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gDD, microcephaly, hypotonia, preaxial polydactyly, SNHL, FTT, delayed 
myelination, dysmorphic facial features, abn ear morphology

Karyotype: supernumerary 
pseudoisodicentric chr
resulting in tetrasomy

WES (proband only)

• a/w the reported phenotype
•possibly a/w phenotype
• prelim evidence of a/w pheno



Primary Results (pg 1)
Variant(s) a/w the phenotype

Proband only 
(inheritance not reported)

Factors influencing 
classification
Inheritance
Phenotype association
Size and gene content
Population Data
Penetrance
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Primary Results (pg 1+)
Variant(s) a/w the phenotype

OMIM: online database of human 
genes and genetic disorders

ClinVar: archive of human genetic variations 
and their relationship to diseases

gDD, microcephaly, hypotonia, preaxial polydactyly, 
SNHL, FTT, delayed myelination, dysmorphic facial 

features, abn ear morphology
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Population Data
Computational/Predictive Data

Functional Data
Familial Data

Allelic Data
Penetrance

Variant(s) in genes possibly a/w the phenotype (pg.2)

Factors influencing SNV 
classification



Secondary Findings
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Genes  associated with 
• Variety of specific conditions 
• Definable set of clinical features
• Possibility of early diagnosis
• Reliable clinical genetic test
• Effective intervention or treatment.

Goal
To provide medical benefit by preventing or better managing health conditions. 

ACMG Secondary Finding (SF) Genes: 
An option to provide medical benefit

American College of Medical Genetics and Genomics (ACMG) Recommendation:
When performing ES/GS, report Primary and Secondary Findings in the “ACMG SF” genes. 

v2.0

59
2017

v3.0

73
2021

56 
2013

Indviduals can 
“opt out” 

ACMG 
SF v3.2

81
2023

ACMG 
SF

v3.1

78
2022
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Other results

• Not a/w pheno but variant results in a Mendelian disorder

• Rare variants in a candidate gene for which there is limited evidence of pheno
association

• Carrier status (some labs will report, if requested)

• Regions of Homozygosity (ROH) were detected 
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Other Info, Limitations & Methodology (pg 3-6)

• Reanalysis of sequence data at a later date (>1 year) may yield additional new 
diagnoses

• Targeted testing of first degree family members (at no charge) may be helpful 

• Sample was not sufficient for CNV analysis

• Poor coverage of a specific region

• The ability to detect low level mosaicism of variants is limited

• Balanced translocations or inversions are only rarely detected
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• & V

Rapid ES/GS preliminary (verbal) results:
Variant and Classification

Classification can change 
after provisional results are 

delivered

Document prelim results 
in the EMR

Gene name, c., p. and 
classification
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