Minutes of the Microbiological Safety of Blood and Tissues for Transplantation
vCJD Subgroup

Meeting 1: Monday 17 February 2003
Avonmouth House, & Avormouth Street, London SE1

Present;

Chalr
Professor Don Jeffries (5t Bartholomew's Hospital)

Members

Dr Trevor Barrowcliffe (NIBSC)

Dr Moira Carter {(SNBTS)

Dr Jonathan Clewley (PHLS) attended for Or Philip Mortimer
Or Roger Eglin (NBS)

Dr Kieran Morrig (NIBTS)

D Nedl Raven {(CAMR)

Dr Angela Robinson (NBS) attended for Mr Peter Garwood
Mr Graham Rows (WEBS)

Dr John Saunders (DH/MRO Advisory Group)

Dr Mare Turmner (SNETE)

Officials

Dr Pip Edwards {DH)

Mrs Mary Holt {DH)

Dr Rowena Jecock {DH)

Dy Vicki King (OH)

Wr Stephen Lee (MDA) attended for Mrs Jil Dhel
Dr John Stephenson {DH)

Secretariat

Ms Sara Johnston (DH)
Dr Linda Lazarus {OH)
Mr Charles Lister (OF)

Agenda tem 1 Welcome and Chairman's introduction

1. The Chair opened the meeting and welcomed members. This was followed by
round table introductions, The Chair explained that the subgroup’s aim was o
devise a workplan, starting from a clean shest, that will best serve the UK as a
whole and provide an ethical way forward in preparing for the introduction of &
blood "screening’ test for vOJD, The first meeting would comprise scene-setting
prezantations.

2. A number of papers were tabled:
¢« Updaled agenda
« Molecular Diagnostic Tests for TSEs {copies of slides to ancompany
prasentation at agenda tem 5)
« Regulation of test kits for vCJID under the IVD Directive {copy of papsr
[17/2/03 ~ 8] including all annexes and copy of slide presentation)
« Media reporting of vCJD tests [17/2/03 - 8]
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Agenda item 2 Apologies for absence

3. Apologies were received from Dr Peter Bennett (Fconomics and QOperational
Rasearch, DH), Mrs Jill Dhell (MDA}, Mr Peter Garwood (NBS) and Dr Philip
Mortimer (PHLS).

Agenda item 3 Terms of Reference and Membership [1712103 - 2
4, The terms of reference were agreed unchanged as;

“Tor advise the Department of Health on the preparative work which needs to
be carred out to srable 2 rapid response o the introduction of a vCJID blood
sereening test once ong becomes available.”

5. Members were advised that officials from the devolved UK health departments
weare being copied the papers and minutes of the meetings 1o keep them
informed,

6. Members were asked to consider, during the course of the meeting, whether any
additionst experlise was needed on the subgroup, for example from the
veterinary research side, Views would be sought under Any Other Business.

Agenda ftem 4 Declaration of interests {1342103 ~ 3}

7. Members were reminded to complete the declaration of interest form and retum i
to the Secretarial, The Chair declared a research interest in protein detection on
surgical instruments as this could hava potential for bload scresning assays.

Action H1p Members who have vet fo do so are requested to complete and
return their decdlaration of interest forms.

Agenda tem & Molecular “Diagnostic” Tests for TSEs  [abled slides)

8. This presentation began with a clarification of terminclogy and agreement that
‘soreening’ rather than 'diagnostic’ test should be used to refer to assays for
detecting transmissible spongiform encephalopathies (TSEs} (and surrogate
markers) in blood. This acknowledged the unknown clinical significance of a
positive blood test result, The word diagnosis was felt to imply a prognosts, Le.
that if 2 test is positive there is some risk of disease, and this could cause future
communication difficulties with blood donors. Calling 2 test a diagnostic test also
infers that there will be a confirmatory test to back up the initial ‘screening’, which
may not be the case for vOJID. ideally, the initial 'screening’ test shouwld be
backed up with two or three independent lests that measure different paramsters.

