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PrismGuide IRD Panel Summary Report (Prioritized Variants)

QC Status: Pass 0

Order ID: posi_con

Sample Information

Mutant Allele Frequency Mutation Content Consequence

# Gene Name | Inheritance Pattern Frequency (Read) Zygosity 1GVSc HGVSp ACMG Classification ACMG labels
i 53.29% (721/1353) Heterozygous .5318C>T p.Ala1773Val Pathogenic PS1,PS3,PM2,PP2,PP3
Recessive 53.70% (610/1136) Heterozygous |l41760¢2T>G - Pathogenic PVS1,PS3,PM2,PP3,PP5
Recessive, Dominant 53.73% (663/1234) Heterozygous |I411540>T p.Thr385Met Pathogenic PS1,PS3,PM2,PP2,PP3
X-linked 98.68% (149/151) Hemizygous _|{.2838_2839del p.Glu947GlyfsTer131 Pathogenic PVS1,PS3,PM2

Recessive 24.35% (158/649) Heterozygous '.2991 +1655A>G g Likely pathogenic PS3,PM2
—— e —
9 SNV/Indel Report:

. ABCA4DAIa1773ValATO THY) . EHE(HM)ORNERTH S,

. ABCA4(DC.1760+2T>GRATH THY), BHEFSE)OBENERTHD.

. RPE65MOThr3s5Metk AT THY), B (HM)F LB (EM)ORNERTH S,
. RPGRMDGIU947GlyfsTer131EA S THY), X-linkedDIFNERTH D,

. CEP2900¢.2991+1655A>GREAT O TH Y, HiE(HM)OBNEROTHMEN H5,

OB WN o

|SNV/|ndeI Notes: |

[ISampIe Notes: |]

%6 QCOFMIE. > — T >ILAR—MKBE D Sequencing Analysis Information) ICEAE72E% (PSBRR) > — VTV VI LAR—MEFIZH BAppendix 6. 7ICEDER L
RiE%ECE T2 (PBBER) .

x7 B SEEEERE R LR DB G T OBMAERINIT — 2 —X RetNet (Retinal Information Network) (CED<. =2 T > LR — rDAppendix LISEEF &
BE 9 BB % Dominant (B (14) ) « Recessive (&I ($514)) (X-linked (GEEM) DBERRIERO—EZLH T 50

%8 HAE  A—OWIDBETFDHEIEHomozygous) B4 ZIILEGF DHE 13 MHeterozygous | BIEDXRERDISE £ THemizygous ) £ KT,
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Databases/Software Used

Database/Software Version Used
PFAM 2024-04-02
Ensembl VEP cache 1000 Genomes phase3
|Ensembl VEP cache SIFT 6.2.1

|Benign Variants from PMID:31213501 v1.0.0
[Ensembl VEP cache dbSNP 156

Ensembl VEP cache RefSeq

GCF_000001405.40-RS_2023_03

freebayes 1.3.2-38-g71a3e1c-dirty
Custom Variant List v1.0.0

GEMJ 2021-12-10

multiqc 1.8

2024-06-12
—_ e |

B AREDNNRETDEGF EARE CHERSNEEYID. 2> /N EID. HGNC* ID

Appendix 1. Targeted Genes
Gene Symbol Transcript Protein HGNC ID

ABCA4 NM_000350.3 NP_000341.2 34
ADGRV1 NM_032119.4 NP_115495.3 17416

AIPL1 NM_014336.5 NP_055151.3 359
BEST1 NM_004183.4 NP_004174.1 12703
C8orf37 NM_177965.4 NP_808880.1 27232

CA4 NM_000717.5 NP_000708.1 1375

CACNA1F NM_005183.4 NP_005174.2 1393
CDH23 NM_022124.6 NP_071407.4 13733
CDHR1 NM_033100.4 NP_149091.1 14550
L | CEP290 NM_025114.4 NP_079390.3 29021

