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EEMEERED 2071 (inherited retinal dystrophy: IRD)ICXU T RREGF %
HNUT7ONZER) MR E VLB LFRENMERZETRE O TS, TDRH. [EFEER
FHIRE -z T 2 EHERRLEMNEAEERYDDOHY A TEIRDEBEZEWNRELUE
BIEFHIRBEZFRRINE T DERMNEDH SN TS, Fe. TNICEDE T, MEEITEIR -5
HEZHEICBI I SREM R (BEEHERFMREMBIE HAMTRBEERMASESR) (UL
TOHAEED (CHEWTER S NETREEY O 71 LB T 2 EBEFHRBED AR SV (R) )
H EREFARZERDOR—LR—JICTITICAREINTWV S, UH\ L. EEFIIRE THESN
I REROBEIRNERICIEERIC LYW RG D & BIITZIT TR SEERI NS IBRDBICRY
DHIEICERU TRELZEU B FRENEN B D, UTzM DT, IRDICK T S EGEFHINRE = XK
IZISRAT 272I2IE FE—INEIRDDFHI/NU P U DHEREZRET DHNENH D, UH
U N7V EDOREREDERRICE W T—RIICAV SN BREETRQEAE THDAmeric
an College of Medical Genetics and Genomics (ACMG)ICKDHTRS1ICIE,
BHRUNZUVWEEREFRN., CNETNUFP UMK TIFHEREDRREEDHIET I CEEMN
U EHBRETH oz B FRE. RNABER. B F(NUT7 UM GENEYNEERRE.
BIEFREZHICE DV S8R DOERIENEA TV N T, fi—UEEFRIZD
ERIFEZLRRECTHY . FBROIZHICIE. IRDDEEBIFENE - REGZZERBUIZHRBOHE
BEREZRTEITDINENDG D ACMCHARSA VR EEERT SEKRTIV—TTH3. Clinic
al Genome Resource (ClinGen)Tl&, IRDICDOWT4T I —TICHEW T EEATTY
— RN TP IR DWTDERIDITEITO>TLBEDD., EFEMIEHROFELICE>TLVA
Wo ZDX D BHEMFEZZIT T ARMICT—F T TV —TZREL. [BHARREGER
BERBACMGHAR AV IDRZEREUT,

BAMRSAVERETDICHEY . BERXT AU EULTACMGHARSAVZHRAL. IN&E
TLELEBHMEINTLDEEBEMIEMAA RSV EHHFAAEEDZERE U Fe %
HOBELEGCFNREIN TV E—ELTFREH CHIERMTEHFEEIRDIFEL RN Z N
2. T TICIEERERBN Y. AFHEFICDIZUFIESN TV S EEE RS H TR (Se
nsorineural hearing loss:SNHL)ACMGAHA R S1 V=SB TCE<DFHEEE =
REU. TDOAT BRI ZRUZIRRICH U TIE BEICHEEEEREL, TSICHE
ADIRDOFHEEZERU T T CEEZERELU . TDLDICUTHER I NIEAIR S 12
(& 2EICNTZDTAMER E ZDERDEIEZER T, IBRRECIEREIRY 207 1 ACMGH
1RSS4 1(R) EUTHRITICIRE SN,
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HAREEEREED 071 ACMGHA RS (Japanese-Inherited Retinal Dystr
ophy ACMG Guideline) &, tHFHZ£E & R > T\ DEREBHERTH/NU 7 U MEIREETH DA
CMGAHARS1V (R R2. Xk 1) EEART 1 &L SOITBGHRREHERIC ARSIV
AXEINHMRSA D TERASNIZEEEREB (R3. X#2) DEZ<ZERY AN EDDA T,
IRDEEDEBHEE. PUIVEE ., FRIRE - EGERICH T IFHEHZIRL, SOICHERMEERE
mnzrz.
BEARTHAEUVIEACMGAHIRSA VISR UTEILEZ MR =R (F4) [CDWTERAT D,
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&1 ACMGAM RS VNEE L HIREENHE
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PVST
PS1
PS2
PS3
PS4
PM1
PM2
PM3
PM4
PM5
PM6
PP1
PP2
PP3
PP4
PP5
BA1
BS1
BS2
BS3
BS4
BP1
BP2
BP3
BP4
BP5
BP6

BP7

BEAICHT SHEEENHE

Null variant (nonsense, frameshift, canonical +1 or 2 splice sites, initiation codon, single or multiexon deletion) in a gene where
LOF is a known mechanism of disease.