8. The various tests for TSEs currently available were oullined. Most are based on
detection of the sbnormal prion protein (PrP®%), whose presence is associated
with but not synonymous with disease, The tests can be divided inte three types,
secording o thelr purpose,

{1y Post mortem tests are conducted on high-risk animal tissue {(e.q. brain) for
food safety surveillance and ars unlikely 1o be of use In developing 3
blood ‘screening’ test.

2
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{2) Clinical tests used for eary diagnosis of disease in symptomatic
individuals involve brain scans and/or tonsil biopsy and are therefore
unsuitable for blood ‘screening’. Cerebrospinal fluid (CSF) may also be of
value for clinical investigation but less invasive samples {2.g. urineg) would
be needed for 'screening’,

{3} Potential pre-clinical ests used for animal disease surveillance hold the
most promise as & source of a human biood 'screening’ test. The majority
of approvedidevelopmental tests focus on three key properties of the
prion protein, which can be exploited for separation or amplification.

«  Firstly, the differential susceptibility of normal and abnormat prion to
proteinass ¥ digestion (abnormal protein i resistanty;

«  Secondly, the presence of a specific epitope on normal pricn that
requires unmasking by chaotropic agents in the abnormal protein;

= Thirdly, the differential solublity of the abnormal prion protein and its
tendency o gggregate and o ssrve as a template for converting
normal prion protein,

10. Other markers that are being researched include CSF proteins {correlate with
nor-specific neuronal damage) and erythrocyte development factor {ERDF). The
latter shows reduced protein and mRNA expression during disease progression
in several mouse models but the bivlogical basis for this observation is unknown,

Agenda lem 8 Research on T8E-related diagnosis: DH-funded research
and UK facilities [1712{03 ~ 4}

11. The preseniation elaborated on the paper circulated before the meeting. The
DRepartment of Health (DH) funded over £5 million's worth of research inte TSE
diagnosis in total, including projects initiated following a joint call for proposals in
2001 co-ordinated by the Medical Research Council, While there is nothing
immediately promising on the horzon in terms of pre-clinical ‘screening’ tests
arising from this publicly funded work, such tests have significant commercial
potential and may ba in advanced development. An automated testing system
based on the conformation-dependent immunoassay is undergoing feld trials and
the blood services will be following this closely as automation is 3 key
requirement for a blood “screening” test.

12. Iy g racent development. three DH-funded research centres (CAMR, PHLS and
NIBSC) have proposed establishing a Consortium against TSEs (CAT). f given
the go-ahead, CAT would be well-placed 1o provide the faciliies for evaluating a
‘screening’ test, Camsfully validated collsctions of animal and human material,
including post mortem specimens, anti-sera and so on, will also be needead to
suppaort any such svaluations,

13. Looking ahead to a biood "soreening’ test becoming available, DH iz planning to
hold g workshop 1o rehearse/resolve the various ethical Issues that are fikely (o
atise.

Action 2{1}: DH colleagues o keep Secretariat/subgroun informed of
pragress with setling up the workshop and ensure members are invited.

L
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Agenda tem 7 Regulation of test kits for vCJID under the in Vitro

14.

15,

18,

17.

Diagnostic Medical Devices Directive (1712103 - 8]

The in Vitro Diagnostics (IVD) Medical Devices Directive is a European free trade
initiative {not a patient safely directive) enabling manufacturers to sell their
products anywhere in Europe. It is transposed into UK law by the Medical
Davices Regulations 2002, The VD Directive comaes into force in December
2003, after which time it will be illegal to place on the market non-CFE-marked
devices. [The terms ‘in vitro diagnostic (IVD) and ‘medical device’ are very
broadly defined ~ see Appendix B of paper [17/2/03 — 8] — and include the test kit
itself plus reagents, control materials, instruments and so on.} CE marking will be
required sven for in-house VD tesis if they are fransferred from one legal entity
to another e.q. if one UK blood service provides a testing service for another
blood service, or if the laboratory using them provides a commercial testing
service, Devices used for research are not covered by the regulations.