—ES e

%9 HGNC:HUGO Gene Nomenclature Committee DB&,

il

— ASLGEGER ESBR NV R LIIVEEORR
FTRICEGHERLESR NUTUROTLIEEERLET,

Homozygous (FKE)

1D

Heterozygous (A7)

Dominant (BB14% (1B1%) )

KRIBBDFRER R EREMED B S,
T LILSEE*1100%1E L)

KRB ORRE R 2 EEMED B B0
T LILVSEE* :50%R11%

Recessive G&4 (%14%))

FRIBDRE 2B REEN D B
7 LILSERE*:100%3E W

FRIFBDRE &4 B A HEMEDMELY,
T LILSERE* :S0%R1E

il

B

i

X-linked** (X3E &%)

Hemizygous (A X)
7 LIVSRE* 1100%38 L)

RE/ATO
7 LILSEE* R EDHE.100%3E 0
ANTODHZE.50%HI#%

TEIDITTIEHDEE Ao
** X-linkedBF DFEME B FRetNet CHESE<FZ T L

CRIKICBETRNUT DT LIVEE R L E T AT LIVBEEIEGERPC /N 7Y DR SN OBEFREIEIC Lo TES DENE LB AN H D 4T LH50%P100% [T IR
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PrismGuide IRD Panel Sequencing Report
Order ID: posi_con
0 Sample Information

[Clinical Sample ID posi_con ‘
‘Customer—provided Sample Sex Male ‘
Sequencing Analysis Information
Panel PrismGuide IRD Panel
Reagent PrismGuide IRD Panel reagent kit
/Analysis Execution Date 18 Oct 2024 10:58:02
Mapped Reads (%) 99.37

| MesnTawetCoversge ——————  fse —————— —— — A |

—_— e e o

Data Analysis Information

Analysis Protocol IRD Protocol v1
Pipeline Version IRD Pipeline v2.4.4
Enable CNV Calling Yes
Import SNV Results Yes
CNV Calling Mode Yes
Flanking Region (bp) 10
Allele Balance Priors Off Yes
Minimum Alt Count 5
Minimum Base Quality 20
i — T
6 SNV/Indel Information
1 Variant (HGVSc) NM_000350.3:¢.5318C>T
Gene Symbol ABCA4
Variant Type SNV
Location 1:94014685-94014685
Exon Numbers 38/50
Ref G
Alt A
Frequency (Read) 0.53289 (721/1353)
| Zygosity Heterozygous

CNV Information (as Reference)

1 Variant (ISCN) seq[GRCh38] 4p15.32(15979817_15979967)x1
Variant Type Deletion
Location 4:15979817-15979967
Copy Number 1
Log Ratio -0.877
Genes PROM1 (exon 25/28)
User Classification Unclassified

2 Variant (ISCN) seq[GRCh38] 5q14.3(90724940_90725233)x1
Variant Type Deletion

T loaon ——— [5:0072004557 = = = =

310 SNV/Indel: —35EZ £ (Single Nucleotide Variant) . $# A (insertion) . R4k (Deletion) %R 9%

X1 ABERIEAEREDS VIE (Pathogenic (7) « Likely Pathogenic (#8) . Uncertain Significance (&) . Likely Benign (E1) . Benign (%)) IC_EAIN SR EH T 3. MRIEN B LIHE 1E.
BT RIBES KU LocationDFNBICIE 3,

%12 JE—$E = Copy Number Variation (CNV) o IEE ZEADBEZ2L L. —ADRKDBEIFN CESLRRDIBEIZOCRET 2 (P12BR) .

313 Log Ratio i H EN7=/NU 7> b DDepthfBA 7 F & L IRDIEIT 7O T 5 LAITHEAA EFNI-BRIEEICH 1T 5 LM BDDepthBE N LT Log2 (D F/NB) 2518 T %,
BRIGELRAFDDepthEDIHEF0. BRIEAEDFED DDepthfEDHEIF-1CMESND 1TE—DKRK) .




