
              

    

 

 

 

             

              

              

              

              

              

 

 

 

 

 

 

 

 

 

Appendix 1: Variants of uncertain significance (VUS)  
identified on chromosome microarray (CMA) 

Important information  
• Always send a copy of the CMA reports with referral  
• Please organise targeted parental arrays if CMA reports VUS in child, prior to or 

concurrent with your referral letter to Clinical Genetics. 
• If parent(s) not available, include that information in referral letter, and why. 
• If any questions re: a child’s result or this process, please call/email the CHW Clinical 

Genetics Department on 02 9845 3273 or  
SCHN-CHW-ClinicalGenetics@health.nsw.gov.au before referral. Please attach a full 
copy of report to the email; attention on-call Genetics Fellow, Geneticist or Genetic 
Counsellor. 
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Appendix 1: Variants of uncertain significance (VUS)  
identified on chromosome microarray (CMA) 

Background 
CMA testing has led to an increase in the diagnostic rate for patients with 
developmental delay/intellectual disability/dysmorphic features/multiple congenital 
anomalies. It is first line test (along with Fragile X DNA testing) for developmental 
delay/intellectual disability/autistic spectrum disorder. 
  
CMA detects copy number variations (CNV), i.e. deletions or duplications of segments 
of DNA, which vary in size and gene content: they may contain many, a few, or no 
genes. Most CNVs are benign variants that will not directly cause disorders. On 
average we all have about 100 CNVs which are established as benign/likely benign, 
based on population data so far. These will not be reported on the CMA test. Different 
populations vary in their common CNVs; what is common in one population may be 
rare in another.  
  
CNV are classified as VUS when there is insufficient data to suggest they are 
pathogenic (causative of a condition) OR there is insufficient population-based data 
to be able to state with certainty that they are benign. As data accumulates over time 
(likely some years) most CNV VUS will turn out to be benign but others will be 
potentially contributory to a patient’s features. If the lab classifies a CNV as a VUS, 
for now it usually has no diagnostic or management value.  
  
CMA-detected VUS are very common. Although laboratory reports will often 
recommend “genetic counselling”, this could be provided by an informed 
paediatrician: it does not mean that referral to a specialised genetics service is always 
required. The paediatrician can explain the basic concept of copy number variation, 
that VUS are common, many are likely benign, and the majority will turn out to be 
inherited from an unaffected parent.  
  
If referring to a genetics service, we ask that the paediatrician explains the concept of 
CNV and VUS and also organises the parents’ tests, before or concurrent with the 
referral. The wait list for CHW Genetics is over 12 months for non-urgent referrals. 
Parents will be very frustrated if they have to wait to see a geneticist before having 
their own test, when the referring doctor could have organised this months before. 



 

 

 

 

             

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

              

             

Appendix 1: Variants of uncertain significance (VUS)  
identified on chromosome microarray (CMA) 

Why test parents? 
Given that most VUS are likely to turn out to be benign, some have asked if there is 
any value in parental testing. That is a very reasonable question: there may be limited 
clinical utility in chasing up some VUS. It depends on the context. 
 

Potentially helpful: 
• For reassurance/explanation: for some parents, demonstration that the VUS is 

carried by an unaffected person helps to reassure them that the VUS is not the 
direct cause of their child’s developmental or health issue.  

• Larger VUS (especially over 1Mb in size): have more chance of being clinically 
relevant than small VOUS (<0.5Mb). This is a general statement only. Some 
very large CNV are benign, and some very small CNV are not. If a clinically 
unaffected parent carries the same large VUS, this is particularly helpful in 
reassuring families. If a large VUS is de novo (new) in the child, it may be 
relevant, and although currently uncertain, information should be reviewed 
over time. 

• Some laboratories upload VUS information (de-identified, anonymous) to 
databases which accumulate worldwide knowledge about rare VUS. As data 
accumulates, that helps future classifications. 
 

Less helpful: 
• VOUS that do not contain any genes: these are very likely benign. If parents 

are clinically normal, we would not suggest parental testing for the VOUS. 
• Developmental delay/mild ID/ASD/ADHD in non-dysmorphic children are 

common clinical scenarios, often familial, sometimes on both sides of a family. 
Underlying causes are then likely to be multifactorial/polygenic. Even if a 
clinically affected parent has the same VOUS, in most families we still cannot 
confirm/rule out a causative link, until databases build up over time. Testing 
other family members may be of very limited value in such families. 
 

How to request parental testing  
You can request CMA testing for parents via the CHW Cytogenetics lab or private 
labs. This is covered by Medicare if a relative has previously been identified with a 
chromosomal abnormality/VUS. Include the child’s details in the clinical information.  
If parent clinically “normal”: 

• Request “targeted report CMA for VUS (e.g. del 15q11.2)”  
• In clinical information section write “parent of [Name SURNAME] with […] 

VUS”. 
• This is covered by Medicare Item 73292  

If parent has an intellectual disability/ neurodevelopmental/ congenital anomaly:  
• Request “full report CMA”  
• In clinical information section write “parent of [Name SURNAME]  with […] 

VUS; parent has ID/other health problem [describe]” 
• This is covered by Medicare Item 73291 

NB: CMA in each case involves the same test process, but reporting in targeted 
testing is limited to the VUS found in the child. If a parent has ID/other, a full CMA 
report is reasonable, because parent could have a different or additional CNV 
responsible for their ID/other health problem. 
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