The CE mark shows that the product complies with the relevant essential
requirements of the Directive. The IVD Directive controls the safely, quality and
performance of the kit as specified by the manufacturer. 1t does not cover wider
ssues such as purchasing or use, except in the context that they require
appropriate labeiling and instructions for use to be provided with the kit In the
UK, the Secretary of State for Health is designated the Competent Authority for
enfercing the Directive and this regponsibility is delegated {0 the Medical Devices
Agency (MDA} (the Medicines and Healthcare products Regulatory Agency from
1 April 20033

MDA were asked whether they would be able to advise DH/NBS if &
manufacturer registers an VD (a vCJD blood 'soreening’ test) with them as the
Compstent Authority for the UK UK manufacturers must register with MDA when
they place their kit on the market and non-UK manufacturers must notify MDA
when they place a kit on the UK market. However, registration may occur
simultansously with marketing, thereby providing lite or no advance notice. MDA
are seeking legal advice on disclosure. it may be permissible for MDA to disclose
to DA ¥, from the legal perspective, we are two parts of the sarme organisation
{under the asgis of the Secretary of State for Health), but wider dissemination
could breach confidentiality.

Action 3{1}: MDA to confirm the legal position on disclosure.

The subgroup was asked to consider the best way to regulate 'screening’ tests
for vCJD. It was agresd that vCJD should be included with the Annesx | List A
markers for which the risk of a false result to the patient, user or a thirg party is
parceived to be the highest, [The Secretariat was subsequently advised by
MDA that the criteria for inclusion in Annex 8 List A are detailed in Article
14 of the VD Directive. As not all of these criteria were specifically
addressed by the subgroup, it will be necessary to consider Article 14 at
the next meeting before making any recommendation to MDA about
pursuing an amendment fo Annex I List A.] The process of amending the fist
iz fengthy (it could take 3 years but could be achieved more quickly). Other EU
states were unfikely to disagree with this assessment of the risk, but it has nod
been discussed at EU leval yet. For deviees in List A, 2 common technical
specification {CT5) can be drawn up. This will be subject to negotiation within
Europe. Use of 3 CTS is not mandatory but if it is not used, the manufacturer has
to prove equivalence or higher. In practice, therefore, 3 CTS s likely fo be used
where one exists,
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Action 4{1}: MDA to provide relevant documentation and lead discussion on
Articte 14 of the VD Directive at the next meeting to reach an agreed position
which the Secretariat can then sesk to have endorsed by MSBT.

18. The regulatory process for Annex i List A IVDs involves the greatest scrutiny and
requires the manufacturer to adhers to the CTS. The CTS sstablishes
performance evaluation and re-evaluation criteria, A Notified Body (designated by
the Competent Authority) audits the quality assurance, assesses product design
and verifies batch or product release to ensure it corforms with the CTS.

18. There are minimum requirements that manufacturers of all IVDs have to meet in
order to CE mark their product, including a statement on the peformance
characteristics (e.g. sensitivity and specificity), taking account of current
standards. There is likely to be an issue for manufacturers of early vCJD
‘soreening’ tests of finding 2 suitable comparative testigold standard for defining
performance paramsters. Another potential obstacle les in procuring ethically
aoceptable human samples (Le. oblained with informed consent for use in
avaluating a commarcial product), Sultable samples Tor test development/
evaluation could prove to ba a significant obstacle to manufaciurers,

20. MBS already sets higher performance standards for the Annex i List A kits 8
uses for blood ‘screening’ than are set by CE marking, which is & minimum
standard, While it would not be passible o introduce legisiation to prevent the
placing of a CE-marked vCJD tast on the markel, the NBS, as a customer, could
introduce its own purchasing specification for g vCJD test to include particular
requirements in respect of performancs. NBS have already dong some
developmental work on this in conrection with an QUEC (Official Joumal of the
Europsan Communifies) tender. This could act as a guide for manufacturers untll
such time as a common techinical specification is in oparation. 1t was also pointad
out that the NBES require & specific mandate from the Secretary of State for
Health before introducing 4 new blood screening test. The Eurcpean Blood
Directive sets minimum standards but would not prevent the unilateral
itroduction of more stringent blood safety measuras.

