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Item 1:
Welcome, introductions and apologies

1.1 Apologies had been received from Professor Kate Gould, Mrs Catherine Howell and Professor Richard Knight (SaBTO members); and Mr David Carter (MHRA)) and Ms Triona Norman (DH, Transplantation Policy Lead) (Observers).
1.2 The Chair welcomed Dr Willy Murphy, who was attending for the first time since the Irish Blood Transfusion Service applied for, and gained, Observer status on SaBTO; and Mr Adam Whittaker, who was deputising for Ms Victoria Gauden (HTA).
2 Item 2:  Minutes of the meeting held on 17th September 2013
2.1 The Chair noted that the version of the minutes circulated was the full version, which contained confidential information, and it should not be shared.  A version with the confidential material withheld had since been finalised, and would be published shortly on the SaBTO website, with the meeting papers.
3 Item 3:  Action points and matters arising from the meeting on 17th September 2013
3.1 There were no such action points.

4 Item 4: Pathogen inactivation of platelet concentrates: Report and recommendations of the Working Group
4.1 The Chair thanked the members of the Working Group for the extensive work they had undertaken, especially as it had been done to a very tight timescale.


4.2 Dr Lorna Williamson, Chair of the Working Group, gave a presentation, with Mr Andrew Parker speaking to the cost effectiveness aspects.  
4.3 The Group’s remit was to determine whether the introduction of Pathogen Inactivation (PI) of platelets was an appropriate risk reduction measure to be introduced by the UK Blood Services.  After a similar review in 2010, SaBTO had not recommended its adoption as there was insufficient reassurance on clinical safety, and it was not cost effective.  This had led NHSBT to introduce bacterial screening instead.  Data were now available from all 4 UK Blood Services on the efficacy of screening, and the results of a systematic review of clinical trials of PI were also now available.  Three PI systems for platelets were now CE marked, two of which were used abroad, though only Switzerland had adopted PI nationally.  
4.4 The Working Group had reviewed evidence on: 
· The efficacy of current infection screening methods, especially for bacteria 
· Regulatory and operational considerations

· The efficacy of PI for bacteria, parasites and viruses

· The efficacy and safety of PI treated platelets

· The efficacy of PI in preventing transfusion associated graft-versus-host disease

· Cost effectiveness.

4.5 Current screening methods were found to be effective, with no transfusion related bacterial transmission since the introduction of screening.  Viral transmission in any blood component was now very rare, and there had been no such transmission from platelets since 2005.
4.6 The three PI systems currently CE marked could be adopted without further regulatory approval, though clarity was needed from the MHRA on any impact on Blood Service licences.  PI would fit into Blood Service operations, though further investigation was also needed of the handling of platelets treated by System B with respect to the possible effect of exposure to ambient light. PI treatment in place of bacterial screening would potentially allow platelets to be available one day earlier.  Systems A and B were both used overseas so clinical data had become available.  System C was not yet marketed.  The Group concluded that broadly, adequate inactivation of relevant bacteria and parasites by PI systems had been demonstrated, though a laboratory study was under way within NHSBT to establish the possibility of breakthrough by certain strains of bacteria.  PI had not been shown to be more effective than bacterial screening, though this was likely; and bacterial screening could be discontinued if PI were introduced.
4.7 PI was found to give a good level of inactivation of most relevant viruses, and was likely to be effective for emerging viruses. Platelets treated by both PI and leucodepletion would not require cytomegalovirus (CMV) antibody screening, according to the manufacturers; but it would be premature to consider ending of donor screening for HIV, hepatitis B (HBV) and hepatitis C (HCV).  Policies for deferral or testing of donors returning from overseas travel would have to be considered on a case by case basis.
4.8 PI treated platelets were safe and suitable for all groups of patients, but patients might require up to 5% more doses of PI treated than untreated platelets. Based on laboratory evidence, PI treatment was predicted to be effective in preventing transfusion-associated graft-versus-host disease; and hospitals would benefit if recalls following bacterial screening ceased. System A would allow a 7 day shelf life of platelets, but further trial data were needed for system B to extend beyond 5 days. 
4.9 The cost effectiveness of PI had been modelled with a number of variables (eg 5 and 7 day shelf life for system B, and varying rates of increased demand), and compared with the current bacterial screening. Clinical effectiveness was modelled, taking into account the increased potential risk of variant Creutzfeldt Jakob disease (vCJD) due to exposure of recipients of PI treated platelets to more donors if more transfusions were needed.  The cost per symptom-free life year saved by use of PI, with the varying assumptions, ranged from £1 million to more than £12 million. This compared with a usual requirement for a maximum of £25,000 per quality adjusted life year.
4.10 The working group made a number of recommendations and observations directed at UK Blood Services based on their findings and conclusions.