Same amino acid change as a previously established pathogenic variant regardless of nucleotide change.
De novo (both maternity and paternity confirmed) in a patient with the disease and no family history.
Well-established in vitro or in vivo functional studies supportive of a damaging effect on the gene or gene product.

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

Located in a mutational hot spot and/or critical and well-established functional domain (e.g., active site of an enzyme) without
benign variation.

Absent from controls (or at extremely low frequency if recessive) in Exome Sequencing Project, 1000 Genomes Project, or Exome
Aggregation Consortium.

For recessive disorders, detected in trans with a pathogenic variant

Protein length changes as a result of in-frame deletions/insertions in a non-repeat region or stop-loss variants.

Novel missense change at an amino acid residue where a different missense change determined to be pathogenic has been seen
before.

Assumed de novo, but without confirmation of paternity and maternity.

Cosegregation with disease in multiple affected family members in a gene definitively known to cause the disease.

Missense variant in a gene that has a low rate of benign missense variation and in which missense variants are a common
mechanism of disease.

Multiple lines of computational evidence support a deleterious effect on the gene or gene product (conservation, evolutionary,
splicing impact, etc.)

Patient’s phenotype or family history is highly specific for a disease with a single genetic etiology.

Reputable source recently reports variant as pathogenic, but the evidence is not available to the laboratory to perform an
independent evaluation.

Allele frequency is >5% in Exome Seauencing Project, 1000 Genomes Project, or Exome Aggregation Consortium.

Allele frequency is greater than expected for disorder.

Observed in a healthy adult individual for a recessive (homozygous), dominant (heterozygous), or X-linked (hemizygous) disorder,
with full penetrance expected at an early age.

Well-established in vitro or in vivo functional studies show no damaging effect on protein function or splicing.
Lack of segregation in affected members of a family.

Missense variant in a gene for which primarily truncating variants are known to cause disease.

Observed in trans with a pathogenic variant for a fully penetrant dominant gene/disorder or observed in cis with a pathogenic
variant in any inheritance pattern.

In-frame deletions/insertions in a repetitive region without a known function.

Multiple lines of computational evidence suggest no impact on gene or gene product (conservation, evolutionary, splicing impact,
etc.)

Variant found in a case with an alternate molecular basis for disease.

Reputable source recently reports variant as benign, but the evidence is not available to the laboratory to perform an independent
evaluation.

A synonymous (silent) variant for which splicing prediction algorithms predict no impact to the splice consensus sequence nor
the creation of a new splice site AND the nucleotide is not highly conserved.

Richards S, Aziz N, Bale S, et al. Standards and guidelines for the interpretation of sequence variants: a joint consensus recommendation of the American
College of Medical Genetics and Genomics and the Association for Molecular Pathology. Genet Med 2015;17:405-24. &4 —ERtk#:

FHEEEL, very strong(PVS1). strong(PS1-4), moderate(PM1-6). F7zldsupporting (PP1-5) £ UTEAHHE N, ERIEEXE, stand-alone(BA1). stroung(BS1-4)F 7= (3
supporting(BP1-6) £ LTEATHENS,
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& 2. NU7P 2 FOBATHED /= DEE

Pathogenic aEYEEE
1 Very Strong (PVS1) AND
a >1 Strong (PS1-PS4) OR
b >2 Moderate (PM1-PM6)
o 1 Moderate (PM1-PM6) and 1 Supporting (PP1-PP5)
d >2 Supporting (PP1-PP5)
2 >2 Strong (PS1-PS4)
3 1 Strong (PS1-PS4) AND
a >3 Moderate (PM1-PM6)
b 2 Moderate (PM1-PM6) AND >2 Supporting (PP1-PP5)
c 1 Moderate (PM1-PM6) AND >4 Supporting (PP1-PP5)
Likely Pathoger aEYEEE

1 Very Strong (PVS1) AND 1 Moderate (PM1-PMé6)

1 Strong (PS1-PS4) AND 1-2 Moderate (PM1-PM6)

1 Strong (PS1-PS4) AND >2 Supporting (PP1-PP5)

>3 Moderate (PM1-PM6) OR

2 Moderate (PM1-PM6) AND >2 Supporting (PP1-PP5)

1 Moderate (PM1-PM6) AND >4 Supporting (PP1-PP5)
Benign BEHIEESE

1 Stand-Alone (BA1)

>2 Strong (BS1-BS4)
Likely Benign

1 Strong (BS1-BS4) and 1 Supporting (BP1-BP7)

>2 Supporting (BP1-BP7)

