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' The London Multi-Centre Research Ethics Camitt
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s Central Middiesex Hospital

Co - ; Acton Lane
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Tel: 020 8453 2336

Professor Christing Lee ) _ , Fax: 020 8981 0012
Email loulss.cox@i GRO-C

Director i
Haemophilia Centre & Haemostasis Unit '

Royal Free Hospital

Pond Street

London  NW32QG

Dear Professor Lee

Application reference pumbern: MREC/01/2/11
Title: Surveillance of new variant CJD ~ UKHCDO

The Chairman of the London Multicentre Research Ethics Committee has considered the
amendments submitted in response to the Committee’s earlier review of your application on 28"
March 2001 as set out in our letter dated 3™ April 2001, The documents approved were as

follows:

Letter from Professor Lee {dated 4" July 2001}
Letter from Professor Lee (dated 14" March 2001)
MREC Application Form (dated 29" December 2000)
Protocol . (dated 29" December 2000)

Patient Information Sheet from the UK Haemophilia Doctors Organisation
(dated 4" July 2001)

Consent Form for Prospective Analysis of Pathological Specimen
. (Version 3, dated 4" July 2001)
Consent Form for Children for Prospective Analysis of Pathological Specimen
(Version 1, dated 4" July 2001)
Consent Form for Retrospective Analysis of Pathological Specimen
(Version I, dated December 2000}
Consent for Storage of Blood for Future Analysis {Version 1, dated December 2000)
Consent for Prospective analysis of Pathological Specimen
Version 1, dated December 2060)
Letter 1o GF (Version 1, dated December 2008)
Protocol for the Management of the UKHCDO Database
‘ (Draft, dated 20" December 1995
Information regarding Haemophilia Centres
(Journal of the Royal College of Physicians of London November / December 1957 Vol. 31,
No. 6 pp.642)
Standard Operating Procedures for the UKHCDO Database (dated 6" April 2000)
Principal Researcher’s Curricidum Vitae (dated 27" December 2000

The Central Gifice for Research Erthics Committees is responsible for the
amerstional management of Multi-centrs Research Ethics Commitiees
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The Chairman, acting under delegated authority, is satisfied that these accord with the decision of
the Committee and has agreed that there is no objection on ethical grounds to the proposed study.
f am, therefore, happy to give you our approval on the understanding that you will follow the
conditions of the approval set out below. The project must be started within three years of the
date on which MREC approval is given,

While undertaking the feview of your application the MREC noted the research involves the
establishment of a new disease or patient database for research purposes / the use of an existing
database collected for previous research or other purposes with subsequent patient contact patient.
For this reason you are asked to read carefully the sections concerning LREC involvement
and local NHS management set out below as there are specific requirement involved when
undertaking such research.

MREC Conditions of Approval

e No research procedures are undertaken until the appropriate local research ethics committeas
is informed of the research including the name of the local clinician involved.

e The local clinician must inform hissher NHS organisation of their co-operation in the research
project.

o The protocol approved by the MREC is followed and any changes to the protoco!l are
undertaken only after MREC approval.

» If projects are approved before funding is received, the MREC must see, and approve, any
major changes made by the funding body. The MREC would expect to see a copy of the final

guestionnaire before it is used.

e You must promptly inform the MREC oft

0] any changes that increase the risk to subjects and/or affect significantly the conduct of
the research;
(i) any new information that may affect adversely the safety or welfare of the subjects or

the conduct of the trial.

s You must complete and return to the MREC the annual review form that will be sent to you
once a year, and the final report form when your research is completed.
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LREC involvement

When undertaking the review of your project the MREC observed that there is/ limited patient contact
involving the performance of a technical procedures or additional data collection as described in the
MREC approved protocol/ initial contact by a local clinician for purposes of recruitment. It is felt that
these tasks appear well within his/her routine professional competence and adequate facilities for such
procedure are available as part of his/her normal professional practice.

For this reason you are asked to only inform the appropriate LREC of the project by sending a copy of
this letter and also giving the name and contact details of the local elinician involved and what
procedures will be undertaken by this person. If {unusually) the LREC has any reason to doubt that
the local clinician is competent to carry out the tasks required, it will inform the clinician and the
MREC that gave ethical approval giving full reasons. '

When such tasks are performed by centrally based researchers it should be assumed that the MREC
has reviewed their competence to undertake the tasks and it is not necessary to inform the LREC of the
contact details but only that the research will take place.

