
  

 
 

 

UKCGG, CanGene-CanVar, NHSE GLH Haematological Oncology Malignancies 

Working Group, BSBMTCT Virtual Consensus workshop on Germline 

Predisposition to Haematological Malignancies Bone Marrow Transplant 

Pathways Meeting, 15th July 2022: Summary 

Background 

• On April 28th and 29th 2022 UKCGG, CanGene-CanVar and NHSE GLH Haematological 

Oncology Malignancies Working Group held a virtual meeting to develop a national 

consensus on best practice management of patients with haematological 

malignancies in whom pathogenic variants of six genes that increase risk of 

haematological malignancy – DDX41, ETV6, CEBPA, RUNX1, ANKRD26 and GATA2 are 

identified to be, or suspected to be, of germline origin. The meeting covered practical 

aspects of testing, how best to set up an infrastructure to support management of 

carriers, and highlighted a need for ongoing prospective data collection to inform best 

practice and develop gene specific guidance 

• In the course of this meeting, questions recurrently arose on implications for 

management of patients and their families when a germline pathogenic variant or 

potentially pathogenic variant is identified and a relative is being considered as a 

donor for an allogeneic stem cell transplant.  

• It was determined that a focussed workshop including key stakeholders in this area 

would be convened to enable more extensive discussion of specific issues 

surrounding transplant. This would include interpretation/reporting of significance 

and timelines for counselling and testing relatives. 

• To address these issues, the UK Cancer Genetics Group (UKCGG), in collaboration with 

CanGene-CanVar, NHSEngland Haematological Oncology Malignancies working group 

and the British Society of Blood and Marrow Transplantation and Cellular Therapy 

(BSBMTCT) organised a national workshop held virtually over an afternoon on 15th 

July 2022. Adult and paediatric haematologists, UK Cancer Genetics Leads, 

Principal/Lead Genetic Counsellors, Somatic and Germline Clinical Scientists, Clinical 

Nurse Specialists, Patient Representatives and Translational Research Scientists were 

invited to attend. A total of 66 delegates participated in part or all of the meeting.  

• This document is designed to be a reflective summary of the discussions from the 

meeting on 15th July.  
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Aims of the workshop 

As questions about the identification of constitutional variants in genes that increase the 

risk of haematological malignancy were addressed in detail in the meeting on 28th and 

29th April, the remit of the workshop was limited to the following aims focussed on 

situations where a relative was being considered as a donor for allogeneic transplant: 

1. In what situations in paediatric and adult haematology would testing for germline 

variants associated with malignancy risk be considered, noting that in paediatrics 

these variants might be identified in situations outside of haematological 

malignancy? 

2. How should the affected patient with the variant be managed? 

3. How should the potential donor be managed? 

4. How should the testing of relatives be balanced against a search for 

alternative/unrelated donors, and what factors affect choice of which donor is 

prioritised? 

5. What skills and are needed within the multidisciplinary team to provide 

appropriate counselling for patients and their relatives in this situation? 

6. What resources (information and financial) are needed for transplant centres to 

provide care in this situation? 

7. What are the areas of ongoing uncertainty where further research/ data 

collection/ national data collection is needed and how should this be achieved? 

 

Workshop Format 

A series of talks from invited expert speakers were delivered on the day to provide context-

specific information to delegates. It was noted that for paediatric haematology there were a 

number of additional implications beyond those seen in adults. These included identifying 

patients with germline variants predisposing to malignancy from a wider range of settings 

(e.g. individuals presenting with cytopaenias), implications for choice of conditioning regimen 

and requirement for surveillance in other organ systems beyond blood.  

Issues surrounding variants of uncertain significance (VUS) in transplant were highlighted. 

Inappropriately associating malignancy risk with a VUS that is in fact not disease-causing risks 

denying a patient a transplant from an otherwise suitable related donor. Conversely, if a VUS 

is ultimately proven to be pathogenic, the patient risks receiving a transplant which may 



  

 
 

confer a risk of donor-derived leukaemia. It was highlighted that standardisation of reporting 

of VUS is needed, with a consensus on whether they should be included in the final genetics 

report issued by the GTAB. There was also discussion of whether data on these VUS and 

transplant outcomes should be collected nationally, to accumulate data to inform on 

significance.   

 

Thereafter, a number of polls were conducted, determining strength of agreement on 

proposed statements for best practice in different scenarios. Participants were asked to 

answer giving their view on what would be best practice, not to supply information on what 

is currently done in the centre where they work. Each poll was closed when at least half of 

delegates present had submitted a response. The cut-off for closing the poll was reduced for 

questions pertaining to very clinical aspects of management, to reflect that a proportion of 

meeting participants in non-patient-facing roles might not express an opinion in these areas. 

Consensus was deemed to be reached when > 80% respondents selected “Agree/strongly 

agree” or “yes” in response to the statement proposed; unless discussion let to a proposal 

requiring revision to the wording of the statement, after which the poll was repeated with 

the revised wording to generate the final decision. Consensus was deemed not to be reached 

if fewer than 40 participants provided a response or if <80% respondents selected “agree”/ 

“strongly agree” even after discussion/rewording of the statement. 