HOEELH-IHRWIEE, H5VIEHENEREOEENEBRT 2HBE. /NY 7> bldUncertain Significance(VUS) IZHh x5,

= 3. BEE(NSHL)IACMGODAR IV 1 ZREDERN

i

SRR FESRERS
PS1, PP3, BS4, BP4, BP5 SRESHERIL—IVDERE
PS3, PM1, PM2, PP4, BA1, BS4, BP2 BIEF RBBEMAOFFRE
PVS1, PS2, PM3, PM5, PM6, PP1, BS3 BEH D (strength level) DFFHIERTE
PS4, BST, BS2 %@% FRRBEMDFMRE. B5UICEA DS (strength level) DEFM
RE
PM4, BP3, BP7, TERL
PP2, PP5, BP1, BP6 HIEEEN S DHIFR
HRatHhRe EERE
Likely pathogenicE#NZEE PVS1 and PM2 Supporting = likely pathogenic
Likely benignE#0NZEE BS1 without valid conflicting evidence

Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretation guidelines for

genetic hearing loss. Hum Mutat 2018;39:1593-1613. kU tk#%:
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J-IRD ACMGHARSAIVDEERDIESH

BANOX b

Splice site alterationlZDWL\TI&. canonical splice site (+/-2bp)ht
FRBEHRR

ACMG AARSADERTH1) (CHER

MHRORRHBRFEMFESNTOSSEISER

mini-gene assayXzebrafish modelfi5e% CHEEE(LARIES NIZED
[&PS3_moderatelZ3%

gnomAD, HGVD, Tommo8.3k JiNU)%ﬂ%"ﬂ'C‘%EEFﬁEM'FT“Bié?b\'

ESis

PathogeniclZiinz Clikely pathogenicZ#Eite 92

ExonZfshideletiond 2 EDIEPVSIATIUHRYE T BT, WRH
Evolutionary conservation score 0.3LUFI3xdg&E LY
MHRORRH BRFEMFEINTVISEISER
KR BLEFENRESNTVSHEISER
BIRFOTAZEFICLVHEREICIES DEERU DB

REVEL scores > 0.7 or damaging splice sight alteration

HGMDIIRHEX DS RICHR T 5NN, FHRMEDFIMTHEE DT EE
REAOERFICLO TR ARRE G DRBEARN AT <RRBH. ZHLBN

BENHD
RFROBRFICI D T IRME R DRBIAENAET <ER B, ZHLRW
BENH3

REVEL, MaxEntScan, Human Splice Finder, Aplicing ATZ&

HGMDIIRHEXNDSIRICH R T S DD, FRIRMEDFIMTHEE DT EE

ZEICexon edgeh*5+/- 2bpDENZEXRE L. MaxEntScan, Human
Splice Finder, Aplicing AIZ &

=& 4. ACMGHARSA U (BARTHIU)DSDEERNFESH
HE HEE
1 PVST ClinGen SVIRED—0 70— DA
(PVS1 strong/moderate/supporting)
2 PS1 EELL
3 PS2 SHEE(SNHL) HA RS IZEEH
(Very strong/strong/moderate/supporting)
4 PS3 Transgenic animalTPhenocopy%iRd
5 PS4 ZERL
6 PM1 RP1 (amino acid 650-780). CRX cone-rod homeobox protein (39-
99) \PRPH2 D2 Loop (123-265)h's%H
7 PM2 EMTLIVSERE <0.00002. BBE7LIL4EE<0.00001
8 PM3 SHEE(SNHL) HA RS IZHEH
(Very strong/strong/moderate/supporting)
9 PM4 ZERL
Likely pathogenic®VUS/\UPUMIDWTEHERR E T 5. VUSTEO. 51
10 PM5 Vb, Pathogenic 1.0 &R Vb & U TEH. 5510.5/R1 2 Tsupporting
1.0k k- TmoderateMIET VR
1 PM6 BEE(SNHL) 1RSI
(Very strong/strong/moderate/supporting)
12 PP1 HEE(SNHL) A1 RS IZHEHL
(Strong/moderate/supporting)
13 PP2 RABL
14 PP3 REVEL, MaxEntScan, Human Splice Finder, Splicing AlZ#i%
SAG/GRK1&/M\OfE, CYPAV2E0URSY) IMEEIE, NR2E3 & SHAIBIRAEIR
15 PP4 o
16 PP5 ClinVAR®criteria providedDLANILDEDEHRA
17 BA1 BUTLIVEE > 0.01. 7L IVEEE > 0.0003
18 BS1 0.00T<EM7LIVEEE<0.01. 0.00006< AT ILHEE<0.0003
19 BS2 RAFRENEESNERRBE U [LBLEFO/NUTUEDBEEZE LA
20 BS3 EELL
21 BS4 RAFENRESNERFBE UITELFONUTURDBEEZLE LA
22 BP1 AL
23 BP2 EELL
24 BP3 ZTERL
25 BP4 REVEL scores < 0.15 or no damaging splice sight alteration
26 BP5 EELL
27 BP6 ClinVAR®criteria providedDLNILDEDEHRA
28 BP7 No splice sight alteration