You are not required to wait for confirmation from the LREC before starting your research.

Focal WHS Management

The local clinician must inform his/her NHS organisation of their co-operation in the research
project and the nature of their involvement. Care should be taken to ensure with the NHS
organisation that local indemnity arrangements are adequate.

Legal and Regulatory Requirements

It remains your responsibifity to ensurs in the subsequent collection, storage or use of data or
research sample you are not contravening the legal or regulatory requirements of any part of the
UK in which the research material is collected, stored or used. 1f data is transferred cutside the
UK you should be aware of the requirements of the Data Protection Act 1998,
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ICH GCP Compliance

The MRECs are fully compliant with the International Conference on Harmonisation/Good
Clinical Practice {CH GCP) Guidelines for the Conduct of Trials Invelving the Participation of
Human Subjects as they relate to the responsibilities, composition, function, operations and
records of an Independent Ethics Committee/Independent Review Board. To this end it
undertakes to adhere as far as is consistent with its Constitution, to the relevant clauses of the ICH
Harmonised Tripartite Guideline for Good Clinical Practice, adopted by the Commission of the
European Union on 17 January 1997, The Standing Orders and a Statement of Compliance wera
included on the computer disk containing the guidelines and application form and are available on

request or on the Internet at hitp://dspace dial pipex.com/mrec .

Yours sincerely

GRO-C

Louise Cox
Administrator
e 1 ondon Multicentre Research Ethics Commitiee

s
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United Kingdom Haemophilia Centre Doctors' Organisation

UKHCDO/DOH vOJD SURVEILLANCE Appendix [1
Notification of Patients whe have received at risk products

Send to: Ms Lynne Dewhurst, UKHCDO National Haemophilia Database Co-ordinator,
University Department of Haematology, Manchester Royal Infirmary,
Oxford Road, Manchester M13 9WL.
Tel:| _GROC _ }Faxi _ GROC |

NOTES: 1. THIS FORM SHOULD BE COMPLETED REGARDLESS OF
WHETHER PATIENT HAS BEEN INFORMED.
2. THIS INFORMATION IS STRICTLY CONFIDENTIAL AND WILL
HE STORED ANONYMOUSLY.
3. PLEASE COMPLETE AS FULLY AS POSSIBLE
UKHCDO National Registration Number of Patient: ...

Date of Birtht L

Total Quantity Used {of each batch): ...

Number of Treatment Episodes:. ...

History of: (please fill in as appropriate or mark X if no history)

1o NeuroSUTZery: ....oiiiviiiii e et Dater ...
2. Tonstllectomy: . ..o Date: ...
30 Appendicectomy ... Dater ...
4. Treatment with Growth Hormone: ... Dater ...
Any other information: ...
D! e

A copy of this form should be filed in the patient’s notes

CMUKHCDO/DOH 28/0372003
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United Kingdom Haemophilia Centre Doctors’ Organisation

v JID General Information Sheet Appendix 11}

Recently there has been a lot of media interest surrounding vCID, which has led to conflicting and
confusing facts and information being given.

The aim of this information sheet is to explain what we know about this disease, and, in particular,
whether it is possible that it can be transmitted by blood or plasma products.

What is vCJD?

Variant Crentzfeldt-Jakob disease is a rare and fatal human neurodegenerative condition. Like
Creutzfeldt-Jakob disease {(CJD), vCID is classified as a transmissible spongiform encephalopathy
(TSE) because of characteristic spongy changes in the brain and its ability to be transmitted. TSEs are
also known as prion diseases. vCID is a new form of prion disease which was first described in 1996.
Before the identification of vCID, CID was recognised to exist in only three forms. The first, known as
‘%poradic’ has an unknown cause and accounts for around %0% of CJD cases. The second form is
called ‘fatrogenic’ and results from the accidental transmission of the causative agent via contaminated
surgical equipment, various brain or eye operations or growth hormone injections. The remaining cases
are inherited.

