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Dear Dr Will - U

I ara delighted that Roland has alveady had a chance 10 atiend two hosne visits with Martin
aned that the joint bid for funds to eslablish a panel of CSF specimens has gone off o the -

MRC. 1 thought that it would be mfy‘m o g&mpam a mm&m@m i}f m&mzﬁmg of .
ouy collsboration. May I a‘%:aggﬁsz m& f{}ﬁ%fmg
ROUTINE @m%%mﬁg OF NEW me; Cip

Analysls of new variant CJD jncidents. = -

The purpose of t}us collaboration s to mm‘*
mmdmm of new vmam {‘;?}) {:\zmn} '

routive monitoring of the wead dn. .

Proposed analyses.

The NVCID incidence curve would be anglysed on a regular basis. - fmﬁg&w wilk oo
be undertaken both by daté of confirmation of NVCID and, if possible, by date of .
onset of clinical symptoms. The latter will seek 1o inc arptsfagaa ad;asm}ms f;;sz the. 7]
delays between the date of onset, the date of referral to the CID Unit, and the éaie
of confirmation of NVCIDs. ﬁi"%&wa adjustoents will be based on the & '
ascertainment delay distribution and on the ?{Q?Qm@ﬁ of suspectad case o
confirmed a3 NVCID. As daa sccummlate, further analyses stratified E}y wéwml '7‘:. R R
covariates may akio be undertaken. ‘}am}éz '&mi} ses m}g ma %::ﬂa zmwrmiam for 0.
CYD other than NVCID, if mgﬁsagm g 1
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Dr Paddy Famington will spend up 1o a week, in the second half of September, at
the CID Usit to familiarise himself with the detail of case ascerminment, case
definition, data collection and handling. This will enable 3 suitsble standard data
set o be determined, which would then be regularly updated. The analyses will be
undertaken by staff af the FHLS Stdstics Unit in CDSC, at regular intervals (for
instance, quarterly) o be agreed with the Director of the CID Unit. Data for the
analyses will be provided in confidence. The report and analyses will ke made o
the Director of the CID Unit, 2nd 1o the Divector of CDSC. The use. ms:!” '
publication of these ami}*&&s Wzii b&: é@zﬁmmi by ﬁw ﬁﬁ%&@r of e C;?'E) ﬁmtz

PUBLICATION OF ﬁL@Wf&L&NﬁE INg @mwrmw THE

The purpose is 1 assist in the disseminstion of routine swrveillance information.
Proposed Procedure.

The PHLS has been given permission by the Department of Health to publish
information on t’:ii’i} &ﬁé:r pubimmn in the {‘Mﬁ Update. It is ;:emmd that the -

wiﬁx the DHL mam mmmmﬁ wéi}eﬁiﬁ 1w COR f&mm mmiss the
draft copy to the Director of the CID Unit for approval and DH. New tabalar and
graphical w‘sys xsf yre'«tmmg {&m mEE i::e rwmwc:gi fmm ifmz% to m

ASSISTANCE IN }?}fﬁm} Wﬁm{;&ﬁ{}x FPSy

Purpose.

The purpose is 10 provide cxperienced field epidemiclogists tnput Into deseriptive
and analyteal epidemiciogy questionnaire design,

E’mpm@ﬁ..gim@émx

Ax experienced field epidemiclogist from CDSC, initally Dr Roland Salmoen, will
accompany the CJD Unit Research Registrar on home visiis 10 suspected cases, The
home visits will potibe confined to cases of NVCID. Initially the epidemiologist
will attend solely as an cbserver, but Jater with the consent of the Director CID
Unit will add supplementary questions after the Research Registrar completes Hs
history taking. The CDEC epidemiclogist will be cxpected to identify ways of
refining the questiondaire, panticularly those purts that relale 10 exposures. Tt i3
proposad that the Direetors of the CID Unit and CDSC meet together with s%x field
staff fram toe to imm o rey few ?mgm»s i this area,

23 S
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To advise and assist in all aspeets of control selection, recruitient and Interviewing.
Proposed gmsm

This work will b& undertaken in z:cﬁ&%wmﬂm with ms {“m ’ﬁmt and I,f:m;&m:
School of Hygiene and Tropical Medicine. Experienced field &ﬁ%ﬁ@m@!&gmi input
will help 10 identify any current sources of bias and the means of reducing them, in
hospital contrels. In addigion, the CDSC epidemiclogist will be mﬁimg 1o advise
and assist o the selection of community controly, particulasly in relation 1o an
analytical study of the chuster of NYCID cases,

ZE hope the a‘mm sets imt @ur P wﬂmf mﬁa’i}@rmﬁm@ amumﬁiy R@zm %imem m@mmwdi .