Population database (BA1, BS1, PM2)

—HREYIC B—B i FREDREEE PEGH R (B (B OB (S ICLY HESN
D7 VIVEED _LIRE (BHE) IFERRD. AATRSAUTIE. 300-500HB%ECTAEIND

BEEERRES R (sensorineural hearing loss: SNHL) IS U CE#EE(SNHL) A1 RS
AU THRESNIZEHEZSEICL(ER2). 4,000~8,000 HEICT AETNDEAFDIRD
(XER3) TRESNS P UIEERIEZHE Lz, BAEIRD(AD-IRD)E7LILEERE<0.00
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001, EHIRD(AR-IRD) 7L ILSBE <0.00002% ZNZFND_LARIE(RE) LT, PM
2D¥IEEHEZEDTZ. BATNIIDOWTIL, BEHIRD(AD-IRD) X 7L IVEE > 0.0003. &
HIRD(AR-IRD)IE 7L IVEERE >0.01& U7z —#%IC. BATARE UIZBBIXCDIEE B
THERMERU(benign) EHEINZ D, PLIVBENSVER/NU 7 U RDEEEREIN
T3, ZD=6 thDIEE THABIET U ANEERINNUTZ UM DWVWTIE, 513D
AREBIFFANRERY DD, T, RIABVCELGFICE D TIE RN ERDEBHENKE
<ER310. TETHLHRERMENZIELBWEEN DD

70— NIRRT LUIVEEEDOSERICIZgnomAD (https://gnomad.broadinstitute.org/)
Mexome total population, population max. BARARFENR 7L IVEERHICIFHG
VD(https://www.hgvd.genome.med.kyoto-u.ac.jp/) €TommoJPN(https://w
ww.megabank.tohoku.ac.jp/) ZFIAL. TNETNDT—IR—XCH W\ TRERUZRE
FHICHREUVESBIC. ANEEOEEE /=T,

Loss of function variants (PVS1, PVS1 Strong, PVS1 Moderate, PVS1 Sup
porting)

HEEERLAY (Loss of function)/NU7 U RDHIEICEIL T, BINTRERSINIZPVSTHA

RSAVICHBEINLZTIO—Fr—MIEDVWTHET 2 (1. X#k4) o BINAA R SA U TIE,
T DEECEREY VN VBDEEICEI D TIET Y ANHENRERRDDMFHE TH D,
BH AT REMIICRIT D /N7 RMMIDUWTIE, canonical splice site (+/-2bp)%
FRFHE R E U EDMD R TS54 ZEL/NU T UMDV TIE BEERRTE TV XENE

FEILBIMRFI DR E U,
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Lixon is presen in biologically-relevant iranscrigeis) | - VS |
Predicted (o undengo KM

Enonis abieon Bom hiskgically-relevant irsnseripais) | A |
Truncatediahered region is critical to proten fnctios © H PVE]_Streag |

Nonsense or n " A "
Lok ariants i s guin e frogquent in the gessral popebition | _II'

Frameshift n ar 4
\‘\. Not predicted to g NMD Rl of region / and'or exom i dbecnt from beslogically-rekovant franscripd(s)
in proton

o R Variani removes _
function is ‘\_\ LoF vasianis in this ewon are not » 1% of PVE]_Faromg

