
NHS1 

London MREC 
The Old Refectory 

Central Middlesex Hospital 
Acton Lane 

London 
NW10 7NS 

Telephone: 0208453 2336 
Fax 0208 453 2466 

E-mail: tou e ' .co GRCO- 
10 ' May 2006 :............ ..... ..... .. 

Or Carolyn Millar 
Haemophilia Centre & Haemostas:s Unit 
Royal Free Hospital 
Pond Street 
London NW3 1 SU 

Dear Dr Millar 

Application Reference Number MREC/O1f2111 
Title Surveillance of new variant CJD — t1KHCDO 

Amendment: As detailed In !Notice of Subs unbar Amendment Form dated 1010412006 

The above amendment was reviewed at the meeting of the London Multtcentre Research Ethics 
Committee's Sub-Committee held on 4"' May 2006. 

Ethical opinion 

The members of the Committee present gave a favourable ethical opinion of the amendment on 
the basis described in the notice of amendment form and supporting documentatiar,. 

Approved documents 

The documents reviewed and approved at the meeting were: 

Notice of Substantial Amendment Form (dated 101' April 2006) 
CV for Professor Frank Hill (dated 31"` January 2006) 

Membership of the Committee 

The members of the Ethics Committee who were present at the meeting are listed below: 

Dr Timothy Steiner (Chairman) Reader in Clinical Physiology 
Dr John Keen (Vice Chairman) General Practitioner 

Research governance approval 

All investigators and research collaborators is the NHS should notify the R&D Department for the 
relevant NHS care organisation of this amendment and check whether it affects research 
governance approval of the research. 

The Central Office for Research Ethics Committees is responsible for the 
operational management of Multi<centre Research Ethics Committees 
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NOTICE OF SUBSTANTIAL AMENDMENT 

For use in the case of all research other than clinical tttals of investigational medicinal products 

(CTIMPs). For substantial amendments to CTIMPs, please use the EU-approved notice of 

amendment form (Annex 2 to ENTR/CT1) at l/ r e irgt tacument trnl uldance 

To be completed in typescript by the Chief Investigator in language comprehensible to a lay person 

and submitted to the Research Ethics Committee that gave a favourable opinion of the research ('the 

main REC). in the case of multi-site studies, there is no need to send copies to other RECs unless 

Specifically I quhed by the main REC. 

Further guidance is available at http IAvww.caret. 1. uktrsppticatttslapplylarnenrlments.trtm. 

Department of Clinical & Laboratory Haematology 
Birmingham Children`s Hospital NHS Trust 
Steelhouse Lane 
Birmingham 
B4 6NH 

------GRO-C-----

Full oft . of study: Surveillance of new variant CJ[) -UKHCDO 

London MREC 
P Name of main REC: 

I-----.. . _ —

REC reference number 01/2/11 

€ 1 
Date study commenced: ! March 2002 

Protocol reference (if applicable), Protocol 29112.x2000 
current version and date: 

Notice of amendment (non-CT!MP), version 3.1. Nrnirnher 2005 
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Amendment number and date: l 2"' amendment, 
May 2006 

Type of amendment (indicate all that apply in bold) 

(a) Amendment to information previously given on the REC application fora: 

Yes No 

if yes, please refer to relevant sections of the PEC application in the "summary of 

changes" below. 

(b) Amendment to the protocol 

Yes No 

If yes, please submit J. ther the revised protocol with a new version number and 

date, highlighting changes in bold, grr a document fisting the changes and giving 

both the previous and revised text 

(c) Amendment to the information sheet(s) and consent lorm(s) for participants, 
or to any other 

supporting documentation for the study 

Yes No 

ff yeS, please submit all revised documents with new version numbers 
and dates, 

highlighting new text in bold. 

is this a modified version of an amendment previously notified to the REC and given 

an unfavourable opinion? 