I would like to offer the services of CDSC 1o provide hinvher with a ‘short gmmﬁ of
practical training in Held epidemiviogy through smachment 1o CDSC Wales or CDSC,
Colindale. May 1 suggest that Roland Sabmon visits the CID Unit in late Seprersber or
early Ooweber & the same time a3 Paddy Parriogton. Perhaps on one day lowards the end
of that week I could visit to review discuss with you and appropriste members of both
tearns the progress to date, particularly (o consider Roland Salwon’s first tmpressions of
the descriptive mséz:mwwgmi zmm@és used in the field. :

Finally, may 1 thank you for agreeing to speak at the Confercnce of Epidemiology and .
Control of Infections 3?5@%% ard Env»am;enia} ﬁamrés 1 look forward 10 onr fubave. oo
colaboration. . o .

With best wishes,

Yours sincerely

GRO-C G S i me st SR Sl e e e R

LR Rartlett : R AL ey e L b
Drirector

co Dir Thang Walford =5 o 0 am
Dy Wosl Giff
Professor Stephen ?&&mr s
D Roland Balmon s
Dr Tony Swan IR g

cuthwig
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ASSISTANCE WITH FIELD INVESTIGATION OF CREUTZFELDT-JAKOB DISEASE
& Progress Report

Background:

Fusther to discussions between the Public Health Laboratory Service Comupunicable Disease
Surveillance Centre (CDSC) and the Creutzfeldt-Takob Disease Surveillance Unit (CID Undt), a3
set out in D Bartlett”s letter to Dr Will of 2nd Auguin 1996, it was agreed that a CDEC field
epidemiclogist would accompany the CID Unit Research Registrar on visits to suspected cases of
Crentzfeldi-Takob Disease (LD}, including the newly described variant INVCID). This will help,
m?eﬁmy, 10 identify ways of refining the questionnaire and will feed buo advice and assistance to
b given by CDSC inthe design and conduct of fiture analytical shudies.

Axtivity:

Since Tuly, Dr Roland Salmon has as&:ﬁmgsma»:i D Martin M& Rm:m;& Rﬁgmm *Z;‘:;ﬁ’}i} ‘i}m,

on a total of six visits encompassing England (South and West, West Mdlands, Mersey/Notth :
Wesgtern), Wales and; with the permission of Dr Dan Reid, Disector, Scottish Centre for Infection ™
and Bavironmental Health (SCIEH), Scotland. . This has lnvolved observing 6 interviews of

suspected cases’ refatives, 3 intervizws of controls and sezing 5 cases suspected cases {af‘ which 3
had been refff&rmi as m&é&%&s fm‘ NYC }D}

Findin g5t B e S T T | e e
}:ﬁ”%@@wﬁqiucﬁ of the. %&iﬁx | | N . . .

Dr Zeidler is an excellent interviewsr and combines an ad}}eremw 10 t}xz {;gzmmmam with the -
intelligent Beibility and sensitivity necessary 165 sustain @ tapport with the nterviewess during A
cortact lasting 3 to 4 héurs, under what mm&y stressful ircimstiances for'the inferviewess, ™
that is, nsually, in the hospital ward where the Gase, thelr peat of Kin, Ty dyiag The biggest gsm%ﬁm

is the amount the research registrar is expected to achieve in z?w Ehurke w{‘ thed y w}mh g%ﬁ

rather bey 3?’?&“5 the gaﬁamng csf spmiwm sguﬁ mfﬁmtmn oo

i) Educates 1%1?%@1{‘%&»%3 a?:soui Cj’?} mﬁ s:?e fwﬁs Wiﬁ% ‘Wﬁﬁ‘? is iﬁ ef???fi 2 *‘«‘Wﬁﬁﬂ‘ﬁg e
role. e e L

) Obtains c:-emmz 10 ﬁékéﬁi&gﬁ .

N :

v} F%mm& ‘i%»&f«;& ” e

¥} Chtains ’ﬁsiwd S“m genotyping ﬁ{:&‘m %h@ ass mﬁi, \Wﬁ% }«Eﬁ;{,ﬁf} _f%s tansiiasion studies of
the infectivity of blood. He Sequenty has 1o iase with pathology m&zgﬁ for biwé o
be spun émm zmti ﬁx airy iz ﬁ}r &f&zgp&ﬂﬁﬁmﬂ m &ﬁmbwg% é:f;n B g

L L

<
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Organises for cerebro-spinal fluid (C8F) 1o be cbtained for onward wansmission to the US
Pational nstitntes of Health toassigt m}s& walidation of their CSF tegt for O

viiy  Conducts the structured f:;ne@zismaim based interview vath the case’s relatives.

