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ELC&HIC

BEEMMEEY X ka7 4 (inherited retinal dystrophy: IRD) (23 L T. REEEF - HEH
NYTr b (BER) 2XRE LIZBEGFRENMHARE THE > TW5E, TD/H, EHER
BIRFMIRE - DMEERT 2 2 ENBRKREMNEERY DDH Y, AP THLIRDEEZ TR E
L7 BEFREZRBNE T 2EBEIEDONTWDE, £/, ThICEDE T, [HERK
IR - SRR EMREICE T 2FAEMR] (EEHERFMREHDT HoERBECRMR
=E) (LU, HIRYD ICBWTERS N [RES X 07 4 ICEIF2EEFNREDOH
A RZA4(R)] b, HBEEFEZEDHR—LR—=ICTCITICARINTWS, L L.
BLFHRE TR OoNIBEROBRAEMCHERICL YRGS &, 2RI TR, S%E
MES N2 EBEOEICKEDOHEICKR L CRELZE L 208N H 5, L7-H' > T, IRDICHT
5 ELFHRE Z RRRICICAT 57-0(121E, Bi—IN/ZIRDDEHINY 7>~ DHIEEE%E
RESDRLENHD, LH L. NUT Y FOBEREOERICEVNT—RIICALLONS, &
BIEWTHY 7 B T 5 5 American College of Medical Genetics and Genomics (ACMG)(Z & %
HARZA4 123, BFEAZLVWERAEEN, INE TN T > MCE > TIEREO
RREOHIKTICERNE L 5 Z EHHBETH -7z, BIEFIAE. RNABE, BT (N T
V) BRAOERYEER S, BGEENZIICEOVW-SEREROERIEATHLARD
T, Hi— L7I-EEFNEWORRIIEEZLRETHY . BAD-HICIE. IRDOEEBRFEME -
Rz ZR LI MB O EEELRTET 2MLENH D, ACMGHA K74 v EaERT

(Wt

LEEE S IV—TTH 5, Clinical Genome Resource (ClinGen) T, IRDIZDWT4 JL
ICBVT, EEHT T —CHEHUNUT Y FMZOVWTOEREDIITZIToTWLDEHDD,

BAHRHBHMOEHICE>TWWRWL, TOLI BUHTNFEEZRIT T, AARIICT—F> 77
W—T%REL., TABRICBIZ2ERERIRSZ FAT 4 DY 72 MRIRERE] OEEX
E L7

BAARNTAVERRESTDICHIZY, BERTHA & LTACMGHA Ko 4 AL,
INETLLRBAINTWAEEBEMAGEBMNAA R Z4 v ZHAAATZLDEEIKE L
Tzo F1o. ZHOBAEGRFHIREIN TV I E—BERTFEBH CTH L ETMEHIE L IRDISSE
PR Z Wi, TTICAEREELH Y. REDFMRICHZYHIE I N TV S EEMER
ZM &= (Sensorineural hearing loss : SNHL)ACMGA A K54 v %2 8B$ 5 T% < OFHE
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HEZHRE LT, £DH AT, BHRIZALIZEBICHL TE, HBICHEEZEZREL.
SHICHARADIRDOFEAER L T, HICEELRE Lz, TDOLIICL TERESNIH
ARTAVE 2EICHIATRAMNEREZOBRDOBEZR T, [BRICHEIT 2ECHEREY
AEATZ7 40N Ty MEIRERE] & L THIFILICIRE S N,
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B=

ARICBIT2ERMERBRES A FO7 4D/ 7 MEIREXE (Specification of Variant Inter
pretation Guidelines for Inherited Retinal Dystrophy in Japan ) (&, HFRE#, L L >TWD
BRBHEERTR N 7 MRIREETHBACMGHA F 74> (K1, K2, XEk1) 2&EKTY
AEL, SHICEBEUHREHIERICAREZTAIINTHA T4 v TCERESINELEE
B (&3, X@k2) 0% <<z ANz, ZD 5 AT, IRDEEDOELRHEE., 7T LILHEE, &
WA - BLEEICB T 2FHEMERL. S OICHEREBEZIMA /<

ERTHA & LIEACMGAHA R4 IS L TEEZMA R (R4 IOV TEHRBY 5,
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Nullvariant (nonsense, fram eshift, canonical +1 or 2 splice sites, initiation codon, single ormultiexon deletion) in a gene where
LOF isa knownmechanism of disease.

