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/1 fIf GRO-CE GRO-C __ _._. ; Dear Dr 'C ull ~-  ,~.h ~. ._._._._._. { 

I am delighted that Roland has already had a cbaace to attend two home visits with Martin 
and that the joint bid for furs to establish a panel of CSF specimens has gout off to the 
lNIRC. I thought that it would be helpf al t.q prepare a rnemoratndum of u ndcr tanditl$ of 
our collaboration. May I suggest the following• 

ROUTINE SURVEILLANCE OF NEW VARIANT CJD. . . . 

Analysis of new variant GID . . .. . 

Purpose. 

The purpose of this collaboration Is to .provide .routine.`monitoring of. the e n ixl iCi:..: : . .. :. 
Incidence of new variant C!D (NVCJD); 

The NVCJD incidence curve would be analysed on a:zegular basis.: Analyses will 
be undertaken both by: date. ofeonfimiation of-NVCID and if possible by date of 
ousct of clinical symptoms: The latter willsc k to Ircorporate adjstme is for the
delays between the date of onset; the date of referral to the Cl!) Unit., and the class.._ .: 
of coufr-mation of NVCJDs. Thee adjustments will be. based ort the tcatizna d 
ascertsuuneat delay di.tnbetion and on the proportiba ofsuspec:te .cases eventually 
confined as NVCJT).. As data Accumulate, further a4'ses stratified by relevant 
covariates may also be . under€aken. Similar analysts may also be undertaken for 
C-ID other than NVCJD, if required. : _ 
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Dr Paddy Farrington will spend up to a week, in the second half of September, at 
the CJD Unit to familiarise himself with the detail of case. ascertainment, cast 
definition, data collection and handling. This will enable a suitable standard data 
set to be determined, which would then be regularly updated. The analyses will be 
undertaken by staff at the PIlLS . Statistics Unit in CDSC, at regular intervals (for 
instance, quarterly) to be agreed with the Director of the CJD Unit. Data for the 
analyses will be provided in confidence. The report and analyses will be made to 
the Director of the CJD Unit and to the Director of CDSC. The , use and 
publication of these analyses will be determined bythe Director of thó Cm Unit. . 

PUBLICATION OF SURVEILLANCE INFORMATION IN THE CDR. 

The purpose is to assist in the dissemination of routine surveillance Information. 

$opttS Prrx eslure. . . .. . 

The PRLS has been given permission by the Department of Health to publish 
information on CJD air publication in the CMO Update. • It is proposed that the •

CJD Unit provides CDSC with.copies of the data and text once it has been r . a P g 
with the DH.  CDSC editorial staff will edit to CDR format.'and stxbmdt th+e 
draft copy to the Director of the CID Unit for approval and DH; New tabular and 
graphical ways of presenting data will be reviewed from time to time. 

ASSISTANCE IN FIELD INVESTIGATION . r . ... 

4r 'Mepurpose is toprovide experienced field epidemiologists   Pc ~ Gp g input Into' descriptive 
and analytical epidemiology questionnaire design. 

An experienced field:epidemiologist from CDSC. initially Dr Roland Ste, will 
accompany the CJD Unit Research Registrar on borne visits to suspected cases. The 
home visits will

.
noVbe'conf4ned to cases of NVCJD. Initially the epidemiologist 

will attend solely as an observer, but later with the consent of the Director CJD 
Unit will add supplementary rucsttvns after the Research Registrar ccirnpletes his 
history taking. The CDSC epidemiologist will be expected to identify ways of 
reftsing the questionnaire, paxticutarly those parts that relate to exposures. It Is 
proposed that the Directors of the.CiD Unit and CDSC meet together with the field 
staff from tune to ti.rne to review progress in this area. 
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Assistance In analytical epidemiological studies. 

To advise and assist in all aspects of control selection, recruitment and interviewing. 

.xopc~sed..pt_oce. . 