> I\ AN

unkmown Feequent i the general populaton and
exon i presem in hedogically-relesasy
Jes—— e — PVSI_Moderaie
Enan is prescns i Biologically-relevant transcrigsls) e s
Linan skipping or use of 3 crypiic
wplics skt disrupls rrading frame : N— "
] =i bs poredicied o NMD > Exom is absem Bom biedogically-relevant irsnscripajs) } -I A |
/ Truncatcdahered region is critical b0 peotein functios * e PVl S |
{ LaoF variants in ths cxon ae ficgeent in the goncral popalation
/ Exon skipping or wse af'a crypiic andor enom i shuesl from bologically-relsvant \ranssripble)
/ splice site durupts reading frame Boke efiegha
and s NOT predicied o mderga | o prosean LoF earions i this o awmed //4 Waiani romoves m
- / M Ii.lunﬂwnb foequent in e general " aed =11 of proicin

1.2 splice exon b present in aically-sel
g \ [pw—— \'( pirrph e ~| PVSI_Moderste
1 LaF varanis in ihis exon av froqeent in the goscoral popalation A
and'or exem is sbaeni from bologicallyseckevani iranscripifx)
Role ef mpoa
uF\-szu.-mlmme_m /‘ :’Em PVEI_Stromyg

Exon skipping oc wse of'a erypiic _,--"' funcison & -
" hag Himat il Teequent & B gencral asml
e she preserves. reading exon s presein in bisksgically-selvant i
ot ety
Truncated altered regiom is eritical in proscin fiunction © | Pvs1 Sicag |
)| Full gene deietion | PV
;f Exon s pecses s biologically-relevant transsriptis) F—+ s ]
f Single 10 multi exon deleron
Disrupls seadng fram: sl s = 5 . = -
/ dictod to g NMD Exaa is obecri from bilogically-relevani iranscripals) I‘—l'| WA |
on / Truncanodakered region is sritical ba protcin funktion * =+ PVSI_SI0ag |
{Single can te Single t0multi exon deletion - LaF varkanes in this exon are frogucs in the gencesd populss
» = . | ¥ e
At gene) T Disrupis reading frume wd is andlar evsn s el fram Bologeally-relevan Iranserp ) N
NOT predicied io mdergo NMD* Role of region
Iyn.'lhn' LoF variams in this qxom arg mot iy
:ﬁm L Bequen i tho f on s > 1% of proden =
\ e exan i present in biologicallysrelevant ==
Sk 10 |-r.vc_ln= trnscrigels) <18% of PYE|_Madcrae
\1 Treseaod'ahered region ks onitical wo proteis feetion * j—-| PVE] Sireag |
Proven in tandem ——e Reading frame disrupsed and NMID predicted vo eccur — PVS1 |
oo it _‘{ Mo o unknows mpact o reading frame and NMD }—-+ MA |
ardd mana be Presused i nandem
Weers.r 8 | Heahing Rt £ 4 d sored NMLF prodiced 1 codun f—s pvsi_siesg |
L Proven smst in andem o A
No known ahemmaiive star cosdon | ] 2 ic variani{s) wpatream of closest potential in-frame start codon e
inktiation Hdl“lw 5 - - -
- < ~q No pathapenic varianiis) upeircam of dhose=t potestial in-frame start codan F—— rvsi s |

= a——
ahernaive sian codon

X1 #eeseB/\NU7 RO AE(PVST D—270—)
NMD, nonsense-mediated decay; LoF, loss of function.

Abou Tayoun AN, Pesaran T, DiStefano MT, et al. Recommendations for interpreting the loss of functi
on PVS1 ACMG/AMP variant criterion. Hum Mutat 2018;39:1517-1524. KXW#5E,

Variants affecting the same acid residue (PS1, PM5)
ACMGHARSAV(BARTTA) TR AU 7 /BEEREICHEILINIZmI/N\U 7 O M EE
9258 mEREEDstrong evidence (PS1)EUL<LIEZmoderate evidence (PM5) &
BEND PSTIDWTIFEART AU EREL DD, PM5IZDWTIFBZEIClikely patho
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genicPEZEAH(Variant of unknown significance. VUS) E¥IESNIZ/NNUT RS
HEMBHCZOHTMBOFHEAEZERET D, 37805, VUS1EZ0.5:R1 2~ Pathogen
ic/Likely pathogenic/\U7 VM EZ1.ORAV &L BETO.5/R1 > MEsupporting
evidence. 1.0/R1 kLl EZEmoderate evidence& 9%,