What causes vOID?

vCID is strongly linked with exposure to the Bovine Spongiform Encephalopathy (BSE) agent. BSE is
a TSE affecting cattle and was first reported in the UK in 1986. An epidemic followed but the number
of cases of BSE has gradually fallen since 1992, It is not clear exactly how BSE originated, nor how m
wag spread amongst cattle. BSE has since been reported in other countries.

How is it transmitted?

It is most likely that the spread from cattle to humans was by food and although consuming particular
meat products (e.g. hamburgers, sausages) has been suggested, there is, at present, no definitive
gvidence that eating any particular foodstuffs increases the chances of getting vCID. We therefore do
not know exactly how humans became infected with BSE.

1s vCJD a virus similar to, for example, hepatitis?
No. The exact nature of the infectious agent causing vCJID is not known and this has made detection of
it (e.g. by blood testing) very difficult,

How many people have been diagnosed with vCJD?

Since 1996, 129 cases of vCID have been diagnosed in the UK, 1 in Ireland and six in France to date.

Although the BSE epidemic in the UK is now under control, it is not known either how many humans

may have been affected or the time delay before symptoms of vCJD develop (incubation period). All

these unknown factors make it extremely difficult to predict how many more people will develop
- vCID,

Who gets vCJD?

So far, the majority of cases have been diagnosed in young adults, with an average age of 26 years. The
reasons for this are not clear. There iz no difference betwesn the sexes. The number of cases in the
north of the UK is higher than the south; it is not known why this is. No clear dietary link has been
established. All of the vCID cases diagnosed so far have bsen found to have part of a particular gene in
common; however it is likely that this gene (which is found in one quarter to one third of the
population), merely speeds up the time bebween acquiring the infection and developing symptoms of

UKHCTENDOHCM : ' i
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- vCID (incubation period). Experts do not feel that testing individuails for this gene type would be
helpful,
It is likely that a combiration of factors, at present unknown, put particular individuals at increased risk
of developing vCID.

What are the symptoms of vCJD?

There are several symptoms common to vCJD patients. These include rather vague initial symptoms of
depression, confusion and personality and behavioral changes. As the disease advances the patient
experiences a rapidly progressing dementia and uncontrolled Jerking movements known as myoclonus,
Problems develop with language, sight, muscle weakness and co-ordination, The patient becomes rigid
and in the final stages of disease loses all mental and physical functions, The duration of vCID from the
onset of symptoms to death is, on average one year.

How is vCID diagnosed?

v(CJD has been found in the tonsils and in the brain and conflrming a diagnosis requires taking small
samples of one of these tissues. A variety of other investigations, such as lumbar puncture, brain
scanning (MRI) and looking at the pattern of brain waves (EEG), may assist in making the diagnosis.

Can vCJID be transmitted by blood or plasma product transfusions?

There is no evidence that the classical (sporadic) form of CJD is transmitted by blood or bleod product
transfusions. However, because vCJID is a relatively ‘new’ disease, insufficient information has been
collected to be absolutely certain about such transmission. Some experiments have shown that vCiD
can affect some of the cells of the immune system which are found in blood (special types of white
blood cells). This has led to various safety measures (see below) being taken as a precaution against
any possible spread by blood. Reassuringly, patienis with vCJD have not received more blood
transfusions than people without vCJID. :

Concern has heightened recently that the risk may be more than theoretical following the discovery of
BSE in a sheep that had received a blood transfusion from another sheep who had been fed cow brain
infected with BSE. (see diagram) The sheep from whom the blood was taken {sheep A) went on to
develop BSE later, but had shown no signs of disease at the time the blood was taken for transfusion.
This tells us that, even though the sheep was incubating the disease and had no symptoms or signs of
disease, it was still able to pass on the disease via a blood transfusion. We have no evidence as yet that
the same thing happens in humans who are incubating vCID, '

1. Sheep A fed BSE brain

2. Several months later, blood taken
and transfused to sheep R

3. Sheep B develops BSE

4. One year after the blood transfusion, sheep A also develops disease

Tk

UEHC ORI M
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 Clotting factor concentrates are prepared from the pooled plasma of several thousand blood donations
and experiments have shown that the process by which the clotting factor is made (fractionation)
reduces any possible infectivity to virtually zero. Thus, even if it were shown that vCID could be
transmitted by blood, the risk of it being transmitted by clotting factors would be small, Furthermore,
many donations go into each plasma pool to make the clotting factors and therefore it is also possible
that any infected plasma donation would be diluted significantly, thus reducing the risk of transmission.
There have been no cases of vCID in patients with haemophilia.