Action 5(1): NBS fo provide a first draft of a UK purchasing specification for a
CJD blood ‘screening’ test, based on work in connection with QJEC tender,
including minimal functional requirements for a fest

Action 6{1): UK Blood Services (o work up scenarios for evaluation,
including examples of kely obstacles {practical, ethical, legal), of a vCJD
blood ‘screening’ test becoming available from a range of likely sources {e.g.
DH-funded research, commercial company, etc) and with varying timelines
{i.e. whatl's feasible ¥ g lesi becomes available in & months, 12 months, g1c).

Action 7{1}: EORINBS fo prepare a paper on the impact of false test results
{both false positive and false negative) on blood dunorfrecipient using a range
of fikely test sensitivities/specificities o help inform Actions 4 {criteria for
Anrex 1A Histing) and 5 (minimal functional requirements).

Microbiclogical Diagnostics Assessment Service {MIDAS)
21 MIiDAS has been providing a post-marketing evaluation service of high-risk

rarkers (Annex il List A) for the MDA {and NBS) for approximately 10 years
assist NHS purchasers in decisions about purchaseiusage. Once CE marking
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becomes mandsiory for all new in vitro diagnostic devices, MDA does not plan to
commission evaluations of IVDs for which a CT8 exists.

Agenda item 8 introduction of New Marker Testing into NBS [17/2/03 - 8]

22,

23,

24

25,

28,

The procedure for infroducing a new marker into blood testing services was
autlined. Certain of the key oriteria, such as whether § i3 3 transfusion
transmissible infection, what its prevalence is in the population and whether itis
pathogenic {ff fransmitted through blood) have not been proven for CJD.

The next stage is to identify an appropriate assay, ideally, several assays would
be evaluated togsther in a reference laboratory setting before proceeding to an
oparational environment,

. Some of the lessons learned from intreducing hepatitis C screening i the early

19903 wers described, For sxample, how surrogate marker testing (anti-HBe and
alanine aminotransferase) would have picked up only a proportion of hepatis C
positive donations and how the high false positive rate {up 10 10%! associated
with first-generation assays would have resulted in rejection of a substantial
proportion of donations,

The more recent introducton of ant-HTLY 17 testing was outlined. This had
involved the Kit Evaluation Group. The available tests were ot very specific and
testing individual samples was expensive. However, in frus cases of infection,
antibady levals are very high making sample pooling an attractive possibility.
Using pools of 48 (as generated for HOV MAT testing), 8% sensitivity was
achieved. Having only a single assay suitable for this screening is not ideal (in
case of product shortagesiwithdrawal) and contingency plans are nesded.

Action 8{1): NBES 1o sxplain the roleftiming of invalvement of the Kit
Evaluation Group.

Using a project management approach had enabled NBS o address 8 rangs of
other important issues in thelr implementation plan (or introducing HTLY W
soreaning) including work with donor centres, information for and availability of
counselting for those found to be infected and lookback arrangements,

. Other issues to resolve in relation fo any CJD test include what constitutes an

acceptable test, stiking a balance betwesn a high false positive rate and blcod
shortage and accessibility of counselling. [An Initial reactive rate of >0.5% with a
10-fold reduction on repeat testing would result in too high a discard rate. Also
detrimental would be a test with a high false negative rate as this could
undermine patient confidence in blood transfusion.] it was pointed out that CE
marking of a test would reduce the nesd for sensitivity evalualions but would
never be a substitute for specificity analysis. Testing against a representative
subset of the UK blood donor population is essential {i.e. in operational context)
to give an idea of the likely numbsr of reactive donations. Specificity will be
determined by comparisons with tests on blood donations from an unexposed
population {g.9. blood donors from USA)

Agenda item 8 Ethical issues surrounding the use of anonymised versus

28.

named samples in relation to vCJD testing

This presentation oullined considerations underlying the choice of anonymised
{without sxplicit consent} or named (with informed consent) testing for CJD.

&
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28,

30.

31

32

33

{Powerpoint file attached.] Two key reasons for testing were identified; (i) to
understand the epidemiology of vCJD {research/public health objective) and (i) to
protect blood reciplents {therapsutic objective). For prospective epidemiological
studies of CJD, linkage of samples allowing follow-up of individuals over time has
the potential 1o provide the most useful information. However, a duty of care is
mvoked (because clinically relevant information may emerge) and informed
consent is required for such studies.

