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Specific Changes:     
 
On page GENE-1, modify the second bullet point as follows:  
 

• The majority of patients meeting assessment and testing criteria for inherited colorectal/GI 
cancer risk have personal and/or family histories that could be explained by multiple genes or 
syndromes. In these cases, multi-gene testing with a comprehensive cancer panel (see definition 
on page GENE-2) is likely to be the more efficient and/or cost-effective than single 
gene/syndrome testing.    

 
On page GENE-3, modify the second bullet point under Examples of clinical scenarios for which multi-
gene testing SHOULD NOT be considered: 
 

• As first line testing in rare cases where the personal and family history is unambiguously 
suggestive of a single known hereditary syndrome with highly distinctive clinical features that do 
not overlap with other syndromes.  

 

Rationale:  The overwhelming preponderance of evidence from studies of multi-gene/syndrome panel 

testing demonstrates that a significant fraction of patients carry pathogenic variants in genes other than 

those which would have been predicted based on expert assessment of the available clinical history. 

Given that comprehensive cancer panel testing is almost always more efficient and cost-effective than 

more narrowly targeted or sequential testing strategies, there are very few patients for whom this is not 

the most appropriate approach. This should be emphasized appropriately in the guidelines. 
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