London MREC

The Qld Refectory

Central Middiesex Hospital
Acton Lane

London

W0 7NS

L Telsphone: 0208453 2336
' Fax 0208 453 2486

E-mail: loulse.cox@l  GRO-C

10" May 2006 0 R ERARRR TOE
Dr Carclyr Millar

Haemophilia Centre & Haemostasis Unit
Royal Fres Hospits

Fand Street

London  NW3ISU

Dear D Millar
Application Reference Number MRECOY2M

Thle Surveilance of pew variant CJD — UKHCDD
Amendment: As detailed I Notice of Substantial Amendent Form dated 10/0473006

The above amendmant was reviewed at the meeling of the London Mullicentre Research Efitins
Committes's Sub-Committes held on 4" May 2008,

Ethical opinion

The members of the Committes present gave a favourable ethical opinion of the amendment on
the basiz destribed i the notics of amendment fors and suppotting documentation.

Approved documeants

The documents reviswed and approved at the meeting wers:

Notios of Substantial Amendment Form {dated 107 April 2006)
OV for Professer Frank Hill {dated 31* January 2008}
Membership of the Caommiliee

The members of the Ethics Commities who were present st the meeting are listed below:

Dr Timothy Sieingr {Chairman} Reader in Clinlcal Fhysivlogy
D John Kesn {Vice Chairman) General Practitionsy

Research governance approval
All nwestigators and research collaborators in the NHS should notify the R&D Depariment for the

redevant NHE care organisation of this armendment snd check whether i affects research
govemanoe approval of the research,

The LCenteal Office for Research Ethics Committess is responsibde for the
operativnal mansgement of Multh-cantre Reseyrsh Fthics Comnitteas
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NHS
ch Ethics Committees
(COREC)

NOTICE OF SUBSTANTIAL AMENDMENT

For use in the case of &l research other than clinicat irials of investigetional medicinal products

(CTIMPE), For substantial amendments to CT) IMPs, please use the Elkapproved nutice of
amendment form {Annex 2 to ENTRACT?) st bifpeudract emes. sl intido cument Mmiflquidance.

To be completed in typestript by the Chief Investigator in language comprehensitis o & lay person
and submitted to the Research Ethics Committee that gave a favoursble opinion of the ressarch {"the
main REC™. in the case of multi-site studies, there is no need 10 send coples fo other RECs unless

specifically required by the main REC,
Further guidance is evailabip at hilp/lwww.conee.ong, whmpplicarts/applyiamendments bim.

Dutails of Chief Investigaton
Name: Professor Frank Hill
Address;
Department of Clirical & Laboratory Haemalology
Birmingham Childran’s Hospital NHS Trust
Steethouse Lane
Birmingham
B4 8NM
Tetephone; b GROC
E-mail: Pattmann@_oRoc ]
Fax: GRO-C i
Full title of study: Surveillance of new variant CJ0 -UKHCDO
London MREC
Nare of main REC:
REC referonce number; 0172714
Date study commenced: March 2002
Protoool refarance (I applicable), Protocal 2871202000
current version and date:

Hotion of amendimert (no-CTINP), varsion 3.1, November 2005
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Amendment number and date: 7 amendment, May 2006

Type of amendment {indicate all that apply in bold}
{a} Amendment o information previously given on the REC application fom
You Mo

1f yos, please refer fo relevant sections of the REC application in the “summary of
shanges”™ befow.

| () Amendment to the protocol

Vs No

if yos, piease submit gither the revised protocol with & new version number a{w
date, hightiphting changes In bold, pr a document Hiating the changes and giving

Both the previous and revised fext

(e} Amandment to the information sheet(s) and consent form{s) for participants, or to any other
supporting documentation for the study

Yes Mo

i yas, please submit all revised docurnents with new version muanbers snd dales,
hightighting naw text in bold.

Is this a modified version of an amendment previously notified 1o the REC and given
an unfavourable opinion?