In summary, there is no evidence that blood or plasma products transmit vCJID in bumans, but,
because some risks exist, both theoretical and from the sheep experiments, measures have been
taken to further improve safety.

What measures have been taken to improve the safety of clotting mncemtrates

1. Since 1998, all plasma used to make clotting factors in the UK has been imported from the USA
where there have been no cases of BSE or vCID; Scotland also imports some plasma from
Germany.

2. Recombinant clotting factors are to be preferred to plasma derived concentrates. In the UK, since
1997, all haemophilic patients under the age of 16 have received recombinant products. This
provision has recently been extended to adult patients in Scotland and Wales, but not yet England
and Northern Ireland

3. All blood and blood products in the UK are now specially filtered to reduce the numbers of cells in
the blood that may be implicated in the transmission of vCID. This filtering process is called
leucodepletion.

And in monitoring patients with haemophilia?

There have been three BPL recalls and one SNBTS recall of blood product batches to date. This was a
precautionary measure taken when it was found that one of the donors of the plasma pool had later
developed vCID. At the time of the recalls, the batches had past their expiry date, so the vast majority
of these clotting factors would have already been given to patients.

As new cases of vCID are diagnosed, it is possible that further recalls will occur if the patient has
previously donated blood, It is very important that surveillance of haemophilic patients, including those
who have received such batches, takes place. This will provide vital information which will help us
understand more about the safety of plasma products.

A confidential database, which runs alongside the UK National Hacmoph;hd Database in Manchester,

has been set up for this purpose by the Department of Health in conjunction with the United Kingdom
Haemophilia Centre Doctor's Organisation (UKHCDO). Information is anonymous and this exercise is
being undertaken solely for monitoring and observational purposes.

Is there a bloed test available to detect vCID?
Not yet. Scientists are working very hard trying to develop some form of test which could detect vCID,
but it is unlikely that this will be available in the near future.

Is there a freatment or cure for vCJID?
No. Many drugs are being looked at, but at present, there is no treatment or cure,

How would I know if [ had vCJD?

MNobody knows what the risks are of acquiring vCJD and we have no idea how many people are

incubating the disease. Because no test is currently available, we have no way of finding out who has

vCID before clinical symptoms develop, Given that the incubation period may be very long, even ifa
- test showed that an individual was lrmubatang the disease, it may not be possible to tell when, if at all,

symptoms may develop.

UKBODOMCHICN
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{1 have received clotting factor from one of the recalled batches, am I at risk of ‘carrying’ vCJD
and therefore passing it on to others?

Because of the theoretical risks of vCID transmission by blood and blood products, the question arises
of risk of transmission to others. Particular procedures or operations such as having tonsils removed
may put patients being operated on the same list at risk. The size of risk is totally unknown and at
present it is not clear what should be done in such circumstances. The surgeon performing the
procedure should be made aware and discuss the specific case with the doctor who is responsible for
the care of the haemophilic patient.

FURTHER INFORMATIONRN
www . cidfoundation.ory
wwvw . cid.ed.ac.uk

Dr Carolyn Millar

Clinical Co-ordinator
UKHCDO/DOH vCID Surveillance
January 2003

UKHCDODOHM
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UKHCDO/BOH vCID SURVEILLANCE Appendix V

Notification of Negative Results of Investications in Suspected Cases of vOJD

The following patient ™ . ... ... ydate of birth: ...

has been investigated for vCJID) and all results have been negative.
{* UKHCDO National Registration Number}

The investigations performed were as foliows:

The patient had/had not received implicated batches of factor concentrate.
If the answer to the above is 'ves', please indicate batch number helow:

