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Introduction 
• Step-wise analysis of cancer susceptibility genes 

recently replaced by NGS analysis of panels of 
genes 

• Now find several variants (C3, 4, 5) in a single 
patient which need to be interpreted 

• Some genes are ‘core’ cancer genes which we are 
familiar with, much information is available on 
them and we have experience in interpreting 
variants  

• Some genes are new to us. There is little 
information in the literature, we have less 
experience in variant interpretation and there is 
little guidance for clinical management 
 



OMGL breast cancer and bowel 
cancer gene panels (currently being 
modified according to clinical utility) 

Breast Panel 

• ATM, BAP1, BARD1, 
BRCA1, BRCA2, BRIP1, 
CDKN2A, CDH1, CHEK2, 
PALB2, PTEN, RAD50, 
RAD51C, RAD51D, 
STK11, KLLN, TP53, 

Bowel Panel 

• APC, BMPR1A, MLH1, 
MSH2, MSH6, MUTYH, 
NTHL1, POLD1, POLE, 
PTEN, SMAD4, STK11, 
TP53,  



Cohort results 

• >450 patients tested 

• 95 patients with single variant (C3, 4, 5) (~21%) 

• 18 patients with >1 variant (C3, 4, 5) (~4%) 

 

• Not all class 3 variants (UVs) are equivalent. Some 
are class 3 because evidence is conflicting, others 
are class 3 because there is no evidence either in 
favour of or against pathogenicity.  

 



The class 3 conundrum 

• Several (?most) of C3 variants with no evidence for 
or against pathogenicity will eventually be assigned 
status of benign / polymorphism  but at the 
moment we cannot omit them from the patient 
report 

• Some of these variants will, at a later date, be 
found to have a pathogenic effect 

• Need to find balance between obligation to report 
variants which are not polymorphisms while not 
causing undue alarm for something which may turn 
out to be a polymorphism 

• Adopt a back page strategy 



The Back Page Strategy 
     Front page;  

– Results box  

– C3, 4 and 5 variants in core genes including the evidence 

– C4 and 5 variants in new genes including the evidence  

– C3 variants in new genes where there is substantial 
evidence, including the evidence 

– Any relevant follow up work 

Back Page;  

– Box containing C3 variants in new genes with little or no 
evidence and / or for which there is little clinical guidance  

Gives us a mechanism of reporting such variants but down-
playing their significance 



Case Study; C.M. 

• 65yo female with breast cancer and family 
history of breast cancer. BRCA1/2 negative. 

 

• CHEK2 c.1100delC C5, Moderate penetrance 
allele  

• RAD51C c.790G>A p.(Gly264Ser) C3, with 
evidence 

• KLLN c.367C>G p.(Arg123Gly), no evidence 



C.M. Front page 



C.M. Front page 



C.M. Back page 



C.M. back page 



Case Study; H.C. 

• 51yo female with ovarian cancer and family 
history of cancer. BRCA1/2 negative. 

 

• RAD51D c.451C>T p.(Gln151*), C5 

• RAD51D c.872G>A p.(Arg291His), C3 with 
evidence 

• ATM c.7775C>G p.(Ser2592Cys), C3, no 
evidence 



H.C. front page 



H.C. front page 



H.C. back page 



Concluding remarks 

• Currently, interpreting several variants in a 
single patient can be complex 

• It is often not possible to determine the 
contribution of the individual variants to a 
patient phenotype without follow up studies 
in the wider family 

• This reporting strategy may not be the perfect 
solution but this is our method of reporting 
for now! 