Same am ino acid change as a previously estab lished pathogenic variantregardless of nucleotide change.
Denovo (both maternity and paternity confirmed) in a patientw ith the disease and no fam ily history.
Well-estab lished in vitro or in vivo functionalstudies supportive of a damaging effecton the gene orgene product.

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

Located in amutationalhotspotand/orcriticaland well-established functionaldomain (e.g., active site of an enzyme) w ithout
benign variation.

Absentfrom controls (oratextremely low frequency if recessive) in Exome Sequencing Project 1000 Genomes Project, or Exome
Aggregation Consortium .

Forrecessive disorders, detected in trans w ith a pathogenic variant

Protein length changes as a resultof in-frame deletions/insertions in anon-repeatregion or stop-loss variants.

Novelm issense change atan am ino acid residue where a d ifferentm issense change determ ined to be pathogenic has been seen
before.

Assumed de novo, butw ithoutconfirmation of paternity and maternity.

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

M issense variantin a gene thathas a low rate of benign m issense variation and in which m issense variants are a common
mechanism of disease.

Wultiple lines of computationalevidence supporta deleterious effecton the gene or gene product (conservation, evolutionary,
splicing impact, etc.)

Patient's phenotype or fam ily history is highly specific fora disease with a single genetic etiology.

Reputable source recently reports variantas pathogenic, butthe evidence isnotavailable to the laboratory to perform an
independentevaluation.

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

Allele frequency is greater than expected fordisorder.

Observed in ahealthy adultindividualfora recessive (homozygous), dom inant (heterozygous), or X-linked (hem izygous) disorder,
with fullpenetrance expected atan early age.

Wellestab lished in vitro or in vivo functionalstudies show no damaging effecton protein function orsplicing.
Lack of segregation in affected members of a fam ily.

M issense variantin a gene forwhich primarily truncating variants are known to cause disease.

Observed in trans w ith a pathogenic variant fora fully penetrantdom inantgene/disorder orobserved in cis w ith a pathogen ic
variant in any inheritance pattern.

In-fram e deletions/insertions in a repetitive region w ithouta known function.

Multiple lines of computationalevidence suggestno impacton gene orgene product (conservation, evolutionary, splicing impact,
etc.)

Variant found in a case with an alternate molecularbasis for disease.

Reputable source recently reports variantas benign, butthe evidence isnotavailable to the laboratory to perform an independent
evaluation.

A synonymous (silent) variantforwhich splicing prediction algorithms predictno mpactto the splice consensus sequence nor
the creation of a new splice site AND the nucleotide isnothighly conserved.

Richards S, AzizN, Bale S, etal Standards and guidelines forthe interpretation of sequence variants:a jointconsensus recommendation of the American
College of Medical Genetics and Genomics and the Association for Molecular Pathology. Genet Med 2015;17:405-24. XV —¥ilch:

FHERYEL, very strong PVST), strong BS1-4) . moderate PM1-6), F/={dsupporting PP1-5) & LCEAMIF S, £ RMEEL stand-alone BA1),stroung BS1-4) /1%
supporting BP1-6) & LTEART SN2,
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2. N\UTY MOBRETTMD - DEE

Pathogenic EHHERLE
1 Very Strong (PVS1) AND
a >1 Strong (PS1-PS4) OR
b >2 M oderate (PM 1-PM 6)
c 1Moderate PM 1-PM 6) and 1 Supporting (PP1-PP5)
d >2 Supporting PP1-PP5)

>2 Strong (PS1-PS4)
1 Strong (PS1-PS4) AND

a >3 Moderate (PM 1-PM 6)

b 2 Moderate PM 1-PM6) AND >2 Supporting (PP1-PP5)

c 1Moderate (PM 1-PM6) AND >4 Supporting (PP1-PP5)
Likely Pathogen EHEHERSLE

1Very Strong (PVS1) AND 1 Moderate (PM 1-PM 6)
1 Strong (PS1-PS4) AND 1-2 M oderate PM 1-PM 6)
1 Strong PS1-PS4) AND >2 Supporting (PP1-PP5)
>3 M oderate (PM1-PM6) OR
2 Moderate (PM 1-PM 6) AND
1Moderate (PM 1-PM6) AND

>2 Supporting PP1-PP5)
>4 Supporting (PP1-PP5)