Yes Na 

Summary of changes 

8rrefiy summar7se the mein changes prrsposed in this amendment using language corrrpi henalbte to 
a lay person. Explain the purpose of the changes and their significance for the study. to the case of 

a mod/fled amendment, highlight liar modifications that have been made. 

If the amendment s gn#Ycantly alters the research design or methodology, or could otherwise affect 
the sctsnt#lc value of the study, supporting scientdk information should be given (or enclosed 
separately). Indicate whether or not additional scientific critique has been obtained. 

The original REC application protocol states the following,

`tt Is planned to set up a confidential database in order to manage both prospective and 
retrospective surveillance in these [patients with bleeding disorders who have received 
treatment with blood products and therefore may be at risk of vCJD infection) patients.' At 

the time of both this application and the commencement of the study there had been three 
recalls by Bia Products Laboratory in England and the Scottish National Blood Transfusion 

Notice of amendment (non-C77MP), version 3,1, November 2005 
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Service (1997, 1999 and 2000) of plasma products, including clotting factor concentrates, 
which had contained plasma provided by donors who were subsequently found to have 
vCJD, Therefore the Department of Health funded UK Haemophilia Doctors Organisation 
(UKHCDO) vCJD surveillance study focussed on tracking the recipients of these clotting 
factor concentrates and flagging these individuals on the National Haemophilia Database. 
The patient information leaflet for the National Haemophilia Database from the UKHCDO 
was circulated to all patients registered with bleeding disorders in the UK [enclosed, 
4/0712001 j, and patients could, and still can, voluntarily 'opt out` of being registered on the 
database. 
The situation changed in September 2004 when many further clotting factor batches were 
found to have included plasma derived from donations made by individuals who 
subsequently developed vCJDD. These batches became known as ̀ implicated'. The CJD 
incidents panel examined the potential risks to health from having received Implicated 
plasma products. This risk is on top of the general risk of vCJD to the public from 
consuming beef and beef products that may have been contaminated by the agent causing 
bovine spongiform encephalopathy. Batches of factor Vill and factor IX were found to result 
In a greater than 1% additional potential risk of vCJD. In view of the fact that this possible 
increased risk of vCJD infection could result in a greater risk of secondary onward 
transmission of vCJD, public health precautions were taken by the Health Protection 
Agency (HPA) in England, Wales and Northern Ireland, and the Scottish Centre for Infection 
and Environmental Health (SCEIH), in association with the Department of Health. It was 
considered likely that further cases of vCJD would occur in people who previously donated 
blood and therefore more batches of UK-  sourced plasma products could become Implicated 
in the future. Therefore it was decided that all patients with bleeding disorders who had 
received clotting factors derived from UK-sourced plasma between 1980 and 2001 were 
considered to 

beat-  

-risk' of vCJD for public health purposes. This time period covers the 
time at which BSE was thought to have entered the human food chain to the last possible 
expiry date of any product manufactured In the UK that was sourced from UK donors. 
In the public health exercise of September 2004, all patients with bleeding disorders who 
had been treated with UK -sourced clotting factor concentrates between 1980 and 2001 
were contacted [see enclosed vCJD and Plasma Products - Letter to patients with bleeding 
disorders 20/09/0.4) and informed of their additional potential risk of vCJD. In addition, they 
were offered the option of finding out whether or not they had received batches, which, at 
that time, were known to be implicated. They were informed that their ̀ at-risk status would 
be recorded in the patient's medical notes, both hospital and GP, as well as on the National 
Haemophilia Database [page 43. Patients were given the opportunity to discuss the 
implications of the public health recall exercise and the Patient Reply Sheet that 
accompanied this letter included obtaining written agreement to the recording of this data on 
the National Haemophilia Database. [Patient Reply Sheet]. Enclosed with the patient letter 

was 

patient 

information [vCJD 

and 

Plasma Products - Information 

for Patients 

07/09/04). 

in 

summary, 

the institution 

of 

HPA/Department 

of Health 

public 

heath 

precautions 

in 

patients with bleeding disorders has resulted in a change in the way data is collected for the 
surveillance 

of 

vCJD in these patients. 

other 

relevant 

NoVice 

of 

arrtendment 

(non-CTrMP), 

version 

3. 

f, 

hbvember 

2405 

WITN3289147_0004 



ur'Ut [ULI ZJ:UC !AA. iJ Utt5 

Applicants may indicate any sp tic sthicat issues,1atirg to the amendment, On which Me opinAon 

of the RFC is sought. 