This work will be undertaken in collaboration with the CID Unit and London 
School of Hygiene and Tropical Medicine. Experienced field epidemiological input 
will help'to identify any current sours of bias and the means of reducing then, In 
hospital controls. In addition, ttte CDSC epidemiologist will be willing to advise 
and assist in the selection of community controls, panic zlarly iei relation to an 
analytical study of the cluster of NVCJD cases. 

I hope the above sets out-our proposed collaboration accuirately~1 Itrala S,atnarni tncntiolbod . 
that a new Research Registrar will start work in the National CID Unit in the -Autumn aM 
I would like to offer the services of CDSC to provide himlher with a short period of 
practical training in field epidemiology through attachment to CDSC Wales or CDSC, 
Colindate, May I suggest that Roland Salmon visits the CJD Unit in We September or 
early October at the same time as Paddy Farrington. Petbaps on one day towards the end 
of that week I could visit to review discuss with you and appropriate members of bout 
terns the progress to date, particularly to consider Roland Salmon's first impressions of 
the descriptive epidemiological methods used in the field. 

Finally, may I thank you for agreeing to speak at .the Conference of Epidemiology and 
Control of Infectious Diseases and. Ftivi on uncial: Hazards.-. I look forward to our faatw e 
collaboration.  . ... .

With best wishes. 

Yours sincerely 

GRO-C 

CLR Bartlett . .. ~~: '. il.Y: V •w.̀  •j h

Director 

cc Dr Diana Walford 
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A551STANCE WITH FIELD INVESTIGATION OF CREUTZT`£L,DT-JAKOB DISEASE 

A progress Report 

Background: 

Further to discussions between the Public Health Laboratory Service Communicable Disease 
Surveillance Centre (CDSC) and the Crcutzfeldt-lakob Disease Surveillance Unit (CI) Unit), as 
sot out in Dr Bartlett"s letter to Dr Will of 2nd August 1996, it was agreed that a CDSC field 
epidelnioloZtst would accompany the CJD Unit Research Registrar on visits to suspected cases of 
Creuti feldt-Iakob Disease (CJD), including the newly described variant (NVCJD). Ths will help, 
hopefully, to ideritify ways of reining the questionnaire and wilt f6d into advice and assistance ce to 
be gives by CDSC in the design and conduct of future analytical studies. 

Activity: 

Since July, Dr Roland Salitwn has accompanied Dr Martin Zcidler, Rest Registrar, ClD Unit, 
on a total of six visits encompassing Endfantl (South and West„ West A idlarals, M+erseyiNotth 
Western), Wales and; s rich the permission of Dr Dan Reid, Director, Scottish Centre for Infection 
and Environmental Health (SCI I), Scotland. This has involved observing 6 interviews of 
suspected cases' relatives, 3 interviews of controls and seeing 5 cam sltsl ctoci cases (of which 3 
had been referred as candidates for NVCJD). 

_ . ..... . 
Finding 

c~attduct ~dY 

Dr Zeidler is an excellent interviewer and combines an adherence to the questionnaire with the
intelligent fexiibility and'sensitivity erecess to sustain a rapport virWthé itittariew e3 during a 
contact lasting 3 to 4 hoots, under what at soapy stressful carcun~stsances 5Qi"the intervitu+*ct3; 
that is, usually, in the hospital ward where the case, their next of km, is dyi g:: The biggest proble i 
is the amount the research registrar is expected to achieve in the cf ui* of the dwhich goes' 
rather beyond the gathering ofepidemiologiral information. 

1) Educates the interviewees about CII) and, de facto petfoirnnvbat is in effcc( a c unselGng 
role. x . . _ . _ . .. _ 

ii) Obtains consent to take diaiostic specimens. 

uii) Obtains a clinical History of the Mess:

iv) Fxamines the case _. .

v) Obtains blood for enotyping from the case and, with NVCID, ._fbr trancrn lion studies of 
the infectivity of blood. He frequently has to base with pathology to arrange for bland to .. , 
be spun down and ft~r dfy ice fbr transportation io Edinburgh e 
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vi) Organises for cerebro-spinal fluid (CSF) to be obtained for onward transs~aisdon to tlac US 
National Insti€ores of Hca,th to assist in the validation of their CSF'test for CjD1 

vii) Conducts the stnta-tured questionnaire based inteaNicw with the case's relatives. 

viii) Conducts the same interview on a hospital based control nominated by the team carir , for 
the case. 