Benign

BHHERE

1 Stand-Alone (BAT1)
>2 Strong BS1-BS4)

Likely Benign

1 Strong BS1-BS4) and 1 Supporting BP1-BP7)
>2 Supporting BP1-BP7)

HOEEZB-IHWVEE, H5VIIHENEREOEENMERT 25,

/XY 77> b lZUncertain Significance(VUS) I3 EE 5,

# 3. HEE NSHL)ACMG D H A X~ A ZANEDEK

AlAtiE

PS1,PP3,BS4,BP4,BP5

PS3,PM1,PM2,PP4,BA1,BS4,BP2

PVS1,PS2,PM3,PM5, PM6,PP1,BS3

PS4,BS1,BS2

PM4,BP3,BPT,

PP2,PP5,BP1,BP6

R HELE L — L ORRGE
BHRF | BB DO FEMIRR E
HASIT {trength level) DFEMIR T

BUAT RBHEALOFEMFRE, 7R HONCHEAR ST {trength level) DFFH
RE

EERL

HIETEED D DOHIBR

Likely pathogenic FeHEDLEE

Likely benign JEHEDZEHE

EEPE

PVS1 and PM 2 Supporting = likely pathogen ic

BS1withoutvalid conflicting evidence

0za AM ,DiStefanoMT,HemphillSE,etal Expertspecification of the ACM G/AMP variant interpretation guidelines for
genetic hearing loss. Hum Mutat 2018:;39:1593-1613. L 0k
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BERICHITZECHBES A A7 DONY 7Y MEIREEDTESD T L O

# A ACMGHA RTA > ERTHFA L) DOOEHEFDE LD
HH T FE Bn= A b
1 PVS1 ClinGen SVIHETY —727 7o —OHH Splice site alterationiZ-2\TiX, canonical splice site (+/-2bp)
(PVS1 strong/moderate/supporting) JAESHAST IS S
2 PS1 BEERL ACMG 1A KT A v (FERTHA ) (T
R HA KT A IZHER " X . s
3 ps2 HERE (SNIL) /A 57 A I BROEBUL, RS HARE 0T BRI
(Very strong/strong/moderate/supporting)
ini- asss . afi e NGt
4 Ps3 Transgenic animal GPhenocopy %74 mini-gene assay<°zebrafish modelmnfr_;ﬁ'&ﬁugﬂﬁf)‘mmga"L/i%)(/)ti
PS3_moderatelZi%4
5 PS4 LWL
6 ML RP1 (amino acid 650-780), CRX cone-rod homeobox protein (39-99) .
PRPH2 D2 Loop (123-265) 233%4
7 PM2 BT LVBEEE <0.00002, BAMET LVAEFE<0. 00001 gnomAD, HGVD, Tommo8.3k JPNOZH Zi CHUEMIMELL T T % a5l
8 PM3 SR (SNHL) 77 7 A izl . PathogeniciZlZ Tlikely pathogenicZ & 3%
(Very strong/strong/moderate/supporting)
9 PM4 EHARL Exon@ffAideletiond % b OIIPVSIA T Y BN D72, x4t
Likely pathogenic®VUS/NY 7> MIOWTHAfixI4 &35, VUSIEO. 57481
10 PM5 > k. Pathogeniclffll.0 LR A h& LTAK., AFF0.5KA 2 FT Evolutionary conservation score 0.3LPLFIdx4 s LR
supporting 1.07RA > k Tmoderate® =7 > A
e (S RS A . . N
1 Y6 HORE SNHL) AT 7 4 iz RIRORIL, Ml FHARE STV BB AT
(Very strong/strong/moderate/supporting)
£ (S) BA KT | R R X et N
12 PPl HIE (SNHL) A7 7 4 (i FE, TR ST BB AN
(Strong/moderate/supporting)
13 PP2 R L HART OV A R LY HIEREICIE DX 23 U5 A5k
14 PP3 REVEL, MaxEntScan, Human Splice Finder, Splicing AIZ )i REVEL scores = 0.7 or damaging splice sight alteration
5 - SAG/GRKL & /A, CYPAV2E 27 ) A4 Y ifBIEAE, NR2ES & # SRR AE e e
PR
16 PP5 ClinVAR®criteria provided® L Lo M &S HGMD I3 B SCIR D B BUCAT T Tdo 5 b DO o3 U I FE 0 Rl % PR e
BRI BAR T L& 7 % PRIBBE SR Hig k-0, %Y
7 BAL BT LU > 0.01. BT LBE > 0.0003 FHRCB|Z T L » Tk, e iib:*hﬂgﬁ’)\é SHEARBI0, 4L
BRNBERD D
) HAROM S 710 &~ A e I N
18 BS1 0. 001 CHEMET LVBFECO. 01, 0.00006< Filk7 L VIO, 0003 FRECRETIL > T, R R SRBFRSRE CRBDTD, BAL
RWEERD 5
19 BS2 PEAFIENRE SN HRBLS L ITBE 7080 7 2 FOBAEIEYE LR
20 BS3 LRI L
21 BS4 PRAFHEDRE SN D RBVH S L IR TR0NY 72 bOBAEEY L
22 BP1 23 iksa 0
23 BP2 EHIRL
24 BP3 R L
25 BP4 REVEL scores < 0.15 or no damaging splice sight alteration REVEL, MaxEntScan, Human Splice Finder, Aplicing ATZ s
26 BP5 EHIRL
27 BP6 ClinVAR®criteria provided® L~ LD, D% HGMD 1B SR DO BT TdH 2 & DD i JsUE O FI WS EE o0 3l A3 K] e
NEUU i s ElZexon edgel BH+/— 2bpD LD EKFG: L L, MaxEntScan, Human Splice
28 BP7 No splice sight alteration Finder, Aplicing AlZS/S