 

Agreed consensus and Recommendations from workshop 

1. Patients requiring Bone Marrow Transplant (BMT) should be assessed for potential 

heritable cause for their phenotype including clinical exam, family history assessment, review 

of somatic genetic variants and germline testing according to National Genomic Test 

Directory (n=55 respondents) 

(Agree/Strongly agree 100%) – consensus reached 

 

2. Where there are concerns about possible/confirmed heritable risk, unrelated volunteer 

donor (UVD) search and confirmatory testing of selected UVD should happen in parallel with 

work up of related donors to allow donor options to be assessed without delay. (n=52 

respondents) 

(Agree/Strongly agree 92%) – consensus reached 

 

3. If concerned about a strong family history/ syndromic features in the absence of a 

confirmed genetic diagnosis, it would be best practice to discuss in the MDT to document the 

history and decide whether related donors would be prioritised above unrelated donors. 

(n=52 respondents) 

(Agree/strongly agree 94%) – consensus reached 

 



  

 
 

4. If concerned about a strong family history/syndromic features, the family should be 

referred to clinical genetics service for further advice and management. (n=56 respondents) 

(Agree/ strongly agree 100%) – consensus reached 

 

5. If a likely pathogenic/ pathogenic (Class 4/5) variant is identified in the proband which is/ is 

likely to be germline and causative of phenotype, putative donor relatives should be offered 

urgent access to genetic counselling with regards to their own options for testing and 

outcomes. (n=52 respondents) 

(Agree/ strongly agree 96%) – consensus reached 

 

6. If a VUS (class 3) is identified in the proband which is/ is likely to be germline and possibly 

causative, whether this is actionable for BMT pathways should be discussed/documented in 

an MDT including germline scientists, haematology and genetics. (n=48 respondents) 

(Agree/strongly agree 89%) – consensus reached 

 

7. If an MDT decision is made to undertake testing for an uncertain class 3 variant to inform 

BMT pathways, relatives should be offered genetic counselling by clinical genetics to ensure 

they understand the uncertainty and outcomes of testing. (n=48 respondents) 

(Agree/strongly agree 94%) – consensus reached 

 

8. Potential donor relatives should be aware that they have the option to decline germline 

genetic testing in the acute setting and offered exert advice to enable them to make an 

informed decision on the timing of their own genetic test result (n=51 respondents) 

(Agree/ strongly agree 100%) – consensus reached 

 

9. Germline testing of potential donors in an urgent situation can proceed in parallel with 

confirmatory testing in the patient, however potential donors should be informed of the fact 

germline confirmation in the proband has not yet occurred. (n=45 respondents) 

(Agree/strongly agree 83%) – consensus reached 

 

10. Where the predictive testing of a germline variant in potential donor relatives has been 

undertaken urgently, to inform BMT decisions, matched relatives shown NOT to carry the 

variant would usually be prioritised over matched carrier relatives. (n=48 respondents) 

(Agree/ strongly agree 87%) – consensus reached 

 

11. Where predictive testing of a germline variant in potential donor relatives has been 

undertaken urgently to inform BMT decisions, a relative shown to be a carrier would not 

usually be considered as a potential donor unless other options were limited. (n=43 

respondents) 

(Agree/ strongly agree 93%) – consensus reached 



  

 
 

 

12. Where all related matched donors are carriers, careful assessment of risks and benefits of 

an unrelated donor versus a carrier family member requires discussion at an MDT with access 

to expert opinion and consideration on a gene specific basis (n=43 respondents) 

(Agree/ strongly agree 98%) – consensus reached 

 

13. When a matched relative declines testing, careful assessment of risks and benefits of an 

unrelated donor versus an untested family member requires discussion at an MDT with 

access to expert opinion and consideration on a gene specific basis. (n=44 respondents) 

(Agree/ strongly agree 95%) – consensus reached 

 

14. If a carrier relative is being considered as a donor, they should have access to expert 

advice and informed that there is a theoretical risk that G-CSF used to mobilise donors may 

trigger progression to a haematological malignancy (n=29 respondents) 

(Strongly agree/ agree 44%) - consensus NOT reached 

 

15. If a carrier relative is being considered as a donor, the patient should have access to 

expert advice about the possibility of graft failure or donor-derived leukaemia (n=27 

respondents) 

(Strongly agree/agree 70%) – consensus NOT reached 

 

16. Potential donor relatives who test positive for the familial genetic variant should be 

offered a rapid post results follow up appointment with an expert in genetic counselling who 

can provide both clinical and psychosocial support (n=40 respondents) 

(Strongly agree/ agree 93%) – consensus reached 

 

Next steps 

• We aim to use the consensus outcomes from the meeting as the basis to produce a  

collaborative best-practice paper on the management of transplant recipients and 

their donors 

• These discussions will also inform aspects of a more comprehensive set of guidelines 

on the management of germline predisposition led by genetics colleagues 

• The intention is that this can be used by individual local transplant teams, genetics 

laboratories and clinical geneticists to develop pathways for use within their centres. 

• The best-practice paper will enable the transplant and genetics communities to 

identify areas requiring further funding and resources, and provide a basis to support 

local business cases for areas where further funding or training is required. 

• An outline of desired timescales for turnaround of patient and donor testing and 

reporting, and counselling, will be presented. 



  

 
 

• The best-practice paper will include an outline of what data should be nationally 

collected, and the framework for how this will be done. 

• The workshop outcomes emphasised that there is a need for succinct literature and 

resources to inform patient-facing and laboratory staff on the key clinically relevant 

aspects of sequence variants in these genes. 

• The workshop also highlighted that there is a need to develop a national strategy for 

local teams to access gene-specific guidance and national experts.  

 

 

 

 