It will be appreciated, therefore, that the epid iologicai investigation of risk factors for CJD 
constitutes only a part of the Research Registrar's reesponsibi ties, the majority of which are 
Cliff kaUdiagrrostic. 

Regarding the actual epadc iology two aspects are worth commenting upon: 

First the questionnaire addresses last of all the three most ir:aportant topics in the imrstigation of 
possible environmental risk factors fur CJl7, i.e. oczarpation, dint and animal cxposurt This 
respondent arrive at these topics fatigued. Much of their cooperation and go dill has best used 
up in a structured enquiry into prodromal syinploms,, which rtmer"e!y frNuerrtlf re-iterates the diriical 
history taken and in cataloguing all the addresses they have ever lived at, where possible down to 
post-code, detail which, given what is now known about the length and variability of the incubation 
period of CJD, is likely to be unhelpful and non-contributory. 

The occupational history section is broadly adequate especially as it is suppler need by a fist of 
questions on spec;& occupations which may be retov artt (taxirrer-ics, •abbatti~irs; faire em). 'I'l~e 
section on diet and the ranked ordinal scale that has been devised to quantify it, is an estcellent 
format which may, inter alia, contribute to containing any effects of recall bias.' Respondents find 
the questions easy to answer precisely. The main criticism is the list of foods could usefttly be 
much longet with some items such as "beef', "meat pies" and "sausages", partiraylarhy, subdi-,ided 
to give information on the tnany. difrererit..pre aarations which may havc.been consumed whirls 
could be of interest. This might be informed by information on the destination o€t'he , ts parts 
of the cattle -,vbich is generated by the.Leatherhead Food. RA's project, 11 ded-by the Ministry of.- . 
Agriculture Fisheries and Foods (MAFF), on "Ruminant Products Audit". Furtlte text%zat 
information on the retail sources and preparation of thcsc; picid acts could be ap ded Food 
preparation undertaken by the case'could be engtwed about n0re exteesively also: l; really ttrd 
section on animals is inadequate. John Wilesmith has suggested modificaticu s. Sirrslasly questions
fiom the CDSC(Welsh Unit) siudy of occupational ensure to ariir als could be modified and 
introduced. Thought needs to be given to this area and f.uther voierinaty help such as Mr Bill 
Reilly, SCIEH, or Professor Kenton Morgan, Professor of Veterinary 1p & ology, Liverpool 
University, enlisted 

Secondly control selection is probematkaMôrsohe ofthe visits it bas rat proved p ss 'ble io 
interview a control that day. The clinical tea simply nominate one individual in th areWho is 
prepared to take past and fulfils the matchtn criteria. They are supposed to have a relative of the 
same degree as the ca .se's to act as their respondent but this is frequently not possible. One 
suspects that participation bias occurs as "heip€uf'.cc "co-operative" patients S thraled, which 
could be very important, for exa,nple, in examvniag c if tfort: Ideally, if lraspital coritros are to 
be used, they should beseleced at raazclorr► from a re ster ref in pat3e eta sr'b with a limited 
rrrt,°r- er of permitted cotrtrrion diagnoses to ensure they 'a r re5Eratative oCtb6seunerposed to 
the relevant exposure in the population ftomwhichthé cases are dram .'f iris is ley"to tie . 
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• laborious and controls selected front Creneral Practitioner's tits would, in practice, be as easy to ... 
obtain and more likely to be appropriate overall, There is merit, overall, however, in retaining a 
hospital control as Cl? controls could conceivably be over-matched by locality of residence. More 
time will need to be invested in this process and, were it not for the fact that this is the only 
controlled data, it would be surprising that such extensive analysis of the case-control study data 
has been carried out without these issues, as yet, being addressed. 

