	COLORECTAL CANCER GENE PANEL TESTING PRO FORMA

	[bookmark: _Hlk87528322]Patient details (printed label preferred)

	Forename(s):
	
	Sex:
	

	Surname: 
	
	Patient ID:
	

	DOB:
	
	Pedigree no.
	

	CHI:
	
	Referrer:
	

	Clinical Summary:

	Clinical information 
(type of cancer, age of onset, family history)





	Tumour information 

	
	|_|
	MSI high

	
	|_|
	MMR loss of staining (please detail): 

	
	|_|
	IHC uninformative

	
	|_|
	BRAF variant detected

	
	|_|
	MLH1 promoter hypermethylation

	
	|_|
	Tumour unavailable

	Testing requested (please see test directory for specific referral criteria)

	Sequence analysis of the colorectal gene cancer panel is undertaken for ALL patients (see genes below):
APC, BMPR1A, MBD4ǂ, MLH1, MSH2, MSH3ǂ, MSH6, MUTYH, NTHL1, PMS2§, POLD1 (exons 4-12), POLE (exons 3-13), PTEN, RNF43, SMAD4, STK11
ǂbiallelic truncating variants only 
§PMS2 analysis includes 1-10; exons 11-15 cannot be reliably investigated by this method due to the presence of the PMS2CL pseudogene. These exons are analysed using long range PCR when PMS2 testing is indicated i.e., isolated loss of PMS2 staining in tumour tissue.

Dosage analysis is conducted according to clinical indication as outlined below.
  |_|Please tick (or double click) to select

	Select
	Clinical Indication 
	Additional test details including dosage analysis (MLPA) 

	|_|

	Polyposis 

|_| Desmoid tumour * 
|_| CHRPEs ** 
	APC, MUTYH (selected exons), and GREM1 (upstream region) 

*  only APC and MUTYH variants reported 
** only APC variants reported 

	|_|
	Lynch Syndrome 
(see overleaf for guidelines)
	MLH1, MSH2, MSH6 and EPCAM (selected exons) 

PMS2 only if indicated i.e., isolated loss of PMS2 staining in tumour tissue

	|_|
	Colorectal Cancer 
  |_| patient dx <45yrs 
	None as standard
      Lynch dosage (see above) will be undertaken for patients
      dx <45yrs

	|_|
	Peutz-Jeghers Syndrome 
	STK11  

	|_|
	Juvenile Polyposis Syndrome
	SMAD4 and BMPR1A 

	|_|
	Hereditary Diffuse Gastric Cancer
	Patients will ONLY be analysed for CDH1 gene (sequencing and dosage analysis)

	Additional sequencing analysis for the following gene panels can be included if clinically indicated:

	Breast     |_|
	BRCA1¤, BRCA2¤, PALB2, PTEN, STK11, TP53, ATM#, CHEK2#, RAD51C, RAD51D      
 #Reporting truncating variants only and the ATM variant c.7271T>G p.(Val2424Gly). Please note CHEK2 analysis is restricted to exons 1 to 9 plus the common c.1100delC variant due to the presence of a pseudogene

	Ovarian  |_|
	 BRCA1¤, BRCA2¤, BRIP1, MLH1, MSH2, MSH6, RAD51C, RAD51D, PALB2

	¤ Dosage analysis will be conducted separately by the Aberdeen laboratory 
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1

Hiall,

S0 back from Perth. Everyone happy to start using form. Also to include the additional option of breast and ovarian panels as Aberdeen are going to now move to doing a breast panel (but not ATV
and CHEK2). Leave off CDHI though as specific phenotype and wouldn't every really want to do that in a primarily CRC family. People just going to do their own CDHI testing.

Only additional request was to add on a box for CHRPES in which we would only report APC (Rosemarie annoyed she always gets a full polyposis panel report back on these patients when only APC
relevant).

Also Mark Longmuir asked about requesting POLE and POLDI in people with MSI tumours. | think this comes from the following paper which suggests germiine POLE and POLD1 mutations should be
excluded in Ml and MMR deficient tumours in which a mutation in one of the MMR mutations has not been found;

https://www.nchi.nim.nih.gov/pme/articles/PMC5070903

Also looks like other centres doing this routinely e.g. see Birmingham leaflet below

https://bwe.nhs.uk/download.cfm?doc=docm93]ijman2128

Do you think we should build this into our testing pipeline, i.e Perform POLE and POLDI in all Lynch requests with MsI/MMR deficiency where Lynch panel negative prior to issuing report or even add
to Lynch panel if this just easier? A third option would be to issue negative Lynch panel report as currently stated on the form and see how many requests we get back to then do POLE and POLDI in
addition before deciding whether to include?

Have attached form with above edits. Let me know your thoughts.

BW

Jennie

Dr Jennie Murray
SCREDS Clinical Lecturer in Clinical Genetics (ST6)
SE Scotland Clinical Genetics

Western General Hospital

Crewe Road South

Edinburgh

EHA 2XU

0131 5371074 (Office)

0131 5371116 (General Enquiries)
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