Yas Ny

Summary of changes

Briefly summarise the main changes proposed in this amendment using language comprebensible fo
& lay person. Explain the purpuse of the changes and their significance for the study. I the case of
& modified smendment, highlight the modifications that have been made,

if the amendment significantly siters the research design or methodology, or could otherwise affect
the scientific value of the study, supporting scientific information should be given {or enciosed
separately). Indicate whether or not additional sclentific critique has besn obtained,

| The original REC application protocol states the following:

4t s planned to set up 8 confidential database in order to manage both prospective and
retrospective surveillance in these [patients with bleeding disorders who have received
traatment with blood products and therefore may be at risk of vCJD infection] patients.” At
the fime 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

Notive of arwendmert inoreCTIMPY, version 3.1, Novemiber 2005
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Service {1997, 1809 and 2000) of plasma products, mcluding clotting factor concentrates,
which had cortained plasma provided by donars who were subsequently fourxd to have
vCJID, Therefore the Depariment of Health funded UK Haemophilia Doctors Organisation
{UKHCDO) vCJD surveillance study focussed on tracking the recipients of these clotling
factor soncentrates and fagyging these individuals on the Nationa! Haemophitia Databass.
The patient inforration leaflet for the National Haemophilia Database from the UKHCDO
was circulated to all patiznts registered with bleeding disorders in the UK jenclosed,
4107/2001], and patients could, and still can, voluntarlly ‘apt out’ of being registered on the
databage,

The situation changed in September 2004 when many further clotting factor batches were
found to have included plasma derlved from donations made by individuals who
subsequently developed vCJO. These batches became known as implicated’. The CJD
incidents panel examined the potential risks fo health from having received implicated
plasma products, This sk is on top of the general risk of vCJD {0 the public from
consuming beef and besf products that may have been contaminated by the agent causing
bovine spongiform encephaiopathy. Batches of factor VI and factor IX were found to result
in & greater than 1% additional potential rsk of vCJD, In view of the fact that this possible
increased risk of vOJD infection could result in a greater risk of secondary onward
fransmission of vOJD, public health precaulions were taken by the Health Protection
Agency (HPA) in England, Wales and Northem Ireland, and the Scottish Centre for Infection
and Ervironmental Health (SCEIH), in association with the Department of Health. it was
ponsidered fikely that further cases of vOID would ocour in people who previously donated
bloed and therefore rmore batches of UK-sourped plasma products could become implicated
in the future. Therefors it was decided that all patients with bleeding disorders whao had
received clotting factors derived from UK-sourced plasma between 1980 and 2007 were
considerad to be ‘atwisk’ of vOJD for public health purposes. This time period covers the
time at which BSE wos thougnt to have srtered the hurman 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 Seplember 2004, all patients with blesding disorders who
had been trested with UK-sourced clotting factor concentrates between 1980 and 2001
wers contacted [see enclosed vOJD and Plasma Products - Latter to patients with bleeding
disorders 20/08/04] and informed of their additional potential risk of vCJD. In addition, they
were offersd the option of finding out whether or not they had received batches, which, at
that time, wers known io be implicated, They were informed that their ‘atrisk’ status would
be recorded in the pationt's medical notes, both hospilal and GF, as well as on the National
Haemophiliz Dalabase [page 4] Patients wers given the opportunity to discuss the
implications of the public health recall exercise and the Patient Heply Sheet that
avcompanied this letter included obtaining writien agreemert to the recording of this data on
the Nationg! HMaesmophilia Detabase, [Patient Reply Sheet], Enclosed with the patient lotter
| was potient information [vOJD and Plasma Products ~ information for Patients D7/08/04].

i surrmiary, the instingion of HPADepartment of Health public hesth precautions in
patients with bleeding Jisorders has resulted in a change in the way data is collected for the
surveiliance of vOID in these patients.

Any other relevant information

Notice of amerdment {non-UTIMP), version 3.3, November 2008
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Applicants may indicate any specific sthical issues refaling o the amendmant, an which the opinfon
of the BEC s soughl,

| List of enclosed documents

Protocol documents Tand 2 1 28° Decembar 2000
Patent information sheet from the UK 4% July 2001

Hasmophilia Doctors Organisation
Yariant Creutzfeld-Jakob Disease and Plasma 1

Products:
1. Leber to patients with bleeding disordars 20" September 2004
2. Information to patients v 7" Septernber 2004

Declaration

o 1gonfirm that the information in this form Is sccurate to the best of my knowledge and | take ful
responsibiity for it

» | consider thet it would be reasonable for the proposed amendment to be implemented.