Year of Recall Product Mame Bateh Number Date of Issue
1997 FPactor VIII Y FHB 4419 fOR/GS-14/09/95
Factor VIII 8Y FHB 4547 6/12/96-20/01/97
Replenate FHE 4548 28/10/96-22/11/96
2060 Factor VII 8Y FHB 4396 13/05197-13/08/97
Replenate FHD 43579 B/03/97-15/07/98
Feplenate FHE 4538 L/0%/96-8/10/95
Replenate FHE 4579 25/02/97-8/01/98
Replenate FHF 4577 10/02/97-20/03/97
Replenine-VF FIM 4596 A0/04/97-19/05/97
1987-198¢9
SNBTS recall Factor VIII 28 0301-70320
(0304-70510
Factor IX DEFIX 350270210
3506-70230
Signedi L
BB e {(BLOCK CAPITALS)
B 1 T

Send to: Ms Lynne Dewhurst, UKHCDO National Haemophilia Database Co-ordinator,
University Department of Haematology, Manchester Royal Infirmary,
Oxford Road, Manchester M13 9WL.

CMATKECDO/DOH : 20/03/2003
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United Kingdom Haemophilia Centre Doctors Organisation

UKHCDO/DOH vCJD SURVEILLANCE Appendix VI
Version 3:4/07/01

CONSENT FORM

FOR PROSPECTIVE ANALYSIS OF PATHOLOGICAL SPECIMEN

‘There have been concerns that blood and/er blood products might be capable of transmitting variant
Creutzfeldt-Jakob disease (vCJD), the human form of BSE, to humans. However, at the present time there
is no evidence that blood products ean transmit vCJD and world wide there have been no cases of vOJID in
individuals with haemophilia. The Department of Health has considered it important te manage
prospective and retrospective surveillance in haemophilic patients within the UK and have provided
funding for that purpose. This surveillance is to be co-ordinated through the UK Haemophilia Centre
Doctors’ Organization (UKHCDO), which already holds a Confidential National Haemophilia Database
and information about this is enclosed. Specimens would be sent to the specialised laboratory of the
National Creutzfeldi-Jakob Disease Surveillance Unit in Edinburgh and any results obtained would be
given to you in person by vour own haemophilia doctor.

We would like to request your permission to send a specimen of your/your child's

to be removed at operation, to Edinburgh for analysis for vCJD.

Fagree for a specimer of my/my ehild’s...............

to be sent for analysis at the National Creutzfelde-Jakob Disease Surveillance in Edinburgh,
Fwould! would not want to be informed of the result,

Signed Dater .

NAITE Lo (PLEASE PRINT)

To be filed in patient’s notes

Chairman: 135 eiartinent of Chiniead & Labowsgory Haviatalgy, The Meminghmn Childress Hispitad Sruathoien L,
B d
"

GRO-C i

YVice Chalrman: Dv ¢ R M o, University Comniment of Haematoluwy, 8lancieaar Bosnt Dutbranury, Ouford Posd, Sanchesser, 31100

Teli GRO-C i ¥axi GRO-C | Bmaii GRO-C }

Treasuren £3

JHdEiment ¢
s i

raiy Hosnial Soeon’ dedicuf Cente, Mutiinglham. ST AR

GRO-C i

Becratary: wvad Maschestze Dhildren'y i“fia;:r:it;ai; Pendluburs Neo Manchester, 327 1H 4

z‘fifi GRO-C i

Bugistered Uharny Nob JRIH606
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UKHCDO/DOH vCID SURVEILLANCE Appendix VII

Version §:12/00

LETTERTO GP

Diear Dr

There have been concerns that blood and/or blood preducts might be capable of
transmitting Creutzfeldt-Jakob disease, although no epidemiological evidence for this
exists in the United Kingdom, In 1996, the CID Surveillance Unit in Edinburgh described
a new variant form of CJD (vCID) in a series of 10 patients with clinical and
neuropathological features which were unusual for classical sporadic CJD.

In 1998 in the UK there were 4979 patients with haemophilia A, 1099 patients with
haemophilia B and 5259 patients with von Willebrand’s disease registered at the United
Kingdom Haemophilia Centre Doctors  Organisation (UKHCDO) database in
Manchester. Many of these individuals will have received treatment with blood products,
including clotting factor toncentrates and therefore, may be at risk of infection with CJD
or vCID. A confidential database hag been set up in order to manage both prospective and
retiospective surveillance in these patients.

Your Paient............oooooooio has agreed
today to have specimens sent to the National CID Surveillance Unit in Edinburgh for
analysis under the direction of Professor James W, Ironside, Reader in Pathology.