@ nEEER
Variant (HGVSc) NM_152443.3:¢.295C>A
Gene Symbol RDH12 N
Variant Type SNV
Location 14:67725206-67725206 SNV/Indell&ERD5RHF ()
Exon Numbers 5/9
Ref c RDH12BEFICSNV (—BEZR) MRHEh & LT,
Alt A
Frequency (Read) 050069 (365/729) BRRIF14ABREED67,725,206 T MBH DT IV > DS555%FH
Zygosity Heterozygous J: ‘: ’flLL % L i 3_0
/Amino Acid Change (HGVSp) NP_689656.2:p.Leu99lle
ACHG Ciasicaion P SEEC (S 22) DA (FFZY) ADERHE0% DR TRAS
ACMG Labels PS1(ClinVar,HGMD),PS3(HGMD,ClinVar),PM2(gnor _ e
pEr——— e NFLIDT Heterozygous (NTOEER) LHIETh E LT,
Variant Function missense_variant IE‘EL:J:DRDH‘]2§‘//\"7§%$§523‘575/@0)5599%@7’3\
I Leu (O <2) H5lle (1Y OA S ICELLTLET,
Allele fre i AD - East Asi 0.0 " o
e ey n gD ot [ ACMGAHET I Pathogenic () /U 7>k £ SN E T, ACMG
1000 Genomes Minor Allele Frequency 4.0E-4 ﬁ%ﬁgﬁ L;PS'I t{ t?ﬂﬁd)ﬁ DT“?O
SIFT Prediction deleterious
dbSNP ID 1528940315 B CONUTYNEGEEMEREIRZ S TldRecessive ($51%) BIET 2
Cinvar 1D S %8& Dominant (B14) BRI 2HEDN H D F I, F/c.missense
ClinVar Pathogenicity Pathogenic/Likely_pathogenic N .
HGMD OM042455 (FEREVR)NIT DD ERDEIVNTELIZRBDIRER
GEM-J WGA Allele Frequency - ) \"agb\étﬁz RYOFEEN
Report Inclusion Prioritized, Shortlisted
lAllele frequency in gnomADIMSTSIFT Predictions i id.
BT —AR—RIZBERINFTANVT U FOBER BRI CH
INTLEY,
B dbSNP ID.ClinVar®" ID(HGMD*5|%, &7 —ZX—X L TOH
|IDZERLE T,
. J
€ nEEER
seq[GRCh38] 4p15.32(15979817_15979967)x1
Variant Type Deletion ~N
Location 4:15979817-15979967 _
Copy Number 1 CNV%#E@E}L&ﬁ (@J)
Log Ratio -0.877 N _
Genes PROM( (exon 25/28) ABLBIRDER (p arm) D15.32/NY RALBICH B/ LEEIEEE
User Classification Undlassified B (15,979,817&H'515,979,967%) ICH LT 12 E—DDeletion
(KR g EnFE LT
CNVAEH SN 7-fBI DLog Ratiold-0.877 T,
ACNVIZ. PROMTEGFD28EH B LTIV D55 25FB DT
IV VEIBICEEFNET,
. J

14 ClinVar: £FEMBERINICET 21N\ 7Y FOBRNEENERIN TV 2. ABIN T —EZR—R L LTUIRH BN TH D KEEIEY THER > Z— (NCBN) L& TR BB I 2.
315 HGMD:Human Gene Mutation Database DB&, & kDB EF DN 7> MERCEET 2R BT BENICERLTVET —2 =2 THS.Sequencing Report IDHGMD®DID (& HGMD®D
BNVTYOFER—IAD) Y7 L THIATE %, BB HGMDD U > Uk A BRI 5720 IZI1E HGMD Professional (BHHR) ZBAWIEKRELH B0
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Appendix 1: Disease Category Referred From RetNet