| Signature of Chief Investigator: GRO-C

Frint ngre: Lir Carolyn M Millar

Date of submission; 13% May 2008

Notice of arpssdment fnon-CTIMRY, version 3.1, Novsmber 3005
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SCOPE OF WORK
4 Abgteart of the Regsarch

There have been concerms that blood and/or blood products might be
gapable of fransmitting CJD fo humans, although no epidemiological evidence for
this exists in the United Kingdom. in 1888, the CJD Surveillance Unit in Edinburgh
described a new variant form of CJ0 (vCJDY In a series of 10 patients with dinical
and neurcpathological features which were unusus! for classical sporadic CJD, In
1887 in the United Kingdom there were 5,383 patients with haemophilia A, 1,152
with hasmophilia B and 4,512 with von Wilsbrand's disease registered at the
UKHCDO database in Oxford., Many of these individuals will have received
treatment with blood products, including clotling factor concentrates and therefore,
may be at risk of infection with CJD or nvCJD. 1t is planned to set up & 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 varlent CJD

2. Prospective study of tissues taken at operation

3. Prospective study of post-mortem matenial

4, Retrospeciive study of post-mortem material

5. Retrospective study of tissues teken at operation

&, Prospective study of stored plasma, serum, leucocytes and DNA

2 Policy Relevance of the Research

The risk of new variant CJ0 from transfusion of blopd-and blood products is
unknown, Patients with haemophilia iy the UK have been exposed fo plasma-
gerivad clolting factor products made from many thousands of donations of UK-
derfved plasma. it has been predicted that the ultimate numbers of tases of new
variant CJD in the UK ranges from 75-80.000 and a proportion of these people may
well be blood donors. Thus survelliance of the haemophilia population in the UK
over @ peried of time (to atcommodate the long incubation time) offers a unique
opportunity io establish whether infectivity of new varant CJD occurs by blood
product infusion,

A N B U R e R s
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The A * o transtus) : . Patiarts with haemophilia

rigk of new variart GO from frenstusion of blond and bluot products Is unknown. Patients wit hilia,
iiie{ LUK have been exposed 1o plasma-deriver clotting factor products made from many thousands of fimamm
\{;f UR-derived plesra, 1t bas been predicled that the witimate mumbers of pases of new vardent CJD In the UK

rarges from 75.80,000 ang & proportion of these peopie may well be blood donors,  Thus survelilance of the
rparophiis population in the UK over 2 period of Ume {Io scoommodate the long insubstion time) oHlers o

SR DEDOTUNELY {0 sslabish whather infectivity of ew variant CJD sorurs by bloed produdt infusion.
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i
Leg Christing Ann Frofessor of Hagmophilia
Dirpctor Hasmophiia Cantre, Royel Free
Posphal
Chairman  Transfusion  Trensmitied
Working Party, URNCDG
- {Please complete a copy of Appendix | for ail spplicanms)
% Official Address
The Mearnophilis Cerdre
Boyal Fres Hosplta) Fla g
Pond Btrast &;W g oY
Londen
MW 200G
Telsphons Mumben {....GROC | i
i Tiths of Frogeen: Survaillance of new variant T30 ~ UKHCDO

Absiracy of Ressdrch: No more Shan 200 words covering the follewing sopiesy alms of projest; ressarch subjact

2
By

group; sample fixe, ype sud locsion methods of working.

There have been concerms thet bloog angior blood producis might be capalie of angmiting GJD W
humans, eithough no epidemivlegical evidence for ihis exisls in the United Kinggom. In 1898, e
©J0 Surveiliance Unit in Edinburgh described 8 new vardant form of GJD (oD i @ series of 10
patients with dinical and neuropaihologica! features which were unusual for classical sporadic CJ0.
in 1867 in the United Kingdom there were 5,393 patients with haemophita A, 1,152 with hasmophitla
B and 4,512 with von Willsbrand’s disease registerad at the UKHCDO database In Oxforg. Many of
hese individuals will have received iresiment with blood products, inCluding cleting factor
soncentrates and (herefora, may be at sk of jnfection with GJO oF peldDy, s planned o SRl up 3
confidentis] dalabase, in ordsr 1o manage bolh prospective and retrospective surveilance in these
paliente. The study would include:

wh e 0

Notification of clinical cese of new variand CJD.
Brospective study of tissues taken & operation,
Prospective sluty of pestmortern matedal ;
Retrospestive stuty of postmonem material,
Retrospestive study of lissues laken ol cperation, ’ }
Frospactive study of slored plasma, serum, feu:;aamﬁ and DNA. {
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Detaited sutline of propused rexearch {(38e notes auached for further dutaits).
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DETAILS OF PROPOSED RESEARCH —- -

