variantis ar mutation resulting in an amine acid

change which is shared by the previously classified pathogenic variant
p.5257L.

70 in RAFL is predicted conserved
rtebrates.

The p.Ser257Leu variant is a missense mutation resulting in an amino acid
change which occurs at the same amino acid position as 3 previously
classified pathogenic variants.

g.12645699G>A

[cli{e X TH GRCh3B

12,645,699

Depth:0
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B ACMG Sample Classifierh' 51793158
- ACMG Sample ClassifierzZE173 3¢, /\U7> M NCACMGEHIIFERDIEERN 7 )7 —23> LT NIEN S

- )TN FBOFHEEER (6 : Pathogenic®dy) DINUT> MDT4ILA) T HE]EE

Variant Info HD200-rep1

ThrPos Ret/alt  Wariant &llele Fraction Pead Depths (DP) Genotype Qualities (GO) Zyenzity

17:36097775 G/A 0780488 41 35| Heterozygous

17:36098040 GfA 0.582091 275 574 Heterozygous

17:36101156 /C 0.560897 312 747 Heterczygous

17:41234451 GfA 0.241218 427 ?  Heterozygous

17:47436514 G/A 0.287129 101 a1 Heterozygous

17:56773834 T/C 0.282609 92 69  Heterozygous

17:59761706 AfG 0.666667 B4 125 Heterozygous

17:58820068 GfA 0.684211 57 91 Heterozygous

17:59820170 /A 0.69281 153 131 Heterozygous

17:53857275 A 0.725 80 62  Heterozygous

ACMG Sample Classifier(C&d7./)57—>aA313
Variant Info HD200-rep1 AGMG Sample Glassifier for HD200-rep1

%hr:Pns Ret/alt  Wariant &llele Fraction Pead Depths (DP) Genotype Qualities (GO) Zyeozity  Gene Mame Gene nheritance Transcript Mame  AGMG Glassification Criteria Classification
17:36097775 G/A 0.780488 41 35 Heterozygous HNF1B Dominant MNM_000458.4 BA1,B52,BP7 Benign
17:36098040 G/A 0.589091 275 574 Heterozygous HMF1B Dominant MM _000458.4 BA1,B52,BP7,BEPe Benign
17:36101156 /C 0.560897 312 747 Heterczygous HMF1B Dominant MM_000458.4 BA1,B52,BP7 Benign
17:41234451 GfA 0.241218 427 ?  Heterozygous BRCA1 Dominant MNM_007294.4 PM2,PVS1,PPs Pathogenic
17:47436514 GfA 0.287129 101 a1 Heterozygous ZNF652  Default (Recessive) MM_001145365.3 BA1,BS2 BP7 Benign
17:56773834 T/C 0.282609 92 69 Heterozygous RADS1C Recessive MM_058216.3 BA1,BS2,BPT BPE Benign
17:59761706 AJG 0.666667 B84 125 Heterozygous BRIP1 Dominant MM_032043.3 BA1,BS2,BPT EPE Benign
17:59820068 G/A 0.684211 57 a1 Heterozygous BRIP1 Dominant MM_032043.3 BA1,BS2,BPT BPE Benign
17:59820170 C/A 0.69281 153 131 Heterozygous BRIP1 Dominant MM_032043.3 BA1,BS2,BPT EPE Benign
17:58857275 oA 0.725 &0 62  Heterozygous BRIP1 Dominant NM_032043.3 BA1,BS2,BP7 Benign
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Add Variants for ACMG Sample 1

Sample: € 1ofl » ACMG Sample 1 (Cul

Y Filter Variants (Variants)

ariant GT
RAF1 pS257L O
EGFR p.A763_Y764insFQEA O
PTEN p.5385* )
O CBSpl278Tfs*16 D)
Allow Reference Genotypes
Select All Clear All Prepare to Add

JNU7> =T ILN5:ER

OR

Add Variants for ACMG Sample 1

Sample: € 1ofl » ACMG Sample 1 (Cul

nter Variant

RAF1 S257L \/|

Variants Matching Query:
RAF1 c.770C>T

RAFL ¢.770_771delins...

RAF1 c.769_770delins...

RAF1 c.769_771delins...

RAFL ¢.769_771delins...

RAF1 c.769_771delins...

s cinver

Ref © Heterozygous Homozygous

Prepare to Add

JN7>RBEFETAS

B VSClinical Variant Dashbordh'53%21379 %158
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The p.Ser257Leu variant is novel (not in any individuals) in gnomAD w4 All. The
p.5er267Leu varant is novel (notin any individuals) in LkG All

32 wvariants within 8 amino acid positions of the variant p.5er257Leu have been
shown to be pathogenic, while none have been shown to be benign.

The gene RAFL has a low rate of benign missense variation as indicated by a high
missense variants Z-Score of 3.42. The gene RAFL contains 59 pathogenic
missense varants, indicating that missense variants are @ common mechanism of
disease in this gene.