4.11 The Working Group’s recommendation to SaBTO was as follows:

4.11.1 The driver to recommend PI for platelets, in the absence of systems for red cells/whole blood, would be to provide enhanced safety with regard to bacterial transmission.  Clear evidence of overall clinical benefit, however, is not apparent at this time:
- Current bacterial screening, combined with diversion pouches and  enhanced skin cleansing, is already providing a high degree of bacterial safety, with no reported cases since 2009
- The limitations of PI with regard to certain strains of pathogenic bacterial  species remain to be clarified through further studies
- The estimated increase in demand will increase donor exposure and hence potential risks from complications not reduced by either PI or PAS 
- System benefits, such as removal of irradiators and travel deferrals, cannot accrue until there are PI systems suitable for either red cells or whole blood.  Under the current circumstances, therefore, the cost-effectiveness of PI remains very low. 

For these reasons, implementation of Pathogen Inactivation of platelets is not currently recommended for the UK Blood Services. The issue should be reviewed again if significant new information becomes available with respect to the issues mentioned above, and/or if costs compared to bacterial screening are significantly reduced.

4.12 The Working Group made the following recommendation to UK Blood Services:

4.12.1 Taking account of the evidence presented within this review, UK Blood Services should develop a structure and criteria for evaluating and approving new/existing CE-marked systems to pathogen inactivate blood components. Such criteria will obviate the necessity for further review of specific systems by SaBTO.
4.13 The following points were raised in discussion:

4.13.1 It was clarified that receiving platelets in which a pathogen was present but had been inactivated would confer no vaccination-like protection; nor would it lead to confusion on serological examination.

4.13.2 A personal communication from a representative of the Swiss regulatory authority – Switzerland being the only country to adopt PI nationwide – was that they had observed no increase in platelet use to date.

4.13.3 It was not known whether bacterial screening had previously been in use where PI had been adopted: in Switzerland it had not been, and the prompt to introduce PI was the bacterially-caused death of a child.  The question could be put to the European Directorate for the Quality of Medicines and healthcare (EDQM).
Action 21.01: Dr MacLennan to ask EDQM whether bacterial screening had previously been in use in areas where PI had been adopted.

4.13.4 It was thought possible that some bacterial contamination not detected by screening was also not picked up in transfused patients, especially if the clinical effects were not serious: when patients were ill, with multiple possible causes for their symptoms, no link to a platelet transfusion would be sought.

4.13.5 The details of the haemovigilance required for PI platelets had not been discussed by the group.  It might be possible to require all intracranial haemorrhage to be reported, for example, or to set lower thresholds for reporting some side effects.

4.13.6 It was not known for how long neonates and children who had received PI treated platelets should be followed up, given the possibility of residual chemical activity in the material transfused.  It was noted their predicted trajectories of lifespan would differ from those of children who were not ill.


4.13.7 The shelf life of PI treated platelets depended on whether they were suspended in plasma or platelet additive solution (PAS).  Platelets suspended in plasma were licensed for only five days.  There was currently insufficient clinical data to support the extension of the shelf life of platelets in PAS treated by system B to seven days.


4.13.8 The cost of CMV screening of platelets would be saved if PI were introduced, but taking that into account, the cost effectiveness was still significantly below the usual limit.  Also, as PI for red cells was not available, screening would still be needed to provide not only red cells, but buffy-coat derived platelets.

4.13.9 Potential vCJD risk would only be a factor if the number of units transfused rose.  The modelling assumed all infectivity was in the plasma; if some was in the platelets themselves, the cost per symptom free life year would be even higher.