Gene Associated Diseases
ABCA4 Cone or cone-rod dystrophy, ive; Macular ion, autosomal ive; Retinitis pi
ADGRV1  |Usher syndrome, autosomal recessive
AIPL1 Cone or cone-rod dystrophy, i Leber i is, autosomal
BESTA Macular degeneration, i ; Retinitis pi autosomal dominant; Retinitis pi ive; Other retil autosomal i ; Other
retinopathy, autosomal recessive
C8orf37 Bardet-Bied| syndrome, autosomal recessive; Cone or cone-rod dystrophy, autosomal ive; Retinitis pi ,
CA4 Retinitis pigmentosa, autosomal dominant
CACNA1F [Cone or d dystrophy, X-linked; C ital stationary night blindness, X-linked; Other retinopathy, X-linked
CDH23 Deafness alone or sy ic, ive; Usher synd 3 i
CDHR1 Cone or cone-rod dystrophy, autosomal recessive
CEP290 |Bardet-Biedl syndrome, autosomal recessive; Leber congenital amaurosis, autosomal ive; Syndromi temic di with s
CERKL Cone or d dystrophy, ive; Retinitis pi i
CFAP410 [Cone or d dystrophy, i
CHM Other retinopathy, X-linked
© CIRN1 [Refinifiseie——esveiUshersyndrome——  o— _— ———1 — |

B RAIRBETHWTWAACMGAH A RS > DIER *6 L HIEREEDE
ACMGHA RSV DHIERZEX. 7OJSLATHERLTVWE T —EZR—XAD—E T,

Appendix 2: Criteria for classifying pathogenic and benign variants based on ACMG guidelines
Very strong evidence of pathogenicity

PVS1 |NuII variant (nonsense, frameshift, canonical +1 or 2 splice sites, initiation codon) in a gene where loss of function (LOF) is a known mechanism of disease. SOURCE=VEP Impact
Strong evidence of pathogenicity

PS1 lSame amino acid change as a previously i ic variant reg of nucleotide change. SOURCE=ClinVar, HGMD, Custom Variant List
PS3 |Well-es?ablished in vitro or in vivo functional studies supportive of a damaging effect on the gene or gene product. SOURCE= ClinVar, HGMD
” of o

PM1 |Located in a mutational hot spot and/or critical and well-established functional domain without benign variation. SOURCE=ClinVar, PFAM

PM2 |Absent from controls if i or with a freq y <= 0.5% if ive in gnomAD SOURCE=gnomAD Allele Frequency

PM4 |Protein length changes due to in-frame ions/insertions in a n peat region or stop-loss variants. SOURCE=VEP consequence, Repeat Masker

PM5 Novel missense change at an amino acid residue where a different mi change i to be ic and has been seen before. SOURCE= ClinVar, HGMD, Custom Variant
List

Supporting evidence of pathogenicity

PP2 |Missense variant in a gene that has a low rate of benign missense variation and where missense variants are a common mechanism of disease. SOURCE=ClinVar
Multiple lines of computati AP

idence support a deleterious effect on th ene product (conservation, evolutiona

ke |

¥16 28TEH ORFRMEHIERED S AT OIS AICED BBHETRBDDIZ 18TBEDHTH B0

BACMGAHA RS UNCE I A EhEIORREHERZEDIBR

Appendix 3: Rules for combining criteria to classify variants based on ACMG guidelines

® Pathogenic
1. 1 Very Strong (PVS1) AND
1. 21 Strong (PS1,PS3) OR
2. 22 Moderate (PM1,PM2,PM4,PM5) OR
3. 1 Moderate (PM1,PM2,PM4,PM5) and 1 Supporting (PP2,PP3,PP5) OR
4. 22 Supporting (PP2,PP3,PP5)
2. 22 Strong (PS1,PS3) OR
3. 1 Strong (PS1,PS3) AND
1. 23 Moderate (PM1,PM2,PM4,PM5) OR
2. 2 Moderate (PM1,PM2,PM4,PM5) AND 22 Supporting (PP2,PP3,PP5) OR
3. 1 Moderate (PM1,PM2,PM4,PM5) AND >3 Supporting (PP2,PP3,PP5)
® Likely Pathogenic
. 1 Very Strong (PVS1) AND 1 Moderate (PM1,PM2,PM4,PM5) OR
1 Strong (PS1,PS3) AND 1-2 Moderate (PM1,PM2,PM4,PM5) OR
1 Strong (PS1,PS3) AND 22 (PP2,PP3,PP5) OR
23 Moderate (PM1,PM2,PM4,PM5) OR
2 Moderate (PM1,PM2,PM4,PM5) AND 22 Supporting (PP2,PP3,PP5) OR
1 Moderate (PM1,PM2,PM4,PM5) and 23 Supporting (PP2,PP3,PP5)