The proposed prospective study of tonsils for vCJD Is an exception. Unlinked
anonymous methodology has heen advocated on practical grounds to maamise
the number of sligible specimens that could be collected. Tonsils from children
born after January 1998 would be excluded from the survey as the children
should not have been exposed 1o prions through the foed chain, Procadures for
informed consent for participation in the study were fikely to take too fong to
establish with ENT surgsons and the window of opportunity to conduct a
prospective study would be lost,

NES explained that they were not proposing an epidemiological study, which
raised the question of how they would know if reactive specimens identified were
redevant. Serial samples specific for human vCJD {gkin o the seroconversion
panals for HIV ete used to evaluate sensitivity} are not available. However, serial
bleeds from experimentally infecled animals might give an idea of refevance in a
test that showed cross-species reactivity. At present, the stage of CJD incubation
at which g blood "soreening’ test might give a positive result remains unknown,

Action 8{1): OH R&D to consider future need for epidemiclogical studies in
large cohort

Action 1001): DH R&D 1o raise at the Joint Funders Group whether
gzpuriments have bean or nead fo be set up to provide serial blseds from
ToE-infected animals that could be used in evaluating a vC.JD blood
‘screening test

NBS reported that a survey of blood donors’ attitudes to a CJD test was being
repeated. When it was first undertaken [Query for NBS - what year was this
undertaken?], a correlation was found behween increased awareness and
reluctance o donate, i e. because samples have to be linked (and traceable)
donors would not have the option of not being informed if their blood gave a
reactive result. Glven the current uncertainties of the clinical significance of such
information, it could have profound implications for individual donors and their
families. [SNBTS reported a similar experience )

Howsver, information is not neutral. if we believe it is important to test donated
blood despite the uncertainties, the message o blood donors could be that
testing is morally justified because of pur responsibility to society (fo protect blood
recipients from harm). Assurances need to offered 1o minimise the harmful effects
an the individual, This could taks the form of providing counseling, reaching
agreaments with the inswance industry and 80 on

The subgroup was reminded that, following the introduction of HIV testing in
1985, there was a 10% drop in donation.
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Agenda tem 10 Further information requirements and workplan

The following tssues needed further exploration/development:

34.

35,

36

37,

38,

identify risks associated with a vCJD blood 'screening’ test coming on to the
markat/being CE-marked before an amendment to Annex It List A can be made
(L.e. what protection doas Annex HA listing afford?). What are the likely barriers to
amending Annex HAY What pedormance evaluation is required by manufacturers
to obtain CE marking for Annex I List A devices and how does this differ for
‘unlisted’ devices? What evaluation can UK blood services do that would not be
i breach of the VI Directive?

Action 11{1}: MDA to work up a paper covering these and related issues
discussed by the subgroup as the basis for seeking ministerial agreement for
the UK to proposs amending Annex i List A of the WD Directive,

What sort of samples would we wish to store for evaluating a blood ‘screening’
text? One model assumes that the panel comprizes multiple aliquots from a
represeniative subset of the donor population, so that new generations of tests
can be evaluated against the same specimens, 1 allow comparisons 1o be made
over time, The samples would be unlinked and anonymous but could retain some
demographic information {e.g. age band, sex, donor cenire where collected), On
athical grounds, donors would have o be informed that some donations were
being diverted in this way,

. Alternative strategies need 10 be considerad. it was proposad, for example, that

salvaging the 250 mi of plasma that is currently discarded from each donation
argd collecting white cells from lsucpdapietion filtars (both by-products of CJD risk
reduction strategies) would be attractive both from cost and patient acceptability
parspectives. There would stll be a question of storage and a sample retrieval
system,

While CBF and brain clearly cannot be collected, saliva and urine seem like
viable alternatives to blood. These should be considered alongside blood and its
compuonents/fractions. The reasons why each of these sources isfis not suitable
neads to be documentad, taking into account costs of replacing donations
divertad from the blood supply to creale a test-avaluation panal, the expectations
of donors, storage requirerments and so on.