Declaration 

• 1 confirm that the lrrformat€ort In this form is accurate tc the best of my knowledge and £ take full 

responsibility for It 

• 1 consider that it would be reasonable for the proposed amendment to be implemented. 

Signature of Chief investigator: GRO-C ! •• 

Print name. Dr Carolyn M Millar 
_._..............._ ..::.......M

........... 

Date of submission: 13 ' May 2006 ... . ..................... , .............. _ 

Notice of amendment i"non-CT7MP), version 3.1, November 2005 
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Section 3 

SCOPE OF WORK 

I Abstract of the Research 

There have been concerns that blood and/or blood products might be 
capable of transmitting CJD to humans, although no epidemiological evidence for 
this exists in the United Kingdom. In 1996, the GJD Surveillance Unit in Edinburgh 
described a new variant form of CJD (nvCJD) in a series of 10 patients with clinical 
and neuropathological features which were unusual for classical sporadic CJD. In 
1997 in the United Kingdom there were 5,393 patients with haemophilia A, 1,152 
with haemophilia B and 4,512 with von WiPebrand's disease registered at the 
UKHCDO database in Oxford. Many of these individuals will have received 
treatment with blood products, including clotting factor concentrates and therefore, 
may be at risk of infection with CJD or nvCJD. it is planned to set up a confidential 
database, in order to manage both prospective and retrospective surveillance in 
these patients. The study would include: 

1. Notification of clinical case of new variant CJD 
2. Prospective study of tissues taken at operation 
3. Prospective study of post-mortem materiai
4. Retrospective study of post-mortem material 
5_ Retrospective study of tissues taken at operation 
6. Prospective study of stored plasma, serum, leucocytes and DNA. 

2 Policy Relevance of  the Research 

The risk of new variant CJD from transfusion of blood-and blood products is 
unknown.. Patients with haernophilia in the UK have been exposed to plasma-
derived clotting factor products made from many thousands of donations of UK-
derived plasma. It has been predicted that We ultimate numbers of cases of new 
variant CJD in the UK ranges from 75-80.000 and a proportion of these people may 
well be blood donors. Thus surveillance of the haemophilia population in the UK 
over a period of time (to accommodate the long incubation time) offers a unique 
opportunity to establish whether infectivity of new variant CJD occurs by blood 
product infusion. 

WITN 32891 47_0006 
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policy Relevance of the Research:

The risk at new variant CJO Crum transfusion of blood and bt O products is unknown. Patients with httemophliia 

.in the UK have been exposed to plasma-deris'ed clotting factor products made from many thousands of donations 
of UK-  derived plasma. It has been predicted that the ulxirnete numbers of cases of new variant CJD in the UK 
ranges from 75.80,000 and a proportion Of these people may well be blood donors. Thus surveifiance of the 
r.zssnophlia populatler in the UK over a period of iime ilia accommodate the long incubation time) offers a 

opportunity to esfabiistl wttett er lnte tiv ti= of rsw vari rrl CJD occars by blood product infusion. 

d. Proposed glarlfnt date_/ow—t"Aia Proposed durx,ion: Years 1fonths 

T. Zo:z': cost: i 136 52 

GRO-C 
• ' ....... .1 rl'At11r a ofAppiic. ) r! 