The p.Ser257Leu missense variant is predicted to be damaging by both SIFT and
PolyPhen2. The serine residue at codon 257 of RAFL is conserved in all mammalian
species. The nucleotide ¢ 770 in RAFL is predicted conserved by GERP++ and
PhyloP across 100 vertehrates.

The p.Ser257Leu variant is a8 missense mutation resulting in an amino acid change
which is shared by the previoushy classified pathogenic variant p.S257L

The p.Ser257Leu variant is a missense mutation resulting in an amino acid change
which occurs at the same amino acid position as 3 previously classified pathogenic
variants

NNU7> MR 35 HMIR R Z B EMR L

- FHBECAWVS/NTY NME VCFIPAILEDA > R— NI\ 7 > b =TJILEDEIRT DN F—R—RTNU7> "z BEEA S IBIEHEIHE

- MU NEIETET BL.

259 MR B # TIRIESN.

SHEHEROTFRNEBILERENS
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Computational Evidence

Functiona

MSA-SIFT

MSA-PolyPhen2z  Damaging

Predictions:

Primates Mammals Vertebrates

Damaging

I:[I 1.00 (greater than 0.95)

[ THEEE 1000 (greaterthan 0.446)

Multlple Sequence Alignment

G ACG TCC ACA CCT A
PhyloP Conszerved l:l- 981 |(greaterthan 2) ACA CCT A
GERP++ Conserved l:l- 1950 (greater than 10) G ACG TCC ACA CCT AA
ACG TCC ACA CCT AA
Combined Annotation D n (CADD) Score \CG TCC ACA CC
CADD |:|:- 498 (between 2and 5) e TEC AL TET A
ACG TCC ACA CCT A
ACG TCC ACA CCT A
Distance to Splice Site ACG TCC ACA CCT AA
65bp upstream ACG TCT ACA CCT AA
Eanc Bushb CC CTC TCC CAG AGG CAG AGG TEG ACG TCC ACA CCT AA
hine CCCTG TCC CA 2 G ACG TCC ACA CCT A
IR TR T T e
Open Splice Site Analysis on Region
Multiple lines of computational evidence Caveats:
support a deleterious effect on the gene or _Computatif)n evidence evaluating transcript used in
o interpretation
gene product Complete agreement can be expected or disagreement
Examples include in-silico protein function predictions, conservation justified
SRR Gene has recently evolved in humans (expected to be non-
© All deleterious conserved)
S —_
ﬂmﬁ% All no impact
Uncertain
ya Ozawa a few Evidence: Strong Moderate Supporting

(i DARHL

Reasons for All Deleterlous
*  The p.Ser257Leu missense variant is predicted to be
damaging by both SIFT and PolyPhen2.

* The serine residue at codon 257 of RAF1 is conserved in all
mammalian species.

* The nuclectide ¢.770 in RAF1 is predicted conserved by
GERP++ and PhyloP across 100 vertebrates.

Reasons for All No Impact:
s The p.Ser257Leu variant is not predicted to introduce a novel
splice site by any splice site algorithm.

may warra |‘(Lpd ate to Moderate
See further discussions on PP3/BP4
Comments:

<—— FTHIN-ADRERER

BIHMIERZI I IDE, T-IN-AEDIREHE
REFHMMFS Rz SR P e

Uiz T UTARMLR EDIEHRE. BIIF(CRREND
sMMFEER (L FE THREE 9 D EERIRE
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coring System:

ACMG Variant ( Golden Helix Classification Prediction Scoring Annotations  Gene Literature  Assessments

To change the classific
N o N Probability of Pathogenic given Scored Criteria: Classification: Scored Criteria:
Scored Criteria by Streng
. - Pathogenic S EVeL f
Previously Saved: PM2 PWS1 PP5
Status: Probability of 89.2% predicting classification of Pathegenic - i o :
. Evidence for Pathogenic: Evidence = Comments
Pathogenic Probability for Each Classification ) )
The stop gained NM_00042E 5(L1CAM):c.2380C=T (p.GIn724Ter) has been reported
100 to Clinvar as Pathogenic/Likely pathogenic with a status of (2 stars) criteria provided,
multiple submitters, no conflicts (variation D 226120 as of 2024-05-03). The
80 p.GIN734Ter variant is novel (not in any individuals) in 1kG All. The p.GIn734Ter variant
is novel (not in any individuals) in gnom&D w4 All. This variant is predicted to cause
loss of normal protein function through pretein truncation. This variant is a stop gained
Benign 60 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,
40 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.
ACMG Classification 20 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.GIn794Ter
Pathogenﬂ: . variant is a loss of function variant in the gene L1CAM, which is intolerant of Loss of
e P o Function variants, as indicated by the presence of existing pathogenic loss of function

- B LB VUS LP P wariant MP_000416. 1.pvBGfs*24 and 71 others. For these reasons, this variant has
been classified as Pathogenic.

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- Add fo Interpretation

conflicting criteria.

) LiR—bhRATHI B
sHiiFESR Y —

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

- FERHCLR— NI ESNZERRIEIROTF A MO S 19
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E-mail: support@filgen.jp
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