
1. CMO From: Dr Rowena Jecock HP-GHP2 
2, MS(PH) 

Date : 26 June 2006 

•r. . R ! • r- 

•• 
• 

S r  • 

Mr Jonathan Stopes-Roe 
Mr William Connon 
Mrs Eileen Lawrence 
Dr Neil Ebenezer 
Dr Janet Gibson 
Ms Zubeda Seedat 
Dr Peter Bennett 
Mr Stephen Dobra 
Ms Triona Norman 
Mr Brian Bradley 
Ms Debby Webb 
Dr Nigel Tomlinson 
Ms Sarndrah Horsfall 
Mr Stephen Lee MHRA 

Issue 
The development of an accurate and sensitive ante-mortem test for 
pre-clinical or sub-clinical vCJD is crucial to protect the blood supply 
and prevent transmission of vCJD through organ and tissue donation or 
through surgery. When the first generation ante-mortem screening 
tests arrive on the market we expect that there will be significant 
pressure on the NHS and the national blood services to implement 
them. This submission provides an update on the development of 
ante-mortem tests, and notes current and anticipated pressures on 
funding. It also draws your attention to the development of 
technologies that may reduce vCJD infectivity levels in donated blood 
(prion reduction technologies). 
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4. The two other areas that are the subjects of this submission, also have 
financial implications for the UK blood services, and possibly for DH. 
These are funding for evaluation and implementation of a blood-
screening test for vCJD, and possibly also for implementation of 
technology to reduce prion-associated infectivity in blood (para 17). 
Our expert advisory committee (SEAL, Spongiforrn Encephalopathy 
Advisory Committee) is providing technical advice on the evaluation of 
prion reduction technologies. Our best estimate of a likely timeframe 
for Ministerial decision on funding evaluation/implementation of both 
these technologies is six months for prion reduction filters and twelve 
months for a screening test. A decision is also likely to be necessary 
on whether introduction of one of these measures alone will suffice, or 
whether some combination may be required. 

Recommendation 
5. You are invited to note current developments and the pressure on DH 

budgets, A further submission on current and future pressures on the 
C.7D research budget will follow shortly. Separately, we shall also 
provide updates on development of prion reduction technologies and 
screening tests, including our handling plans for implementation. 

Current issues 
6. An update on key current issues is given below. Further background is 

at Annex A. 
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9. The significant support given by UK public funders (about £40m, of 
which DH has contributed about f10m) is now beginning to bear fruit. 
Further information is at Annex C. Some of this research has 
significantly stimulated academic and commercial activity in developing 
ante-mortem tests. 

10. Current pressure on the CID research budget means that no new 
research in this area can be commissioned until 2007, even though 
several proposals, supported by peer review, have been considered by 
DH and would merit funding. 

Evaluation of commercial blood screening tests 
11. During this year the National Creutzfeldt-Jakob Disease Surveillance 

Unit (NCJDSU) has received applications from nine commercial 
companies for tissues from vCJD patients. Most of these companies 
have carried out significant proof-of-principle studies and four now 
require human material, usually blood or serum, to evaluate their 
products. As this material is in short supply DH has reconstituted the 
C]D Tissue_Management Group (chaired by Dame Ingrid Allen) to 
oversee the allocation of this material, and this group will report within 
the next few weeks. (The remit of the group is at Annex D.) Recently , 
our expert advisory committee, MSBTO (Microbiological Safety of 
Blood, Tissues and Organs for Transplantation) has supported a 
proposal by the National Institute for Biological Standards and Control 
(NIBSC) to establish a collection of animal and human samples suitable 
for the evaluation of vCJD blood screening tests. 
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Prion reduction technology
16. Technologies for the removal of prion infectivity from blood (over and 

above that achieved by existing leucodepletion methods) are also 
under development. Two companies are reporting considerable 
progress: one has already obtained CE marking for its prion reduction 
fi lter, although recent data indicate that the efficacy of the CE-marked 
product is poorer than than the prototype product, and this will likely 
extend the time needed for the UK and Irish blood services to evaluate 
the product. Both companies methods are likely to be applicable to 
transfusions of red cells in the first instance, rather than platelets or 
fresh frozen plasma. The UK (and Irish) Blood Services are actively 
engaged in a programme to evaluate these methods in terms of (a) 
safety, (b) levels of prion removal and (c) therapeutic efficacy of the 
processed blood. SEAC has recently advised on the conduct of these 
studies, and has emphasised the importance of efficacy studies that 
independently replicate those already undertaken by the 
manufacturers, and also the need to use animal models that mimic the 
human response as closely as possible. Analysts from DH Standards 
and Quality Analytical Team are assisting with analyses of risk 
reduction, and in providing indications of cost-effectiveness as the 
necessary information becomes available. The Department is also 
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Handling issues 
18.Advice on handling will be included in the submissions which will follow 

on prion reduction technologies and introduction of screening tests. 