o HwN

® Benign

. 1 Stand-Alone (BA1) OR
W
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Appendix 4: Databases/Software Used

Database/Software Version Used
PFAM 2024-04-02
Ensembl VEP cache 1000 Genomes phase3
Ensembl VEP cache SIFT 6.2.1
Benign Variants from PMID:31213501 v1.0.0
Ensembl VEP cache dbSNP 156
Ensembl VEP cache RefSeq GCF_000001405.40-RS_2023_03
achaves — %allaleledity —

B N RIEGF L EDEEY)ID. X /NI EID.HGNC ID

Appendix 5: Targeted Genes

Gene Symbol Transcript Protein HGNC ID
ABCA4 NM_000350.3 NP_000341.2 34
ADGRV1 NM_032119.4 NP_115495.3 17416
AIPL1 NM_014336.5 NP_055151.3 359
BEST1 NM_004183.4 NP_004174.1 12703
C8orf37 NM_177965.4 NP_808880.1 27232
CA4 NM_000717.5 NP_000708.1 1375
L cacs— e Ve

m QCIEHDEHIFR

Appendix 6: QC Metrics
Name
Mapped Reads (%)

Definition
VI7LYRT ) NCRYEY TSN — RGO —t > T—Y

Mean Target Coverage

2—47y MEBROBEDEHENSOBEHOLRTE > 7cHD

Low Coverage (>=100x)

FNLYyPHAM00 EDIEEDEIE

Evenness NFIDE—7y MEFICE LSS N TV SEEDEIS
Targets Not Covered 1EFEIZHNLY SEFEFDNRILDZ—4y MBI DI
On Target Reads (%) NV TERESNCIRNTOBETA—N—=5vTLTVE T Z—NEBEN)—RDEIE
On And Nea(’;)a'ge' Reads | /v )L CEBINITARTOELTHAMIZ250 bpEHELTUS T L Z— MBS NI — ROZIE
Off Target Reads (%) IRV TEZERSNI-On TargetFfzldNear Target B L A —/N—Fv T LTWAWI(LZ— MBI —ROEIE

Duplicated Reads (%)

20— RIS T BEER) - FORIG

Medium Coverage

ANLY P H500U EDIBEORE

High Coverage

HILy T H4,000 EDEREORIE

Average Quality

IRTDY—RFDOPhred 27 DY

Average Insert Size

RT7BELUIYTENLHHBOOA > — MROTFHE

Insert Size std

1~ RO RE

Reads Mapping Quality 0 (%)

IvEYTRANICELV— RO DEIE

Uniformity Sy MRADBO%D TN Ly ST BB I AR
Plpeline-Caloulted SamPle | i D RITBIHO N/ (L y B ST F RSN R
ex

Customer-Provided Sex

BREDRMHELIMER

Derivative Log Ratio Score
for IRD System

Derivative Log Ratio® 217, A A7 A& W > 7L TR SNCNVIZEBEMAMEVC L ZRET 3o

m QCRERIEDER

Appendix 7: QC Thresholds

Name Pass

Mapped Reads (%)* >=95.0
Mean Target Coverage >=240.0
Low Coverage (>=100x) >=95.0
Evenness >=75.0
Targets Not Covered* <=30.0
On Target Reads (%) >=60.0

* Metric not included in sample pass/fail criteria
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13 M1 | \ | | | | [ 20241125_VUMERTK | |Uncertain Signi
14 2 | [ | [ | | | 20241125_VL RP1 [ |Uncertain Signi
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