Barveillance of sew vardant S0« UKHOO,

We we seeking funding v estobliish s confidental databess In prder to marage prospective and prassible
retrospective survelliance for new varlent OJI In patisnts with neemophilia, whe have bean trasted with clntling
facior concentiates. ¥ I8 envisager thal this would be maneged by an sdministrator and would ne the

specialised laboralory senvices of Dr James ironside, Senior Lesturar in Pahology #t the National CJD
Burvallance Unit in Zdicburgh. There would be ciose co-orfination with the UKHCDO through the Chelrman of
the Trangfusion Transmitted Infections Working Parly of the Executive Corvnitee and the Beoretarial Advice
regarding ethies/oonsent would be ghver by Professer Doyis 21 the Roya! London Hospital, whe hes previousiy
pdvised URHCDO

4 CHinioal cases of new varfant U0

A deseriplion of the tlinicel condition has siready beer ciroulated fo ol UK Heemophila Cendrs Divectors
2nd L is expected that anyone suspecting such @ cexs will contael Or Wil gt the LU0 Surveifence Lint
Thig Uni B3s doclors avaieble who can vislt ingividu patients, if nesassary, ared the arrangement is on
& physician to physiclen referral besls a0 remaing confidentiel between those twn inghddugls,
However, it anticipated thet eny hssmophile centrs direcior would 250 informally tei the Chairman of
VHMGOD ghaut ihe petient ang the progression of g invasiietion,

b Prospective study of tissuss taken 2 operstion

A spesifically designad sonsent form would be uses 3 optain perrission frore the patient and o obtain
Had D eaw the rasulis of th fndings. 1tis fak 1o be

WKW froms the patieny, kndwindge of whether hefshe wis
inappeopriene 1o take Hasues ot operation that ware rut designed o be taken - it pericutsr, § s thought
,f:.;m ta be unathicel to take lymoh noda biopsies ot ike fire of spesmion. Histalogy will be performed focally
and gpprasrinle spenimens wilf ba refersd o the 230 Unit for speciglist exarminetion,
3 Frospective study of pestmartem material,

Lyrephaid tasue, kmph nodes, spisen, eppendiz £ brains of postmotiern matarial will be sent ts the
0 Unkt in Edinsurgh for specialised analyser. s B0 s the norms! hospiel sonsent for postmorien
should cover iis, lthough © wedd be NELEESETY N0 gl consent from relulives gs to whether they

wished 1o s the informetion ohigined ot pesinantem,

4 Ratrospective study of postmortem material

There hus giready besn pikot sy gaemining he rains of petients win had dieg fromn hewmophiia

&’B/ canires In Edinburgh, Oxford gogd Lenden fLes 8t &l Theomb Megmont 1008 80 B08.-11) There wit be
LRI a further ascertainmant a5 whather there are more FEeFEIET BT s ERAET Sther UEEUES, in perticuier,
2

M&M ' lymptoid tssues avalieble for furiher study.

& Hatrospective study of tHssues taken 3t speration (ving patierds)

A revisw of the availabilty of specimens such & Bezenglx, which heve been removed since the 18805
in pplienis whg arg now Bving and whe werg reaiedadih siotling facter concentrates will ba gonduched,
These fizsuss will be sent fo the SJD Unit & Edinpurgh, This studly would not be nossible o do
ananymevsly and corsent Wil be ohileined o the Iving patient for such an sxamingtion and whether

e inhddust wanted (o frow e resulls or Bt

§ Exarringtion of higtologiosd materiat
His aspeniad thal ool routing Hisislogy will be performed W looal hospitaly, but the Sesue saferred io
ihe SO0 Unit in Bdinburgh witl by eaminey speoificolly fof ndw vadant LoD, in particular, wsing
manottons! antibody. D Jares onside wit B raspansible for these fesly,

7 Prospective study of stored serum, plasms, lauconytes sag DNA

Sterage of these specimens wil ba sel Up progressively for o patients with heemaophills with their

consent 98 ‘ e o Dt Pﬁﬂﬁ@{ NM
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