9. T have examined thts tender and free that, itatontroct is des AA 4 ih. . 1 ho A,rr;*'A m.t •r...1 t:t' silt 

general supervision. Prefc:sar Ctuluins A Lee .iA SID DSc(Mcd) 

F C? FRCPath 
Prs~fene efiieno{plrr7ss 

GRO-C Uirtn r A t'ansUh r4 tisamalttrr scl 
($i$ "hemophilia - - - - - - •i.,<... .....................,n .. Cent;c &Macmos.araa Lhai 

Royal Frxt Rwylk=I 
Pend Sv«: »...,................>.....> ................................. 

V/. 1 "t 

(\'JlF 

Tt1; j GRO-C t a 
GRO-C 

10. I arts 01at the gradings a-nd Works quoted Ia Mtatriis 
frrneit: ̀  _ C~+itS» 

of co to !'art "ere itias?'cUt ncc teiih the practice 
and scales applying in this Itnirt r5it+firts(itsltiait; And 1h4t any grant awarded uifl be adainistertd by this 
tnitrrsitti fncthut0n ill Iceardwice xith the Deouttnrrnt of He *1* l's Conditl6rts of Ctsoltr:sct. 

--------------

GRO-C i 
:_».__._.__._._._._._._._».__._._-.--...-..__._._._.__.J... .•....••.....• • ,(lein*}1Ce OM401 Qua;ifled to.  ;rake this ststerAeut for 

the Iasittrtion) 
,+ 

w . . (#\'Am* and Address; please print) 
/. Y , r 

,~~_"'.••......... .••........ 

F
..../ 
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.... .........t on!  t
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...... .. +•'• ............................... a.y... 
"
-
,y
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SUMMARY OF PROPOSAL 

Agpl a*ni'a Snrnaraa(s). For:ame(a): Tile: Post(s) held • if not panrianent please indicate tenure 

Lee Christine Ann Professor of Haemophilia 
Director Haemophilia Centre. Royal Free 
Hospital 
Chairman Transfusion Transmitted 
Woritin9 Party UKHCDO 

(PIeasaa ccr»rslete a copy of Appenditi I for all %ppliicants) 

_, Official Address: 
The Hsemophilla Centre,
Royal Free Hospital 
Pond Street
London 
NW? 2OG 

l GRO-C 
_ 

l Telephone ?+lumber. .._._._._._._._._._._._._._._._._; 

3. Title of Project: Surveillance of new variant CJD — U}(HCOO 

4. Abstract of Research: No more than 200 words cati•arirg the following topics. aims of project; research subject 
group; ssmpte size, type and lace.:iaa, methods of te'orkins. 

There have been concerns that blood andlcr blood products might be capabie of transmitting C.iD to 

humans, although no epidemlolagicai evidence for this exists in the United Kingdom. In 1898, the 
CJp surveillance Unit in '#:dinburgh described a new variant form of CJD (nvCJD) in a series of 10 

patients with clinical and neuropaihological features which were unusual for classical sporadic JD. 

in 1997 in Me United Kingdom there were 5,393 patients with haemoph!!ta•A, 1.152 with haemophilia 

8 and 4,612 with von Wiilebrard's disease registered at the UKHCDO database in Oxford. Many of 

these individuals will have received treatment with blood products, Including Ctcttirtg factor 
is concentrates and therefore, may be at risk of infection with CJD or rrrCJ'J, it is planned to §et vp a 

con identlal database, in order to manage both prospective and retrospective surveillance in these 

patients. The study would include: 

1 Notification of clinical case of new variant CJD. 
2 Prospective study of tissues taken at operation. 
3 Prospective study of postmortem material 
4 Retrospective study of postmortem material. 
5 Retrospective study of tissues taken at Operation. 
$ Prospective study of stored plasma, serum, leucocytes and DNA. 

Feni 

.--„ <.. 
..rrw....s~cs~ r9.. "'y~'

X ls;1! ...~.~.,. -LG... ..........a!
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-II. DETAILS OF PROPOSED RESEARCH._.. _-

Udtailed pulling of pr4pos4d fete,arch 1 c note auachdd fcr hurtl:cr details). 

