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Actionable Exome Pane

Patient

Patient Name Jane Doe
Date of Birth
Sex Female

Report Date May 11, 2023
Status FINAL

Client Specimen

Accession |D Patient 12878
Collection May 10, 2023
Accession May 10, 2023

Client General Hospital
Physician Dr. E Smith

Symptoms Late-onset ataxia, Pyramidal sign, Distal amyotrophy
Indication Hereditary Disorder

Result: [EING

1 1

Pathogenic Likely Pathogenic

Report Summary

Optional Report Comment:

e Patient/sample-specific details can be added here.

e Actionable Exome delivers 99% base-level coverage at 220x depth, enabling >98% combined sensitivity for

SNVs and indels, while minimizing dropouts.

Variant Summary

TPP1 Heterozygous Pathogenic recessive

€.509-1G>A
9.6617154C>T

IRF2BPL Homozygous
c.345_346delGC
0.Q116fs*16
g.77027447_77027448del
GC

Individual Variant Interpretations

Mode of
Gene / Variant Genotype Assessment Inheritance

Likely Pathogenic dominant

Phenotype

Neuronal ceroid
lipofuscinosis 2

Neurodevelopmental
disorder with
regression, abnormal
movements, loss of
speech and seizures

Gene TPP1
Exon 6
Amino Acid
Nucleotide NM_000391.4:
9.6617154C>T
c.509-1G>A
Assessment Pathogenic
Genotype Heterozygous

Interpretation

Report comments can be added and re-used at the gene, or variant level.
Additionally, the ACMG criteria used to classify this variant can be added
to this comment:

Evidence for Pathogenicity

® PA2 - Established common pathogenic founder mutation
(Standalone)
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e PVSI - Null variant (nonsense, frameshift, canonical +/-1 or 2 splice
sites, initiation codon, copy number loss, single or multi exon
deletion) in a gene where loss of function (LOF) is a known
mechanism of disease (Very Strong)

® PS3 - Well-established in vitro or in vivo functional studies
supportive of a damaging effect on the gene or gene product
(Strong)

® PS4 - The prevalence of the variant in affected individuals is
significantly increased compared with the prevalence in controls
[odds ratio = 942.06; 95% confidence interval = (124.34, 7137.72); FET
2-tail p-value < 0.0007; affected individual count = 15] (Strong)

® PM?2 - Absent from controls (or at extremely low frequency if
recessive) in gnomAD [In these sources of population frequency
data, this variant's frequency falls below the max recessive
frequency (0.95%) expected for this phenotype] (Moderate)

® PM3 - For recessive disorders, detected in trans with a pathogenic
variant (Moderate)

® PP5 - Reputable source recently reports variant as pathogenic, but
the evidence is not available to the laboratory to perform an
independent evaluation (Supporting)

Gene
Exon
Amino Acid
Nucleotide

Assessment
Genotype

IRF2BPL

1

p.Ql16fs*16
NM_024496.4:
9.77027447_77027448
delGC

c.345_346delGC

Likely Pathogenic
Homozygous

Interpretation

Report comments can be added and re-used at the gene, or variant level.
Additionally, the ACMG criteria used to classify this variant can be added
to this comment:

Evidence for Pathogenicity

® PVST - Null variant (nonsense, frameshift, canonical +/-1 or 2 splice
sites, initiation codon, copy number loss, single or multi exon
deletion) in a gene where loss of function (LOF) is a known
mechanism of disease (Very Strong)

® PM2 - Absent from controls (or at extremely low frequency if
recessive) in gnomAD [In these sources of population frequency
data, this variant's frequency is 0% or <= 0.001%] (Moderate)
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Methods and Limitations

QIAGEN Clinical Insight (QCI™) is a variant analysis, interpretation and decision support tool for research and clinical
labs analyzing human genetics data and is not intended to be used for diagnostic purposes. QCI Interpret software
includes the following underlying databases, data reference sets and tools: QIAGEN Clinical Insight Interpret
(9.1.1.20230406), Ingenuity Knowledge Base (H-release), CADD (v1.6), NCBI Gene (2022-02-22), Allele Frequency
Community (2019-09-25), EVS (ESP6500SI-V2), Refseq Gene Model (2022-02-22), JASPAR (2013-11), Ingenuity
Knowledge Base Snapshot Timestamp (2023-04-16 07:41:41.298), Vista Enhancer hg18 (2012-07), Vista Enhancer hg19
(2012-07), Clinical Trials (H-release), MITOMAP: A Human Mitochondrial Genome Database. http://www.mitomap.org,
2019 (2020-06-19), PolyPhen-2 (v2.2.2 (HumVar)), 1000 Genome Frequency (phase3v5b), EXAC (0.3.1), iva (Dec 16 09:34 ),
TargetScan (7.2), phyloP hgl18 (NCBI36 (hg18) 2009-11, GRCh37 (hg19) 2014-02, GRCh38 2015-05), phyloP hg19 (NCBI36
(hg18) 2009-11, GRCh37 (hg19) 2014-02, GRCh38 2015-05), GENCODE (Release 37), CentoMD (5.3), dbVar (2021_04), OMIM
(April 13,2022), gnomAD (GRCh37 (hg19) 2.1.1, GRCh38 (hg38) 3.1.2), BSIFT (2016-02-23), TCGA (2013-09-05), Clinvar (2023-
04-25), DGV (2016-05-15), COSMIC (v95), HGMD (2023.1), OncoTree (oncotree_2019_03_01), dbSNP (NCBI36 (hg18) 157,
GRCh37 (hg19) 154, GRCh38 154), SIFT4G (2016-02-23)
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