Yours sincerely

CMAUKHCDO/DOH . 2070372003
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United Kingdom Haemophilia Centre Doctors Organisation

UKHCDO/DOH vCJD SURVEILLANCE Appendix VIII

DECLINE of CONSENT

FOR PROSPECTIVE ANALYSIS OF PATHOLOGICAL SPECIMEN

There have been concerns that blood and/or blood products might be capable of transmitting variant
Creutzfeldt-Jakob disease (vCJID), the human form of BSE, to humans. However, at the present time there
is no evidence that blood products can transmit vCJID and world wide there have been no cases of vOJID in
individuals with haemophilia. The Department of Health has considered it important to manage
prospective and retrospective surveillance in haemephilic patients within the UK and have provided
funding for that purpese. This surveillance is to be co-ordinated through the UK Haemophilia Centre
Doctors’ Organization (UKHCDO) which already bolds a Confidential National Haemophilia Database
and information about this in enclosed.

It is understood that you are undergoing a surgical or diagnostic procedure, but DO NOT wish the tissue
biopsies to be examined for vCJID.

L decline to give consent for the analysis of. ... biopsy specimen for |
vCID.

Tunderstand that this form is fully confidential and for monitorin g and observational purposes only.

SIGRed: Bate: ...

Send to: Ms Lynne Dewhurst
UKHCDO National Haemophilia Database Co-ordinator
University Department of Haematology
Manchester Royal Infirmary
Oxford Road
Manchester
MI13 9WL

Chairman e FOHMHE D nsent of Clisieal & Laboeastnres Howmatedger, The Bremingham Childeen's Heapizal, Steethouse Daae
Birmi
Pei

GRO-C

Yiew Chalrman: v R M Huy, Fin s Deparunent of Has
: 3 '

Telt  GRO-C__ #Faxii  GRO-C 1 ¥aiail: chs

ot Badivemaey, Oxford Bl Minmhwascer, $113 B

Praasurer: ndical] Contee, XNattinpham, SO7 20H

Secretary: D BT Stevens, Thy spital, Pendleburs Mo Muncheszer, M7 1HA

"!ksiig GRO-C | &%

Begistered Cloavity Xo! {3506

WITN3289143_0013



United Kingdom Haemophilia Centre Doctors' Organisation

UKHCDO/DOH vCID SURVEILLANCE Appendix IX
Version 2:5/02/03

CONSENT FROM NEXT-OF-KIN

FORRESULTS OF POSTMORTEM EXAMINATION
{to be completed in addition to standard hospital pest-mortem form)

There have been concerns that blood and/or bleod products might be capable of transmitting variant
Creutefeldt-Jakob disease (vCID), the human form of BSE, to humans. However, at the present time there
is no evidence that blood products can transmit vOJIT and world wide there have been no cases of vOID in
individuals with haemophilia. The Department of Health has considered it important to manage
prospective and retrospective surveillanee in haemophilic patients within the UK and has provided
funding for that purpese. This surveillance is to be co-ordinated through the UK Haemophilia Centre
Doctors® Organization (UKHCDO), which already holds a Confidential National Haemophilia Database
and information about this in enclosed.

You have agreed to a postmortern examination to be performed on

As part of this, samples will be sent to the National Creutzfeldt-Takob Disease Surveillance in Edinburgh where
they will be examined for evidence of v

The results of the postmorterm will be avatlable to you.

It s, however, your decision as to whether you wish 1o be informed specifically of the results of the tests for
vCIiln

I dofdo not wish to be informed of the result of the tests for vOID

To be filed in patient's notes

Chairman:

Beparimeat ot Clonenl & Lathartoes Huamatadgy, T Birminghae Chiidears Huspita] Sresthiouse bane

GRO-C i

Vies Chairman: Bevrer Roval Dnfirasary, Oxsford Rerad, Mavwhoster, 313 9347,
)

_____ GROC i

Treasurey: rtnent of Haematoley, University Haspital, Queow Cuntee, Nottinghaow, NOT 2071

‘ e Fusil G S Bt geery dotongd ™

Secretary: e B F Srevens Deparrment of H;;smi-’-f;n)ug_y,; Rovad Maochester Chitdren's Hospitul, Poadlebury N, Mapehanzer, 3027 1HA
4 i

"1__GROC_ _ikmat: Rishird Beovenas]
i

Rogistered Chaviny 2o 1309605
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United Kingdom Haemophilia Centre Doctors' Organisation

UKHCDOG/DOH vCJID SURVEILLANCE Appendix X
Version 1:12/00

CONSENT FORM

FOR RETROSPECTIVE ANALYSIS OF PATHOLOGICAL SPECIMEN

?