Action 12(1}: NBS (in collaboration with other UK blood services) to consider
possible specimens and sources (including currently discarded plasma and
whita cells removed by lsucodepletion, components nearing the end of their
natural shelf-life and other easily sampled body fluids) and match specimen
requiremants o lkely/promising assay platforms.

Laboratory facilities were not discussed in detail. Guidance on safe working and
the prevention of infection with TSEs (issued by the Advisary Committee on
Dangerous Pathogens and SEAC) is under revision. Paper [17/2/03 - 4] listed
the currently available research facllities for TBEs. Containment Level 3 is
recommended, especially when working with concentrated material, Therefore,
higher-risk aspects of test evaluation might be undertaken in collaboration with
ressarch institutes that slready have such faciliies, Some derogations from full
cordainment Level 3 may be acceplable (subject o risk assessment) for nor.
research work,
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Action 13{1}: NBS to conduct a risk assessment, in consultation with the
Health and Safety Executive, including considaration of derogations from full
containment Level 3 that may be acceptable for test evaluation work,

Agenda em 11 Any other business

39. Membership: Members were content with the current compaosition of the
subgroup,

40, The programme for a consensus conference on vCJD screening of binod donors being
held in Quebec, Canada on 27 and 28 March had been circulated [17/2/03 - 71 it was
noted that 8 number of speakers had been invited from the UK {e.g. from SNETS and
NBB). The Secretariat requested that written feedback be provided from colleagues
attending or presenting at the conference for discussion at the next mesting.

Action 14{1}: Secretariat, SNBTS and NBS {0 seek feedback from colleagues
attending or presenting at the Canadian consensus conference for discussion at the
naxt meating,

41, Bome recent sxamples of msdia reports on CJD tests were tabled for information
[(17/2/03 — 81, including clarification froms SNETS on the nature of the discovery arising
from their collaboration with Gradipore. Rather than being a blood ‘screening test for
v, i was in fact a pre-assay processing step,

Agenda tem 12 Dates of next meetings
42, The next two mestings will be held on;

v 8 April 2003 at 2pm-Bpm in room 2810 Skipton House
« 18 May 2003 at 10.30am-1.30om in room 1254 Skipton House.

g
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Action Puoinis

Action 1{1}: Members who have yet it do 50 are requested to complete and retum
thelr declaration of interest forms,

Action 2{1}: DH colleagues to keep Secretariat/subgroup irformed of progress with
setting up the workshop and ensure members are invited,

Action 3(1}: MDA o confirm the legal position on disclosurs,

Action 4{1}: MDA to provide relevant documentation and lead discussion on Ariicle
14 of the VD Dirsctive at the next meeting to reach an agreed position which the
Secretariat can then seak to have endorsed by MSBT.

Action 5(1): NBE to provide a first draft of a UK purchasing specification for a CJD
blood "screening’ test, basad on work in connection with QJEC tender, including
minimal functional requirements for a test. [Paper]

Action 6(1): UK Blood Services to work up scenarios for evaluation, including
examples of ikely obstacles {praciical, athical, lsgal, of a vCJD blood 'screening’
test becoming available from a range of likely sources {e.g. DH-funded research,
commercial compary, etr) and with varying timelines {(i.e. what's feasible ¥ a test
becomes available in 6 months, 12 months, etc), [Paper]

Aotion T{1y EQRNBS o prepare a paper on the impact of false test resulis (both
false positive and false negative) on blood donorirecipient using a range of fikely test
sensitivities/specificities to help inform Actions 4 {criteria for Annex A listing) and §
{minimal functional requiremernts), [Paper]

Action B(1): NBS to explain the role/iming of involvement of the Kit Evaluation
Group, [Paper}

Action 9(1}: DH R&D to consider future need for epidemiplogical studies in large
cohort,

Action 10(1): OH R&AD to raise at the Joint Funders Group whether axperiments
have been of need to be set up 10 provide serig bleeds from TSE-infected animals
that could be used in svaluating a vCJID blood "screening’ test

Action 11{1): MDA to work up a paper covering these and related issues discussed
by the subgroup as the basis for seeking ministerial agreement for the UK to propose
amending Annex H List A of the VD Directive, [Paper]

Action 12(1)1: NBS {n collaboration with other UK blood services) to consider
possible specimens and sources (including currently discarded plasma and white
cells removed by leucodepistion, components nearing the end of their natural shelf-
life and other sasily sampled body fluids) and mateh specimen requirements {o
likely/promising assay platforrms, [Paper]

Action 1301); NBS o conduct a risk agsessment, in consultation with the Health and Safety
Executive. including consideration of derogations from full containment Level 3 that may be
accepiable for test evaluation work.