Conclusion 
19.You are invited to note current developments, and current and future 

pressures. 

Rowena Jecoek 
Eti GRO-C 
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Annexes 
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• The DH-funded retrospective analysis of tonsil and appendix tissue 
revealed three positive samples, suggesting that several thousand 
members of the UK population could be clinically silent carriers of 
infectious prions. 

• These findings gave weight to the assumption that a self-sustaining 
epidemic could arise, fuelled by transmissions through blood 
transfusions, and contaminated surgical equipment and organ and 
tissue transplantation. 

• Experimental confirmation that current procedures are inadequate to 
ensure the complete inactivation of infectious prions attached to 
surgical instruments, especially those used in neurosurgery. 

• Experiments on experimental blood transfusions in sheep, and the 
announcement that at least 2 cases of vCJD had almost certainly arisen 
through the transfusion of contaminated blood, powerfully 
demonstrated that transmission by blood transfusion was no longer a 
just a theoretical possibility, 

• Recent reports of vCJD occurring Eire, France, Portugal, Saudi Arabia, 
Italy and Japan have demonstrated that the threat of iatrogenic 
transmission of vCJD is not limited to the UK. 
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ANNEX B
Monthly update on the N ational Anonymous Tonsil Archive - Phase Two 

to the end July 2005 

The duration of the National Anonymous Tonsil Archive (NATA) Phase Two contract 
is 23 months in total, from 1't October 2003 to 31st August 2005. The aim of this 
phase of NATA is to establish a workable model for the collection, transport, 
processing and storage of tonsil specimens that can be scaled up to produce an 
archive of 100,000 irreversibly anonymised tonsil specimens that are suitable for 
studying the prevalence of detectable PrPsc. The specific objectives of phase two are 
as fol lows: 
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el To establish a central specimen processing facility capable of receiving, 
processing and archiving tonsil specimens. 

• To recruit and establish a further 40 collection centres before the end of this 
phase of the project. 
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Figure 1 Number of pairs of tonsils collected for NATA fortnightly from 
January 2004 - July 2005 
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Figure 2 Cumulative number of tonsil pairs collected for NATA fortnightly from 
January 2004-July 2005 
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Figure 3 : Time is-s ween tonsillectomy and delivery: July 2005 
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Out of the 1.00 hospitals that perform over 200 tonsillectomies per year in England, 
the number that have been recruited and are currently sending tonsil pairs to NATA 
on a regular basis is 66. A further 45 hospitals have had a recruitment visit but have 
not begun collecting tonsils yet. Most of these hospitals should be starting to collect 
tonsils within the next few months. 
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During the next phase of this project (Phase 3 — Final roll-out and main collection), 
any minor difficulties with the tonsil collection procedures within the hospitals should 
be ironed out and more hospitals will be sending us tonsil specimens, so the target 
of 500 tonsil pairs per week should be achievable. Currently approximately 50,000 
tonsillectomies are performed annually in England. 

Figure 4 Number of tonsillectomies by age range: 
January 2004 - July 2005 
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Figure 5 below shows the location of all of the hospitals currently taking part in 
NATA. Figure 6 shows the ratio of tonsils collected compared with the population of 
each Strategic Health Authority. Most of the SHA's have a ratio of less than or equal 
to 1:5,000. 
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Figure 6 Ratio of tonsils collected to population of each Strategic Health Authority 
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In addition to funding research contracts and grants, several public funders 
have supported the establishment and maintenance of TSE research 
resources. The most important of these are listed below. 

• DH and the MRC support the CJD tissue bank at NCJDSU in Edinburgh. 
• DH supports the CJD Resource centre at NIBSC 
• BBSRC supports the TSE Resource Centre at the Institute for Animal 

Health. 
• Defra support the TSE tissue bank at the Veterinary Laboratory 

Agency. 
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Remit of the DH CJD Tissue Mana errnent Steerinc Groan 

• to ensure adequate resources for the tissue banking centres; 
• to ensure that the tissue collections were managed in accordance with 

the MRC'sf 2 and the Royal College of Pathologists' guidelines; and to 
ensure ethical approval would be obtained for any research 
undertaken; 

• to draw up guidelines to handle and manage requests for tissues, 
which could then be used by tissue centres on a day to day basis3; 

• to act as an independent adjudicator if competing requests from 
research groups were received. 

The MRC's role and guidel ines for MRC-funded brain banks, 1995 
The MRC's draft Human Tissues and Samples for Use in Medical Research" guidelines 

3 see appendix 3, page 82 in the MRC's guidelines. 
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Professor James Ironside 
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Dr Philip Minor 
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