Wi} Conducis the same interview on & hospital based control nominated by the team caring for
the case.

Tt will be appreciated, z%w&:f‘ma, i‘za‘é ﬁm a;zém&agzcé nvestigation of risk Setors for C}I}

constitutes only a part ofthe Mmmh i&&gmzraz ) msg&mkzﬁm&, the ma;(:@my of wﬁm& are -
clinisslidiagnostic,

Regerding the sctual e@zc’mm}%}gy two &spm& are wmh mzmimg vm

First the questionnaire addresses last ofall the three most imnportant topies in the investigation of
possible environmental dsk factors for CTD, Le occupation, dier and animal exposurs. Thug
r&spmﬁmﬁ arrive at thess topics fatigued. Much of thelr co-operation and goodwill has been used -
up in a structured enquiry into prodromal symptoms, which merely frequendly re-itérates the clinfeal
history taken, and in mi&iﬁgmmg all the addresses they have ever lived a1, where possible down to
post-code, detall which, given what is now knovwn sbout the length and varability of the *zmbaz:zm
gs{:,md of CJD, is hkely to be unhelpfl and non-contributory.

The xoupational history section is broadly adequate especially 28 # 18 suppl mﬁaﬁ !:ry a fist asf"
guestions on «g}mﬁs occupations which may be relevant (tarneries; sbbatielrs Bmg ee) The
section on diet and the ranked ordinal scale that has been devised to quantify i, s an excellent
format which may, inter alia, contibute to containing any effects of recall bias. R%@ﬁﬁem ﬁmﬁ
ﬁm qummm msy m answer g@mmiy ’}’?ze main mm sm is ‘zﬁw m of fwﬁ& ﬁmﬁﬁ usefuill

muié bﬁ {Ef interest. ?’Eﬁ& mxgm &4: mﬁammé %:? mff:;m%m on %,hfs dmmm of t?&e warious parts o
of the cattle which is generated by the Leatherhead Food RA's project; mmby ‘z}}@&é&ﬁm of ol
Agriculture Fisherdes and Foods (MAFF), on "Ruminant Products Audit”. Parbet tedind -
information on the refail soaeces and preparation of these products could be appended Food SR
preparation undertaken by the case'ctiold be enquired sbout more sensively alse: Fnallvthe - 0 v
section on animals is inadeguate. John Wilosmith has suggested modifications, Stmilardy qamom

from the CDBC{Welsh Unit) study of pooupational exposure to anirpals oild be modified and

introduced. Thought needs 1o be ghen to this area and further veterinary help such as Mr Bil

Reflly, SCIEH, or Professor Z*%ﬁmoﬁ M@rgm, Fm&&m of Vetedvary Epidemiclony. mml
University, enlisted. ol e o

s
R S o ey

G

Secondly contrad mmm 1§ pxcsb%umm and on soine «z;«f the visits #t i:m fot proved possible i el
wdervew 3 control that dayThe clinical tearny szm;&@ nominate ope Indiided s ik e wbois 7
prepared to take part and fulfils the matching witeria. They are supposed 10 have 2 relative of the
sarme dogree as the case’s 10 act as Yhelr respondent but this is ﬁ&qmzi v nof possible. One

sueperts that participation bles ogous &3 %}pﬁé" Ky gt m«a@wmvﬁ patienis i mmm&, ahich Sl e
could be very important, for exanpls, in exarniniog oecupation: ¥éaa§33r W hosphal Gontrols are io T e e
be used, they should be m&maw at tndom foma z{:@bw ofine gsmmzs, poesibly with & lidted .
ousrber of permitted comumon diagnoses to ensure they afe Tepresenative ol S unesposed to e e
the relevant exposurs in the population fiom which the cases ate dravwn. This is fkelytobe
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laborious and controls sefected from General Practitioner’s lists would, in practice, be as ecasy to -
obtain and mors lkely to be appropriate overall Thers s merlt, overall however, Inretalning a
hospital control as GP controls could conceivably be over-matched by Jocafity of residence. More
tirne will need 10 be invested in this process and, were 7t not for the fact that this is the only
controlled data, Bowould be surprising that such sxtensive analysis of the case-control méy data

has been c,amez:{ out wﬁh@m these issues, a5 ye& %}emg azﬁdmssesi

The mterdews o dm

The suspacted cases consisted of § females and 1 male. Their ages were 35, 43, 51, ‘!ﬁ 76, 77.