Population database (BA1, BS1, PM2)

— AV, BE—ELTFREDEREBECERLRE R (B

(B (BT (B ) Ic&Y.

HEESNZTLEED LIRE BB d82%4%, ZRAA K74 TlE, 300-500H
HI21 ANEESNDEEHRTUHEE(sensorineural hearing loss: SNHL) (25 L T #ES
L) H#4 K74 v TRESNIFHEZSEICL CLE2) . 4,000~8,000 HEICT AkaInhb

(SNH
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AFDIRD (XAR3) TREINZD T LIVEEREBEZH#E L7, FEIRD (AD-IRD) &7 L
JLBEE <0.00001, EMIRD (AR-IRD) &7 LIJLSEE <0.00002% zn 2D EIR1E (BIME)

E LT, PM2OHIEEEATFED Tz, BALICDWTIE, FEMIRD (AD-IRD) (&7 LILSERE >
0.0003. #E1£IRD (AR-IRD) &7 LIJVEEE >0.01& L7z, —f%IC. BAIAZE LHEIL D
oEBEMTHEEMER L (benign) EHIEINE D, T LLBEENSWERNY 7> DOF
EbMEINTWD, ZD/H, OBEETHALIET Y ADBERINI/NY TV MO
WTIE, T30 D AXREBIEIRAN SR ERY 5 %, £7o. RREVCELFICL > T, BRI
ERDEEBHENKRELLELRSD 2D, T X LHEERENZIELAVWEEDYH D

A= T LIVBBE DS BIZ1ZgnomAD(https://gnomad.broadinstitute.org/) Mexome t

otal population, population max., BARAZFENA T LIIVEEEH ICIZHGVD(https://www.h

gvd.genome.med.kyoto-u.ac.jp/) & TommoJPN(https://www.megabank.tohoku.ac.jp/) % #l)