F7z  HIEDERIC. evolutionary conservationlZDWTDREI D NHETH S, Evolutio

me.ucsc.edu/)NEEZITEVED (0.3 TF) [CDWTIX, SHIEZEITHHR,

Computational predictive tools (PP3, BP4, BP7)
ACMGHARSAV(EERT A1) TIFEE Dprediction softwareBMEmEN TSN
AIRETIE #EE(SNHL) TR S VISHEV. #EFHEY —IV THHREVELEZ XX/
FPUMIRUTEIRYT %, REVEL RO7DHY bA JEDREIFBEFRICHEL. 0.15L F&sup
porting evidence (PP3). 0.7 L &#BP4 &R E UL (XHR5),.

AT SAREIZETFRICOVWTIEZ LT3NV IO I 7 DEEDVTNNTEZH LS
B MEmICHETL. TET VR EUTERMARREE 5. MaxEntScan (https://www.ncb
i.nlm.nih.gov/refsea/) Tscore (diff) > 3(X#k6). Human Splice Finder (htt
p://umd.be/Redirect.html) ThinterpretationTmost probably affecting spl
icingMENKWERRFHMOCLERT), ©ULIESplicing Al (https://asia.ensembl.org
/index.html) Tscore (delta) 0.8 > (high precision) T&H>7zIBHIC. TS5 XEB
MOZELEEET S,

Functional studies (PS3, BS3)

Transgenic animal model GEGF/N)7 UM LVIBBERREDER (phenocopy) M
TENTLSEDH strong evidencellz%=9 %, Mini gene assay*zebrafish mod
elREDFEILSNIERREA VRN C. NUTPUMILDEGFHEDELIREN
7=1%&1% moderate evidence&E UTHAT %,

Mutational hot spots or functional domains (PM1)
Mutational hot spots& UT. BEEHRERZ M (AD-RP)ICHITBRP1MDE650-780%F
7= /B (truncating variants) EFEIRD(AD-IRD)ICH1FHCRX ND39-99F I /g



H A RGE s R BBACMG AR T A (52)

(EREZNNUT7UR). functional domain&E LT, BEHIRD(AD-IRD) [CHIFEPRPH2
MDD2 Loop &I 5123-265F 7 /(I AV RINUFP M) AARIEBICEZEHT 5,

Segregation data (PP1, PP1 moderate, PP1 Strong, BS4)
RENHEDBEZ BENE URIRICH T D15 (segregation data) ICDWTIE, BEHER (K
2) EBMEEER (K3 ICA T CIET Y RICEHA DT ET > TV SEER(SNHL) ARSI
it5 . =R (phenotype) &iERE (genotype) DEEMN—RULMGED AEEZDHE
EICHUT3DDLNIVDIET U RZERET 5. 8L, BSAICHW T ARENEESINS
FIRVE USITEGTF /N7 EDSEIERER FEZH LR,

G I re At

Likelihood
LOD Score
Autosomal dominant threshold
Autosomal recessive threshold

B12 #EE(SNHL)ACMGHA RS VICH T DBREEICORIERETOFMAEAE (PP1:segr

egation evidence)

Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretati
on guidelines for genetic hearing loss. Hum Mutat 2018;39:1593-1613.& Y&,

General recommend ations (phenocopy not an issue)

Unaffected recessive segregations
0 1 2 3 4 5 ] 7 8 9 10
Affected segregations 0 0.12 0.25 0.37 0.5

B43 #EE(SNHL)ACMGHA RS VICH T BB O RGO E (PP1: seg

regation evidence)

Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretati
on guidelines for genetic hearing loss. Hum Mutat 2018;39:1593-1613.& Y&,

De novo occurrence (PS2, PS2 very strong, PS2 moderate, PS2 suppotin
g, PMé6)
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ACMGHARSA(BEARTTA12) Tl De novo/N\U7 U -DEHE - REDKIEZRDIZE S
PM6 | RES LURHEDEERBEADHZEILTPS2 INBERIN S AR S1 T, 2R
(SNHL) AAESAUICHEV., SSICRBR/EREKEEDE S ICEA DT ET 2R
MRIZERAL. SSICRHEEDRICINCU TRIUNEMET 2 ENTESD(R4),

Points per proband
Confirmed Assumed
Phenotypic consistency de novo de novo
Phenotype highly specificfor gene 2 1
Phenotype consistent with gene 1 05
but not highly specific Mod
Ph i ith 0.5 0.25
enotype consistent with gene .
but not highly specific and high {PSZ_MMEI‘IE sm{mﬂ'
genetic heterogeneity? or PMé&) P‘MEM
Phenotype not consistent with 0 0 . . . R
gene 0.5 points 1.0 points 20 points 4.0 points

aMaximum allowable value of 1 may contribute to overall score.

