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• Introductions in the chat (name, discipline, institution) 
• AƩendance Code │ 606-260-7097 │ BUZSER
• 2 Evaluations
• Building our Community (in chat)
• Agenda

 Knowledge Burst – An Uncertain Result: What Next? – April Hall
 Problem of Practice – Jess Scott Schwoerer

• Wrap Up 

BBN ECHO: Welcome & Announcements



Knowledge Burst │ An Uncertain Result: What's 
Next?
April Hall PhD, CGC

Learning Objectives

Learning Objectives
1. Summarize the ACMG variant classification scoring framework as if relates to an 

uncertain result
2. State the importance of clinical correlation when interpreting an uncertain genetic 

finding
3. Identify next steps such as communicating with the family, parental testing, referral to 

the outpatient setting and reanalysis
4. Discuss challenges and solutions to implementing genomic medicine in a NICU setting 



Types of Genetic Test Results
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Factors Influencing Variant Interpretation

• Population Data
• Computational/Predictive Data
• Functional Data
• Familial Data
• Allelic Data
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Population Data

Is the variant seen in cases or controls? 



Computational/Predictive Data

• What is the predicted affect of the variant on the protein? 

• Nonsense or missense variant



Functional Data

Does the variant affect the function of the protein?



Familial Studies Data

Is the variant seen in other members of the family?

Heathcote, JMG 1999



Does the patient’s phenotype match that of which is described?
Variable Expressivity
Symptoms occurring outside of newborn period

Clinical Correlation



Considerations for Variant of Uncertain Significance

• Communicating results to family
• Next Steps

 Referral to outpatient genetics
 Parental testing
 Reanalysis
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Case Example 

• Patient is a 2 week old female with seizures.  She is eumorphic.  
You are suspicious of syndrome and order a seizure panel.  

• Result:  TCF4 c.839T>C (p.Met280Thr)  VUS

• What information do you want to know in communicating this 
result to the family?



Case Example

• Eumorphic 2 week old female with seizures. 
• Result:  TCF4 c.839T>C (p.Met280Thr) VUS
• OMIM

 TCF4 is associated with autosomal dominant Pitt-Hopkins Syndrome characterized by moderate to severe 
intellectual disability, developmental delays, intermittent hyperventilation, seizures, distinctive facial 
features

 Missense mutations have been reported with Pitt-Hopkins syndrome

• Control databases
 Not seen in control populations

• Conservation
 Methionine - Non-polar; Hydrophobic;  Threonine - No charge; Polar; Hydrophilic
 Conserved through squirrels

• Family studies
 Only Mom was available for parental testing and she did NOT have the variant