Action 14{1): Secretariat, SNBTS and NBS 10 seek feedback from colleagues asttending or
presenting at the Canadian consensus conference to report back at the nest meeting.

10
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Using anonymised versus named samples for vCJD testing: ethica) issues
John Ssunders

Commitlee for ethical issues in madicine, Royad College of Physicians; chairman,

MREC for Wales; feliow, Centre for Philosophy & Health Care, University of Wales,

Swanses
Assumpiions 1
= Unknown prevalence
= Linknown specificity/sensitivity d.e. false +ve, -ve), prediclivs value
« Unknown transmissibility
« Unknown significance of true +ve
» P unknown best cosis
Assumptions 2
« +ve test = risk of (untreatable) vCJD (mplication for donod)

» Disease transmitted by transfusion Gmplication for reciplent)

« Costs nol prohibitive (mplication for soclety)
Moral condiions as threshold standards (1}
« 1. Humaneness: based on principles of sutonomy & hurran dignity.

Public policy gowl & means must respect dignity, autonoimy & privacy.
Burden on poliny makers to justify infringement.

Moral conditions as threshold standards {2)

» 2. Propurtionality: based on well-being & non-madeficence

H farmn unavoidable, not only must policy benefit justify foresest hanm, but the
policy means should represent the least restrictive batm of lagt resort

Muorat condifions as threshold standards (3)

» 3. Efficacy: based on principle of well-being.

Policies must be capable of achieving thelr stated ends of public benelt, (Dont
adopt the policy unless it works).

Moral conditions as threshold standards (4)

« 4. Non-discrimination; based on pringiple of justice

Policies that separate out parsons by considerations not relevant 1o the policy lssue
are unjustified,

Murat conditions as threshold standards (5)

= 5. Feasibility: based on principles of soclal solidarity & well-bsing

Public policies must be practicable & adaptable to cicumstances, sulture, altitudes
& tradiions Le, mustn't underming the socialfcutursl order
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Unlinked anonymous Testing; sxperience with Dol prograrams for HIV 1988

« 1. Awarensese <50% everywhere (Wales 41%, SW England 21%)

» 2. 26% disagreed with unfinked anonymous testing

« % Almost twice the disagreement if unaware of policy (31 v. 17%)

» 4. Testing for other 'usually fatal dissases gave similar resulls
Kessal ef af, BMJ 2000;320:90-%

Patient consent preferances in research

» 123 patiants: 17 interviewed, 108 surveyed

« 8% opt out, 74% opt in

« 87% wanted specific information

« Mo distinction between identifiable & anonymous information

Willison et al. BMMJ 200332837358

pro-consent

« irdfringes autonomy

» Need to know result {thersfore shouldret anonymise)

Patient is being asked to refinguish the oppariunity to learn the result & should
know bensfils & burdens

Hence failure of duly of care.
pro-consent 7

Since not sware of being tested & no consent given, 1o inform would be a
patsrnalistio assumplion that the professions! knows best

= Krnowing there is an unidentifiahle person with a positive test does not invade that
person’s privacy or digeity; nor can thare be g duly of core I somsone unkaowh,

« “Unlinked {anonymised) seroprevalence surveillance programmes comprise
research studies designed to inform policy & practics,,. they are not sereening for
the purposses of individuals”

(A Pinching

Reasons for testing

« Epidemivlogy of vOJ (= ressarch)

« Protect blood redplents (= therapyy

» Anonymous undinked testing is not a means for the diagnosis of vCJD
« A voluntary nemed testing programne is nesded for this,
= in principle, the dwo could co-exist

| ]
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17 ) Why not consent?
+ Risk of introducing bias into researsh
» Risk of psychological, social harm
+ Losts
« Difficully of contacting participants {(stored samples or records)
Exceplion to consent?
i
= apidemiologicst research and
possible long tern benefits and
» gonsent not practical and
» i implications for the patient,
then