B4 #EE(SNHL)ACMGHARSA1VIZEH1FHDe novo/N )7 U +DFHEE

Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretati
on guidelines for genetic hearing loss. Hum Mutat 2018;39:1593-1613.&YEsH|

Allelic data (PM3, BS2)

ACMGHARSA 2V (ERTHA D) TIHBEERIEERBDSE . SHMEXR/NU 72 DXL
LIV EISEENN) 7 D M RIES NIZHE (DFEVEAATOREAIZS) . moderate evi
dence& 8. AHMRSA U TIE BEE(SNHL) A RS/ VICHV. AESNIHmEI/ U7
VhOMILTLIVIERR (Phaseldik) DBEECRN/N 7 2V EREES Nz FHRE DB (=K%
B ICIGU TERDRA VMM EEIND VAT LERAND T5IC, FHE R /N7 U RE
B THIHEE. REREICL D TER ORIV MM SN RIEMICRA U FDEET
TETRDBENRED(K5).BU. BS2ICHWVWT RARENEEINSRIFTRE U
BILFCPNU7 DB EERERIEEZHEUEW,

Points per proband
Classification/zygosity of other Known in Phase

variant trans unknown
Pathogenic/likely pathogenic 10 05
Homozygous occurrence (max 05 N/A
points from homozygotes =
10}
Rare uncertain significance 0.25 M/
variant onother allele, or Moderate Strong
homozygous occurrence due (PM3) (PM3_Strong)
to consanguinity, (max point =
05) 0.5 points 1.0 points 2.0 points 4.0 points

M5 #HEE(SNHL)ACMGHARSA DO 7 LIV EDRETEMSE /N7 2 ~DOFHimE
Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretati
on guidelines for genetic hearing loss. Hum Mutat 2018;39:1593-1613.& V&S,
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Phenotypic data (PP4, BP5)

ACMGHA RSV (EARTTM12) TlE FENGRFREE R ITRENE—DEDLERRTFICE

R 25E. TORBBC—HTDEGFIC/NUT7UMREIESNLIZS. supporting evid

enceEEZ B, ARSI TR FENGRRUZE—DELEGFEREE T LLTD

BLFERBREOBEENTIE T VRICHE T IEEELU

® SAG/GRK1&0guchi disease: prominent golden reflex seen circumfere
ntially

o CYP4V2&Bietti crystalline corneoretinal dystrophy: Presence of cryst
alline deposits diffusely scattered throughout the fundus

® NR2E3&Enhanced S-cone syndrome: Pathognomonic electrophysiolo
gical features (slow rod-like response that appears similar in wavefor

m under both scotopic and photopic conditions )

Reputable source (PP5, BP6)

ACMGHA RSV (EERTTA2) TIE FHER/N) 7 U RDMER TE Y —X (reputable
source)lZ&Y GBEICKRERESGY SHEINTL\SIBE. supporting evidencelltHH
FTBDEEZD, NICHU T AHAIRSA VTR BB TEDY —RICKVBRESN RN
TURDEZELT, ClinVAR(https://www.ncbi.nlm.nih.gov/clinvar/) Ml criteria
providedlICH¥EIN. ZOFHESENBHEINTVDEDE UL, 15T HMGD((http:/
/www.hgmd.cf.ac.uk/) & EICHE VT IREEDFHEEENBREE SN TVRLW/NI TP UM
ZELRW,

ray A Puk P

VSR, 5/ LT ERAMTCT — I T A T ADESHICIFTABIENT. 7/ LK - BERDE
EHIEKRT D EDNTFRIND AAMIRS1UIE IRDDELCFHZEDE & ERIEA . A
DIRDD/NNUT 2 NEHADMR{EEE—EZ BHIC. ACMGHIR 1 U ERBIELIZEDT
H D, UH U, BIFEOEMBNESIIBRRUL BIEHVWTHIR SV DERNZRELE
BIDEEZISND,
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