Surveillance of new variant CJD— UKHCDO, 

We are seeking f.nding to estop;ish a cor?fldential database ir order to manage prospective and possible retrospective survei.larwe for new variant CJD is patients with haemoptalia, who have been treated with clottinr;factor concentrates. it is envisaged that .his would be meraged by en administrator and would use the specialised taboratory services of Or James itonsids, $e' or Lecturer In Pethoio9y at the National CJD Strrveiltance Unit. in Edinburgh. There would be c cse co.o; i~atipr, with the UKHCOO through the Chairman of the .anst.rsion Transmitted infections Working Party of the exec°.rove Committee and the Secretariat. Advice regarding athicstw;sent would be g van by Prclecsor Doris a::f:e Royal London Nospifat, who has previously advised UKHCDQ. 

Clinical cages of now variant CJD 

descrfp;:0", Of the clinical Condition has already tear circulated to all 4lK Hee'xaophitia Contra Drrectors and It is expected that anyone suspecting such a case will contact Dr Will at the CJD Surveillance Unit This Urit'tas doctors available who can visit indlvv?, t a; patients, if necessary, and the arrangernent is on 8 physician to physician referral basis and romitiins confdentie€ between those two ind.rvlflusis. However, r; fs anticipate` that any haamopt lie cL ire drtec;ot would also Informally # sl€the Chairmen of UKHCDC' about :he patient any the prag,ression cf  s investigaticn. 

Prospective study of tissues oaken at operation   4' - p .  YltYLpv c. 
A speciftcalty designed consent form would be use: :o octain permission prow the patient and to obtain 0%Aj j - k from the patient, knowledge of whether hedshe es had ;o know the results cat the f nit:r>gs. It ss Belt !C be inapprocrir.e to take tissues at operation the. were r.at designed to be taken — in particular, it is thaug^t ,tunes, to be :,ett,czi to take lymph node biopsies at the tin-a of operation. Histology will be performed locally and a;prc1rivte specimens vtiifl be referred to the CJD Unit for epec'ai!st exartin8tion. 

Prospective study of postmortem materiel, 

Lym;hoid ;issue, lyrroh nodes. saleen, sppencix erw brains of postmortem material Will be sent tc the CJO Unk in Edinburgh for specialised analyses. 4 is fetthe tthee normal hosprial consent for postmorten shout t oeuer this, although i would be necessary to get consent from ra'at€ves as to whether they vvishedto ts.:ovithe informettor Obtained at pose arem. 

Retrospective Study of postmortem material 

There fist• already been oilot study examini;r y t'•e ,rains of patients who had d ed from heetnophille 
L tJ 

centres ti f Edinburgh, Oxford and London. (Lee at of That pia tieemo3i 1998; 8 : 909-it There will be 8 fwther ascertainment as whether there are ̀ -ors ;cs;r o em rb7tt, in  '5th - ff in particular, 
iympho'd tissues available for further study. 

Retrospective study of tissues taken st operation diving patients) 

A renew of the availability Cf specimens  such as BC;endix which hive been removed Since the 18s in paaantg 11h0 are row living and who were tr eti1.vith OlOttin9 factor concentrates Will be conducted. These tissues Will be sent to the CJD Unit in E::nburgh, This stj.dv 'would not be possible to do arotsyrrles;aly and consent will be obtained from the riving patient for such an exarr,;natior,, and whether the iftdme.>sl wanted to kiosv the reships or not 

tl Exarrinat~an of histological material 

It is expected that normal routine histo,Ogy will be pertotmed in local hospitals, but the tissue referred to the CJD Und in Edinburgh will be examined sEeci ally for now.' variafil C,JD, In pprtiCular, using a monoclonal antibody. Dr James lronside will be rasporsibie for these tests, 
7 Prospectus study of stored serum, plasma, leucocytes and DNA 

Storage of t< ese specimens will be set up picgressively for all patients with haernoptilia with their consent. r}  Pat ~A 

'WI AY A V C r a~ sat.t cl~ f st 

Feni RDDft1ZFi 

If
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