AL, ZNZENDOT—ZR—=ZEWTENR L7-BRERAHICZE L-5EIIC. KIBEOEE
=9,

Loss of function variants (PVS1, PVS1_Strong, PVS1_Moderate, PVS1_Supporting)
HegERE LA (Loss of function) /XU 7> b OHIEICEAL TlE. BIMNTHERINLPVSIH A
KA IcBEHENA7A—Fv— MCESWTHMT 2 (M1, X@E4) . BiHA K54
YTl N TV OBECEER N VBEOERICL S TIET Y ROBENRLE DS DA
BETH D, BB, R7 74 ZXBMLICET B/ 7>~ MMIDULTIE, canonical splice site (+
/-2bp)Z ELFHEN R E L. ZDMDRT T A ZEHFI/ANY T MTDOWTIE, #EENATE
TV AENFET HHBRIRETONRE L,
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Lixon is present in biologically-relevant transcripe(s) fs pvs) |
Prodicted to undergo NMD *
Exon s absert from biokgically-relevant transcriph(s) | — NA |
Truncatedahered region is critical to peotein fanctio ¢ e
Rekaate ox WM-MMMMQIMMMm
Not predicted to underge NMD > lnllofnn- andor exom is absont from I | |
in protcin
function is LoF variants in this exon arc not Z::“'""“ m
unksown frequent is the general p o)
mhmnhhgulm Varient removes
" otpmnen | PV M |
/ Exon s prescnt in biologically-relevant transcripa(s) L
Exon skipping or use of a cryptic
:d‘:p:;imdlo-ﬂapm' ~{ Exon s absent from biokgically-relevant transcriph(s) [
Truncated/ahered region is critical o peotcin functioa ¢ o PVSI Swosg |
umehhmmhew-hlkahh NA
Exon skipping or wse of a cryptic and‘or exom is shecet from b
T (| =
= w0 TOmOVeS
GT-AG NMD® funcion & ot o the ool popolntion and |~ 210% of protcin
1.2 splice exon is present in biokgically-relevant Vet
Shtes teamscript(s) <"m°’”' e-‘ PVSI_Moderato
th—tnhmnﬁm-MMMu | .
and‘or exom is shecet from NA |
Role of region <
in proten ‘nant removes
Exon skipping orwse of acryptic || function & ‘w':‘:'-‘,m.."“_, >10% of preien FVSI_Swey
splioe sie preserves reading fame unknows €08 & presest in biologically-selevant V'_M
tramscripi(s) <10% of protein '| PVSI_Moderae |
region is critical to prosein function ¢ J——sl VS Song |
—T— ]
Exon & i bolog E PVSI
Sultlo-h'.m 4 B peosest gically-relevant transeript(s) }_‘I I
m’:‘mn‘;? Exon is abscet from biologically-rclevant transcripe(s) | — NA |
Truncated/absered region is critical to protcin fnction ¢ f——+l  PVSI_Sirong |
(iglecusa o Singhe 10 multi exon deletion — LoF varkasés in this exon are frogucet in the populaine
ult gone) Disrupts rcading frame and s andler cuon is absent from el ey . | NA |
NOT predictod 10 ssdergo NMD * Rolke of region
in prescin Vari
2 W [ | i
. i dektion " exon is present in biologically-relevant Variant removes
s.‘:u‘:mmﬂ:ci‘ B ) <10% of proacin PVSI_Modcrate
Trescatedaltesed regon is critical to peoteis fenction ¢ e
Provenin undem — Reading frame dsrupied and NMD predictod to eccur | Vs |
(=1 exon in w70 No or unknows impact oa reading frame and NMD }—0{ NA I
el matbe Presumed in indem
compkicly Reading frame presemad dsupied and NMID prodactod 10 cocur }—-l PVS1_Sircag I
Land Proven not a tandem - NA
No known ahermative start codon 21 pathogenic variani(s) wpstrcam of closest potental in-frame start codon |sl PVSI_Modorane |
nitiation in other transeripts
o < No puthogenic variani(s) uprtrcam of choscst potcatial in-frame start codon f——s{  PVSI_Supp |
- - o v ]
ahernative start codon
v Lk s 1,9 5 N
1 HpedekBANY 7 boFEAE (PVSI 7—270—)

NMD, nonsense-mediated decay; LoF, loss of function.

Abou Tayoun AN, Pesaran T, DiStefano MT, et al. Recommendations for interpreting the loss of function PVS1 ACMG/AMP

variant criterion. Hum Mutat 2018;39:1517-1524. & V) #=,

Variants affecting the same acid residue (PS1, PM5)
BRTREL ICREL S 7RI/ U 7
MNEET BBE. HWERMDstrong evidence (PS1)% L < [moderate evidence (PM5) & &7

ACMGHA RZ 4> (EEATHA ) TlE. ALT 3
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ENb, PSLICOWTIZFEART YA A2 BEL DD, PM5IZDWWTIHiBZE(Clikely pathogenic
PEZFABR (Variant of unknown significance, VUS) &¥IE SN/ U 7> kb HEIEME
ICEDTHMBOFMAEZRET 5, 3 hHH, VUSIEZ0.5KA > . Pathogenic/Likely
pathogenic/N) 7> FUIEZ 1.0 A4 >~ b & L. BETO5KRA > bk Zsupporting evidence, 1.
0R A4 > bl E%Zmoderate evidence & 9 5%,

F7-. ¥IFEDERIZ, evolutionary conservation(Z D W T DIRETHAMHETH 5, Evolutionary ¢
onservation score (UCSC, phylo P, phast consZ % £ 8: https://genome.ucsc.edu/) H'iEZE
ICEVHD (0.3LUF) 122\ Tld, FHEETHRL,