4.13.10 If the modelling assumed eight deaths resulting from the transfusion of bacterially contaminated platelets, the comparative cost effectiveness  of PI would improve, but it would still be significantly below the usual limits.

4.13.11 It was suggested that the use of PAS could make bacterial screening more effective, as bacteria grew faster in PAS and their detection would become more likely.  Evidence for this was lacking but would become available in future as the UK Blood Services adopted PAS in place of plasma as the platelet suspension medium.
4.14 It was noted that NHSBT’s contract for bacterial screening was shortly to be re-tendered, which could affect the relative cost effectiveness modelling.


4.15 It was agreed that to publish a clear indication of the price at which the cost effectiveness of PI would be comparable with that of bacterial screening might have a deterrent effect on investment in its development/improvement. Also, cost was only one of the factors that could change.
4.16 SaBTO’s conclusion:
SaBTO accepted the working group’s recommendation.
5 Item 5: Current measures to reduce the risk of vCJD transmission via blood
5.1 Mr Mark Noterman spoke to this item.


5.2 SaBTO had recently reviewed a number of risk reduction measures to reduce the potential risk of vCJD transmission via blood; this paper covered other measures currently in place, where there was currently no evidence suggesting that they should be reconsidered.  If significant new evidence emerged from prevalence studies currently in hand, using appendices removed before 1980 or from people born after 1996, and therefore considered at low risk of exposure to vCJD, the measures might  need to be reviewed.


5.3 For now, SaBTO was asked to confirm that the current range of measures in this paper should be retained; and that a summary of them should be published on the SaBTO website for public information.


5.4 In discussion, it was noted that it would also be helpful to mention immunoglobulin preparations.
Action 21.02: Secretariat to amend the summary accordingly, and arrange for its publication.


5.5 SaBTO agreed the measures should be retained, and the summary published.


5.6 SaBTO was told of a current Inquiry by the Science and Technology Committee of the House of Commons into the safety of blood, tissue and organ screening. This followed an oral evidence session on 27th November.

5.7 It was agreed that a response to the call for evidence should be sent by SaBTO: this would be drafted and circulated for Members’ approval.
Action 21.03: Secretariat to prepare a submission and circulate it for Members’ approval.


5.8 Members were also encouraged to send individual submissions if they so wished, and to encourage or contribute to submissions by other bodies of which they were members.  Given the limit on length, a number of submissions would ensure all the relevant evidence was submitted to the Committee.


5.9 SaBTO agreed to send a submission.

6 Item 6: Position paper from the Donor/Organ Risk Assessment working group: Cancer in the organ donor

6.1 Mr Andrew Broderick spoke to this item.
6.2 The Position Paper was complementary to the advice on the use of organs from donors with primary central nervous system (CNS) tumours published by a SaBTO Working Group led by Professor Anthony Warrens, in 2012.

6.3 The paper was based on an extensive literature review and analysis of data from the UK National Transplant Registry.


6.4 Despite the assessments carried out both by the retrieval team and the recipient surgeon, some risk would always remain; this had to be balanced with the risk of remaining without a transplant.  The data was analysed to classify the risk of cancer spread by type, and where possible by organ.  The categories were, to some extent, arbitrary, and would need to be reviewed.  Data were available from the Potential Donor Audit on donors who met all the other requirements, but who had malignancy in the previous 12 months; and on recipients who developed cancer.  Diagnosis at less than 6 weeks post-transplant was found to be linked to a better outcome.  The authors found the risk of inadvertent cancer transmission was small but could not always be avoided.


6.5 Advice was provided on actions to be taken, and on management of a recipient, when cancer transmission was possible, suspected or confirmed.  Steps to minimise the risk of transmission were also set out.  The working group made two recommendations on the recording of information on cases of possible or actual donor transmitted cancer.  Detailed tables categorising cancers as absolute contraindications to transplant, high risk, low risk or minimal risk were provided.


6.6 The Chair commended the paper’s pragmatic and helpful approach.  The advice would encourage clinicians to make use of organs, especially those in the lower risk categories, when they might otherwise have been unsure.