The 
 te

jyLQ S 

The suspected cases consisted of 5 females and I male. Their ages were 35, 43, 51, 75, 76, 77, 
With the older patients the ante-mortm diagnosis appears able to be based with some con dence 
on a .number of coasisterit features- r-ap'dly progressive history, myoelormus and a characteristic 
EEG appearance. The younger patients, who are of coarse candidates forNVCJD, have a much 
More hctciogenous presentation w J idcrstand, has bcn the case with the series of NVCJD. 
The younger patients have also hatoutes of referral. One was referred by a forrner CJD Unit 
Research Registrar; a second by a neuropathologist who had the patient, who vv'as under the care of 
psycho geriatricians, drawn to his attention ante mortem because of the patient's previously 
expressed desire to leave his body for research a third by their next of kin via a 0317 self help 
group,

Regarding exposure histories I have not been disabused of my view that direct zoonotic spread may 
be important. If the 6 interviews attended are typical, which, of course, they may not be, it is 
diffmcxilt not to be struck by the rural nature of the fives of the cases and the extent of animal 
contact, which wtuld.be,utmusual to.find in other epideraaiolopcal fieldwork settings. 

The cases also consume a variety of products that might have contained beef offal but, superficially 
at least, this is less of remark. It is clear that the CJD Unit believe beef affil products to be the 
explanation forNVCfD and, clearly, as they are on the spot and have ixter `•ed all the cases, that 
view should be the starting point for any subsequent development of the epiderriological study. It 
should be observed that time experimental introduction of NVCJD into a cyt omc<gulus macaque 
monkey by intza-cerebral inoculation of BSE infected cow's brain is, in the advance of the results of 
strain phermotyping experiments on NVCJD human brain at the Animal Neuropathoge aesis Unit, in 
Edinburgh,, ' a strong piece of corroborative evidence for the CR) Unit's view that NVCYD does 
come from SSE, although; the route of transmission would still be open to debate. 

Some general proposals for future developments 

The CM) Unit do.not feel that NVCJD has resulted from increased ascertainment. Nevertheless it 
would be as weed to examine this question systematically, p.aticularly in the younger age group. 
There is also the cuestion as to what extent atypically presenting older CII7 cases Cie -with longer 
histories and without EEG changes) may +a,irrently be being missed. This could also us.Fizlly be 

systematically 
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via 

a 
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brainsfrom 

a 

random 
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of 
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would then be made in the knowledge Oat the came would indeed be entering the study. The 
interviewing for this part could just as readily be carried out by someone cxperiencrd in foodborne 
or zoonotic illness who might be a scientist, enviro. mental health offices or veterinarian, rather than 
a clinician. PHLS has a number of such people. It is at least possible that the circumstances for the 
interview would be easier after death for the next of kin than, as at present, whilst coping with the 
terminal ilf.ness. Given that the information is mostly lifelong and obtained from proxy respondents 
the delay is unlikely to affect its quality. 
I understand DH may be in discussion with the CiD Unit as to how further epidemiological 
support might be provided. Indeed if there is an acceleration in the rate ofrefenrals of suspect cases 
the aD Unit may well find it difficult to cope. PHLS could readily assist here as, one assumes, 
could SCIE}L Details of how control selection and questionnaire design might be modiScd are 
given above. 

Afterword 

It is a privilege to sit in on these interviews and listen to families give their accounts of relatives with 
CiD. One appreciation I have acquired, or certainly had reinforced, is the extent to which all faun 
of CM) represent a considerable human tragedy. It is easy to loose sight of the basic consideration, 
among considerations of economic loss and market confidence, that this disease is worth trying to 
prevent. 

Dr R.L. Salmon 
PHLS Communicable Disease Surveillance Centre (Welsh Unit) 
20th August 1996 
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