Computational predictive tools (PP3, BP4, BP7)

ACMGHA K74 > (BEERTHA ) TlEEHDprediction software A2/ RS N T L3 A,
ARETIE. #IE (SNHL) #A FZ 4 »IcfEw, BAEffY —/L THHREVELEZ S Xt >~
ZNY Ty ML TEIGS %, REVEL RAT7DH v bF 7EDERE IEFERICHEL. 0.7
% supporting evidence for pathogenic (PP3). 0.15LLF Zsupporting evidence of benign
(BP4)LEE L7 (T#R5) o

AT 7AZRBUELFRICOVTIE, UT3BOY 7 b7 IT7OREEOWITNAICEKE LT
HhE. MAEMICHRT L, TET X e L TEARABEE T %, MaxEntScan (https://www.ncb
i.nim.nih.gov/refseq/) Tscore (diff) > 3 (3Z@k6) . Human Splice Finder (http://umd.be
/Redirect.html) TDinterpretation Tmost probably affecting splicingh % 41 & V) & & 7 374
(xX#R7), B L < 1ZSplicing Al (https://asia.ensembl.org/index.html) Tscore (delta) 0.8

> (high precision) TH>7HEIC. R T 74 REBULDEAL = EET 5,

Functional studies (PS3, BS3)

Transgenic animal model TEET/NY 7> ML W BERIBREOBEIR (phenocopy) HRE
NTWBEH DHstrong evidencelZZH T 5, Mini gene assay°zebrafish model7: & D#EIT
SNFERRERAWBEEEET T, N T Y ML 2 EGFHEEDZ(LARE NTZHEE L.
moderate evidence & L TIRAT 3,

10
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Mutational hot spots or functional domains (PM1)

Mutational hot spots& L ¢, BEMREEERZM (AD-RP) 2817 5RP1D650-780&F 7 I /
B (truncating variants) & Z8MIRD (AD-IRD) (2617 5CRX m39-99% 7 I /B (I X+t
> 2N 7> k) | functional domain& L. BEMEIRD (AD-IRD) (ZH1F2PRPH2DD2 Lo
op MR T 5123-265F 7 I /B (S XREVANYT UL AREBERICHKYT 3,

Segregation data (PP1, PP1_moderate, PP1_Strong, BS4)

RIENFEDHAZ BN E L-REICE T 51E®R (segregation data) (CoWTld, BEMERE (K
2) LEMERE (M3) AW TIETF Y XICEADIT2IT> TV BEEE (SNHL) HA R Z
A NHES ., RIFE (phenotype) & EEE! (genotype) DEEHN—BL /-MiEED A E Z
DHEEICIGLT3DDLNILDIET Y R%EHRET %, BL. BSAIHE LT, RAFKEHLIEE

INBREBEDL LUFEGF AU T v FOBEIZRAERIFEZH LAV,

General recommendations

Likelihood
LOD Score
Autosomal dominant threshold
Autosomal recessive threshold

(2 #E8 (SNHL) ACMGH A K74 »IZH T 2 BIEELOREHETOFMAE (PP1: se

gregation evidence)

Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretation guidelines for genet
ic hearing loss. Hum Mutat 2018;39:1593-1613. & V) 85

General recommendations (phenocopy not an issue)

Affected segregations

M3 #EE (SNHL) ACMGH A K74 v IZH 1 2 BMEEEORERMTOFMEAE (PPL: s

egregation evidence)

11
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Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretation guidelines for genet
ic hearing loss. Hum Mutat 2018;39:1593-1613. & V) #&&

De novo occurrence (PS2, PS2_very strong, PS2_moderate, PS2_suppoting, PM6)

ACMGHA K54 v (EERFTHYA>) Tl Denovo/NY 7> kDA - RIEHKRHEZ DS

&lE TPM6] . KB L ORUENHEREADHEIL [PS2] MERINE, RAA KT AV

TlE. HER (SNHL) A4 FZ 4 ITfEu, ICRBE/ BREOKEEDOS S ICEADT

AT TeRA v bHlZEAL, S OICRBEDBIISLTRA Y M Z2NETHI &N TES
(H4) .