With the oider gsata&nis the ante-maortem dagnosis appears able to be hased mt}:s some confidence

on a number of consistent featires: rapidly progressive hstory, syoclonus and 2 characteristic

EEG appearance. The younger patients, who are of course candidates for NVCID, have 3 much

more helerogencus presentation which, Eunderstand, has been the case with the series of NVCID.

The younger patients have also hagdoutes of referral. One was referred by a former CID Unit
Research Regivtrar;  second by 2 newropatholopist who had the parient, who was under the care of
peychogeriatricians, drawn to 1z attention ante mortem becsuse of the pzmaat s previously

expressed desire m Jeave his beﬁy for r@swch & third by their next of kin via 3 CID gelf hﬁg

group. . : v , v v

Regarding exposure %'zesiems I have not been dissbused of my view that direct zoonctic spread may
be important. Ifthe § interviews attended are typical, which, of course, they may not be, # is
ézﬁiwh m’t 10 b&a stmrk ’&3}* the rural nature of the Eives c:zf’ the cases arxi :ha extent of ardmal

The cases also consume a*mmty 02’" gzmsi&s:;&s &xgz mg}xt %*a% & Qﬁ%&zﬁ&é beef offsl but, superficially
at least, this is less of remark, Tt is clear that the €10 Unit beliove beef offal products to be the
explanation for NVCID and, clearly, as they are on the spot and have interviewed all the cases, that
view should be the starting point for any subsequent development of the epidemiological study. It
should be observed that the experimental ingroduction of NVCID into 2 cynomogulus macamque
monkey by intra-cerebral inovulation of BSE infected cow's brain i3, o the advanee of the results of
strain phenotyping experiments on NVEID human brain at the Anlmal Nmmmﬁ;wgmmg Unit, in
Edinburgh, }¢a strong plece of comoborative evidence for the CJD Unit’s view that NVCID does
come Fom BSE, a”zhwg}i the route of ransmession would stll be open 1o debate,

Some general pmps&sa&s for future developmenys

The CID Unit do not feel that WYCID has resulted fom increased ascertainment. Nevertheless it
would be as well to examine this question systemasically, puticdaly in the younger age group.
There is alse the question as 10 what extent atypically presenting older ©ID cases (o with Jonger
hstories and without EEG changes) may currently be buing missed. This could also usefilly be

gyﬁ‘iemmcm ly exarnined via 8 post monem sarvey of braing from 2 random selection of older
patients dving with dementia,

Regarding the current CID Surveillance there would be much 1o be said for separming the
acqsition of epidemiological data on risk fictors and exposwes from the activities simed at
corroborating the diagnosis and cbtaining dagnostc specimens. The epidendologinal components
might reasonsbly be deferred untll post mortern had pat the case diagnosis beyond doubt. The
additional admirdstrative effort which is needed to be confident of obtaining representative controls

WITN3430063_0006
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- would then be made in the knowledge that the case would indeed be entering the study. The
imendewing for this part could just as readily be carried out by someone experianced in foodborne
wr zoonetie fleess whe might be a scientist, envirosmental bealth officer or veterinasan, rather than
a clinician. PHLS has a number of such people. Tt is a1 least possible that the drcumstances for the

interview would be easier after death for the next of kin than, as at present, whilst coping with the
terminal ness. Given that the information is mostly Welong and obtained from prowy respondents
the delay is urdikely to affect ts quality. '

T understand DH may be in discussion with the CID Uit 25 1 how fimther epidemiclogicsl
support might be provided. Indeed if there is an acoeleration in the rate of referrals of suspect cases
the CID Urit may well find it difficult to cope. PHLS could readily sssist here 28, one assumes,
could SCIEH, Details of how control selection and questionnaire design might be modified are
given above,

Afterword

Tris a privilege 1o s# in on these interviews and fisten to Hundlies give thelr accounts of relatives with
CID. One appreciation T have acquired, or certalnly had reinforced, is the extent to which all forms
of CID represent # considerable human tragedy. Tt is easy to loose sight of the basic consideration,
among considerations of economic loss and market confidence, that this disease is worth trylng to
prevent.

DrRL. Selmon
PHLS Communicable Discase Surveillance Centre (Welsh Unit)
20th August 1996
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