,,,
7k
C

*

roral balance fvours RECs having discretion to approve ressarch & journals o
publish,

97 From 1988-2000, 0.55% of patients attending GU clinics & 1 in 1000 pregnart
worren refused tesls by anonymous unlinked techricue; 8-7.5% of drug users.
» Should patients be able to opt out of their tissue being used in public hesith
surveys employing the unlinked anonymous technique?
Human Bodies, Muman Choloes, 2003, gk
207} Public versus pivale
» Dty of idividuals 1o protect the public good & contribute o it

{ray infringe freedom e.g, public health legislation, compulsory educstion,
congeiption) fres riding is unfair

« Dty of others o respect autonormy

Sacrifice of sither principle lesds o ham
7Y But.
if we are interested in more than basic epidemiclogical data {e.g. follow up of
donorg), then linkage Is essenfial;, and with Inkage, comes consent. The patient is
identifiable & o duly of care can plausibly be said to exist,
223 lnsummary...
« {13z busito inform & consant whenever practicable.
» Nolices (elc) are worthwehile bt not adequats.
» Anonymous undinked studies are soceptable in research studies whars oonsent is
irmpracticad,
« Naymed testing with consent could co-exish: & Is necessary for inked studies.
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Declaration of Interest

1. Al those taking part in the Commitiee have been asked to complete declarations of
interast. These should be submitted to the Searetariat sither before or at the first
meeting using the attached form. Declarations may be made available for serutiny
and may be discussad by the Commitiee,

2. The kinds of interest that should be declared are as follows:

«  Close links with, or an interest In, proposals where the institution thet the
individual is associated with {e.g. their university) stands to gain {e.q. research
funding) from a decision, '

«  Commercial or financial interest in any matter under consideration.

s Parsonal or family interest.

«  Involvement in litigation relevant to the business of the committee,

3. A member may declare a previously undisclosed interest to the secrstariat or
chalrman at any tims - and should do so - once they recognise there is a potential for
conflict {or for a perception there could be a conflict). It can be worth & member
reminding the commitiee during the course of its business that he or she has a
particular interest relevant to a specific item of business. |t may be appropriate to
absent themselves for that discussion or mesting.

Confidentiality

4. The Government is committed to openness in its processes and Key decisions.
However, the deltberations of committess are themselyves confidential, o allow free
and frank expression of opinions, to protect the confidence of referses and
individuals, and to avoid premature disclosure of intentions.  In addiion, information
may be provided to committeas with an expeciation that it is not revealed to third
parties.

5. Nevertheless, i can be desirable and advantageous for commitiee members 1o
consull with individuals outside the committes and with their broadsr constitusncies.
The chainman, sesretariat and mambers have & responsibility to clarify the balance
hetween disclosure and confidentiality that members have, ensuring that this is
consistant with the general principles of the Code, and must respect this balance in
spirit and in practice,

& The Chairman and the supporting Secretariat are responsible for communicating the
recommendations and advice of the committes.

Freedom of information

7. Under the Freedom of information Act members of the public, MPs etc may ask fo
s8& any papers considered by the Group and the minutes of the meelings. Therefora
in the official minutes commeants will not be attributed o named individuals, and for
clarity, a separate named action list will be ciroulated,
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MName:

Please complete the declaration of ALL interest that may be perceived as
potentially or actually a conflict of interest. Brief descriptions will suffice — we can
seek further information from you if reguired.

1. About vou:

What interests have you relevant o the cammittee of a financial, lobby/political, research

funding, that may be relevant? Do you or your organisation receive remuneration from
these activilies?

2. About your organisation:
Vvhat relevant interests has your university department, or the charity or other
organisation which employs you, or for whom you work for a significant proportion of

your time? Have any close colleagues strong interests in the decisions made by the
Committea?

3. Other relevant interests you would like to deciare

This information will be avallable on request to any bona fide enquires.

Thank you for your halp.

SN L e, Date......... ...
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