There have been concerns that blood and/or blood products might be capable of transmitting
variant Creutzfeldt-Jakob disease {(vCJID), the human form of BSE, to humans. However, at the
present time there is no evidence that blood products can transmit vCJID and world wide there
have been no cases of vCJID in individuals with baemophilia. The Department of Health has
considered it important to manage prospective and retrospective surveillance in haemophilic
patients within the UK and have provided funding for that purpose.

This surveillance is co-ordinated through the UK Haemophilia Centre Doctors’ Organization
(UKHCDO). The specialised laboratory services of the National Creutzfeldt-Jakob Disease
Surveillance unit in Edinburgh will be used to investigate specimens.

We would fike to request your permission to send a specimen of your/your child’s: P
............................................................... which was removed at operation on
.............................................................. . 1o Edinburgh for analysis for viIOID,

Lagree for a specimen of my/my child’s..........

ta be sent for analysis at the National Creutzfeldt-Jakob Disease Surveillance in Edinburgh.

Fwouldd would not want to be informed of the result,

SRl L Dater

To be filed in patient’s notes

Shairman: De #1430 MO, Deparnasnz of Cliniont & Lidseritory Havmarsugy, The Tirsingham Childven's Huspital, Sresthoue Lan,
Birninghao, B16KH
T2i7 GRO-C_ ¥axi  GRO-C_ !Fmai

{0 frank bifld GRO-C i

Yiee Chaleman: e C 8 M Hae Dnive b infiraiaey, Duford Rund, Manchester, 318350
)

tet T TGRO-C )

Troasurer: sdiond Quntew, Mottmgham, SGT2UH

Becretary:
Hegssteved Ohavine Nob iN0%a0G
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NHS:
The London Multi-Centre Research Ethics Committee

The Old Refectory
Central Middiesex Hospital
Acton Lang

25% February 2003 Londan
pw/lc/01-11 MWD TNS

Tel: Q20 8453 2338
Professor Christing Lee Fax: 020 8961 0012
Haemophilia Centre & Haemostasis Unit Emait: louise.coxg___GRO-C "}
Royal Free Hospital '
Pond Street
London NW32Q0

Dear Professor [Lee

Agoplication Reference Number MREC/HHI2/1 '
Title  Surveillance of new variant CID ~ UKHCDO

Dr Carolyn Millar in her email to the London MREC dated 5" February 2003 attached an
amendment relating to the above study.

‘This is to confirm that the London MRECs Execative Sub-Committes (MREC) at its meeting
on Tuesday 25" February 2003, agreed that there is no ohjection on ethical grounds to the
following:

Consent Form for Next-of-Kin {Version 2, dated 5% February 2003)

{ am thercfore happy o give you our approval on the understanding that you will follow the
protocel as agreed.

Copies of the amendment and this approval letter should be sent to the relevant Jocal research
cthics committees for their information.

Yours sincerely

GRO-C

Lowise Cox
Administrator
T | andon Multicenire Research Ethics Commitiee

o

Lo Dr Carolyn Millar, Royal Free Hospital

INLERR e e Aad.

The Central Office for Research Fthics Conmmittess is respansible for the
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SAMPLE LETTER TO LREC Appendix XII

Date:r oo,

Re: MREC /01/2/11

Title: Surveillance of new variant CID-UKHCDO

Dwould like to inform you of our participation in the aforementioned study. This study has full
MREC approval and was approved in accordance with the new guidelines issued by Professor
Terry Stacey in November 2000 for research where there is no local researcher.

Penclose copies of the MREC approval letters dated 10% September 2001 and 25% February 2003

for your information.

Yours sincerely

CMAUKHEDODOH ' 20/03/2007
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