Points per proband
Confirmed Assumed
Phenotypic consistency denovo de novo
Phenotype highly specific for gene 2 1
Phenotype consistent with gene 1 0.5
but not highly specific
Phenotype consistent withgene 0.5 0.25 Moderate
but not highly specific and high (PS2_Moderate Strong(PS2 or
genetic heterogeneity® or PM6) PM6_Stmlg)
Phenotype not consistent with 0

gene 0.5 points 1.0 points 2.0 points 4.0points

3Maximum allowable value of 1 may contribute tooverall score.
M4 #EE (SNHL) ACMGAH A K54 > IiZH1F%5De novoN Y 7> k D EHME

Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretation guidelines for genet
ic hearing loss. Hum Mutat 2018;39:1593-1613. & V) #&&

Allelic data (PM3, BS2)
ACMGAHA K74 v (BERTHA V) TEEEERERLEDHAE, fFEERAY 7> boxt
ST LIV EICHEIANY T Y RAREINTHZE (DEVEEAT AESIRICZARS) . modera
te evidence& %, AHA F T4 > TlE, #ER (SNHL) A4 FZ A4 v IZfEW, BEI NI
FEHI/NY 72 b ORI T LIVIER (PhaselEiR) OBMPOEI/NY 7> A EE S N7z Fik
O (=RZRE) ICHLTELZHRA YV IR EINZ VAT LERAWDS, 51T, il
WRANVT Y EAFREEEGRTHEHED. REFEICE > TEESToRA ¥ ARG I,
BEIICKRA Y POBRETIET Y ROBENRES (K5) ., BL. BS2IZHL T, KA
FKENBEINSHRIFESL LLUIEGEFCNY T Y POBEIFRER IZZE L AL,
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Points per proband
Classification/zygosity of other Known in Phase
variant trans unknown
Pathogenic/likely pathogenic 10 0.5
Homozygous occurrence (max 0.5 N/A
points from homozygotes =
10)

Rare uncertain significance 0.25 N/A
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

X5 #EE (SNHL) ACMGAH A KT A4 v DOILT L L EDRRIEME/NY 7> k 0 FHiE
Oza AM, DiStefano MT, Hemphill SE, et al. Expert specification of the ACMG/AMP variant interpretation guidelines for genet
ic hearing loss. Hum Mutat 2018;39:1593-1613. & V) #&&

Phenotypic data (PP4, BP5)

ACMGHA K74 (BERTHA V) TR, BFENLGERREZ "I ERERVE—DHETERT

ICRERT 256, TORBEIC—HIT 2ELRTFICNY 7> FARIE I N/HE. supporting

evidencet ER %, AAA T4 v Tld, BHENLGRRUZE—DEFTETFERELT.

UTOEEFERBEOEEENTET Y RICHST 2 EER LT,

® SAG/GRK1 & Oguchi disease: prominent golden reflex seen circumferentially

® CYP4V2 & Bietti crystalline corneoretinal dystrophy: Presence of crystalline deposits di
ffusely scattered throughout the fundus

® NR2E3 & Enhanced S-cone syndrome : Pathognomonic electrophysiological features
(slow rod-like response that appears similar in waveform under both scotopic and pho

topic conditions )

Reputable source (PP5, BP6)

ACMGHA FZ4 v (EXRTHA V) TlE, FHEHRNY 7> bAEBETES Y —X (reput
able source) IC& Y., BEICHEREMEDL Y LMESINTWBIHE, supporting evidence 248 H
THEEZXD, INIHFLT, KAAFZA > TlE, EETES Y —RICKYREINFE
KN 7 bDEFEFE LT, ClinVAR(https://www.ncbi.nlm.nih.gov/clinvar/)® [criteria pr
ovided] IZHMEEh. ZOFHEFENBRENTVEHDE L 5T, HMGD(http://w
ww.hgmd.cf.ac.uk/)7% EI2HWT, BREDFMEEAHTLZ I N TLARWLAY 7> b IS

L7y,

13



HARIZHR T DA PERERE D A a7 ¢ D207 MR AL Y

SWLWTIc

VR, 7/ LABFTRMCT =2 A TV XOESICITAZIINT, 7/ L2l - BE
DEENDIERT DN TFRHEIND, KHA K Z4 IE IRDOELRFZNEZHOE k% RIE
Ao BFEOIRDD/NY 7> bFHAOHRY L B—L & BRIC, BARICES T 2 BEMEEERES X b
A7 4DN) 7y MERIREEZRLICLDTHD, LHL. REROKINVESIIERZL
O BIERWTHA R IA VOEBMNGRELZET 2 EEZ 0N 5,
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