6.7 The following points were raised in discussion:


6.7.1 ‘Active haematological malignancy’ was listed under ‘absolute contra-indications’, and it was suggested that as there were various types of myeloproliferative diseases, for example, it would be helpful to clarify some of the sub-types, which might fall into other categories. 

6.7.2 It was agreed that the difference between donor derived and donor transmitted cancer would be made clearer.
Action 21.04: Authors to amend this point in the paper.


6.7.3 Where imaging was available, it would be taken into account.  However it was clarified that the retrieval team should only use the report, they could not review and interpret all imaging carried out on a patient.  This point would be made more clearly.
Action 21.05: Authors to amend this point in the paper.


6.7.4 It was noted that there was some overlap with the section on genetic risks in the report on microbiological risk in cell based advanced therapies that was currently being prepared.  It would be helpful to know which cancers had a genetic basis.  To avoid duplication and ensure consistency, the current draft of the genetics risk section would be shared with the DORA working group.
Action 21.06: Secretariat to send the draft to the DORA working group.


6.8 The Working Group planned to submit the draft to key people/groups for consultation before it was finalised.  It was then planned that the paper should be published in a peer reviewed journal, which would ensure a wider audience than publication on the SaBTO website, as well as deserved academic recognition for the authors.


6.9 The Chair asked that thanks should be sent to the team who led and worked on this paper; and that they should be encouraged to continue with their excellent work.


7 Item 7: Establishment of a short-life working group on the transmission of hepatitis E (HEV) by blood
7.1 Professor Richard Tedder spoke to this item.  Results emerging from a joint NHSBT / Public Health England study were such that SaBTO needed to consider what action, if any, needed to be taken when the findings of the study became available.


7.2 As the research was incomplete, it was confidential for the time being.  It would be published in due course.  Note: it is omitted from these minutes.
7.3 The following points were raised in discussion:


7.3.1 It was noted that while other groups would have an interest, including the Advisory Group on Hepatitis and the Advisory Committee on Dangerous Pathogens, it was for SaBTO to consider the safety implications for the blood supply.


7.3.2 It was not known if those who cleared the virus would have antibodies lifelong, or be susceptible to re-infection.  It was also unknown if one genotype would give protection against infection with other genotypes.


7.3.3 It appeared the source of infection with genotype 3 HEV was food. 
7.4 SaBTO agreed that a Working Group should be set up, chaired by Dr Lorna Williamson. It would review the evidence when the findings of the study became available, and consider options ranging from keeping current practice, through testing at risk groups and their blood donors, to screening all donors.

8 Item 8: Coronavirus: an update

8.1 A paper had been circulated for information.  There were no questions.

9 Item 9: Update on developments following the Northern Ireland judicial review of MSM donor policy
9.1 Mr Mark Noterman reported that judgement had been given in the judicial review, and had found that the Department of Health should be responsible for technical decisions for all the UK.  Lawyers were considering the possibility of appealing the decision, because of the implications for devolved government in Northern Ireland and Scotland.  The deadline for appeal was 18th December 2013.


10 Item 10: Update on the Donor Compliance survey

10.1   A report of the emerging findings of the survey had been provided by the survey Steering Group.  As the study was incomplete / unpublished, Members were reminded that the information was confidential.

10.2 There was some discussion of the response rates; whether there was any correlation between levels of compliance and willingness to respond to the survey; and responders’ willingness to declare risk factors despite not having self-deferred.  It was noted the survey was anonymous, unlike the face to face donor selection, leading to the suggestion that donors completing the Donor Health Check remotely might find it easier to give honest replies.


11 Item 11: Update on the Cell based advanced therapies working group


11.1 An update had been circulated.  There were no questions.

12 Item 12: Any other business


12.1 The draft programme for the Open Meeting on 28th April 2014 had been circulated.  Members were asked to encourage those with an interest to come to it.

12.2 Professor Tedder undertook to send details of a discussion about antibiotics and bacterial contamination of stem cell lines to Professor Marc Turner, to check for relevance to the work of the Cell based advanced therapies working group.
Action 21.07: Professor Tedder to pass information to Professor Turner.

Dates of future SaBTO meetings

Monday 28 April 2014 (Open Meeting)

Tuesday 29 April 2014

Tuesday 2 September 2014
Tuesday 9 December 2014
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